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1. TITLE PAGE

THERAPEUTICS

PROTOCOL NUMBER: 217-MDD-201

A PHASE 2, TWO-PART (OPEN-LABEL FOLLOWED BY
DOUBLE-BLIND) STUDY EVALUATING THE SAFETY,
TOLERABILITY, PHARMACOKINETICS, AND
EFFICACY OF SAGE-217 IN THE TREATMENT OF
ADULT SUBJECTS WITH MODERATE TO SEVERE
MAJOR DEPRESSIVE DISORDER

IND NUMBER: 132,131

Investigational Product SAGE-217

Clinical Phase 2a

Sponsor Sage Therapeutics, Inc.
Sponsor Contact George Nomikos, M.D., Ph.D.

Senior Medical Director

Sage Therapeutics

215 First Street

Cambridge, MA 02142

Phone: 617-949-2881
George.Nomikos@sagerx.com

Sponsor Medical Monitor Handan Gunduz-Bruce, M.D., M.B.A.
Medical Director
Sage Therapeutics
215 First Street
Cambridge, MA 02142
Phone: 203-500-9240
Handan.Gunduz-Bruce(@sagerx.com

Date of Original Protocol 24 October 2016

Confidentiality Statement

The confidential information in this document is provided to you as an Investigator or consultant
for review by you, your staff, and the applicable Institutional Review Board/Independent Ethics
Committee. Your acceptance of this document constitutes agreement that you will not disclose

the information contained herein to others without written authorization from the Sponsor.
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INVESTIGATOR’S AGREEMENT

I have received and read the Investigator’s Brochure for SAGE-217. I have read the Clinical
Protocol 217-MDD-201 and agree to conduct the study as outlined. I agree to maintain the
confidentiality of all information received or developed in connection with this protocol.

Printed Name of Investigator

Signature of Investigator

Date
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CONTACTS IN CASE OF EMERGENCY

Table 1: Emergency Contact Information

Role in Study Name Address and Telephone Number

Clinical Research Organization |INC Research |Cincinnati Children's Hospital Medical Center
Medical Vigilance Solutions

Drug and Poison Information Center

3333 Burnet Avenue, MLC 9004

Cincinnati, OH 45229-3039

1-877-462-0134
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2. SYNOPSIS

Name of Sponsor/Company:
Sage Therapeutics

215 First Street

Cambridge, MA 02142

Name of Investigational Product:
SAGE-217 Oral Solution

Name of Active Ingredient:
SAGE-217

Title of Study: A Phase 2, Two-Part (Open-Label Followed by Double-Blind) Study Evaluating the
Safety, Tolerability, Pharmacokinetics, and Efficacy of SAGE-217 in the Treatment of Adult Subjects
With Moderate to Severe Major Depressive Disorder

Study centers: Approximately 3 sites in Part A and approximately 15 sites in Part B

Phase of development: 2a

Methodology:

This study will assess the safety, tolerability, pharmacokinetics (PK), and efficacy of SAGE-217 Oral
Solution in adult subjects diagnosed with moderate to severe major depressive disorder (MDD).

There are two parts to the study:
Part A: Open-label dosing with SAGE-217 Oral Solution (14 days)

All subjects will receive a 30 mg SAGE-217 Oral Solution dose administered at 8:00 PM
(£15 minutes) with food on Day 1 to Day 14 as tolerated.

Part B: Randomized, double-blind, parallel-group, placebo-controlled (14 days)

Based on the results of Part A, eligible subjects will be stratified based on use of antidepressant

treatment (current/stable or not treated/withdrawn >30 days) and randomized within each stratum in a
1:1 fashion to receive SAGE-217 Oral Solution 30 mg or matching placebo for 14 days beginning on
Day 1 as tolerated. All doses of study drug will be administered at 8:00 PM (£15 minutes) with food.

Dose adjustments based on tolerability are detailed in Section 9.3.

Separate cohorts of subjects will be enrolled in Part A and Part B; subjects participating in Part A
cannot enroll in Part B. Part B may be initiated after termination or completion of Part A if there is a
clear signal of activity based on the 17-item Hamilton Rating Scale for Depression (HAM-D) scores
and/or other scales being assessed.

Both parts of the study will consist of an up to 7-day Screening Period (Days -7 to -1), a 14-day
Treatment Period, and a 2-week Follow-up Period. During the study Treatment Period, subjects must
remain inpatient for the first 7 days at minimum and per Investigator’s judgement thereafter.

Screening Period: The Screening Period begins with the signing of the informed consent form (ICF)
at the Screening Visit, which can occur on any one calendar day of the 7-day window (from Day -7
through Day -1). The diagnosis of MDD must be made according to Structured Clinical Interview for
Diagnostic and Statistical Manual of Mental Disorders, Fifth Edition (DSM-5) Axis I Disorders
(SCID-]) performed by a qualified healthcare professional. Subjects will undergo preliminary
screening procedures at the Screening Visit to determine eligibility, including completion of the
HAM-D, Hamilton Anxiety Rating Scale (HAM-A), Clinical Global Impression - Severity (CGI-S),
and Montgomery-Asberg Depression Rating Scale (MADRS). The Screening Period assessments will
be conducted on an outpatient basis. Most eligibility criteria are the same for both parts of the study.
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Treatment Period:

Part A — Once subjects are confirmed as eligible, they will receive a 30 mg dose of study drug at
8:00 PM (+15 minutes) with food for 14 days (Day 1 to Day 14) as tolerated. Subjects who cannot
tolerate 30 mg will receive 20 mg for the rest of the Treatment Period. Subjects who cannot tolerate
20 mg will be terminated from the study. The following assessments will be performed: HAM-D,
HAM-A, and MADRS total scores and Clinical Global Impression — Improvement (CGI-I).

Part A may be terminated and Part B initiated if there is a clear signal of activity based on the HAM-D
scores and/or other scales being assessed. Alternatively, upon completion of Part A, Part B may begin.
The study may be terminated if there is clear lack of activity based on HAM-D scores during Part A.
Separate cohorts of subjects will be enrolled in Part A and Part B; subjects participating in Part A
cannot enroll in Part B.

Part B - Based on the results of Part A, eligible subjects will be stratified based on use of antidepressant
treatment (current/stable or not treated/withdrawn >30 days) and randomized within each stratum to
one of two treatment groups (SAGE-217 Oral Solution 30 mg or matching placebo) in a 1:1 ratio.
Subjects will be administered study drug at 8:00 PM (+15 minutes) with food for 14 days. Subjects
who cannot tolerate 30 mg will receive 20 mg for the rest of the Treatment Period. Subjects who
cannot tolerate 20 mg will be terminated from the study.

In both parts of the study, subjects may be discharged after a minimum 7-day inpatient stay, following
completion of the Day 7 assessments. If their clinical condition does not allow discharge, the
Investigator may keep the subjects as inpatients for a longer period of time.

In both parts of the study, subjects discharged from the inpatient unit may receive treatment with study
drug for the remainder of the 14-day Treatment Periods as outpatients. The outpatient phase treatment
may be provided at the clinical site or, if suitable arrangements can be made, via home administration.
Home administration of study drug will be performed according to a site-specific plan by a healthcare
professional trained on the protocol and delivery of the study drug.

With the exception of subjects permitted to use current stable antidepressant treatment, initiation of
psychotropic medications and other medications that may potentially have an impact on efficacy or
safety endpoints will not be allowed between screening and completion of the Day 15 assessments

(Parts A and B). Psychotropic medications, which must have been initiated at least 14 days prior to
screening, must remain at a stable dose until completion of the Day 15 assessments (Parts A and B).

Efficacy and safety assessments will be performed periodically during the study, and blood samples
will be collected for analysis of SAGE-217 as outlined in the Schedule of Events (Table 2 and Table 3).
Follow-up Period: Follow-up visits will be conducted on an outpatient basis. Follow-up visits for
Parts A and B will be conducted at 1 week (21£1 day) and 2 weeks (2843 days) after the last dose of
study drug.

Objectives:

Part A:

Primary:

The primary objective of the study is to evaluate the safety and tolerability of SAGE-217 Oral Solution
30 mg.

Secondary:

The secondary objective of Part A is to determine if treatment with SAGE-217 Oral Solution 30 mg for
14 days reduces depressive symptoms.
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Part B:

Primary:

The primary objective of the study is to evaluate the safety and tolerability of SAGE-217 Oral Solution
30 mg.

Secondary:

The secondary efficacy objective for Part B of the study is to determine if treatment with SAGE-217
Oral Solution 30 mg reduces depressive symptoms in subjects with moderate to severe MDD compared
to matching placebo.

Endpoints:

Part A:

Primary:

The primary endpoint is the safety and tolerability of SAGE-217 as assessed by the frequency and
severity of adverse events; changes from baseline in clinical laboratory measures, vital signs, and
electrocardiograms (ECGs); Stanford Sleepiness Scale (SSS) score; physical examination; and suicidal
ideation using the Columbia-Suicide Severity Rating Scale (C-SSRS).

Secondary:

Reduction in depressive symptoms as assessed by the following:

e Change from baseline in HAM-D total score at all time points;

e HAM-D response;

e HAM-D remission;

e Change from baseline in the MADRS total score at all time points;

e Change from baseline in HAM-D subscale and individual item scores at all time points; and
e CGI-Iresponse.

Part B:

Primary:

The primary endpoint is the safety and tolerability of SAGE-217 as assessed by the frequency and
severity of adverse events; changes from baseline in clinical laboratory measures, vital signs, and
ECGs; SSS score; physical examination; and suicidal ideation using the C-SSRS.

Secondary:

Reduction in depressive symptoms, compared to placebo, as assessed by the following:

e Change from baseline in the 17-item HAM-D total score at all time points;

e HAM-D response;

e HAM-D remission;

e Change from baseline in the MADRS total score at all time points;

e Change from baseline in HAM-D subscale and individual item scores at all time points;

e CGlI-I response; and

e 36-item short form survey (SF-36) and fatigue associated with depression (FAs-D) patient-reported
outcome.

Pharmacokinetic:
The PK objective of Part A and Part B is:
e To assess the PK profile of SAGE-217 Oral Solution in plasma samples.
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Number of subjects (planned):
Approximately ten subjects will be enrolled in Part A. Up to 52 subjects may be randomized in Part B.

Diagnosis and main criteria for inclusion:
Inclusion criteria:

1.
2.
3.

Exclusion criteria:
1.
2.

Subject has signed an ICF prior to any study-specific procedures being performed.
Subject is an ambulatory male or female between 18 and 65 years of age, inclusive.

Subject is in good physical health and has no clinically significant findings, as determined by
the Investigator, on physical examination, 12-lead ECG, or clinical laboratory tests.

Subject agrees to adhere to the study requirements.

Subject has a diagnosis of MDD that has been present for at least a 4-week period as diagnosed
by SCID-L

Subject has a HAM-D total score of >22 at screening and Day 1 (prior to dosing).
Subject has a HAM-A total score of >20 at screening and Day 1 (prior to dosing) (Part B only).

Subject is willing to delay start of other antidepressant or antianxiety medications and any new
pharmacotherapy regimens, including as-needed benzodiazepine anxiolytics, during the
screening and treatment periods.

Subject agrees to practice an acceptable method of highly effective birth control at screening
and throughout study participation. Highly effective methods of birth control include sexual
abstinence (for males and females); vasectomy; or a condom with spermicide in combination
with a highly effective female partner’s method (for males); and hormonal methods of
contraception (ie, established use of oral, implantable, injectable, or transdermal hormones);
placement of an intrauterine device; placement of an intrauterine system; and
mechanical/barrier method of contraception (ie, condom or occlusive cap [diaphragm or
cervical/vault cap] in conjunction with spermicide [foam, gel, film, cream, or suppository]) (for
females).

Subject has a history of suicide attempt.

Subject has a recent history or active clinically significant manifestations of metabolic, hepatic,
renal, hematological, pulmonary, cardiovascular, gastrointestinal, musculoskeletal,
dermatological, urogenital, neurological, or eyes, ears, nose, and throat disorders, or any other
acute or chronic condition that, in the Investigator's opinion, would limit the subject's ability to
complete or participate in this clinical study.

Subject has a history of treatment-resistant depression, defined as persistent depressive
symptoms despite treatment with adequate doses of antidepressants from two different classes
for an adequate amount of time (ie, at least 4 weeks of treatment).

Subject has a known allergy to SAGE-217, allopregnanolone, or related compounds.

Subject has a positive pregnancy test at screening or on Day 1 prior to the start of study drug
administration.

Subject has detectable hepatitis B surface antigen (HBsAg), anti-hepatitis C virus (HCV), or
human immunodeficiency virus (HIV) antibody at screening.

Subject has active psychosis per Investigator assessment.
Subject has a medical history of seizures.

Subject has a medical history of bipolar disorder, schizophrenia, and/or schizoaffective
disorder.
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10. Subject has a history of alcohol or drug dependence (including benzodiazepines) in the
12 months prior to screening.

11. Subject has had exposure to another investigational medication or device within 30 days prior
to screening.

12. Subject has been treated or randomized in this study (eg, Part A) or any other study employing
SAGE-217 previously (ie, subject may not have received study drug and then re-enroll).

13. Subject has had administration of psychotropics that have been initiated within 14 days prior to
screening and/or are not being taken at a stable dose.

14. Use of any known strong inhibitors and/or inducers of cytochrome P450 (CYP)3 A4 within the
14 days or five half-lives (whichever is longer) or consumed grapefruit juice, grapefruit,
Seville oranges, or St. John's Wort or products containing these within 30 days prior to
receiving the first dose of study drug.

Investigational product, dosage and mode of administration:

SAGE-217 Oral Solution is available as a 6 mg/mL stock aqueous solution of SAGE-217 Drug
Substance containing 40% hydroxypropyl-p-cyclodextrin (HPBCD) and 0.0025% sucralose, which is
further diluted with Sterile Water for Injection to achieve the selected dose.

Duration of participation:
Part A: Up to 38 days (14 days of treatment)
Part B: Up to 38 days (14 days of treatment)

Reference therapy, dosage and mode of administration:
Reference therapy is taste-matched placebo.

Randomization:

Subjects participating in Part A of the study will be administered study drug (SAGE-217 Oral Solution)
in an open-label manner. Subjects in Part B will be randomized within each antidepressant treatment
stratum to receive SAGE-217 Oral Solution or matching placebo oral solution in a 1:1 ratio. Subjects,
clinicians, and the study team will be blinded to treatment allocation. The pharmacist and/or
designated pharmacy staff, who will prepare the oral solutions according to the randomization
schedule, will be unblinded.

Dose Adjustment for Safety/Tolerability Reasons:

During the Treatment Period, subjects will be able to receive study drug as long as there are no
dose-limiting safety/tolerability concerns. Subjects who experience moderate or severe adverse events
that according to the clinical judgement of the Investigator are related to study drug while receiving the
30 mg dose of study drug will receive 20 mg for the remaining of the Treatment Period. Subjects who
experience moderate or severe related adverse events while receiving the 20 mg dose of study drug
may not be able to continue receiving study drug based on the evaluation and clinical judgment of the
Investigator, and may be terminated from the study. Dosing may also be modified based on tolerability
as assessed with SSS scores.

Part A may be terminated and Part B initiated if there is a clear signal of activity based on the HAM-D
scores and/or other scales being assessed. The study may be terminated if there is clear lack of activity
based on HAM-D scores during Part A. A Data Review Team will assess the HAM-D and other data
on an ongoing basis during Part A.
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Inpatient Length of Stay and Discharge Instructions

The minimum length of inpatient stay in both parts of this study is 7 days. It is the Investigator’s
responsibility to assess whether the subject can safely be discharged home and continue taking study
drug administered by a healthcare professional trained on the protocol and delivery of the study drug
for the rest of the treatment days (Days 8 to 14 for Parts A and B) or by returning to the clinic daily.
The Investigator may decide to extend the subject’s inpatient stay to maximize safety oversight. In
making this assessment, the Investigator may consider not only the drug tolerability but also clinical
factors including, but not limited to, availability of social support, transportation, severity of symptoms,
and suicidality.

Discharge instructions must include warnings about avoiding activities for which sedative effects of the
study drug may impair performance, such as driving a motor vehicle and operating machinery.

Criteria for evaluation:

Efficacy:

Reduction of depressive symptoms will be assessed by the change from baseline at various time points
in HAM-D total score; HAM-D response; HAM-D remission; change from baseline in the MADRS
total score; CGI-I response; change from baseline in HAM-D subscale and individual item scores;

change from baseline in HAM-A total score; change from baseline in SF-36; and change from baseline
in FAs-D.

Pharmacokinetics:

Plasma samples will be collected to assay for concentrations of SAGE-217. The following PK
parameters will be derived from the plasma concentrations (where evaluable): area under the
concentration-time curve (AUC), AUC from time zero to infinity (AUC.), maximum (peak) plasma
concentration (Cmax), time at maximum (peak) plasma concentration (tmax), steady-state drug
concentration in the plasma during oral intake (Css), and in the plasma at steady state during a dosing
interval.

Safety:
The safety and tolerability of SAGE-217 Oral Solution will be evaluated by frequency, type, and
severity of adverse events; mean changes from baseline in clinical laboratory measures, vital signs, and

ECGs; SSS score; physical examination; and suicidal ideation using the C-SSRS during both Part A
and Part B.

Statistical methods:
General

For the purpose of all safety and efficacy analyses where applicable, baseline is defined as the last
measurement prior to the start of blinded study drug administration.

Continuous endpoints will be summarized with n, mean, standard deviation, median, minimum, and
maximum. In addition, change from baseline values will be calculated at each time point and
summarized descriptively. For categorical endpoints, descriptive summaries will include counts and
percentages.

10
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Analysis Populations and Methods:

The Safety Population (for both Part A and Part B), defined as all subjects administered study drug,
will be used to provide descriptive summaries of safety data. Adverse events will be classified by type,
incidence, severity, and causality. The overall incidence of adverse events will be summarized by
Medical Dictionary for Regulatory Activities (MedDRA) system organ class and preferred term. Data
for vital signs, clinical laboratory measurements, ECG, physical examinations, and concomitant
medication usage will also be summarized. Safety data will be summarized and examined for possible
relationships between subject characteristics and plasma SAGE-217 concentrations, as appropriate.
Suicidality data collected using the C-SSRS at baseline and at each visit during the active Treatment
Period will be listed for all subjects. The C-SSRS listings will include behavior type and/or category
for suicidal ideation and suicidal behavior of the C-SSRS. Out-of-range safety endpoints may be
categorized as low or high, where applicable. Subjects will be summarized according to treatment
received.

The Efficacy Population (for both Part A and Part B), defined as all subjects in the Safety Population
who complete at least 1 day of dosing of study drug and have at least one post-baseline efficacy
evaluation, will be used to analyze efficacy data. Efficacy data will be analyzed using appropriate
descriptive statistics and pre-specified statistical methods, as well as other data presentation methods
where applicable; subject listings will be provided for all efficacy data. For (the open-label) Part A,
efficacy data will be summarized descriptively. For Part B, subjects will be analyzed according to
randomized treatment.

For Part B, the change from baseline in HAM-D total score will be analyzed using a mixed effects
model for repeated measures (MMRM); the model will include treatment, baseline HAM-D total score,
antidepressant use strata, assessment time point, and time point-by-treatment as explanatory variables.
All post-baseline time points will be included in the model. The primary comparison will be between
SAGE-217 Oral Solution and matching placebo at the 15-day time point. Model-based point estimates
(ie, least squares [LS] means), 95% confidence intervals, and p-values will be reported. An
unstructured covariance structure will be used to model the within-subject errors. Continuous variables
will be analyzed using similar methods.

Binary efficacy endpoints, including responder and remission endpoints, will be analyzed using logistic
regression model.

The PK Population will consist of all subjects in the Safety Population with sufficient plasma
concentrations for PK evaluations, and will be used to summarize PK data. PK parameters will be
summarized using appropriate descriptive statistics and listed by subject. The PK parameters to be
summarized where possible will include AUC., Crax, tmax, t, and Cs.

Sample Size Calculation

The sample size of ten subjects for Part A was selected based on clinical and not statistical
considerations.

For Part B, assuming a two-sided t-test at an alpha level of 0.10, a sample size of 23 subjects per group
would provide 80% power to detect an effect size of 0.75 between the SAGE-217 Oral Solution and
matching placebo groups with regard to the secondary efficacy outcome variable of change from
baseline in HAM-D total score. An effect size of 0.75 corresponds to a matching placebo-adjusted
difference of 7.5 points in the change from baseline in HAM-D total score at 15 days with an assumed
SD of 10 points. By including two treatment groups and using a 1:1 randomization, a total of

46 subjects are required. Assuming a non-evaluability rate of 10%, up to 52 subjects will be
randomized.

11
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Table 2: Schedule of Events (Part A)

Screening Period Open-Label Treatment Period Follow-up Period

Visits OUTPATIENT INPATIENT INPATIENT or OUTPATIENT? OUTPATIENT

D15/ | D21 D28
Visit Days D-7 to D-1 D1* | D2 D3 D4 D5 D6 D7 D8 D9 | D10 | D11 | D12 | D13 | D14 ET (+1d) | (£3d)

Study Procedure

Informed Consent

Inclusion/Exclusion

Demographics

Medical/Family History

R R

SCID-1

Confinement X (X)

>
>
>
>
>

Physical Examination

Body Weight/Height

=

X(wt | X(wt | X(wt
only) | only) | only)

Clinical Laboratory X X X X X
Assessments?

Drug & Alcohol Screen®

Pregnancy Test® X X

Hepatitis & HIV Screen

Blood Samplef

Genetic Sample®

X O O X| X[ ™=

Vital Signsh

Pulse Oximetry

12-Lead ECG!

>
>
>~
>
e el
>

C-SSRS!

T I T B el e
T T e el e

CGI-sk
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Screening Period Open-Label Treatment Period Follow-up Period

Visits OUTPATIENT INPATIENT INPATIENT or OUTPATIENT? OUTPATIENT
D15/ | D21 | D28

Visit Days D-7 to D-1 Di* | D2 | D3 | D4 | D5 | D6 | D7 | D8 | D9 | D10 | D11 | D12 | D13 | D14 | ET | (+1d) | (3d)
Study Procedure
CGI-I¥ X X X X X X
HAM-AK X X X X X X X X
HAM-DX X X X X X X X X X
MADRSK X X X X X X X X X
gss! X X X X X X X X X X X X
Plasma PK™ X X X
Study Drug X X X X X X X X X X X X X
Administration
Adverse Events X
Prior/Concomitant X
Medications™

CGI-I = Clinical Global Impression - Improvement; CGI-S — Clinical Global Impression - Severity; C-SSRS = Columbia Suicide Severity Rating Scale; D = day; ET = early
termination; ECG = electrocardiogram; HAM-A = Hamilton Anxiety Rating Scale; HAM-D = Hamilton Rating Scale for Depression, 17-item; HIV = human immunodeficiency
virus; MADRS = Montgomery-Asberg Depression Rating Scale; PK = pharmacokinetic; SCID-I = Structured Clinical Interview for Diagnostic and Statistical Manual of Mental
Disorders, Fifth Edition Axis I Disorders; SSS = Stanford Sleepiness Scale

*D1 procedures are to be completed prior to dosing

@ Qutpatient visits may take place at the subject’s residence or in the clinic.

Safety laboratory tests will include hematology, serum chemistry, coagulation, and urinalysis. Laboratory assessments are to be completed in the morning on Days 8 and 15 and
during the follow-up visits on Day 21 and Day 28.

Urine toxicology for selected drugs of abuse and serum or breath test for alcohol.

Serum pregnancy test at screening and urine pregnancy test at Day 1 and Day 28.

Female subjects who prematurely discontinue will have a pregnancy test performed at the ET visit.

An optional blood sample for hormone and exploratory biochemistry testing, where consent is given.

An optional genetic sample for biomarker testing, where consent is given.

Vital signs include oral temperature (°C), respiratory rate, heart rate, and blood pressure (supine and standing). Vital signs will be obtained within +5 minutes of the scheduled
time point through 0.5 hours after dosing and £30 minutes of the scheduled time point from 1 hour after dosing and greater, unless the subject is asleep between the hours of
23:00 h and 06:00 h. From Day 1 through Day 7, vital signs will be completed at the following time points: predose, 0.25, 0.5, 1, 2, and 12 hours after dosing. During the
outpatient treatment period, vital signs will be completed prior to dosing and 1 hour after dosing. Vital signs may be repeated at the discretion of the Investigator or Visiting
Home Healthcare Provider as clinically indicated.

Will be performed 1 hour £15 minutes after dosing on Days 1, 2, 7, and 14, and during the follow-up visit on Day 21.

<

= 0 e o o
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i The “Baseline/Screening” C-SSRS form will be completed at screening. The “Since Last Visit” C-SSRS form will be completed at any time of day at all subsequent time points.

X To be completed to be completed at 8:00 AM (30 minutes) at each scheduled time point during the Treatment Period, and in the morning on Day 15, Day 21, and Day 28.

! To be completed within +5 minutes of the scheduled time point through 0.5 hours after dosing and +15 minutes of the scheduled time point from 1 hour after dosing and greater,
unless the subject is asleep between 23:00 h and 06:00 h during the inpatient treatment period. From Day 1 through Day 7, SSS will be completed at the following time points:
predose, 0.25, 0.5, 1, and 2 hours after dosing. During the outpatient treatment period, SSS will be completed prior to dosing and 1 hour after dosing.

™ Plasma samples for PK analysis in Part A and Part B will be collected predose and 0.25, 0.5, 1, 2, 10, and 12 hours postdose on Day 7 (within =5 minutes of the scheduled time
point through 0.5 hours after dosing and +15 minutes of the scheduled time point from 1 hour after dosing and greater), prior to discharge on Day 8 for subjects being discharged
or 16 hours postdose for subjects remaining as inpatients, predose on Day 14, and in the morning on Day 15. The time of study drug administration is time zero and all post-
dosing sampling times are relative to this time. In the event of a dose adjustment, an unscheduled PK sample should be collected just prior to the dose change. Plasma samples
for PK analysis will be collected per protocol and subjects may need to be awoken for sample collection.

" To include those taken within 30 days prior to informed consent and throughout the study.
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Sage Therapeutics

Table 3: Schedule of Events (Part B)
Screening Period Double-Blind, Placebo-Controlled Treatment Period Follow-up Period

Visits OUTPATIENT INPATIENT INPATIENT or OUTPATIENT? OUTPATIENT
D15/ | D21 D28

Visit Days D-7 to D-1 D1* | D2 D3 D4 D5 D6 D7 D8 D9 | D10 | D11 | D12 | D13 | D14 ET (+1d) | (£3d)

Study Procedure

Informed Consent X

Inclusion/Exclusion X X

Demographics X

Medical/Family History X

SCID-1 X

Randomization X

Confinement X (X)

Physical Examination X X X X X

Body Weight/Height X(wt | X(wt | X(wt
only) | only) | only)

Clinical Laboratory X X X X X

Assessments®

Drug & Alcohol Screen® X

Pregnancy Test® X X X

Hepatitis & HIV Screen X

Blood Samplef 0

Genetic Sample® 0

Vital Signs® X X | x X | X X X | x| x| X | X | X X X X

Pulse Oximetry X X X

12-Lead ECG! X X | X X X X

C-SSRS/ X | X | X | X | X | X | x| X | X | X |XxX| X | X X X
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Screening Period

Double-Blind, Placebo-Controlled Treatment Period

Follow-up Period

Visits OUTPATIENT INPATIENT INPATIENT or OUTPATIENT? OUTPATIENT
D15/ | D21 | D28

Visit Days D-7 to D-1 D1* | D2 D3 D4 DS D6 D7 D8 D9 | D10 | D11 | D12 | D13 | D14 ET (+1d) | (£3d)

Study Procedure

CGI-Sk X X X X X X X X

CGL-I* X | X X X X X

HAM-AK X X | x | X X X X X

HAM-D* X X | X | X X X X X

MADRSK X X X X X X X X

SF-36* X X X X X X

FAs-DX X X X X X X

gss! X X | x| X | X | X | X X | x | X | X | X | X X

Plasma PK™ X X

Study Drug X X X X X X X X X X X X

Administration

Adverse Events X

Prior/Concomitant
Medications”

CGI-I = Clinical Global Impression - Improvement; CGI-S — Clinical Global Impression - Severity; C-SSRS = Columbia Suicide Severity Rating Scale; D = day; ET = early

termination; ECG = electrocardiogram; FAs-D = fatigue associated with depression; HAM-A = Hamilton Anxiety Rating Scale; HAM-D = Hamilton Rating Scale for Depression,

17-item; HIV = human immunodeficiency virus; MADRS = Montgomery-Asberg Depression Rating Scale; PK = pharmacokinetic; SCID-I = Structured Clinical Interview for

Diagnostic and Statistical Manual of Mental Disorders, Fifth Edition Axis I Disorders; SF-36 = 36-item short form survey; SSS = Stanford Sleepiness Scale

*D1 procedures are to be completed prior to dosing

@ Qutpatient visits may take place at the subject’s residence or in the clinic.

b Safety laboratory tests will include hematology, serum chemistry, coagulation, and urinalysis. Laboratory assessments are to be completed in the morning on Days 8 and 15 and
during the follow-up visits on Day 21 and Day 28.

¢ Urine toxicology for selected drugs of abuse and serum or breath test for alcohol.

4 Serum pregnancy test at screening and urine pregnancy test at Day 1 and Day 28.

¢ Female subjects who prematurely discontinue will have a pregnancy test performed at the ET visit.

' An optional blood sample for hormone and exploratory biochemistry testing, where consent is given.

¢ An optional genetic sample for biomarker testing, where consent is given.
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" Vital signs include oral temperature (°C), respiratory rate, heart rate, and blood pressure (supine and standing). Vital signs will be obtained within =5 minutes of the scheduled
time point through 0.5 hours after dosing and +30 minutes of the scheduled time point from 1 hour after dosing and greater, unless the subject is asleep between the hours of
23:00 h and 06:00 h. From Day 1 through Day 7, vital signs will be completed at the following time points: predose, 0.25, 0.5, 1, 2, and 12 hours after dosing. During the
outpatient treatment period, vital signs will be completed prior to dosing and 1 hour after dosing. Vital signs may be repeated at the discretion of the Investigator or Visiting
Home Healthcare Provider as clinically indicated.

I Will be performed 1 hour +15 minutes after dosing on Days 1, 2, 7, and 14, and during the follow-up visit on Day 21.

i The “Baseline/Screening” C-SSRS form will be completed at screening. The “Since Last Visit” C-SSRS form will be completed at any time of day at all subsequent time points.

K To be completed at 8:00 AM (£30 minutes) at each scheduled time point during the Treatment Period, and in the morning on Day 15, Day 21, and Day 28.

! To be completed within +5 minutes of the scheduled time point through 0.5 hours after dosing and +15 minutes of the scheduled time point from 1 hour after dosing and greater,
unless the subject is asleep between 23:00 h and 06:00 h during the inpatient treatment period. From Day 1 through Day 7, SSS will be completed at the following time points:
predose, 0.25, 0.5, 1, and 2 hours after dosing. During the outpatient treatment period, SSS will be completed prior to dosing and 1 hour after dosing.

™ Plasma samples for PK analysis in Part A and Part B will be collected predose and 0.25, 0.5, 1, 2, 10, and 12 hours postdose on Day 7 (within =5 minutes of the scheduled time
point through 0.5 hours after dosing and +15 minutes of the scheduled time point from 1 hour after dosing and greater), prior to discharge on Day 8 for subjects being discharged
or 16 hours postdose for subjects remaining as inpatients, predose on Day 14, and in the morning on Day 15. The time of study drug administration is time zero and all post-
dosing sampling times are relative to this time. In the event of a dose adjustment, an unscheduled PK sample should be collected just prior to the dose change. Plasma samples
for PK analysis will be collected per protocol and subjects may need to be awoken for sample collection.

" To include those taken within 30 days prior to informed consent and throughout the study.
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4. LIST OF ABBREVIATIONS AND DEFINITIONS OF TERMS
The following abbreviations and specialist terms are used in this study protocol.

Table 4: Abbreviations and Specialist Terms

Abbreviation or Specialist Term | Explanation

AUC area under the concentration-time curve

AUC, area under the concentration-time curve from time zero to infinity
BMI body mass index

CGI-I Clinical Global Impression - Improvement

CGI-S Clinical Global Impression - Severity

Crnax maximum (peak) plasma concentration

CS clinically significant

Css steady-state drug concentration in the plasma during oral intake
C-SSRS Columbia-Suicide Severity Rating Scale

CYP450 cytochrome P450

DSM-5 Diagnostic and Statistical Manual of Mental Disorders, Fifth Edition
ECG electrocardiogram

eCRF electronic case report form

EP European Pharmacopeia

FAs-D fatigue associated with depression

GABA y-aminobutyric acid

GABA4 v-aminobutyric acid-ligand gated chloride channel

GCP Good Clinical Practice

GMP Good Manufacturing Practice

HAM-A Hamilton Anxiety Rating Scale

HAM-D 17-item Hamilton Rating Scale for Depression

HBsAg hepatitis B surface antigen

HCV hepatitis C virus

HIV human immunodeficiency virus

HPBCD hydroxypropyl--cyclodextrin

ICF informed consent form

ICH International Council for Harmonisation

IEC Independent Ethics Committee
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Abbreviation or Specialist Term

Explanation

IRB

Institutional Review Board

MAD multiple-ascending dose

MADRS Montgomery-Asberg Depression Rating Scale
MedDRA Medical Dictionary for Regulatory Activities
MDD major depressive disorders

MMRM mixed effects model for reported measures
MTD maximum tolerated dose

n number

NCS not clinically significant

NF National Formulary

PK pharmacokinetic(s)

PPD postpartum depression

SAD single-ascending dose

SCID-I Structured Clinical Interview for DSM-5 Axis I Disorders
SD standard deviation

SF-36 36-item short form survey

SOC system organ class

SRC Safety Review Committee

SSS Stanford Sleepiness Scale

TEAE treatment-emergent adverse event

tmax time at maximum (peak) plasma concentration
USP United States Pharmacopeia

WHO World Health Organization

WHO-DD World Health Organization-Drug Dictionary
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5. INTRODUCTION
5.1. Background of Major Depressive Disorders and Unmet Medical
Need

World Health Organization (WHO) has identified depression as the leading cause of disability
worldwide, and a major contributor to the overall global burden of disease
(http://www.who.int/mediacentre/factsheets/fs369/en/). Globally, depression has been estimated
to affect 350 million people.

In DSM-5, depression refers to an overarching set of diagnoses, including disruptive mood
dysregulation disorder, major depressive disorder, persistent depressive disorder (dysthymia),
premenstrual dysphoric disorder, substance/medication-induced depressive disorder, depressive
disorder due to another medical condition, other specified depressive disorder, and unspecified
depressive disorder.

In the US, the economic burden of depression, including workplace costs, direct costs and
suicide-related costs, was estimated to be $210.5 billion in 2010 (Greenberg 2015). As per
WHO statistics, over 800,000 people die due to suicide every year, and suicide is the second
leading cause of death in 15- to 29-year-olds. In the US, an estimated 10% to 15% of individuals
with depression commit suicide (Angst 1999).

Antidepressants are mainstay of pharmacological treatment for depressive disorders. Selective
serotonin reuptake inhibitors, serotonin and norepinephrine reuptake inhibitors, tricyclic
antidepressants, monoamine oxidase inhibitors, and other compounds that affect monoaminergic
neurotransmission, such as mirtrazapine and bupropion, represent the major classes of
antidepressants. While antidepressants are widely used, large scale studies have demonstrated
their limited efficacy. For example, in the STAR*D trial where over 2800 patients were treated
in “real world” settings, the HAM-D remission rate was 28% following 14 weeks of treatment
with citalopram, a typical selective serotonin reuptake inhibitor (Trivedi 2006). Recent studies
have shown a number of symptoms that remain untreated, such as cognitive impairment, sleep
disturbances and anxiety, even in patients that are in remission over a long period of time after
treatment (Conradi 2011; Romera 2013). A close examination of randomized placebo-controlled
trials of antidepressants approved by the Food and Drug Administration in the treatment of both
major or minor depressive disorders demonstrated Cohen’s d effect sizes below 0.2 and high
placebo response rates (Kirsch 2008; Fournier 2010), emphasizing the challenges in assessing
antidepressant drug efficacy and the unmet need in the treatment of depression.

Converging preclinical and clinical evidence (Gerner 1981; Honig 1988; Drugan 1989;

Luscher 2011; Mann 2014) implicates deficits in GABAergic neurotransmission in the
pathophysiology of depressive disorders including MDD and PPD. Furthermore, several pieces
of experimental data implicate deficiencies in the normal regulation of endogenous neuroactive
steroids in depressive disorders (Maguire 2008; Maguire 2009). The neuroactive steroid class of
compounds includes the endogenous neuroactive steroid, allopregnanolone. Allopregnanolone is
a positive allosteric modulator of both synaptic and extrasynaptic GABA receptors — the
prominent inhibitory transmitter system in the brain. Depressed patients show low levels of
GABA in the brain and of neurosteroids in the CSF and plasma, and antidepressant therapy
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restores GABA levels in relevant animal models and neurosteroid concentrations in depressed
patients (Luscher 2011; Schiile 2014).

5.2. SAGE-217 Oral Solution

The intended dosage form for oral administration is SAGE-217 Oral Solution to be compounded
at the clinical pharmacy from components supplied by the Sponsor (SAGE-217 Drug Substance
Powder in the Bottle, Excipients in the Bottle, and sucralose) and Sterile Water for Injection.
SAGE-217 Oral Solution is a clear, colorless, aqueous hydroxypropyl-B-cyclodextrin (HPBCD)
solution of SAGE-217 Drug Substance. One concentration, 6 mg/mL, is available for use in
clinical studies. In addition to SAGE-217 Drug Substance, SAGE-217 Oral Solution contains
HPBCD (Kleptose®, HPB Parenteral Grade, United States Pharmacopeia/European
Pharmacopeia [USP/EP], Roquette) to solubilize the drug substance, sucralose (USP/National
Formulary [NF], JK Sucralose, Inc.) to sweeten the solution, and water for injection to be
provided by the clinical pharmacy. Refer to Table 5 for the composition of SAGE-217 Oral
Solution 6 mg/mL.

The SAGE-217 Oral Solution 6 mg/mL stock solution is compounded at point of use. This stock
solution is for oral administration after dilution to the intended dose by the clinical pharmacy.

5.3. Summary of Nonclinical and Clinical Experience with SAGE-217

5.3.1. Nonclinical Studies with SAGE-217

In nonclinical studies of SAGE-217, sedative-hypnotic effects were consistently observed at
higher doses in both in vivo pharmacology studies and toxicology studies. The sedative-
hypnotic impairments seen with SAGE-217 were typical for GABAAa positive allosteric
modulators, ranging from hyperexcitability and ataxia at the lower doses through deep sedation
and ultimately anesthesia at higher doses. Depth and duration of sedation demonstrated a clear
dose response over the range tested, with evidence of tolerance occurring with continued
exposure. Tolerance to the effects of SAGE-217 on motor incoordination was not observed after
7 days of dosing.

The compound has been assessed in 14-day rat and dog toxicology studies with daily
administration of SAGE-217 as a solution in HPBCD in dogs and Labrasol® in rats. The no-
observed-adverse-effect-level was 3 mg/kg (females) and 22.5 mg/kg (males) in rats and

2.5 mg/kg in dogs. There were no adverse effects in dogs or rats in the main toxicology studies.
A single observation of mortality occurred in one female rat at the high dose in a toxicokinetic
study that was suspected to have been related to exaggerated pharmacology. Additional
toxicology and pharmacology information is provided in the Investigator’s Brochure.

5.3.2. Clinical Experience

To date, two clinical studies employing SAGE-217 Oral Solution are clinically complete, and
final clinical study reports are pending. Discussions of pharmacokinetic (PK) data are limited to
the single-ascending dose, food effect, and essential tremor cohorts from Study 217-CLP-101
and the multiple-ascending dose and drug-drug interaction cohorts from Study 217-CLP-102.
Discussions of safety data are limited to the single-ascending dose cohorts in Study 217-CLP-
101 and the multiple-ascending dose cohorts in Study 217-CLP-102.
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Study 217-CLP-101 was a first-in-human, four-part study that assessed the effects of a single
dose of SAGE-217 Oral Solution. The study was a double-blind, placebo-controlled, single-
ascending dose design in healthy adult volunteers, with the objective of identifying the maximum
tolerated dose (MTD) and PK profiles of SAGE-217 Oral Solution. Subjects in each of the
single-ascending dose cohorts received a single dose of study drug, either SAGE-217 Oral
Solution (six subjects) or placebo (two subjects), with SAGE-217 Oral Solution doses of

0.25 mg, 0.75 mg, 2 mg, 5.5 mg, 11 mg, 22 mg, 44 mg, 55 mg, and 66 mg. Escalation to the
next dose was undertaken only after safety and PK data were reviewed by the Safety Review
Committee (SRC) and agreement reached that it was safe to increase the dose. The MTD was
determined to be 55 mg. Two cohorts, six subjects each received SAGE-217 Oral Solution in an
open-label manner (one cohort received 50% of the MTD [22 mg] to study the food effects and
the other cohort received the MTD [55 mg] to study the effects on subjects with essential
tremor). SAGE-217 Oral Solution was orally bioavailable, demonstrated dose-linear PK from
the lowest (0.25 mg) through the highest (66 mg) dose, and supported once-daily oral dosing
with food. In addition, the pharmacodynamic effects of the SAGE-217 Oral Solution MTD were
assessed in placebo-controlled, blinded, crossover electroencephalogram cohorts of eight
subjects each; one cohort received 50% of the MTD (22 mg) and the other received the MTD
(55 mg).

Study 217-CLP-102 was a two-part study that assessed the effects of multiple-ascending doses of
SAGE-217 Oral Solution. The study was a double-blind, placebo-controlled, multiple-ascending
dose study in healthy adult volunteers. Subjects in each of the multiple-ascending dose cohorts
received study drug, either SAGE-217 Oral Solution (nine subjects) or placebo (three subjects),
once daily for 7 days, with SAGE-217 Oral Solution doses of 15 mg, 30 mg, and 35 mg.
Escalation to the next dose was undertaken only after safety and PK data were reviewed by the
SRC and agreement reached that it was safe to increase the dose. The MTD was determined to
be 30 mg. It was observed that subjects receiving the drug in the evening did better in terms of
tolerability compared to when they received the drug in the morning. A fourth cohort of

12 subjects received 30 mg of SAGE-217 Oral Solution in an open-label manner to study drug-
drug interactions. SAGE-217 Oral Solution is not likely to induce the metabolism of cytochrome
P450 (CYP)2B6 or CYP3A4 substrates. SAGE-217 was orally bioavailable and suitable for
once-daily oral dosing at nighttime with food.

SAGE-217 Oral Solution was generally well tolerated. In both Phase 1 studies (217-CLP-101
and 217-CLP-102), doses were escalated until the stopping criteria were met. Most adverse
events were reported as mild or moderate in intensity, and there were no serious adverse events
reported in either study. In addition, none of the observed adverse events resulted in
discontinuation of the study drug. At doses planned for further study, the observed sedation was
mild, transient, and associated with daily peak exposure. The most common treatment-emergent
adverse events (TEAEs) were sedation, somnolence, dizziness, euphoric mood, fatigue, tremor,
and muscle twitching, reported most frequently in the highest dose group (66 mg). Some
changes in mean blood pressure and heart rate were observed after single doses of 44 mg and
greater. After multiple doses of 30 mg (AM or PM) or 35 mg (PM) over 7 days, there was no
evidence of changes in mean vital sign measures even though Day 7 plasma concentrations
approximated that of the highest single dose in the single-ascending dose study. Subjects
seemed to tolerate SAGE-217 Oral Solution better when given as nighttime dosing.
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There are no clinical efficacy data for SAGE-217 in major depressive disorders (MDD), since
the present study is the first study in this indication.

5.4. Potential Risks and Benefits

To date, SAGE-217 Oral Solution has been studied within the context of single-ascending dose
(SAD) (217-CLP-101) and multiple-ascending dose (MAD) (217-CLP-102) studies. In addition,
the SAD study included a cohort evaluating a 55 mg dose of SAGE-217 Oral Solution in subjects
with essential tremor who were otherwise healthy. The most common TEAEs observed across
the SAD and MAD studies were sedation, somnolence, dizziness, euphoric mood, and tremor.
Most adverse events were reported as mild or moderate in intensity, and there were no serious
adverse events reported in either study. In addition, none of the observed adverse events resulted
in discontinuation of the study drug. At predicted efficacious doses in the 20 to 30 mg range,
observed sedation was mild, transient, and associated with daily peak exposure. The
pharmacokinetic profile obtained from these studies indicates dose linearity over the multiple-
dose range studied (15 to 35 mg). SAGE-217 Oral Solution was well-tolerated in the essential
tremor subjects.

The safety profile of SAGE-217 Oral Solution based on the SAD, MAD, and limited essential
tremor studies thus far suggest that SAGE-217 Oral Solution may also be well tolerated in
patients with MDD. The current significant unmet need in the treatment of depression,
remaining as a number one cause of disability worldwide, justifies a favorable risk-benefit ratio,
and investigation of SAGE-217 Oral Solution in patients with MDD.

5.5. Dose Justification

To date, the pharmacokinetics of SAGE-217 Oral Solution has been investigated in healthy
volunteers within the context of the SAD and MAD studies (217-CLP-101 and 217-CLP-102,
respectively). The MTD was determined to be 55 mg in the SAD study and 30 mg once daily
(either AM or PM dosing) in the MAD study. Thus as a first step, while ensuring tolerability, a
30 mg dose has been chosen to maximize the potential therapeutic benefit in this first clinical
study of MDD.
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6. STUDY OBJECTIVES AND PURPOSE
6.1. Part A

6.1.1. Primary Objective

The primary objective of the study is to evaluate the safety and tolerability of SAGE-217 Oral
Solution 30 mg.

6.1.2. Secondary Objective

The secondary objective of Part A is to determine if treatment with SAGE-217 Oral Solution

30 mg for 14 days reduces depressive symptoms.

6.2. Part B

6.2.1. Primary Objective

The primary objective of the study is to evaluate the safety and tolerability of SAGE-217 Oral
Solution 30 mg.

6.2.2. Secondary Objective

The secondary efficacy objective for Part B of the study is to determine if treatment with
SAGE-217 Oral Solution 30 mg reduces depressive symptoms in subjects with moderate to
severe MDD compared to matching placebo.

6.3. Pharmacokinetic Objective

The PK objective of Part A and Part B is to assess the PK profile of SAGE-217 Oral Solution in

plasma samples.

6.4. Endpoints
6.4.1. Part A

6.4.1.1. Primary

The primary endpoint is the safety and tolerability of SAGE-217 as assessed by the frequency
and severity of adverse events; changes from baseline in clinical laboratory measures, vital signs,
and electrocardiograms (ECGs); Stanford Sleepiness Scale (SSS) score; physical examination;
and suicidal ideation using the Columbia-Suicide Severity Rating Scale (C-SSRS).

6.4.1.2.  Secondary
Reduction in depressive symptoms as assessed by the following:

e Change from baseline in HAM-D total score at all time points;
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e HAM-D response (defined as having a 50% or greater reduction from baseline in
HAM-D total score);

e HAM-D remission (defined as having a HAM-D total score of <7);

e Change from baseline in the Montgomery-Asberg Depression Rating Scale
(MADRS) total score at all time points;

e Change from baseline in HAM-D subscale and individual item scores at all time
points;

e Change from baseline in Hamilton Anxiety Rating Scale (HAM-A) total score at all
time points; and

e Clinical Global Impression — Improvement (CGI-I) response (defined as a CGI-I
score of “very much improved” or “much improved”).

6.4.2. Part B

6.4.2.1. Primary

The primary endpoint is the safety and tolerability of SAGE-217 as assessed by the frequency
and severity of adverse events; changes from baseline in clinical laboratory measures, vital signs,
and ECGs; SSS score; physical examination; and suicidal ideation using the C-SSRS.

6.4.2.2. Secondary
Reduction in depressive symptoms, compared to placebo, as assessed by the following:

e Change from baseline in the 17-item Hamilton Rating Scale for Depression (HAM-D)
total score at all time points;

e HAM-D response;
e HAM-D remission;
e Change from baseline in the MADRS total score at all time points;

e Change from baseline in HAM-D subscale and individual item scores at all time
points;

e Change from baseline in HAM-A total score at all time points;
e CGI-I response; and

e 36-item short form survey (SF-36) and fatigue associated with depression (FAs-D)
patient-reported outcome.
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7. INVESTIGATIONAL PLAN

7.1. Overall Study Design

This study is a two-part, multicenter, Phase 2a study to evaluate the safety, tolerability, PK, and
efficacy of SAGE-217 Oral Solution in approximately 62 adult subjects with MDD. Part A of
the study is an open-label design with SAGE-217 Oral Solution dosing for 14 days. Part B of the
study is a randomized, double-blind, parallel-group, placebo-controlled design with SAGE-217
Oral Solution or matching placebo dosing for 14 days. Separate cohorts of subjects will be
enrolled in Part A and Part B; subjects participating in Part A cannot enroll in Part B.

Parts A and B of the study will consist of an up to 7-day Screening Period (Days -7 to -1), a
14-day Treatment Period, and a 2-week Follow-up Period (through Day 28).

During the Screening Period (Day -7 to Day -1), after signing the informed consent form (ICF),
subjects will be assessed for study eligibility, and the severity of each subject’s MDD will be
evaluated using HAM-D. The Screening Period assessments will be conducted on an outpatient
basis.

If applicable, standard of care data collected prior to obtaining informed consent may also be
included as screening data, if appropriate, such as laboratory tests, ECG, physical examination,
and vital signs conducted within the preceding 48 hours, as long as the requirement for the
screening assessment to be collected retrospectively is met in full. If applicable, to ensure
protocol compliance, any standard of care data eligible for inclusion as screening data must
include the precise nature and timing of data collection.

During the 14-day study Treatment Period of Parts A and B, subjects must remain inpatient for
the first 7 days at minimum and per Investigator’s judgement thereafter. The Follow-up Period
assessments will be conducted on an outpatient basis.

The study will be conducted in two parts:

e Part A: Beginning on Day 1, subjects will receive open-label SAGE-217 Oral
Solution at 8:00 PM (%15 minutes) with food (as outlined in Section 9.2.1). Subjects
will receive SAGE-217 Oral Solution 30 mg from Day 1 to Day 14 as tolerated.

e Part B: Based on the results of Part A, eligible subjects will be stratified based on use
of antidepressant treatment (current/stable or not treated/withdrawn >30 days) and
randomized within each stratum in a 1:1 fashion to receive SAGE-217 Oral Solution
or matching placebo for 14 days beginning on Day 1 as tolerated. All doses of study
drug will be administered at 8:00 PM (£15 minutes) with food as outlined in
Section 9.2.2.

Part A may be terminated and Part B initiated if there is a clear signal of activity based on the
HAM-D scores and/or other scales being assessed. Alternatively, upon completion of Part A,
Part B may begin. The study may be terminated if there is clear lack of activity based on
HAM-D scores during Part A.

In Part A and Part B, study drug (SAGE-217 Oral Solution or matching placebo) will be
administered at the study center for at least the first 7 days of the Treatment Period, which
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includes Day 1 of study drug administration through completion of study drug administration on
Day 14. Subjects may be discharged after a minimum 7-day inpatient stay, following completion
of the Day 7 assessments. If their clinical condition does not allow discharge, the Investigator
may keep the subjects as inpatients for a longer period of time. Subjects discharged from the
inpatient unit may receive treatment with study drug for the remainder of the 14-day Treatment
Period as outpatients. For the outpatient phase, dosing will be done at the clinical site or, if
suitable arrangements can be made, via home administration where local regulations allow.
Home administration of study drug will be performed according to a site-specific plan by a
healthcare professional trained on the protocol and delivery of the study drug.

Subjects will be monitored for safety during the Treatment and Follow-up Periods including
monitoring for adverse events/serious adverse events, routine clinical laboratory assessments,
physical examination, vital signs, and ECG.

During the Treatment Period, subjects will be able to receive study drug as long as there are no
dose-limiting safety/tolerability concerns. Subjects who experience moderate or severe adverse
events that according to the clinical judgement of the Investigator are related to study drug while
receiving the 30 mg dose of study drug will receive 20 mg for the remaining of the Treatment
Period. Subjects who experience moderate or severe related adverse events while receiving the
20 mg dose of study drug may not be able to continue receiving study drug based on the
evaluation and clinical judgment of the Investigator, and may be terminated from the study.

Dosing may also be modified based on tolerability as assessed with SSS scores. Any SSS score
of >6 will be reassessed within 10 minutes. If a subject is receiving the 30 mg dose of study
drug and has an SSS score of >6 that is confirmed on repeat assessment during normal waking
hours, the dose will be decreased to 20 mg for the rest of the Treatment Period. If a subject is
receiving the 20 mg dose of study drug and has an SSS score of >6 that is confirmed on repeat
assessment during normal waking hours, then study drug will be discontinued and the subject
will be terminated from the study.

7.2. Blinding and Randomization
Part A is open-label with no control group; therefore, there will be no randomization or blinding.

Part B is a double-blind, placebo-controlled study. Subjects who meet the entrance criteria will
be stratified based on use of antidepressant treatment (current/stable or not treated/withdrawn
>30 days) and randomly assigned within each stratum in a 1:1 ratio to receive SAGE-217 Oral
Solution or taste-matched placebo according to a computer-generated randomization schedule.
Once it has been determined that a subject meets eligibility criteria, the subject will be
sequentially assigned a subject number from the randomization schedule provided to the
unblinded pharmacist. Subject identification numbers will consist of the site number (eg, “01”)
followed by numbering starting with double zero (eg, 01-001, 01-002, 01-003 through 01-062).

The randomization schedule will be generated using SAS V9.2 or later. Only the clinic
pharmacist or designated pharmacy staff, who is responsible for preparing the solutions, will be
given a copy of the randomization schedule. In the event of a medical emergency, the
pharmacist may reveal actual solution contents to the Investigator, who should also alert Sage of
the emergency (see Section 13.6 for more details related to unblinding). In all cases where the
study drug allocation for a subject is unblinded, pertinent information (including the reason for
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unblinding) must be documented in the subject’s records and on the electronic case report form
(eCRF). If the subject or study center personnel (other than pharmacist) have been unblinded,
the subject will be terminated from the study. In addition, an unblinded Monitor will perform
drug accountability during the study.
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8. SELECTION AND WITHDRAWAL OF SUBJECTS

8.1. Subject Inclusion Criteria

The following inclusion criteria must be met for individuals to be eligible for the study.
1. Subject has signed an ICF prior to any study-specific procedures being performed.
2. Subject is an ambulatory male or female between 18 and 65 years of age, inclusive.

Subject is in good physical health and has no clinically significant findings, as
determined by the Investigator, on physical examination, 12-lead ECG, or clinical
laboratory tests.

4. Subject agrees to adhere to the study requirements.

5. Subject has a diagnosis of MDD that has been present for at least a 4-week period as
diagnosed by Structured Clinical Interview for Diagnostic and Statistical Manual of
Mental Disorders, Fifth Edition (DSM-5) Axis I Disorders (SCID-I).

6. Subject has a HAM-D total score of >22 at screening and Day 1 (prior to dosing).

7. Subject has a HAM-A total score of >20 at screening and Day 1 (prior to dosing) (Part B
only).

8. Subject is willing to delay start of other antidepressant or antianxiety medications and
any new pharmacotherapy regimens, including as-needed benzodiazepine anxiolytics,
during the screening and treatment periods.

9. Subject agrees to practice an acceptable method of highly effective birth control at
screening and throughout study participation. Highly effective methods of birth control
include sexual abstinence (for males and females); vasectomy; or a condom with
spermicide in combination with a highly effective female partner’s method (for males);
and hormonal methods of contraception (ie, established use of oral, implantable,
injectable, or transdermal hormones); placement of an intrauterine device; placement of
an intrauterine system; and mechanical/barrier method of contraception (ie, condom or
occlusive cap [diaphragm or cervical/vault cap] in conjunction with spermicide [foam,
gel, film, cream, or suppository]) (for females).

8.2. Subject Exclusion Criteria
Subjects will be excluded if they meet any of the following exclusion criteria.

1. Subject has a history of suicide attempt.

2. Subject has a recent history or active clinically significant manifestations of metabolic,
hepatic, renal, hematological, pulmonary, cardiovascular, gastrointestinal,
musculoskeletal, dermatological, urogenital, neurological, or eyes, ears, nose, and throat
disorders, or any other acute or chronic condition that, in the Investigator's opinion,
would limit the subject's ability to complete or participate in this clinical study.
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3. Subject has a history of treatment-resistant depression, defined as persistent depressive
symptoms despite treatment with adequate doses of antidepressants from two different
classes for an adequate amount of time (ie, at least 4 weeks of treatment).

4. Subject has a known allergy to SAGE-217, allopregnanolone, or related compounds.

5. Subject has a positive pregnancy test at screening or on Day 1 prior to the start of study
drug administration.

6. Subject has detectable hepatitis B surface antigen (HBsAg), anti-hepatitis C virus (HCV),
or human immunodeficiency virus (HIV) antibody at screening.

7. Subject has active psychosis per Investigator assessment.
8. Subject has a medical history of seizures.

9. Subject has a medical history of bipolar disorder, schizophrenia, and/or schizoaffective
disorder.

10. Subject has a history of alcohol or drug dependence (including benzodiazepines) in the
12 months prior to screening.

11. Subject has had exposure to another investigational medication or device within 30 days
prior to screening.

12. Subject has been treated or randomized in this study (eg, Part A) or any other study
employing SAGE-217 previously (ie, subject may not have received study drug and then
re-enroll).

13. Subject has had administration of psychotropics that have been initiated within 14 days
prior to screening and/or are not being taken at a stable dose.

14. Use of any known strong inhibitors and/or inducers of CYP3A4 within the 14 days or
five half-lives (whichever is longer) or consumed grapefruit juice, grapefruit, Seville
oranges, or St. John's Wort or products containing these within 30 days prior to receiving
the first dose of study drug.

8.3. Subject Withdrawal Criteria

If there is an adverse event or medical reason for the withdrawal, the subject should be followed
medically until the condition has either resolved or is stable. Details of the reason for
withdrawal should be recorded in the subject’s eCRF.

Subjects who withdraw should, if possible, have a follow-up examination, including a physical
examination, the appropriate investigations, vital signs, and clinical laboratory tests (including
pregnancy tests), as outlined for the Day 15 visit (Table 2 and Table 3). All details of this
follow-up examination should be recorded in the subject’s medical source documents.

8.3.1. Study Drug Withdrawal

Participation in the study is strictly voluntary. Subjects are free to discontinue the study at any
time without giving their reason(s).

A subject must be withdrawn from the study treatment in the event of any of the following:
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e Withdrawal of the subject’s consent;

e New onset of a condition that would have met exclusion criterion, is clinically
relevant and affects the subject’s safety, and discontinuation is considered necessary
by the Investigators and/Sponsor;

e QOccurrence of intolerable adverse events;

e Occurrence of pregnancy;

e Intake of nonpermitted concomitant medication;

e Subject noncompliance;

e Significant protocol deviation determined in consultation with the Medical Monitor.

If a subject failed to attend scheduled assessments during the course of the study, the
Investigators must determine the reasons and the circumstances as completely and accurately as
possible and document this in the subject’s source documents.

Subjects may be withdrawn from the study if there is concern for the subject’s safety or it is
determined that the subject is no longer a qualified participant. Subjects who withdraw should, if
possible, have a follow-up examination, including a physical examination, the appropriate
investigations, vital signs, and clinical laboratory tests (including pregnancy tests), as outlined
for the Day 15 visit (Table 2 and Table 3). All details of this follow-up examination should be
recorded in the subject’s medical source documents.

Subjects who withdraw or are withdrawn from the study will be replaced only if they withdraw
prior to dosing. Subjects who are withdrawn from the study, fail to return or are no longer
qualified will not be replaced.

8.3.2. Criteria for Study Termination

Sage Therapeutics may terminate this study or any portion of the study at any time for safety
reasons, including the occurrence of adverse events or other findings suggesting unacceptable
risk to subjects, or for administrative reasons. In the event of study termination, Sage
Therapeutics will provide written notification to the Investigator. Investigational sites must
promptly notify their Institutional Review Board (IRB) and initiate withdrawal procedures for
participating subjects.
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9. TREATMENT OF SUBJECTS

9.1. Number of Subjects

Approximately ten subjects with MDD will be enrolled into Part A of the study. Up to

52 subjects may be randomized in Part B to ensure at least 46 evaluable subjects for Part B.
Evaluable subjects are defined as those subjects receiving study drug with at least one post-
baseline HAM-D assessment.

9.2. Treatment Assignment

Study drug will be administered with food in both the inpatient and outpatient treatment periods.
Food intake will be standardized as specified by the Sponsor.

9.2.1. Part A

Subjects participating in Part A of the study will take study drug (SAGE-217) in an open-label
manner. Subjects will be administered a 30 mg dose of study drug at 8:00 PM (15 minutes)
with food for 14 days (Day 1 to Day 14) as tolerated.

9.2.2. Part B

Subjects participating in the randomized, double-blind, placebo-controlled portion of the study
(Part B) will be randomly assigned to receive SAGE-217 Oral Solution 30 mg or matching
placebo solution on a 1:1 basis according to a computer-generated randomization schedule; the
randomization schedule will be stratified to allow for treatment balance within each use of
antidepressant stratum.

Subjects, clinicians, and study team will be blinded to treatment allocation. The pharmacist, who
will prepare the oral solutions according to the randomization schedule, and an unblinded
Monitor, who will perform drug accountability during the study, will be unblinded.

9.3. Dose Adjustment Criteria

During the Treatment Period, subjects will be able to receive study drug as long as there are no
dose-limiting safety/tolerability concerns.

In both Part A and Part B, subjects who experience moderate or severe adverse events that
according to the clinical judgement of the Investigator are related to study drug while receiving
the 30 mg dose of study drug will receive 20 mg for the remaining of the Treatment Period.
Subjects who experience moderate or severe related adverse events while receiving the 20 mg
dose of study drug may not be able to continue receiving study drug based on the evaluation and
clinical judgment of the Investigator, and may be terminated from the study.

Dosing may also be modified based on tolerability as assessed with SSS scores. Any SSS score
of >6 will be reassessed within 10 minutes. If a subject is receiving the 30 mg dose of study
drug and has an SSS score of >6 that is confirmed on repeat assessment during normal waking
hours, the dose will be decreased to 20 mg for the rest of the Treatment Period. If a subject is
receiving the 20 mg dose of study drug and has an SSS score of >6 that is confirmed on repeat
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assessment during normal waking hours, then study drug will be discontinued and the subject
will be terminated from the study.

Part A may be terminated and Part B initiated if there is a clear signal of activity based on the
HAM-D scores and/or other scales being assessed. The study may be terminated if there is clear
lack of activity based on HAM-D scores during Part A. A Data Review Team will assess the
HAM-D and other data on an ongoing basis during Part A.

94, Prior/Concomitant Medications

94.1. Prior/Concomitant Medications

Subjects will receive standard of care for adult patients diagnosed with moderate to severe MDD.
Psychotropic medications, which must have been initiated at least 14 days prior to screening,
must remain at a stable dose until completion of the Day 15 assessments (Parts A and B).

Eligible subjects will be stratified based on use of antidepressant treatment (current/stable or not
treated/withdrawn >30 days) and randomly assigned within each stratum in a 1:1 ratio to receive
SAGE-217 Oral Solution or taste-matched placebo.

In this study, psychotropic medications refer to central nervous system active medications taken
to help depressive symptoms, and include antidepressants, benzodiazepines, and hypnotic agents.
Subjects presenting to the study on antidepressants may be eligible to participate if they have
been on a stable dose for at least 14 days. Those subjects on benzodiazepines and hypnotic
agents may be considered for eligibility based on specific discussions between the Investigator
and the Sponsor to ensure safety. Subjects on other psychotropic medications, including
stimulants, antipsychotics, and mood stabilizers, are not eligible to participate in this study.

Any concomitant medication determined necessary for the welfare of the subject may be given at
the discretion of the Investigator at any time during the study under the guidance outlined in
Section 9.4.2. In both Part A and Part B, all medications should be documented throughout the
study from 30 days prior to signing the ICF through Day 28 (£3 days) and recorded on the eCRF.
Prior medications (ie, those taken prior to signing of ICF) that required washout for study entry
will also be documented.

9.4.2. Restricted Medications
Restrictions on specific classes of medications include the following:

e Initiation of new antidepressant therapy is prohibited upon admission to the study
center for those eligible subjects who desire study participation. Those subjects
already taking an antidepressant at the time of study entry (and meeting all study
inclusion criteria) will be permitted to remain on the pre-existing antidepressant at
their current dose if they were on this medication for at least 14 days prior to study
enrollment.

e Benzodiazepines are to be avoided as much as possible. Eligible subjects taking a
stable dose of benzodiazepine for at least 14 days prior to the study will be discussed
on a case-by-case basis with the Sponsor to determine eligibility. Subjects may be
permitted to continue to take their current dose of the benzodiazepine (to prevent
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acute withdrawal), but no new benzodiazepine use will be permitted during the course
of the study.

e The use of hypnotics for sleep/insomnia such as Ambien® and trazodone is to be
avoided; use of hypnotics will be discussed on a case-by-case basis with the Sponsor.

e Anticonvulsants and atypical antipsychotics are prohibited.

9.5. Treatment Compliance

Investigational product will be prepared by the site pharmacist. The Investigator(s) or designee
will record the time and dose of study drug administration in the source documents. Any reasons
for noncompliance will also be documented, including:

e Missed visits;
e Interruptions in the schedule of administration; and
e Nonpermitted medications.

The time at which study procedures are conducted should follow the protocol timelines as
closely as possible.
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Sage Therapeutics

10. STUDY DRUG MATERIALS AND MANAGEMENT

10.1. Study Drug

SAGE-217 Oral Solution is available as a 6 mg/mL stock aqueous solution of SAGE-217 Drug
Substance containing 40% HPBCD and 0.0025% sucralose, which is further diluted with Sterile
Water for Injection to achieve the selected dose. The 6 mg/mL stock SAGE-217 Oral Solution
will be compounded from SAGE-217 Drug Substance Powder in the Bottle and Excipient (s) in
the Bottle (manufactured under current Good Manufacturing Practice [GMP] conditions at
Pharmatek) and further admixed at the clinical site in preparation for dosing.

A matching placebo oral solution will be prepared for administration without the active
ingredient, but including the HPBCD and sucralose, as well as three taste-masking components to
preserve the blinding. Detailed instructions for study drug (SAGE-217 Oral Solution 30 mg and
matching placebo) preparation will be provided in the Pharmacy Manual.

10.2. Batch Formula for Stock SAGE-217 Oral Solution 6 mg/mL

Each bottle of SAGE-217 Oral Solution 6 mg/mL will be compounded at the clinical pharmacy
from components manufactured by Pharmatek and supplied by the Sponsor per the directions
provided in the Pharmacy Manual. The batch formula for a 125 mL solution of the 6 mg/mL
stock solution is shown in Table 5.

Table 5: Batch Formula for 125 mL of Stock SAGE-217 Oral Solution 6 mg/mL
Ingredient Compendia Specification | Concentration (mg/mL)| Amount (mg/Bottle)
SAGE-217 not applicable 6 750

HPBCD (Kleptose®) USP/EP 457 57,100
Sucralose USP/NF 0.025 3.124
Water for Injection USP not applicable 85,650

Abbreviations: EP = European Pharmacopeia; HPBCD = hydroxypropyl-B-cyclodextrin; NF = National Formulary;
USP = United States Pharmacopeia

Additional excipients will be utilized in matching placebo to match the taste of SAGE-217 Oral
Solution. They include sucrose octaacetate, tannic acid, and ammonium glycyrrhizate. The
quantities of these excipients will vary depending on the dose of SAGE-217 to match the taste of
each individual dose.

10.3.

The composition and pharmaceutical quality of the investigational product will be maintained
according to the current GMP and Good Clinical Practice (GCP) guidelines and available for
review in the study medication documentation. Study drug will be provided to the site as powder
in the bottle and excipient(s) in the bottle units to be compounded in the pharmacy at a volume of
125 mL of a 6 mg/mL stock solution and then further diluted to approximately 40 mL at the
identified doses. The taste-matching excipients will be provided to the clinical pharmacies via
suitable suppliers or can be ordered directly by the clinical pharmacies. Study drug labels with

Study Drug Packaging and Labeling
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all required information and conforming to all applicable Code of Federal Regulations and
GMP/GCP guidelines will be prepared by the clinical research organization.

10.4. Study Drug Storage

Upon receipt of study drug, the Investigator or designee will inspect the materials and complete
and return the acknowledgment of receipt form enclosed with the parcel. A copy of the signed
receipt will be kept in the study files.

The study drug materials must be carefully stored at the temperature specified in the Pharmacy
Manual (eg, clinical dosing solutions stored at approximately 2 to 8°C for 11 days with room
temperature excursions allowed for up to 24 hours after preparation), safely and separately from
other drugs. The study drug may not be used for any purpose other than the present study. After
the study is completed, all unused study drug must be retained, returned as directed, or destroyed
on site per the Sponsor’s instructions.

The Investigator or designee will be responsible for ensuring appropriate storage, compounding,
dispensing, inventory, and accountability of all clinical supplies. An accurate, timely record of
the disposition of all clinical supplies must be maintained. The supplies and inventory must be
available for inspection by the designated representatives of the Sponsor or the Sponsor’s
representatives on request, and must include the information below:

e The identification of the subject to whom the drug was dispensed;
e The date(s) and quantity of the drug dispensed to the subject; and
e The product lot/batch number.

The preparation of the study drugs must be documented on a ‘Drug Preparation and Dispensing
Log Form’ or similar form.

The drug inventory and any clinical supplies that have been destroyed must be documented.
This documentation must include at least the information below or as agreed with the Sponsor:

e The number of prepared units;

e The number of administered units;

e The number of unused units;

e The number of units destroyed at the end of the study;

e The date, method, and location of destruction.

10.5. Administration and Study Drug Accountability

Doses will be prepared as an approximate 40 mL oral solution to be swallowed all at once,
followed by approximately 200 mL of water that has been used to rinse the dosing bottle. The
start time of swallowing the approximately 40 mL oral solution is time zero for all assessments.
Subjects may have assistance from the clinic staff when taking the study drug.
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10.5.1. Study Drug Administration

While confined in the clinical unit (at least Day 1 through Day 7 of Part A and Part B), subjects
will receive study drug at 8:00 PM (15 minutes) with food.

Food intake will be standardized as specified by the Sponsor. Subjects who experience moderate
or severe related adverse events while receiving study drug may not be able to continue receiving
study drug based on the evaluation and clinical judgment of the Investigator, and may be
terminated from the study.

Subjects may be discharged after a minimum 7-day inpatient stay, following completion of the
Day 7 assessments. If their clinical condition does not allow discharge, the Investigator may
keep the subjects as inpatients for a longer period of time.

For non-confinement days (Days 8 through 14 of Parts A and B), dosing will be done at the
clinical site or, if suitable arrangements can be made, via home administration where local
regulations allow. Home administration of study drug will be performed according to a site-
specific plan by a healthcare professional trained on the protocol and delivery of the study drug.

10.5.2. Study Drug Accountability
The study drug provided is for use only as directed in this protocol.

The Investigator or designee must maintain a record of all study drug received, used, and
discarded. It must be clear from the records which subject received which dose of active or
matching placebo treatment.

The Sponsor will be permitted access to the study supplies at any time within usual business
hours and with appropriate notice during or after completion of the study to perform drug
accountability reconciliation. Only unblinded personnel will be able to access the study drug and
accountability documentation from first dosing through database hard lock.

10.6. Study Drug Handling and Disposal

The pharmacist or designee for drug accountability is to document the date and time of initial
compounding, subsequent admixture of dosing solutions, administration of test article, and for
which subject the study drug was intended (ie, record subject initials and birth date or other
unique identifier).

At the end of the study, any unused study drug will be retained or returned to the Sponsor for
destruction or destroyed locally per the Sponsor’s directions. The disposition of study drug will
be documented.
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11. ASSESSMENT OF EFFICACY

11.1. Hamilton Rating Scale for Depression (HAM-D)

The primary outcome measure in Part B will be the change from baseline in 17-item HAM-D
total score at the end of the Treatment Period (Day 15). The HAM-D will be administered
before, during, and after the administration of open-label (Part A) and blinded (Part B) study
drug.

The 17-item HAM-D will be used to rate the severity of depression in subjects who are already
diagnosed as depressed (Hamilton 1960). The 17-item HAM-D comprises individual ratings
related to the following symptoms: depressed mood (sadness, hopeless, helpless, worthless),
feelings of guilt, suicide, insomnia (early, middle, late), work and activities, retardation
(slowness of thought and speech; impaired ability to concentrate; decreased motor activity),
agitation, anxiety (psychic and somatic), somatic symptoms (gastrointestinal and general),
genital symptoms, hypochondriasis, loss of weight, and insight. The HAM-D assessments are to
be completed at 8:00 AM (£30 minutes) at each scheduled time point during the Treatment
Period, and in the morning on Day 15, Day 21, and Day 28. Every effort should be made for the
same rater to perform all HAM-D assessments for an individual subject.

The HAM-D total score will be calculated as the sum of the 17 individual item scores. Item 16
can be rated according to history (item 16A) or actual weight change (item 16B). The item 16
score is calculated as the item 16 response that is not equal to 3 (ie, “Not assessed”).

In addition to the primary efficacy endpoint of change from baseline in HAM-D total score

(Part B), several secondary efficacy endpoints will be derived for the HAM-D. Hamilton Rating
Scale for Depression subscale scores will be calculated as the sum of the items comprising each
subscale. Hamilton Rating Scale for Depression response will be defined as having a 50% or
greater reduction from baseline in HAM-D total score. Hamilton Rating Scale for Depression
remission will be defined as having a HAM-D total score of <7. A copy of the HAM-D is
provided in Appendix 1.

11.2. Montgomery-Asberg Depression Rating Scale (MADRS)

The MADRS is a 10-item diagnostic questionnaire that psychiatrists use to measure the severity
of depressive episodes in subjects with mood disorders. It was designed as an adjunct to the
HAM-D that would be more sensitive to the changes brought on by antidepressants and other
forms of treatment than the Hamilton Scale.

The MADRS assessments are to be completed at 8:00 AM (£30 minutes) at each scheduled time
point during the Treatment Period, and in the morning on Day 15, Day 21, and Day 28.

Higher MADRS scores indicate more severe depression, and each item yields a score of 0 to 6.
The overall score ranges from 0 to 60 (McDowell 2006; Miiller-Thomsen 2005).

The questionnaire includes questions on the following symptoms:
1. Apparent sadness

2. Reported sadness
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3. Inner tension
. Reduced sleep
. Reduced appetite

. Lassitude

4
5
6. Concentration difficulties
7
8. Inability to feel

9

. Pessimistic thoughts
10. Suicidal thoughts

The MADRS total score will be calculated as the sum of the 10 individual item scores. A copy
of the MADRS is provided in Appendix 2.

11.3. Hamilton Anxiety Rating Scale (HAM-A)

The 14-item HAM-A will be used to rate the severity of symptoms of anxiety (Hamilton 1959).
Each of the 14 items is defined by a series of symptoms, and measures both psychic anxiety
(mental agitation and psychological distress) and somatic anxiety (physical complaints related to
anxiety). Scoring for HAM-A is calculated by assigning scores of 0 (not present) to 4 (very
severe), with a total score range of 0 to 56, where <17 indicates mild severity, 18 to 24 mild to
moderate severity, and 25 to 30 moderate to severe severity.

The HAM-A assessments are to be completed at 8:00 AM (£30 minutes) at each scheduled time
point during the Treatment Period, and in the morning on Day 15, Day 21, and Day 28. Every
effort should be made for the same rater to perform all HAM-A assessments for an individual
subject.

The HAM-A total score will be calculated as the sum of the 14 individual item scores. A copy of
the HAM-A is provided in Appendix 3.

11.4. Clinical Global Impression (CGI)

The CGI is a validated measure often utilized in clinical trials to allow clinicians to integrate
several sources of information into a single rating of the subject’s condition. The CGI scale
consists of 3 items. Only the first 2 items are being used in this study.

The Clinical Global Impression - Severity (CGI-S) uses a 7-point Likert scale to rate the severity
of the subject’s illness at the time of assessment, relative to the clinician’s past experience with
subjects who have the same diagnosis. Considering total clinical experience, a subject is
assessed on severity of mental illness at the time of rating as 1=normal, not at all ill;
2=borderline mentally ill; 3=mildly ill; 4=moderately ill; 5=markedly ill; 6=severely ill; and
7=extremely ill. The CGI-S assessments are to be completed at 8:00 AM (£30 minutes) at each
scheduled time point during the Treatment Period, and in the morning on Day 15, Day 21, and
Day 28.

The CGI-I employs a 7-point Likert scale to measure the overall improvement in the subject’s
condition posttreatment. The Investigator will rate the subject’s total improvement whether or
not it is due entirely to drug treatment. Response choices include: 0=not assessed, 1=very much
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improved, 2=much improved, 3=minimally improved, 4=no change, 5S=minimally worse,
6=much worse, and 7=very much worse. The CGI-I is only rated at posttreatment assessments.
By definition, all CGI-I assessments are evaluated against baseline conditions. CGI-I response
will be defined as having a CGI-I score of “very much improved” or “much improved.” The
CGI-I assessments are to be completed at 8:00 AM (£30 minutes) at each scheduled time point
during the Treatment Period, and in the morning on Day 15, Day 21, and Day 28. A copy of the
CGl is provided in Appendix 4.

11.5. Short Form-36 (SF-36)

The SF-36® Health Survey is a subject-reported 36-item instrument for measuring functional
health and well-being in eight dimensions (physical functioning, role physical, bodily pain,
general health, vitality, social functioning, role emotional, and mental health) (Ware 2007).
Scores are provided for each of the eight dimensions and are totaled into a Physical Component
Summary and a Mental Component Summary. Higher SF-36 scores indicate a better state of
health. The SF-36 requires approximately 10 minutes to complete, and can be self-administered
or completed by interview in person or by telephone. In Part B, the SF-36 assessments are to be
completed at 8:00 AM (+30 minutes) at each scheduled time point during the Treatment Period,
and in the morning on Day 15, Day 21, and Day 28.

A copy of the SF-36 is provided in Appendix 5.

11.6. The Fatigue Associated With Depression (FAs-D) Patient-Reported
Outcome (PRO)

Fatigue is one of the most common symptoms of MDD. The Fatigue Associated with
Depression Questionnaire (FAs-D) was developed to assess fatigue and its impact in patients
with MDD. The 13-item patient-reported questionnaire was designed to assess fatigue
associated with depression in the past week. Three scores are computed: a six-item fatigue
experience subscale (fatigued, tired, exhausted, lack of energy, physically weak, and feeling like
everything requires too much effort), a seven-item fatigue impact subscale (impact on household
chores; family relationships; enjoyable activities; social activities with friends; self-care; intimate
relationships; and productivity at work or school), and a total score (all 13 items). Items 12
(impact on intimate relationships) and 13 (impact on productivity at work or school) are not
applicable to all subjects, so these items are not answered in some cases. The fatigue experience
items are rated on a five-point scale with response options of “never,” “rarely,” “sometimes,”
“often,” and “always.” The impact items are rated on a five-point scale with response options of
“not at all,” “a little,” “somewhat,” “quite a bit,” and “very much.” The two subscales and the
total score are computed as the mean of all answered items within each scale, and each scale
score has a possible range of 1 to 5, with higher scores representing greater fatigue. In Part B,
the FAs-D assessments are to be completed at 8:00 AM (£30 minutes) at each scheduled time
point during the Treatment Period, and in the morning on Day 15, Day 21, and Day 28.

29 ¢

A copy of the FAs-D is provided in Appendix 6.
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12. PHARMACOKINETICS

12.1. Blood Sample Collection

Plasma samples for PK analysis in Part A and Part B will be collected predose and 0.25, 0.5, 1,
2, 10, and 12 hours postdose on Day 7 (within =5 minutes of the scheduled time point through
0.5 hours after dosing and +15 minutes of the scheduled time point from 1 hour after dosing and
greater), prior to discharge on Day 8 for subjects being discharged or 16 hours postdose for
subjects remaining as inpatients, predose on Day 14, and in the morning on Day 15. The time of
study drug administration is time zero and all post-dosing sampling times are relative to this
time. The Investigator or designee will arrange to have the plasma samples processed, stored,
and transported as directed for bioanalysis.

In the event of a dose adjustment, an unscheduled PK sample should be collected just prior to the
dose change. An additional PK sample may be collected at any time if clinically indicated and at
the discretion of the Investigator (eg, for unusual or severe adverse events).

Each sample will be marked with unique identifiers such as the study number, subject number,
and the nominal sample time. The date and actual time that the blood sample was taken will be
recorded on the CRF or electronically with a bar code or other method.

12.2. Storage and Shipment of Pharmacokinetic Samples

The plasma samples should be kept frozen at approximately -70 to -80°C until analyzed. They
should be packed as directed to avoid breakage during transit and with sufficient dry ice to
prevent thawing for at least 72 hours. A specimen-identification form must be completed and
sent to the laboratory with each set of samples. The clinical site will arrange to have the plasma
samples transported as directed for bioanalysis as detailed in the PK instructions.

12.3. Sample Analysis

Bioanalysis of plasma samples for the determination of SAGE-217 will be performed utilizing a
validated liquid chromatography-tandem mass spectrometry method at a qualified laboratory.
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13. ASSESSMENT OF SAFETY

13.1. Safety Parameters

Safety and tolerability of study drug will be evaluated in Parts A and B by vital signs
measurements, clinical laboratory measures, physical examination, ECGs, concomitant
medication usage, C-SSRS, SSS, and adverse event reporting.

13.1.1. Demographic/Medical History

Age, race, and ethnic origin will be recorded at the Screening visit. The diagnosis of MDD will
be determined using the SCID-I.

13.1.2.  Vital Signs

Vital signs include respiratory rate, oral temperature, and supine (for at least 5 minutes prior to
the measurement) and standing systolic and diastolic blood pressure and heart rate. Vital signs
will be obtained within +£5 minutes of the scheduled time point through 0.5 hours after dosing
and +30 minutes of the scheduled time point from 1 hour after dosing and greater, unless the
subject is asleep between the hours of 23:00 h and 06:00 h.

From Day 1 through Day 7, vital signs and pulse oximetry will be performed at screening (vital
signs only) and at the following time points: predose, 0.25, 0.5, 1, 2, and 12 hours after dosing.
During the outpatient treatment period, vital signs will be completed prior to dosing and 1 hour
after dosing. Vital signs may be repeated at the discretion of the Investigator or Visiting Home
Healthcare Provider as clinically indicated.

13.1.3. Weight and Height

Body weight and height will be measured at the Screening visit; weight will also be measured on
in the morning on Day 15, and during the follow-up visits on Days 21 and 28.

13.14. Physical Examination

A physical examination of all major body systems will be undertaken and recorded at the
Screening visit, Day 8, Day 15, and Day 21, with a brief physical examination on Day 28.
13.1.5. Electrocardiogram (ECG)

A 12-lead ECG will be assessed at the Screening visit and 1 hour =15 minutes after dosing on
Days 1, 2, 7, and 14 and during the follow-up visit on Day 21. All time points are relative to the
time of dosing. The standard intervals as well as any abnormalities will be recorded.

13.1.6. Laboratory Assessments

Blood and urine samples will be collected for hematology, serum chemistry, coagulation, select
hormone parameters, and urinalysis at the Screening visit, and in the morning on Days 8 and 15
and during the follow-up visits on Days 21 and 28. Where consent is given, an optional blood
sample for hormone and exploratory biochemistry testing and optional genetic sample for
biomarker testing will be collected at the Screening visit.
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Serum and urine samples for pregnancy tests will also be collected. These assessments should be
performed as outlined below.

All samples will be analyzed at the central laboratory. Subjects may be considered eligible for
the study based on local laboratory results; however, screening samples must also be sent to the
central laboratory.

All clinical laboratory test results outside the reference range will be interpreted by the
Investigator as abnormal, not clinically significant (NCS) or abnormal, clinically significant
(CS). Screening results considered abnormal, CS recorded at the Screening visit may make the
subject ineligible for the study pending review by the Medical Monitor. Clinical laboratory
results that are abnormal, CS during the study but within normal range at baseline and/or indicate
a worsening from baseline will be considered adverse events, assessed according to

Section 13.2.1, and recorded in the eCRF.

13.1.6.1. Hematology

Hematology tests will include complete blood count, including red blood cells, white blood cells
with differentiation, hemoglobin, hematocrit, reticulocytes, and platelets. The coagulation panel
will include activated partial thromboplastin time, prothrombin time, and international
normalized ratio.

13.1.6.2. Blood Chemistry

Serum chemistry tests will include serum electrolytes; renal function tests, including creatinine,
blood urea nitrogen, bicarbonate or total carbon dioxide; liver function tests, including total
bilirubin, aspartate aminotransferase, and alanine aminotransferase; total protein; and albumin.

13.1.6.3. Urinalysis

Urinalysis will include assessment of protein, blood, glucose, ketones, bile, urobilinogen,
hemoglobin, leukocyte esterase, nitrites, color, turbidity, pH, and specific gravity.
13.1.6.4. Hormones and Exploratory Biochemistry

Optional blood samples will be collected and may be analyzed for stress hormone levels,
kynurenine biochemistry, and markers of inflammation. Future research may suggest other
biochemical pathways as candidates for influencing not only response to SAGE-217 but also
susceptibility to disorders for which SAGE-217 may be evaluated. Thus, the exploratory
biochemistry may involve study of additional unnamed molecular pathways, but only as related
to disease susceptibility and drug action.

13.1.6.5. Virus Serology

Subjects will be screened for hepatitis (HBsAg and anti-HCV) and HIV prior to being enrolled in
the study.

13.1.6.6. Pregnancy Test

Females of childbearing potential will be tested for pregnancy by serum pregnancy test at the
Screening visit and by urine pregnancy test on Day 1 (predose) and at the follow-up visit on
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Day 28. In addition, female subjects who prematurely discontinue before Day 28 will have a
pregnancy test performed at the early termination visit.

13.1.6.7. Genetic Testing

Where consent is given, an optional genetic sample for biomarker testing will be collected at the
Screening visit.

The objective of this research is to collect and store blood samples for possible DNA extraction
and exploratory research into how genes or specific genetic variation may influence response (ie,
distribution, safety, tolerability, and efficacy) to SAGE-217. Specific genetic variations of
interest include but are not limited to: classes of metabolizing enzymes (eg, cytochrome P450
supra-family genes), genes encoding enzymes involved in the production and metabolism of
SAGE-217 (eg, AKR1C4 [3a-hydroxysteroid dehydrogenase]), genes associated with the
y-aminobutyric acid (GABA) receptor (eg, GABRA1-A6, GABRBI1-B3, GABRD, GABRE,
GABRG1-3), and genes associated with the production and degradation of GABA.

Future research may suggest other genes or gene categories as candidates for influencing not
only response to SAGE-217 but also susceptibility to disorders for which SAGE-217 may be
evaluated. Thus, the genetic research may involve study of additional unnamed genes or gene
categories, but only as related to disease susceptibility and drug action.

13.1.6.8. Drugs of Abuse and Alcohol

A urine sample for assessment of selected drugs of abuse (including amphetamines, barbiturates,
benzodiazepines, cannabinoids, cocaine, opiates, phencyclidine, and propoxyphene) and a serum
or breath sample for alcohol screen will be collected at screening and predose on Day 1. Use of
benzodiazepines at screening is not necessarily exclusionary, as subjects will be allowed to take

psychotropics that have been initiated at least 14 days prior to admission to the study center at a

stable dose following discussion with the Sponsor (see Section 9.3).

13.1.7. Columbia-Suicide Severity Rating Scale (C-SSRS)

Suicidality will be monitored during the study using the C-SSRS (Posner 2011). This scale
consists of a baseline evaluation that assesses the lifetime experience of the subject with suicidal
ideation and behavior, and a post-baseline evaluation that focuses on suicidality since the last
study visit. The C-SSRS includes ‘yes’ or ‘no’ responses for assessment of suicidal ideation and
behavior as well as numeric ratings for severity of ideation, if present (from 1 to 5, with 5 being
the most severe).

If, in the opinion of the Investigator, the subject is showing clinically meaningful changes in
suicidality, no further study drug will be administered and the subject will be referred to a
psychologist or psychiatrist for further evaluation. This information will be tracked.

The “Baseline/Screening” C-SSRS form will be completed at screening (lifetime history and past
24 months). The “Since Last Visit” C-SSRS form will be completed at any time of day at all
subsequent time points, as outlined in Table 2 and Table 3 . The C-SSRS is provided in
Appendix 5.
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13.1.8. Stanford Sleepiness Scale (SSS)

The SSS is subject-rated scale designed to quickly assess how alert a subject is feeling. Degrees
of sleepiness and alertness are rated on a scale of 1 to 7, where the lowest score of ‘1’ indicates
the subject is ‘feeling active, vital, alert, or wide awake’ and the highest score of ‘7’ indicates the
subject is ‘no longer fighting sleep, sleep onset soon; having dream-like thoughts’.

In both Part A and Part B, from Day 1 through Day 7, SSS will be completed at the following
time points: predose, 0.25, 0.5, 1, and 2 after dosing. The scale is to be completed within

+5 minutes of the scheduled time point through 0.5 hours after dosing and +15 minutes of the
scheduled time point from 1 hour after dosing and greater, unless the subject is asleep between
23:00 h and 06:00 h during the inpatient treatment period. During the outpatient treatment
period, SSS will be completed prior to dosing and 1 hour after dosing. All time points are
relative to the time of dosing. The SSS is provided in Appendix 8.

13.2. Adverse and Serious Adverse Events
13.2.1. Definition of Adverse Events

13.2.1.1. Adverse Event

An adverse event is the development of an undesirable medical condition or the deterioration of
a pre-existing medical condition following or during exposure to a pharmaceutical product,
whether or not considered causally related to the product. In clinical studies, an adverse event
can include an undesirable medical condition occurring at any time, including baseline or
washout periods, even if no study treatment has been administered.

13.2.1.2. Suspected Adverse Reaction

A suspected adverse reaction is any adverse event for which there is a reasonable possibility that
the drug caused the adverse event. For the purposes of Investigational New Drug safety
reporting, “reasonable possibility” means there is evidence to suggest a causal relationship
between the drug and the adverse event. Suspected adverse reaction implies a lesser degree of
certainty about causality than adverse reaction, which means any adverse event caused by a drug.

13.2.1.3. Serious Adverse Event

A serious adverse event is an adverse event occurring during any study phase and at any dose of
the investigational product, comparator or placebo, that fulfils one or more of the following:

e It results in death

e [t is immediately life-threatening

e It requires inpatient hospitalization or prolongation of existing hospitalization
e It results in persistent or significant disability or incapacity

e It results in a congenital abnormality or birth defect

e It is an important medical event that may jeopardize the subject or may require
medical intervention to prevent one of the outcomes listed above.
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All serious adverse events that occur after any subject has been enrolled, whether or not they are
related to the study, must be recorded for the duration of the study on forms provided by Sage
Therapeutics or designee.

13.3. Relationship to Study Drug

An Investigator who is qualified in medicine must make the determination of relationship to the
investigational product for each adverse event (unrelated, possibly related or probably related).
The Investigator should decide whether, in his or her medical judgment, there is a reasonable
possibility that the event may have been caused by the investigational product. If no valid reason
exists for suggesting a relationship, then the adverse event should be classified as “unrelated.” If
there is any valid reason, even if undetermined, for suspecting a possible cause-and-effect
relationship between the investigational product and the occurrence of the adverse event, then the
adverse event should be considered “related.”

Not Related: | No relationship between the experience and the administration of study drug; related to other
etiologies such as concomitant medications or subject’s clinical state.

Possibly A reaction that follows a plausible temporal sequence from administration of the study drug and
Related: follows a known response pattern to the suspected study drug.

The reaction might have been produced by the subject’s clinical state or other modes of therapy
administered to the subject, but this is not known for sure.

Probably A reaction that follows a plausible temporal sequence from administration of the study drug and
Related: follows a known response pattern to the suspected study drug.

The reaction cannot be reasonably explained by the known characteristics of the subject’s clinical
state or other modes of therapy administered to the subject.

If the relationship between the adverse event/serious adverse event and the investigational
product is determined to be “possible” or “probable”, the event will be considered to be related
to the investigational product for the purposes of expedited regulatory reporting.

134. Recording Adverse Events

Adverse events spontaneously reported by the subject and/or in response to an open question
from the study personnel or revealed by observation will be recorded during the study at the
investigational site. Clinically significant changes in laboratory values, blood pressure, and
pulse need not be reported as adverse events unless they prompt corrective medical action by the
Investigator, constitute a serious adverse event, or lead to discontinuation of administration of
study drug.

Information about adverse events will be collected from the signing of the ICF until the final
visit of the study for that subject. Adverse events that occur after the first administration of study
drug will be denoted TEAEs.

All adverse events will be followed until they are resolved or have reached a clinical plateau with
no expectation of future change.

The adverse event term should be reported in standard medical terminology when possible. For
each adverse event, the Investigator will evaluate and report the onset (date and time), resolution
or clinical plateau (date and time), severity, causality, action taken, outcome, and whether or not
it caused the subject to discontinue the study.

Severity will be assessed according to the following scale:
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e Mild (awareness of sign or symptom, but easily tolerated)
e Moderate (discomfort sufficient to cause interference with normal activities)

e Severe (incapacitating, with inability to perform normal activities)

13.5. Reporting Adverse Events

All serious adverse events (regardless of causality) will be recorded from the signing of the ICF
until the Day 28 follow-up visit. Any serious adverse events considered possibly or probably
related to the investigational product and discovered by the Investigator at any time after the
study should be reported. All serious adverse events must be reported to the Sponsor or
Sponsor’s designee immediately by phone and in writing within 24 hours of the first awareness
of the event. The Investigator must complete, sign and date the serious adverse event pages,
verify the accuracy of the information recorded on the serious adverse event pages with the
corresponding source documents, and send a copy to Sage Therapeutics or designee.

Additional follow-up information, if required or available, should be sent to Sage Therapeutics
or designee within 24 hours of receipt; a follow-up serious adverse event form should be
completed and placed with the original serious adverse event information and kept with the
appropriate section of the study file.

Sage Therapeutics or designee is responsible for notifying the relevant regulatory authorities of
certain events. It is the Principal Investigator’s responsibility to notify the IRB of all serious
adverse events that occur at his or her site if applicable per the IRB’s requirements. Investigators
will also be notified of all unexpected, serious, drug-related events (7-/15-Day Safety Reports)
that occur during the clinical study. Each site is responsible for notifying its IRB of these
additional serious adverse events.

13.6. Emergency Identification of Study Drug

Part B of the study is double-blind. The pharmacist responsible for preparing the solutions will
be unblinded and will retain an official paper copy of the randomization schedule. In addition,
an unblinded Monitor will perform drug accountability during the study.

During the study, the blind is to be broken only when the safety of a subject is at risk and the
treatment plan is dependent on the study treatment received. Unless a subject is at immediate
risk, the Investigator must make diligent attempts to contact the Sponsor prior to unblinding the
study treatment administered to a subject. Any request from the Investigator about the treatment
administered to study subjects must be discussed with the Sponsor. If the unblinding occurs
without the Sponsor’s knowledge, the Investigator must notify the Sponsor as soon as possible
and no later than the next business morning. All circumstances surrounding a premature
unblinding must be clearly documented in the source records. Unless a subject is at immediate
risk, any request for the unblinding of individual subjects must be made in writing to the Sponsor
and approved by the appropriate Sponsor personnel, according to standard operating procedures.
The blinding of the study will be broken after the database has been locked. Electronic copies of
the randomization code will be made available to the laboratory performing the bioanalytical
analyses in order to allow for limited analysis of samples from subjects receiving matching
placebo.

52



Protocol 217-MDD-201 Sage Therapeutics
Version 1.0 24 October 2016

In all cases where the study drug allocation for a subject is unblinded, pertinent information must
be documented in the subject’s records and on the eCRF. If the subject or study center personnel
(other than pharmacist) have been unblinded, the subject will be terminated from the study.
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14. STATISTICS

14.1. Data Analysis Sets

14.1.1. Analysis Populations and Methods

The Safety Population (for both Part A and Part B), defined as all subjects administered study
drug, will be used to provide descriptive summaries of safety data.

The Efficacy Population (for both Part A and Part B), defined as all subjects in the Safety
Population who complete at least 1 day of dosing of study drug and have at least one post-
baseline efficacy evaluation, will be used to analyze efficacy data.

The PK Population will consist of all subjects in the Safety Population with sufficient plasma
concentrations for PK evaluations, and will be used to summarize PK data.

14.2. Handling of Missing Data

Every attempt will be made to avoid missing data. All subjects will be used in the analyses, as
per the analysis populations, using all non-missing data available. No imputation process will be
used to estimate missing data. A sensitivity analysis will be used to investigate the impact of
missing data if >5% of subjects have missing data.

14.3. General Considerations

For the purpose of all safety and efficacy analyses where applicable, baseline is defined as the
last measurement prior to the start of study drug administration.

Continuous endpoints will be summarized with n, mean, standard deviation (SD), median,
minimum and maximum. In addition, change from baseline values will be calculated at each
time point and summarized descriptively. For categorical endpoints, descriptive summaries will
include counts and percentages.

14.4. Demographics and Baseline Characteristics

Demographic data, such as age, race, and ethnicity, and baseline characteristics, such as height,
weight, and body mass index (BMI), will be summarized using the Safety Population.

Hepatitis, HIV, drug and alcohol, and pregnancy screening results will be listed, but not
summarized as they are considered part of the inclusion/exclusion criteria.

Medical/family history will be listed by subject.

14.5. Efficacy Analyses

Efficacy data will be summarized using appropriate descriptive statistics and other data
presentation methods where applicable; subject listings will be provided for all efficacy data.
For (the open-label) Part A, efficacy data will be summarized descriptively. For Part B, subjects
will be analyzed according to randomized treatment.

An analysis of ten subjects completing Part A is planned to inform Part B study conduct.
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For Part B of the study, change from baseline to each assessment in HAM-D total score will be
analyzed using a mixed effects model for repeated measures (MMRM); the model will include
center, treatment, baseline HAM-D total score, antidepressant use strata, assessment time point,
and time point-by-treatment as explanatory variables. Center will be treated as a random effect
while all other explanatory variables will be treated as fixed effects. All post-baseline time
points will be included in the model. The main comparison will be between SAGE-217 Oral
Solution and matching placebo at the 15-day time point. Model-based point estimates (ie, least
squares [LS] means), 95% confidence intervals, and p-values) will be reported where applicable.
An unstructured covariance structure will be used to model the within-subject errors. Compound
symmetry covariance structure will be used if there is a convergence issue with the unstructured
covariance model.

Descriptive statistics for HAM-D total score and change from baseline values will be presented
by assessment time point for Part A. Summaries will include n, mean, SD, median, minimum,
and maximum.

Similar to those methods described above for Part B, an MMRM will be used for the analysis of
the following variables: changes from baseline in MADRS total score and HAM-A total score,
and select individual item and subscale scores. For each model, the comparison of interest will
be between SAGE-217 Oral Solution and matching placebo at the 15-day time point.
Model-based point estimates (ie, LS means), 95% confidence intervals, and p-values will be
reported.

Logistic regression methods will be used for the analysis of the following binary variables:
HAM-D response (defined as >50% reduction from baseline in HAM-D total score), HAM-D
remission (defined as HAM-D total score of <7.0), and CGI-I response. Logistic regression
models will include terms for center, treatment, antidepressant use strata, and baseline score.
The comparison of interest will be the difference between SAGE-217 Oral Solution and
matching placebo at the 15-day time point in Part B. Model-based point estimates (ie, odds
ratios), 95% confidence intervals, and p-values will be reported. For the CGI-I response
analysis, baseline CGI-S score will be included in the model.

For all scores, descriptive statistics, change from baseline values, and response variables will be
presented by treatment and assessment time point. Summaries will include n, mean, SD, median,
minimum, and maximum.

Similar to the main comparison of HAM-D total score in Part B, descriptive summary statistics
will be provided and an MMRM model will be used to analyze the change from baseline in
SF-36 and FAs-D.

14.6. Safety Analyses

Safety and tolerability of study drug will be evaluated by adverse events, concomitant
medication usage, changes from baseline in physical examination, vital signs, clinical laboratory
evaluations, and 12-lead ECG. Suicidality will be monitored by the C-SSRS. Sedation will be
assessed using the SSS. Safety data will be listed by subject and summarized by treatment
group. All safety summaries will be performed on the Safety Population.
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14.6.1. Adverse Events

The analysis of adverse events will be based on the concept of TEAEs. A TEAE is defined as an
adverse event with onset after the start of study drug, or any worsening of a pre-existing medical
condition/adverse event with onset after the start of study drug and until 7 days after the last
dose. The incidence of TEAEs will be summarized overall and by Medical Dictionary for
Regulatory Activities (MedDRA) Version 18.1 or higher System Organ Class (SOC) and
preferred term. Incidences will be presented in order of decreasing frequency for the SAGE-217
Oral Solution treatment group. In addition, summaries will be provided by severity (mild,
moderate, severe) and by causality (related, not related) to study drug (see Section 13.3).

Treatment-emergent adverse events leading to discontinuation and serious adverse events (see
Section 13.2.1.3 for definition) with onset after the start of randomized study drug will also be
summarized.

All adverse events and serious adverse events (including those with onset or worsening before
the start of study drug) through the Day 28 follow-up visit will be listed.

14.6.2. Clinical Laboratory Evaluations

Clinical laboratory results will be listed by subject and timing of collection. Mean changes from
baseline in clinical laboratory measures will be summarized.

14.6.3. Physical Examinations

Physical examinations in Parts A and B will be summarized at the Screening visit, Day 8§,
Day 15, Day 21, and Day 28 visits. Any clinically significant change in physical examination
compared to those observed at screening should be noted as an adverse event.

14.6.4.  Vital Signs

Vital sign results will be listed by subject and timing of collection. Mean changes from
randomization in vital signs will be summarized by time point.

14.6.5. 12-Lead Electrocardiogram

The following ECG parameters will be listed for each subject: heart rate, PR, QRS, QT, QTec,
and QT interval calculated using the Fridericia method (QTcF). Any clinically significant
abnormalities or changes in ECGs should be listed as an adverse event. Electrocardiogram
findings will be listed by subject and visit.

14.6.6. Prior and Concomitant Medications

Medications will be recorded at each study visit during the study and will be coded using World
Health Organization-Drug dictionary (WHO-DD) September 2015, or later.

Medications will be presented according to whether they are being taken prior to and/or during
the study (concomitant). Prior medications are defined as those taken during the 30 days prior to
informed consent. Concomitant medications are defined as those with a start date on or after the
first dose of study drug, or those with a start date before the first dose of study drug that are
ongoing or with a stop date on or after the first dose of study drug. If medication dates are
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incomplete and it is not clear whether the medication was concomitant, it will be assumed to be
concomitant.

Details of prior and concomitant medications will be listed by subject, start date, and verbatim
term.

14.6.7.  Columbia Suicide Severity Rating Scale

Suicidality data collected on the C-SSRS at baseline and by visit during the Treatment Period
will be listed for all subjects. Listings will include behavior type and/or category for Suicidal
Ideation and Suicidal Behavior of the C-SSRS.

14.6.8. Stanford Sleepiness Scale

Sedation data collected on the SSS will be listed for all subjects. Changes in score over time will
be represented graphically, and change from Day 1 will be measured.

14.7. Pharmacokinetic Analyses

Pharmacokinetic parameters will be summarized using appropriate descriptive statistics. Time at
maximum (peak) plasma concentration (tmax) Will be summarized using n, mean, SD, median,
minimum, and maximum. All other PK parameters will be summarized using n, geometric
mean, coefficient of variation, median, minimum, and maximum and listed by subject.

Plasma concentrations and PK parameters will be listed by subject.

In addition to typical descriptive statistics, summaries should include geometric mean,
coefficient of variation, and geometric coefficient of variation.

14.8. Determination of Sample Size

The sample size of ten subjects for Part A was selected based on clinical and not statistical
considerations.

For Part B, assuming a two-sided t-test at an alpha level of 0.10, a sample size of 23 subjects per
group would provide 80% power to detect an effect size of 0.75 between the SAGE-217 Oral
Solution and matching placebo groups with regard to the secondary efficacy outcome variable of
change from baseline in HAM-D total score. An effect size of 0.75 corresponds to a matching
placebo-adjusted difference of 7.5 points in the change from baseline in HAM-D total score at

15 days with an assumed SD of 10 points. By including two treatment groups and using a 1:1
randomization, a total of 46 subjects are required. Assuming a non-evaluability rate of 10%, up
to 52 subjects will be randomized.

14.9. Changes From Protocol Specified Analyses

Any changes from the analytical methods outlined in the protocol will be documented in the final
statistical analysis plan.
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15. DIRECT ACCESS TO SOURCE DATA/DOCUMENTS

15.1. Study Monitoring

Before an investigational site can enter a subject into the study, a representative of Sage
Therapeutics or designee will visit the investigational study site to:

e Determine the adequacy of the facilities; and

e Discuss with the Investigator(s) and other personnel their responsibilities with regard
to protocol adherence, and the responsibilities of Sage Therapeutics or designee or its
representatives. This will be documented in a Clinical Study Agreement between
Sage Therapeutics and the Investigator.

During the study, a monitor from Sage Therapeutics or designee will have regular contacts with
the investigational site for the following:

e Provide information and support to the Investigator(s);
e Confirm that facilities remain acceptable;

¢ Confirm that the investigational team is adhering to the protocol, that data are being
accurately recorded in the eCRFs, and that investigational product accountability
checks are being performed;

e Perform source data verification. This includes a comparison of the data in the eCRFs
with the subject’s medical records at the hospital or practice, and other records
relevant to the study. This will require direct access to all original records for each
subject (eg, clinic charts);

e Record and report any protocol deviations not previously sent to Sage Therapeutics or
designee; and

e Confirm adverse events and serious adverse events have been properly documented
on eCRFs and confirm any serious adverse events have been forwarded to Sage
Therapeutics or designee and those serious adverse events that met criteria for
reporting have been forwarded to the IRB.

The monitor will be available between visits if the Investigator(s) or other staff needs
information or advice.

15.2. Audits and Inspections

Authorized representatives of Sage Therapeutics, a regulatory authority, an Independent Ethics
Committee (IEC) or an IRB may visit the site to perform audits or inspections, including source
data verification. The purpose of a Sage Therapeutics or designee audit or inspection is to
systematically and independently examine all study-related activities and documents to
determine whether these activities were conducted, and data were recorded, analyzed, and
accurately reported according to the protocol, GCP guidelines of the International Council for
Harmonisation (ICH), and any applicable regulatory requirements. The Investigator should
contact Sage Therapeutics immediately if contacted by a regulatory agency about an inspection.
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15.3. Institutional Review Board (IRB)

The Principal Investigator must obtain IRB approval for the investigation. Initial IRB approval
and all materials approved by the IRB for this study, including the subject consent form and
recruitment materials, must be maintained by the Investigator and made available for inspection.
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16. QUALITY CONTROL AND QUALITY ASSURANCE

The Investigator and institution will permit study-related monitoring, audits, IRB review, and
regulatory inspections as requested by the Food and Drug Administration, the Sponsor, or the
Sponsor’s designee, including direct access to source data/documents (ie, original medical
records, laboratory reports, hospital documents, progress reports, signed ICFs) in addition to
eCRFs.

Quality assurance and quality-control systems with written standard operating procedures will be
followed to ensure this study will be conducted and data will be generated, documented
(recorded), and reported in compliance with the protocol, GCP, and the applicable regulatory
requirements.

The site’s dedicated study monitor will arrange to visit the Investigator at regular intervals during
the study. The monitoring visits must be conducted according to the applicable ICH and GCP
guidelines to ensure protocol adherence, quality of data, drug accountability, compliance with
regulatory requirements, and continued adequacy of the investigational site and its facilities.

During these visits, €CRFs and other data related to the study will be reviewed and any
discrepancies or omissions will be identified and resolved. The study monitor will be given
access to study-relevant source documents (including medical records) for purposes of source
data verification.

During and/or after completion of the study, quality-assurance officers named by Sage
Therapeutics or the regulatory authorities may wish to perform on-site audits. The Investigator is
expected to cooperate with any audit and provide assistance and documentation (including
source data) as requested.

Quality control will be applied to each stage of data handling to ensure that all data are reliable
and have been processed correctly.

Agreements made by the Sponsor with the Investigator/institution and any other parties involved
with the clinical study will be in writing in a separate agreement.
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17. ETHICS

17.1. Ethics Review

The final study protocol, including the final version of the ICF, must be approved or given a
favorable opinion in writing by an IRB or IEC as appropriate. The Investigator must submit
written approval to Sage Therapeutics or designee before he or she can enroll any subject into the
study.

The Principal Investigator is responsible for informing the IRB or IEC of any amendment to the
protocol in accordance with local requirements. In addition, the IRB or IEC must approve all
advertising used to recruit subjects for the study. The protocol must be re-approved by the IRB
or IEC upon receipt of amendments and annually, as local regulations require.

The Principal Investigator is also responsible for providing the IRB with reports of any
reportable serious adverse drug reactions from any other study conducted with the investigational
product. Sage Therapeutics or designee will provide this information to the Principal
Investigator.

Progress reports and notifications of serious adverse drug reactions will be provided to the IRB
or IEC according to local regulations and guidelines.

17.2. Ethical Conduct of the Study

The study will be performed in accordance with ethical principles that have their origin in the
Declaration of Helsinki and its most recent amendment (2008) and are consistent with ICH/GCP
and other applicable regulatory requirements.

17.3. Written Informed Consent

The Principal Investigator will ensure that the subject is given full and adequate oral and written
information about the nature, purpose, possible risk, and benefit of the study. Subjects must also
be notified that they are free to discontinue from the study at any time. The subject should be
given the opportunity to ask questions and allowed time to consider the information provided
before signing the ICF.

As additional assessments, the ICF will contain provisions for optional consent for the collection
of blood samples for hormone and biomarker testing during screening and the collection of
breast milk for biobanking and PK analysis purposes. The ICF, as specified by the clinical site’s
IRB, must follow the Protection of Human Subjects regulations listed in the Code of Federal
Regulations, Title 21, Part 50.

The subject’s signed and dated informed consent must be obtained before conducting any study
procedures.

The Principal Investigator(s) must maintain the original, signed ICF. A copy of the signed ICF
must be given to the subject.
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18. DATA HANDLING AND RECORDKEEPING

Procedures for data handling (including electronic data) used in this protocol will be documented
in a Data Management Plan.

Electronic CRFs will be completed for each study subject. It is the Investigator’s responsibility
to ensure the accuracy, completeness, and timeliness of the data reported in the subject’s eCRF.
Source documentation supporting the eCRF data should indicate the subject’s participation in the
study and should document the dates and details of study procedures, adverse events, and subject
status.

The Investigator will have access to the electronic data capture system and will receive a copy of
the subject eCRF data at the end of the study. For subjects who discontinue or terminate from
the study, the eCRFs will be completed as much as possible, and the reason for the
discontinuation or termination clearly and concisely specified on the appropriate eCRF.

18.1. Inspection of Records

Sage Therapeutics or designee will be allowed to conduct site visits to the investigational
facilities for the purpose of monitoring any aspect of the study. The Investigator agrees to allow
the monitor to inspect the drug storage area, study drug stocks, drug accountability records,
subject charts and study source documents, and other records related to study conduct.

18.2. Retention of Records

The Principal Investigator must maintain all documentation relating to the study for a period of
2 years after the last marketing application approval or, if not approved, 2 years following the
discontinuation of the test article for investigation. If it becomes necessary for Sage
Therapeutics or the Regulatory Authority to review any documentation relating to the study, the
Investigator must permit access to such records.

18.3. Confidentiality

To maintain subject privacy, all eCRFs, study reports, and communications will identify the
subject by the assigned subject number. The Investigator will grant monitor(s) and auditor(s)
from the Sponsor or its designee and regulatory authority(ies) access to the subject’s original
medical records for verification of data gathered on the eCRFs and to audit the data collection
process. The subject’s confidentiality will be maintained and will not be made publicly available
to the extent permitted by the applicable laws and regulations.

Subjects will be notified that registration information, results, and other information about this
study will be submitted to ClinicalTrials.gov, a publicly available trial registry database;
however, protected health information of individual subjects will not be used.
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All information regarding the investigational product supplied by Sage Therapeutics to the
Investigator is privileged and confidential information. The Investigator agrees to use this
information to accomplish the study and will not use it for other purposes without consent from
the Sponsor. It is understood that there is an obligation to provide the Sponsor with complete
data obtained during the study. The information obtained from the clinical study will be used
towards the development of the investigational product and may be disclosed to regulatory
authorities, other Investigators, corporate partners, or consultants, as required.
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19. PUBLICATION POLICY

All information concerning SAGE-217 is considered confidential and shall remain the sole
property of Sage Therapeutics. The Investigator agrees to use this information only in
conducting the study and shall not use it for any other purposes without written approval from
Sage Therapeutics. No publication or disclosure of study results will be permitted except as
specified in a separate, written, agreement between Sage Therapeutics and the Investigator.
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21. APPENDICES
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APPENDIX 1.
17-ITEM (HAM-D)

Patient Name:

Sage Therapeutics

HAMILTON RATING SCALE FOR DEPRESSION,

Hamilton Rating Scale for Depression (17 -items)

Instructions: For each item select the “cue” which best characterizes the patient during the past week.

1. Depressed Mood
sadness, hopeless, helpless, worthless)

0  Absent

1 These feeling states indicated only on questioning

2  These feeling states spontaneously reported verbally

3 Communicates feeling states nonverbally, i.e., through facial
expression, posture, voice and tendency to weep

4 Patient reports VIRTUALLY ONLY these feeling states in his

spontaneous verbal and nonverbal communication

2. Feelings of Guilt

0  Absent
1  Self-reproach, feels he has let people down
2 ldeas of guilt or rumination over past errors or sinful deeds
3 Presentillness is a punishment. Delusions of guilt
4 Hears accusatory or denunciatory voices and/for experiences
threatening visual hallucinations
3. Suicide
0 Absent
1 Feels life is not worth living
2 Wishes he were dead or any thoughts of possible death to self
3 Suicide ideas or gesture
4 Attempts at suicide (any serious attempt rates 4)

4. Insomnia - Early
0  No difficulty falling asleep
1 Complains of occasional difficulty falling asleep i.e., more than
%5 hour
2 Complains of nightly difficulty falling asleep

5. Insomnia - Middle
0 No difficulty
1 Patient complains of being restless and disturbed during the
night

2 Waking during the night — any getting out of bed rates 2
(except for purposes of voiding)

6. Insomnia - Late
0  No difficulty
1 Waking in early hours of the morning but goes back to sleep
2 Unable to fall asleep again if gets out of bed

7. Work and Activities

0  No difficulty

1 Thoughts and feelings of incapacity, fatigue or weakness
related to activities; work or hobbies

2  Loss of interest in activity; hobbies or work — either directly
reported by patient, or indirect in listlessness, indecision and
vacillation (feels he has to push self to work or activities)

3 Decrease in actual time spent in activities or decrease in
productivity. In hospital, rate 3 if patient does not spend at
least three hours a day in activities (hospital job or hobbies)
exclusive of ward chores.

4 Stopped working because of present illness. |n hospital, rate 4
if patient engages in no activities except ward chores, or if
patient fails to perform ward chores unassisted.

8. Retardation
(slowness of thought and speech; impaired ability to concentrate;
decreased motor activity)

Normal speech and thought

Slight retardation at interview

Obvious retardation at interview

Interview difficult

Complete stupor

A WN-=2O

9. Agitation

0 None

1 “Playing with” hand, hair, etc.

2 Hand-wringing, nail-biting, biting of lips

10. Anxiety - Psychic

0  No difficulty

1 Subjective tension and irritability

2 Worrying about minor matters

3 Apprehensive attitude apparent in face or speech

4 Fears expressed without questioning

11. Anxiety - Somatic

0 Absent Physiclogical concomitants of anxiety such as:

1 Mild Gastrointestinal - dry mouth, wind, indigestion,

2 Moderate diarrhea, cramps, belching

3  Severe Cardiovascular — palpitations, headaches

4 Incapacitating Respiratory - hyperventilation, sighing

Urinary frequency
Sweating
12. Somatic Symptoms - Gastrointestinal

0 None

1  Loss of appetite but eating without staff encouragement.
Heavy feelings in abdomen.

2 Difficulty eating without staff urging. Requests or requires
laxatives or medications for bowels or medication for G.1.
symptoms.

13. Somatic Symptoms - General

0 None

1 Heaviness in limbs, back or head, backaches, headache,
muscle aches, loss of energy and fatigability

2 Any clear-cut symptom rates 2

14. Genital Symptoms

0 Absent 0 Not ascertained

1 Mild Symptoms such as: loss of libido,

2 Severe menstrual disturbances

15. Hypochondriasis

0  Not present

1 Self-absorption (bodily)

2  Preoccupation with health

3 Frequent complaints, requests for help, etc.

4 Hypochondriacal delusions

16. Loss of Weight

A, When Rating by History:

0  Noweight loss

1 Probable weight loss associated with present iliness

2  Definite (according to patient) weight loss

B. On Weekly Ratings by Ward Psychiatrist, When Actual
Changes are Measured:

Less than 1 Ib. weight loss in week
1 Greaterthan 1 |b. weight loss in week
2  Greaterthan 2 Ib. weight loss in week
17. Insight

0 Acknowledges being depressed and ill

1 Acknowledges illness but attributes cause to bad food,
climate, overwork, virus, need for rest, etc.

2  Denies being ill at all

Total Score:
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APPENDIX 2. MONTGOMERY-ASBERG DEPRESSION RATING
SCALE (MADRS)

Montgomery-Asberg Depression Rating Scale (MADRS)

The rating should be based on a clinical interview moving from broadly phrased questions about symptoms
to more detailed ones which allow a precise rating of severity. The rater must decide whether the rating lies
on the defined scale steps (0, 2, 4, 6) or between them (1, 3, 5) and then report the appropriate number.
The items should be rated with regards to how the patient has done over the past week.

1. Apparent sadness

Representing despondency, gloom and despair (more than just ordinary transient low spirits),
reflected in speech, facial expression, and posture. Rate by depth and inability to brighten up.
0 = No sadness.
2 = Looks dispirited but does brighten up without difficulty.
4 = Appears sad and unhappy most of the time.
6 = Looks miserable all the time. Extremely despondent

2. Reported sadness

Representing reports of depressed mood, regardless of whether it is reflected in appearance or not.
Includes low spirits, despondency or the feeling of being beyond help and without hope.
0 = Occasional sadness in keeping with the circumstances.
2 = Sad or low but brightens up without difficulty.
4 = Pervasive feelings of sadness or gloominess. The mood is still influenced by external circumstances.
6 = Continuous or unvarying sadness, misery or despondency.

3. Inner tension

Representing feelings of ill-defined discomfort, edginess, inner turmeoil, mental tension mounting to
either panic, dread or anguish. Rate according to intensity, frequency, duration and the extent of
reassurance called for.

0 = Placid. Only fleeting inner tension.

2 = Occasional feelings of edginess and ill-defined discomfort.

4 = Continuous feelings of inner tension or intermittent panic which the patient can only master with some

difficulty.
6 = Unrelenting dread or anguish. Overwhelming panic.

4. Reduced sleep

Representing the experience of reduced duration or depth of sleep compared to the subject's own
normal pattern when well.

0 = Sleeps as normal.

2 = Slight difficulty dropping off to sleep or slightly reduced, light or fitful sleep.

4 = Moderate stiffness and resistance

6 = Sleep reduced or broken by at least 2 hours.

5. Reduced appetite

Representing the feeling of a loss of appetite compared with when-well. Rate by loss of desire for food
or the need to force oneself to eat.

0 = Normal or increased appetite.

2 = Slightly reduced appetite.

4 = No appetite. Food is tasteless.

6 = Needs persuasion to eat at all.
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6. Concentration difficulties

Representing difficulties in collecting one's thoughts mounting to an incapacitating lack of
concentration. Rate according to intensity, frequency, and degree of incapacity produced.
0 = No difficulties in concentrating.
2 = Occasional difficulties in collecting one's thoughts.
4 = Difficulties in concentrating and sustaining thought which reduced ability to read or hold a conversation.
6 = Unable to read or converse without great difficulty.

7. Lassitude

Representing difficulty in getting started or slowness in initiating and performing everyday activities.
0 = Hardly any difficulty in getting started. No sluggishness.
2 = Difficulties in starting activities.
4 = Difficulties in starting simple routine activities which are carried out with effort.
6 = Complete lassitude. Unable to do anything without help.

8. Inability to feel

Representing the subjective experience of reduced interest in the surroundings, or activities that
normally give pleasure. The ability to react with adeguate emotion to circumstances or people is
reduced.

0 = Normal interest in the surroundings and in other people.

2 = Reduced ability to enjoy usual interests.

4 = loss of interest in the surroundings. Loss of feelings for friends and acquaintances.

6 = The experience of being emotionally paralysed, inability to feel anger, grief or pleasure and a complete
or even painful failure to feel for close relatives and friends.

9. Pessimistic thoughts

Representing thoughts of guilt, inferiority, self-reproach, sinfulness, remorse and ruin.

0 = No pessimistic thoughts.

2 = Fluctuating ideas of failure, self-reproach or self- depreciation,

4 = Persistent self-accusations, or definite but still rational ideas of guilt or sin. Increasingly pessimistic
about the future.

6 = Delusions of ruin, remorse or irredeemable sin. Self- accusations which are absurd and unshakable.

10. Suicidal thoughts

Representing the feeling that life is not worth living, that a natural death would be welcome, suicidal
thoughts, and preparations for suicide. Suicide attempts should not in themselves influence the rating.

0 = Enjoys life or takes it as it comes.

2 = Weary of life. Only fleeting suicidal thoughts.

4 = Probably better off dead. Suicidal thoughts are common, and suicide is considered as a possible solution,
but without specific plans or intenstion.

6 = Explicit plans for suicide when there is an opportunity. Active preparations for suicide.

© 1979 The Royal College of Psychiatrists. The Mantgomery Asberg Depression Rating Scale may be phatocopied by individual researchers or clinicians
for their own use without seeking permission from the publishers. The scale must be copied in full and all copies must acknowledge the following source:
Montgomery, S.A. & Asberg, M. (1979). A new depression scale designed to be sensitive to change. British Journal of Psychiatry, 134, 382-389. Written
permission must be obtained from the Royal College of Psychiatrists for copying and distribution to others or for republication (in print, online or by any
ather medium).
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APPENDIX 3. HAMILTON ANXIETY RATING SCALE (HAM-A)

Hamilton Anxiety Rating Scale (HAM-A)

Balow Is 2 list of phrases that describe cartain feeling that people have Ratz the patiants by Snding the answer which best dascribes tha extent
o which hefsha has these conditions. Select one of tha five responses for each of the fourtean questions.

0= Mot presant, I =Mid, 2 = Moderate, 1 = Eavere, 4 = Yary sevara

'Wiorries, antidpation of the worst, f@arful anticdpation, Irrtabily. Tinntbus, blurring of vision, hot and cold flushes, feelings of weakness,
priddng sersation.

1 Tansion MOARM

Feelings of tension, fatigability, sartfe resporse, moved to tears
wasily, tremibling, foalings of rostiessness, Inabiltty to rako:.

[OMEEARA

Of daric, of strangars, of baing laft alona, of animals, of traffic, of
crowds.

3  Faars

4 Insomnia @ M@ EE

Dwficulty in falling asloop, brokan sieap, wnsadsfying sleep and fatgue
on waking, dreams, nightmaraes, night terrors.

5 Insallactual @O M@ E A
DCefculty In concentration, poor MEmary.

OmEEE

Lasz of imterest, lck of pleasura in hobbies, depression, arly waking,
diurnal seing.

& Daprased mood

T  Somatic (ruscular) @O E A

Pains and aches, twitching, stiffness, myodonic jerks, grinding of
teath, unstmdy voke, Incroased muscular tone.

9  Cardiovascular symptoms [0 [1] [3] 3 [#
Tachycardia, palpttations, pain In chest, throbbing of vessals, faintng
faolings, mizsing baat.

10 Raspiratory symptoms [OmEE @
Preszura or constrictian In chest, choking fedings, sighing, dyzpnea

Il Gastrointestinal symptoms  [0] [T] (3] [3] [#]
Difficulcy in swallowing, wind abdominal pain, burning sonstions,

abdominal fullness, nausaa, vomiting, borborygmi, loaseness of
boweals, loss of weight, oonstipation.

121 Genitourinary symptoms MM MEE M
Frequency of micturidon, urgency of micturition, amenarrhaa,

menamhaga devadopment of frighdity, prematura ecultion, kass of
libida, Impotenoe.

12 Autonomic spmptoms

MMOEEEXE
Diry mouth, fushing, pallior, tendancy to rewat, giddiness, tension
hadache, ratsing of kair.

14 Behavior at intarvies

OOEEA

Fidgeting, restessness or pading, tremor of hands, furrowed brow,
straimad face, sighing or rpid respiration, factal pallor, swallowing,
|ic.
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APPENDIX 4. CLINICAL GLOBAL IMPRESSION-IMPROVEMENT
SCALE (CGI-I) AND SEVERITY SCALE (CGI-S)

I. Sewverity of illness
Considering your totzl clinical experience with this particular population, how mentally ill is the patient at this time?

0 = Mot assessed 4 = Moderately il

| = Mermal, not a all il 5 = Markedly ill

2 = Borderline mentally ill & = Severely ill

3 = Mildly ill 7 = Among the most extremely ill patients

1. Global improvement: Rate total improvement whether or not, in your judgement, it is due entirely to drug treatment.
Compared to his condition at admission to the project, how much has he changed?

0 = Mot assessed 4 = Mo change

| = Very much improved 5 = Minimally worse
2 = Much improved & = Much worse

3 = Minimally improved 7 = Very much worsa

3. Efficacy indesx: Rate this item on the basis of drug effect only.
Select the terms which best describe the degrees of therapeutic effect and side effects and record the number in the box where the two
ftems intersect.
EXAMPLE: Therapeutic effect is rated a5 “Moderate' and side effects are judged ‘Do not significantly incerfere with patient’s functioning”.

Therapeutic effect Side effects
Maone Do not significantly Significantly interferes Outweighs
interfere with with patient’s therapeutic
patient's functioning functioning effect
Marked Wast improvement. Complete or nearly complete 01 o2 03 04
remission of all symptoms
Moderate Decided improvement. Partial remission of 153 06 o7 08
symptoms
Minimal Slight improvement which doesn't alter status 09 10 11 12

of care of patient
Unchanged or worse 13 14 15 &
Mot assessed = 00

Reproduced from Guy W, editor. ECDEW Assessment Manual for Psychopharmacelogy. 1976, Rockyille, MD, LS. Department of Health,
Education, and Yvelfare

72



Protocol 217-MDD-201 Sage Therapeutics
Version 1.0 24 October 2016

APPENDIX 5. SHORT-FORM 36 (SF-36)

SF-36 QUESTIONNAIRE

Hame: Ref. Dr: Date:
= Age: Gender: M F

Please answer the 36 questions of the Health Survey completely, honestly, and without intermuptions.

GEMERAL HEALTH:
In general would you say your health is: . . .
. Excellent '-.-’v:aﬁ.I Good Good \[Fair Poor

Compared to one year ago, how would you rate your health in general now?
:: Much better now than one year ago

::SOI'I'IE"HI'EIt better now than one year ago

_ About the same

::SOI'I'IE"HI'EIt worse now than one year ago

:Much worse than one year ago

LIMITATIONS OF ACTIVITIES:
The following items are about activities you might do during a typical day. Does your health now limit you in these
activities? If 0, how much?

‘u"lgorous activities, such as mnnln;, lifting heavy objects, participating |n strenuous sports.
\_,Y&n Limited a lot \_es, Limited a Little uNu:r Mot Limited at all

Moderate activities, such as mmrlng_a table, pushing a vacuum cleaner, bmﬂllng. or playing golf
\_,Y&n Limited a Lot \_Yes, Limited a Little \_,ND Mot Limited at all

Llfting oF Carrying groceries . .
. Yes, Limited a Lot \_f'es, Limited a Little Mo, Mot Limited at all

Qimhing several flights of stairs _ _
[_ves, Limited a Lot _ves, Limited a Little Mo, Mot Limited at all

Cllmhlng one flight of stairs - -
[_ves, Limited a Lot (_Wes, Limited a Little [_Mo, Mot Limited at all

E:ﬁ_qnding. kneeling, or stooping . .
. Yes, Limited a Lot \_f'es, Limited a Little Mo, Mot Limited at all

Hji'_glhing more than a mile . .
. Yes, Limited a Lot \_f'es, Limited a Little Mo, Mot Limited at all

Hji'_glhing several blocks . .
. Yes, Limited a Lot \_f'es, Limited a Little Mo, Mot Limited at all

Hji'_alhing one block _ _
[_ves, Limited a Lot _ves, Limited a Little Mo, Mot Limited at all
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E}_qthing or dressing yourself . .
\_fes, Limited a Lot \_Jfes, Limited a Little Mo, Not Limited at all

PHYSICAL HEALTH PROBLEMS:
During the past 4 weeks, have you had any of the following problems with your work or other regular daily activities as
a result of your physical health?

E;_I.!L down the amount of time you spent on work or other activities
. Yes Mo

Aﬁcmﬁished less than you wguld like
. Yes Mo

h:d_gre limited in the kind of wn’rgxor other activities
. YES MNo

I:I_Qd difficulty performing the wg!k or other activities (for example, it took extra effort)
. Yes Mo

EMOTIONAL HEALTH PROEBLEMS:
During the past 4 weeks, have you had any of the following problems with your work or other regular daily activities as
a result of any emotional problems (such as feeling depressed or anxious)?

t;_ur. down the amount of time you spent on work or other activities

es Mo

Aﬁcmplished less than you wgl:lld like

—Yes ‘Mo

den1 do work or other ac:tivitig_s as carefully as usual

Yes No

SOCIAL ACTIVITIES:

Emational problems interfered with your normal social activities with family, friends, neighbors, or groups?
CNot at al  slightty OModerately Clsevere Cvery Severe

PAIN:

How much bodily pain have you had during the past 4 weeks?
" None Civery Mild Cmild _Moderate Csevere Chvery Severs

During the past 4 weeks, how much did pain interfere with your normal work (including both work outside the
home and housework)?

Mot at all A little bit CModerately Cwite a bit CExtremely
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ENERGY AND EMOTIONS:
These questions are about how you feel and how things have been with you during the last 4 weeks. For each
guestion, please give the answer that comes closest to the way you have been feeling.

Did you feel full of pep?
Al of the time

Most of the time

(_ A good Bit of the Time
 Some of the time

A little bit of the time
" None of the Time

I-Eve you been a very nervous person?
Al of the time

" Most of the time

(_A good Bit of the Time

_Some of the time

T Alittle bit of the time

Mone of the Time

Have you felt so down in the dumps that nothing could cheer you up?
a1 of the time

Mozt of the time

(" A good Bit of the Time

[ Some of the time

" Alittle bit of the time

None of the Time

Have you felt calm and peaceful 7
Al of the time

Most of the time

A good Bit of the Time

Some of the time

A little bit of the time

Mone of the Time

[}111 you have a lot of energy?
Al of the time

" Most of the time

(_ A good Bit of the Time
Some of the time

A little bit of the time

:: MNone of the Time

75



Protocol 217-MDD-201
Version 1.0 24 October 2016

Have you felt downhearted and blue?

Al of the time

" Most of the time

& good Bit of the Time
{"'Some of the time

A little bit of the time
Mone of the Time

IZ}y:I you feel worn out?
Al of the time

T Most of the time

(_ A good Bit of the Time
Some of the time

T Alittle bit of the time
Mone of the Time

Have you been a happy person?
Al of the time

Most of the time

(A good Bit of the Time
{Some of the time

Calittle bit of the time

Mone of the Time

Did you feel tired?

Al of the time

" Most of the time

(_ A good Bit of the Time
" 'Some of the time

A little bit of the time
Mone of the Time

SOCIAL ACTIVITIES:

Sage Therapeutics

During the past 4 weeks, how much of the time has your physical health or emotional problems interfered with

your social activities (like visiting with friends, relatives, etc.)?

&Ml of the time
Most of the time
Some of the time
A little bit of the time
None of the Time
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GEMERAL HEALTH:

How true or false is each of the following statements for you?

IEeem to get sick a |iﬁ|EEMier than other peEpIe
_Definitely true ' Mostly true Dot know

Igm as healthy as anybogy | know _
. Definitety true ' Mostly true Don't know

IE;pect my health to get worse -
_ Definitely true _Mostly true _Don't know

health is excellent - -
[_ Definitely true (_Mostly true _Don't know
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APPENDIX 6. THE FATIGUE ASSOCIATED WITH DEPRESSION
(FAs-D) PATIENT-REPORTED OUTCOME (PRO)

Some people experience fatigue when they are depressed. The following items ask you to rate
fatigue you have experienced that you think may be related to depression.

In the PAST WEEK, how often have you Never Rarely  Sometimes Often Abways

felt...

1. Fatigued 1 2 3 4 5
2. Tired 1 2 3 4 5
3. Exhausted 1 2 3 4 5
4. Like you had no energy 1 2 3 4 5
5. Physically weak 1 2 3 4 5
6. Slowed down 1 2 3 4 5
7. Like everything requires too much effort 1 2 3 4 5

Now think about the impact of this fatigue that is related to depression. The following items ask
about the impact of this fatigue on various aspects of your life.

In the PAST WEEK, how much has your

fatigue. .. Not at all A little  Somewhat Quite a bit Very much

8. Limited your ability to complete daily

household chores ! 2 3 4 >

9. Interfered with family activities or 1 2 3 4 5
relationships

10. Interfered with doing things you enjoy 1 2 3 4 5

11. Interfered with social activities, like 1 ) 3 4 5
spending time with friends

12. Interfered with taking care of yourself (e.g., | ) 3 4 5
bathing, dressing, brushing your teeth)

13. Kept you from getting out of bed 1 2 3 4 5
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Do you have a spouse or significant other? [JYes
If no, leave item 14 blank.

If yes, please answer item 14.

(1 No

Sage Therapeutics

In the PAST WEEK, how much has your

. Not at all A little
fatigue...

Somewhat

Quite a bit

Very much

14. Interfered with your intimate relationship
(i.e., with a spouse or significant other)

Do you have a job or go to school? [JYes [1No
If no, leave items 15 and 16 blank.

If yes, please answer items 15 and 16.

In the past week, how much has your

. Not at all A little
fatigue...

Somewhat

Quite a bit

Very much

15. Prevented you from going to work or
school

16. Limited your productivity at work or
school
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APPENDIX 7. COLUMBIA - SUICIDE SEVERITY RATING SCALE
(C-SSRS)

COLUMBIA-SUICIDE SEVERITY
RATING SCALE
(C-SSRS)

Baseline/Screening Version

Version 1/14/09

Posner, K.; Brent, D.; Lucas, C.; Gould, M.; Stanley, B.; Brown, G.; Fisher, P.; Zelazny, J.;
Burke, A.; Oquendo, M.; Mann, J.

Discdaimer:

This scale is intended to be used by individuals who have received training in its administration. The questions contained in
the Columbia-Suicide Severity Rating Scale are suggested probes. Ultimately, the determination of the presence of suicidal
ideation or behavior depends on the judgment of the individual administering the scale.

Definitions of behavioral suicidal events in this scale are based on those used in The Columbia Suicide History Form
developed by John Mann, MD and Maria Oquendo, MD, Conte Center for the Neuroscience of Mental Disorders
(CCNMD), New York State Psychiatric Institute, 1051 Riverside Drive, New York NY, 10032. (Oquendo M. A,
Halberstam B. & Mann |. J., Risk factors for suicidal behavior: utility and limitations of research instruments. In M.B. First
[Ed.] Standardized Evaluation in Clinical Practice, pp. 103 -130, 2003)

For reprints of the C-SSRS contact Kelly Posner, Ph.D., New York State Psychiatric Institute, 1051 Riverside Drive, New
York, New York, [0032; inquiries and training requirements contact posnerk@nyspi.columbia.edu

© 2008 The Research Foundation for Mental Hygiene, Inc.
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SUICIDAL IDEATION
Ask questions 1 and 2. If both are negative, proceed to “Suicidal Behavior” section. If the answer to Lifetime: Time |
question 2 is “yes”, ask questions 3, 4 and 5. If the answer to question 1 and/or 2 is “yes”, complete He/She Felt T
“Intensity of Ideation” section below. Most:Sulcldal
1. Wish to be Dead
Subject endorses thoughts about a wish to be dead or not alive anymore, or wish to fall asleep and not wake up. Yes No Yes No
Have you wishedyou were dead or wished you conld go to sleep and not wake up?
o o O o
If yes, describe:
2. Non-Specific Active Suicidal Thoughts
General non-specific thoughts of wanting to end one’s life/commit suicide (e.g., “I've thought about killing myself ) without thoughts Yes No Yes No
of ways to kill oneselffassociated methods, intent, or plan during the assessment period. =] O O O
Have you actaally had any thoughts of kiliing yourself?
If yes, describe:
3. Active Suicidal Ideation with Any Methods (Not Plan) without Intent to Act
Subject endorses thoughts of suicide and has thought of at least one method during the assessment period. This is different than a Yes No Yes No
specific plan with time, place or method details worked out (e.g. thought of method to kill self but not a specific plan). Includes person O O O O
who would say, “7 thought about taking an overdose but I never made a specific plan as 1o when, where or how I would actually do
it...and I would never go through with it.”
Have you been thinking about how you might do this?
If yes, describe:
4. Active Suicidal Ideation with Some Intent to Act, without Specific Plan
Active suicidal thoughts of killing oneself and subject reports having some intent to act on such thoughts, as opposed to 7 have the Yes No Yes No
thoughts but I definitely will not do anything about them.” O O o O
Have you had these thoughts and had some intention of acting on them?
If yes, describe:
5. Active Suicidal Ideation with Specific Plan and Intent
Thoughts of killing oneself with details of plan fully or partially worked out and subject has some intent to carry it out. Yes No Yes No
Have you started to work out or worked out the details of how to Killyourself? Do you intend to carry out this plan? O O O O
If yes, describe:
INTENSITY OF IDEATION
The following features should be rated with respect to the most severe type of ideation (i.e., 1-5 from above, with 1 being
the least severe and 5 being the most severe). Ask about time he/she was feeling the most suicidal.
Lifetime - Most Severe Ideation: Most Most
Type # (1-3) Description of Idedtion Severe Severe
Past X Months - Most Severe Ideation: o
Type # (1-5) Description of Ideation
Frequency
How many times have you had these thoughits?
(1) Less than once a week  (2) Onceaweek (3) 2-5times in week  (4) Daily or almost daily  (5) Many times each day —_— —_—
Duration
Wihen you have the thoughts how long do they last?
(1) Fleeting - few seconds or minutes (4) 4-8 hours/most of day
(2) Less than 1 hour/some of the time (5) More than 8 hours/persistent or continuous
(3) 1-4 hours/a lot of time
Controllability
Could/can you stop thinking about killing yourself or wanting to die if you want to?
(1) Easily able to control thoughts (4) Can contro] thoughts with a lot of difficulty
(2) Can control thoughts with little difficulty (5) Unable to control thoughts
(3) Can control thoughts with some difficulty {0) Does not attempt to control thoughts
Deterrents
Are there things - anyene or anything (e.g., family, religion, pain of death) - that stopped you from wanting to
die or acting on thoughts of committing suicide?
(1) Deterrents definitely stopped you from attempting suicide {4) Detetrents most likely did not stop you
(2) Deterrents probably stopped you (5) Deterrents definitely did not stop you
(3) Uncertain that deterrents stopped you (0) Does not apply
Reasons for Ideation
What sort of reasons did you have for thinking about wanting to die or killing yourself? Was it fo end the pain
or stop the way you were feeling (in other words you couldn’t go on living with this pain or how you were
feeling) or was if to get attention, revenge or a reaction from others? Or both?
(1) Completely to get attention, revenge or a reaction from others  {4) Mostly to end or stop the pain (you couldn’t go on I
(2) Mostly to get attention, revenge or areaction from others living with the pain or how you were feeling)
(3) Equally to get attention, revenge or a reaction from others (5) Completely to end or stop the pain (you couldn’t go on
and to end/stop the pain living with the pain or how you were feeling)
{0) Does not apply
@ 2008 Research Foundation for Mental Hygiene, Inc. C-SSRS—Baseline/Screening (Version 1/14/09) Page 1 of 2
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SUICIDAL BEHAVIOR Past __
(Check all that apply, so long as these are separate events; must ask about ali types) Lifetime Years

Actual Attempt: Yes No Yes No
A potentially self-injurious act committed with at least some wish to die, as a result of act. Behavior was in part thought of as method to kill o O O O

oneself. Intent does not have to be 100%. If there is arty intent/desire to die associated with the act, then it can be considered an actual suicide

attempt. There does not have to be any injury or harm, just the potential for injury or harm. If person pulls trigger while gun is in

mouth but gun is broken so no injury results, this is considered an attempt.

Inferring Intent: Even if an individual denies intent/wish to die, it may be inferred clinically from the behavior or circumstances. For example, a

highly lethal act that is clearly not an accident so no other intent but suicide can be inferred (e.g., gunshot to head, jumping from window of a

high floor/story). Also, if someone denies intent to die, but they thought that what they did could be lethal, intent may be inferred.

Have you made a suicide attempt?

Have you done anything to harm yourself? Total #of | Total# of

Have you done anything dangerous where you could have died? Attempts Attempts
What did you do?

Did you as a way to end your life? =SS
Did you want to die (even a little) when you 2

Were you trying to end your iife when you g

Or Did you think it was possible you could have died from_____ ?

Or did you do it purely for other reasons / without ANY intention of killing yourself (like to relieve stress, feel better,
get sympathy, or get something eise to happen)? (Self-Injurious Behavior without suicidal intent)
If yes, describe: Yes No Yes No

Has subject engaged in Non-Suicidal Self-Injurious Behavior? o o U o
Interrupted Attempt: Yes No | Yes No
When the person is interrupted (by an outside circumstance) from starting the potentially self-injurious act (if not for that, actual attempt would o o o o
have occurved).

Overdose: Person has pills in hand but is stopped from ingesting. Once they ingest any pills, this becomes an attempt rather than an interrupted
attempt. Shooting: Person has gun pointed toward self, gun is taken away by someone else, or is somehow prevented from pulling trigger. Once
they pull the trigger, even if the gun fails to fire, it is an attempt. Jumping: Person is poised to jump, is grabbed and taken down from ledge.
Hanging: Person has noose around neck but has not yet started to hang - is stopped from doing so. Total # of Total £ of
Has there been a time when you started to do something to end your life but someone or something stopped you before interrupted | interrupted
yoiut actually did anything?
If yes, describe:

Aborted Attempt: Yes No Yes No
When person begins to take steps toward making a suicide attempt, but stops themselves before they actually have engaged in any self- o O O O
destructive behavior. Examples are similar to interrupted attempts, except that the individual stops him/herself, instead of being stopped by
something else.

Has there been a time when you started to do something to try to end your life but you stopped yourself before you Total # of Total # of
actually did anything? aborted aborted
If yes, describe:

Preparatory Acts or Behavior:

Acts or preparation towards imminently making a suicide attempt. This can include anything beyond a verbalization or thought, such as
assembling a specific method (e.g., buying pills, purchasing a gun) or preparing for one’s death by suicide (e.g., giving things away, writing a Yes No Yes No
suicide note). o o B E
Have you taken any steps fowards making a suicide attempt or preparing to kill yourself (such as collecting piils,
getting a gun, giving vatuables away or writing a suicide note)?

If yes, describe:

Suicidal Behavior: Yes No | Yes No
i : : o
Suicidal behavior was present during the assessment period? o o o O
Answer for Actual Attempts Only [Most Recent ~ [Most Lethal  [Initial/First
Attempt Atternpt Attempt
Date: [Date: Date:
Actual Lethality/Medical Damage: Enter Code Enter Code Enier Code

0. No physical damage or very minor physical damage (e.g., surface scratches).

1. Minor physical damage (c.g., lethargic speech; first-degree burns; mild bleeding; sprains).

2. Moderate physical damage; medical attention needed (e.g.. conscious but sleepy, somewhat responsive; second-degree
burns; bleeding of major vessel).

3. Moderately severe physical damage; medical hospitalization and likely intensive care required (¢.g., comatose with reflexes
intact; third-degree bumns less than 20% of body; extensive blood loss but can recover; major fractures).

4. Severe physical damage; medical hospitalization with intensive care required (€.g., comatose without reflexes; third-degree
burns over 20% of body; extensive blood loss with unstable vital signs; major damage to a vital area).

5. Death

Potential Lethality: Only Answer if Actual Lethality=0

Likely lethality of actual attempt if no medical damage (the following examples, while having no actual medical damage, had Hnier Code EnerCode Enserode

potential for very serious lethality: put gun in mouth and pulled the trigger but gun fails to fire so no medical damage; laying

on train tracks with oncoming train but pulled away before run over).

0 = Behavior not likely to result in injury
1 = Behavior likely to result in injury but not likely to cause death
2 = Behavior likely to result in death despite available medical care

© 2008 Research Foundation for Mental Hygiene, Inc. C-SSRS—Baseline/Screening (Version 1/14/09) Page 2 of 2
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COLUMBIA-SUICIDE SEVERITY
RATING SCALE
(C-SSRS)

Since Last Visit

Version 1/14/09

Posner, K.; Brent, D.; Lucas, C.; Gould, M.; Stanley, B.; Brown, G.; Fisher, P.; Zelazny, J.;
Burke, A.; Oquendo, M.; Mann, J.

Disclaimer:

This scale is intended to be used by individuals who have received training in its administration. The questions contained
in the Columbia-Suicide Severity Rating Scale are suggested probes. Ultimately, the determination of the presence of
suicidal ideation or behavior depends on the judgment of the individual administering the scale.

Definitions of behavioral suicidal events in this scale are based on those used in The Columbia Suicide History
Form, developed by John Mann, MD and Maria Oquendo, MD, Conte Center for the Neuroscience of Mental Disorders
(CCNMD), New York State Psychiatric Institute, 1051 Riverside Drive, New York, NY, 10032. (Ogquendo M. A,
Halberstam B. & Mann |. ], Risk factors for suicidal behavior: utility and limitations of research instruments. In M.B. First
[Ed.] Standardized Evaluation in Clinical Practice, pp. 103 -130, 2003.)

For reprints of the C-SSRS contact Kelly Posner, Ph.D., New York State Psychiatric institute, 1051 Riverside Drive, New
York, New York, 10032; inquiries and training requirements contact posnerk@nyspi.columbia.edu

© 2008 The Research Foundation for Mental Hygiene, Inc.

83



Protocol 217-MDD-201 Sage Therapeutics
Version 1.0 24 October 2016

SUICIDAL IDEATION

Ask questions 1 and 2. If both are negative, proceed to “Suicidal Behavior” section. If the answer to question 2 is “yes”,

ask questions 3, 4 and 5. If the answer to question 1 and/or 2 is “ves”, complete “Intensity of Ideation™ section below. Sin‘c]?s;ast

1. Wish to be Dead
Subject endorses thoughts about a wish to be dead or not alive anymore, or wish to fall asleep and not wake up. Yes No
Have you wished you were dead or wished you could go to sleep and not wake up ?

o O
If yes, describe:
2. Non-Specific Active Suicidal Thoughts
General, non-specific thoughts of wanting to end one’s life/commit suicide (¢.g., “I've thought about kifling myself”) without thoughts of ways to kill Yes No
oneself/associated methods, intent, or plan during the assessment period. O O
Have you actuaily had any thoughts of killing yourself?

If yes, describe:

3. Active Suicidal Ideation with Any Methods (Not Plan) without Intent to Act
Subject endorses thoughts of suicide and has thought of at least one method during the assessment peried. This is different than a specific plan with time, Yes No
place or method details worked out (e.g., thought of method to kill self but not a specific plan). Includes person who would say, “J thought about taking an
overdose but I never made a specific plan as to when, where or how I would actually do it... and I would never go through with it. ”

Haye you been thinking about how you might do this?

If yes, describe:

4. Active Suicidal Ideation with Some Intent to Act, without Specific Plan

Active suicidal thoughts of killing onese¢lf and subject reports having some intent to act on such thoughts, as opposed to “T have the thoughts but I Yes No
definitely will not do anything about them.”

Have you had these thoughts and had some intention of acting on them? u u

If yes, describe:

5. Active Suicidal Ideation with Specific Plan and Intent
Thoughts of killing oneself with details of plan fully or partially worked out and subject has some intent to carry it out. Yes No
Have you started to work our or worked out the details of how to kill yourseif? Do you intend to carry out this plan?

0o O
If yes, describe:
INTENSITY OF IDEATION
The following features should be rated with respect to the most severe type of ideation (i.e., 1-5 from above, with 1 being the least severe
and 5 being the most severe).
Most
Most Severe Ideation: . Severe
Type# (1-5) Description of Ideation
Frequency
How many times have you had these thoughts?
(1) Less than once aweek  (2) Oncea week (3) 2-5 times in week  (4) Daily or almost daily  (5) Many times each day
Duration
When you have the thoughts, how long do they last?
(1) Fleeting - few seconds or minutes (4) 4-8 hours/most of day
(2) Less than 1 hour/some of the time (5y More than 8 hours/persistent or continuous
(3) 1-4 hours/a lot of time
Controllability
Could/can you stop thinking about killing yourself or wanting to die if you want to?
(1) Easily able to control thoughts (4) Can control thoughts with a lot of difficulty
(2) Can control thoughts with little difficulty (5) Unable to control thoughts
(3) Can control thoughts with some difficulty (0) Does not attempt to control thoughts
Deterrents
Avre there things - anyone or anything (e g., family, religion, pain of death) - that stopped you from wanting to die or acting on
thoughts of committing suicide?
(1) Deterrents definitely stopped you from attempting suicide (4) Deterrents most likely didnot stop you —
(2) Deterrents probably stopped you (5) Deterrents definitely did not stop you
(3) Uncertain that deterrents stopped you (0) Does not apply
Reasons for Ideation
What sort of reasons did you have for thinking about wanting to die or killing yourself? Was it to end the pain or stop the way
you were feeling (in other words you couldn’t go on living with this pain or how you were feeling) or was it to get attention,
revenge or a reaction from others? Or both?
(1) Completely to get attention, revenge or areaction from others  (4) Mostly to end or stop the pain (you couldn’t go on
(2) Mostly to get attention, revenge or a reaction from others living with the pain or how you were feeling)
(3) Equally to get attention, revenge or a reaction from others (5) Completely to end or stop the pain (you couldn’t go on S
and to end/stop the pain living with the pain or how you were feeling)
(0) Does not apply
© 2008 Research Foundation for Mental Hygiene, Inc. C-SSRS—Since Last Visit (Version 1/14/09) Page 1 of 2
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SUICIDAL BEHAVIOR I
(Check all that apply, so long as these are separate events; must ask about alf types) Visit
Actual Attempt:
A potentially self-injurious act committed with at least some wish to die, as a result of aci. Behavior was in part thought of as method to kill oneself. Intent Yes No
does not have to be 100%. If there is amy intent/desire to die associated with the act, then it can be considered an actual suicide attempt. There does not O O
have to be any injury or harm, just the potential for injury or harm. If person pulls trigger while gun is in mouth but gun is broken so no injury results,
this is considered an attempt.
Inferring Intent: Even if an individual denies intent/wish to die, it may be inferred clinically from the behavior or circumstances. For example, a highly
lethal act that is clearly not an accident so no other intent but suicide can be inferred (e.g.. gunshot to head, jumping from window of a high floor/story).
Also, if someone denies intent to die, but they thought that what they did could be lethal, intent may be inferred.
Have you made a suicide attempt?
Have you done anything to harm yourself?
Have you done anything dangerous where you could have died? Total # of
What did you do? Atempts
Did you as a way fo end your life?
Did you want to die (even a little) when you
Were you trying to end your life when you ?
Or did you think it was possible you could have died from ____ ?
Or did you do it purely for other reasons / without ANY intention of killing yourself (like to relieve stress, feel better, get
sympathy, or get ething else te happen)? (Sclf-Injurious Behavior without suicidal intent)
If yes, describe:

» i

Yes No

Has subject engaged in Non-Suicidal Self-Injurious Behavior? o o
Interrupted Attempt:
‘When the person is interrupted {by an outside circumstance) from starting the potentially self-injurious act (if not for that, actual attempt would have Yes  No
oceurred).

Overdose: Person has pills in hand but is stopped from ingesting. Once they ingest any pills, this becomes an attempt rather than an interrupted attempt. oo
Shooting: Person has gun peinted toward self, gun is taken away by someone else, or is somehow prevented from pulling trigger. Once they pull the trigger,
even if the gun fails to fire, it is an attempt. Jumping: Person is poised to jump, is grabbed and taken down from ledge. Hanging: Person has noose around
neck but has not yet started to hang - is stopped from doing so.

Has there been a time when you started to do something to end your life but someone or semething stepped you before you
actiually did anything?

If yes, describe:

Total # of
interrupted

Aborted Attempt:

‘When person begins to take steps toward making a suicide attempt, but stops themselves before they actually have engaged in any self-destructive behavior.
Examples are similar to interrupted attempts, except that the individual stops him/herself, instead of being stopped by something else. O O
Has there been a time when you started to do something to try to end your life but you stopped yourself before you
actually did anything? Total # of
If yes, describe: aborted

Yes No

Preparatory Acts or Behavior:
Acts or preparation towards imminently making a suicide attempt. This can include anything beyond a verbalization or thought, such as assembling a Yes No
specific method (¢.g., buying pills, purchasing a gun) or preparing for one’s death by suicide (e.g., giving things away, writing a suicide note).

0o o
Have you taken any steps towards making a suicide attempt or preparing to kill yourself (such as collecting pills, getting a gun,
giving valuables away or writing a suicide note)?
If yes, describe:
Suicidal Behavior: Yes DNo
Suicidal behavior was present during the assessment period? O O
Suicide: Yes No
O 0O
Answer for Actual Attempts Only xf::nif‘hal
Date:
Actual Lethality/Medical Damage: Enter Code
0. No physical damage or very minor physical damage (¢.g., surface scratches).
1. Minor physical damage (e.g., lethargic speech; first-degree burns; mild bleeding; sprains).
2. Moderate physical damage; medical attention needed (e.g., conscious but sleepy, somewhat responsive; second-degree bumns; bleeding of major vessel).
3. Moderately severe physical damage; medical hospitalization and likely intensive care required (e.g., comatose with reflexes intact; third-degree bums
less than 20% of body; extensive blood loss but can recover; major fractures).
4. Severe physical damage; medical hospitalization with intensive care required (e.g., comatose without reflexes; third-degree burns over 20% of body;
extensive blood loss with unstable vital signs; major damage to a vital area).
5. Death
Potential Lethality: Only Answer if Actual Lethality=0 Enter Code
Likely lethality of actual attempt if no medical damage (the following examples, while having no actual medical damage, had potential for very serious
lethality: put gun in mouth and pulled the trigger but gun fails to fire so no medical damage; laying on train tracks with oncoming train but pulled away
before run over).
0= Behavior not likely to result in injury
1 =Behavior likely to result in injury but not likely to cause death
2 = Behavior likely to result in death despite available medical care
© 2008 Research Foundation for Mental Hygiene, Inc. C-SSRS—Since Last Visit (Version 1/14/09) Page2 of2
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APPENDIX 8. STANFORD SLEEPINESS SCALE (SSS)

Stanford Sleepiness Scale

Sage Therapeutics

This is a quick way to assess how alert vou are feeling. If it is during the day when you go
about your business, ideally you would want a rating of a one. Take into account that most
people have two peak times of alertness daily, at about 9 a.m. and 9 p.m. Alertness wanes to
its lowest point at around 3 p.m.: after that it begins to build again. Rate your alertness at
different times during the day. If vou go below a three when you should be feeling alert, this

is an indication that you have a serious sleep debt and vou need more sleep.

An Introspective Measure of Sleepiness
The Stanford Sleepiness Scale (8SS)

Degree of Sleepiness

Feeling active, vital, alert, or wide

awake

Functioning at high levels, but not at

peak: able to concentrate

Awake, but relaxed; responsive but not
| fully alert

| Somewhat foggy, let down

' Foggy: losing interest in remaining

awake: slowed down

Sleepy, woozy, fighting sleep: prefer to

| lie down

No longer fighting sleep, sleep onset
soon; having dream-like thoughts

Asleep

86
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INVESTIGATOR’S AGREEMENT

I have received and read the Investigator’s Brochure for SAGE-217. | have read the Clinical
Protocol 217-MDD-201 and agree to conduct the study as outlined. | agree to maintain the
confidentiality of all information received or developed in connection with this protocol.

Printed Name of Investigator

Signature of Investigator

Date
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CONTACTS IN CASE OF EMERGENCY

Table 1: Emergency Contact Information

Role in Study Name Address and Telephone Number

Clinical Research Organization |INC Research |INC Research

3201 Beechleaf Ct., Suite 600
Raleigh, NC 27604

USA

1-877-462-0134
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2.

SYNOPSIS

Name of Sponsor/Company:
Sage Therapeutics

215 First Street

Cambridge, MA 02142

Name of Investigational Product:
SAGE-217 Oral Solution (Part A)
SAGE-217 Capsules (Part B)

Name of Active Ingredient:
SAGE-217

Title of Study: A Phase 2, Two-Part (Open-Label Followed by Double-Blind) Study Evaluating the
Safety, Tolerability, Pharmacokinetics, and Efficacy of SAGE-217 in the Treatment of Adult Subjects
with Moderate to Severe Major Depressive Disorder

Study centers: Approximately 3 sites in Part A and approximately 15 sites in Part B

Phase of development: 2a

Methodology:

This study will assess the safety, tolerability, pharmacokinetics (PK), and efficacy of SAGE-217 Oral
Solution (Part A) and SAGE-217 Capsules (Part B) in adult subjects diagnosed with moderate to
severe major depressive disorder (MDD).

There are two parts to the study:

e Part A: Open-label dosing with SAGE-217 Oral Solution (14 days). All subjects will
receive a 30-mg dose of SAGE-217 Oral Solution administered at 8:00 PM (£15 minutes)
with food on Day 1 to Day 14, as tolerated. Part A will consist of an up to 7-day Screening
Period (Days -7 to -1), a 14-day Treatment Period, and a 2-week Follow-up Period.

e Part B: Randomized, double-blind, parallel-group, placebo-controlled (14 days). Based on
the results of Part A, eligible subjects will be stratified based on use of antidepressant
treatment (current/stable or not treated/withdrawn >30 days) and randomized within each
stratum in a 1:1 ratio to receive SAGE-217 Capsules (30 mg) or matching placebo for 14 days
beginning on Day 1, as tolerated. All doses of study drug will be administered at 8:00 PM
(15 minutes) with food. Part B will consist of an up to 14-day Screening Period
(Days -14 to -1), a 14-day Treatment Period, and a 4-week Follow-up Period.

Dose adjustments based on tolerability are detailed in Section 9.3.

Separate cohorts of subjects will be enrolled in Part A and Part B; subjects participating in Part A
cannot enroll in Part B. Part B may be initiated and enrollment into Part A stopped if there is a clear
signal of activity based on the 17item Hamilton Rating Scale for Depression (HAM-D) scores and/or
other scales being assessed.

During the 14-day study Treatment Period, subjects must remain inpatient for the first 7 days at
minimum and per Investigator’s judgement thereafter.

Screening Period: The Screening Period begins with the signing of the informed consent form (ICF)
at the Screening Visit, which can occur on any two consecutive calendar days of the 7-day (Part A) or
14-day (Part B) window (from Day -7 or -14, respectively, through Day -1). The diagnosis of MDD
must be made according to Structured Clinical Interview for Diagnostic and Statistical Manual of
Mental Disorders, Fifth Edition (DSM-5) Axis | Disorders (SCID-I) performed by a qualified
healthcare professional. Subjects will undergo preliminary screening procedures at the Screening
Visit to determine eligibility, including completion of the HAM-D, Hamilton Anxiety Rating Scale
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(HAM-A), Clinical Global Impression - Severity (CGI-S), and Montgomery-Asberg Depression
Rating Scale (MADRS). The Screening Period assessments will be conducted on an outpatient basis.

Treatment Period:

Part A — Once subjects are confirmed as eligible, they will receive a 30-mg dose of study drug at

8:00 PM (£15 minutes) with food for 14 days (Day 1 to Day 14) as tolerated. Subjects who cannot
tolerate 30 mg will receive 20 mg for the rest of the Treatment Period. Subjects who cannot tolerate
20 mg may terminated from the study at the discretion of the Investigator. The following assessments
will be performed: HAM-D, HAM-A, and MADRS total scores and Clinical Global Impression —
Improvement (CGI-I).

Enrollment into Part A may be stopped and Part B initiated if there is a clear signal of activity based
on the HAM-D scores and/or other scales being assessed. Alternatively, upon completion of Part A,
Part B may begin. The study may be terminated if there is clear lack of activity based on HAM-D
scores during Part A.

Part B - Based on the results of Part A, eligible subjects will be stratified based on use of
antidepressant treatment (current/stable or not treated/withdrawn >30 days) and randomized within
each stratum to one of two treatment groups (SAGE-217 Capsules [30 mg dose] or matching placebo)
ina 1:1 ratio. Subjects will be administered study drug at 8:00 PM (15 minutes) with food for 14
days. Subjects who cannot tolerate 30 mg will receive 20 mg for the rest of the Treatment Period.
Subjects who experience intolerable AEs at the 20 mg dose level may be terminated from the study at
the discretion of the Investigator.

In both parts of the study, subjects may be discharged after a minimum 7-day inpatient stay, following
completion of the Day 7 assessments. If their clinical condition does not allow discharge, the
Investigator may keep the subjects as inpatients for a longer period of time.

In both parts of the study, subjects discharged from the inpatient unit may receive treatment with
study drug for the remainder of the 14-day Treatment Periods as outpatients. The outpatient treatment
may be provided at the clinical site or, if suitable arrangements can be made, via home administration.
All dosing will be observed, either in the clinical unit or by a healthcare professional at home. Home
administration of study drug will be performed according to a site-specific plan by a healthcare
professional trained on the protocol and delivery of the study drug.

With the exception of subjects permitted to use current stable antidepressant treatment, initiation of
psychotropic medications and other medications that may potentially have an impact on efficacy or
safety endpoints will not be allowed between screening and completion of the Day 15 assessments
(Parts A and B). Psychotropic medications, which must have been initiated at least 14 days prior to
screening, must remain at a stable dose until completion of the Day 15 assessments (Part A).
Psychotropic medications that are used with the intent to treat depressive symptoms such as
antidepressants, atypical antipsychotics, etc., must have been initiated at least 30 days prior to
screening and must remain at a stable dose until completion of the Day 15 assessments (Part B).

Follow-up Period: Follow-up visits will be conducted on an outpatient basis. Follow-up visits will
be conducted weekly for 2 weeks after completion of the Treatment Period in Part A (Day 28 £1 day)
and weekly for 4 weeks after completion of the Treatment Period in Part B (Day 42 £3 days).

Efficacy, safety, and PK assessments will be performed periodically during the study, as outlined in
the Schedule of Events (Table 2 and Table 3).
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Objectives:

Part A:
Primary:
The primary objective of Part A is to evaluate the safety and tolerability of SAGE-217 Oral
Solution 30 mg.
Secondary:
The secondary objective of Part A is to determine if treatment with SAGE-217 Oral Solution
30 mg for 14 days reduces depressive symptoms.

Pharmacokinetic:
The PK objective of Part A is to assess the PK profile of SAGE-217 Oral Solution in plasma
samples.
Part B:
Primary:
The primary efficacy objective for Part B of the study is to determine if treatment with SAGE-

217 Capsules (30 mg) reduces depressive symptoms in subjects with moderate to severe MDD
compared to matching placebo.

Secondary:

The secondary objective of Part B is to evaluate the safety, tolerability, and efficacy of
SAGE-217 Capsule (30 mg).

Exploratory:

The exploratory objective for Part B of the study is to assess the patient-reported outcome (PRO)
measures as they relate to quality of life, work function, productivity, and depressive symptoms.

Pharmacokinetic:
The PK objective of Part B is to assess the PK profile of SAGE-217 Capsules in plasma samples.

Endpoints:

Part A:
Primary:
The primary endpoint for Part A is the safety and tolerability of SAGE-217 Oral Solution as
assessed by the frequency and severity of adverse events; changes from baseline in clinical
laboratory measures, vital signs, and electrocardiograms (ECGs); Stanford Sleepiness Scale (SSS)
score; physical examination; and suicidal ideation using the Columbia-Suicide Severity Rating
Scale (C-SSRS).

Secondary:

Reduction in depressive symptoms as assessed by the following:
e Change from baseline in HAM-D total score at Day 15 (ET) and all other time points;
e HAM-D response;
¢ HAM-D remission;
e Change from baseline in the MADRS total score at Day 15 (ET) and all other time points;
e Change from baseline in HAM-D subscale and individual item scores at Day 15 (ET) and
all other time points;
e Change from baseline in Hamilton Anxiety Rating Scale (HAM-A) total score at all time
points; and
e CGI-I response (defined as a CGI-I score of “very much improved” or “much
improved”).
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Pharmacokinetic:

o Maximum (peak) plasma concentration (Crmax), time at maximum (peak) plasma
concentration (tmax), plasma elimination half-life (t.,), area under the curve from zero to
infinity (AUC.), and steady-state drug concentration in the plasma during oral intake (Css).
Part B:
Primary:
The primary endpoint for Part B is the reduction in depressive symptoms, compared to placebo,
as assessed by the change in the 17-item HAM-D total score from baseline to Day 15.

Secondary:
e Reduction in depressive symptoms, compared to placebo, as assessed by the following:

o Change in the 17-item HAM-D total score from baseline at all time points;

o0 HAM-D response;

o HAM-D remission;

o Change from baseline in the MADRS total score at Day 15 (ET) and all other time
points;

0 Change from baseline in HAM-D subscale and individual item scores at all time
points;

0 Change from baseline in Hamilton Anxiety Rating Scale (HAM-A) total score at
Day 15 (ET) and all other time points; and

0 CGlI-I response.

e The safety and tolerability of SAGE-217 Capsules as assessed by the frequency and
severity of adverse events; changes from baseline in clinical laboratory measures, vital
signs, and ECGs; SSS score; physical examination; and suicidal ideation using the C-
SSRS.

Exploratory
Responses to the 36-item short form survey (SF-36), fatigue associated with depression
(FAs-D), Remission in Depression Questionnaire (RDQ), and the Health-Related
Productivity Questionnaire (HRPQ) will be summarized as exploratory endpoints for Part B.

Pharmacokinetic:
[ ] Cmax, tmax, tl/z, AUCw, and Css.

Number of subjects (planned):

Approximately ten subjects will be enrolled in Part A. Approximately 88 subjects may be
randomized in Part B.

Diagnosis and main criteria for inclusion:
Inclusion criteria:

1. Subject has signed an ICF prior to any study-specific procedures being performed.
2. Subject is an ambulatory male or female between 18 and 65 years of age, inclusive.

3. Subject is in good physical health and has no clinically significant findings, as determined by the
Investigator, on physical examination, 12-lead ECG, or clinical laboratory tests.

4. Subject agrees to adhere to the study requirements.

5. Subject has a diagnosis of MDD that has been present for at least a 4-week period as diagnosed
by SCID-I.
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6. Subject has a HAM-D total score of >22 at screening and Day 1 (prior to dosing).

7. Removed per Amendment #2.

8. Subject is willing to delay start of other antidepressant or antianxiety medications and any new
pharmacotherapy regimens, including as-needed benzodiazepine anxiolytics, during the screening and
treatment periods.

9. Part A: Subject agrees to practice an acceptable method of highly effective birth control at
screening and throughout study participation. Highly effective methods of birth control include
sexual abstinence (for males and females); vasectomy; or a condom with spermicide in combination
with a highly effective female partner’s method (for males); and hormonal methods of contraception
(ie, established use of oral, implantable, injectable, or transdermal hormones); placement of an
intrauterine device; placement of an intrauterine system; and mechanical/barrier method of
contraception (ie, condom or occlusive cap [diaphragm or cervical/vault cap] in conjunction with
spermicide [foam, gel, film, cream, or suppository]) (for females).

Part B: Female subject agrees to use one of the following methods of contraception during
participation in the study and for 30 days following the last dose of study drug, unless they are
postmenopausal (defined as no menses for 12 months without an alternative medical cause) and/or
surgically sterile:

e Combined (estrogen and progestogen containing) oral, intravaginal, or transdermal
hormonal contraception associated with inhibition of ovulation.

e Oral, injectable, or implantable progestogen-only hormonal contraception associated with
inhibition of ovulation.

e Intrauterine device.

e Intrauterine hormone-releasing system.
e Bilateral tubal occlusion.

e Vasectomized partner.

e Sexual abstinence (no sexual intercourse).

Exclusion criteria:
1. Subject has a history of suicide attempt.

2. Subject has a recent history or active clinically significant manifestations of metabolic, hepatic,
renal, hematological, pulmonary, cardiovascular, gastrointestinal, musculoskeletal, dermatological,
urogenital, neurological, or eyes, ears, nose, and throat disorders, or any other acute or chronic
condition that, in the Investigator's opinion, would limit the subject's ability to complete or participate
in this clinical study.

3. Subject has a history of treatment-resistant depression, defined as persistent depressive symptoms
despite treatment with adequate doses of antidepressants from two different classes for an adequate
amount of time (ie, at least 4 weeks of treatment).

4. Subject has a known allergy to SAGE-217, allopregnanolone, or related compounds.

5. Subject has a positive pregnancy test at screening or on Day 1 prior to the start of study drug
administration.

6. Subject has detectable hepatitis B surface antigen (HBsAg), anti-hepatitis C virus (HCV), or
human immunodeficiency virus (HIV) antibody at screening (except if the subject has a documented
Hepatitis C antigen test (HCV RNA) with a negative result in their recent medical history).

7. Subject has active psychosis per Investigator assessment.
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8. Subject has a medical history of seizures.
9. Subject has a medical history of bipolar disorder, schizophrenia, and/or schizoaffective disorder.

10. Subject has a history of alcohol or drug dependence (including benzodiazepines) in the 12 months
prior to screening.

11. Subject has had exposure to another investigational medication or device within 30 days prior to
screening.

12. Subject has been treated or randomized in this study (eg, Part A) or any other study employing
SAGE-217 previously (ie, subject may not have received study drug and then re-enroll).

13. Subject has had administration of psychotropics that have been initiated within 14 days prior to
screening and/or are not being taken at a stable dose in Part A. Subject has had administration of
psychotropic medications that are used with the intent to treat depressive symptoms such as
antidepressants, atypical antipsychaotics, etc., which have been initiated within 30 days prior to
screening and/or are not being taken at a stable dose in Part B.

14. Use of any known strong inhibitors and/or inducers of cytochrome P450 (CYP)3A4 within the
14 days or five half-lives (whichever is longer) or consumed grapefruit juice, grapefruit, Seville
oranges, or St. John's Wort or products containing these within 30 days prior to receiving the first
dose of study drug.

15. Subject has a positive drug and/or alcohol screen at screening or on Day 1 prior to dosing.

Investigational product, dosage and mode of administration:

SAGE-217 Oral Solution is available as a 6 mg/mL stock aqueous solution of SAGE-217 Drug
Substance containing 40% hydroxypropyl-B-cyclodextrin (HPBCD) and 0.0025% sucralose, which is
further diluted with Sterile Water for Injection to achieve the selected dose. In Part A, doses will be
prepared as an approximate 40 mL oral solution (containing 20 mg or 30 mg SAGE-217) to be
swallowed all at once, followed by approximately 200 mL of water that has been used to rinse the
dosing bottle.

SAGE-217 Capsules are available as hard gelatin capsules containing a white to off-white powder. In
addition to SAGE-217 Drug Substance, the SAGE-217 Capsules contain croscarmellose sodium,
mannitol, silicified microcrystalline cellulose, and sodium stearyl fumarate as excipients. For Part B,
capsules will be available in 10-mg and 20-mg dose strengths. Subjects will be administered two
capsules per dose (either two 10-mg capsules for the 20-mg dose, or one 10-mg plus one 20-mg
capsule for the 30-mg dose).

Duration of participation:
Part A: Up to 38 days (up to 7 days for screening; 14 days of treatment; 14 -17 days for follow-up)
Part B: Up to 59 days (up to 14 days for screening; 14 days of treatment; 28-31 days for follow-up)

Reference therapy, dosage and mode of administration:
Part A: None

Part B: Placebo for Part B is hard gelatin capsules for oral administration containing only the
excipients listed above for the active capsule treatment. Subjects will receive two placebo capsules
per dose.

Randomization:

Subjects participating in Part A of the study will be administered study drug (SAGE-217 Oral
Solution) in an open-label manner. Subjects in Part B will be randomized within each antidepressant
treatment stratum to receive SAGE-217 Capsules or matching placebo capsules in a 1:1 ratio.
Subjects, clinicians, and the study team will be blinded to treatment assignment. The pharmacist
and/or designated pharmacy staff, who will prepare the study drug according to the randomization
schedule, will be unblinded.
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Dose Adjustment for Safety/Tolerability Reasons:

During the Treatment Period, subjects will be able to receive study drug as long as there are no dose-
limiting safety/tolerability concerns. Subjects who cannot tolerate 30 mg will receive 20 mg for the
remaining of the Treatment Period. Subjects who experience intolerable AEs at the 20-mg dose level
may be terminated from the study at the discretion of the Investigator. Dosing may also be modified
based on tolerability as assessed with SSS scores.

Inpatient Length of Stay and Discharge Instructions

The minimum length of inpatient stay in both parts of this study is 7 days. It is the Investigator’s
responsibility to assess whether the subject can safely be discharged home and continue taking study
drug administered by a healthcare professional trained on the protocol and delivery of the study drug
for the remaining treatment days (Days 8 to 14 for Parts A and B) or by returning to the clinic daily.
The Investigator may decide to extend the subject’s inpatient stay to maximize safety oversight. In
making this assessment, the Investigator may consider not only the drug tolerability but also clinical
factors including, but not limited to, availability of social support, transportation, severity of
symptoms, and suicidality.

Discharge instructions must include warnings about avoiding activities for which sedative effects of
the study drug may impair performance, such as driving a motor vehicle and operating machinery.

Criteria for evaluation:

Efficacy:

Reduction of depressive symptoms will be assessed by the change from baseline at various
post-baseline time points in HAM-D total score; HAM-D response; HAM-D remission; change from
baseline in the MADRS total score; CGI-I response; change from baseline in HAM-D subscale and
individual item scores; and change from baseline in HAM-A total score.

Pharmacokinetics:

Plasma samples will be collected to assay for concentrations of SAGE-217. The following PK
parameters will be derived from the plasma concentrations (where evaluable): AUC, AUC.., Crax,
tmax, Steady-state drug concentration in the plasma during oral intake (Css), and in the plasma at steady
state during a dosing interval.

Safety:

The safety and tolerability of SAGE-217 Oral Solution or SAGE-217 Capsules will be evaluated by
frequency, type, and severity of adverse events; mean changes from baseline in clinical laboratory
measures, vital signs, and ECGs; SSS score; physical examination; and suicidal ideation using the
C-SSRS during both Part A and Part B.

Statistical methods:
General

For the purpose of all safety and efficacy analyses where applicable, baseline is defined as the last
measurement prior to the start of study drug administration.

Continuous endpoints will be summarized with n, mean, standard deviation, median, minimum, and
maximum. In addition, change from baseline values will be calculated at each time point and
summarized descriptively. For categorical endpoints, descriptive summaries will include counts and
percentages.
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Analysis Sets and Methods:

The Safety Set (for both Part A and Part B), defined as all subjects administered study drug, will be
used to provide descriptive summaries of safety data. Adverse events will be classified by type,
incidence, severity, and causality. The overall incidence of adverse events will be summarized by
Medical Dictionary for Regulatory Activities (MedDRA) system organ class and preferred term.
Data for vital signs, clinical laboratory measurements, ECG, and concomitant medication usage will
also be summarized. Safety data will be summarized and examined for possible relationships
between subject characteristics and plasma SAGE-217 concentrations, as appropriate. Suicidality
data collected using the C-SSRS at baseline and at each visit during the active Treatment Period will
be listed for all subjects. The C-SSRS listings will include behavior type and/or category for suicidal
ideation and suicidal behavior of the C-SSRS. Out-of-range safety endpoints may be categorized as
low or high, where applicable. Subjects will be summarized according to treatment received.

The Efficacy Set (for both Part A and Part B), defined as all subjects in the Safety Set who complete
at least 1 day of dosing of study drug and have at least one post-baseline efficacy evaluation, will be
used to analyze efficacy data. Efficacy data will be analyzed using appropriate descriptive statistics
and pre-specified statistical methods, as well as other data presentation methods where applicable;
subject listings will be provided for all efficacy data. For (the open-label) Part A, efficacy data will
be summarized descriptively. For Part B, subjects will be analyzed according to randomized
treatment.

For Part B, the change from baseline in HAM-D total score will be analyzed using a mixed effects
model for repeated measures (MMRM); the model will include center, treatment, baseline HAM-D
total score, stratification factor, assessment time point, and time point-by-treatment as explanatory
variables. Center will be treated as random and all other explanatory variables as fixed effects. All
post-baseline time points will be included in the model. The primary comparison will be between
SAGE-217 Capsules and matching placebo at the 15-day time point. Model-based point estimates (ie,
least squares [LS] means), 95% confidence intervals, and p-values will be reported. An unstructured
covariance structure will be used to model the within-subject errors. Other continuous endpoints will
be analyzed using similar methods.

Binary efficacy endpoints, including responder and remission endpoints, will be analyzed using
generalized estimating equation (GEE) models.

The PK Set will consist of all subjects in the Safety Set with sufficient plasma concentrations for PK
evaluations, and will be used to summarize PK data. PK parameters will be summarized using
appropriate descriptive statistics and listed by subject. The PK parameters to be summarized where
possible will include AUC.,, Cmax, tmax, t, and Css.

Sample Size Calculation

The sample size of ten subjects for Part A was selected based on clinical and not statistical
considerations.

For Part B, assuming a two-sided t-test at an alpha level of 0.05, a sample size of 40 subjects per
group would provide 90% power to detect an effect size of 0.75 between the SAGE-217 Capsules and
matching placebo groups with regard to the efficacy outcome variable of change from baseline in
HAM-D total score. An effect size of 0.75 corresponds to a matching placebo-adjusted difference of
7.5 points in the change from baseline in HAM-D total score at 15 days with an assumed SD of

10 points. By including two treatment groups and using a 1:1 randomization, a total of 80 subjects
are required. Assuming a non-evaluability rate of 10%, approximately 88 subjects will be
randomized. Additional subjects may be enrolled if the drop-out rate is higher than 10%.
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Table 2: Schedule of Events (Part A)

Screening Period Open-Label Treatment Period Follow-up Period

Visits OUTPATIENT INPATIENT INPATIENT or OUTPATIENTa OUTPATIENT

D15/ | D21 D28
Visit Days D-7to D-1 D1* | D2 D3 D4 D5 D6 D7 D8 D9 | D10 | D11 | D12 | D13 | D14 | ET | (+1d) | (*3d)

Study Procedure

Informed Consent

Inclusion/Exclusion

Demographics

Medical/Family History

X | X | X|X]|X

SCID-I

Confinement X X)

Physical Examination

X
X
X
X
X

Body Weight/Height X X(wt | X (wt | X (wt
only) | only) | only)

Clinical Laboratory X X X X X
Assessmentsb

Drug & Alcohol Screenc

Pregnancy Testd

Hepatitis & HIV Screen

Blood Samplef

Genetic Sampleg

X|O|O|X| X]| X

Vital Signsh

Pulse Oximetry

12-Lead ECGi

X | X | X| X

C-SSRS;j

P
X | X| X|X| X
X | X| X|X| X

CGI-Sk
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Screening Period Open-Label Treatment Period Follow-up Period

Visits OUTPATIENT INPATIENT INPATIENT or OUTPATIENTa OUTPATIENT

D15/ | D21 D28

Visit Days D-7to D-1 D1* | D2 D3 D4 D5 D6 D7 D8 D9 | D10 | D11 | D12 | D13 | D14 ET (+1d) | (x3d)

Study Procedure

cGl-1k X X X X X X

HAM-AK X X X X X X X X

HAM-DK X X X X X X X X X X X X

MADRSK X X X X X X X X X X X X

SSSi X X X X X X X X X X X X X X X

Plasma PKm X X X X X X X X

Study Drug X X X X X X X X X X X X X

Administration

Adverse Events X

Prior/Concomitant
Medicationsn

CGI-I = Clinical Global Impression - Improvement; CGI-S — Clinical Global Impression - Severity; C-SSRS = Columbia Suicide Severity Rating Scale; D = day; ET = early
termination; ECG = electrocardiogram; HAM-A = Hamilton Anxiety Rating Scale; HAM-D = Hamilton Rating Scale for Depression, 17-item; HIV = human immunodeficiency
virus; MADRS = Montgomery-Asberg Depression Rating Scale; PK = pharmacokinetic; SCID-1 = Structured Clinical Interview for Diagnostic and Statistical Manual of Mental
Disorders, Fifth Edition Axis | Disorders; SSS = Stanford Sleepiness Scale; wt = weight

*D1 procedures are to be completed prior to dosing

a Qutpatient visits may take place at the subject’s residence or in the clinic.

b Safety laboratory tests will include hematology, serum chemistry, coagulation, and urinalysis. Laboratory assessments are to be completed in the morning on Days 8 and 15 and
during the follow-up visits on Day 21 and Day 28.

Urine toxicology for selected drugs of abuse and serum or breath test for alcohol.

Serum pregnancy test at screening and urine pregnancy test at Day 1 and Day 28.

Female subjects who prematurely discontinue will have a pregnancy test performed at the ET visit.

An optional blood sample for hormone and exploratory biochemistry testing, where consent is given.

An optional genetic sample for biomarker testing, where consent is given.

Vital signs include oral temperature (°C), respiratory rate, heart rate, and blood pressure (supine and standing). Vital signs will be obtained within +5 minutes of the scheduled
time point through 0.5 hours after dosing and +30 minutes of the scheduled time point from 1 hour after dosing and greater, unless the subject is asleep between the hours of
11:00 PM and 06:00 AM. From Day 1 through Day 7, vital signs will be completed at the following time points: predose, 0.25, 0.5, 1, 2, and 12 hours after dosing. During the
outpatient treatment period, vital signs will be completed prior to dosing and 1 hour after dosing. Vital signs may be repeated at the discretion of the Investigator or Visiting
Home Healthcare Provider as clinically indicated.

> @ - o a o
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i Will be performed 1 hour +15 minutes after dosing on Days 1, 2, 7, and 14, and during the follow-up visit on Day 21.

i The “Baseline/Screening” C-SSRS form will be completed at screening. The “Since Last Visit” C-SSRS form will be completed at any time of day at all subsequent time points.
k To be completed to be completed at 8:00 AM (30 minutes) at each scheduled time point during the Treatment Period, and in the morning on Day 15, Day 21, and Day 28. The
assessment timeframe for HAM-D and HAM-A scales will refer to the past 7 days (1 week) on Screening, Day 1, Day 15/ET, Day 21, and Day 28 visits, and the past 24 hours

on visits occurring on Days 2 through 8.

I To be completed within £5 minutes of the scheduled time point through 0.5 hours after dosing and +15 minutes of the scheduled time point from 1 hour after dosing and greater,
unless the subject is asleep between 11:00 PM and 06:00 AM during the inpatient treatment period. From Day 1 through Day 7, SSS will be completed at the following time
points: predose, 0.25, 0.5, 1, and 2 hours after dosing. During the outpatient treatment period, SSS will be completed prior to dosing and 1 hour after dosing.

m Plasma samples for PK analysis in Part A and Part B will be collected predose on Days 2, 3, 4, 5, and 6, predose and 0.25, 0.5, 1, 2, 10, and 12 hours postdose on Day 7 (within
+5 minutes of the scheduled time point through 0.5 hours after dosing and +15 minutes of the scheduled time point from 1 hour after dosing and greater), prior to discharge on
Day 8 for subjects being discharged or 16 hours postdose for subjects remaining as inpatients, predose on Day 14, and in the morning on Day 15. The time of study drug
administration is time zero and all post-dosing sampling times are relative to this time. In the event of a dose adjustment, an unscheduled PK sample should be collected just
prior to the dose change. Plasma samples for PK analysis will be collected per protocol and subjects may need to be awoken for sample collection.

" To include those taken within 30 days prior to informed consent and throughout the study.
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Table 3: Schedule of Events (Part B)
Screening
Period Double-Blind, Placebo-Controlled Treatment Period Follow-up Period
Visits OUTPATIENT INPATIENT INPATIENT or OUTPATIENTa OUTPATIENT
D15/ | D21 | D28 D35 D42
Visit Days D-14toD-1 | D1 | D2 | D3 | D4 | D5 | D6 | D7 | D8 | D9 | D10 | D11 | D12 | D13 | D14 | ET |(+1d) |(+3d)| (+3d) | (+3d)
Study Procedure
Informed Consent X
Inclusion/Exclusion X X*
Demographics X
Medical/Family X
History
SCID-I X
Randomization X*
Confinement X X)
Physical Examination X X X X
Body Weight/Height X X(wt | X (wt|Xwt| Xwt | X (wt
only) | only) | only) | only) only)
Clinical Laboratory X X X X X X X
Assessmentsb
Drug & Alcohol Screen X X*
C
Pregnancy Testd X X* Xe X
Hepatitis & HIV X
Screen
Blood Samplef 0 0 0
Genetic Sampleg
Vital Signsh X X* | X X X X X X X X X X X X X X X X X X
Pulse Oximetry X*
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Screening
Period Double-Blind, Placebo-Controlled Treatment Period Follow-up Period
Visits OUTPATIENT INPATIENT INPATIENT or OUTPATIENTa OUTPATIENT
D15/ | D21 | D28 D35 D42
Visit Days D-14toD-1 | D1 | D2 | D3 | D4 | D5 | D6 | D7 | D8 | D9 | D10 | D11 | D12 | D13 | D14 | ET | (+1d)|(#3d)| (¢3d) | (+3d)
Study Procedure
12-Lead ECGi X X
C-SSRS;j X X X X X X X X X X X X X X X X
CGI-Sk X* | X X X X X X X X
cGl-1k X | X X X X X X X
HAM-Ak X X* | X | X X X X X X X
HAM-Dk X X* | X | X X X | X X X X X X
MADRSkK X X*| X | X | X | X | X | X | X X X X X X
SF-36k X* X X X
FAs-DK X* X X X
RDQk X* X X
HRPQX X* X X
SSSi X X* X X X X X X
Plasma PKm X
Study Drug X X X X X X
Administration
Adverse Events X
Prior/Concomitant X
Medicationsn

CGI-I = Clinical Global Impression - Improvement; CGI-S — Clinical Global Impression - Severity; C-SSRS = Columbia Suicide Severity Rating Scale; D = day; ET = early
termination; ECG = electrocardiogram; FAs-D = fatigue associated with depression; HAM-A = Hamilton Anxiety Rating Scale; HAM-D = Hamilton Rating Scale for Depression,
17-item; HIV = human immunodeficiency virus; HRPQ = Health-Related Productivity Questionnaire; MADRS = Montgomery-Asberg Depression Rating Scale;

PK = pharmacokinetic; RDQ = Remission in Depression Questionnaire; SCID-1 = Structured Clinical Interview for Diagnostic and Statistical Manual of Mental Disorders, Fifth
Edition Axis | Disorders; SF-36 = 36-item short form survey; SSS = Stanford Sleepiness Scale; wt = weight
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*D1 procedures are to be completed prior to dosing
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Outpatient visits may take place at the subject’s residence or in the clinic.

Safety laboratory tests will include hematology, serum chemistry, coagulation, and urinalysis. Laboratory assessments are to be completed in the morning on Days 8 and 15 and
during the follow-up visits on Day 21, Day 28, Day 35, and Day 42.

Urine or serum toxicology for selected drugs of abuse (as per the lab manual) and serum or breath test for alcohol (as per the standard procedures at each site).

Serum pregnancy test at screening and urine pregnancy test at Day 1 and Day 42.

Female subjects who prematurely discontinue will have a pregnancy test performed at the ET visit.

An optional blood sample for hormone and exploratory biochemistry testing, where consent is given.

An optional genetic sample for biomarker testing, where consent is given.

Vital signs include oral temperature (°C), respiratory rate, heart rate, and blood pressure (supine and standing). Vital signs will be obtained within +5 minutes of the scheduled
time point through 0.5 hours after dosing and +30 minutes of the scheduled time point from 1 hour after dosing and greater, unless the subject is asleep between the hours of
11:00 PM and 06:00 AM. From Day 1 through Day 7, vital signs will be completed at the following time points: predose, 0.25, 0.5, 1, 2, and 12 hours after dosing. During the
outpatient treatment period, vital signs will be completed prior to dosing and 1 hour after dosing. Vital signs may be repeated at the discretion of the Investigator or Visiting
Home Healthcare Provider as clinically indicated.

Will be performed 1 hour 15 minutes after dosing on Days 1, 2, 7, and 14, and during the follow-up visit on Day 21.

The “Baseline/Screening” C-SSRS form will be completed at screening. The “Since Last Visit” C-SSRS form will be completed at any time of day at all subsequent time points.
To be completed at 8:00 AM (30 minutes) at each scheduled time point during the Treatment Period, and in the morning during the Follow-up Period. The assessment
timeframe for HAM-D and HAM-A scales will refer to the past 7 days (1 week) on Screening, Day 1, Day 15/ET, Day 21, Day 28, Day 35, and Day 42 visits, and the past 24
hours on visits occurring on Days 2 through 8.

To be completed within £5 minutes of the scheduled time point through 0.5 hours after dosing and +15 minutes of the scheduled time point from 1 hour after dosing and greater,
unless the subject is asleep between 11:00 PM and 06:00 AM during the inpatient treatment period. From Day 1 through Day 7, SSS will be completed at the following time
points: predose, 0.25, 0.5, 1, and 2 hours after dosing. During the outpatient treatment period, SSS will be completed prior to dosing and 1 hour after dosing.

Plasma samples for PK analysis in Part A and Part B will be collected predose on Days 2, 3, 4, 5, and 6, predose and 0.25, 0.5, 1, 2, 10, and 12 hours postdose on Day 7 (within
+5 minutes of the scheduled time point through 0.5 hours after dosing and 15 minutes of the scheduled time point from 1 hour after dosing and greater), prior to discharge on
Day 8 for subjects being discharged or 16 hours postdose for subjects remaining as inpatients, predose on Day 14, and in the morning on Day 15. The time of study drug
administration is time zero and all post-dosing sampling times are relative to this time. In the event of a dose adjustment, an unscheduled PK sample should be collected just
prior to the dose change. Plasma samples for PK analysis will be collected per protocol and subjects may need to be awoken for sample collection.

To include those taken within 30 days prior to informed consent and throughout the study.
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4. LIST OF ABBREVIATIONS AND DEFINITIONS OF TERMS
The following abbreviations and specialist terms are used in this study protocol.

Table 4: Abbreviations and Specialist Terms

Abbreviation or Specialist
Term

Explanation

AUC area under the concentration-time curve

AUC, area under the concentration-time curve from time zero to infinity

BMI body mass index

CGlI-I Clinical Global Impression - Improvement

CGI-S Clinical Global Impression - Severity

Crmax maximum (peak) plasma concentration

CS clinically significant

Css steady-state drug concentration in the plasma during oral intake

C-SSRS Columbia-Suicide Severity Rating Scale

CYP450 cytochrome P450

DSM-5 Diagnostic and Statistical Manual of Mental Disorders, Fifth
Edition

ECG electrocardiogram

eCRF electronic case report form

EP European Pharmacopeia

ET early termination

FAs-D fatigue associated with depression

GABA y-aminobutyric acid

GABAA y-aminobutyric acid-ligand gated chloride channel

GCP Good Clinical Practice

GEE generalized estimating equation

GMP Good Manufacturing Practice

HAM-A Hamilton Anxiety Rating Scale

HAM-D 17-item Hamilton Rating Scale for Depression

HBsA(g hepatitis B surface antigen

HCV hepatitis C virus

HIV human immunodeficiency virus

HPBCD hydroxypropyl-f-cyclodextrin
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Abbreviation or Specialist Explanation

Term

HRPQ Health-Related Productivity Questionnaire
ICF informed consent form

ICH International Council for Harmonisation

IEC Independent Ethics Committee

IRB Institutional Review Board

MAD multiple-ascending dose

MADRS Montgomery-Asberg Depression Rating Scale
MedDRA Medical Dictionary for Regulatory Activities
MDD major depressive disorders

MMRM mixed effects model for reported measures
MTD maximum tolerated dose

n number

NCS not clinically significant

NF National Formulary

PK pharmacokinetic(s)

PPD postpartum depression

RDQ Remission in Depression Questionnaire
SAD single-ascending dose

SCID-I Structured Clinical Interview for DSM-5 Axis | Disorders
SD standard deviation

SF-36 36-item short form survey

SOC system organ class

SRC Safety Review Committee

SSS Stanford Sleepiness Scale

ty plasma elimination half-life

TEAE treatment-emergent adverse event

tmax time at maximum (peak) plasma concentration
USP United States Pharmacopeia

WHO World Health Organization

WHO-DD World Health Organization-Drug Dictionary
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5. INTRODUCTION

5.1. Background of Major Depressive Disorders and Unmet Medical
Need

World Health Organization (WHO) has identified depression as the leading cause of disability
worldwide, and a major contributor to the overall global burden of disease
(http://www.who.int/mediacentre/factsheets/fs369/en/). Globally, depression has been estimated
to affect 350 million people.

In DSM-5, depression refers to an overarching set of diagnoses, including disruptive mood
dysregulation disorder, major depressive disorder, persistent depressive disorder (dysthymia),
premenstrual dysphoric disorder, substance/medication-induced depressive disorder, depressive
disorder due to another medical condition, other specified depressive disorder, and unspecified
depressive disorder.

In the US, the economic burden of depression, including workplace costs, direct costs and
suicide-related costs, was estimated to be $210.5 billion in 2010 (Greenberg 2015). As per
WHO statistics, over 800,000 people die due to suicide every year, and suicide is the second
leading cause of death in 15- to 29-year-olds. In the US, an estimated 10% to 15% of individuals
with depression commit suicide (Angst 1999).

Antidepressants are mainstay of pharmacological treatment for depressive disorders. Selective
serotonin reuptake inhibitors, serotonin and norepinephrine reuptake inhibitors, tricyclic
antidepressants, monoamine oxidase inhibitors, and other compounds that affect monoaminergic
neurotransmission, such as mirtrazapine and bupropion, represent the major classes of
antidepressants. While antidepressants are widely used, large scale studies have demonstrated
their limited efficacy. For example, in the STAR*D trial where over 2800 patients were treated
in “real world” settings, the HAM-D remission rate was 28% following 14 weeks of treatment
with citalopram, a typical selective serotonin reuptake inhibitor (Trivedi 2006). Recent studies
have shown a number of symptoms that remain untreated, such as cognitive impairment, sleep
disturbances and anxiety, even in patients that are in remission over a long period of time after
treatment (Conradi 2011; Romera 2013). A close examination of randomized placebo-controlled
trials of antidepressants approved by the Food and Drug Administration in the treatment of both
major or minor depressive disorders demonstrated Cohen’s d effect sizes below 0.2 and high
placebo response rates (Kirsch 2008; Fournier 2010), emphasizing the challenges in assessing
antidepressant drug efficacy and the unmet need in the treatment of depression.

Converging preclinical and clinical evidence (Gerner 1981; Honig 1988; Drugan 1989;

Luscher 2011; Mann 2014) implicates deficits in GABAergic neurotransmission in the
pathophysiology of depressive disorders including MDD and PPD. Furthermore, several pieces
of experimental data implicate deficiencies in the normal regulation of endogenous neuroactive
steroids in depressive disorders (Maguire 2008; Maguire 2009). The neuroactive steroid class of
compounds includes the endogenous neuroactive steroid, allopregnanolone. Allopregnanolone is
a positive allosteric modulator of both synaptic and extrasynaptic GABAA receptors — the
prominent inhibitory transmitter system in the brain. Depressed patients show low levels of
GABA in the brain and of neurosteroids in the CSF and plasma, and antidepressant therapy
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restores GABA levels in relevant animal models and neurosteroid concentrations in depressed
patients (Luscher 2011; Schule 2014).

5.2. SAGE-217

Two dosage forms of SAGE-217 for oral administration will be used in this study (Oral Solution
and Capsules). For Part A, SAGE-217 Oral Solution is to be compounded at the clinical
pharmacy from components supplied by the Sponsor (SAGE-217 Drug Substance Powder in the
Bottle, Excipients in the Bottle, and sucralose) and Sterile Water for Injection. SAGE-217 Oral
Solution is a clear, colorless, aqueous hydroxypropyl-p-cyclodextrin (HPBCD) solution of
SAGE-217 Drug Substance. One concentration, 6 mg/mL, is available for use in clinical studies.
In addition to SAGE-217 Drug Substance, SAGE-217 Oral Solution contains HPBCD
(Kleptose®, HPB Parenteral Grade, United States Pharmacopeia/European Pharmacopeia
[USP/EP], Roquette) to solubilize the drug substance, sucralose (USP/National Formulary [NF],
JK Sucralose, Inc.) to sweeten the solution, and water for injection to be provided by the clinical
pharmacy. Refer to Table 5 for the composition of SAGE-217 Oral Solution 6 mg/mL.

The SAGE-217 Oral Solution 6 mg/mL stock solution is compounded at point of use. This stock
solution is for oral administration after dilution to the intended dose by the clinical pharmacy.

For Part B, SAGE-217 Capsules will be administered orally. SAGE-217 Capsules are available
as hard gelatin capsules containing a white to off-white powder. In addition to SAGE-217 Drug
Substance, the active, SAGE-217 capsules contain croscarmellose sodium, mannitol, silicified
microcrystalline cellulose, and sodium stearyl fumarate as excipients. Placebo capsules contain
croscarmellose sodium, mannitol, silicified microcrystalline cellulose, and sodium stearyl
fumarate.

5.3. Summary of Nonclinical and Clinical Experience with SAGE-217

5.3.1. Nonclinical Studies with SAGE-217

In nonclinical studies of SAGE-217, sedative-hypnotic effects were consistently observed at
higher doses in both in vivo pharmacology studies and toxicology studies. The sedative-
hypnotic impairments seen with SAGE-217 were typical for GABAA positive allosteric
modulators, ranging from hyperexcitability and ataxia at the lower doses through deep sedation
and ultimately anesthesia at higher doses. Depth and duration of sedation demonstrated a clear
dose response over the range tested, with evidence of tolerance occurring with continued
exposure. Tolerance to the effects of SAGE-217 on motor incoordination was not observed after
7 days of dosing.

The compound has been assessed in 14-day rat and dog toxicology studies with daily
administration of SAGE-217 as a solution in HPBCD in dogs and Labrasol® in rats. The no-
observed-adverse-effect-level was 3 mg/kg (females) and 22.5 mg/kg (males) in rats and

2.5 mg/kg in dogs. There were no adverse effects in dogs or rats in the main toxicology studies.
A single observation of mortality occurred in one female rat at the high dose in a toxicokinetic
study that was suspected to have been related to exaggerated pharmacology. Additional
toxicology and pharmacology information is provided in the Investigator’s Brochure.
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5.3.2. Clinical Experience

To date, two clinical studies employing SAGE-217 Oral Solution are clinically complete, and
final clinical study reports are pending; in addition, a clinical study of SAGE-217 Capsules is
clinically completed with the final report in progress. Discussions of pharmacokinetic (PK) data
for the Oral Solution are limited to the single-ascending dose, food effect, and essential tremor
cohorts from Study 217-CLP-101 and the multiple-ascending dose and drug-drug interaction
cohorts from Study 217-CLP-102. Discussions of safety data for the Oral Solution are limited to
the single-ascending dose cohorts in Study 217-CLP-101 and the multiple-ascending dose
cohorts in Study 217-CLP-102. Safety and PK data for the Capsules are derived from Study
217-CLP-103.

Study 217-CLP-101 was a first-in-human, four-part study that assessed the effects of a single
dose of SAGE-217 Oral Solution. The study was a double-blind, placebo-controlled, single-
ascending dose design in healthy adult volunteers, with the objective of identifying the maximum
tolerated dose (MTD) and PK profiles of SAGE-217 Oral Solution. Subjects in each of the
single-ascending dose cohorts received a single dose of study drug, either SAGE-217 Oral
Solution (six subjects) or placebo (two subjects), with SAGE-217 Oral Solution doses of

0.25 mg, 0.75 mg, 2 mg, 5.5 mg, 11 mg, 22 mg, 44 mg, 55 mg, and 66 mg. Escalation to the
next dose was undertaken only after safety and PK data were reviewed by the Safety Review
Committee (SRC) and agreement reached that it was safe to increase the dose. The MTD was
determined to be 55 mg. Two cohorts, six subjects each received SAGE-217 Oral Solution in an
open-label manner (one cohort received 50% of the MTD [22 mg] to study the food effects and
the other cohort received the MTD [55 mg] to study the effects on subjects with essential
tremor). SAGE-217 Oral Solution was orally bioavailable, demonstrated dose-linear PK from
the lowest (0.25 mg) through the highest (66 mg) dose, and supported once-daily oral dosing
with food. In addition, the pharmacodynamic effects of the SAGE-217 Oral Solution MTD were
assessed in placebo controlled-, blinded, crossover electroencephalogram cohorts of eight
subjects each; one cohort received 50% of the MTD (22 mg) and the other received the MTD
(55 mg).

Study 217-CLP-102 was a two-part study that assessed the effects of multiple-ascending doses of
SAGE-217 Oral Solution. The study was a double-blind, placebo-controlled, multiple-ascending
dose study in healthy adult volunteers. Subjects in each of the multiple-ascending dose cohorts
received study drug, either SAGE-217 Oral Solution (nine subjects) or placebo (three subjects),
once daily for 7 days, with SAGE-217 Oral Solution doses of 15 mg, 30 mg, and 35 mg.
Escalation to the next dose was undertaken only after safety and PK data were reviewed by the
SRC and agreement reached that it was safe to increase the dose. The MTD was determined to
be 30 mg. It was observed that subjects receiving the drug in the evening did better in terms of
tolerability compared to when they received the drug in the morning. A fourth cohort of

12 subjects received 30 mg of SAGE-217 Oral Solution in an open-label manner to study drug-
drug interactions. SAGE-217 Oral Solution is not likely to induce the metabolism of cytochrome
P450 (CYP)2B6 or CYP3A4 substrates. SAGE-217 was orally bioavailable and suitable for
once-daily oral dosing at nighttime with food.

SAGE-217 Oral Solution was generally well tolerated. In both Phase 1 studies (217-CLP-101
and 217-CLP-102), doses were escalated until the stopping criteria were met. Most adverse
events were reported as mild or moderate in intensity, and there were no serious adverse events
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reported in either study. In addition, none of the observed adverse events resulted in
discontinuation of the study drug. At doses planned for further study, the observed sedation was
mild, transient, and associated with daily peak exposure. The most common treatment-emergent
adverse events (TEAES) were sedation, somnolence, dizziness, euphoric mood, fatigue, tremor,
and muscle twitching, reported most frequently in the highest dose group (66 mg). Some
changes in mean blood pressure and heart rate were observed after single doses of 44 mg and
greater. After multiple doses of 30 mg (AM or PM) or 35 mg (PM) over 7 days, there was no
evidence of changes in mean vital sign measures even though Day 7 plasma concentrations
approximated that of the highest single dose in the single-ascending dose study. Subjects
seemed to tolerate SAGE-217 Oral Solution better when given as nighttime dosing.

The safety, tolerability, PK, and relative bioavailability of the SAGE-217 Capsules were
assessed in a Phase 1 randomized, open-label, cross-over study (Study 217-CLP-103). In the
fasted state, SAGE-217 Capsules demonstrated reduced exposure in terms of maximum (peak)
plasma concentration (Cmax) and area under the curve from zero to the time of the last
quantifiable concentration (AUCast) compared to SAGE-217 Oral Solution. SAGE-217 Capsules
administered in the fed state (with standard and high fat meal) showed increased exposure
compared to the fasted state and approximately equivalent exposure in terms of geometric mean
AUC st compared to SAGE-217 Oral Solution; however, the Cmax for SAGE-217 Capsules was
reduced by approximately 50% when compared with SAGE-217 Oral Solution. Based on these
study results, exposures with SAGE-217 Capsules are anticipated to be equal to or less than
exposures observed at the same dose with SAGE-217 Oral Solution.

There are no clinical efficacy data for SAGE-217 in major depressive disorders (MDD), since
the present study is the first study in this indication.

54. Potential Risks and Benefits

To date, SAGE-217 Oral Solution has been studied within the context of single-ascending dose
(SAD) (217-CLP-101) and multiple-ascending dose (MAD) (217-CLP-102) studies. In addition,
the SAD study included a cohort evaluating a 55 mg dose of SAGE-217 Oral Solution in subjects
with essential tremor who were otherwise healthy. The most common TEAES observed across
the SAD and MAD studies were sedation, somnolence, dizziness, euphoric mood, and tremor.
Most adverse events were reported as mild or moderate in intensity, and there were no serious
adverse events reported in either study. In addition, none of the observed adverse events resulted
in discontinuation of the study drug. At predicted efficacious doses in the 20 to 30 mg range,
observed sedation was mild, transient, and associated with daily peak exposure. The
pharmacokinetic profile obtained from these studies indicates dose linearity over the multiple-
dose range studied (15 to 35 mg). SAGE-217 Oral Solution was well-tolerated in the essential
tremor subjects.

The safety profile of SAGE-217 Oral Solution based on the SAD, MAD, and in a limited number
of subjects with essential tremor suggest that SAGE-217 Oral Solution may also be well
tolerated in patients with MDD. In addition, the safety, tolerability, PK, and relative
bioavailability of SAGE-217 Capsules were evaluated in a Phase 1 study. In this study,
SAGE-217 Capsules were found to be generally well-tolerated with no serious adverse events
reported during the Treatment and Follow-up periods. The most frequent adverse event
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observed was mild sedation; sedation was transient, occurred between 1-4 hours, and generally
dissipated by 8 hours. The current significant unmet need in the treatment of depression,
remaining as a number one cause of disability worldwide, justifies a favorable risk-benefit ratio,
and investigation of SAGE-217 Oral Solution in patients with MDD.

5.5. Dose Justification

To date, the pharmacokinetics of SAGE-217 Oral Solution has been investigated in healthy
volunteers within the context of the SAD and MAD studies (217-CLP-101 and 217-CLP-102,
respectively). The MTD was determined to be 55 mg in the SAD study and 30 mg once daily
(either AM or PM dosing) in the MAD study. Thus, as a first step, while ensuring tolerability, a
30 mg dose has been chosen to maximize the potential therapeutic benefit in this first clinical
study of MDD.

The safety, tolerability, pharmacokinetics, and relative bioavailability of the SAGE-217 Capsules
were assessed in a Phase 1 randomized, open-label, cross-over study (Study 217-CLP-103).
Based on the results of this study (see Section 5.3.2 and Section 5.4), the SAGE-217 Capsules
were deemed appropriate for use in further clinical trials.
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6. STUDY OBJECTIVES AND PURPOSE
6.1. Part A

6.1.1. Primary Objective

The primary objective of Part A is to evaluate the safety and tolerability of SAGE-217 Oral
Solution 30 mg.

6.1.2. Secondary Objective

The secondary objective of Part A is to determine if treatment with SAGE-217 Oral Solution
30 mg for 14 days reduces depressive symptoms.

6.1.3. Pharmacokinetic Objective

The PK objective of Part A is to assess the PK profile of SAGE-217 Oral Solution in plasma
samples.

6.2. Part B

6.2.1. Primary Objective

The primary efficacy objective for Part B of the study is to determine if treatment with
SAGE-217 Capsules (30 mg) reduces depressive symptoms in subjects with moderate to severe
MDD compared to matching placebo.

6.2.2. Secondary Objective

The secondary objective of Part B is to evaluate the safety and tolerability of SAGE-217
Capsules (30 mg).

6.2.3. Exploratory

The exploratory objective for Part B of the study is to assess the patient-reported outcome (PRO)
measures as they relate to quality of life, work function, productivity, and depressive symptoms.
6.2.4. Pharmacokinetic Objective

The PK objective of Part B is to assess the PK profile of SAGE-217 Capsules in plasma samples.

6.3. Endpoints
6.3.1. Part A

6.3.1.1. Primary

The primary endpoint for Part A is the safety and tolerability of SAGE-217 Oral Solution as
assessed by the frequency and severity of adverse events; changes from baseline in clinical
laboratory measures, vital signs, and electrocardiograms (ECGs); Stanford Sleepiness Scale
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(SSS) score; physical examination; and suicidal ideation using the Columbia-Suicide Severity
Rating Scale (C-SSRS).
6.3.1.2.  Secondary
Reduction in depressive symptoms as assessed by the following:
e Change from baseline in HAM-D total score at Day 15 (ET) and all other time points;

e HAM-D response (defined as having a 50% or greater reduction from baseline in
HAM-D total score);

e HAM-D remission (defined as having a HAM-D total score of <7);

e Change from baseline in the Montgomery-Asberg Depression Rating Scale
(MADRS) total score at Day 15 (ET) and all other time points;

e Change from baseline in HAM-D subscale and individual item scores at Day 15 (ET)
and all other time points;

e Change from baseline in Hamilton Anxiety Rating Scale (HAM-A) total score at all
time points; and

e Clinical Global Impression — Improvement (CGI-1) response (defined as a CGI-I
score of “very much improved” or “much improved”).
6.3.1.3.  Pharmacokinetic
The following PK endpoints will be assessed in Part A:

o  Cmax, time at maximum (peak) plasma concentration (tmax), plasma elimination half-
life (), area under the curve from zero to infinity (AUC..), and steady-state drug
concentration in the plasma during oral intake (Css).

6.3.2. Part B

6.3.2.1.  Primary

The primary endpoint for Part B is the reduction in depressive symptoms, compared to placebo,
as assessed by the change in the 17-item Hamilton Rating Scale for Depression (HAM-D) total
score from baseline to Day 15.

6.3.2.2. Secondary

e Reduction in depressive symptoms, compared to placebo, as assessed by the
following:

— Change from baseline in the 17-item Hamilton Rating Scale for Depression
(HAM-D) total score at all time points;

— HAM-D response;
— HAM-D remission;
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6.3.2.3.

Change from baseline in the MADRS total score at Day 15 (ET) and all other
time points;

Change from baseline in HAM-D subscale and individual item scores at all time
points;

Change from baseline in HAM-A total score at Day 15 (ET) and all other time
points; and

CGI-I response.

The safety and tolerability of SAGE-217 Capsules as assessed by the frequency and
severity of adverse events; changes from baseline in clinical laboratory measures,
vital signs, and ECGs; SSS score; physical examination; and suicidal ideation using
the C-SSRS.

Exploratory

Responses to the 36-item short form survey (SF-36), fatigue associated with depression (FAs-D),
Remission in Depression Questionnaire (RDQ), and the Health-Related Productivity
Questionnaire (HRPQ) will be summarized as exploratory endpoints for Part B.

6.3.2.4.

Pharmacokinetic

The following PK endpoints will be assessed in Part B:
Crnax, tmax, tv;, AUCs, and Css.
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7. INVESTIGATIONAL PLAN

7.1. Overall Study Design

This study is a two-part, multicenter, Phase 2a study to evaluate the safety, tolerability, PK, and
efficacy of SAGE-217 Oral Solution (Part A) and SAGE-217 Capsules (Part B) in approximately
76 adult subjects with MDD. Part A of the study is an open-label design with SAGE-217 Oral
Solution dosing for 14 days. Part A will consist of an up to 7-day Screening Period (Days -7

to -1), a 14-day Treatment Period, and a 2-week Follow-up Period. Part B of the study is a
randomized, double-blind, parallel-group, placebo-controlled design with SAGE-217 Capsule or
matching placebo dosing for 14 days. Part B will consist of an up to 14-day Screening Period
(Days -14 to -1), a 14-day Treatment Period, and a 4-week Follow-up Period. Separate cohorts
of subjects will be enrolled in Part A and Part B; subjects participating in Part A cannot enroll in
Part B.

During the Screening Period, after signing the informed consent form (ICF), subjects will be
assessed for study eligibility, and the severity of each subject’s MDD will be evaluated using
HAM-D. The Screening Period assessments will be conducted on an outpatient basis.

If applicable, standard of care data collected prior to obtaining informed consent may also be
included as screening data, if appropriate, such as laboratory tests, ECG, physical examination,
and vital signs conducted within the preceding 48 hours, as long as the requirement for the
screening assessment to be collected retrospectively is met in full. If applicable, to ensure
protocol compliance, any standard of care data eligible for inclusion as screening data must
include the precise nature and timing of data collection.

During the 14-day study Treatment Period of Parts A and B, subjects must remain inpatient for
the first 7 days at minimum and per Investigator’s judgement thereafter. The Follow-up Period
assessments will be conducted on an outpatient basis.

The study will be conducted in two parts:

e Part A: Beginning on Day 1, subjects will receive a 30-mg dose of open-label
SAGE-217 Oral Solution at 8:00 PM (£15 minutes) with food (as outlined in
Section 9.2.1). Subjects will receive SAGE-217 Oral Solution 30 mg from Day 1 to
Day 14, as tolerated.

e Part B: Based on the results of Part A, eligible subjects will be stratified based on use
of antidepressant treatment (current/stable or not treated/withdrawn >30 days) and
randomized within each stratum in a 1:1 ratio to receive SAGE-217 Capsules (30 mg)
or matching placebo for 14 days beginning on Day 1, as tolerated. All doses of study
drug will be administered at 8:00 PM (x15 minutes) with food as outlined in
Section 9.2.2.

Enrollment into Part A may be stopped and Part B initiated if there is a clear signal of activity
based on the HAM-D scores and/or other scales being assessed. Alternatively, upon completion
of Part A, Part B may begin. The study may be terminated if there is clear lack of activity based
on HAM-D scores during Part A.
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In Part A and Part B, study drug (SAGE-217 Oral Solution in Part A; SAGE-217 Capsule or
matching placebo in Part B) will be administered at the study center for at least the first 7 days of
the Treatment Period, which includes Day 1 of study drug administration through completion of
study drug administration on Day 14. Subjects may be discharged after a minimum 7-day
inpatient stay, following completion of the Day 7 assessments. If their clinical condition does
not allow discharge, the Investigator may keep the subjects as inpatients for a longer period of
time. Subjects discharged from the inpatient unit may receive treatment with study drug for the
remainder of the 14-day Treatment Period as outpatients. For the outpatient phase, dosing will
be done at the clinical site or, if suitable arrangements can be made, via home administration
where local regulations allow. All dosing will be observed, either in the clinical unit or by a
healthcare professional at home. Home administration of study drug will be performed
according to a site-specific plan by a healthcare professional trained on the protocol and delivery
of the study drug.

Subjects will be monitored for safety during the Treatment and Follow-up Periods including
monitoring for adverse events/serious adverse events, routine clinical laboratory assessments,
physical examination, vital signs, and ECG (only Day 15 during Follow-up).

During the Treatment Period, subjects will be able to receive study drug as long as there are no
dose limiting safety/tolerability concerns. Subjects cannot tolerate 30 mg will receive 20 mg for
the remaining of the Treatment Period. Subjects who experience intolerable AEs at the 20-mg
dose level may be terminated from the study at the discretion of the Investigator.

Dosing may also be modified based on tolerability as assessed with SSS scores. Any SSS score
of >6 will be reassessed within 10 minutes. If a subject is receiving the 30 mg dose of study
drug and has an SSS score of >6 that is confirmed on repeat assessment during normal waking
hours, the dose will be decreased to 20 mg for the rest of the Treatment Period. If a subject is
receiving the 20 mg dose of study drug and has an SSS score of >6 that is confirmed on repeat
assessment during normal waking hours, then study drug will be discontinued and the subject
will be terminated from the study.

Follow-up visits will be conducted on an outpatient basis. Follow-up visits will be conducted
weekly for 2 weeks after completion of the Treatment Period in Part A (Day 28 £1 day) and
weekly for 4 weeks after completion of the Treatment Period in Part B (Day 42 +3 days).

7.2. Blinding and Randomization
Part A is open-label with no control group; therefore, there will be no randomization or blinding.

Part B is a double-blind, placebo-controlled study. Subjects who meet the entrance criteria will
be stratified based on use of antidepressant treatment (current/stable or not treated/withdrawn
>30 days) and randomly assigned within each stratum in a 1:1 ratio to receive SAGE-217
Capsules or matched placebo according to a computer-generated randomization schedule. Once
it has been determined that a subject meets eligibility criteria, the subject will be sequentially
assigned a subject number from the randomization schedule provided to the unblinded
pharmacist and/or designated pharmacy staff. Subject identification numbers will consist of the
site number (eg, “01”) followed by numbering starting with double zero (eg, 01-001, 01-002, 01-
003 through 01-062).
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The randomization schedule will be generated using SAS V9.2 or later. Only the clinic
pharmacist and/or designated pharmacy staff, who is responsible for preparing the study drug,
will be given a copy of the randomization schedule. In the event of a medical emergency, the
pharmacist and/or designated pharmacy staff may reveal actual study drug contents to the
Investigator, who should also alert Sage of the emergency (see Section 13.6 for more details
related to unblinding). In all cases where the study drug allocation for a subject is unblinded,
pertinent information (including the reason for unblinding) must be documented in the subject’s
records and on the electronic case report form (eCRF). If the subject or study center personnel
(other than pharmacist) have been unblinded, the subject will be terminated from the study. In
addition, an unblinded Monitor will perform drug accountability during the study.
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8. SELECTION AND WITHDRAWAL OF SUBJECTS
8.1. Subject Inclusion Criteria

The following inclusion criteria must be met for individuals to be eligible for the study.
1. Subject has signed an ICF prior to any study-specific procedures being performed.
2. Subject is an ambulatory male or female between 18 and 65 years of age, inclusive.

3. Subject is in good physical health and has no clinically significant findings, as
determined by the Investigator, on physical examination, 12-lead ECG, or clinical
laboratory tests.

4. Subject agrees to adhere to the study requirements.

5. Subject has a diagnosis of MDD that has been present for at least a 4-week period as
diagnosed by Structured Clinical Interview for Diagnostic and Statistical Manual of
Mental Disorders, Fifth Edition (DSM-5) Axis | Disorders (SCID-I).

6. Subject has a HAM-D total score of >22 at screening and Day 1 (prior to dosing).
7. Removed per Amendment #2.

8. Subject is willing to delay start of other antidepressant or antianxiety medications and
any new pharmacotherapy regimens, including as-needed benzodiazepine anxiolytics,
during the screening and treatment periods.

9. Part A: Subject agrees to practice an acceptable method of highly effective birth control
at screening and throughout study participation. Highly effective methods of birth
control include sexual abstinence (for males and females); vasectomy; or a condom with
spermicide in combination with a highly effective female partner’s method (for males);
and hormonal methods of contraception (ie, established use of oral, implantable,
injectable, or transdermal hormones); placement of an intrauterine device; placement of
an intrauterine system; and mechanical/barrier method of contraception (ie, condom or
occlusive cap [diaphragm or cervical/vault cap] in conjunction with spermicide [foam,
gel, film, cream, or suppository]) (for females).

Part B: Female subject agrees to use one of the following methods of contraception
during participation in the study and for 30 days following the last dose of study drug,
unless they are postmenopausal (defined as no menses for 12 months without an
alternative medical cause) and/or surgically sterile:

e Combined (estrogen and progestogen containing) oral, intravaginal, or transdermal
hormonal contraception associated with inhibition of ovulation.

e Oral, injectable, or implantable progestogen-only hormonal contraception associated
with inhibition of ovulation.

e Intrauterine device.
e Intrauterine hormone-releasing system.

e Bilateral tubal occlusion.
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e Vasectomized partner.

e Sexual abstinence (no sexual intercourse).

8.2. Subject Exclusion Criteria
Subjects will be excluded if they meet any of the following exclusion criteria.
1. Subject has a history of suicide attempt.

2. Subject has a recent history or active clinically significant manifestations of metabolic,
hepatic, renal, hematological, pulmonary, cardiovascular, gastrointestinal,
musculoskeletal, dermatological, urogenital, neurological, or eyes, ears, nose, and throat
disorders, or any other acute or chronic condition that, in the Investigator's opinion,
would limit the subject's ability to complete or participate in this clinical study.

3. Subject has a history of treatment-resistant depression, defined as persistent depressive
symptoms despite treatment with adequate doses of antidepressants from two different
classes for an adequate amount of time (ie, at least 4 weeks of treatment).

4. Subject has a known allergy to SAGE-217, allopregnanolone, or related compounds.

Subject has a positive pregnancy test at screening or on Day 1 prior to the start of study
drug administration.

6. Subject has detectable hepatitis B surface antigen (HBsAQ), anti-hepatitis C virus (HCV),
or human immunodeficiency virus (HIV) antibody at screening (except if the subject has
a documented Hepatitis C antigen test (HCV RNA) with a negative result in their recent
medical history).

7. Subject has active psychosis per Investigator assessment.
8. Subject has a medical history of seizures.

9. Subject has a medical history of bipolar disorder, schizophrenia, and/or schizoaffective
disorder.

10. Subject has a history of alcohol or drug dependence (including benzodiazepines) in the
12 months prior to screening.

11. Subject has had exposure to another investigational medication or device within 30 days
prior to screening.

12. Subject has been treated or randomized in this study (eg, Part A) or any other study
employing SAGE-217 previously (ie, subject may not have received study drug and then
re-enroll).

13. Subject has had administration of psychotropics that have been initiated within 14 days
prior to screening and/or are not being taken at a stable dose in Part A. Subject has had
administration of psychotropic medications that are used with the intent to treat
depressive symptoms such as antidepressants, atypical antipsychotics, etc., which have
been initiated within 30 days prior to screening and/or are not being taken at a stable dose
in Part B.
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14. Use of any known strong inhibitors and/or inducers of CYP3A4 within the 14 days or
five half-lives (whichever is longer) or consumed grapefruit juice, grapefruit, Seville
oranges, or St. John's Wort or products containing these within 30 days prior to receiving
the first dose of study drug.

15. Subject has a positive drug and/or alcohol screen at screening or on Day 1 prior to
dosing.
8.3. Subject Withdrawal Criteria

If there is an adverse event or medical reason for the withdrawal, the subject should be followed
medically until the condition has either resolved or is stable. Details of the reason for
withdrawal should be recorded in the subject’s eCRF.

Subjects who withdraw should, if possible, have a follow-up examination, including a physical
examination, the appropriate investigations, vital signs, and clinical laboratory tests (including
pregnancy tests), as outlined for the Day 15 visit (Table 2 and Table 3). All details of this
follow-up examination should be recorded in the subject’s medical source documents.

8.3.1. Study Drug Withdrawal

Participation in the study is strictly voluntary. Subjects are free to discontinue the study at any
time without giving their reason(s).

A subject must be withdrawn from the study treatment in the event of any of the following:
e Withdrawal of the subject’s consent;

e New onset of a condition that would have met exclusion criterion, is clinically
relevant and affects the subject’s safety, and discontinuation is considered necessary
by the Investigators and/Sponsor;

e Occurrence of intolerable adverse events;

e Occurrence of pregnancy;

e Intake of nonpermitted concomitant medication;

e Subject noncompliance;

e Significant protocol deviation determined in consultation with the Medical Monitor.

If a subject failed to attend scheduled assessments during the course of the study, the
Investigators must determine the reasons and the circumstances as completely and accurately as
possible and document this in the subject’s source documents.

Subjects may be withdrawn from the study if there is concern for the subject’s safety or it is
determined that the subject is no longer a qualified participant. Subjects who withdraw should, if
possible, have a follow-up examination, including a physical examination, the appropriate
investigations, vital signs, and clinical laboratory tests (including pregnancy tests), as outlined
for the Day 15 visit (Table 2 and Table 3). All details of this follow-up examination should be
recorded in the subject’s medical source documents.
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Subjects who withdraw or are withdrawn from the study will be replaced only if they withdraw
prior to dosing. Subjects who are withdrawn from the study, fail to return or are no longer
qualified will not be replaced. Additional subjects may be enrolled if the drop-out rate is higher
than 10%.

8.3.2. Criteria for Study Termination

Sage Therapeutics may terminate this study or any portion of the study at any time for safety
reasons, including the occurrence of adverse events or other findings suggesting unacceptable
risk to subjects, or for administrative reasons. In the event of study termination, Sage
Therapeutics will provide written notification to the Investigator. Investigational sites must
promptly notify their Institutional Review Board (IRB) and initiate withdrawal procedures for
participating subjects.
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9. TREATMENT OF SUBJECTS

9.1. Number of Subjects

Approximately ten subjects with MDD will be enrolled into Part A of the study. Approximately
88 subjects may be randomized in Part B to ensure at least 80 evaluable subjects for Part B.
Evaluable subjects are defined as those subjects receiving study drug with at least one post-
baseline HAM-D assessment. Additional subjects may be enrolled if the drop-out rate is higher
than 10%.

9.2. Treatment Assignment

Study drug will be administered with food in both the inpatient and outpatient treatment periods.
Food intake will be standardized as specified by the Sponsor.

9.2.1. Part A

Subjects participating in Part A of the study will take study drug (SAGE-217 Oral Solution) in an
open-label manner. Subjects will be administered a 30 mg dose of study drug at 8:00 PM
(15 minutes) with food for 14 days (Day 1 to Day 14) as tolerated.

9.2.2. Part B

Subjects participating in the randomized, double-blind, placebo-controlled portion of the study
(Part B) will be randomly assigned to receive SAGE-217 Capsules (30 mg) or matching placebo
capsules in a 1:1 ratio according to a computer-generated randomization schedule; the
randomization schedule will be stratified to allow for treatment balance within each use of
antidepressant stratum.

Subjects, clinicians, and study team will be blinded to treatment allocation. The pharmacist
and/or designated pharmacy staff, who will prepare the study drug according to the
randomization schedule, and a Monitor, who will perform drug accountability during the study,
will be unblinded.

9.3. Dose Adjustment Criteria

During the Treatment Period, subjects will be able to receive study drug as long as there are no
dose-limiting safety/tolerability concerns.

In Part A, subjects who experience moderate or severe adverse events that according to the
clinical judgement of the Investigator are related to study drug while receiving the 30 mg dose of
study drug will receive 20 mg for the remaining of the Treatment Period. Subjects who
experience moderate or severe related adverse events while receiving the 20 mg dose of study
drug may not be able to continue receiving study drug based on the evaluation and clinical
judgment of the Investigator, and may be terminated from the study.

In Part B, subjects who cannot tolerate 30 mg will receive 20 mg for the rest of the Treatment
Period. Subjects who experience intolerable AEs at the 20 mg dose level may be terminated
from the study at the discretion of the Investigator.
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Dosing may also be modified based on tolerability as assessed with SSS scores. Any SSS score
of >6 will be reassessed within 10 minutes. If a subject is receiving the 30 mg dose of study
drug and has an SSS score of >6 that is confirmed on repeat assessment during normal waking
hours, the dose will be decreased to 20 mg for the rest of the Treatment Period. If a subject is
receiving the 20 mg dose of study drug and has an SSS score of >6 that is confirmed on repeat
assessment during normal waking hours, then study drug will be discontinued and the subject
will be terminated from the study.

9.4. Prior/Concomitant Medications

9.4.1. Prior/Concomitant Medications

Subjects will receive standard of care for adult patients diagnosed with moderate to severe MDD.
Psychotropic medications, which must have been initiated at least 14 days prior to screening,
must remain at a stable dose until completion of the Day 15 assessments (Part A).

Eligible subjects in Part B will be stratified based on use of antidepressant treatment
(current/stable or not treated/withdrawn >30 days) and randomly assigned within each stratum in
a 1:1 ratio to receive SAGE-217 Capsules or matched placebo.

In this study, psychotropic medications refer to central nervous system active medications taken
to help depressive symptoms, and include antidepressants, benzodiazepines, and hypnotic agents.
Subjects presenting to the study on psychotropic medications may be eligible to participate if
they have been on a stable dose for at least 14 days (Part A) or if the medications have been
initiated at least 30 days prior to screening (Part B); the subject must remain at a stable dose until
completion of the Day 15 assessments (Part B). Those subjects on benzodiazepines and hypnotic
agents may be considered for eligibility based on specific discussions between the Investigator
and the Sponsor to ensure safety. Subjects on other psychotropic medications, including
stimulants, and mood stabilizers, are not eligible to participate in this study. Subjects who have
been receiving atypical antipsychotics with the intent of treatment of depressive symptoms, but
not psychotic symptoms, may be eligible.

Any concomitant medication determined necessary for the welfare of the subject may be given at
the discretion of the Investigator at any time during the study under the guidance outlined in
Section 9.4.2. In both Part A and Part B, all medications should be documented throughout the
study from 30 days prior to signing the ICF through Day 28/42 (+3 days) and recorded on the
eCRF. Prior medications (ie, those taken prior to signing of ICF) that required washout for study
entry will also be documented.

9.4.2. Restricted Medications
Restrictions on specific classes of medications include the following:

e Initiation of new antidepressant therapy is prohibited upon admission to the study
center for those eligible subjects who desire study participation. Those subjects
already taking an antidepressant at the time of study entry (and meeting all study
inclusion criteria) will be permitted to remain on the pre-existing antidepressant at
their current dose if they were on this medication for at least 30 days prior to study
enrollment (Part B).
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9.5.

Benzodiazepines are to be avoided as much as possible. Eligible subjects taking a
stable dose of benzodiazepine for at least 30 days prior to enrollment in Part B will be
discussed on a case-by-case basis with the Sponsor to determine eligibility. Subjects
may be permitted to continue to take their current dose of the benzodiazepine (to
prevent acute withdrawal), but no new benzodiazepine use will be permitted during
the course of the study.

The use of hypnotics for sleep/insomnia such as Ambien® and trazodone is to be
avoided; use of hypnotics will be discussed on a case-by-case basis with the Sponsor.

Anticonvulsants are prohibited. Atypical antipsychotics are allowed only if the
indication has been for the treatment of the depressive episode and not for treatment
of psychotic symptoms.

Treatment Compliance

Investigational product will be prepared by the site pharmacist and/or designated pharmacy staff.
The Investigator(s) or designee will record the time and dose of study drug administration in the
source documents. Any reasons for noncompliance will also be documented, including:

Missed visits;
Interruptions in the schedule of administration; and

Nonpermitted medications.

The time at which study procedures are conducted should follow the protocol timelines as
closely as possible.

44



Protocol 217-MDD-201 Sage Therapeutics
Amendment 4 Version 5.0 CONFIDENTIAL

10. STUDY DRUG MATERIALS AND MANAGEMENT

10.1. Study Drug

SAGE-217 Oral Solution is available as a 6 mg/mL stock aqueous solution of SAGE-217 Drug
Substance containing 40% HPBCD and 0.0025% sucralose, which is further diluted with Sterile
Water for Injection to achieve the selected dose. The 6 mg/mL stock SAGE-217 Oral Solution
will be compounded from SAGE-217 Drug Substance Powder in the Bottle and Excipient (s) in
the Bottle (manufactured under current Good Manufacturing Practice [GMP] conditions at
Pharmatek) and further admixed at the clinical site in preparation for dosing. In Part A, doses
will be prepared as an approximate 40 mL oral solution (containing 20 mg or 30 mg SAGE-217)
to be swallowed all at once, followed by approximately 200 mL of water that has been used to
rinse the dosing bottle.

SAGE-217 Capsules are available as hard gelatin capsules containing a white to off-white
powder. In addition to SAGE-217 Drug Substance, the SAGE-217 Capsules contain
croscarmellose sodium, mannitol, silicified microcrystalline cellulose, and sodium stearyl
fumarate as excipients. For Part B, capsules will be available in 10-mg and 20-mg dose
strengths. Subjects will be administered 2 capsules per dose (either two 10-mg capsules for the
20-mg dose, or one 10-mg plus one 20-mg capsule for the 30-mg dose).

Matching placebo capsules are hard gelatin capsules for oral administration containing only the
excipients listed above for the active capsule treatment. Subjects will receive two placebo
capsules per dose.

Detailed instructions for SAGE-217 Oral Solution preparation will be provided in the Pharmacy
Manual.

10.2. Batch Formula for Stock SAGE-217 Oral Solution 6 mg/mL

For Part A, each bottle of SAGE-217 Oral Solution 6 mg/mL will be compounded at the clinical
pharmacy from components manufactured by Pharmatek and supplied by the Sponsor per the
directions provided in the Pharmacy Manual. The batch formula for a 125 mL solution of the 6
mg/mL stock solution is shown in Table 5.

Table 5: Batch Formula for 125 mL of Stock SAGE-217 Oral Solution 6 mg/mL
Ingredient Compendia Specification|Concentration (mg/mL)| Amount (mg/Bottle)
SAGE-217 not applicable 6 750

HPBCD (Kleptose®) USP/EP 457 57,100
Sucralose USP/NF 0.025 3.124
Water for Injection USP not applicable 85,650

Abbreviations: EP = European Pharmacopeia; HPBCD = hydroxypropyl-p-cyclodextrin; NF = National Formulary;
USP = United States Pharmacopeia
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10.3. Batch Formula for SAGE-217 Capsules

For Part B, SAGE-217 Capsules are available as hard gelatin capsules containing a white to
off-white powder. In addition to SAGE-217 Drug Substance, the SAGE-217 Capsules contain
croscarmellose sodium, mannitol, silicified microcrystalline cellulose, and sodium stearyl
fumarate as excipients.

Placebo for Part B is hard gelatin capsules for oral administration containing only the excipients
listed above for the active capsule treatment.

10.4. Study Drug Packaging and Labeling

The composition and pharmaceutical quality of the investigational product will be maintained
according to the current GMP and Good Clinical Practice (GCP) guidelines and available for
review in the study medication documentation. SAGE-217 Oral Solution for Part A will be
provided to the site as powder in the bottle and excipient(s) in the bottle units to be compounded
in the pharmacy at a volume of 125 mL of a 6 mg/mL stock solution and then further diluted to
approximately 40 mL at the identified doses. SAGE-217 Capsules and matched placebo
capsules for Part B will be provided to the sites in appropriately labeled bottles.

Study drug labels with all required information and conforming to all applicable Code of Federal
Regulations and GMP/GCP guidelines will be prepared by the clinical research organization.

10.5. Study Drug Storage

Upon receipt of study drug, the Investigator or designee will inspect the materials and complete
and return the acknowledgment of receipt form enclosed with the parcel. A copy of the signed
receipt will be kept in the study files.

The SAGE-217 Oral Solution must be carefully stored at the temperature specified in the
Pharmacy Manual (eg, clinical dosing solutions stored at approximately 2 to 8°C for 11 days
with room temperature excursions allowed for up to 24 hours after preparation), safely and
separately from other drugs. SAGE-217 Capsules may be stored at room temperature. The study
drug may not be used for any purpose other than the present study. After the study is completed,
all unused study drug must be retained, returned as directed, or destroyed on site per the
Sponsor’s instructions.

The Investigator or designee will be responsible for ensuring appropriate storage, compounding,
dispensing, inventory, and accountability of all clinical supplies. An accurate, timely record of
the disposition of all clinical supplies must be maintained. The supplies and inventory must be
available for inspection by the designated representatives of the Sponsor or the Sponsor’s
representatives on request, and must include the information below:

e The identification of the subject to whom the drug was dispensed;
e The date(s) and quantity of the drug dispensed to the subject; and
e The product lot/batch number.

The preparation of the study drugs must be documented on a “Drug Preparation and Dispensing
Log Form’ or similar form.
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The drug inventory and any clinical supplies that have been destroyed must be documented.
This documentation must include at least the information below or as agreed with the Sponsor:

e The number of prepared units;

e The number of administered units;

e The number of unused units;

e The number of units destroyed at the end of the study;

e The date, method, and location of destruction.

10.6. Administration and Study Drug Accountability

Doses for Part A will be prepared as an approximate 40 mL oral solution to be swallowed all at
once, followed by approximately 200 mL of water that has been used to rinse the dosing bottle.
The start time of swallowing the approximately 40 mL oral solution is time zero for all
assessments. Subjects may have assistance from the clinic staff when taking the study drug.

For Part B, subjects will swallow two capsules per dose (either two 10-mg capsules for the
20-mg dose, or one 10-mg plus one 20-mg capsule for the 30-mg dose).

10.6.1.  Study Drug Administration

While confined in the clinical unit (at least Day 1 through Day 7 of Part A and Part B), subjects
will receive study drug at 8:00 PM (x15 minutes) with food.

Food intake will be standardized as specified by the Sponsor. Subjects who cannot tolerate

30 mg will receive 20 mg for the rest of the Treatment Period. Subjects who experience
intolerable AEs at the 20 mg dose level may be terminated from the study at the discretion of the
Investigator.

Subjects may be discharged after a minimum 7-day inpatient stay, following completion of the
Day 7 assessments. If their clinical condition does not allow discharge, the Investigator may
keep the subjects as inpatients for a longer period of time.

For non-confinement days (Days 8 through 14 of Parts A and B), dosing will be done at the
clinical site or, if suitable arrangements can be made, via home administration where local
regulations allow. All dosing will be observed, either in the clinical unit or by a healthcare
professional at home. Home administration of study drug will be performed according to a site-
specific plan by a healthcare professional trained on the protocol and delivery of the study drug.

10.6.2. Study Drug Accountability

The study drug provided is for use only as directed in this protocol.

The Investigator or designee must maintain a record of all study drug received, used, and
discarded. It must be clear from the records which subject received which dose of active or
matching placebo treatment.

The Sponsor will be permitted access to the study supplies at any time within usual business
hours and with appropriate notice during or after completion of the study to perform drug
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accountability reconciliation. Only unblinded personnel will be able to access the study drug and
accountability documentation from first dosing through database hard lock.

10.7. Study Drug Handling and Disposal

The pharmacist or designee for drug accountability is to document the date and time of initial
compounding (Part A only), subsequent admixture of dosing solutions (Part A only),
administration of test article, and for which subject the study drug was intended (ie, record
subject initials and birth date or other unique identifier).

At the end of the study, any unused study drug will be retained or returned to the Sponsor for
destruction or destroyed locally per the Sponsor’s directions. The disposition of study drug will
be documented.
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11. ASSESSMENT OF EFFICACY
11.1. Hamilton Rating Scale for Depression (HAM-D)

The primary outcome measure in Part B will be the change from baseline in 17-item HAM-D
total score at the end of the Treatment Period (Day 15). The HAM-D will be administered
before, during, and after the administration of open-label (Part A) and blinded (Part B) study
drug.

The 17-item HAM-D will be used to rate the severity of depression in subjects who are already
diagnosed as depressed (Williams 2013a; Williams 2013b). The 17-item HAM-D comprises
individual ratings related to the following symptoms: depressed mood (sadness, hopeless,
helpless, worthless), feelings of guilt, suicide, insomnia (early, middle, late), work and activities,
retardation (slowness of thought and speech; impaired ability to concentrate; decreased motor
activity), agitation, anxiety (psychic and somatic), somatic symptoms (gastrointestinal and
general), genital symptoms, hypochondriasis, loss of weight, and insight. The HAM-D
assessments are to be completed at 8:00 AM (30 minutes) at each scheduled time point during
the Treatment Period, and in the morning during the Follow-up Period (Day 15, Day 21, and Day
28 for Part A and Day 15, Day 21, Day 28, Day 35, and Day 42 in Part B). Every effort should
be made for the same rater to perform all HAM-D assessments for an individual subject.

The HAM-D total score will be calculated as the sum of the 17 individual item scores.

In addition to the primary efficacy endpoint of change from baseline in HAM-D total score
(Part B), several secondary efficacy endpoints will be derived for the HAM-D. Hamilton Rating
Scale for Depression subscale scores will be calculated as the sum of the items comprising each
subscale. Hamilton Rating Scale for Depression response will be defined as having a 50% or
greater reduction from baseline in HAM-D total score. Hamilton Rating Scale for Depression
remission will be defined as having a HAM-D total score of <7. A copy of the HAM-D is
provided in Appendix 1.

11.2. Montgomery-Asberg Depression Rating Scale (MADRS)

The MADRS is a ten-item diagnostic questionnaire that psychiatrists use to measure the severity
of depressive episodes in subjects with mood disorders. It was designed as an adjunct to the
HAM-D that would be more sensitive to the changes brought on by antidepressants and other
forms of treatment than the Hamilton Scale.

The MADRS assessments are to be completed at 8:00 AM (£30 minutes) at each scheduled time
point during the Treatment Period, and in the morning during the Follow-up Period (Day 15,
Day 21, and Day 28 for Part A and Day 15, Day 21, Day 28, Day 35, and Day 42 in Part B).

Higher MADRS scores indicate more severe depression, and each item yields a score of 0 to 6.
The overall score ranges from 0 to 60 (Williams 2008).

The questionnaire includes questions on the following symptoms:
1. Apparent sadness
2. Reported sadness
3. Inner tension
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Reduced sleep

Reduced appetite
Concentration difficulties
Lassitude

Inability to feel

© o N o 0 &

Pessimistic thoughts
10. Suicidal thoughts

The MADRS total score will be calculated as the sum of the ten individual item scores. A copy
of the MADRS is provided in Appendix 2.

11.3. Hamilton Anxiety Rating Scale (HAM-A)

The 14-item HAM-A will be used to rate the severity of symptoms of anxiety (Williams 2013c;
Williams 2013d). Each of the 14 items is defined by a series of symptoms, and measures both
psychic anxiety (mental agitation and psychological distress) and somatic anxiety (physical
complaints related to anxiety). Scoring for HAM-A is calculated by assigning scores of 0 (not
present) to 4 (very severe), with a total score range of 0 to 56, where <17 indicates mild severity,
18 to 24 mild to moderate severity, and 25 to 30 moderate to severe severity.

The HAM-A assessments are to be completed at 8:00 AM (£30 minutes) at each scheduled time
point during the Treatment Period, and in the morning during the Follow-up Period (Day 15,
Day 21, and Day 28 for Part A and Day 15, Day 21, Day 28, Day 35, and Day 42 in Part B).
Every effort should be made for the same rater to perform all HAM-A assessments for an
individual subject.

The HAM-A total score will be calculated as the sum of the 14 individual item scores. A copy of
the HAM-A is provided in Appendix 3.

11.4. Clinical Global Impression (CGI)

The CGl is a validated measure often utilized in clinical trials to allow clinicians to integrate
several sources of information into a single rating of the subject’s condition. The CGlI scale
consists of 3 items. Only the first 2 items are being used in this study.

The Clinical Global Impression - Severity (CGI-S) uses a 7-point Likert scale to rate the severity
of the subject’s illness at the time of assessment, relative to the clinician’s past experience with
subjects who have the same diagnosis. Considering total clinical experience, a subject is
assessed on severity of mental illness at the time of rating as 1=normal, not at all ill;
2=borderline mentally ill; 3=mildly ill; 4=moderately ill; 5=markedly ill; 6=severely ill; and
7=extremely ill (Busner 2007a). The CGI-S assessments are to be completed at 8:00 AM

(30 minutes) at each scheduled time point during the Treatment Period, and in the morning
during the Follow-up Period (Day 15, Day 21, and Day 28 for Part A and Day 15, Day 21,

Day 28, Day 35, and Day 42 in Part B).

The CGI-I employs a 7-point Likert scale to measure the overall improvement in the subject’s
condition posttreatment. The Investigator will rate the subject’s total improvement whether or
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not it is due entirely to drug treatment. Response choices include: 0=not assessed, 1=very much
improved, 2=much improved, 3=minimally improved, 4=no change, 5=minimally worse,
6=much worse, and 7=very much worse (Busner 2007b). The CGI-I is only rated at
posttreatment assessments. By definition, all CGI-I assessments are evaluated against baseline
conditions. CGlI-I response will be defined as having a CGI-I score of “very much improved” or
“much improved.” The CGI-I assessments are to be completed at 8:00 AM (£30 minutes) at
each scheduled time point during the Treatment Period, and in the morning during the Follow-up
Period (Day 15, Day 21, and Day 28 for Part A and Day 15, Day 21, Day 35, and Day 42 in

Part B). A copy of the CGl is provided in Appendix 4.

11.5. Short Form-36 (SF-36)

The Medical Outcomes Study Short Form-36 (SF-36v2) is a 36-item measure of health status
that has undergone validation in many different disease states (Ware 2007). The SF-36 covers
eight health dimensions including four physical health status domains (physical functioning, role
participation with physical health problems [role-physical], bodily pain, and general health) and
four mental health status domains (vitality, social functioning, role participation with emotional
health problems [role-emotional], and mental health). In addition, two summary scores, physical
component summary (PCS) and mental component summary (MCS), are produced by taking a
weighted linear combination of the eight individual domains. The SF-36v2 is available with two
recall periods: the standard recall period is 4 weeks and the acute recall period is 1 week. This
study will use the acute version, which asks patients to respond to questions as they pertain to the
past week. Higher SF-36 scores indicate a better state of health. The SF-36 requires
approximately 10 minutes to complete, and can be self-administered or completed by interview
in person or by telephone. In Part B, the SF-36 assessments are to be completed at 8:00 AM
(30 minutes) at each scheduled time point during the Treatment Period, and in the morning
during the Follow-up Period (Day 15 and Day 42).

A copy of the SF-36 is provided in Appendix 5.

11.6. The Fatigue Associated with Depression (FAs-D) Patient-Reported
Outcome (PRO)

Fatigue is one of the most common symptoms of MDD. The Fatigue Associated with
Depression Questionnaire (FAs-D) was developed to assess fatigue and its impact in patients
with MDD. The 13-item patient-reported questionnaire was designed to assess fatigue
associated with depression in the past week. Three scores are computed: a six-item fatigue
experience subscale (fatigued, tired, exhausted, lack of energy, physically weak, and feeling like
everything requires too much effort), a seven-item fatigue impact subscale (impact on household
chores; family relationships; enjoyable activities; social activities with friends; self-care; intimate
relationships; and productivity at work or school), and a total score (all 13 items) (Matza 2015).
Items 12 (impact on intimate relationships) and 13 (impact on productivity at work or school) are
not applicable to all subjects, so these items are not answered in some cases. The fatigue
experience items are rated on a five-point scale with response options of “never,” “rarely,”
“sometimes,” “often,” and “always.” The impact items are rated on a five-point scale with
response options of “not at all,” “a little,” “somewhat,” “quite a bit,” and “very much.” The two
subscales and the total score are computed as the mean of all answered items within each scale,
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and each scale score has a possible range of 1 to 5, with higher scores representing greater
fatigue. In Part B, the FAs-D assessments are to be completed at 8:00 AM (£30 minutes) at each
scheduled time point during the Treatment Period, and in the morning during the Follow-up
Period (Day 15 and Day 42).

A copy of the FAs-D is provided in Appendix 6.

11.7. Remission in Depression Questionnaire (RDQ)

Recent research suggests that the symptom-based definitions of remission used in efficacy
studies do not adequately reflect the perspective of depressed patients receiving treatment in
routine clinical settings. The Remission from Depression Questionnaire (RDQ) was developed to
capture the broader array of domains considered by patients to be relevant to the construct of
remission symptoms of depression, non-depressive symptoms, features of positive mental health,
coping ability, functioning, life satisfaction, and a general sense of well-being. The RDQ is a
reliable and valid measure that evaluates the multiple domains that depressed patients consider
important in determining remission. The RDQ demonstrated excellent internal consistency, with
a Cronbach’s alpha of 0.97 for the total scale and above 0.80 for each of the seven subscales. The
test-retest reliability of the total scale was 0.85 and above 0.60 for each subscale (Zimmerman
2013; Zimmerman 2014). In Part B, the RDQ is to be completed at 8:00 AM (30 minutes) at
each scheduled time point on Day 1, and in the morning during the Follow-up Period (Day 15
and Day 42).

A copy of the RDQ is located in Appendix 9.

11.8. Health-Related Productivity Questionnaire (HRPQ)

The Health-Related Productivity Questionnaire (HRPQ) is a generic measure developed to
measure health-related work productivity in patients with a particular disease and/or being
treated for the disease. The instrument collects productivity data in terms of absenteeism,
presenteeism, and combined lost productivity for three work venues: work outside home,
housework, and classes/homework (Kumar 2003). In Part B, the HRPQ is to be completed at
8:00 AM (£30 minutes) at each scheduled time point on Day 1, and in the morning during the
Follow-up Period (Day 15 and Day 42).

A copy of the HRPQ is located in Appendix 10.
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12. PHARMACOKINETICS
12.1. Blood Sample Collection

Plasma samples for PK analysis in Part A and Part B will be collected predose on Days 2, 3, 4, 5,
and 6, predose and 0.25, 0.5, 1, 2, 10, and 12 hours postdose on Day 7 (within £5 minutes of the
scheduled time point through 0.5 hours after dosing and +15 minutes of the scheduled time point
from 1 hour after dosing and greater), prior to discharge on Day 8 for subjects being discharged
or 16 hours postdose for subjects remaining as inpatients, predose on Day 14, and in the morning
on Day 15. The time of study drug administration is time zero and all post-dosing sampling
times are relative to this time. The Investigator or designee will arrange to have the plasma
samples processed, stored, and transported as directed for bioanalysis.

In the event of a dose adjustment, an unscheduled PK sample should be collected just prior to the
dose change. An additional PK sample may be collected at any time if clinically indicated and at
the discretion of the Investigator (eg, for unusual or severe adverse events).

Each sample will be marked with unique identifiers such as the study number, subject number,
and the nominal sample time. The date and actual time that the blood sample was taken will be
recorded on the CRF or electronically with a bar code or other method.

12.2. Storage and Shipment of Pharmacokinetic Samples

The plasma samples should be kept frozen at approximately -70 to -80°C until analyzed. They
should be packed as directed to avoid breakage during transit and with sufficient dry ice to
prevent thawing for at least 72 hours. A specimen-identification form must be completed and
sent to the laboratory with each set of samples. The clinical site will arrange to have the plasma
samples transported as directed for bioanalysis as detailed in the PK instructions.

12.3. Sample Analysis

Bioanalysis of plasma samples for the determination of SAGE-217 will be performed utilizing a
validated liquid chromatography-tandem mass spectrometry method at a qualified laboratory.
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13. ASSESSMENT OF SAFETY

13.1. Safety Parameters

Safety and tolerability of study drug will be evaluated in Parts A and B by vital signs
measurements, clinical laboratory measures, physical examination, ECGs, concomitant
medication usage, C-SSRS, SSS, and adverse event reporting.

13.1.1. Demographic/Medical History

Age, race, and ethnic origin will be recorded at the Screening visit. The diagnosis of MDD will
be determined using the SCID-I.

13.1.2. Vital Signs

Vital signs include respiratory rate, oral temperature, and supine (for at least 5 minutes prior to
the measurement) and standing systolic and diastolic blood pressure and heart rate. Vital signs
will be obtained within £5 minutes of the scheduled time point through 0.5 hours after dosing
and +30 minutes of the scheduled time point from 1 hour after dosing and greater, unless the
subject is asleep between the hours of 11:00 PM and 06:00 AM.

From Day 1 through Day 7, vital signs and pulse oximetry will be performed at screening (vital
signs only) and at the following time points: predose, 0.25, 0.5, 1, 2, and 12 hours after dosing.
During the outpatient treatment period, vital signs will be completed prior to dosing and 1 hour
after dosing. Vital signs may be repeated at the discretion of the Investigator or Visiting Home
Healthcare Provider as clinically indicated.

13.1.3.  Weight and Height

Body weight and height will be measured at the Screening visit; weight will also be measured on
in the morning on Day 15, and during the follow-up visits on Days 21 and 28 for Part A and
Days 21, 28, 35, and 42 in Part B.

13.1.4. Physical Examination

A physical examination of all major body systems will be undertaken and recorded at the
Screening visit, Day 8, Day 15, and Day 21, with a brief physical examination on Day 28 in
Part A; in Part B, a physical examination will be undertaken and recorded at the Screening visit,
Day 8, and Day 15, with a brief physical examination on Day 42.

13.1.5. Electrocardiogram (ECG)

A 12-lead ECG will be assessed at the Screening visit and 1 hour £15 minutes after dosing on
Days 1, 2, 7, and 14 and during the follow-up visit on Day 21. All time points are relative to the
time of dosing. The standard intervals as well as any abnormalities will be recorded.

13.1.6. Laboratory Assessments

Blood and urine samples will be collected for hematology, serum chemistry, coagulation, select
hormone parameters, and urinalysis at the Screening visit, and in the morning on Days 8 and 15
and during the follow-up visits (Days 21 and 28 for Part A and Days 21, 28, 35, and 42 for
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Part B). Where consent is given, an optional blood sample for hormone and exploratory
biochemistry testing will be collected at the Screening visit, Day 8 and Day 15 and an optional
genetic sample for biomarker testing will be collected at the Screening visit.

Serum and urine samples for pregnancy tests will also be collected. These assessments should be
performed as outlined below.

All required samples in Part A will be analyzed at local laboratories. All samples in Part B will
be analyzed at the central laboratory. Subjects may be considered eligible for the study based on
local laboratory results; however, screening samples in Part B must also be sent to the central
laboratory. Both local and central screening labs must adhere to the visit window provided in the
Schedule of Events.

All clinical laboratory test results outside the reference range will be interpreted by the
Investigator as abnormal, not clinically significant (NCS) or abnormal, clinically significant
(CS). Screening results considered abnormal, CS recorded at the Screening visit may make the
subject ineligible for the study pending review by the Medical Monitor. Clinical laboratory
results that are abnormal, CS during the study but within normal range at baseline and/or indicate
a worsening from baseline will be considered adverse events, assessed according to

Section 13.2.1, and recorded in the eCRF.

13.1.6.1. Hematology

Hematology tests will include complete blood count, including red blood cells, white blood cells
with differentiation, hemoglobin, hematocrit, reticulocytes, and platelets. The coagulation panel
will include activated partial thromboplastin time, prothrombin time, and international
normalized ratio.

13.1.6.2. Blood Chemistry

Serum chemistry tests will include serum electrolytes; renal function tests, including creatinine,
blood urea nitrogen, bicarbonate or total carbon dioxide; liver function tests, including alkaline
phosphatase, total bilirubin, aspartate aminotransferase, and alanine aminotransferase; total
protein; albumin; and thyroid stimulating hormone.

13.1.6.3. Urinalysis

Urinalysis will include assessment of protein, blood, glucose, ketones, bilirubin, urobilinogen,
hemoglobin, leukocyte esterase, nitrites, color, turbidity, pH, and specific gravity.

13.1.6.4. Hormones and Exploratory Biochemistry

Optional blood samples will be collected and may be analyzed for stress hormone levels,
kynurenine biochemistry, and markers of inflammation. Future research may suggest other
biochemical pathways as candidates for influencing not only response to SAGE-217 but also
susceptibility to disorders for which SAGE-217 may be evaluated. Thus, the exploratory
biochemistry may involve study of additional unnamed molecular pathways, but only as related
to disease susceptibility and drug action.
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13.1.6.5. Virus Serology

Subjects will be screened for hepatitis (HBsAg and anti-HCV) and HIV prior to being enrolled in
the study.

13.1.6.6. Pregnancy Test

Females of childbearing potential will be tested for pregnancy by serum pregnancy test at the
Screening visit and by urine pregnancy test on Day 1 (predose) and at the follow-up visit on
Day 28 for Part A or Day 42 for Part B. In addition, female subjects who prematurely
discontinue before Day 28/42 will have a pregnancy test performed at the early termination visit.

13.1.6.7. Genetic Testing

Where consent is given, an optional genetic sample for biomarker testing will be collected at the
Screening visit.

The objective of this research is to collect and store blood samples for possible DNA extraction
and exploratory research into how genes or specific genetic variation may influence response (ie,
distribution, safety, tolerability, and efficacy) to SAGE-217. Specific genetic variations of
interest include but are not limited to: classes of metabolizing enzymes (eg, cytochrome P450
supra-family genes), genes encoding enzymes involved in the production and metabolism of
SAGE-217 (eg, AKR1C4 [3a-hydroxysteroid dehydrogenase]), genes associated with the y-
aminobutyric acid (GABA) receptor (eg, GABRA1-A6, GABRB1-B3, GABRD, GABRE,
GABRG1-3), and genes associated with the production and degradation of GABA.

Future research may suggest other genes or gene categories as candidates for influencing not
only response to SAGE-217 but also susceptibility to disorders for which SAGE-217 may be
evaluated. Thus, the genetic research may involve study of additional unnamed genes or gene
categories, but only as related to disease susceptibility and drug action.

13.1.6.8. Drugs of Abuse and Alcohol

Part A: A urine sample for assessment of selected drugs of abuse (including amphetamines,
barbiturates, benzodiazepines, cannabinoids, cocaine, opiates, phencyclidine, and propoxyphene)
and a serum or breath sample for alcohol screen will be collected at screening and predose on
Day 1. Use of benzodiazepines at screening is not necessarily exclusionary, as subjects will be
allowed to take psychotropics that have been initiated at least 14 days prior to admission to the
study center at a stable dose following discussion with the Sponsor (see Section 9.3).

Part B: A urine and/or serum sample (as per the lab manual) for assessment of selected drugs of
abuse (including amphetamines, barbiturates, benzodiazepines, cannabinoids, cocaine, opiates,
phencyclidine, and propoxyphene) will be collected at screening; a urine sample will be collected
for assessment of drugs of abuse predose on Day 1. A serum or breath sample for alcohol screen
(as per the standard procedures at each site) will be collected at screening and predose on Day 1.
Use of benzodiazepines at screening is not necessarily exclusionary, as subjects will be allowed
to take psychotropics that have been initiated at least 30 days prior to admission to the study
center at a stable dose following discussion with the Sponsor (see Section 9.3).
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13.1.7. Columbia-Suicide Severity Rating Scale (C-SSRS)

Suicidality will be monitored during the study using the C-SSRS. This scale consists of a
baseline evaluation that assesses the lifetime experience of the subject with suicidal ideation and
behavior (Posner 2008a), and a post-baseline evaluation that focuses on suicidality since the last
study visit (Posner 2008b). The C-SSRS includes “yes’ or ‘no’ responses for assessment of
suicidal ideation and behavior as well as numeric ratings for severity of ideation, if present (from
1 to 5, with 5 being the most severe).

If, in the opinion of the Investigator, the subject is showing clinically meaningful changes in
suicidality, no further study drug will be administered and the subject will be referred to a
psychologist or psychiatrist for further evaluation. This information will be tracked.

The “Baseline/Screening” C-SSRS form will be completed at screening (lifetime history and past
24 months). The “Since Last Visit” C-SSRS form will be completed at any time of day at all
subsequent time points, as outlined in Table 2 and Table 3.

The C-SSRS is provided in Appendix 7.

13.1.8.  Stanford Sleepiness Scale (SSS)

The SSS is subject-rated scale designed to quickly assess how alert a subject is feeling. Degrees
of sleepiness and alertness are rated on a scale of 1 to 7, where the lowest score of ‘1’ indicates
the subject is “feeling active, vital, alert, or wide awake’ and the highest score of ‘7’ indicates the
subject is ‘no longer fighting sleep, sleep onset soon; having dream-like thoughts’

(Hoddes 1973).

In both Part A and Part B, from Day 1 through Day 7, SSS will be completed at the following
time points: predose, 0.25, 0.5, 1, and 2 after dosing. The scale is to be completed within

+5 minutes of the scheduled time point through 0.5 hours after dosing and £15 minutes of the
scheduled time point from 1 hour after dosing and greater, unless the subject is asleep between
11:00 PM and 06:00 AM during the inpatient treatment period. During the outpatient treatment
period, SSS will be completed prior to dosing and 1 hour after dosing. All time points are
relative to the time of dosing.

The SSS is provided in Appendix 8.

13.2. Adverse and Serious Adverse Events
13.2.1. Definition of Adverse Events

13.2.1.1. Adverse Event

An adverse event is the development of an undesirable medical condition or the deterioration of
a pre-existing medical condition following or during exposure to a pharmaceutical product,
whether or not considered causally related to the product. In clinical studies, an adverse event
can include an undesirable medical condition occurring at any time, including baseline or
washout periods, even if no study treatment has been administered.
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13.2.1.2. Suspected Adverse Reaction

A suspected adverse reaction is any adverse event for which there is a reasonable possibility that
the drug caused the adverse event. For the purposes of Investigational New Drug safety
reporting, “reasonable possibility” means there is evidence to suggest a causal relationship
between the drug and the adverse event. Suspected adverse reaction implies a lesser degree of
certainty about causality than adverse reaction, which means any adverse event caused by a drug.

13.2.1.3. Serious Adverse Event

A serious adverse event is an adverse event occurring during any study phase and at any dose of
the investigational product, comparator or placebo, that fulfils one or more of the following:

e It results in death

e Itis immediately life-threatening

e It requires inpatient hospitalization or prolongation of existing hospitalization
e It results in persistent or significant disability or incapacity

e It results in a congenital abnormality or birth defect

e Itisan important medical event that may jeopardize the subject or may require
medical intervention to prevent one of the outcomes listed above.

All serious adverse events that occur after any subject has been enrolled, whether or not they are
related to the study, must be recorded for the duration of the study on forms provided by Sage
Therapeutics or designee.

13.3. Relationship to Study Drug

An Investigator who is qualified in medicine must make the determination of relationship to the
investigational product for each adverse event (unrelated, possibly related or probably related).
The Investigator should decide whether, in his or her medical judgment, there is a reasonable
possibility that the event may have been caused by the investigational product. If no valid reason
exists for suggesting a relationship, then the adverse event should be classified as “unrelated.” If
there is any valid reason, even if undetermined, for suspecting a possible cause-and-effect
relationship between the investigational product and the occurrence of the adverse event, then the
adverse event should be considered “related.”

Not Related: | No relationship between the experience and the administration of study drug; related to other
etiologies such as concomitant medications or subject’s clinical state.

Possibly A reaction that follows a plausible temporal sequence from administration of the study drug and
Related: follows a known response pattern to the suspected study drug.

The reaction might have been produced by the subject’s clinical state or other modes of therapy
administered to the subject, but this is not known for sure.

Probably A reaction that follows a plausible temporal sequence from administration of the study drug and
Related: follows a known response pattern to the suspected study drug.

The reaction cannot be reasonably explained by the known characteristics of the subject’s clinical
state or other modes of therapy administered to the subject.
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If the relationship between the adverse event/serious adverse event and the investigational
product is determined to be “possible” or “probable”, the event will be considered to be related
to the investigational product for the purposes of expedited regulatory reporting.

13.4. Recording Adverse Events

Adverse events spontaneously reported by the subject and/or in response to an open question
from the study personnel or revealed by observation will be recorded during the study at the
investigational site. Clinically significant changes in laboratory values, blood pressure, and
pulse need not be reported as adverse events unless they prompt corrective medical action by the
Investigator, constitute a serious adverse event, or lead to discontinuation of administration of
study drug.

Information about adverse events will be collected from the signing of the ICF until the final
visit of the study for that subject. Adverse events that occur after the first administration of study
drug will be denoted TEAEs.

All adverse events, regardless of Investigator-determined causality, should be followed until the
event is resolved or the Investigator determines the event is stable or no longer clinically
significant.

The adverse event term should be reported in standard medical terminology when possible. For
each adverse event, the Investigator will evaluate and report the onset (date and time), resolution
or clinical plateau (date and time), severity, causality, action taken, outcome, and whether or not
it caused the subject to discontinue the study.

Severity will be assessed according to the following scale:
e Mild (awareness of sign or symptom, but easily tolerated)
e Moderate (discomfort sufficient to cause interference with normal activities)

e Severe (incapacitating, with inability to perform normal activities)

13.5. Reporting Adverse Events

All serious adverse events (regardless of causality) will be recorded from the signing of the ICF
until the Day 28 follow-up visit (Part A) or the Day 42 follow-up visit (Part B). Any serious
adverse events considered possibly or probably related to the investigational product and
discovered by the Investigator at any time after the study should be reported. All serious adverse
events must be reported to the Sponsor or Sponsor’s designee immediately by phone and in
writing within 24 hours of the first awareness of the event. The Investigator must complete, sign
and date the serious adverse event pages, verify the accuracy of the information recorded on the
serious adverse event pages with the corresponding source documents, and send a copy to Sage
Therapeutics or designee.

Additional follow-up information, if required or available, should be sent to Sage Therapeutics
or designee within 24 hours of receipt; a follow-up serious adverse event form should be
completed and placed with the original serious adverse event information and kept with the
appropriate section of the study file.
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Sage Therapeutics or designee is responsible for notifying the relevant regulatory authorities of
certain events. It is the Principal Investigator’s responsibility to notify the IRB of all serious
adverse events that occur at his or her site if applicable per the IRB’s requirements. Investigators
will also be notified of all unexpected, serious, drug-related events (7-/15-Day Safety Reports)
that occur during the clinical study. Each site is responsible for notifying its IRB of these
additional serious adverse events.

13.6. Emergency ldentification of Study Drug

Part B of the study is double-blind. The pharmacist and/or designated pharmacy staff
responsible for preparing the study drug will be unblinded and will retain an official paper copy
of the randomization schedule. In addition, an unblinded Monitor will perform drug
accountability during the study.

During the study, the blind is to be broken only when the safety of a subject is at risk and the
treatment plan is dependent on the study treatment received. Unless a subject is at immediate
risk, the Investigator must make diligent attempts to contact the Sponsor prior to unblinding the
study treatment administered to a subject. Any request from the Investigator about the treatment
administered to study subjects must be discussed with the Sponsor. If the unblinding occurs
without the Sponsor’s knowledge, the Investigator must notify the Sponsor as soon as possible
and no later than the next business morning. All circumstances surrounding a premature
unblinding must be clearly documented in the source records. Unless a subject is at immediate
risk, any request for the unblinding of individual subjects must be made in writing to the Sponsor
and approved by the appropriate Sponsor personnel, according to standard operating procedures.
The blinding of the study will be broken after the database has been locked. Electronic copies of
the randomization code will be made available to the laboratory performing the bioanalytical
analyses in order to allow for limited analysis of samples from subjects receiving matching
placebo.

In all cases where the study drug allocation for a subject is unblinded, pertinent information must
be documented in the subject’s records and on the eCRF. If the subject or study center personnel
(other than pharmacist) have been unblinded, the subject will be terminated from the study.

13.7. Pregnancy

In the event either the subject or their partner becomes pregnant, the pregnancy will be followed.
By enrolling in this study, all subjects are consenting to pregnancies being followed to
conclusion either by the site if the study is still active or through Sage standard
pharmacovigilance services if the study is no longer active.
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14. STATISTICS
14.1. Analysis Sets and Methods

14.1.1. Data Analysis Sets

The Safety Set (for both Part A and Part B), defined as all subjects administered study drug, will
be used to provide descriptive summaries of safety data.

The Efficacy Set (for both Part A and Part B), defined as all subjects in the Safety Set who
complete at least 1 day of dosing of study drug and have at least one post-baseline efficacy
evaluation, will be used to analyze efficacy data.

The PK Set will consist of all subjects in the Safety Set with sufficient plasma concentrations for
PK evaluations, and will be used to summarize PK data.

14.2. Handling of Missing Data

Every attempt will be made to avoid missing data. All subjects will be used in the analyses, as
per the analysis populations, using all non-missing data available. No imputation process will be
used to estimate missing data. A sensitivity analysis will be used to investigate the impact of
missing data if >5% of subjects have missing data.

14.3. General Considerations

For the purpose of all safety and efficacy analyses where applicable, baseline is defined as the
last measurement prior to the start of study drug administration.

Continuous endpoints will be summarized with n, mean, standard deviation (SD), median,
minimum and maximum. In addition, change from baseline values will be calculated at each
time point and summarized descriptively. For categorical endpoints, descriptive summaries will
include counts and percentages.

144, Demographics and Baseline Characteristics

Demographic data, such as age, race, and ethnicity, and baseline characteristics, such as height,
weight, and body mass index (BMI), will be summarized using the Safety Set.

Hepatitis, HIV, drug and alcohol, and pregnancy screening results will be listed, but not
summarized as they are considered part of the inclusion/exclusion criteria.

Medical/family history will be listed by subject.

14.5. Efficacy Analyses

Efficacy data will be summarized using appropriate descriptive statistics and other data
presentation methods where applicable; subject listings will be provided for all efficacy data.
For (the open-label) Part A, efficacy data will be summarized descriptively. For Part B, subjects
will be analyzed according to randomized treatment.

An analysis of ten subjects completing Part A is planned to inform Part B study conduct.
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For Part B of the study, change from baseline to each assessment in HAM-D total score will be
analyzed using a mixed effects model for repeated measures (MMRM); the model will include
center, treatment, baseline HAM-D total score, stratification factor, assessment time point, and
time point-by-treatment as explanatory variables. Center will be treated as a random effect while
all other explanatory variables will be treated as fixed effects. All post-baseline time points will
be included in the model. The main comparison will be between SAGE-217 Capsules and
matching placebo at the 15-day time point. Model-based point estimates (ie, least squares [LS]
means), 95% confidence intervals, and p-values) will be reported where applicable. An
unstructured covariance structure will be used to model the within-subject errors. Compound
symmetry covariance structure will be used if there is a convergence issue with the unstructured
covariance model.

Descriptive statistics for HAM-D total score and change from baseline values will be presented
by assessment time point for Part A. Summaries will include n, mean, SD, median, minimum,
and maximum.

Similar to those methods described above for Part B, an MMRM will be used for the analysis of
the following variables: changes from baseline in MADRS total score and HAM-A total score,
and select individual item and subscale scores. For each model, the comparison of interest will
be between SAGE-217 Capsules and matching placebo at the 15-day time point. Model-based
point estimates (ie, LS means), 95% confidence intervals, and p-values will be reported.

Generalized estimating equation (GEE) methods will be used for the analysis of the following
binary variables: HAM-D response (defined as >50% reduction from baseline in HAM-D total
score), HAM-D remission (defined as HAM-D total score of <7.0), and CGI-I response. GEE
models will include terms for center, treatment, baseline score, antidepressant use strata,
assessment time point, and time point-by-treatment as explanatory variables. The comparison of
interest will be the difference between SAGE-217 Capsule and matching placebo at the 15-day
time point in Part B. Model-based point estimates (ie, odds ratios), 95% confidence intervals,
and p-values will be reported. For the CGI-I response analysis, baseline CGI-S score will be
included in the model.

For all scores, descriptive statistics, change from baseline values, and response variables will be
presented by treatment and assessment time point. Summaries will include n, mean, SD, median,
minimum, and maximum.

Descriptive summary statistics will be provided for SF-36, FAs-D, RDQ, and HRPQ.

14.6. Safety Analyses

Safety and tolerability of study drug will be evaluated by adverse events, concomitant
medication usage, changes from baseline in physical examination, vital signs, clinical laboratory
evaluations, and 12-lead ECG. Suicidality will be monitored by the C-SSRS. Sedation will be
assessed using the SSS. Safety data will be listed by subject and summarized by treatment
group. All safety summaries will be performed on the Safety Population.

14.6.1. Adverse Events

The analysis of adverse events will be based on the concept of TEAES. A TEAE is defined as an
adverse event with onset after the start of study drug, or any worsening of a pre-existing medical
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condition/adverse event with onset after the start of study drug and until 7 days after the last
dose. The incidence of TEAEs will be summarized overall and by Medical Dictionary for
Regulatory Activities (MedDRA) Version 19.1 or higher System Organ Class (SOC) and
preferred term. Incidences will be presented in order of decreasing frequency for the SAGE-217
treatment group (Oral Solution for Part A and Capsules for Part B). In addition, summaries will
be provided by severity (mild, moderate, severe) and by causality (related, not related) to study
drug (see Section 13.3).

Treatment-emergent adverse events leading to discontinuation and serious adverse events (see
Section 13.2.1.3 for definition) with onset after the start of randomized study drug will also be
summarized.

All adverse events and serious adverse events (including those with onset or worsening before
the start of study drug) through the Day 28 follow-up visit (Part A) or Day 42 follow-up visit
(Part B) will be listed.

14.6.2. Clinical Laboratory Evaluations

Clinical laboratory results will be listed by subject and timing of collection. Mean changes from
baseline in clinical laboratory measures will be summarized.

14.6.3. Physical Examinations

Any clinically significant change in physical examination compared to those observed at
screening should be noted as an adverse event.

14.6.4. Vital Signs

Vital sign results will be listed by subject and timing of collection. Mean changes from
randomization in vital signs will be summarized by time point.

14.6.5. 12-Lead Electrocardiogram

The following ECG parameters will be listed for each subject: heart rate, PR, QRS, QT, QTc,
and QT interval calculated using the Fridericia method (QTcF). Any clinically significant
abnormalities or changes in ECGs should be listed as an adverse event. Electrocardiogram
findings will be listed by subject and visit.

14.6.6. Prior and Concomitant Medications

Medications will be recorded at each study visit during the study and will be coded using World
Health Organization-Drug dictionary (WHO-DD) September 2016, or later.

Medications will be presented according to whether they are being taken prior to and/or during
the study (concomitant). Prior medications are defined as those taken prior to the first dose of
study drug. Concomitant medications are defined as those with a start date on or after the first
dose of study drug, or those with a start date before the first dose of study drug that are ongoing
or with a stop date on or after the first dose of study drug. If medication dates are incomplete
and it is not clear whether the medication was concomitant, it will be assumed to be concomitant.
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Details of prior and concomitant medications will be listed by subject, start date, and verbatim
term.

14.6.7. Columbia Suicide Severity Rating Scale

Suicidality data collected on the C-SSRS at baseline and by visit during the Treatment Period
will be listed for all subjects. Listings will include behavior type and/or category for Suicidal
Ideation and Suicidal Behavior of the C-SSRS.

14.6.8.  Stanford Sleepiness Scale

Sedation data collected on the SSS will be listed for all subjects. Changes in score over time will
be represented graphically, and change from Day 1 will be measured.

14.7. Pharmacokinetic Analyses

Pharmacokinetic parameters will be summarized using appropriate descriptive statistics. The PK
parameters to be summarized where possible will include AUC.., Cmax, tmax, t, and Css. Time at
maximum (peak) plasma concentration (tmax) Will be summarized using n, mean, SD, median,
minimum, and maximum. All other PK parameters will be summarized using n, geometric
mean, coefficient of variation, median, minimum, and maximum and listed by subject.

Plasma concentrations and PK parameters will be listed by subject.

In addition to typical descriptive statistics, summaries should include geometric mean,
coefficient of variation, and geometric coefficient of variation.

14.8. Determination of Sample Size

The sample size of ten subjects for Part A was selected based on clinical and not statistical
considerations.

For Part B, assuming a two-sided t-test at an alpha level of 0.05, a sample size of 40 subjects per
group would provide 90% power to detect an effect size of 0.75 between the SAGE-217
Capsules and matching placebo groups with regard to the efficacy outcome variable of change
from baseline in HAM-D total score. An effect size of 0.75 corresponds to a matching placebo-
adjusted difference of 7.5 points in the change from baseline in HAM-D total score at 15 days
with an assumed SD of 10 points. By including two treatment groups and using a 1:1
randomization, a total of 80 subjects are required. Assuming a non-evaluability rate of 10%,
approximately 88 subjects will be randomized. Additional subjects may be enrolled if the drop-
out rate is higher than 10%.

14.9. Changes From Protocol Specified Analyses

Any changes from the analytical methods outlined in the protocol will be documented in the final
statistical analysis plan.
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15. DIRECT ACCESS TO SOURCE DATA/DOCUMENTS
15.1. Study Monitoring

Before an investigational site can enter a subject into the study, a representative of Sage
Therapeutics or designee will visit the investigational study site to:

e Determine the adequacy of the facilities; and

e Discuss with the Investigator(s) and other personnel their responsibilities with regard
to protocol adherence, and the responsibilities of Sage Therapeutics or designee or its
representatives. This will be documented in a Clinical Study Agreement between
Sage Therapeutics and the Investigator.

During the study, a monitor from Sage Therapeutics or designee will have regular contacts with
the investigational site for the following:

e Provide information and support to the Investigator(s);
e Confirm that facilities remain acceptable;

e Confirm that the investigational team is adhering to the protocol, that data are being
accurately recorded in the eCRFs, and that investigational product accountability
checks are being performed;

e Perform source data verification. This includes a comparison of the data in the eCRFs
with the subject’s medical records at the hospital or practice, and other records
relevant to the study. This will require direct access to all original records for each
subject (eg, clinic charts);

e Record and report any protocol deviations not previously sent to Sage Therapeutics or
designee; and

e Confirm adverse events and serious adverse events have been properly documented
on eCRFs and confirm any serious adverse events have been forwarded to Sage
Therapeutics or designee and those serious adverse events that met criteria for
reporting have been forwarded to the IRB.

The monitor will be available between visits if the Investigator(s) or other staff needs
information or advice.

15.2. Audits and Inspections

Authorized representatives of Sage Therapeutics, a regulatory authority, an Independent Ethics
Committee (IEC) or an IRB may visit the site to perform audits or inspections, including source
data verification. The purpose of a Sage Therapeutics or designee audit or inspection is to
systematically and independently examine all study-related activities and documents to
determine whether these activities were conducted, and data were recorded, analyzed, and
accurately reported according to the protocol, GCP guidelines of the International Council for
Harmonisation (ICH), and any applicable regulatory requirements. The Investigator should
contact Sage Therapeutics immediately if contacted by a regulatory agency about an inspection.
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15.3. Institutional Review Board (IRB)

The Principal Investigator must obtain IRB approval for the investigation. Initial IRB approval
and all materials approved by the IRB for this study, including the subject consent form and
recruitment materials, must be maintained by the Investigator and made available for inspection.
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16. QUALITY CONTROL AND QUALITY ASSURANCE

The Investigator and institution will permit study-related monitoring, audits, IRB review, and
regulatory inspections as requested by the Food and Drug Administration, the Sponsor, or the
Sponsor’s designee, including direct access to source data/documents (ie, original medical
records, laboratory reports, hospital documents, progress reports, signed ICFs) in addition to
eCRFs.

Quiality assurance and quality-control systems with written standard operating procedures will be
followed to ensure this study will be conducted and data will be generated, documented
(recorded), and reported in compliance with the protocol, GCP, and the applicable regulatory
requirements.

The site’s dedicated study monitor will arrange to visit the Investigator at regular intervals during
the study. The monitoring visits must be conducted according to the applicable ICH and GCP
guidelines to ensure protocol adherence, quality of data, drug accountability, compliance with
regulatory requirements, and continued adequacy of the investigational site and its facilities.

During these visits, eCRFs and other data related to the study will be reviewed and any
discrepancies or omissions will be identified and resolved. The study monitor will be given
access to study-relevant source documents (including medical records) for purposes of source
data verification.

During and/or after completion of the study, quality-assurance officers named by Sage
Therapeutics or the regulatory authorities may wish to perform on-site audits. The Investigator is
expected to cooperate with any audit and provide assistance and documentation (including
source data) as requested.

Quality control will be applied to each stage of data handling to ensure that all data are reliable
and have been processed correctly.

Agreements made by the Sponsor with the Investigator/institution and any other parties involved
with the clinical study will be in writing in a separate agreement.
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17. ETHICS
17.1. Ethics Review

The final study protocol, including the final version of the ICF, must be approved or given a
favorable opinion in writing by an IRB or IEC as appropriate. The Investigator must submit
written approval to Sage Therapeutics or designee before he or she can enroll any subject into the
study.

The Principal Investigator is responsible for informing the IRB or IEC of any amendment to the
protocol in accordance with local requirements. In addition, the IRB or IEC must approve all
advertising used to recruit subjects for the study. The protocol must be re-approved by the IRB
or IEC upon receipt of amendments and annually, as local regulations require.

The Principal Investigator is also responsible for providing the IRB with reports of any
reportable serious adverse drug reactions from any other study conducted with the investigational
product. Sage Therapeutics or designee will provide this information to the Principal
Investigator.

Progress reports and notifications of serious adverse drug reactions will be provided to the IRB
or IEC according to local regulations and guidelines.

17.2. Ethical Conduct of the Study

The study will be performed in accordance with ethical principles that have their origin in the
Declaration of Helsinki and its most recent amendment (2008) and are consistent with ICH/GCP
and other applicable regulatory requirements.

17.3. Written Informed Consent

The Principal Investigator will ensure that the subject is given full and adequate oral and written
information about the nature, purpose, possible risk, and benefit of the study. Subjects must also
be notified that they are free to discontinue from the study at any time. The subject should be
given the opportunity to ask questions and allowed time to consider the information provided
before signing the ICF.

As additional assessments, the ICF will contain provisions for optional consent for the collection
of blood samples for biochemistry during screening, Day 8, and Day 15 and biomarker testing
during screening. The ICF, as specified by the clinical site’s IRB, must follow the Protection of
Human Subjects regulations listed in the Code of Federal Regulations, Title 21, Part 50.

The subject’s signed and dated informed consent must be obtained before conducting any study
procedures.

The Principal Investigator(s) must maintain the original, signed ICF. A copy of the signed ICF
must be given to the subject.
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18. DATA HANDLING AND RECORDKEEPING

Procedures for data handling (including electronic data) used in this protocol will be documented
in a Data Management Plan.

Electronic CRFs will be completed for each study subject. It is the Investigator’s responsibility
to ensure the accuracy, completeness, and timeliness of the data reported in the subject’s eCRF.
Source documentation supporting the eCRF data should indicate the subject’s participation in the
study and should document the dates and details of study procedures, adverse events, and subject
status.

The Investigator will have access to the electronic data capture system and will receive a copy of
the subject eCRF data at the end of the study. For subjects who discontinue or terminate from
the study, the eCRFs will be completed as much as possible, and the reason for the
discontinuation or termination clearly and concisely specified on the appropriate eCRF.

18.1. Inspection of Records

Sage Therapeutics or designee will be allowed to conduct site visits to the investigational
facilities for the purpose of monitoring any aspect of the study. The Investigator agrees to allow
the monitor to inspect the drug storage area, study drug stocks, drug accountability records,
subject charts and study source documents, and other records related to study conduct.

18.2. Retention of Records

The Principal Investigator must maintain all documentation relating to the study for a period of
2 years after the last marketing application approval or, if not approved, 2 years following the
discontinuation of the test article for investigation. If it becomes necessary for Sage
Therapeutics or the Regulatory Authority to review any documentation relating to the study, the
Investigator must permit access to such records.

18.3. Confidentiality

To maintain subject privacy, all eCRFs, study reports, and communications will identify the
subject by the assigned subject number. The Investigator will grant monitor(s) and auditor(s)
from the Sponsor or its designee and regulatory authority(ies) access to the subject’s original
medical records for verification of data gathered on the eCRFs and to audit the data collection
process. The subject’s confidentiality will be maintained and will not be made publicly available
to the extent permitted by the applicable laws and regulations.

Subjects will be notified that registration information, results, and other information about this
study will be submitted to ClinicalTrials.gov, a publicly available trial registry database;
however, protected health information of individual subjects will not be used.
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All information regarding the investigational product supplied by Sage Therapeutics to the
Investigator is privileged and confidential information. The Investigator agrees to use this
information to accomplish the study and will not use it for other purposes without consent from
the Sponsor. It is understood that there is an obligation to provide the Sponsor with complete
data obtained during the study. The information obtained from the clinical study will be used
towards the development of the investigational product and may be disclosed to regulatory
authorities, other Investigators, corporate partners, or consultants, as required.
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19. PUBLICATION POLICY

All information concerning SAGE-217 is considered confidential and shall remain the sole
property of Sage Therapeutics. The Investigator agrees to use this information only in
conducting the study and shall not use it for any other purposes without written approval from
Sage Therapeutics. No publication or disclosure of study results will be permitted except as
specified in a separate, written, agreement between Sage Therapeutics and the Investigator.
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APPENDIX 1. HAMILTON RATING SCALE FOR DEPRESSION,
17-ITEM (HAM-D)

STRUCTURED INTERVIEW GUIDE FOR THE
HAMILTON DEPRESSION RATING SCALE =17 ITEM VERSION (SIGH-D-17) = 24 HR
TWENTY-FOUR HOUR ASSESSMENT VERSION

Janet B.W. Williams, PhD

INTERVIEWER

The first question for each item, in bold type, should be asked exactly as written.Often this guestion
will elicit enough information about the severity and frequency of a symptom for you to rate the item with
confidence. Follow-up questions are provided for use when further explaration ar additional clarification
of symptoms is necessary. The specified gquestions should be asked until you have enough information
to rate the item confidently. In some cases, you may also have to add your own follow-up questions to
obtain necessary information. You should ask for examples for any sympioms acknowledged as
present (e.g., “Can you give me an example of that?"). For some of the HAM-D items, you may find you
have already asked about some of the symptoms (for a previous item). Youw do not need {o repeat
questions about these symptoms unless you need additionalinformation to rate their severity.

Time period. In this 24 hour version, the interview guestions indicate that the ratings should be
based on the subject's condition over the past 24 hours..

Referent of "usual™ or "normal™ condition. |nthe HAM-D, most items are rated positive only if
they represent a change from usual functioning. In most cases, this version of the SIGH-D will be
used at some time after the original Fast Week wersion of the scale, during which a euthymic
baseline {the maost recent 2-month period of non-deprassed functioning) was established. This
euthymic baseline should be the referent for determining change. When no clear euthymic
baseline can ba establishad, one should rate symptomatic behavior as one sees it, even if itis not
a change from the patient's usual dysphoric self.

Administration method. This version includes interview guestions to help the clinician rate
peychomotor agitation and psychomaotor retardation when the interview is administered by telephone.
Several research studies have demonstrated that depression scale scores are equivalent whether the
scale is administered face-to-face, by telephone, or by video (Wiliams JBW and Kobak KA
Development and Reliability of a Structured Interview Guide for the Montgomery-Asberg Depression
Rating Scale. BrJ Psychiatry 192, 52-58, 2008; Kobak KA: A comparison of face-to-face and remote
administration of the Hamilton Depression Rating Scale via videcconferencing. J Telemed Telecare
10, 231-235, 2004).

This instrument provides an interview guide for the Hamilton Depression Scale (Hamilton, Mse: A rating scale for depression.

J Meurol Meurosurg Psyehiat 23:55-G1, 1860). The anchor point descriptions for all items except Helplessness, Hopelessness,
and Worihlessness, in the 25-item version with very minor modifications, have been taken from the ECDEU Assessment
Manuzl (Guy, Wiliam, ECDEL Assessment Manusal for Psyehopharmacclogy, Revised 1878, DHEW Publication Mo. (ADM]) 75-
335). The loss of weight item has been simplified to aliminate the s=ction for ratings by ward staff and the “Not assessed”
anchor point. A reliability study of the SIGH-D {interview guide for the HAM-D alone) was publishad in the Archives of Genersal
Psychiairy (1988;45:742-T4T). Additional designators ware added in parentheses to the anchor points by Kobak, Lipsitz and
Williams to further standardize ratings.

For further information and permission to usa or franslate the SIGH-D. contact Dr. Williams at jowwny@gmail com
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STRUCTURED INTERVIEW GUIDE FOR THE
HAMILTON DEPRESSION RATING SCALE =17 ITEM VERSION (SIGH-D-17) = 24 HR
TWENTY-FOUR HOUR ASSESSMENT VERSION

PT'S INITIALS: TIME BEGAN SIGH-D: INTERVIEWER:

DATE TCDAY: ! !

DATE OF LAST EVALUATION:___ /[

OVERVIEW: How have you been feeling since yesterday at this time? IF QUTPATIENT: Have you been
working? IF NOT: Why not?

1. DEPRESSED MOOD (sadness, hopeless,
helpless, worthlass):

What's your mood been like since this time
yesterday (comparad to when you feel akay)?

Have you been feeling down aor depressed?

0 | Absent

1 | Indicated only on questioning {occasional, mild
IF YES: Can you describe what this feeling has been _O’t_s'preﬁsroi
like for you? How bad is the feeling? 2 | Spontaneously reported verbally {persistent, miid

fo moderate depression)

Does the fesling lift at all if something good happens? 3| Communicated non-versally, i.e., facial

How are you feeling about the future?

IF UNKNCWN: Have you been feeling discouraged
or pessimistic since this time yesterday?

IF YES: What have your thoughts been?

exprassion, posture, voice, tendency o weep
(persistent. moderate to severe deprassion)

4 | VIRTUALLY ONLY those feeling states reported
in sponianecus verbal and non-verbal
communication (persisfent, very severs
depression, with extreme hopelessness ar

fearfulness)

Since this time yesterday, how often have you felt
{OWN EQUIVALENT FOR DEFRESSEDNMOCD)?
For how much of the time?

Have you been crying at all? How often?

INTERVIEWER: IF SCORED 1-4 ABOVE,
REVIEW DATE OF EUTHYMIC BASELINE:
How long have you been fesling this way (OWN
EQUINVALENT FOR DEPRESSED MOOD)?
(When was the last time you were feeling well,
that is, not depressed at all, for at least 2
months?)

22013, v 1.2 = 24 HR Varsion. Janet B.\W. Williams, PhD
Confidential and Progprietary
Page 2 of 8
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How have you been spending your time since
yesterday at this time (when not at work)?

Have you felt interested in daing (THOSE THINGS),
or do you feel you have to push yourself to do them?

How much less interested in these things have you
been, since this time yesterday, compared to when
you're not depressed? How hard to do you have to
push yourself to do them?

Have you stopped doing anything you used fo do?
{What about hobbies?) IF YES: Why?

About how many hours a day have you spent doing
things that interast you, since this time yesterday?

Is there anything you look forward to?

IF ' WORKING (IN OR QUT OF THE HOME): Since
this time yesterday, have you been able fo get as
much {work} done as you usually do?

How much less productive or efficient are you
compared to before you were depressed?

2. WORK AND ACTIVITIES:

0 Mo difficulty

1 Thoughts and feelings of incapacity, fatigue
or weakness related to activities, work or
habbies {mild reduction in interest or
pleasure; no clear impairment in functioning)

2 Loss of interest in activity, hobbies or work -
by direct report of the patient orindirectin
listlessness, indecision andwacillation (feels
he has to push saif to wark or activities) (clear
reduction in interest, pleasure orfunctioning)

3 Decrease inactual time spent in activities or
decrease in productivity. In hosp., pt. spends
less than 3 hrs /day in activities (hospital job
or hobbies) exclusive of ward chores
{profound reduction in interest, pleasure, or
functioning)

4 | Stopped working because of present iliness.
In hospital, no activities except ward chores,
ar fails to perform ward chores unassisted
{unatle o work or fulfil pnmary role because
of illness, and tolal loss of interest )

Now let's talk about your sleep. What were your usual hours of going to sleep and waking up, before

this began?

When have you fallen asleep and awakened since this time yesterday?

Have you had any trouble falling asleep at the
beginning of your sleep time, over the past 24
hours? (Right after vou went fo bed, how long did it
iake you fo fall asleep?)

Did you change the time at which you iried to get to
sleep, compared to before you became depressad?

3. INSOMNIA EARLY (INITIAL INSOMNIA):

0 | Nodifficulty falling asleep

1 Complains of occasional difficulty falling
asleep (ie., 30 minutes or mare, 2-3 nights)

2 Complaing of nightly difficulty falling asleep
(i.e., 30 minutes or more, 4 or mare nights)

@ 2012, v 1.2 = 24 HR Version. Janet B.W. Williams, FhD
Confidential and Proprietary
Fage 2 of 8
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Since this time yesterday, did you wake up in the
middle of your sleep time? IF YES: Did you get out

4. INSOMNIA MIDDLE:

of bed? What did you de? (Only go to the 0 Na diffic ulty
7
bathroom?) 1 | Complains of being restless and disturbed
. ] i - during the night {or occasional difficulty, i.e.,
‘When you got back in bed, were you able to fall right o
back aslesp? How long did it take you to fall back 2-5 nights, 30 minutes or more)
asleep? 2 “Waking during the night; any getting ouwt of
bed (except to void) (often, ie.. 4 or mare
Did you wake up mere than once during your slesp nights of difficulty, 30 minutes or more)
fime in the past 24 hours?
{IF YES: How long did it take for you to fall back to
sleep each time?)
Have you felt your sleeping has been resiless or
disturbed since this time yesierday?
What time did you wake up for the last time, since 5. INSOMMIA LATE (TERMINAL INSOMNIA):
this time yesterday?
) _ _ 0 No difficulty
Ilf EARLY. Is that '\'I.'Itl"l an .alarm clock, or l.‘.II.d you just 1 Waking in early hours of morming but goes
wake up yourself? What time do you usually wake up back to sleep (accasional, i e, 2-3 nights
{that is, when you feel well)? difficuity) T
2 Unable o fall aslesp again if gets out of bed
(often, ie.. 4 or more nights difficulty)

Sometimes, along with depression or anxiety,
people might lose interest in sex. Since this time
yesterday, how has your interest in sex been?
(I'm not asking about actual sexual activity, but about
your interest in sex.)

Has there been any change in your interest in sex
{from when you ware feeling OK)?

IF YES: How much less interest have you had in the
past 24 hours, compared to when you're not
depressed? {l= it a litlle less or 3 lot less?)

6. GENITAL SYMPTOMS (such as loss of libido,
mensirual disturbances):

0 Absent
1 Mild {somewhat less inferest than usual)
2 Severe (a3 /of less interest than usual)

How has your appetite been since this time
yesterday? (What about compared fo vour usual
appetite?)

IF LES&: How much less than usual?

Have you had to force yourself to eat?

Have other people had to urge you o eat? (Have you
skipped meals?)

7. SOMATIC SYMPTOMS GASTROINTESTINAL:

0 None

1 Loss of appetite but eating without
encouragement (appetite somewhat less
than usual)

2 Difficulty eating without urging (appetite
significantly less than vsual)

B 2013, v 1.2 = 24 HR Version. Janet 8.'W. Williams, PhD
Confidential and Progrietary
Page 4of 8
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Have you lost any weight since this (DEPRES SION)
began?

IF YES: Do you think you lost any weight in the [ast 24
hours? (Was it because of feeling depressed ar
down?) How much do you think you lost?

IF NOT SURE: Do you think your clothes are any
looser on you?

FOLLOW-UP: Have you gained back any of the weight
you've lost since this (DEPRESSION) began? IF YES:
How much?

8. LOSS OF WEIGHT

Rate by histary:

0 Mo weight loss

1 Probable weight loss due fo current
deprassion

2 Definite (accarding to patient) weight lass due
to depression

How has your energy been since this time
yesterday?

9. SOMATIC SYMPTOMS GENERAL:

] MNaone
:E LEWJ;EEEF(SYQ I;avgt 3;3u Tilt tired? (How much of 1 Heaviness in limbs, back, or head.
e time? How bad has it been?) Backaches, muscle aches. Loss of energy
) - and fatigability {somewhaf less energy than
Since this time yesterday, have you had any aches or ., iR
pains? (What about backaches or muscle aches?) ;S;:;}em;g'] égf;gﬂifﬁg;gss of energy or
{How much of the time? How bad has it been?) -
F Any clear-cut symptoms (persisfent,
Have you felt any heaviness in your limbs, back, or significant loss of energy or muscle
head? acheseaviness)
Since this time yesterday, have you been putting 10. FEELINGS OF GUILT:
yourself down, feeling you've done things wrong,
or let others down? 0 Absent
IF YES: What have your thoughts been? 1 Self-reproach; feels he has let peaple down
2 Ideas of guilt or rumination over past errors
Have you been feeling guilty about anything that or sinful deeds (feelings of guill, remaorse or
you've done or not done? shame)
IF YES. Whathave your thoughts been? 3 Presentiliness is a punishment; delusians
of guilt {(severe, pervasive feelings of guilf)
‘What about things that happened a long time ago? 4 Hears accusatery or denunciatory voices
andfor experiences threatening visual
Have you thought that you've brought (THIS hallucinations

DEPRESSION] an yourself in some way?

{Have you been hearing voices or seeing visions
since this time yesterday? IF YES: Tell me about
that.)

@ 2012, v 1.2 = 24 HR Version. Janet B.W. Williams, FhD
Confidential and Proprietary
Fage Sof 8
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Since this time yesterday, have you had thoughts
that life is not worth living?

What about thinking you'd be better off dead?

Have you had thoughts of hurting or Killing
yourself?

IF YES: What have you thought about? Have you
actually done anything to hurt yourse(f?

11. SUICIDE:
0 Absent
1 Feels Iife is not warth living
2 Wishes he wera dead or any thoughts of
possible death fo self
3 Suicidal ideas or gesiure
4 Attempts at suicide.

Have you been feeling anxious or tense since this
time yesterday?
IF YES: Is this more than is normal for you?

Have you been feeling irritable since this time
yesterday?

(IF YES): Can you give me some examples? How
bad has it been?

Have you been worrying a lot about hitle things, things
you don't ordinarily worry about?
IF YES: Like what, for example?

How about worrying about ig problems more than
you need to?

How much of the time has that happened since this
fime yesierday?

Has this causad you any problems or difficultias?
IF YES: Like what, for ezample?

12. ANXIETY PSYCHIC:

0 Mo difficulty

1 Subjective tension and irritability {mid

oeeasional)
2 Worrying about minor matters (modarate,
| causes some aistress)
3 Apprehensive attitude apparent in face or

speech (severe; significant impairment in
functioning due fo anxiefyl

4 Fears expressed without questioning
(symptoms incapacitating)

B 2013, v 1.2 = 24 HR Version. Janet 8.'W. Williams, PhD
Confidential and Progrietary
Page Gof 8
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Tell me if you've had any of the following physical
symptoms since this time yesterday. (READ LIST)

FOR EACH SX ACKNOWLEDGED AS PRESENT:
How much has (THE SX) been bethering you since
this time yesterday? [How bad has it goften? How
much of the time, or how often, have you had it? Did
{the symptom) interfere at all with your functioning or
your usual activities?]

NOTE: DO NOT RATE 8X8 THAT ARE CLEARLY
RELATED TC A DOCUMENTED PHYSICAL
CONDITION.

13. ANXIETY SOMATIC {physiclogic concomitants of

anxiety, such as

Gl - dry mouth, gas, indigestion, diarrhea,
stomach cramps, belching

CW - heart palpitations, headaches

Resp - hyperventilating, sighing

Urinary frequency

Sweating):

0 Mot pressnt

1 Mild {symptom(s) present only infrequently,
no impairment, minimal disfress)

2 Moderate (symptom(s) more persistent, ar
some inferferance with usual activities,
moderate distrezs)

3 Severe (significant impairment in
functioning)
4 Incapacitating

Since this time yesterday, how much have your
thoughts been focused on your physical health or
how your body is working (compared to your
normal thinking)? (Have you worried a lot about
being or becoming physically ill? Have you really
been preoccupied with this?)

Have you worried a lot that you have a specific
medical liness?

Do you complain much about how you feel physically?
Have you sesn a doctor about these problems since

this time yasterday?
IF YES: What did the doctor say?

14. HYPOCHONDRIASIS:

o Mot present

1 Self-absorption (bodily} (some inappropriate
worry about hissher health OR siightly
concerned despite reassurance)

2 Praoccupation with health (often has
excessive worres about hisfher heaith OR
definitely concerned has specific iliness
despite medical reassurance)

3 Frequent complaints, requests for help, efc.
(is certain there is & physical problem which
the doctors cannof confirm; exaggerated or
unrealistic concerns about body and

physical heaith)
4 Hypochondriacal delusions
RATING BASED ON OBSERVATION DURING 15. INSIGHT:

INTERVIEW

0 Acknowledges being deprassed and ill OR
not currently depressed

1 Acknowledges iliness but attributes cause
o bad food, overwork, virus, need for rest,
efc.

2 Denies being il at all

@ 2012, v 1.2 = 24 HR Version. Janet B.W. Williams, FhD
Confidential and Proprietary
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RATING BASED ON OBSERVATION DURING 16. AGITATION:
INTERVIEW
0 None
IF INTERVIEWING BY PHONE: 1 Figgetiness (slight agitation or mild
i )]
During this interview have you been fidgeting 2 lot of restiessness) :
moving around a lot in your chair? 2 Playing with hands, hair, etc. (maderate to
marked resfiessness or agitation)
Hawve you had trouble sitting still? 3 Moving about, can't sit still {cannof remain
seated)
Have you been shaking your legs or playing with your 4 Hand-wringing, nail biting, hair-pulling, Biting
hair or your hands? : o ' -
of lips {interview cannot be conducted,
severe agifation)

RATING BASED ON OBSERVATION DURING
INTERVIEW

IF INTERVIEWING BY PHOMNE:
During this inferview have you been moving slowly,

reacting slowly, or speaking maore slowly than usual
far you?

17. RETARDATION (slowness of thought and speech;
impaired ability o concentrate; decreased motor
activity):

0 Mormal speech and thought

1 Slight retardation at interview (mifd
psychomotor retardation)

2 Obvious retardation at interview (moderata;

some dificuity with interview, noticeable
pauvses and siowness of thought)

3 Interview difficult (severe psychomotar
retardation; very long pauses)
4 Complete stupor {extreme relardation;

interview barely possible)

TIME ENDED SIGH-D-17:

AM !/ PM ET/CT/PT

TOTAL HAM-D-17 SCORE:

B 2013, v 1.2 = 24 HR Version. Janet 8.'W. Williams, PhD
Confidential and Progrietary
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STRUCTURED INTERVIEW GUIDEFOR THE
HAMILTON DEPRESSION RATING SCALE =17 ITEM VERSION (SIGH-D-17)

Janet B.W. Williams, PhD

INTERVIEWER

The first question for each item should be asked exactly as written. Cfien this guestion will elicit
enough information about the severity and frequency of a symptom for you to raterthe item with
confidence. Follow-up guestions are provided for use when further exploration or additional ¢larification
of symptoms is necessary. The specified questions should be asked until you have enough information
to rate the item confidently. In some cases, you may also have to add your @wn follow-up questions to
obtain necessary information. You should ask for examples for any symptoms acknowledged as
present (e.g., "Can you give me an example of that?"). For some of the HAM-D items, you may find you
have already asked about some of the symptoms (for a previous tem). You do not need o repeat
gquestions about these symptoms unless you need additional information to rate their seveniy.

Time period. The interview questions indicate that the.ratings should be based on the subject's
condition in the past week.

Administration method. This version includes interview guestions to help the clinician rate
psychomotor agitation and psychomotor retardation, when the interview is administered by elephone.
Several research studies nave demonstrated that depression scale scores are equivalent whether the
scale is administered face-to-face, by telephone, ar by video {Williams JBW and Kobak KA
Development and Reliability of a Structured Interview Guide for the Monigomery-Asberg Deprassion
Rating Scale. BrJ Psychiatry 192 82-58, 2008; Kobak KA: A comparison of face-to-face and remote
administration of the Hamilten Depressicn Rating Scale via videcconferencing. J Telemed Telecare
10, 231-235, 2004).

Referent of "usual” or “normal” condition. In the HAM-D, most items are rated positive only if
they represent a change from usual functioning. For this reason, several of the interview
questions in tha HAM-D refer to the subject’s usual or normal funciioning. The referent should be
to the last ime they felt okay (i.e., not depressed or high and normal interest in things) for at least
two months. "When no clear euthymic baseline can be established, one should rate symptomatic
behavior as one sees it, even if it is not a change from the subject's usual dysphoric self.

This. instrument provides an interview guide for the Hamilton Depression Scale {Hamilion, Max A rsting scale for depression.
JiMeurgl Newresurg Psyehiat 23:56-51, 1850). The anchor point descriptions for all ifems except Helplessness, Hopelessness,
and Worthlessness, with very minor modifications, have been taken from the ECDEU Assessment Manual (Guy, William,
ECDELU Assessment Manual for Psychopharmacelogy, Revisad 1076, DHEW Publication Mo. (ADM) 78-2228). The loss of
waight item has bean simplifiad o 2liminate the section for ratings by ward staff. A relisbility study of the SIGH-D (interview
guide for the HAM-D alone) was published in the Archives of Genersl Psychiatry (1828:45:742-747). Additional designators
were added in parentheses to the anchor points by Kobak, Lipsitz and Williams to further standardize ratings.

For further information and permission to use or iranslaie the SIGH-D. contact Dr. Willams at jowwny@agmail.com.

2 Janst B.W. Williams, PhD Fage 1 of 8
Version 2012.1
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STRUCTURED INTERVIEW GUIDE FOR THE
HAMILTON DEPRESSION RATING SCALE — 17 ITEM VERSION (SIGH-D-17)

SUBJECT'S INITIALS: TIME BEGAN 31GH-D:

INTERVIEWER: DATE: i !

OWVERVIEW: I'd like to ask you some questions about the past week. How have you been feeling since

last (DAY OF WEEK)? IF QUTPATIENT: Have you been working? IF NOT: Why not?

What's your mood been like this past week
{compared to when you feel okay)?

Have you been feeling down or depressed?

IF YES: Can you describe what this fesling has been
like for you? How bad is the fesling?

Dioes the feeling lift at all if something good happens?
How are you feeling about the future?

IF UNKNOWN: Have you been feeling discouraged
or pessimistic?

IF YES: What have your thoughts been?

In the last week, how often hawe you felt (OWN
EQUIVALENT FOR DEFRESSED MOOCD)? On how
many days? For how long each day?

Have you been crying at all? How eften?

1. DEPRESSED MOOD (sadness, hopeless,
helpless, worthless):

0 | Absent
1 | Indicated only on questioning (occasional, mild
depression)

2 |.8pontaneously reported verbally {persistent, mild
fo moderate depression)

3 | Communicated non-veroally, i.e., facial
exprassion, posture, voice, tendency to weep
(persistent, moderate to severe deprassion)

4 | VIRTUALLY CONLY those feeling states reported
in sponianecus verbal and non-verbal
communication (persistent. very severa
depression, with extreme hopelesaness or
tearfulness)

IF SCORED 1-4 ABOVE, ASK: How long have
you been feeling this way (OWN EQUINVALENT
FOR DEPRESSED MOOD)?

© Janat B.W. Willisms, PhD
Wersion 2012.1
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How have you been spending your time this past
week (when not at work)?

Have you felt interested in doing (THOSE THINGS),
or do you feel you have to push yourself to do them?

How much less interaested in these things have you
been this past week compared to when you're not
depressed? How hard to do you have to push
yourself to do them?

Have you stopped doing anything you used fo do?
{What about hobbies?) IF YES: Why?

About how many hours a day do you spend doing
things that interast you?

Is there anything you look forward to?

IF WORKING (IN OR QUT OF THE HOME): Have
you been able to get as much (work) done as you
usually do?

How much less productive or efficient are you
compared to before you were depressed?

2. WORK AND ACTIVITIES:

0 Nao difficulty

1 Thoughts and feelings of incapacity, fatigue
or weakness related fo activities, work ar
hobbies (mild reduction in interest or
pieasure; no clear impairment in functioning)

2 Loss of interest in activity, hobbies or'work -
by direct report of the patient or indirect in
listlessness, indecision and vacillation (feels
he has to push self to work or aciivities) (clear
reduction in interest, pleasure or functioning)

3 Decrease in actual time spent inactivitiesor
decrease in productivity. In hosp., pt. spends
less than 3 hrs./day in activities (hospital job
ar hobbies) exclusive of ward chores
(profound reduction in interest, pleasure, or
functioning)

Stopped working because of present illness.
In hospital, no activities except ward chores,
or fails to perform ward chores unassisted
(unable to work or fulfil pimary role because
ofilness, and total loss of inferest )

this began?

Now let's talk about your sleep. What were your usual hours of going to sleep and waking up, before

When have you been falling asleep and waking up over the past week?

Have you had any trouble falling asleep at the
beginning of the night? (Right after vou go to bed,
how long has it been taking you fo fall asleep?)

How many nights this week have you had trouble
falling asleap?

Have you changed the time at which you try to get fo
sleep since you've been depressed?

3. INSOMNIA EARLY (INITIAL INSOMNIA):

0 Mo difficulty falling asleep

1 Complains of occasional difficulty falling
asleep (i e., 530 minutes or maors, 2-3 nights)

2 Complaing of nightly difficulty falling asleep
(i.e., 30 minutes or more, 4 or mare nights)

B Janat BW. Williams, PhD
Wersion 2012.1
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During the past week, have you been waking up in
the middle of the night? IF YES: Do you get out of
bed? What do you do? (Only go to the bathroom?)

When you get back in bed, are you able to fall right
back asleep? How long does it take you to fall back
asleep?

Do you wake up more than once during the night?
{IF YES: How long does it take for you to fall back to
sleep each time?)

Have you felt your sleeping has been resiless or
disturbed some nights?

How many nights this week have you had that kind of
frouble?

4. INSOMNIA MIDDLE:

0 Mo difficulty

1 Complaing of being resfless and disturbed
during the night {or occasional difficulty, e,
2-3 nights, 30 minutes or more)}

2 Waking during the night; any getting out of
bed (except to void) (offten, i.e.. 4 or maore
nights of difficulty, 30 minutes or morel

What time have you been waking up in the
morning for the last time, this past week?

IF EARLY: Is that with an alarm clock, or do you just
wake up yoursaelf? What time do you usually wake up
({that is, when you feel well)?

How many momings this past week have you
awakened early?

5. INSOMNIA LATE (TERMINAL INSOMNIA):

0 No difficulty

1 Waking in early hours of morning but goes
back to sleep {occasional, ie., 2-3 nights
difficuty)

2 Unakle to fall aslesp again if gets out of bed
foften, i.e., 4 or more nights difficuity)

Sometimes, along with depression or anxiety,
people might lose interest in sex. This week, how
has your interest in sex been? (I'm not asking
about actual sexual activity, but about your interest in
sai.)

Has there been any change in yourinterest in sex
{from when you were feeling OK)?

IF YES: How mughiless interest do you have
compared to when you're not depressed? (Is it a little
less or a lot less?)

6. GENITAL SYMPTOMS (such as loss of libido,
mensirual disturbances):

0 Absent

1 Mild {somewhat less interest than usual)

2 Severa (g Jof less interest than usual)

How has your appefite been this past week?
{(Whatabout compared to your usual appetite?)

IF LES&: How much less than usual?
Have you had to force yourself to eat?

Have other people had to urge you to eat? (Have you
skipped meals?)

7. SOMATIC SYMPTOMS GASTROINTESTINAL:

0 None

1 Loss of appetite but eating without
encouragement (appetite somewhat less
than usual)

2 Difficulty eating without urging (appsatite
significantly less than usual)

© Janat B.W. Willisms, PhD
Wersion 2012.1
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Have you lost any weight since this (DEPRES SION)
began?

IF YES: Did you lose any weight this last week? (Was
it because of feeling depressed or down?) How much
did you lose?

IF NOT SURE: Do you think your clothes are any
looser on you?

FOLLOW-UP: Have you gained any of the weight
back? IF YES: How much?

8. LOSS OF WEIGHT

Rate by history:

0 Mo weight loss

1 Probable weight loss due to current
deprassion
2 Definite (accarding to patient) weight 1055 due

o depression

How has your energy been this past week?

IF LOW ENERGY: Have you felt tired? (How much of
the time? How bad has it been?)

This week, have you had any aches or pains? (What
about backaches or muscle aches?)
{How much of the time? How bad has it been?)

Have you felt any heavinass in your limbs, back, or
head?

9. SOMATIC SYMPTOMS GENERAL:

0 Mone

1 Heaviness in'limbsygback, or head.
Backaches, muscle aches. Loss of energy
and fatigability {somewhat less energy than
usual, mild, infermittent loss of energy or
muscla achesheaviness)

2 Any clear-cut symptoms (persisfent,
significant loss of energy or muscle
aches/heaviness)

Have you been putting yourself down this past
week, feeling you've done things wrong, or let
others down?

IF YES: What have your thoughts baen?

Have you been feeling guilty about anything that
you've done or not done?

IF YES: What have your thoughts been?

What about things that. happened a long time ago?

Have you thought that you've brought (THIS
DEPRESSICN) on yourself in some way?

{Have youbeen hearing voices or seeing visions in
the last week? IF YES: Tell me about them.)

10. FEELINGS OF GUILT:

0 Absent

1 Self-reproach; feels he has let people down

2 Ideas of guilt or rumination over past errors
or sinful deeds (feelings of guilt, remaorse or
shame)

3 Present illness is a punishment,_delusions
of guilt {severe, pervasive feelings of guilt)

4 Hears accusatory or denunciatory vaices
andior experiences threatening visual
hallucinations

B Janat BW. Williams, PhD
Wersion 2012.1
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This past week, have you had thoughts that life is 11. SUICIDE:
not worth living?
0 Absent

_— .
What about thinking you'd be better off dead? 1 Feels Ifie is not warth living
Have you had thoughts of hurting or killing 2 Wishes he were dead or any thoughts of
yourself? possible death to self
IF YES: What have you thought about? Have you 3 Suicidal ideas or gesture
aciually done anything to huri yourself? 4 Attempts at suicide
Have you been feeling anxious or tense this past 12. ANXIETY PSYCHIC:

week?

IF YES: Is this more than is normal for you? 0 Mo difficulty

1 Subjective tension and irritability (miid
Have you been feeling irritable this past week? :::ccasr.onaj,l -
(IF YES): Can you give me some example? How 2 Worrying about minor matters (moderate,
bad has it been? Causes some distress)

3 Apprenensive attitude apparent in face or

Have you been worrying a lot about hitle things, things
you don't ordinarily worry about?
IF YES: Like what, for example?

How about worrying about big problems more than
you need to?

How much of the time has that happened this waek?

Has this caused you any problems or difficulties?
IF YES: Like what, for example?

speech (severs; significant impairment in
functioning due fo anxiefy}

Fears expressed without guestioning
{symptoms incapacitating)

© Janat B.W. Willisms, PhD
Wersion 2012.1
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Tell me if you've had any of the following physical
symptoms in the past week. (READ LIST)

FOR EACH SX ACKNOWLEDGED AS PRESENT:
How much has (THE SX) been bothering you this
past weak? [How bad has it gotten? How much of
the time, or how often, have you had it? Did (the
symptom) interfere at all with your functioning or your
usual activities?]

NOTE: DO NOT RATE 8X8 THAT ARE CLEARLY
RELATED TC A DOCUMENTED PHYSICAL
CONDITION.

13. ANXIETY SOMATIC {physiclogic concomitants of

anxiety, such as

Gl - dry mouth, gas, indigestion, diarrhea,
stomach cramps, belching

CW - heart palpitations, headaches

Resp - hyperventilating, sighing

Urinary frequency

Sweating):

0 Mot pressnt

1 Mild {symptom(s) present eniy infrequently,
no impairment, minimal disfress)

2 Moderate (symptom(s) more persistent, ar
some inferferance with usual activilies,
moderate distress)

3 Severe (significant impairment in
functioning)
4 Incapacitating

In the last week, how much have your thoughts
been focused on your physical health or how your
body is working (compared to your normal
thinking)? (Have you worried a lot about being or
becoming physically ill? Have you really been
preoccupied with this?)

Have you worried a lot that you have a specific
medical liness?

Do you complain much about how you feel physically?

Have you sesn a doctor about these problems?
IF YES: What did the'doctor say?

14, HYPOCHONDRIASIS:

0 Mot present

1 Self-absorption (bodily} (some inappropriate
worry about hissher health OR siightly
concermed despife reassurance}

2 Praoccupation with health (often has
excessive worres about hisfher heaith OR
definitely concerned has specific iliness
despite medical reassurance)

3 Frequent complaints, requests for help, efc.
(is certain there is & physical problem which
the doctors cannof confirm; exaggerated or
unrealistic concerns about body and

physical heaith)
4 Hypochondriacal delusions
RATING BASED ON OBSERVATION DURING 15. INSIGHT:
INTERVIEW
0 Acknowledges being deprassed and ill OR
not currently depressed
1 Acknowledges iliness but attributes cause
o bad food, overwork, virus, need for rest,
efc.
2 Denies being il at all

2 Janat BW. Willizms, PhD
Wersion 2012.1
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RATING BASED ON OBSERVATION DURING 16. AGITATION:
INTERVIEW
0 None
IF INTERVIEWING BY PHONE: 1 Figgetiness (slight agitation or mild
i )]
During this interview have you been fidgeting 2 lat of restiessness) :
moving around a lot in your chair? 2 Flaying with hands, hair, etc_ (moderale to
marked resfiessness or agitation)
Hawve you had trouble sitting still? 3 Moving about, can't sit still {cannof remain
) ) ) seated)
':Ia_ve you behen Zhik'”g your Iegs or playing with your 4 Hand-wringing, nail biting, hair-pulling, biting
Alr oryour hancs: of lips (interview cannot be conducted;
severe agifation)

RATING BASED ON OBSERVATION DURING
INTERVIEW

IF INTERVIEWING BY PHOMNE:
During this inferview have you been moving slowly,

reacting slowly, or speaking maore slowly than usual
far you?

17. RETARDATION (slowness of thought and speech;
impaired ability o concentrate; decreased motor
activity):

0 Mormal speech and thought

1 Slight retardation at interview (mifd
psychomotor retardation)

2 Obvious retardation at interview (moderata;

some dificuity with interview, noticeable
pauses and siowness of thought)

3 Interview difficult (severe psychomator
retardation; very long pauses)
4 Complete stupor {extreme relardation;

interview barely possible)

TIME ENDED SIGH-D17:

AM !/ PM ET/CT/PT

TOTAL HAM-D-17 SCORE:

© Janat B.W. Willisms, PhD
Wersion 2012.1
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Appendix 2.  MONTGOMERY-ASBERG DEPRESSION RATING
SCALE (MADRS)

SIGMA 2011, v. 1.2 — 24 hr. version

STRUCTURED INTERVIEW GUIDE FOR THE
MONTGOMERY AND ASBERG DEPRESSION RATING SCALE (SIGMA) - 24 HR
TWENTY-FOUR HOUR ASSESSMENT VERSION

Janet B.W. Williams, Ph.D. and Kenneth A Kobak, Ph.D.

INTERVIEWING GUIDELINES: The guestions in bold for each item should be asked exactly as written unless
the information has been previously obtained, 1n which case 1t 13 appropriate to restate the information for
confirmation. Follow-up questions are provided for use when further exploration or additional clanification of
symptoms is necessary. The specified questions should be asked until vou have enough information to rate the
item confidently. In some cases, vou may also have to add your own follow-up questions ta obtain necessary
information. Note that questions in parentheses are optional, for use, for example. 1f information 15 unknown.
Statements in ALT CAPITALS are interviewer mstructions and should not be read to the subject.

RATING GUIDELINES: Ratings should be based on the subject's condition as observed over the past 24 hours.
As specified in the item descriptions, three of the items, Reduced Sleep, Reduced Appetite, and Inability to
Feel, are rated as present only when they reflect a change from beforethe depression began (EUTHYMIC
BASELINE). In most cases, this version will be used after the original Past Week version of the scale, during
which a euthymic baseline (the most recent 2-month period of non-depressed functioning) was established. The
iterviewer for this 24-hour version should vse this euthymic baseline as a reference point for the Reduced
Sleep, Reduced Appetite, and Inability to Feel ttems. When a clear euthymic baseline has not been established
because of chronic depressive symptoms, these three items should be rated as observed over the past 24 hours
instead of as compared to a previous titme point.

This mterview guide 1s based on the Montgomery-Asberg Depression Rating Secale (MADRS) (Montgomery
SA, Asberg M: A new depression scale designed to be sensitive to change. Br J Prvchiany ; 1979 134: 382-
9). The scale itself has been retained in 1ts original form, except for reversing the order of the first two

tems. This guide adds interview questions to aid in the assessment and application of the MADRS. Previous
versions of this cuide appeared 1 1988, 1592 1996, 2005 and 2008. This version of the SIGMA has been
designed for assessments that capture a 24-hour time frame. A 4-hour version and a Since Last Evaluation
version have also been designed for studies needing to capture assessments over those time periods.

©2008, 2011 The Rovyal College of Psychiatrists. The SIGMA may be copied by individual researchers or
clinicians for their own use without seeking permission from the publishers. The scale must be copied in full
and all copies must acknowledge the following source: Williams JBW, Kobak KA. Development and reliability
of a structured interview guide for the Montgomery-Asberg Depression Rating Scale (SIGMA). Br J
Psychiany 2008;192:52-58. Brianne Brown, PsyD, contributed to this revision. Written permission must be
obtained from the Roval College of Psychiatrists for copying, distribution to others, for replication {in print,
online or by any other medium), and translations. Scientific correspondence should be addressed to Dr. Janet
Williams at jowwnv(@gmail.com. To inform an ongoing survey, researchers and clinicians are asked to notify
Dr. Williams of their intention to use the SIGMA.
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SIGMA 2011, v. 1.2 — 24 hr. version

STRUCTURED INTERVIEW GUIDE FOR THE
MONTGOMERY AND ASBERG DEPRESSION RATING SCALE (SIGMA) - 24 HR
TWENTY-FOUR HOUR ASSESSMENT VERSION

PT'S INITIALS: PT'S 1D:

INTERVIEWER:

TIME BEGAN SIGMA: AM [ PM

OVERVIEW:

I"d like to ask you some questions about the past 24 hours. How have you been feeling since this time yesterday?
IF OUTPATIENT: Have vou been working? (What kind of work do you do? Have vou been zble to work vour normal hoursT)

IF NOT WORKING OR WORKING LESS, CLARIFY WHY.

Since this time vesterday, have you been feeling sad or
unhappy? (Depressed =t all?) IF YES: Can you describe
what thiz has been like for you? (IF UNENOWN: How
bad has that besn?)

IF DEPRESSED: Does the feeling hit at all if something
good happens? How much dees vour mood lift? Does the
feeling ever go away completely? (How often have you
had lifts in vour mood since thiz time vesterday? What
things have made you feel betterT)

How often did vou feel (depressed OWMN EQUIVALENT)
since this time yesterday? (IF UNKENOWN: Howmuch of
the time have you felt that way since this time vegterday?)

Since this time vesterday, how have you been feeling
about the future? (Have vou been discouraged or
pessimistic?) What have vour thoughts been? How
(discouraged or pessimistic) have you been? How often
have you felt that way since this time vesterday? Do vou
think things will ever get better for vou?

INTERVIEWER: REVIEW DATE OF EUTHYMIC
BASELINE (When was the last time vou were well, not
depressed zt zll, for at lezst 2 monthsT)

1. REPORTED SADNESS. Eepresenting reports of depressed
moaod, regardless af whether it 1z reflected mn appearznee or not.
Includes low spirits, despendency or the feeling of being beyond
help and without hope. Fate according to intensity, duration, and
the extentto which the mood is reported to be influenced by
events.

0 - Occasional sadness in keeping with the circumstances.

2 - Sad or low but brightens up without difficulty.

e

4 - Pervasive feelings of sadness or glocminess. The mood iz stll
influenced by external circumstances.

5—
6 — Continuous or unvarying sadness, misery, or despondency.

©2011, v.1.2 — 24 br. verzien. The Roval College of Pavehiatrists

Confidential and Proprietary
Page 2 of 6
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SIGMA 2011, v. 1.2 — 24 hr. version

RATING BASED ON OBSERVATION DURING
INTERVIEW AND THE FOLLOWING QUESTIONS,

Since this time vesterday, do you think you have looked
sad or depressed to other people? Did anyone sav you
looked sad or down?

Haow about when you've looked in the mirror - did you
look gloomy or depressed?

IF YES: How sad or depressed do you think vou have
locked? How much of the time since this time vesterday do
vou think you have looked depressed or down?

Has it been hard for you to laugh or smile since this
time vesterday?

1. APPARENT SADNESS. Representing despondency, gloom
and despair. (More than just crdinary transient low spirits)
reflacted in speech, facial expressions, and posture. Rate by depth
and inability to brighten up.

0 —No sadness

1-

2 - Looks dispirited but does brighten up without difficulty.

- Appears sad and unhappy most of the time.

[ S

Looks miserable all the time. Extremely despondent.

Have you felt tense or edgy over the past 24 hours, since
vesterday at this time? Have you felt anxious or
nervous?

IF YES: Can vou describe what that has been like for you?
How bad has it been?

‘What about feeling fearful that something bad is about
to happen?

How much of the time have vou felt (anxious tense/OWN
EQUIVALENT) since this time vesterday? |

Have you felt panicky since this time yesterday?

IF YES: Can vou describe this feeling? How often have
vou felt this way since yesterday at this time?

IF YES TO ANY TENSION 3SYMPTOM: Howhard has it
been to control these feelings? (What has it taken to help
vou feel calmer? Has anything worked to calm you down?)

3. INNER TENSION. Eepresenting feelings of ill-defined
discomfort, edginess, inner turmoil, mental tension mounting to
erther panic, dread, or angmsh. Rate according to intensity,
frequency, duration and the extent of reassurance called for.

-Placid. Qnly flesting mner tenzion.

- Occasional feelings of edginess and 1ll-defined discomfort.

0
1
2
4 & Continwous feelings of inner tension or intermittent panic

which the patient can only master with some difficulty.

5
6 = Unrelenting dread or angumish. Overwhelming panic.

How has your sleeping been in the past 24 hours? (How
many hours did you sleep, compared to usual?)

Did you have trouble falling asleep since this time
vesterday? (How long did it take you to fall azleep in the
past 24bours? How does that compare to vour usual
pattern’)

In the past 24 hours were vou able to stay asleep
through the might? (Did vou wake up at all in the middle
of the night? How long did 1t take you to fall back to sleep?
How does that compare to EUTHYMIC BASELINET)

In the past 24 hours did you awaken earlier than
(EUTHYMIC BASELINE)?

IF UNENOWN: Has your sleeping been restless or
disturbed since this time vesterday?

©2011, v.1.2 - 24 br. verzien. The Foyal College of Paychiatrists
Confidential and Proprietary
Page 3 of 6

4. REDUCED SLEEP. F.eprezenting the experience of reducad
duration or depth of sleep compared to the subject’s own normal
pattern when well.

0 - Sleeps as usual.

1-

2 - Blight diffieulty dropping off to sleep or slightly reduced, light,
or fitful slesp.

taa

4 — Sleep reduced or broken by at least 2 hours.
5

6 — Less than 2 or 3 hours slesp.
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How has your appetite been since this time yesterday?
(What zbout compared to your uzsual appetiteT)

IF NOT REDUCED: Have vou been less interested in food
compared to (EUTHYMIC BASELINE)? (How much
lezsT)

Duoes food taste as good as usual (compared to
EUTHYMIC BASELINE)? IF LESS: How much lesz?
Does it have any taste at all?

(Have vou had to push vourself to eat or have other people
had to urge you to eat over the past 24 hours?)

Sage Therapeutics
CONFIDENTIAL

SIGMA 2011, v. 1.2 — 24 hr. version

5. REDUCED APPETITE. Representing the feeling of 2 loss of .
appetite compared with when well. Rate by loss of desire for food
or the need to force oneself to eat.

0 - Normal or increased appetite.
1-

b

2-

Slightly reduced appetite.

— Mo appetite. Food is tasteless.

[ ]

— Needs persuazion to eat at all.

Have you had trouble concentrating or collecting vour
thoughts since this time vesterday? (How about at home
or at work?) IF YES: Can vou give me zome examples?
(Have vou been able to concentrate on reading a book or on
the computer? Do vou need to read things over and over
again? Are vou able to follow movies or television?)

How often has that happened since this time yesterday?
Has this caused any problems for vou?

Have you had any trouble following a conversation? (IF
YES: How bad has that been? How often has that
happened since this time vesterdayT)

NOTE: ALSO CONSIDER BEHAVIOR DURING
INTERVIEW.

6. CONCENTRATION DIFFICULTIES. Representing
difficulties in collecting one’s thoughts mounting to incapacitating
lzck of concentration. Rate according to intensity, frequency, and
degree of incapacity produced.

- No difficulties in concentration.

- Occasional diffieulties in collecting one’s thoughts.

=]

— Difficulties n concentrating and sustaming thought which
reduces ability to read or hold a conversation.

54
6 = Unable to read or converse without great difficulty.

| Have you had any trouble getting started at things since
this time yesterday? IF YES: What things? How bad has
that been?

Have you had difficulty getting started af simple routine
everyday things (like getting dressed, brushing your teeth,
showering)?

Since this fime vegterday, Bave vou been OK once you get
started &t things or has it still been more of an effort to get
something done?

Hagz there beenanything that vou needed to de in the past
24 hours that vou were unzble to do? Have vou needed
help to do things? IF YES: What things? How often?

Have you done everyday things more slowly than usual
since this time yesterday? IF YES: Like what, for
example? How bad has that been?

| 7. LASSITUDE. Representing a difficulty getting started, or

slowness imtiating and performing everyday activities.

0 - Hardly any difficulty in getting started. No sluggishness.

- Difficulties in starting activities.

— Difficulties in simple routine activities, which are camed out
with effort.

]
2
3
1

5—
6 — Complete lassitude. Unable to do anyvthing without help.

©2011, v.1.2 — 24 br. verzien. The Roval College of Pavehiatrists
Confidential and Proprietary
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Over the last 24 hours, have you been less interested in
things around vou, or in activities vou used to enjoy,
compared to (EUTHYMIC BASELINE)? IF YES: What
thingz? How much less interested are vou in (those things),
compared to (EUTHYMIC BASELINE)?

‘What things have vou enjoyed over the past 24 hours?
How much did vou enjoy them?

Has there been any change in your ability to feel
emotions since (EUTHYMIC BASELINE)? (Do vou
fzel things less intenzely than you used to, things like
anger, grief, pleasure?) IF YES: Can you tell me more
about that? (IF UNENOWN: Are vou able to feel any
emotions at all?)

Have your feelings towards family and friends changed
at all since (EUTHYMIC BASELINE)? IF YES: Do
vou fieel lezs towards them than you used to (AT
EUTHYMIC BASELINE)?

8. INABILITY TO FEEL. Representing the subjective
experience of reduced interest in the surroundings, or activities
that normally give pleasure. The ability to react with adequate
emotion to ciTcumstances or people is reduced.

- Normal mterest in the surroundings and in other pecple.

- Reduced ability to enjoy usual interests.

e e bl

— Loss of interest in the surroundings. Loss of feelings for
friends and acquaintances.
5

6 — The experience of being emotionally paralvzed, mability to
feel anger, grief or pleasure, and 2 complete or even painful
failure to feel for close relatives and friends.

| Have you been putting yourself down, or feeling that
you're a failure in some way, since this time yesterday?
{Have vou been blaming vourself for things that yvou've
dene, or not done?) IF YES: What have vour thoughts
been? How often have vou felt that way? |

Since this time vesterday have you been feeling guilty
about anything? What about feeling as if vou have dome
something bad or sinful? IF YES: What have your
thoughts been? How often have vou felt that way over the
past 24 hours?

ALSQO CONSIDER. FESPONSES TO QUESTIONS
ABOUT PESSIMISM FE.OM ITEM.

[ 6. PESSIMISTIC THOUGHTS. Represeating thoughts of

guilt;inferionty, self-reproach, sinfulness, remorse, and run.

0 = No pessimistic thoughts.
1-
2 - Fluctuating ideas of failure, self-reproach, or self-depreciation.

4 — Perziztent zelf-accusations, or definite but still rationzl ideas of
guilt or sin. Increasingly pessimistic about the firture.

e

5
6 — Delusions of nun, remorse, or unredesmable sin. Self-
accusations which are sbsurd and unshakeable.

©2011, v.1.2 - 24 br. verzien. The Foyal College of Paychiatrists
Confidential and Proprietary
Page 5 of 6
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Since this time vesterday, have you felt like life isn’t 10, SUICIDAL THOUGHTS. Fepresenting the feeling that hife
worth living? (IF NO: What about feeling as 1if vou're tired iz not worth hiving, that a natural death would be welcome,

of living?) suicidal thoughts, and preparation for swcide. Swicidal attempts
IF YE&: Tell me about that. Hew often have you felt that should not in themselves influence this rating.

way since this time vesterday?
0 - Enjoys life or takes it as it comes.

-

Since this time vesterday, have you thought that vou
would be better off dead? IF YES: Tell me about that. 2 - Weary of life. Only fleeting swicidal thoughts.

How often have vou felt that way since this time vesterday? 3

4 - Probably better off dead. Suicidal thoughts are commeon, and

Have you had thoughts of hurting or even killing zmicide 13 considered as a possible solution, but without
vourself since this time vesterday? IF YES: What have zpecific plans or intention.

vou thought about? How often have you had theze 53—

thoughts since this time yesterday? How long have they 6 — Explicit plans for suicide when there isan opportunity. Active
lasted? Have you actually made plans? IF YES: What are preparations for suicide.

these plans? Have you made any preparations to carry out
these plans? (Have vou told anvone about it?)

TIME ENDED SIGMA: AMPAM

TOTAL MADRS SCALE SCORE:

©2011, v.1.2 — 24 br. verzien. The Roval College of Pavehiatrists
Confidential and Proprietary
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SIGMA 2011, v 1.2

STRUCTURED INTERVIEW GUIDE FOR THE
MONTGOMERY AND ASBERG DEPRESSION RATING SCALE (SIGMA)

Janet B.W. Williams, Ph.D. and Kenneth A Kobak, Ph.D.

INTERVIEWING GUIDELINES: The guestions in bold for each item should be asked exactly as written unless
the information has been previously obtained, 1n which case 1t 1s appropriate to restate the information for
confirmation. Follow-up questions are provided for use when further exploration or additional clanification of
symptoms is necessary. The specified questions should be asked until vou have enough information to rate the
item confidently. In some cases, you may also have to add vour own follow-up questions to obtain necessary
information. Note that questions in parentheses are optional, for use, for example, 1f information 15 unknown
Statemnents in ALL CAPITALS are interviewer mstructions and should not be read to the subject.

RATING GUIDELINES: Ratings should be based on the subject's condition as observed in the past week [past
7 days). As specified in the item descriptions, three of the items, Reduced Sleep, Reduced Appetite, and
Inability to Feel, are rated as present only when they reflect a change from before the depression began
(EUTHYMIC BASELINE). The mterviewer should attempt to identify the most recent 2-month period of non-
depressed functiomng and use this as a reference point. In some cases, such as when the subject has dysthymia,
the referent should be to the last time the subject felt alright (1.e., not depressed or high) for at least a few
weeks. When a clear euthymic baseline cannot be established because of chronic depressive symptoms, these
items should be rated as observed over the past 7 days instead of comparing to a previous time point.

This nterview guide 1s based on the Montgomery-Asberg Depression Rating Scale (MADRS) (Montgomery
SA, Ashberg M: A new depression scale designed to be sensitive to change. Br J Psychiatry ; 1979 134: 382-9).
The scale 1tself has been retained 1n 1ts original form, except for reversing the order of the first two ttems. This
guide adds interview questions to aid in the assessment and application of the MADRS. Previous versions of
this guide appeared in 1988, 1992, 1996, 2005 and 2008.

22008, 2011v1.2 The Roval College of Psychiatrists. The scale must be copied in full and all copies must
acknowledge the following source: Williams JBW, Kobak KA Development and reliability of a structured
interview guide for the Montgomery-Asberg Depression Rating Scale (SIGMA). Br J Pgychiafry 2008; 192:
52-58. Brianne Brown, PsyD, contributed to this revision. Written permission must be obtained from the Roval
College of Peychiatrists for copying, distribution to others, for replication (in print, online or by any other
medium), and translations. Scientific comrespondence should be addressed to Dr. Janet Williams at
jbwi(@columbia edu. To inform an ongoing survey, researchers and clinicians are asked to notify Dr. Williams
of thetr intention to use the SIGMA.
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SIGMA 2011, v. 1.2

STRUCTURED INTERVIEW GUIDE FOR THE
MONTGOMERY AND ASBERG DEPRESSION RATING SCALE (SIGMA)

PT*S INITIALS: PT'S 1D: TIME BEGAN SIGMA: AM [ PM

INTERVIEWER: DATE:

OVERVIEW:

I"d like to ask you some questions about the past week. How have you been feeling since last (DAY OF WEEK)?

IF OUTPATIENT: Have vou been working? (What kind of work do you do? Have vou been able to work your normal hours?) IF
NOT WORKING OF. WORKING LESS, CLARIFY WHY.

In the past week, have you been feeling sad or
unhappy? (Depressed at all?) IF YES: Can vou describe
what this has been like for you? (IF UNENOWN: How
bad has that been?)

IF DEPRESSED: Does the feeling hift at all if something

1. REPORTED SADNESS. Fepresenting reports of depressed
mood, regardless of whether 1t 13 reflected m appearance or not.
Includes low spirits, dezpendency or the feeling of being beyond

| help and without hope. Rate according to intensity, duration, and
the extent to which the mood 12 reported to be influenced by
events.

n

geod happens? How much dees vour mood lift? Does the
feeling ever go away completely? (How often have you
had lifts in vour mood this week? What things have made
vou feel better?)

0 - Oeccazional sadness in keeping with the circumstances.
-

4 - Pervasive feelings of sadness or gloominess. The mood is still
| mfluenced by external circumstances.

How often did vou feel (depressed OWN EQUIVALENT) 5—

thiz past week? (IF UNENOWN: How many davs this | 6§ — Continuous or unvarying sadness, mizery, or dezpondency.
week did you feel that way? How much of each day?)

In the past week, how have you been feeling about the
future? (Have vou been discouraged or pessimistic)
What have your thoughts been? How (discouraged or
pessimistic) have you been? How often have you felt that
way? Do vou think things wall ever get better for yvou?

ESTABLISH EUTHYMIC BASELINE: When was the
last time you were well, not depressed at zll, for at least 2
months?
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[RATING BASED ON OBSERVATION DURING
INTERVIEW AND THE FOLLOWING QUESTIONS,

In the past week, do vou think you have looked sad or
depressed to other people? Did anyone say vou looked
zad or down?

How about when you've looked in the mirror; did you
look gloomy or depressed?

IF YES: How sad or deprezsed do vou think vou have
locked? How much of the time over the past week do you
think you have looked depreszed or down?

Has it been hard for you to laugh or smile in the past
week?

["Have you felt tense or edgy in the last week? Have you
felt anxious or nervous?

IF YES: Can vou describe what that bas been like for you?
How bad has it been?

‘What about feeling fearful that something bad is about
to happen?

How much of the time have vou felt (anxious tenze/OWN
EQUIVALENT) over the past week?

Have you felt panicky in the past week? IF YES: Can
vou describe this feeling? How often have you felt this
way?

IF YES TO ANY TENSION SYMPTOM: How hard has it
been to control these feelings? (What has it taken to help
vou fizel calmer? Has anvthing worked to calm vou down?)

1. APPARENT SADNESS. Representing despondency, gloom
and despair. (hMore than just ordinary transient low spirits)
reflected in speech, facial expressions, and posture. Rate by depth
and inability to brighten up.

0 —No sadness
1-
2 - Looks dispirited but does brighten up without difficulty.

4 - Appears sad and unhappy most of the time.

6 — Looks mizerable all the time. Extremely despondent.

3. INNER TENSION. Fepresenting feelings of ill-defined
dizcomfort, edgimess, inner turmoil, mental tension mounting to
erther panic, dread, or angwish. Fate according to intensity,
frequency, duration and the extent of reazsurance called for.

0 - Placid. Only fleeting mner tenzion.
1-
2 - Occasional feelings of edpines: and ill-defined discomfort.

4 — Continuous feelings of inner tension or intermittent panic
which the patient can only master with some difficulty.

5
6 — Unrelenting dread or anguish. Overwhelming panic.

How has vour sleeping been in the last week? (How
many hours have vou been sleeping, compared to
usual?)

Have you had trouble falling asleep? (How long has it
been tzking you to fall asleep thiz past week? How many
nights?)

Have you heen able to stay asleep through the night?
(Have vou been waking up at all in the middle of the mght?

How long does it take you to fall back to sleep? How many

nights?)

Have there been any mornings this past week when you
have awakened earlier than (EUTHYMIC
BASELINE)?

IF UNENOWN: Has your sleeping been restless or
disturbed?

4. REDUCED SLEEP. Feprezenting the experience of reduced

duration or depth of sleep compared to the subject’s own normal
pattern when well.

0 - Sleeps as usual.

; : Slight difficulty dropping off to sleep or slightly reduced,
) light, or fitful sleep.

i : Sleep reduced or broken by at least 2 hours.
5o

é Less than 2 or 3 hours sleep.

© 2011, v.1.2, The Foval College of Psychiatrists
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| How has vour appetite been this past week? (What zhout
compared to vour usual appetite?)

IF NOT REDUCED: Hawe vou been less interested in
food? (How much leze?)

Does food taste as good as wsual? IF LESS: How much
less? Does it have any taste at all?

(Hzve vou had to push yourzelf to eat or have other people
had to urge vou to ezt?)

Have you had trouble concentrating or collecting your
thoughts in the past week? (How zbout at home or at
work?) IF YES: Can you give me some examples? (Have
vou been zble to concentrate on reading a bock or on the
computer? Do vou need to read things over and over
zggamn? Are you zble to follow movies or televizion?)

Hew often has that happened in the past week? Has this
caused any problems for vou?

Have you had any trouble following a conversation?
(IF YE%: How bad has that been? How ofien has that
happened this past weekT)

NOTE: ALSO CONSIDER BEHAVIOR DURING
INTERVIEW.

Sage Therapeutics
CONFIDENTIAL

) SIGMA 2011, +v. 1.2
5. REDUCED APPETITE. Representing the fzeling of 2 loss of
appetite compared with when well. Rate by loss of desire for foed
or the need to force oneself to eat.

0 - Normal or increaszed appetite.
1-
2 - Slightly reduced appetite.

—No appetite. Food is tasteless.

[
|

Needs persuasion to eat at zll.

['6. CONCENTRATION DIFFICULTIES. Representing
difficulties in collecting one’s thoughts mounting to incapacitating
lack of concentration. Rate according to intensity, frequency, and
degree of incapacity produced.

- Ne difficulties in concentration.

- Oceasional dilliculties in collecting one’s thoughts,

~ Difficulties in concentrating and sustaiing thought which
reduces ability to read or hold a conversation.

0
1
2
4

5—
6 — Unable to read or converse without great difficultv.

Have you had any trouble getting started at things in the
past week? IF YES: What things? How bad has that been?
Hawe vou had difficulty getting started at simple routine
everyday things (like getting dressed, brushing your testh,
showering)?

Are vou OK once you get started at things or 15 1t still more
of an effort to get something done?

Has there been anything that vou needed to do that vou
were unable to do? Have you needed help to do things? IF
YES: What things? How often?

Have you done everyday things more slowly than usual? IF
YES: Like what, for example? How bad has that been?

©2011, v.1.2, The Roval College of Psychiatrists
Confidential and Proprietary
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[ 7. LASSITUDE. Representing a difficulty getting started, or
slovwness initiating and performing everyday activities.

- Hardly any difficulty in getting started. No sluggizhness.

- Difficulties in starting activities.

e e bl

— Difficulties in simple routine activities, which are carmed out
with effort.

5o
6 — Complete lassitude. Unable to do anything without help.
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Have you been less interested in things around you, or
in activities you used to enjoy? IF YES: What things?
How much less interested in (those things) are vou now
compared to (EUTHYMIC BASELINE)?

What things have vou enjoyed this week? How much did
vou enjoy them?

Has there been any change in your ability to feel
emotions? (Do you feel things less intensely than you uzed
to, things like anger, grief, pleasure?) IF YES: Can vou tell
me more about that? (IF UNKNOWN: Are vou able to feel
any emotions at all?)

Have your feelings towards family and friends changed
at all? IF YES: Do you feel less towards them than you
nsed to?

8. INABILITY TO FEEL. Reprezenting the subjective
experience of reduced interest in the surroundings, or activities
that normally give pleasure. The ability to react with adequate
emotion to circumstances or people is reduced.

0 - MNommal mterest in the surroundings and in other people.

1-

2 - Feduced ability to enjoy uzual interests.

4 —Loss of interest in the surroundings. Loss of feelings for
friends and acquaintances.

& — The experience of being emationally paralvzed, mability to
feel anger, grief or pleasure, and 2 complete or even painful
failure to feel for close relatives and friends.

Have you been putting yourself down, or feeling that
vou're a failure in some way, over the past week? (Have
vou been blaming voursell for things that vou ve done, or
net dene?) IF TES: What have your thoughts been? How
often have vou felt that way?

In the past week have you been feeling guilty about
anvthing? What about feeling as if you have done
something bad or sinful? IF YES: What have your
thoughts been? How often have vou felt that way?

ALS0 CONSIDER. RESPONSES TO QUESTIONS
ABOUT PESSIMISM FROM ITEM 1.

9. PESSIMISTIC THOUGHTS. Eepresenting thoughts of guilt,
inferionity, self-reproach, sinfulness, remorse, and nun.

0 - Mo peszimistic thoughts.
| 4
|2- Fluctuating ideas of failure, self-reproach, or self-depreciation.
4 — Persistent zelf-accusations, or definite but still rational ideas of
guilt or sin. Increasingly pessimistic about the firture.

5 —
‘ 6 — Delusions of nun, remorse, or unredesmable sin. Self-
accusations which are zbzurd and unszhakeable.

. A

This past weelk, have you felt like life isn't worth livin a7
(IF NO: What about feeling as if vou're tired of living?)
IF YES: Tell me about that. How often have you felt that
way?

This week, have you thought that vou would be better
off dead? IF YES: Tell me about that. How often have
vou felt that way?

Have you had thoughts of hurting or even killing
vourself this past week? IF YE3: What heve vou thought
zbout? How often have you had theze thoughts? How long
have they lasted? Have vou actually made plans? IF YES:
What zre these plans? Have you made any preparations to
carry out these plans? (Have vou told anvone about it?)

10. SUICIDAL THOUGHTS. Fepresenting the fecling that hfe

iz not worth living, that 2 natural death would be welcome,
suicidal thoughts, and preparation for swcide. Swicidal attempts
should not in themselves influence this rating.

0 - Enjoys life or takes it as it comes.

-

2 - Weary of life. Only fleeting swicidal thoughts.

4 - Probably better off dead. Suicidal thoughts are common, and
zuicide 13 considered as a possible solution, but without
zpecific plans or intention.

5—
6 — Explicit plans for suicide when there is an opportunity. Active
preparations for suicide.

TIME ENDED SIGMA:

AM /PM

TOTAL MADRS SCALE SCORE:
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APPENDIX 3. HAMILTON ANXIETY RATING SCALE (HAM-A)

STRUCTURED INTERVIEW GUIDE FOR THE HAMILTON ANXIETY SCALE
(SIGH-A) - 24 HR
TWENTY-FOUR HOUR ASSESSMENT VERSION
Janet B.W. Williams, PhD

INTERVIEWER: The first gquestion for each item, in bold type, should be asked exactly as written. For each
symptom endorsed, use the additional probes at the top of each page to determine the frequency and severity
of the symptom, including how bad it's been, how much distress it has caused, and if the symptom has caused
any impairment. Follow-up questions are provided for use when further exploration or additional clarification of
symptoms is necessary. The specified questions should be asked until you have enough infoermation to rate
the item confidently. In some cases, you may also have to add your own follow-up guestions to obtain
necessary information. You should ask for examples for any symptoms acknowledged as present (e.g., “Can
you give me an example of that?"). For some of the HAM-A items, you may find vou have already asked
about some of the symptoms (for a previous item). You do not need to repeat questions about these
symptams unless you need additional information to rate their severity.

All of the items have the same anchor points. The following may be useful a3 a guide 1o rating item severity:
Score 0 If symptoms are absent, insignificant, or clearly
due to causes other than anxiety

Score 1 if symptom is infrequent, with no impairment and
no more than mild distress

Score 2 if symptom is more frequent, with moderate
distress or limited interference with usual activities

Score 3 If symptom s severe and persistent or results in
severe distress or marked impairment in functioning

ABSENT

MILD

MODERATE

SEVERE

VERY SEVERE Score 4 if symptom is incapacitating

For each symptom, ask:

« Tell me what that was like. Can you give me some examples?

« How bad has this been over the past week?

« How much has it bothared you? Has it caused you any problems?

s« How much of the time or how often have you had this over the past week?

NOTES:
Time period. . For this 24 hour version, the ratings should be based on the patient's condition over the
past 24 hours. Unlike the HAMD, change from usual self is not required for most items to be rated
positively on the HAMA. However, symptoms should not be rated positively if they are clearly due o a
cause unrelated to anxiety, e.q., respiratory symptoms due to pneumonia.

Panic attacks. I the patient has panic attacks, this could affect the ratings of many of the symptoms.
It is recommended that you consider the total amount of time during the past 24 hours that the panic
attack symptoms occurred, as well as their severity. For example, a patient who has several severe but
short-lived panic attacks during the past 24 hours, even if they otherwise do not have many anxiety
symptoms, would probably have a high total HAM-A score.

This instrument provides an interview guide for the Hamilton Anxisty Scale (Hamilion M: The assessment of anxiety siates by rating. B
32:20-55, 1850; Hamilton M: The diagnosis and rating of anxiety, In Studies of Anxiety, MH Lader, Ed.. Headley Bros., HKent, 1888). The ancher point
descripfions for the scale hava been taken from the ECDEU Assessment Manual (Guy, Willism, ECOEU Assessment Manus| for Psychopharmacology,
Revised 1873, DHEW Publication Mo. [ADM) 73-232], except that "sighing” and "dyspnea." which appear twice in that warsion, have bean tsken out of
tha item "cardiovascular sympioms,” and remain under “respirstory sympotoms."  Kenmath A Kobsk, PRl end Joshus D. Lipsitz, PhD contributed to
revisions of this interview guide.

For further information and permission to use or ranslate the SIGH-A, contact Dr. Williams at [bwemy@gmail.com.
2 5IGH-A 2013, v1.2 - 24 HR Version. Janet BW. Williams, PhD
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STRUCTURED INTERVIEW GUIDE FOR THE HAMILTON ANXIETY SCALE
(SIGH-A) - 24 HR
TWENTY-FOUR HOUR ASSESSMENT VERSION

PT'S INITIALS: PT'S ID: TIME BEGAN SIGH-A: AM | PM
ETICTIPT

INTERVIEWER: DATE: I !

OVERVIEW: I'd like to ask you some guestions about the past 24 hours. How have you besnfieeling since this time
yesterday? IF CUTPATIENT. Have you been warking? IF MOT: Why not?

Scare 0 if sympioms are absent. ingignificant, or

SUQQESTEG TG”DW_UD QUESTIOHS. ABSENT clearly due to causes other than anxiety

|« Tell me what that was like. Can you give - ) o
- MILD Symptom is infreguent, with no impairment and

me some examples s nc more than mild distress

« How bad .has this been since this time W S?mptom is more frequent, with moderate
yesterday? MODERATE.  distress or limited interference with usual

B B activities

« How much has it bothered you? Has it

caused you any problems?

Score 2 if symptom i severe and persistent or
SEVERE resulis in severs distress or marked impairment

| = How much of the time or how often have in functioning
you had this since this time yesterday?

VERY SEVERE Sympgtom iz incapacitating

Since this time yesterday, how much have you been 1. ANXIOUS MOOD
worrying? (What have you been worried about? How (worries, anticipation of the worst, fearful
hard has it been to stop worrying?) anticipation, irritability):

0- not presant

1- mild

(IF UNKNOWN): How much have you been afraid that

the worst is going to happen? 2 - moderate
3- severs

Have you been feeling nervous or anxious since this 4 - very severs

time yesterday?

Have you been feeling irritable since this time
yesterday?

IF SCORED 1-4 ABOVE, FOR CONTEXT, ASK: How long have you been feeling this way?

2 S5IGH-A 2013, v1.2 - 24 HR Version. Janet BV Wiliams, PRD
Confidential and Fropristary
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Score D if symptoms are absent
iI'ISilZ_lI"li'-IEfEIr'l. or clesrly due to causes other
« Tell me what that was like. Can you than anxisty

give me some examples?

Suggested follow up guestions: ABSENT

MILD Symptom ig infreguent, with no impairment

« How bad has this been since this time and ne more than mild distress

yesterday? Symptom is more freguent, with moderats
. i MODERATE  distress or limited interference with ususl
« How much has it bothered you? Has it activitios :
caused you any prcblemS? Scare 2 if symptom is severe and persistant
« How much of the time or how often SEVERE p[regults N Severs dl;tress or marked
C L impairment in funciicning
have you had this since this time
! 7
yesterday? VERY SEVERE Symptom is incapacitating
Since this time yesterday, how much have you felt 2. TENSION
tense, keyed up, or on edge? {feelings of tansion, fatigability, starle

response, moved to tears easily, trembling,
feelings of restlessness, inability to relax):

Have you gotten tired easily?
0 - not present

1- mild
How much have you been bothered by any of these
; . 2 - moderate
things:
+ being startled easily? 3- severe

) . 4 - very severs
« crying easily? ¥ Sev

« trembling?
s feeling restless?

+« notbeing able to relax?

Since this time yesterday, have you been.afraid of . . . 3. FEARS
{of dark, of strangers, of being left alone, of

+ the dark? animals, of traffic, of crowds):
« of strangers? 0 - not present

1- mild
« of being left alone?

2 - moderate
« of animals? 3- severe
« of traffic? 4 - very severe

« of crowds?

Have you had any cther spacific fears since this time
vesterday?

NOTE: INCLUDE ANY IRRATIONAL ANXIETY ABOUT

B SIGH-A 2012, v1.2 = 24 HR Version. Janat B.W. Wiliams, PhD
Confidential and Proprietary
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Scare D if symptoms are absant
ABSENT inzignificant, or clearly due to causes other
than anxisty

Suggested follow up questions:

+ Tell me what that was like. Canyou

give me some examples? MmiLp Symetomis infrequent, with no impaiment

« How bad has this been since this time and no more than mild distrsss

yesterday? Symptom is more freguent, with moderats
: _ MODERATE distress or limited interference with usual
« How much has it bothered you? Has it activitios }
caused you any prcblems? Score 2 if symptom is severe and persistent
« How much of the time or how often SEVERE p[res_ults in_ SEVETE di;tress or marked
C o L impairment in functicning
have you had this since this time

- 2
yesterday? VERY SEVERE Symptom is incapscitating

OBJECTS OR SITUATIONS.

MNow let's talk about your sleep.

Since this time yesterday, have you had trouble 4, INSOMNIA

falling asleep? {difficulty in falling asleep, broken sleep,
unsatisfying sleep and fatigus on waking,

How long has it taken you to fall asleep? dreams, nightmares, night terrors):

IF MORE THAN 30 MINUTES: How many times since

this time yesterday did this happen? 0 - not present

Since this time yesterday, did you wake up in the 1 mild

middle of your sleep time? IF YES: How long were you 2 - moderate

awake? How often did this happen? 3 - seyers

IF UNKNOWN: Since this time yesterday, has your sleep 4 - very savers

been restless or disturbed? IF YES: For how much, of
your gleep time has this baan the casse?

Did you feel tired when you woke up because you felt
you didn't have a good sleep?

How about having bad dreams or nightmares?

B SIGH-A 2012, w12 - 24 HR Version. Janst B, Williams, PhD
Confidential and Progristary
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Score D if symptoms are absent
ABSENT ingignificant, or clesrly due to causes other
. . than anxisty
+« Tell me what that was like. Canyou
give me some examples?

Suggested follow up guestions:

MILD Symptom ig infreguent, with no impairment

« How bad has this been since this time and ne more than mild distress

yesterday? Symptom iz more frequent, with moderate
. . MODERATE distress or limited interference with usual
s« How much has it bothered you? Has it a.:“.,it?es :

caused you any prcblemS? Scare 2 if symptom is severe and persistant

« How much of the time or how often SEVERE p[regults in. SBVETS di;tress or marksd
C L impairment in funciicning
have Yyou had this since this time
! 7
yesterday” VERY SEVERE Symptorn is incapatitating
Since this time yesterday have you had trouble 5. INTELLECTUAL
concentrating? (difficulty in concentrating, poor memaory):
IF YES: Can you give me some examples? 0 - not present
1- mild
2 - moderate
How about trouble reading = like a book or a newspaper? 3 seyers

Do you need to read things over and over again?
4 - very severe

Have you had any trouble following a conversation?

Have you had trouble remembering things since this
time yesterday?

IF UNKNOWN: "What about remembering appointments
of errands you have to do?

B SIGH-A 2012, v1.2 = 24 HR Version. Janat B.W. Wiliams, PhD
Confidential and Proprietary
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Scare D if symptoms are absant

SUQQESIEG Taliow up QLIE!SIIOHSZ ABSENT insignﬁt_ar'l. ar clearly dus to causes other
« Tell me what that was like. Can you than amdsty
give me some examples? MILD Symptom is infrequent, with no impaiment
« How bad has this been since this time and no more than mild distrsss
yesterday? Symptom is more frequent, with mederats
: _ MODERATE distress or limited interference with usual
« How much has it bothered you? Has it acthvitios :
caused you any problems? Scare 3 if symptom is severe and persisient
« How much of the time or how often SEVERE p[res_ults in_ SEVETE di;tress or marked
C o L impairment in functicning
have you had this since this time
f ?
yesterday? VERY SEVERE Symptom is incapscitating
Since this time yesterday, have you felt sad, 6. DEPRESSED MOOD
depressed, or down? {loss of interest, lack of pleasure inhobhbies,

depression, early waking, diumal swing):
Can you describe the feeling? How bad has it been?
0 - not present
IF YES: Does the feeling lift if something good

h - 1- mild
appens?

2 - moderate
How have you been feeling about the future, since 3 - severe

this time yesterday?
4 - very severg

Have you been feeling discouraged or pessimistic?
What have your thoughts been?
Have you been crying since this time yesterday?

Have you been less interested in things, or not
enjoying things you usually enjoy doing?

Have you awakened earlier than usual, when you
have slept since this time yesterday? (Is that with an
alarm clock, or did you just wake up yourself?)

Since this time yesterday, have you been feeling
better or worse at any particular time of day -
morning or evening? IF VARIATION: How much
worse?

B SIGH-A 2012, w12 - 24 HR Version. Janst B, Williams, PhD
Confidential and Progristary
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Score D if symptoms are absent
ingignificant, or clesrly due to causes other
than anxisty

Suggested follow up guestions: ABSENT

+« Tell me what that was like. Canyou

give me some examples? MmiLp  Symetom is infrequent, with no impaiment

« How bad has this been since this time and ne more than mild distress

yesterday? Symptom is more freguent, with moderats
. i MODERATE  distress or limited interference with ususl
« How much has it bothered you? Has it activitios :
caused you any prcblemS? Scare 2 if symptom is severe and persistant
« How much of the time or how often SEVERE p[regults N Severs dl;tress or marked
C L impairment in funciicning
have you had this since this time
! 7
yesterday? VERY SEVERE Symptom is incapacitating
Since this time yesterday, have you had any ... 7. SOMATIC (MUSCULAR)
{pains and aches, twitching, sfiffness,
+ muscle aches or pains? myoclonic jerks, grinding of teefh, unsteady

voice, increased muscular tone):

# muscle twitching?
0 - not present

« tight or stiff muscles? 1- mild
« sudden muscle jerks? 2- moderats
3 - severs
» grinding of your teeth? 4 - verysevers

+ an unsteady voice?

Since this time yesterday, have you had ... 8. SOMATIC (SENSORY)
(tinnitus, blurring of vision, hot and cold flushes,
M ringing in your ears? feelings of weakness, pr c<ing sansation):
+  Dblurred vision? 0- nat present
1- mild
» hotor cold flashes?
2 - moderate
» feelings of physical weakness (not just 3 - severe

feeling tired)? o
4 - very severe

« How about pricking sensations?

B SIGH-A 2012, v1.2 = 24 HR Version. Janat B.W. Wiliams, PhD
Confidential and Proprietary
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Suggested follow up questions: ABSENT ﬁ'l;ci'c_;ﬁi:{tg:in;?i?::rl;r:uaebtaoecr;uses other
« Tell me what that was like. Can you than anity
give me some examples? miLp  S¥mptom is infrequent, with no impaiment
s How bad has this been since this time and na more than mild distress
yesterday? Symptom is more freguent, with moderate

MODERATE distress or limited interference with usual

« How much has it bothered you? Has it activities

caused you any problems?

Score 2 if symptom is severe and persistent

- SEVERE orresulis in severe distress or marked
* How much of H‘I? tlr_ne or hOW often impairment in functicning
have you had this since this time
yesterday? VERY SEVERE Symptom is incapscitating
Since this time yesterday, has . .. 9, CARDIOVASCULAR SYMPTOMS
{tachycardia, palpitations, pain in chest,
» your heart raced, skipped or pounded? throbbing vessels, fainting feelings):
+ Have you had pain in your chest? 0 - not present
1- mild
» Had any throbbing blood vessels?
2 - moderate
» Any fainting feelings? 3- severe

4 - very severe

Since this time yesterday, have you had ... 10. RESPIRATORY SYMPTOMS
(pressure or constriction in chest, choking

+« pressure or tightness in your chest? feelings, sighing, dyspnea).
+ choking feelings? 0 - not present

1- mild
+ What about sighing?

2 - moderate
+« Have you had shortness of breath? 3 - severs

4 - very severe

B SIGH-A 2012, w12 - 24 HR Version. Janst B, Williams, PhD
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Suggested follow up guestions:

+« Tell me what that was like. Canyou
give me some examples?

+« How bad has this been since this time

Score D if symptoms are absent
ABSENT insignificant. or clesrly due to causes other
than anxisty

Symptom ig infreguent, with no impairment
MILD L
and no more than mild distress

yesterday?
s« How much has it bothered you? Has it

Symptom is more frequent, with moderate
MODERATE  distress or limited interference with ususl
activities

caused you any problems?

« How much of the time or how often
have you had this since this time

Scare 2 if symptom is severe and persistant
SEVERE orresults in severs distress or marked
impairment in functioning

yesterday?

VERY SEVERE Symptom ig incapacitating

Since this time yesterday, have you had ...
» trouble swallowing?
« stomach pain or fullness?
s+ gas?
« nausea?
«  Vomiting?
« burning or rumbling in your stomach?
+ loose bowels?
+« constipation?
+ Have you lost weight since this time
yesterday? IF YES: How much? {Have vou

been trying to lose weight?) DO NOT RATE
LOSS OF WEIGHT DUE TO DIETING.

11. GASTROINTESTINAL SYMPTOMS
(difficulty in swallowing, wind, abdominal pain,
burning sensations, abdominal fullness,
nausea, vomiting, borborygmi, looseness of
bowels, loss of weight, constipation):

0- notpresent

1- mild
2 - moderate
3- severe

4 - very severe
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Scare D if symptoms are absant
ABSENT insignificant, or clearly due to causes other

« Tell me what that was like. Can you than amdsty
give me some examples?

Suggested follow up questions:

MILD Symptom ig infreguent, with no impairment
« How bad has this been since this time and no more than mild distrsss
yesterday? Symptom is more frequent, with mederats
: _ MODERATE distress or limited interference with usual
« How much has it bothered you? Has it - }

activities
caused you any problems?

Score 2 if symptom is severe and persistent

- SEVERE orresulis in severe distress or marked
* How much of H‘I? tlr_ne or hOW often impairment in functicning
have you had this since this time
yesterday? VERY SEVERE Symptom is incapscitating
Since this time yesterday, have you had to urinate 12. GENITOQURINARY SYMPTOMS
frequently? IF NO: Have you had the urge to? {frequency of micturition, urgency of micturition,
amenorrhea, menorrhagia, development of
How has your interest in sex been since this time frigidity, premature ejaculation, l0ss of libida,
yesterday? I'm not asking about performance, but impotence):

about your interest in sex.
0- not present
Is this a change for you? IF YES: How much of a 4

- mild
change?
2 - moderate
3- severe

FOR WOMEN: When some women feel nervous or
anxious, they have trouble having an orgasm,
although they have had them in the past. Have you
had difficulty with orgasm since this time
yesterday?

IF YES: How much trouble have you had?

4 - very severe

Have you had your period in the last month or so? |
IF YES: Has it been especially heavy?

IF NOT: Do you know why not? |
FOR MEN: Sometimes when men feel nervous or
anxious, they have trouble with premature
ejaculation, or they have trouble keeping an

erection. Has that happened to you since this time
yesterday? IF YES: How much trouble have you had?
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Suggested follow up guestions:

+« Tell me what that was like. Canyou
give me some examples?

+« How bad has this been since this time

Score D if symptoms are absent
ABSENT insignificant. or clesrly due to causes other
than anxisty

Symptom ig infreguent, with no impairment
MILD L
and no more than mild distress

yesterday?
s« How much has it bothered you? Has it

Symptom is more frequent, with moderate
MODERATE  distress or limited interference with ususl
activities

caused you any problems?

« How much of the time or how often
have you had this since this time

Scare 2 if symptom is severe and persistant
SEVERE orresults in severs distress or marked
impairment in functioning

yesterday?

VERY SEVERE Symptom ig incapacitating

Since this time yesterday, has your mouth been
dry?

Have you had any flushing in your face?
Have you been pale?

Have you felt lightheaded?

Have you had headaches?

How about feeling the hair rise on your arms, the
back of your neck, or your head?

Have you tended to sweat a lot since this time
yesterday?

13. AUTONOMIC SYMPTOMS
{dry mouth, flushing, pallor, tendancy to sweat,
giddiness, tension headache, raising of hair):

0- not present

1- mild
2 - moderate
3- zevere

4 - vary severe
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Scare D if symptoms are absant

SUQQESIEG Taliow up QLIE!SIIOHSZ ABSENT insignﬁt_ar'l. ar clearly dus to causes other
« Tell me what that was like. Can you than amdsty
give me some examples? MILD Symptom ig infreguent, with no impairment
« How bad has this been since this time and no more than mild distrsss
yesterday? Symptom is more frequent, with mederats
. _ MODERATE  distress or limited interference with ususzl
« How much has it bothered you? Has it activitios }
caused you any prcblems? Score 2 if symptom is severe and persistent
« How much of the time or how often SEVERE orresulis in severe distress or marked
C o L impairment in functioning
have you had this since this time P =
yesterday? VERY SEVERE Symptom is incapscitating
RATING BASED ON OBSERVATION DURING 14. BEHAVIOR AT INTERVIEW
INTERVIEW (CIRCLE SYMPTOMS PRESENT). (fidgeting, restlessness or pacing, tremor of
hands, furrowed brow, strained face, sighing or
rapid respiration, facial pallor, swallowing,
FOR TELEPHONE ASSESSMENT: pelching, brisk tendon jerks, dilated pupils,
During this interview, have you been fidgeting at exophthalimos, etc.):
all, or having trouble sitting still? Have you been
doing anything like playing with your hands or hair, 0 - not present
or tapping your foot? 1 - mild
IF YES: How bad has that been? <- moderate

3- severe

?
Have your hands been shaky? 4- very severe

What about swallowing or feeling the need to
swallow?

If you looked in a mirror right now, would your face l
look relaxed? IF NO: Would it look strained or
tight? |

Do you think you look pale?

TIME ENDED SIGH-A: AM /PM ET/CTIPT

TOTAL HAM-A 3CORE: —_—
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STRUCTURED INTERVIEW GUIDE FOR THE HAMILTON ANXIETY SCALE
(SIGH-A)
Janet B.W. Williams, PhD

INTERVIEWER: The guestions for each item that appear in bold type should be asked exactly as
written.  Follow-up questions are provided for further exploration of symptoms. For each symptom
endorsed, use the additional probes at the top of each page to determine the frequency and severity of
the symptom, including how bad it's been, how much distress it has caused, and if the symptom has
caused any impairment. These questions should be asked until you have enough information to rate
the item confidently. You may also have to add your own follow-up questions to obtain necessary
information. For some of the HAM-A items, you may find you have already asked about some of the
symptoms (for a previous item). You do not need to repeat questions about these symptoms unless
you need additional information to rate their severity.

All of the items have the same anchor points. The following may be useful as a guide to rating item
severity:

Score 0 if symptoms are absent, insignificant, or clearly
due to causes other than anxiety

Score 1 if symptom is infrequent, with naiimpairment and
no more than mild distress

Score 2 if symptom is mare frequent, with moderate
distress or limited interference with usual activities

Score 3 if symptom is.severe and persistent or results in
severe distress or marked impairment in functioning

ABSENT
MILD
MODERATE
SEVERE

VERY SEVERE Score 4 If symptom is incapacitating

For each symptom, ask:
+ Tell me what that was like. Can you give me some examples?

+« How bad has this been over the past week?

s How much has it bothered you? Has it caused you any problems?
 How much of the time or how often have you had this over the past week?
NOTES:

Time period. The ratings should be based on the patient's condition during the past week.
Unlike the HAMD, change from usual self is not required for most items to be rated positively
on the HAMA. However, symptoms should not be rated positively if they are clearly due to a
cause unrelated to anxiety, e.g., respiratory symptoms due to pneumonia.

Panic attacks. If the patient has panic attacks, this could affect the ratings of many of the
symptoms. It is recommended that you consider the total amount of time during the past week
that the panic attack symptoms occurred, as well as their severity. For example, a patient who
has a few severe but short-lived panic attacks during the week, but who otherwise does not
have many anxiety symptoms, would probably not have a very high tolal HAM-A score.

This instrument provides an interview guide for the Hamilien Anxiety Scale (Hamilton M: The assessment of anxiety states by rating. Bt J
Med Psyehol 32:560-55, 1858; Hamilion M: The diagnosis and rating of anxiety, In Studies of Amdiety, MH Lader, Ed., Headlay Bros., Kent,
1868). The anchor point descriptions for the scale have been taken from the ECDEU Assessmeant Manual {Guy, William, ECDEU
Assessment Manus| for Psychopharmacology, Revised 1878, DHEW Publication Mo. (ADM) T5-338), except that "sighing”™ and "dyspnea,”
which appear twice in that wersion, have besn fzken out of the item "cardiovascular symptioms." and left under "respiratory symptoms.”
Kenneth A, Kobak, PhD and Joshus D. Lipsitz, PRD contributed to revisions of this intenview guide. Dr. Williams' degree was changed to
PhO; no other changes have been made to the interview guide since the date of this revision.

For further information and permission to use or translate the S1GH-A. contact Or. Williams at jbwwny@amail.com.
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STRUCTURED INTERVIEW GUIDE FOR THE HAMILTON ANXIETY SCALE

(SIGH-A)*
PT'S INITIALS: PT'S ID: TIME BEGAN SIGH-A: AM [ PM
ET/CTI!PT
INTERVIEWER: DATE: ! !

OVERVIEW: I'd like to ask you some questions about the past week. How have you been feeling since last
(DAY OF WEEK)? IF QUTPATIENT: Have you been working? IF NOT: Why not?

. Score ifsymptoms.are absent
Suggested follow-up questions: ABSENT insignificant, or glesrly due to causes other
than anxisty

« Tell me what that was like. Canyou - - ] . :
. - MILD Symptam ig infreguent, with no impairment
give me some examples : and no mare than mild distress

= How bad has this been over the past Symptom is more freguent, with moderate
week? MODERATE. distrass or limited interference with ususl

« How much has it bothered you? Has it gy tic=
caused you any problems?

Score 3 if symptom is severe and persistent
SEVERE " orresults in severe distress or marked
« How much of the time or how often impairment in functioning

have you had this the past week?

VERY SEVERE Symgtom iz incapsacitating

In the last week, how much have you been worrying? 1. ANXIOUS MOOD
{What have you been worried about? How hard has it {worries, anticipation of the worst, fearful
been to stop worrying?) anticipation, irritability):

0 - not present

1- mild
{IF UNKNOWN): How much have you been afraid that 2- moderate
the worst is going to happen? 1. gayers

4 - yery severe

Hawve you been feeling nervous or anxious this past
week?

Have you been feeling irritable this past week?

IF SCORED 1-4 ABOVE, FOR CONTEXT, ASK: How long have you been feeling this way?

2008 @ Janet B. 'W. Williams, PhD Page 2 of 12 SIGH-A
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Score D if symptoms are absent

Suggested follow up guestions: ABSENT insignificant, or clesrly due to causes other

than anxisty

+ Tell me what that was like. Canyou
give me some examples? MILD Symptom ig infreguent, with no impairment

and no more than mild distress

+« How bad has this been over the past

week? Symptom is more frequent, with moderate
’ MODERATE  distress or limited interference with ususl
« How much has it bothered you? Has it activities
caused you any problems? Score 2 if symptom is severe and persistant
SEVERE orresults in severs distress or marksd
+ How much of the time or how often impairment in functicning

have you had this over the past week?
VERY SEVERE Symptom ig incapacitating

In the past week, how much have you felt tense, 2. TENSION

keyed up, or on edge? {feelings of tansion, fatigability, startle
response, moved to tears easily, trembling,
feelings of restlessness, inability to relax):
Have you gotten tired easily?
0 - not present

1- mild
How much have you been bothered by any of these
; . 2 - moderate
things:
+ being startled easily? 3- severe

: ) 4 - very severe
e crying easily? ¥

« trembling?
s feeling restless?

+ notbeing able to relax?

This past week, have you been afraid of ... 3. FEARS
{of dark, of strangers, of being left alone, of
+ the dark? animals, of traffic, of crowds):
« of strangers? 0 - not present
1- mild
« of being left alone?
2 - moderate
« of animals? 3- severe
« of traffic? 4 - very severe
« of crowds?
Have you had any cther spacific fears this past waek?
NOTE: INCLUDE ANY IRRATIONAL ANXIETY ABOUT
OBJECTS OR SITUATIONS.
2008 @ Janst B. W. Williams, PhD Page 3 of 12 SIGH-A
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Suggested follow up questions:

« Tell me what that was like. Canyou
give me some examples?

+« How bad has this been over the past

Scare D if symptoms are absant
inzignificant, or clearly dus to causes other
than anxisty

ABSENT

Symptom ig infreguent. with no impairment

MILD and no more than mild distress

week?

+« How much has it bethered you? Has it

MODERATE

Symptom ig more frequent, with moderate
distress or limited interference with usual
activities

caused you any problems?
« How much of the time or how often

Score 2 if symptom is severe and persistent
or results in severe distress or marked
impairment in functioning

SEVERE

have you had this over the past week?

VERY SEVERE

Symptom ig incapacitating

Now let's talk about your sleep.

In the last week, have you had trouble falling asleep?

How long has it been taking you to fall asleep?
IF MORE THAN 30 MINUTES: How many nights this
past week did this happen?

In the past week have you been waking up in the
middle of the night? IF YES: How long are you awake?
How many nights this past week did this happen?

IF UNKNOWN: In the past weelk, has your sleep been
restless or disturbed? IF YES: How many nights this past
wesk?

Have you felt tired when you woke up because you
felt you didn't get a good night's sleep? IF YES: How
many fimes?

How about having bad dreams or nightmares?

4, INSOMMNIA
{difficulty in falling asleep, broken sleep,
unsatisfying sleep and fatigus an waking,
dreams, nightmares, night terrors):

0 - not present

1- mild
2 - moderste
3- severe

4 - very sevare

2008 @ Janet B. 'W. Williams, PhD
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Suggested follow up guestions:

+ Tell me what that was like. Canyou
give me some examples?

+« How bad has this been over the past
week?

« How much has it bothered you? Has it
caused you any problems?

+« How much of the time or how often
have you had this over the past week?

Score D if symptoms are absent
ABSENT ingignificant, or clesrly due to causes other
than anxisty

Symptom ig infreguent, with no impairment
MILD L
and no more than mild distress

Symptom is more frequent, with moderate
MODERATE  distress or limited interference with ususl
activities

Scare 2 if symptom is severe and persistant
SEVERE orresults in severs distress or marksd
impairment in functioning

VERY SEVERE Symptom ig incapacitating

In the last week, have you had trouble
concentrating?

IF YES: Can you give me some examples?

week?

or errands you have to do?

How about trouble reading = like a book or a newspaper?
Do you need to read things over and over again?

Have you had any trouble following a conversation?

Have you had trouble remembering things this past

IF UNKNOWN: "What about remembering appointments

5. INTELLECTUAL
(difficulty in concentrating, poor memaory):

0 - not present

1- mild
2 - moderate
3- severe

4 - very severs
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Scare D if symptoms are absant
Suggested Tollow up questions; ABSENT inzignificant, or clearly due to causes other
than anxisty
« Tell me what that was like. Canyou
give me some examples‘-" MILD Symptom ig infreguent. with no impairment
) and no more than mild distress
+« How bad has this been over the past

week? S_\;m;tom is_ mare frequent: with _moderate
’ MODERATE distress or limited interference with usual
» How much has it bothered you? Has it activities
causad you any prcblems? Score 3 if symptom is severe and persistent
SEVERE orresults in severe distress or marked
» How much of the time or how often impairment in functicning

have you had this over the past week?
VERY SEVERE Symptom is incapacitating

In the past week, have you felt sad, depressed, or 6. DEPRESSED MOOD

down? {loss of interest, lack of pleasure in hobbies,
depression, early waking, diurnal swing):
Can you describe the feeling? How bad has it been?
0 - not present
IF YES: Does the feeling lift if something good 1- mild
happens?
2 - moderate
How have you been feeling about the future? 3 - severe

Have you besn feeling discouraged or pessimistic? . 4 - very severs

What have your thoughts been?
Have you been crying this past week?

Have you been less interested in things, or not
enjoying things you usually enjoy doing?

Have there been times this past week when you have
awakened earlier than usual? (s that with an alarm
clock, or did you just wake up yourself?)

IF EARLY WAKING: How many times?

This past week, have you been feeling better or
worse at any particular time of day - morning or
evening? IF VARIATION: How much worse? How many
days has this been the pattern?
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Suggested follow up guestions:

+ Tell me what that was like. Canyou
give me some examples?

+« How bad has this been over the past
week?

« How much has it bothered you? Has it
caused you any problems?

+« How much of the time or how often
have you had this over the past week?

Score D if symptoms are absent
ABSENT ingignificant, or clesrly due to causes other
than anxisty

Symptom ig infreguent, with no impairment
MILD L
and no more than mild distress

Symptom is more frequent, with moderate
MODERATE  distress or limited interference with ususl
activities

Scare 2 if symptom is severe and persistant
SEVERE orresults in severs distress or marksd
impairment in functioning

VERY SEVERE Symptom ig incapacitating

In the last week, have you had any ...
+ muscle aches or pains?
+ muscle twitching?
» tight or stiff muscles?
« sudden muscle jerks?
» grinding of your teeth?

+ Having an unsteady voice?

7. SOMATIC (MUSCULAR)
{pains and aches, twitching, stiffness,
myoclonic jerks, grinding of teeth, unsteady
voice, increased muscularfone):

0 - not present

1- mild
2 - moderaig
3 - severs

4 - very sevare

In the past week, have you had ...
s ringing in your ears?

+ Dblurred vision?

1 - mild
» hotor cold flashes?

2 - moderate
» feelings of physical weakness (not just 3 - severe

feeling tired)?

« How about pricking sensations?

3. SOMATIC (SEMSORY)
{tinnitus, blurring of vision, hot and cold flushes,
feelings of weakness, pricking sensation):

0- naot present

4 - very savere
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Scare D if symptoms are absant
Suggested Tollow up questions; ABSENT inzignificant, or clearly due to causes other
than anxisty
« Tell me what that was like. Canyou
give me some examples‘-" MILD Symptom ig infreguent. with no impairment
) and no more than mild distress
+« How bad has this been over the past

week? Symptom is more frequent, with moderate
’ MODERATE distress or limited interference with usual
» How much has it bothered you? Has it activities
causad you any prcblems? Score 3 if symptom is severe and persistent
SEVERE orresults in severe distress or marked
» How much of the time or how often impairment in functicning

have you had this over the past week?
VERY SEVERE Symptom is incapacitating

In the past week, has ... 9. CARDIOVASCULAR SYMPTOMS
{tachycardia, palpitations, pain in chest,
» your heart raced, skipped or pounded? throbbing vessels, fainting feelings):
+ Have you had pain in your chest? 0 - not present
1- mild
» Had any throbbing blood vessels?
2 - moderate
» Any fainting feelings? 3- severe

4 - very severs

In the last week, have you had . .. 10. RESPIRATORY SYMPTOMS
{pressure or constriction in chest, choking

+« pressure or tightness in your chest? feelings, sighing, dyspnea).
+ choking feelings? 0 - not present

1- mild
« What about sighing?

2 - moderate
+« Have you had shortness of breath? 3 - severs

4 - very severe
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Score D if symptoms are absent

Suggested follow up guestions: ABSENT insignificant. or clearly due to causes other

than anxisty

+ Tell me what that was like. Canyou
give me some examples? MILD Symptom ig infreguent, with no impairment

and no more than mild distress

+« How bad has this been over the past

week? Symptom is more frequent, with moderate
’ MODERATE  distress or limited interference with ususl
« How much has it bothered you? Has it activities
caused you any problems? Score 2 if symptom is severe and persistant
SEVERE orresults in severs distress or marksd
+ How much of the time or how often impairment in functicning

have you had this over the past week?
VERY SEVERE Symptom ig incapacitating

In the last week, have you had ... 11. GASTROINTESTINAL SYMPTOMS
(difficulty in swallowing, wind, abdominal pain,
« trouble swallowing? burning sensations, abdominal fullness,
nausea, vomiting, borborygmi, looseness of
« stomach pain or fullness? bowels, loss of weight, constipation):
« gas? 0- not present
1- mild
« nausea?
2 - moderate
»  VOmiting? 3- severe

4 - very severe
« burning or rumbling in your stomach? v sey

+ loose bowels?

+« constipation?

+« Have you lost weight in the past week? IF |
YES: How much? (Have you been frying to

lose weight?) DO NOT RATE LOSS OF
WEIGHT DUE TO DIETING.
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Scare D if symptoms are absant
Suggested follow up guestions: ABSENT insignificant, or clearly due to causes other
than anxisty
« Tell me what that was like. Canyou
give me some examples‘-" MILD Symptom ig infreguent. with no impairment
) and no more than mild distress
+« How bad has this been over the past

week? Symptom is more frequent, with moderate
’ MODERATE distress or limited interference with usual
» How much has it bothered you? Has it activities
causad you any prcblems? Score 3 if symptom is severe and persistent
SEVERE orresults in severe distress or marked
« How much of the time or how often impairment in functioning

have you had this over the past week?
VERY SEVERE Symptom is incapacitating

In the past week, have you had to urinate 12. GENITOQURINARY SYMPTOMS

frequently? IF NO: Have you had the urge to? {frequency of micturition, urgency of micturition,
amenorrhea, menorrhagia, development of

How has your interest in sex been this past week? frigidity, premature ejaculation, loss of libido,

I'm not asking about performance, but about your impotence):

interest in sex
0- not present
Is this a change for you? IF YES: How much of a 4

- mild
change?
2 - moderate
3- severe

FOR WOMEN: When some women feel nervous or
anxious, they have trouble having an orgasm, 4 - very severs
although they have had them in the past. Have you
had difficulty with orgasm in the past week?

IF YES: How much trouble have you had?

Have you had your period in the last month or so?
IF YES: Has it been especially heavy?
IF NOT: Do you know why not? |

FOR MEN: Sometimes when men feel nervous or
anxious, they have trouble with premature |
gjaculation, or they have trouble keeping an

erection. Has that happened to you in the past
week? IF YES: How much trouble have you had?
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Score D if symptoms are absent

Suggested follow up guestions: ABSENT insignificant. or clearly due to causes other

than anxisty

+ Tell me what that was like. Canyou
give me some examples? MILD Symptom ig infreguent, with no impairment

and no more than mild distress

+« How bad has this been over the past

week? Symptom is mare frequent, with moderate
’ MODERATE  distress or limited interference with ususl
» How much has it bothered you? Has it activities
caused you any problems? Score 2 if symptom is severe and persistant
SEVERE orresults in severs distress or marksd
+ How much of the time or how often impairment in functicning

have you had this over the past week?
VERY SEVERE Symptom ig incapacitating

In the past week, has your mouth been dry? 13. AUTONOMIC SYMPTOMS
{dry mouth, flushing, pallor, tendancy to sweat,
Have you had any flushing in your face? giddiness, tension headache, raising'of hair):
Have you been pale? 0- not present
] 1- mild
Have you felt lightheaded?
2 - moderate
Have you had headaches? 3 - SEeVere
How about feeling the hair rise on your arms, the & - Very severe
back of your neck, or your head?
Have you tended to sweat a lot in the past week?
2008 @ Janst B. W. Williams, PhD Page 11 of 12 SIGH-A
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Suggested follow up questions:

Tell me what that was like. Can you
give me some examples?

Score O if symptoms are absent
insignificant, or clearly due to causes other
than anxisty

ABSENT

Symptom is infrequent. with ne impairment

MILD and no mare than mild distress

How bad has this been over the past
week?

How much has it bothered you? Has it

Symptom is more frequent, with moderate
distrass or limited interference with ususl
activitiss

MODERATE

caused you any problems?
How much of the time or how often

Score 2 if sympiom is severe and persistent
or results in severe distrsss or marked
impairment in functioning

SEVERE

have you had this over the past week?

VERY SEVERE Symptom is incapzscitating

RATING BASED ON OBSERVATION DURING
INTERVIEW (CIRCLE SYMPTOMS PRESENT]):

FOR TELEPHONE ASSESSMENT:

During this interview, have you been fidgeting at
all, or having trouble sitting still? Have you been
doing anything like playing with your hands or hair,
or tapping your foot?

IF YES: How bad has that been?

Have your hands been shaky?

What about swallowing or feeling the need to
swallow?

If you looked in a mirror right now, would your face
look relaxed? IF NO: Would it look strained or
tight?

Do you think you look pale?

14, BEHAVIOR AT INTERVIEW
(fidgeting, restlessness or pacing, fremor of
nands, furrowed brow, strained face.'sighing or
rapid respiration, facial palier, swallowing,
pelching, brisk tendon jerks, dilated pupils,
exophthalmos, etc.):

0- not present

1 - mild

2 - moderate

3- severe

4 - very severg

TIME ENDED SIGH-A: AM [ PM ET/CT/!/PT
TOTAL HAM-A S5CORE: -
2008 @ Janst B.W. Wiliams, PhD Page 12 of 12 SIGH-A

Revision 15Jan0Da
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APPENDIX 4. CLINICAL GLOBAL IMPRESSION-IMPROVEMENT
SCALE (CGI-1) AND SEVERITY SCALE (CGI-S)

Clinical Global Impression = Improvement (CGl-l) Scale

Rate total improvement whether or not in your judgment it is due entirely to drug
treatment. Compared to his/her condition at baseline, how much has patient
changed? (MNote that subject's illness is the disease under study; in this case,

Wajor Depressive Disorder = NOT other conditions/co-morbidities. )

1 Very much Nearly all better; good level of functioning; minimal symptoms;
improved represents a very substantial change

2 Much Notably better with significant reduction of symptoms; increase in the
improved level of functioning but some symptoms remain

3 Minimally Slightly better with little or no clinically meaningful reductien of

improved symptoms. Represents very little change in basic clinical status, level of
care, or functional capacity

4 No change Symptoms remain essentially unchanged
5 Minimally Slightly worse but may not be clinically meaningful, may represent very
worse little change in basie clinical status or functienal capacity

1] Much worse Clinically significant increase in symptoms and diminished functioning

7 Very much Severe exacerbation of symptoms and loss of functioning
worse
Rater Signature: Date (DDMMMYYYY):

Busner, J., Targum, 5. {2007}, as adapted from Spearing, et al. Psychistry Research, 1897, 73:138-171.

Medified from Guy W. Clinical Global Impresgions: In ECDEU Assessment Manual for Psychophammacelogy. 1976
218-222. Revised DHEW Pub. (ADM) Rockville, MD: National Institute for Mental Health

Page 1 of 1

126



Protocol 217-MDD-201 Sage Therapeutics
Amendment 4 Version 5.0 CONFIDENTIAL

Clinical Global Impression — Severity of lliness (CGI-S) Scale

Considering your total clinical experience with this particular population, how mentally ill
is the patient at this time? (Note that subject’s illness is the disease under study; in this

case, Major Depressive Disorder — NOT other conditions/co-morbidities )

1 | Normal, not at all ill Symptoms of disorder not present during the timeframe
2 | Borderline ill Subtle or suspected pathology
3 | Mildly il Clearly established symptoms with minimal, if any, distress or

difficulty in social and occupational function

4 | Moderately ill Overt symptoms causing noticeable, but modest, functional
impairment or distress; symptom level may warrant medication

5 | Markedly ill Intrusive symptoms that distinctly impair social/occupational
function or cause intrusive levels of distress

6 | Severelyill Disruptive pathology; behavior and function are frequently
influenced by symptoms; may require assistance from others

7 | Among the most Pathology drastically interferes in many life functions; may be
extremely ill patients hospitalized

Rater Signature: Date (DD/MMMYYYY):

Busner, J_ Targum, 5. (2007, as adapted from Kay, Stanley R., Pogzitive snd Negative Symploms in
Schizophrenia:Assessment and Research. Clinical and Experimental Psychistry, Monograph Mo. 5. Brunner/Mazel, 19581,

Modifisd from Guy W. Clinical Globsl Impressions: In ECDEU Assessment Manual for Psychopharmacclogy. 1576; 218-222.
Revizged DHEW Pub. (ADM) Rockville, MD: Maticnsl Institute for Mental Health

Paos 1 of 1
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APPENDIX 5. SHORT-FORM 36 (SF-36)

Your Health and Well-Being

This survey asks for your views about your health. This information will help
keep track of how you feel and how well you are able to do your usual activities.
Thank you for completing this survey!

For each of the following questions, please mark an @ in the one box that best
describes your answer.

1. In general, would you say your health is:

‘ Excellent Very good Good Fair Poor ‘
v v v v v
L1 L1 HE - -

2. Compared to one week ago, how would you rate your health in general

now?
Much better Somewhat About the Somewhat Much worse
now than one better same as one worse now than one
week ago now than one week ago now than one week ago
week ago week ago
[1: [1- [ 1. HE

SF-36v2° Health Survey © 1992, 1996, 2000 Medical Outcomes Trust and QualityMetric Incorporated. All rights reserved.
SF-36" is a registered trademark of Medical Outcomes Trust.

(SF-36v2° Health Survey Acute, United States (English))
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3. The following questions are about activities you might do during a typical
day. Does your health now limit vou in these activities? If so, how much?

Yes, Yes, No, not
limited limited limited
a lot a little at all

= Vigorous activities, such as running, lifting
heavy objects, participating in Strenuous sports ...........eceeveee.. [ [ HE

»  Moderate activities, such as moving a table, pushing

a vacuum cleaner, bowling, or playing golf............................. [ [ HE
< Liffing or carrying SroCeries .......oooovvviereieieiiieeeeeceeeens I R — I HE
¢« Climbing several flights of stairs.............oooi | [ HE
« Climbing one flight of stairs ...........ccoveeiiiieies I [ HE
¢+ Bending, kneeling, or stooping..........cccoocooiiiiiiiii | [ HE
. Walking more than a mile..........ccoocoviviviiieiiiiccceeee I [ ]
» Walking several hundred vards ... I [ []s
i Walking one hundred vards ... | [ [1:
i Bathing or dressing yvourself................... I [ HE

SF-36v2° Health Survey © 1992, 1996, 2000 Medical Outcomes Trust and QualityMetric Incorporated. All rights reserved.
SF-36" is a registered trademark of Medical Outcomes Trust.

(SF-36v2° Health Survey Acute, United States (English))
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4. During the past week, how much of the time have you had any of the
following problems with your work or other regular daily activities as a
result of your physical health?

All of Most of Some of A little of  None of
the time the time the time the time the time

v v v vV Vv

. Cut down on the amount of
time you spent on work or

other activities.........occcovveeceeiieen.. [ O [ (s [ HE

»  Accomplished less than you

would like ..o [ [ (s I P HE

<  Were limited n the kind of

work or other activities ................... [ [ (s (Do, HE

« Had difficulty performing the
work or other activities (for

example, it took extra effort) ........... I I I [ s

5. During the past week, how much of the time have you had any of the
following problems with your work or other regular daily activities as a
result of any emotional problems (such as feeling depressed or anxious)?

All of Most of Some of A little of  None of
the time the time the time the time the time

v v v vV Vv

. Cut down on the amount of
time you spent on work or

other actiVities........ocooovveeeieciee [ [ [ [ P HE

v Accomplished less than you

would like ... [ [ [ [ []s

< Did work or other activities

less carefully than usual................... [ - I []se [ []s

SF-36v2° Health Survey ® 1992, 1996, 2000 Medical Outcomes Trust and QualityMetric Incorporated. All rights reserved.
SF-36" is a registered trademark of Medical Outcomes Trust.

(SF-36v2® Health Survey Acute, United States (English))
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6. During the past week, to what extent has your physical health or
emotional problems interfered with your normal social activities with
family, friends, neighbors, or groups?

‘ Not at all Slightly Moderately Quite a bit Extremely ‘
g HE E s HE

7. How much bodily pain have you had during the past week?

‘ None Very muld Mild Moderate Severe Very severe

v v v v v v
L1 L1 HE [ HE g

8. During the past week, how much did pain interfere with your normal
work (including both work outside the home and housework)?

‘ Not at all A little bat Moderately Quite a bat Extremely ‘
E HE HE . HE

SF-36v2° Health Survey ® 1992, 1996, 2000 Medical Outcomes Trust and QualityMetric Incorporated. All rights reserved.
SF-36 is a registered trademark of Medical Outcomes Trust.

(SF-36v2® Health Survey Acute, United States (English))
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9. These questions are about how you feel and how things have been with
you during the past week. For each question, please give the one answer
that comes closest to the way you have been feeling. How much of the time

during the past week...

All of Most of Some of A littleof  None of
the time the tune the time the time the time

» Did you feel full of life? ................. I I I I O L]s
» Have you been very nervous?.......[ ]+ I [ [ O []s

- Have you felt so down 1n the
dumps that nothing could

cheer you up? .....ooovoeeciiiiee [ T [ T Lo I L]

Have you felt calm and

peaceful? ... T T R [ []s
- Did you have a lot of energy‘?..........lj Lo [ T [ . [ P s

Have you felt downhearted

and depressed? .........ccocoiiiiiiiiiienn. T T R [, []s
« Dhd you feel wornout? ... I —— I I E— [, HE

v Have you been happy?................... [ P I [ [ T []s
: Did you feel tired? ... [ I E— [ I PO HE

a

[

10. During the past week, how much of the time has your physical health or
emotional problems interfered with your social activities (like visiting with
friends, relatives, etc.)?

All of Most of Some of A little of None of
the time the time the time the time the time

v v v v v
1. HE E ] ]

SF-36v2° Health Survey ® 1992, 1996, 2000 Medical Outcomes Trust and QualityMetric Incorporated. All rights reserved.
SF-36 is a registered trademark of Medical Outcomes Trust.

(SF-36v2® Health Survey Acute, United States (English))
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11. How TRUE or FALSE is each of the following statements for you?

Definitely ~ Mostly Don’t Mostly  Definitely
true true know false false

v vV Vv v v

. Iseem to get sick a little

easier than other people .................. [ E—— [ s, | T [1s
v [ am as healthy as

anybody T Know ..........ccccooovevenene. [ [ I HE
. I expect my health to

get WOrse. ... |:|1|:| \:| ............... |:|4 .............. Ds
¢ My health 1s excellent.................. [ I [Je []s

Thank you for completing these questions!
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APPENDIX 6. THE FATIGUE ASSOCIATED WITH DEPRESSION
(FAS-D) PATIENT-REPORTED OUTCOME (PRO)

Please mark an “X” in the box that best describes your experience during the past week.

In the PAST WEEK, how often Never Rarely Sometimes  Often Always
have you felt... 1) 2 3) 4) (5)
1. Fatigued |:| |:| D D |:|

2. Tired

3. Exhausted

4. Like you had no energy

5. Physically weak

6. Like everything requires too
much effort

I I I O B
O O 0O 0O 0O
O 0O 000
O O 0O O O
I I R I I I R

The following items ask about the impact of fatigue on various aspects of your life.

In the PAST WEEK, how much Not at all Alittle  Somewhat Quite a bit Very much
has your fatigue... 1) (2) 3 4) )

7. Limited your ability to complete |:| |:| |:| |:| |:|

daily household chores

8. Interfered with family activities or

relationships l:l l:l D D
9. Interfered with doing things you

enjoy [] [] [] [] []
10. Interfered with social activities,

like spending time with friends l:l l:l D D D
11. Interfered with taking care of

yourself (e.g., bathing, dressing, |:| |:| |:| |:| |:|

brushing your teeth)
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Do you have a spouse or significant other?

D Yes (Please answer item 12.)

D No (Leave item 12 blank.)

In the PAST WEEK, how much Not at all Alittle Somewhat Quite a bit Very much
has your fatigue... 1) (2 3) 4) (5)

12. Interfered with your intimate

relationship (i.e., with a spouse |:| |:| |:| |:| |:|

or significant other)

Do you have a job or go to school?
D Yes (Please answer item 13.)

|:| No (Leave item 13 blank.)

In the PAST WEEK, how much Not at all Alittle  Somewhat Quite a bit Very much
has your fatigue... 1) 2 3) 4) (5)
13. Limited your productivity at work

or school D D D D D
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APPENDIX 7. COLUMBIA - SUICIDE SEVERITY RATING SCALE
(C-SSRS)

COLUMBI4-SUTCIDE SEVERITT
RATING SCALE
FC-S3RS)

Baseline/Screening Version

Version 1/14/09

Posner, K.; Brent, D.; Lucas, C.; Gould, M.; Stanley, B.; Brown, G.; Fisher, P.; Zelazny, J.;
Burke, A.; Oquendo, M.; Mann, J.

Disclaimer:

This scale is intended to be used by individuals who have received training in its administration. The
questions contained in the Columbia-Suicide Severity Rating Scale are suggested probes. Ultimately, the
determination of the presence of suicidal ideation or behavior depends on the judgment of the individual

administering the scale.

Definitions of behavioral suicidal events in this scale are based on those used in The Columbia Suicide
History Farm, developed by John Mann, MD and Marig Oguendo, MD, Conte Center for the Neuroscience
of Mental Disorders (CCNMD), New York State Psychiatric Institute, 1051 Riverside Drive, New York, NY,
10032. (Oguendo M. A., Halberstam B. & Mannd. J, Risk factors for suicidal behavior: utility and limitations
of research instruments. fn M.B. First [Fd.] Standardized Evaluation in Clinical Practice, pp. 103 -130, 2003.)

For reprints of the C-55RS contact Kelly Posner, Ph.D., New York State Psychiatric Institute, 1051 Riverside
Drive, New York, New York, 10032, inquiries and training requirements contact
posnerk@nyspi.columbia.edu

© 2008 The Research Foundation for Mental Hygiene, Inc.

-55RE Baseline Screening - United States/English - Map.
C-SSRS-Sasairescraaning_AUS1_eng-USon.oe
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SUICIDAL IDEATION
Ask questions | and 2. If both are negative, proceed to “Swicidal Behavior” section, [f the answer to Lifetime: Time o

X P o . = X S - . it 24
gquestion 2 is “ves ", ask quesiions 3, 4 and 3. If the answer to question | and’'or 2 is “ves”, complete He/She Felt Months
“Iniensity of Ideation " section below. Most Suicidal
1. Wish to be Dead
Subject endorzes thoughts about 2 wish to be d2ed or mot alive anymore, or wish to fll azlzep and ot waks up. Yes No Tes Nao

Huve you wivked you were dead or wished you could go to slegp ard ror wake up?
L ] ¥ 80 o L O O o o

If ves, deacribe:

2. Non-Specific Active Suicidal Thoughts
Creneral non-specific thoughts of wanting to end one’s life/commit suicide (e.g, “1've thowghr abon Silleeg myseli™) without thoughts of Tes No Tes No
ways to kill oneself azzocizted methods, mtsnt, or plan during the azzeszment pariod. O O 0
Hove pou acmally hod any thoughrs of killing yowrsa7

If ves, describe:

3. Active Suicidal Ideation with Any Methods (Not Plan) without Intent to Act
Subject endorzes thoughts of suicids and has thought of at lezst one mathod during the sszezsment pariod. This iz diferent than = specific Yes  No Yer No
plan with time, place or method details worked out (2.2, thought of method to kill self but not 2 specific plan). Includes person who would
zav, "I thought ahour mkmg an overdose b [ wever mode o specific plan as o when, where or how Dworda octwadly oo 5. and Teowd

never go through w
H.II.S'_WJR Baea rriniing abour kew you might do this?

If vag, describe:

4. Active Suicidal Ideation with Some Intent to Act, without Specific Plan

Acrive suicidal thoughts of killing opeself and subjact reports having zopee intent to act on such thougkts, as opposed to “Fiene die thonghes Yes No Tes Nao
bur I definitelv will nor do worhing abour them. ' O O o o
Huve yor hod these thoughs and had seme intendon of actng on them?

Ifves, dezcribe:

5. Active Suicidal Ideation with Specific Plan and Intent
Thought: of killing onszelf with detsils of plan fully or partially worked out and subject haz some intent %e carmy it out. Yes No Yer No
Huve you started t0 work owx or worked our the derails of Row ro kil yorurse{fT Do you Dremd 00 carry ow this plan? O 0 O

If ves, describe:

INTENSITY OF IDEATION
The following featwres should be rated with respect to the most severe upe of ideation (ie,1-5 from above, with I being
the least severe and § being the most revers). Ask about time helshe was feeling the mozt suicidal.

Liftime - Mast Severe Ideation: ; Most
Tipe = (19 Description of Ideaton Most Savers Sevare
Past 24 honths - Most Severe Ideation:
Tipe = {1-3) Dezcripaon of Ideadon
Frequency
How many fimes have you had these thoughts?
{1} Les= than omce awesk  (2) Omceaweek (33 1-5times inweek  (4) Daily or slmost daily  (3) Many times each day _ _
Duration
When you have the thoughts how long do they last?
{1} Flzeting - fow zeconds or mimates (4} -3 hours‘most of day . .
{2) Less than 1 hour'some af the time (5) MIore than & hours‘persistent or continuous
{37 1-4 hours'zs lot of time
Controllability
Could‘can you stop thinking about lalling yourself or wanting to die if you want to?
(1) Easily able 1o consrel tapngie: (4} Can conmol thoughts with a kot of difficulny _ _
(23 Can comtrol theuzies with lirtle dificulty (3} Unzbls to control thoughts
{3) Can comirol thoughis with some difficulny (0) D=z not sttempt to control thoughts
Deterrents
Are there things - anyone or anything (eg Sfawuly, religion, pain of death) - that stopped you from wanting to dis or
acting on thoughts of committing suicid;
(1) Deterrantz definitaly stopped vou fmm attempting swicide (4) Detarrants most likely did not stop vou _ _
{2) Deterrants probably stopped you (3) Detarrant: definitely did not stop vou
(3) Uncertain that deterrants stopped you (0) Dess not apply

Reasons for Ideation

What sort of reasons did you have for thinking about wanting to die or killing yourself? Was it to end the pain or
stop the way you were feeling (in other words you coulifn 't go on living with this pain or how you were feeling) or
Was it to ger attention, revenge or a reaction from others? Or both?

{1) Completaly to 22t attention, revange or a razction from othars (43 Mostly toend or stop the pain {you couldn’t go on _ -
{2) hosly 1o get amention, Tevense o a raaction Som others living with the pain or how you were fesling)
{3) Equally to get amention, IEVengs or 2 reaction fom others and to 15 Completely 1o end or stop the pain (vou couldn't go on
end/stop the pain living with the pain or how you wers feeling)
(1) Does not apply
& 2008 Ra:earch Foundation for Mzntal Hyzisne, Inc C-55RE—Paszline Soreening (Verzion 1714108) Pagplofl
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SUICIDAL BEHAVIOR Past 24
(Check all that apply, so long as these are separate evenis; must ask about all types) Lifetime Months
Actual Attempt: Yes No Yer  No
A porentislty self-injurious act comumined with at least some wizh to die, a5 a »esufr gf acr. Behavior was in pam thought of a3 method o K1 O O o o

opezelf Intent does zot have to be 10000 If there iz any intenvdesire to di= associated with the act, then it can be considerad an actual ;uicide

amempt. There does not have to be Ay iﬂjuﬁ' & harm, just the potsntial for injury o hanm. If parson pulls wzger whils zun is in

mouth bt gum is broken @0 no mjury results, this is considerad an amempt

Inferring Tntent: Even if an individuz] denies intent/wish to dis, it may be inferred clinically from the behavior or circumstances. For exampls,

3 kighly lethal act that iz clearly not an sccident 5o no other intent bur soicide can be inferred (2.2, ganshot to head, hunping from windew of

a kizh floor/story). Also, if zomeone denies mtant to die, but they thought that what they did could be lethal, intent may be inferrad.

Have you madz a suicide attempt?

Have you done anything to harm yourself?

Have you done anything dangerous where you could have died? Total # of Total # of
Whar did you de? Atterapts Aftempts
Dhd you as @ way to end your life?
Duh'au want to dw(m'enaklﬁe) whenyou 7 ... -
Were you trying to end your life whenyou 7
Or did you think it was possible you could have died from 7

Or did you do it purely for other reasons / witheut ANY intention of Filling yourself (like to relieve stress, feel better,

get sympathy, or gat something else to happen) ? (Self Iujurious Behavior without suicidal went)

If vas, describe: Yexs No Tes No
Has subject engaged in Non-Suicidal Self-Tnjurious Behavior? o a [m |
Interrupted Attempt: Yex Mo Ter  No
VWhen the parzon i interrupted (by an outzsids ciroumstancs) from starting the porendally self-injurious act §f nor for thar, acnal garempr O o O o
would henve orcurred).

Crverdose: Parzon has pills in hend bt is stopped Gom ingesung. Once they ingest any pills, this becomes an enempt rather than an intsmupted
amempt. Shooting: Person has sun pointed toward s=if, mum is taken away by someone else, or is somshow preventsd from pulling mwizger.
Cmce they pull the wigger, sven if the gun fails to fire, it iz an aftempt. Jumping: Person is poisad to jump, iz grebbed and taken dovwn fom
ledge. Hanging: Perzon has noose around neck but has not vet smertad to han, stopped from doing so,

Has there been a ime when you started to do something to end your life but someone or somerhing stopped you Total # of Total # of
before you acrually did anything? intermupted interroptad
If ves, deacribe:

Aborted Attempt: Yer No Yes Ne
When person bezins to take steps toward making a suicide attempt, but stops themselves before they acmally have sngaged in any salf- o o [m |
desmuctve bélauu( Examples are similar to mmn'up‘hed amtemprs, excapt thar the mdénvidusl stops hlm.hervl.f_ instead ofb!m! 'wpped by

something &

Has there been a time when vou started to do something to try to end your life but you stopped vourself before you Totsl & of Total £ of
actually did anything shortad ghorted

If ves, describe:

Preparatory Acts or Behavior:

A= or preparation towards mminenty making a suicide amtempt. This can include anythmz bevond a varbalization or thought, such az Yes No Tes Nao
azsembling a spacific method (2.g., buying pills, purchasing a gun’ or prepanng for one’s death by suicide (e.g., giving things away, writing & O O o O
suicids note).

Have vou taken any steps towards making a suicids attempt or preparing to kil vourself (such as collecting pills,
getting a gun, giving valuables away or writing a suicide note)?

If ves, describe:

Suicidal Behavior: Yes No Tes  No
ics 1 1 a 10d”
Suicidal behavier was present during the azzeszment period?” O o O o
; Mozt Recenr | Most Lethal Initial First
Answer for Actual Attempts Only e i e
Dotz Diata: Diste:
Actual Lethality Medical Damage: Enter Cods Ewter Code | Enter Code

0. o phyzical demags or vary minor phyvzical damage (e.g., surfece scratches).
1. Winor phyzical demags (g 2., lethargic speech; first-dearse bums; mild bleeding
1. Mloderate phyzical demags; medical attention naeded (2.2, conscious but sleepy
bums; Bleeding of major vessal).
. Mloderately severs phyzical damags; medical hospitalization and liksly intensive cars required (e 2., comatoss with e _— _—
reflames intack; third-degres bums than 0% of body; exenzive tlood loss but can recover; major fracmmes).
4. Zevers phyzical demage; medical hospitalization with intensive care requirad {2 2., comatose without reflexes; third-
dearae bums gver 20% of body; exmenzive blood lozz with unstabls vital sizns; major damage to 2 vital area).
3. Dieath
Potential Lethality: Only Answer if Actual Lethality=0 Enter Code Ewnter Code Enter Code
Liksly lethality of actual anempr if no medical damag! (the following sxamples, whils having no acmal madical damazs, had
potantial for very serious lethality: put sun in mouth and pulled the migssr bt zun fails to firz 20 no medical damage; layina
on wain recks with encoming wain but pulled awsy befors nn ovar).
) = Behavior not likely to result in injury
Echavior likslv to rezult in injury but not liksly to canze desth
1 = Eehavior likely to result in death despite availsbls medical care

prams).
, somewhat responsive; second-degres

™

0

£ 2008 Rzzearch Foumdation for Mantal C-3ER5—Baseling Boreaning (Varsion 114108) Pagalofl
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COLUMBIA-SUICIDE SEVERITY
RATING SCALE
(C-SSRS)

Since Last Visit

Version 1/14/09

Posner, K.; Brent, D.; Lucas, C.; Gould, M.; Stanley, B.; Brown, G.; Fisher, P.; Zelazny, J.;
Burke, A.; Oguendo, M.; Mann, J.

Disclaimer:

This scale is intended to be used by individuals who have received training in its administration. The
questions contained in the Columbia-Suicide Severity Rating Scale are suggested probes. Ultimately, the
determination of the presence of suicidal ideation or behavior depends on the judgment of the individual

administering the scale.

Definitions of behavioral suicidal events in this scale are based on those used in The Columbia Suicide
History Form, developed by John Mann, MD and Maria Oquendo, MD, Conte Center for the Neuroscience
of Mental Disorders (CCNMD), New York State Psychiatric Institute, 1051 Riverside Drive, New York, NY,
10032 (©guendo M. A., Halberstam B. & Mann J. J, Risk factors for suicidal behavior: utility and limitations
of research instruments, In M.B. First [Ed.] Standardized Evaluation in Clinical Practice, pp. 103 -130, 2003,)

For reprints of the C-55RS contact Kelly Posner, Ph.D., New York State Psychiatric Institute, 1051 Riverside
Drive, New York, New York, 10032; inquiries and training requirements contact
posnerk@nyspi.columbia.edu

C-532RS Since Last VWisit - United States/English - Mapi.
C-88RE-Sincel ashAsh_AUS.1_ang-USod.doc

139



Protocol 217-MDD-201 Sage Therapeutics
Amendment 4 Version 5.0 CONFIDENTIAL

© 2008 The Research Foundation for Mental Hygiene, Inc.

C-ZERE Since Last Visit - United Sistes/English - Mapi.
C-E2RS-Sincelastisn_AUS.T_eng-USan.oo
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SUICIDAL IDEATION

Ask questions [ and 2. 1 both are negative, proceed fo “Suicidal Behavior” section, [ the answer (o question 2 is “ves”, Since Last
ask questions 3, 4 and 5. If the answer to question | and'or 2 is “yes ", complete *Intensity of ldeation” section below. Tisit

1. Wish to be Dead _
Zubject endorzes thoughts zbout 3 wish to be dead or not alive amymore, or wizh to fall azleep and not wake up. Yes DNo
Have you wished you were dead or withed vou could go o s{sep and nor wake un? 0O O
If ves, describe:

1. Non-Specific Active Suicidal Thoughts _
Genearal non-specific thoughts of wanting 1o ¢ 3 lif/commit suicide (2.2, “Fve thought about kilfing mysel™ ) vithout thoughts of ways to kill Yer No
onesslflazzocizted methods, intent, or plan dy O O

Have you cerually had any thonghes of Hiling _'.\awre{,"’

If vez, dascribe:

3. Active Suicidal Ideation with Any Methods (Not Plan) without Intent to Act i
Zubject endorzes thoughts of muicide and has thought of at least one method during the azzezament period. This is different than & specific plan with dme, Yes No
place or method details worked out (e g, thought of methed to kill self but pot a specific plan). Inchides person who would say, 7 dhougdt ohou roking an 0O o
verduse but § never made @ specific plan s to when, where o how [ weuld actoally do it.....and Dwould never go through with it .

Have you been thinking absur how yor mighe do ceis?

If ves, describe:
4. Active Suicidal Ideation with Some Intent to Act, without Specific Plan [ ) | _ '
Active suicidal thoughes of killing cneself and subject reports heving some intant to act on such thoughes, as opposed to ' fave the toughis b [ dernirely Yesr DNo
wild wwent e coerything ot them ™. O O
Have you kad these thoughes and hod some inrendon of cogmng on them?

If ves, dascribe:

5. Active Suicidal Ideation with Specific Plan and Intent _
Thioughrs of killing onessif with dstails of plan filly or partially worked out znd subject has some intsnt to carmy it out. Yer No
Have you staresd o work our or worked onr the desails gf how to kil yourse(f? Do vou intend ro carry ont chiz plan? O O

If ves, dascribe:

INTENSITY OF IDEATION
The following featur:
arnd § being the m

hould be rated with respect to the most zevere aps of ideation
vere). Moest
Most Severe Ideation: Severs

TIipe #(1-5) Deseription of Ideation

.13 from above, with 1 being the least severs

Frequency

How many times have vou had these thoughts?
(1) Less than once aweek  (2) Onceawnesk  (3) I-5 timesifweack  (4) Daily or almost daiby () Many times each day —

Duration

When you have the thoughts how long do they last?

Fleeung - faw seconds or minutes '-1) 4-F hours‘mest of day

(2) Lezz than 1 hour'some of the time %) Marz than § hours/persistent of continugas
(37 1-4 hours/a kot of time

Controllability

Could/can you stop thinking about kalling yourself or wanting to die if you want to?
(1) Ezsily shls to control thouszhts 4 Can control thouzhes with a lot of difficuley

(2‘- Can conmal thoughts with hr‘_‘ledLm:'J]t_\ %) Unablz 0 contral thoughts
3} Can coutrol thoughts with soms difficulty 0 Dipas not arternpt to conmol thoughrs |
Deterrents
Are there things - anyene or anything fe.g., family, religion, pain of death) - that stapped you from wanting to die or acting on
thoughts of commimng suicide?
(1) Detamrent: definitely stopped vou from anempung suicids 4y Daterants most liksly did not mop vou .
(2) Detarrents probably stopped vou 3 Daterrants definitely did not stop vou
(3) Uncerain that deterrents sopped vou ) Dioas not apply
Reasons for Ideation

What sert af recsons did you have for thinking about wanting te die or lalling yourself? Was it to end the pain or stop the way
vou were feeling fin other words you coulidn 't go on living with this pain or how you were feeling) or was it to gef aftention,
revenge or @ reaction from others? Or both?

(1) Completely to get attantion, revenge or a rezction from others (41 Maostly to end or stop the pain (vou couldn’t go on living with the pain or

2 Mlostly to gat anenton, ravenge or & reaction fom others how vou were fesling)
qually to g=t attention, revenge or a regction from otherz andte  {5) Completely to end or stop the pain (vou couldn’t go on living with the
end'stop d]eps.m pain or how vou were feeling)

0 Dioas not apply

S 200E Fesearch Fourdation for Wemal Hygizns, Inc. C-BERE—Since Last Visit (Varzion 11208) Page lefl

141



Protocol 217-MDD-201 Sage Therapeutics
Amendment 4 Version 5.0 CONFIDENTIAL

SUICIDAL BEHAVIOR Since
(Check all that apply. z0 long as theze ars separate eveniz; must ask about all apes) Last Visit
Actual Attempt:
A potentiall aricus act comnitted with 2t lzazt some wash o dis, ar @ resw’r ofacr. Behavior was i part thought of as method to kdll onssslf Intent Yes No
does not hava to ba 100%. If there is AHY intent/daesire to die ed with the act, then it can b conzidersd an acrual suicide sttempr. There dogs not O o
have to be any _j'n.'} o harm, just the potental for injury or harm. If person pulls tigzer while gun is in mouth but gon is broken 2o no injury
ered an attempt
Infarring Intent: Even if an individual deniss intent'wizh to die, it may be infamed clinically from the behavior or ciroumstances. For example, a highly
lethzl act that is clearly mot an accident 20 o other mtant but suicide can be mferred (e.g., gunshot to head, jumping from window of 2 high flecr/story).
Alzo, means denies ntent to die, but they thought that what they did coald be leshal, intant may be inferred.
Have you made a suicide attempt?
Have you done anything to harm yourself?
Have you done anything dangerous where you could have dizd? Tatal # of
What did you do? Anempts
Did you as o way to end your life?
Did vou want te dig (even a little) when you, ? ———
Were you trying to end vour life when you ?
Or Did vou think it was passible vou could have died from ¥
Or did you do it purely for other reasons / without ANY intention of killing yourself (like to velieve stress, feel better, get
syipathy, or get something else to happen) 7 (Self-Injurious Behavior without suicidal nant)
If ves, dascribe:
Yes No
Has subject engaged in Non-Suicidal Self-Injurious Behavior? o O
Interrupted Attempt:
When the person is imterrupred (by an outside ciroumstance) from starting the potantially salf-injurions st §feo e v, st atesper wawld ave Yes DNo
occurred).
Creerdoze: Person has pills in ]'_au:.d bt iz stopped fom ingesting. Oncs they mgest any pills, this becomss an amampt rather than an intermupred amanpt. ] a
meons alsz, or iz somehow prevented Tom pulling mizzer. Once they pull the trigger,
, it i an attempt. Jm.\pm= Perzom is p ed to fumg, is zabbc—d and tzken down from ledze. Hs:t=m2 Perzon has nocse a.lom::i
neck but has not vet started to hang - i= stopped from dome zo. Total & of
Has there been a time when you started to do something to end your life but someone ov something stopped you before you )
actually did anything? T
If yes, describe: R
Aborted Attempt: Yes No
Whan perzon begin: to take steps wowerd making a suicide smempr, but stops themsalves before tiey actually have engzgad in any seli~dssoumive behavior.
Exzmples ars similar to intermapted attaropts, except that the individual stops him kerself instesd of being stopped by something slza. [ |
Has there been a time when you started to do something to tryto end vour life but you stopped yourself before you actually did Total # of
any! th Iﬂg? aborted
If ves, describa:
Prep aratory Acts or Behavior:
Actz urprepam:un owards ironinently making a suicids attamps This can include enyvthing bevond & verbalizadon or thought, such as sszembling 2 Yes No
specific method (e g ing pills, purchasing agunjor |:||.rﬁnn|, for one’ s deaih by suicide (e g, giving things away, writing a suicide not=). o o
Have you taken ( any steps towards making @ suicide attampt or preparing to kall wwssél'(.mch as collecting pills, getting a gun,
giving valuables away or wiifing o suicide note) 7
If yesz, dascribe:
Suicidal Behavior: Yes  No
Zuicidal behavior was prezent during the azsezzment pened? 0O |
Suicide: Yer  No
O 0O
- Mozt Lethal
Answer for Actual Attempis Only Attemgx
Date:
Actual Lethality/Medical Damage: Enter Cods
0. No physiczl damase or very minor :h\.‘:l"ﬂ damaze {; urface 5 U'E.t._1.e3|.
1. Mlinor phyzical damage (e i spraing ).
2. Moderate physical damag, { omewhat rezponsve; sacond-degres bums; bleeding of major veszal),
3 \Iaiaahal\ severe phyzical dm:laze n"sd.rm hog plLa]Lzatlm:. and ].I.kF_.- inf are Tequired (2.2, comatose with reflexes intact; third-degres bums
= than o of b emtenzive blood loss but can recover; major Facmres).
4 E:e’nare ph darnage; medical hospitalization with mtensive cars required (e.g., comatose without reflaxes; third-degree bums ovar 20% of body;
entenzive b]ood loss with unstable vital signs; major damage to & vital ares).
5. Death
Potential Lethality: Only Answer if Actual Lethality=0 Enter Cods
Likely lethality of acruzl artampt if ne madics] damage (the following example:, while having no actual medical damags, had potenal for very sarious
lethality: put zun in mouth and palled the trizzer bur gun fails to fire so no medical damage; laving on Tain racks with encoming ram but pulled away
bafore un ovar).
It in injury bt mat likely to canze death
in deatt e available medical cars
5 2003 Research Foundattan for Wantal Hygizne, Inc. C-55RE—Binze Last Visic {Verztan 1/14/08) Paze lofl
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APPENDIX 8. STANFORD SLEEPINESS SCALE (SSS)

Stanford Sleepiness Scale

This is a quick way to assess how alert you are feeling. If it is during the day when you go
about your business, ideally you would want a rating of a one. Take into account that most
people have two peak times of alertness daily, at about 9 a.m. and 9 p.m. Aleriness wanes to
its lowest point at around 3 p.m.; after that it begins to build again. Rate your alertness at
different times during the day. If you go below a three when you should be feeling alert, this
is an indication that you have a serious sleep debt and you need more sleep.

An Introspective Measure of Sleepiness
The Stanford Sleepiness Scale (8S55)

Degree of Sleepiness Scale Rating
Feeling active, vital, alert, or wide awake 1
Functioning at high levels, but not at peak; able to concentrate 2
Awake, but relaxed; responsive but not fully alert 3
Somewhat fogagy, let down 4
Foggy, losing interest inremaining awake; slowed down 5
Sleepy, woozy, fighting sleep; preferto lie down 5
Mo longer fighting sleep, sleep onset soon; having dream-like thoughts 7
Asleep X

E. Hoddes, V. Zarconeg, H. Smythe, R. Phillips, W. C. Dement
FPage 1 0of 1
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APPENDIX 9. REMISSION OF DEPRESSION QUESTIONNAIRE (RDQ)

Patient Name: Date:

Instructions. The purpose of this questionnaire is to determine how well individuals with depression have responded
to treatment. The items on the scale ask about different aspects of depression such as svmptoms, coping with stress,
ability to function, sense of well-being, and enjoyment n life. Use the following scale to indicate how well it
describes vou for the past week.

O=not at all or rarely true 1=sometimes true 2=often or almost always true

Symptoms of Depression Positive Mental Health
I.Ifeltsadordepressed.........oooiiiiiiiiii i 01 2 22 Tfeltatease. . oo 01 2
2. I was not interested in the things I usually enjoy... 0 1 2 23. 1 cared about things in my life. ....................... 01 2
3. My appetite Was POOL. ...vvuvunvniereinaneneienennnn 01 2 24. Twas able tohave fun. . ... 01 2
4. My appetite was much greater than usual............0 1 2 25.1saw myself as a person of value. .................... 01 2
5.1 had difficulty sleeping. . ............ooccoiieiiennnn. 01 2 26. 1 had a positive outlook on life. ....................... 0 1 2
6. ITwas sleeping toomuch. . ... 012 27.1 could focus and concentrate well. .................... 01 2
7. My energy level was low. ........................... 01 2 28. I could make decisions without a lot of self-doubt... 0 1 2
8. Tfelt guilty. . .o 01 2 29 Ifeltconfident. ... 01 2
9.1 thought I'was a failure. . ............................ 01 2 30. I woke up feeling fresh and rested.................... 0 1 2
10. T had problems concentrating. . ...................... 01 2 31. When I woke up Ilooked forward to the day. ......... 012
11. I had difficulty making decisions. . ...... 01 2 32. T had the desire to do things. ...............ccocoeeeeee.. 0 1 2
12. Twished Twas dead. . ......................... 01 2
13 T had thoughts about killing myself.................. 01 2 Functioning
33. T was functioning well in my work (at a paid job.
) ‘ at home. or at school). .. ... 01 2
Other Symptoms Often Present in Depressed Patients L ) o
] 34. I was participating in social activities. . . ............ 01 2
T4, Tfelt anxious. . ... 01 2 o
‘ ‘ 35. I'was able to fulfill my usual responsibilities. ....... 01 2
15. T'worried excessively. . ... 01 2
16 1 gotirritated easily. . ..o 0 1 2 ) . )
Life Satisfaction
17. 1felt"onedge™. . ......oooiiiiiiii 0 1 2 ] o
36. IT'was satisfied with life. . ............................. 01 2
18. Thad a sense of dread or impending doom....... 0 1 2 i i
37. My life was fulfilling. . ... 01 2
38. I was engaging in life rather than hiding fromit.... 0 1 2
Coping Ability
19. 1 coped well with the normal stresses and ) . ‘
hassles of life............vuvvveeieiiiiiiie 01 2 General Sense of Well-Being
20. T am able to bounce back from stressful situations.0 1 2 39. Ifelt mentally healthy. . ... 012z
21. T could keep myself from feeling depressed........ 01 2 40. Ifeltin control of my emotions. ............co.ooeeee. 01 2
41. Thad a general sense of well-being.................... 01 2
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APPENDIX 10. HEALTH-RELATED PRODUCTIVITY QUESTIONNAIRE

Health Related Productivity Questionnaire

These questions deal with how [X] or its treatment(s) have affected your ability to remain in the
workforce and perform work and daily activities in your home. Your responses and those of other
patients will help us to understand the impact of [X] on these aspects of your life.

1. Whatis your current employment status?
[0 currently employed full-time —» Please go fo Question 2
[] Currently employed part-time —» Please go to Question 2
[ Not currently employed — Please go to Question 5

2. How many hours were you scheduled to work at your job during the last week?
(If none or you are not employed, put a “0” here and go to Question 5.)

Hours

3. Did [X] or its treatment(s) keep you from working any of your scheduled hours during the last
week?

O Yes —» | missed hours of work because of [X] or its treatment(s).
[J No, [X] or its treatment(s) did not keep me from working my scheduled hours.

4. Forthe hours that you did work during the past week, how did [X] or its treatment(s) impact your
work output?

Write a number ?%1?0%
beg;"};ﬂzﬁ on [X] or its treatment(s) [X] or its treatment(s)
this scale. had no impact kept me from
on how much | accomplished accomplishing anything

% impact on work output

5. How many hours of household chores (cooking, cleaning, gardening, repairs, etc.) did you plan to
do during the last week?
(If none, put a “0” here and go to Question 8.)

Hours

6. Did [X] or its treatment(s) keep you from doing any of your planned hours of household chores
last week?

[ Yes —» | worked hours less because of [X] or its treatment(s).
[ No, [X] or its treatment(s) did not keep me from working my planned hours.

7. Forthe hours of household chores you did during the past week, how did [X] or its treatment(s)
impact your work output?

WFTfE a number ‘0%...,........,....,,..,.......,..,,.............,..,..,..,...,..1?0%
pei mtms o [X] or its treatment(s) 1] or its treatment(s)
this scale. had no impact kept me from
on how much | accomplished accomplishing anything

% impact on work output

Health Related Productivity Questionnaire V2
All Rights Reserved
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[This block of items dealing with education are relevant for only certain age categories and
should be considered to be optional]

Q. How many hours of homework or classes did you plan to do during the last week?
(If none, put a “0” here and go to Question 8.)

Hours

Q. Did [X] or its treatment(s) keep you from doing any of your planned hours of homework or
classes last week?
[] Yes —» | completed hours less because of [X] or its treatment(s).
[0 No, [X] orits treatment(s) did not keep me from completing my planned hours.

Q. For the hours of homework or classes you did during the past week, how did [X] or its
treatment(s) impact your work output?

Write a number ?% ............................................................... 1 ?0%
pelon based on [X] or its treatment(s) IX] o its treatment(s)
this scale had no impact kept me from
‘ on how much | accomplished accomplishing anything

% impact on work output

[This block of items deals with workforce participation and should be collected at study start]

8. How long has it been since [X] developed?
Months Years

9. Which of the following statements are true of your life since [X] developed (mark all that apply):

O 1X] or its treatment(s) forced me to work part-time when | wanted to work full-time.

For how long was this true? Months Years

[J [X] or its treatment(s) kept me from having a job when | wanted to work full-time.
For how long was this true? Months Years

[ X] or its treatment(s) kept me from having a job when | wanted to work part-time.
For how long was this true? Months Years

[ None of the above

146



Summary of Changes Page

Protocol 217-MDD-201
Date 13 Jan 2017

The following changes, and the rationale for the changes, were made to the attached protocol in this amendment.

Section number and title in
Original Protocol

Section number and title in

(24 Oct 2016) Amendment 1 (13 Jan 2017) | Original text: Changed to:
Protocol Signature Page Protocol Signature Page Date of Original Protocol: Date of Original Protocol:
24 October 2016 24 October 2016
Date of Amendment 1:
13 January 2017
Document header Document header Version 1.0 24 October 2016 | Version +2.0 24-13 Oetober
January 20167
Title Page Title Page Date of Original Protocol: Date of Original Protocol:
24 October 2016 23-Oetober-13 January 20167
Handan Gunduz-Bruce, M.D., | Handan Gunduz-Broce, M-D-;
M.B.A. MB-A-
Medical Director Medieal Director
Phone: 203-500-9240 Phene:203-500-9240
Handan.Gunduz- Handan-Gunduz-
Bruce@sagerx.com Bruece@sagereom
Inder Kaul, M.D., M.P.H.
Study Physician

Phone: 617-538-0292
inder.kaul@sagerx.com

Table 1: Emergency Contact
Information

Table 1: Emergency Contact
Information

Cincinnati Children's Hospital
Medical Center
Medical Vigilance Solutions

Drug and Poison Information
Center

3333 Burnet Avenue, MLC
9004

Cincinnati, OH 45229-3039
1-877-462-0134

INC Research

3201 Beechleaf Ct., Suite 600
Raleigh, NC 27604

USA

~inei . Children's Hospital
Medieal-Center

Medical Vieil Soluti

L | Poisontnk .




Section number and title in
Original Protocol
(24 Oct 2016)

Section number and title in
Amendment 1 (13 Jan 2017)

Original text:
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Center
3333 -BurnctAvenue, MEC
9004

Cinei i OH 452293039
1-877-462-0134

Synopsis

Synopsis

The Screening Period begins
with the signing of the
informed consent form (ICF)
at the Screening Visit, which
can occur on any one calendar
day of the 7-day window
(from Day -7 through Day -1).

The Screening Period begins
with the signing of the
informed consent form (ICF)
at the Screening Visit, which
can occur on any two
consecutive calendar days of
the 7-day window (from

Day -7 through Day -1).

Synopsis (pg. 6, 7, and 10),
Section 7.1 and Section 9.3

Synopsis (pg. 6, 7, and 10),
Section 7.1 and Section 9.3

Part B may be initiated after
termination or completion of
Part A if there is a clear signal
of activity based on the 17
item Hamilton Rating Scale
for Depression (HAM-D)
scores and/or other scales
being assessed.

Part A may be terminated and
Part B initiated if there is a
clear signal of activity based
on the HAM-D scores and/or
other scales being assessed.

Part B may be initiated after
termination-or-completion and
enrollment into of Part A
stopped if there is a clear
signal of activity based on the
17 item Hamilton Rating Scale
for Depression (HAM-D)
scores and/or other scales
being assessed.

Enrollment into Part A may
be terminated stopped and
Part B initiated if there is a
clear signal of activity based
on the HAM-D scores and/or
other scales being assessed.

Synopsis

Synopsis

For the purpose of all safety
and efficacy analyses where
applicable, baseline is defined
as the last measurement prior
to the start of blinded study
drug administration.

For the purpose of all safety
and efficacy analyses where
applicable, baseline is defined
as the last measurement prior
to the start of blinded study
drug administration.
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Section 13.1.6

Section 13.1.6

All samples will be analyzed
at the central laboratory.
Subjects may be considered
eligible for the study based on
local laboratory results;
however, screening samples
must also be sent to the central
laboratory.

All required samples in

Part A will be analyzed at the
eentral local laboratoryies.
All samples in Part B will be
analyzed at the central
laboratory. Subjects may be
considered eligible for the
study based on local
laboratory results; however,
screening samples in Part B
must also be sent to the central
laboratory.

Section 13.1.6.2

Section 13.1.6.2

Serum chemistry tests will
include serum electrolytes;
renal function tests, including
creatinine, blood urea
nitrogen, bicarbonate or total
carbon dioxide; liver function
tests, including total bilirubin,
aspartate aminotransferase,
and alanine aminotransferase;
total protein; and albumin.

Serum chemistry tests will
include serum electrolytes;
renal function tests, including
creatinine, blood urea
nitrogen, bicarbonate or total
carbon dioxide; liver function
tests, including alkaline
phosphatase, total bilirubin,
aspartate aminotransferase,
and alanine aminotransferase;
total protein; and-albumin;
and thyroid stimulating
hormone.

Synopsis and Section 8.2

Synopsis and Section 8.2

15. Subject has a positive
drug and/or alcohol screen
at screening or on Day 1
prior to dosing.

Table 2, Table 3,
Section 13.1.6, and
Section 17.3

Table 2, Table 3,
Section 13.1.6, and
Section 17.3

Where consent is given, an
optional blood sample for
hormone and exploratory
biochemistry testing and
optional genetic sample for
biomarker testing will be

Where consent is given, an
optional blood sample for
hormone and exploratory
biochemistry testing will be
collected at the Screening
visit, Day 8 and Day 15 and
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Original text:
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collected at the Screening
visit.

an optional genetic sample for
biomarker testing will be
collected at the Screening
visit.

Table 2, Table 3, and
Section 12.1

Table 2, Table 3, and
Section 12.1

Plasma samples for PK
analysis in Part A and Part B
will be collected predose and
0.25,...

Plasma samples for PK
analysis in Part A and Part B
will be collected predose on
Days 2, 3, 4, 5, and 6, predose
and 0.25,...

Table 2 and Table 3

Table 2 and Table 3

k. To be completed at 8:00
AM (£30 minutes) at each
scheduled time point during
the Treatment Period, and in
the morning on Day 15, Day
21, and Day 28.

k. To be completed at 8:00
AM (+30 minutes) at each
scheduled time point during
the Treatment Period, and in
the morning on Day 15, Day
21, and Day 28. The
assessment timeframe for
HAM-D and HAM-A scales
will refer to the past 7 days
(1 week) on Screening, Day
1, Day 15/ET, Day 21, and
Day 28 visits, and the past 24
hours on visits occurring on
Days 2 through 8.

Section 17.3

Section 17.3

As additional assessments, the
ICF will contain provisions for
optional consent for the
collection of blood samples
for hormone and biomarker
testing during screening and
the collection of breast milk
for biobanking and PK
analysis purposes.

As additional assessments, the
ICF will contain provisions for
optional consent for the
collection of blood samples
for hermene biochemistry
during screening, Day 8, and
Day 15 and biomarker testing
during screening and-the
collection-ol-breast-milk{or
biobanki | PK analvsi
purEposes.
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Busner J, Targum S. CGI-S.
(2007a), as adapted from
Kay, Stanley R, Positive and
Negative Symptoms in
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and Research. Clinical and
Experimental Psychiatry,
Monograph No. 5.
Brunner/Mazel, 1991.
Modified from Guy W.
Clinical Global Impressions:
In ECDEU Assessment
Manual for
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218-22. Revised DHEW Pub.
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Busner J, Targum S. CGI-I.
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Clinical Global Impressions:
In ECDEU Assessment
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Product: SAGE-217 Oral Solution

IND No.: 132,131
Study Phase: 2a
Sponsor: Sage Therapeutics

Date of Amendment One: Version 2.0 13- January
2047

Vice Presid 1 Sei
Sage Therapeutics

Protocol Number:217-MDD-201

Product: SAGE-217 Oral Solution (Part A)
SAGE-217 Capsules (Part B)

IND No.: 132,131

Study Phase: 2a

Sponsor:Sage Therapeutics

Date of Amendment Two: Version 3.0 09 March
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Sage Therapeutics

Synopsis, Name of the
Investigational Product

SAGE-217

SAGE-217 Oral Solution (Part A)
SAGE-217 Capsules (Part B)

Synopsis,
Methodology
Section 7.1, Overall
Study Design

This study will assess the safety, tolerability,
pharmacokinetics (PK), and efficacy of SAGE-217
Oral Solution in adult subjects diagnosed with
moderate to severe major depressive disorder
(MDD). There are two parts to the study:
*Part A: Open-label dosing with SAGE-217 Oral
Solution (14 days). All subjects will receive a
30 mg SAGE-217 Oral Solution dese
administered at 8:00 PM (£15 minutes) with food
on Day 1 to Day 14 as tolerated.
*Part B: Randomized, double-blind, parallel-
group, placebo-controlled (14 days). Based on
the results of Part A, eligible subjects will be
stratified based on use of antidepressant treatment
(current/stable or not treated/withdrawn >30 days)

This study will assess the safety, tolerability,
pharmacokinetics (PK), and efficacy of SAGE-217
Oral Solution (Part A) and SAGE-217 Capsules
(Part B) in adult subjects diagnosed with moderate to
severe major depressive disorder (MDD).
There are two parts to the study:
*Part A: Open-label dosing with SAGE-217 Oral
Solution (14 days). All subjects will receive a
30-mg dose of SAGE-217 Oral Solution
administered at 8:00 PM (£15 minutes) with food
on Day 1 to Day 14, as tolerated. Part A will
consist of an up to 7 day Screening Period (Days
-7 to -1), a 14-day Treatment Period, and a 2-
week Follow-up Period.
*Part B: Randomized, double-blind, parallel-group,




Section Number and
Title

Original Text:

Changed To:

and randomized within each stratum in a 1:1
fashion to receive SAGE-217 Oral-Selution-30
mg or matching placebo for 14 days beginning on
Day 1 as tolerated. All doses of study drug will
be administered at 8:00 PM (15 minutes) with
food.

S e Period (L ; ’ i
During the study Treatment Period, subjects must
remain inpatient for the first 7 days at minimum and
per Investigator’s judgement thereafter.

placebo-controlled (14 days). Based on the results
of Part A, eligible subjects will be stratified based
on use of antidepressant treatment (current/stable or
not treated/withdrawn >30 days) and randomized
within each stratum in a 1:1 ratio to receive SAGE-
217 Capsules (30 mg) or matching placebo for 14
days beginning on Day 1, as tolerated. All doses of
study drug will be administered at 8:00 PM (£15
minutes) with food. Part B will consist of an up to
7 day Screening Period (Days -7 to -1), a 14-day
Treatment Period, and a 4-week Follow-up
Period.

During the study Treatment Period, subjects must
remain inpatient for the first 7 days at minimum and
per Investigator’s judgement thereafter.

Synopsis,
Methodology,
Screening Period

of the study-

NA

Synopsis,
Methodology,
Treatment Period

Subjects who cannot tolerate 20 mg-will-be
terminated from the study.

S | C cubi 1 Hed inP

| Past B: subj cinatinginp
cannot-enrol-inPartB-
Part B - Based on the results of Part A, eligible
subjects will be stratified based on use of
antidepressant treatment (current/stable or not
treated/withdrawn >30 days) and randomized within
each stratum to one of two treatment groups

Subjects who cannot tolerate 20 mg may terminated
from the study at the discretion of the Investigator.

Part B - Based on the results of Part A, eligible
subjects will be stratified based on use of
antidepressant treatment (current/stable or not
treated/withdrawn >30 days) and randomized within
each stratum to one of two treatment groups (SAGE-
217 Capsules [30 mg dose] or matching placebo) in a
1:1 ratio. Subjects will be administered study drug at
8:00 PM (£15 minutes) with food for 14 days.
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(SAGE-217 OralSelatien 30 mg or matching

placebo) in a 1:1 ratio. Subjects will be

administered study drug at 8:00 PM (15 minutes)

with food for 14 days. Subjects who cannot tolerate

30 mg will receive 20 mg for the rest of the

Treatment Period. Subjeets-whe-cannot-tolerate 20
1 . L | -

The outpatient phase treatment may be provided at
the clinical site or, if suitable arrangements can be
made, via home administration. Home
administration of study drug will be performed
according to a site-specific plan by a healthcare
professional trained on the protocol and delivery of
the study drug.
With the exception of subjects permitted to use
current stable antidepressant treatment, initiation of
psychotropic medications and other medications
that may potentially have an impact on efficacy or
safety endpoints will not be allowed between
screening and completion of the Day 15
assessments (Parts A and B). Psychotropic
medications, which must have been initiated at least
14 days prior to screening, must remain at a stable
dose until completion of the Day 15 assessments
(Parts A-and-B).
Efficacy-andsafety-assessments-wilkbe-performed
R i L5 lsicof SAGE 217
lined-in the Schedule-of E Table2 and

Subjects who cannot tolerate 30 mg will receive 20
mg for the rest of the Treatment Period. Subjects
who experience intolerable AEs at the 20 mg dose
level may be terminated from the study at the
discretion of the Investigator.

The outpatient treatment may be provided at the
clinical site or, if suitable arrangements can be made,
via home administration. All desing will be
observed, either in the clinical unit or by a
healthcare professional at home. Home
administration of study drug will be performed
according to a site-specific plan by a healthcare
professional trained on the protocol and delivery of
the study drug.

With the exception of subjects permitted to use
current stable antidepressant treatment, initiation of
psychotropic medications and other medications that
may potentially have an impact on efficacy or safety
endpoints will not be allowed between screening and
completion of the Day 15 assessments (Parts A and
B). Psychotropic medications, which must have been
initiated at least 14 days prior to screening, must
remain at a stable dose until completion of the Day 15
assessments (Part A). Psychotropic medications
that are used with the intent to treat depressive
symptoms such as antidepressants, atypical
antipsychotics, etc., must have been initiated at
least 30 days prior to screening and must remain
at a stable dose until completion of the Day 15
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Table 3).

assessments (Part B).

Synopsis,
Methodology,
Follow-up Period

Follow-up Period: Follow-up visits will be
conducted on an outpatient basis. Follow-up visits
forParts-A-and-B will be conducted at+-week

@l=l-dayyand 2-weeks(28+3-days)-after-the Jast
dose-of study-drug:

Follow-up Period: Follow-up visits will be conducted
on an outpatient basis. Follow-up visits will be
conducted weekly for 2 weeks after completion of
the Treatment Period in Part A (Day 28 £1 day)
and weekly for 4 weeks after completion of the
Treatment Period in Part B (Day 42 1 day).
Efficacy, safety, and PK assessments will be
performed periodically during the study, as
outlined in the Schedule of Events (Table 2 and
Table 3).

Synopsis, Objectives
Section 6.1, Part A

Part A:
Primary:
The primary objective of the-stuey-is to evaluate
the safety and tolerability of SAGE-217 Oral
Solution 30 mg.
Secondary:

The secondary objective of Part A is to determine
if treatment with SAGE-217 Oral Solution 30 mg
for 14 days reduces depressive symptoms.

Part A:
Primary:
The primary objective of Part A is to evaluate the
safety and tolerability of SAGE-217 Oral Solution
30 mg.
Secondary:
The secondary objective of Part A is to determine if
treatment with SAGE-217 Oral Solution 30 mg for
14 days reduces depressive symptoms.
Pharmacokinetic:
The PK objective of Part A is to assess the PK
profile of SAGE-217 Oral Solution in plasma
samples.

Synopsis, Objectives
Section 6.2, Part B

Part B:
Primary:
The primary objective of the-stuey is to evaluate
the safety and tolerability of SAGE-217 Oral
Selution-30 mg.

Part B:
Primary:
The primary objective of Part B is to evaluate the
safety and tolerability of SAGE-217 Capsules
(30 mg).
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Secondary:

The secondary efficacy objective for Part B of the
study is to determine if treatment with SAGE-217
Oral-Selutien 30 mg reduces depressive
symptoms in subjects with moderate to severe
MDD compared to matching placebo.

Secondary:

The secondary efficacy objective for Part B of the
study is to determine if treatment with SAGE-217
Capsules (30 mg) reduces depressive symptoms in
subjects with moderate to severe MDD compared to
matching placebo.

Exploratory:

The exploratory objective for Part B of the study
is to assess the patient-reported outcome (PRO)
measures as they relate to quality of life, work
function, productivity, and depressive
symptoms.

Pharmacokinetic:

The PK objective of Part B is to assess the PK
profile of SAGE-217 Capsules in plasma
samples.




Section Number and

Title Original Text: Changed To:
Synopsis, Endpoints Part A: Part A:
Section 6.3, Endpoints | Primary: Primary:

The primary endpoint is the safety and tolerability
of SAGE-217 as assessed by the frequency and
severity of adverse events; changes from baseline in
clinical laboratory measures, vital signs, and
electrocardiograms (ECGs); Stanford Sleepiness
Scale (SSS) score; physical examination; and
suicidal ideation using the Columbia-Suicide
Severity Rating Scale (C-SSRS).

Secondary:

Reduction in depressive symptoms as assessed by
the following:

e Change from baseline in HAM-D total score at
all time points;

e HAM-D response;
e HAM-D remission;

e Change from baseline in the MADRS total
score at all time points;

e Change from baseline in HAM-D subscale and
individual item scores at all time points;-and

CGI-I response.

Part B:

Primary:

The primary endpoint is the safety and tolerability
of SAGE-217 as assessed by the frequency and
severity of adverse events; changes from baseline in
clinical laboratory measures, vital signs, and ECGs;
SSS score; physical examination; and suicidal
ideation using the C-SSRS.

Secondary:

Reduction in depressive symptoms as assessed by
the following:

. Change from baseline in HAM-D total
score all time points;

. HAM-D response;

The primary endpoint for Part A is the safety and
tolerability of SAGE-217 Oral Solution as assessed
by the frequency and severity of adverse events;
changes from baseline in clinical laboratory measures,
vital signs, and electrocardiograms (ECGs); Stanford
Sleepiness Scale (SSS) score; physical examination;
and suicidal ideation using the Columbia-Suicide
Severity Rating Scale (C-SSRS).

Secondary:

Reduction in depressive symptoms as assessed by the
following:

e Change from baseline in HAM-D total score at
Day 15 (ET) and all other time points;

e HAM-D response;

e  HAM-D remission;

e  Change from baseline in the MADRS total score
at Day 15 (ET) and all other time points;

e Change from baseline in HAM-D subscale and
individual item scores at Day 15 (ET) and all other
time points;

e Change from baseline in Hamilton Anxiety
Rating Scale (HAM-A) total score at all time
points; and

e CGI-I response (defined as a CGI-I score of
“very much improved” or “much improved”).

Pharmacokinetic:

e Maximum (peak) plasma concentration (Cmax),
time at maximum (peak) plasma concentration
(tmax), plasma elimination half-life (t:;), area under
the curve extrapolated to infinity (AUCx), and
steady state concentation (Css).

Part B:

Primary:

The primary endpoint for Part B is the safety and
tolerability of SAGE-217 Capsules as assessed by the

~ 1 . ~ 1 o
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Seetion6-3; Fo-assess-the PKprofile of SAGE-217Oral

P Kinet Solutioninp] los.
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Synopsis, Number of
subjects (planned)
Section 9.1, Number of
Subjects

Up to 52 subjects may be randomized in Part B to
ensure at least 46 evaluable subjects for Part B.
Evaluable subjects are defined as those subjects
receiving study drug with at least one post-baseline
HAM-D assessment.

Up to 66 subjects may be randomized in Part B to
ensure at least 58 evaluable subjects for Part B.
Evaluable subjects are defined as those subjects
receiving study drug with at least one post-baseline
HAM-D assessment. Additional subjects may be
enrolled if the drop-out rate is higher than 10%.

Synopsis, Inclusion 7. Subjeethasa HAM A-total secore-of=20at | 7. Removed per Amendment #2.
Criteria sereentng-and-Day-H(prior-to-dosing)-(Part- B-only):

Section 8.1, Subject

Inclusion Criteria

Synopsis, Exclusion 13. Subject has had administration of 13. Subject has had administration of

Criteria
Section 8.2, Subject
Exclusion Criteria

psychotropics that have been initiated within 14
days prior to screening and/or are not being taken at
a stable dose.

psychotropics that have been initiated within 14 days
prior to screening and/or are not being taken at a
stable dose in Part A. Subject has had
administration of psychotropic medications that
are used with the intent to treat depressive
symptoms such as antidepressants, atypical
antipsychetics, etc., which have been initiated
within 30 days prior to screening and/or are not
being taken at a stable dose in Part B.

Synopsis, Reference
Therapy, dosage, and
mode of administration

Part A: None

Part B: Placebo for Part B is hard gelatin capsules
for oral administration containing only the
excipients listed above for the active capsule
treatment. Subjects will receive two placebo
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capsules per dose.

Synopsis,
Randomization,
Section 9.2.2, Part B

Subjects in Part B will be randomized within each
antidepressant treatment stratum to receive SAGE-
217 Oral-Selatien or matching placebo eral-selution
in a 1:1 ratio. Subjects, clinicians, and the study
team will be blinded to treatment alleeation. The
pharmacist and/or designated pharmacy staff, who
will prepare the eral-selutions according to the
randomization schedule, will be unblinded.

Subjects in Part B will be randomized within each
antidepressant treatment stratum to receive SAGE-
217 Capsules or matching placebo capsules ina 1:1
ratio. Subjects, clinicians, and the study team will be
blinded to treatment assignment. The pharmacist
and/or designated pharmacy staff, who will prepare
the study drug according to the randomization
schedule, will be unblinded.

Synopsis, Dose
Adjustment for
Safety/Tolerability
Reasons

During the Treatment Period, subjects will be able
to receive study drug as long as there are no dose
limiting safety/tolerability concerns. Subjects whe

experience-moderate-or-severe-adverse-events-that
5 he clinicaliud ”

I . ated ed il

recetving the-30 mg dese-of study-drugwill receive

20 mg for the remaining of the Treatment Period.

Subjects who experience mederate-or-severe-related

adverse-events-while receiving the 20-mg dose-of

1o d beabl . ..

I dete ’ | Lati | clinical
d the . and | . l
fromthestudy. Dosing may also be modified based
on tolerability as assessed with SSS scores.

During the Treatment Period, subjects will be able to
receive study drug as long as there are no dose
limiting safety/tolerability concerns. Subjects who
cannot tolerate 30 mg will receive 20 mg for the
remaining of the Treatment Period. Subjects who
experience intolerable AEs at the 20-mg dose level
may be terminated from the study at the discretion
of the Investigator. Dosing may also be modified
based on tolerability as assessed with SSS scores.
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HAM-D-and-otherd e basicdus
PartA

Synopsis, Criteria for
Evaluation

Reduction of depressive symptoms will be assessed
by the change from baseline at various time points
in HAM-D total score; HAM-D response; HAM-D
remission; change from baseline in the MADRS
total score; CGI-I response; change from baseline in
HAM-D subscale and individual item scores;
change from baseline in HAM-A total score;¢change
FAs-B-

The safety and tolerability of SAGE-217 Oral
Solution will be evaluated by frequency, type, and
severity of adverse events; mean changes from
baseline in clinical laboratory measures, vital signs,
and ECGs; SSS score; physical examination; and
suicidal ideation using the C SSRS during both Part
A and Part B.

Reduction of depressive symptoms will be assessed
by the change from baseline at various post baseline
time points in HAM-D total score; HAM-D response;
HAM-D remission; change from baseline in the
MADRS total score; CGI-I response; change from
baseline in HAM-D subscale and individual item
scores; and change from baseline in HAM-A total
score.

The safety and tolerability of SAGE-217 Oral
Solution or SAGE-217 Capsules will be evaluated
by frequency, type, and severity of adverse events;
mean changes from baseline in clinical laboratory
measures, vital signs, and ECGs; SSS score; physical
examination; and suicidal ideation using the C SSRS
during both Part A and Part B.

Synopsis, Statistical
Methods, Analysis

Populations-Sets and
Methods

The Safety Pepulation-(for both Part A and Part B),
defined as all subjects administered study drug, will
be used to provide descriptive summaries of safety
data. Adverse events will be classified by type,
incidence, severity, and causality. The overall
incidence of adverse events will be summarized by
Medical Dictionary for Regulatory Activities
(MedDRA) system organ class and preferred term.
Data for vital signs, clinical laboratory

measurements, ECG, physieal-examinations;-and

concomitant medication usage will also be

The Safety Set (for both Part A and Part B), defined
as all subjects administered study drug, will be used
to provide descriptive summaries of safety data.
Adverse events will be classified by type, incidence,
severity, and causality. The overall incidence of
adverse events will be summarized by Medical
Dictionary for Regulatory Activities (MedDRA)
system organ class and preferred term. Data for vital
signs, clinical laboratory measurements, ECG, and
concomitant medication usage will also be
summarized.
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summarized.

The Efficacy Pepulation (for both Part A and Part
B), defined as all subjects in the Safety Population
who complete at least 1 day of dosing of study drug
and have at least one post-baseline efficacy
evaluation, will be used to analyze efficacy data.

For Part B, the change from baseline in HAM-D
total score will be analyzed using a mixed effects
model for repeated measures (MMRM); the model
will include treatment, baseline HAM-D total score,
antidepressant-use-strata, assessment time point, and
time point-by-treatment as explanatory variables.
All post-baseline time points will be included in the
model. The primary comparison will be between
SAGE-217 OralSelatier and matching placebo at
the 15 day time point. Model-based point estimates
(ie, least squares [LS] means), 95% confidence
intervals, and p values will be reported. An
unstructured covariance structure will be used to
model the within-subject errors. Centinuous
variables will be analyzed using similar methods.
Binary efficacy endpoints, including responder and
remission endpoints, will be analyzed using legistie
regression-meodel.

The PK-Populatien will consist of all subjects in the
Safety Pepulation with sufficient plasma
concentrations for PK evaluations, and will be used
to summarize PK data.

The Efficacy Set (for both Part A and Part B), defined
as all subjects in the Safety Set who complete at least
1 day of dosing of study drug and have at least one
post-baseline efficacy evaluation, will be used to
analyze efficacy data.

For Part B, the change from baseline in HAM-D total
score will be analyzed using a mixed effects model
for repeated measures (MMRM); the model will
include center, treatment, baseline HAM-D total
score, stratification factor, assessment time point,
and time point-by-treatment as explanatory variables.
Center will be treated as random and all other
explanatory variables as fixed effects. All post-
baseline time points will be included in the model.
The primary comparison will be between SAGE-217
Capsules and matching placebo at the 15 day time
point. Model-based point estimates (ie, least squares
[LS] means), 95% confidence intervals, and p values
will be reported. An unstructured covariance
structure will be used to model the within-subject
errors. Other continuous endpoints will be analyzed
using similar methods.

Binary efficacy endpoints, including responder and
remission endpoints, will be analyzed using
generalized estimating equation (GEE) models.
The PK Set will consist of all subjects in the Safety
Set with sufficient plasma concentrations for PK
evaluations, and will be used to summarize PK data.
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Synopsis, Statistical
Methods, Analysis
Populations and
Methods, Sample Size
Calculation

Section 14.8,
Determination of
Sample Size

For Part B, assuming a two-sided t-test at an alpha
level of 8-146; a sample size of 23-subjects per group
would provide 80% power to detect an effect size of
0.75 between the SAGE-217 Oral-Selatienrand
matching placebo groups with regard to the
seeondary-efficacy outcome variable of change
from baseline in HAM-D total score. An effect size
of 0.75 corresponds to a matching placebo-adjusted
difference of 7.5 points in the change from baseline
in HAM-D total score at 15 days with an assumed
SD of 10 points. By including two treatment groups
and using a 1:1 randomization, a total of 46 subjects
are required. Assuming a non evaluability rate of
10%, up to 52 subjects will be randomized.

For Part B, assuming a two-sided t-test at an alpha
level of 0.05, a sample size of 29 subjects per group
would provide 80% power to detect an effect size of
0.75 between the SAGE-217 Capsules and matching
placebo groups with regard to the efficacy outcome
variable of change from baseline in HAM-D total
score. An effect size of 0.75 corresponds to a
matching placebo-adjusted difference of 7.5 points in
the change from baseline in HAM-D total score at 15
days with an assumed SD of 10 points. By including
two treatment groups and using a 1:1 randomization,
a total of 58 subjects are required. Assuming a non
evaluability rate of 10%, up to 66 subjects will be
randomized. Additional subjects may be enrolled if
the drop-out rate is higher than 10%.

Table 3, Schedule of
Events, Part B

Day 35 and Day 42 follow-up visits added and
footnotes were adjusted accordingly. Addition of
Remission in Depression Questionnaire (RDQ) and
Health-Related Productivity Questionnaire; adjust
frequency of SF-36 and FAs-D. Edits to other
footnotes as needed.

(see Table for details)

Section 7.1, Overall
Study Design

This study is a two-part, multicenter, Phase 2a study
to evaluate the safety, tolerability, PK, and efficacy
of SAGE-217 Oral Solution in approximately 62
adult subjects with MDD. Part A of the study is an
open-label design with SAGE-217 Oral Solution
dosing for 14 days. Part B of the study is a
randomized, double-blind, parallel-group, placebo-
controlled design with SAGE-217 Oral Seluatien or

This study is a two-part, multicenter, Phase 2a study
to evaluate the safety, tolerability, PK, and efficacy of
SAGE-217 Oral Solution (Part A) and SAGE-217
Capsules (Part B) in approximately 76 adult subjects
with MDD. Part A of the study is an open-label
design with SAGE-217 Oral Solution dosing for 14
days. Part A will consist of an up to 7-day
Screening Period (Days -7 to -1), a 14-day
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matching placebo dosing for 14 days. Separate
cohorts of subjects will be enrolled in Part A and
Part B; subjects participating in Part A cannot enroll
in Part B.

In Part A and Part B, study drug (SAGE-217 Oral
Solution or matching placebo) will be administered
at the study center for at least the first 7 days of the
Treatment Period, which includes Day 1 of study
drug administration through completion of study
drug administration on Day 14. ... For the
outpatient phase, dosing will be done at the clinical
site or, if suitable arrangements can be made, via
home administration where local regulations allow.

Subjects will be monitored for safety during the
Treatment and Follow-up Periods including
monitoring for adverse events/serious adverse
events, routine clinical laboratory assessments,
physical examination, vital signs, and ECG.

Subjects who experience mederate-or-severe-related

adverse-events-while receiving the 20-mg dose-of
o d beab] . .
v el ’ | lati | clinical
d Cthe I . _and | . |

Treatment Period, and a 2-week Follow-up Period.
Part B of the study is a randomized, double-blind,
parallel-group, placebo-controlled design with SAGE-
217 Capsule or matching placebo dosing for 14 days.
Part B will consist of an up to 7-day Screening
Period (Days -7 to -1), a 14-day Treatment Period,
and a 4-week Follow-up Period. Separate cohorts of
subjects will be enrolled in Part A and Part B;

subjects participating in Part A cannot enroll in Part
B.

In Part A and Part B, study drug (SAGE-217 Oral
Solution in Part A; SAGE-217 Capsule or
matching placebo in Part B) will be administered at
the study center for at least the first 7 days of the
Treatment Period, which includes Day 1 of study drug
administration through completion of study drug
administration on Day 14. ... For the outpatient
phase, dosing will be done at the clinical site or, if
suitable arrangements can be made, via home
administration where local regulations allow. All
dosing will be observed, either in the clinical unit
or by a healthcare professional at home.

Subjects will be monitored for safety during the
Treatment and Follow-up Periods including
monitoring for adverse events/serious adverse events,
routine clinical laboratory assessments, physical
examination, vital signs, and ECG (only Day 15
during Follow-up).
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from-thestudy.

Subjects who experience intolerable AEs at the 20-
mg dose level may be terminated from the study at
the discretion of the Investigator.

Follow-up visits will be conducted on an outpatient
basis. Follow-up visits will be conducted weekly
for 2 weeks after completion of the Treatment
Period in Part A (Day 28 +1 day) and weekly for 4
weeks after completion of the Treatment Period in
Part B (Day 42 +1 day).

Section 7.2, Blinding
and Randomization

Subjects who meet the entrance criteria will be
stratified based on use of antidepressant treatment
(current/stable or not treated/withdrawn >30 days)
and randomly assigned within each stratum in a 1:1
ratio to receive SAGE-217 Oral-Selutien or taste-
matched placebo according to a computer-generated
randomization schedule.

The randomization schedule will be generated using
SAS V9.2 or later. Only the clinic pharmacist or
designated pharmacy staff, who is responsible for
preparing the selutiens, will be given a copy of the
randomization schedule. In the event of a medical
emergency, the pharmacist may reveal actual
selutien-contents to the Investigator, who should
also alert Sage of the emergency (see Section 13.6
for more details related to unblinding).

Subjects who meet the entrance criteria will be
stratified based on use of antidepressant treatment
(current/stable or not treated/withdrawn >30 days)
and randomly assigned within each stratum in a 1:1
ratio to receive SAGE-217 Capsules or matched
placebo according to a computer-generated
randomization schedule.

The randomization schedule will be generated using
SAS V9.2 or later. Only the clinic pharmacist or
designated pharmacy staff, who is responsible for
preparing the study drug, will be given a copy of the
randomization schedule. In the event of a medical
emergency, the pharmacist may reveal actual study
drug contents to the Investigator, who should also
alert Sage of the emergency (see Section 13.6 for
more details related to unblinding).

Section 8.3.1, Study
Drug Withdrawal

Subjects who withdraw or are withdrawn from the
study will be replaced only if they withdraw prior to

Subjects who withdraw or are withdrawn from the
study will be replaced only if they withdraw prior to
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dosing. Subjects who are withdrawn from the
study, fail to return or are no longer qualified will
not be replaced.

dosing. Subjects who are withdrawn from the study,
fail to return or are no longer qualified will not be
replaced. Additional subjects may be enrolled if
the drop-out rate is higher than 10%.

Section 9.2.1, Part A

Subjects participating in Part A of the study will
take study drug (SAGE-217) in an open-label
manner.

Subjects participating in Part A of the study will take
study drug (SAGE-217 Oral Solution) in an open-
label manner.

Section 9.2.2, Part B

Subjects, clinicians, and study team will be blinded
to treatment allocation. The pharmacist, who will
prepare the eral-selations according to the
randomization schedule, and anunblinded Monitor,
who will perform drug accountability during the
study, will be unblinded.

Subjects, clinicians, and study team will be blinded to
treatment allocation. The pharmacist, who will
prepare the study drug according to the
randomization schedule, and a Monitor, who will
perform drug accountability during the study, will be
unblinded.

Section 9.3, Dose
Adjustment Criteria

In-beth-Part A andPartB, subjects who experience
moderate or severe adverse events that according to
the clinical judgement of the Investigator are related
to study drug while receiving the 30 mg dose of
study drug will receive 20 mg for the remaining of
the Treatment Period.

In Part A, subjects who experience moderate or
severe adverse events that according to the clinical
judgement of the Investigator are related to study drug
while receiving the 30 mg dose of study drug will
receive 20 mg for the remaining of the Treatment
Period.

In Part B, subjects who cannot tolerate 30 mg will

receive 20 mg for the rest of the Treatment Period.
Subjects who experience intolerable AEs at the 20

mg dose level may be terminated from the study at
the discretion of the Investigator.

Section 9.4.1,
Prior/Concomitant

Subjects will receive standard of care for adult
patients diagnosed with moderate to severe MDD.

Subjects will receive standard of care for adult
patients diagnosed with moderate to severe MDD.
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Medications

Psychotropic medications, which must have been
initiated at least 14 days prior to screening, must
remain at a stable dose until completion of the Day
15 assessments (Parts A andB).

Eligible subjects will be stratified based on use of
antidepressant treatment (current/stable or not
treated/withdrawn >30 days) and randomly assigned
within each stratum in a 1:1 ratio to receive SAGE-
217 Oral-Selutien or taste-matched placebo.

In this study, psychotropic medications refer to
central nervous system active medications taken to
help depressive symptoms, and include
antidepressants, benzodiazepines, and hypnotic
agents. Subjects presenting to the study on
antidepressants may be eligible to participate if they
have been on a stable dose for at least 14 days.
Those subjects on benzodiazepines and hypnotic
agents may be considered for eligibility based on
specific discussions between the Investigator and
the Sponsor to ensure safety. Subjects on other
psychotropic medications, including stimulants,
antipsyeheties; and mood stabilizers, are not eligible
to participate in this study.

In both Part A and Part B, all medications should be
documented throughout the study from 30 days
prior to signing the ICF through Day 28 (+£3 days)
and recorded on the eCRF.

Psychotropic medications, which must have been
initiated at least 14 days prior to screening, must
remain at a stable dose until completion of the Day 15
assessments (Part A).

Eligible subjects in Part B will be stratified based on
use of antidepressant treatment (current/stable or not
treated/withdrawn >30 days) and randomly assigned
within each stratum in a 1:1 ratio to receive SAGE-
217 Capsules or matched placebo.

In this study, psychotropic medications refer to
central nervous system active medications taken to
help depressive symptoms, and include
antidepressants, benzodiazepines, and hypnotic
agents. Subjects presenting to the study on
psychotropic medications may be eligible to
participate if they have been on a stable dose for at
least 14 days (Part A) or if the medications have
been initiated at least 30 days prior to screening
(Part B); the subject must remain at a stable dose
until completion of the Day 15 assessments

(Part B). Those subjects on benzodiazepines and
hypnotic agents may be considered for eligibility
based on specific discussions between the Investigator
and the Sponsor to ensure safety. Subjects on other
psychotropic medications, including stimulants, and
mood stabilizers, are not eligible to participate in this
study. Subjects who have been receiving atypical
antipsychotics with the intent of treatment of
depressive symptoms, but not psychotic symptoms,
may be eligible.
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In both Part A and Part B, all medications should be
documented throughout the study from 30 days prior
to signing the ICF through Day 28/42 (+3 days) and
recorded on the eCRF.

Section 9.4.2,
Restricted Medications

eInitiation of new antidepressant therapy is
prohibited upon admission to the study center for
those eligible subjects who desire study
participation. Those subjects already taking an
antidepressant at the time of study entry (and
meeting all study inclusion criteria) will be
permitted to remain on the pre-existing
antidepressant at their current dose if they were on
this medication for at least +4-days prior to study
enrollment.

*Benzodiazepines are to be avoided as much as
possible. Eligible subjects taking a stable dose of
benzodiazepine for at least 14 days prior to the
stady-will be discussed on a case-by-case basis with
the Sponsor to determine eligibility. Subjects may
be permitted to continue to take their current dose
of the benzodiazepine (to prevent acute
withdrawal), but no new benzodiazepine use will be
permitted during the course of the study.

*Anticonvulsants and-atypical-antipsyeheoties are
prohibited.

*Initiation of new antidepressant therapy is prohibited
upon admission to the study center for those eligible
subjects who desire study participation. Those
subjects already taking an antidepressant at the time
of study entry (and meeting all study inclusion
criteria) will be permitted to remain on the pre-
existing antidepressant at their current dose if they
were on this medication for at least 30 days prior to
study enrollment (Part B).

*Benzodiazepines are to be avoided as much as
possible. Eligible subjects taking a stable dose of
benzodiazepine for at least 30 days prior to
enrollment in Part B will be discussed on a case-by-
case basis with the Sponsor to determine eligibility.
Subjects may be permitted to continue to take their
current dose of the benzodiazepine (to prevent acute
withdrawal), but no new benzodiazepine use will be
permitted during the course of the study.

*Anticonvulsants are prohibited. Atypical
antipsychotics are allowed only if the indication
has been for the treatment of the depressive
episode and not for treatment of psychotic
symptoms.

Section 11.1, Hamilton

The HAM-D assessments are to be completed at

The HAM-D assessments are to be completed at 8:00
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Rating Scale for
Depression (HAM-D)

8:00 AM (£30 minutes) at each scheduled time
point during the Treatment Period, and in the
morning ea-Day 15, Day 21, and Day 28.

The HAM-D total score will be calculated as the
sum of the 17 individual item scores. Hem16-can
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AM (£30 minutes) at each scheduled time point
during the Treatment Period, and in the morning
during the Follow-up Period (Day 15, Day 21, and
Day 28 for Part A and Day 15, Day 21, Day 28,
Day 35, and Day 42 in Part B).

The HAM-D total score will be calculated as the sum
of the 17 individual item scores.

Section 11.2,
Montgomery-Asberg
Depression Rating
Scale (MADRS)

The MADRS assessments are to be completed at
8:00 AM (+30 minutes) at each scheduled time
point during the Treatment Period, and in the
morning ea-Day 15, Day 21, and Day 28.

The MADRS assessments are to be completed at 8:00
AM (£30 minutes) at each scheduled time point
during the Treatment Period, and in the morning
during the Follow-up Period (Day 15, Day 21, and
Day 28 for Part A and Day 15, Day 21, Day 28,
Day 35, and Day 42 in Part B).

Section 11.3, Hamilton
Anxiety Rating Scale
(HAM-A)

The HAM-A assessments are to be completed at
8:00 AM (£30 minutes) at each scheduled time
point during the Treatment Period, and in the
morning ea-Day 15, Day 21, and Day 28.

The HAM-A assessments are to be completed at
8:00 AM (£30 minutes) at each scheduled time point
during the Treatment Period, and in the morning
during the Follow-up Period (Day 15, Day 21, and
Day 28 for Part A and Day 15, Day 21, Day 28,
Day 35, and Day 42 in Part B).

Section 11.4, Clinical
Global Impression
(CGD

The CGI-S assessments are to be completed at
8:00 AM (+30 minutes) at each scheduled time
point during the Treatment Period, and in the
morning ea-Day 15, Day 21, and Day 28.

The CGI-I assessments are to be completed at
8:00 AM (+30 minutes) at each scheduled time
point during the Treatment Period, and in the

The CGI-S assessments are to be completed at

8:00 AM (£30 minutes) at each scheduled time point
during the Treatment Period, and in the morning
during the Follow-up Period (Day 15, Day 21, and
Day 28 for Part A and Day 15, Day 21, Day 28,
Day 35, and Day 42 in Part B).

The CGI-I assessments are to be completed at
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morning ea-Day 15, Day 21, and Day 28.

8:00 AM (£30 minutes) at each scheduled time point
during the Treatment Period, and in the morning
during the Follow-up Period (Day 15, Day 21, and
Day 28 for Part A and Day 15, Day 21, Day 28,
Day 35, and Day 42 in Part B).
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Section 11.5, Short
Form-36 (SF-36)

Mental- Compenent-Summary—Higher SF-36 scores
indicate a better state of health. The SF-36 requires

approximately 10 minutes to complete, and can be
self-administered or completed by interview in
person or by telephone. In Part B, the SF-36
assessments are to be completed at 8:00 AM (£30
minutes) at each scheduled time point during the
Treatment Period, and in the morning en Day 15;

Day21and Day28.

The Medical Outcomes Study Short Form-36
(SF-36v2) is a 36-item measure of health status
that has undergone validation in many different
disease states (Ware 2007). The SF-36 covers eight
health dimensions including four physical health
status domains (physical functioning, role
participation with physical health problems [role-
physical], bodily pain, and general health) and
four mental health status domains (vitality, social
functioning, role participation with emotional
health problems [role-emotional], and mental
health). In addition, two summary scores, physical
component summary (PCS) and mental
component summary (MCS), are produced by
taking a weighted linear combination of the eight
individual domains. The SF-36v2 is available with
two recall periods: the standard recall period is 4
weeks and the acute recall period is 1 week. This
study will use the acute version, which asks
patients to respond to questions as they pertain to
the past week. Higher SF-36 scores indicate a better
state of health. The SF-36 requires approximately 10
minutes to complete, and can be self-administered or
completed by interview in person or by telephone. In
Part B, the SF-36 assessments are to be completed at
8:00 AM (£30 minutes) at each scheduled time point
during the Treatment Period, and in the morning
during the Follow-up Period (Day 15 and Day 42).

Section 11.6, The
Fatigue Associated

In Part B, the FAs-D assessments are to be
completed at 8:00 AM (+30 minutes) at each

In Part B, the FAs-D assessments are to be completed
at 8:00 AM (£30 minutes) at each scheduled time
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with Depression (FAs
D) Patient-Reported
Outcome (PRO)

scheduled time point during the Treatment Period,

and in the morning en Day 15;Day2t-andDay28.

point during the Treatment Period, and in the morning
during the Follow-up Period (Day 15 and Day 42).

Section 11.7,
Remission in
Depression
Questionnaire (RDQ)

NA — new section

Recent research suggests that the symptom-based
definitions of remission used in efficacy studies do
not adequately reflect the perspective of depressed
patients receiving treatment in routine clinical
settings. The Remission from Depression
Questionnaire (RDQ) was developed to capture the
broader array of domains considered by patients
to be relevant to the construct of remission
symptoms of depression, non-depressive
symptoms, features of positive mental health,
coping ability, functioning, life satisfaction, and a
general sense of well-being. The RDQ is a reliable
and valid measure that evaluates the multiple
domains that depressed patients consider
important in determining remission. The RDQ
demonstrated excellent internal consistency, with a
Cronbach’s alpha of 0.97 for the total scale and
above 0.80 for each of the seven subscales. The
test-retest reliability of the total scale was 0.85 and
above 0.60 for each subscale (Zimmerman 2013;
Zimmerman 2014). In Part B, the RDQ is to be
completed at 8:00 AM (£30 minutes) at each
scheduled time point on Day 1, and in the morning
during the Follow-up Period (Day 15 and Day 42).
A copy of the RDQ is located in Appendix 9.

Section 11.8, Health-
Related Productivity

NA — new section

The Health-Related Productivity Questionnaire
(HRPQ) is a generic measure developed to
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Questionnaire
(HRPQ)

measure health-related work productivity in
patients with a particular disease and/or being
treated for the disease. The instrument collects
productivity data in terms of absenteeism,
presenteeism, and combined lost productivity for
three work venues: work outside home,
housework, and classes/homework (Kumar 2003).
In Part B, the HRPQ is to be completed at 8:00
AM (£30 minutes) at each scheduled time point on
Day 1, and in the morning during the Follow-up
Period (Day 15 and Day 42).

A copy of the HRPQ is located in Appendix 10.

Section 13.1.3, Weight
and Height

Body weight and height will be measured at the
Screening visit; weight will also be measured on in
the morning on Day 15, and during the follow-up
visits on Days 21 and 28.

Body weight and height will be measured at the
Screening visit; weight will also be measured on in
the morning on Day 15, and during the follow-up
visits on Days 21 and 28 for Part A and Days 21, 28,
35, and 42 in Part B.

Section 13.1.4,
Physical Examination

A physical examination of all major body systems
will be undertaken and recorded at the Screening
visit, Day 8, Day 15, and Day 21, with a brief
physical examination on Day 28.

A physical examination of all major body systems
will be undertaken and recorded at the Screening
visit, Day 8, Day 15, and Day 21, with a brief
physical examination on Day 28 in Part A; in

Part B, a physical examination will be undertaken
and recorded at the Screening visit, Day 8, and
Day 15, with a brief physical examination on Day
42.

Section 13.1.6,
Laboratory
Assessments

Blood and urine samples will be collected for
hematology, serum chemistry, coagulation, select
hormone parameters, and urinalysis at the Screening
visit, and in the morning on Days 8 and 15 and
during the follow-up visits-er Days 21 and 28.

Blood and urine samples will be collected for
hematology, serum chemistry, coagulation, select
hormone parameters, and urinalysis at the Screening
visit, and in the morning on Days 8§ and 15 and during
the follow-up visits (Days 21 and 28 for Part A and
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Days 21, 28, 35, and 42 for Part B).

Section 13.1.6.3,
Urinalysis

Urinalysis will include assessment of protein, blood,
glucose, ketones, bile; urobilinogen, hemoglobin,
leukocyte esterase, nitrites, color, turbidity, pH, and
specific gravity.

Urinalysis will include assessment of protein, blood,
glucose, ketones, bilirubin, urobilinogen,
hemoglobin, leukocyte esterase, nitrites, color,
turbidity, pH, and specific gravity.

Section 13.1.6.6,
Pregnancy Test

Females of childbearing potential will be tested for
pregnancy by serum pregnancy test at the Screening
visit and by urine pregnancy test on Day | (predose)
and at the follow-up visit on Day 28. In addition,
female subjects who prematurely discontinue before
Day 28 will have a pregnancy test performed at the
early termination visit.

Females of childbearing potential will be tested for
pregnancy by serum pregnancy test at the Screening
visit and by urine pregnancy test on Day | (predose)
and at the follow-up visit on Day 28 for Part A or
Day 42 for Part B. In addition, female subjects who
prematurely discontinue before Day 28/42 will have a
pregnancy test performed at the early termination
visit.

Section 13.1.6.8,
Drugs of Abuse and
Alcohol

A urine sample for assessment of selected drugs of
abuse (including amphetamines, barbiturates,
benzodiazepines, cannabinoids, cocaine, opiates,
phencyclidine, and propoxyphene) and a serum or
breath sample for alcohol screen will be collected at
screening and predose on Day 1. Use of
benzodiazepines at screening is not necessarily
exclusionary, as subjects will be allowed to take
psychotropics that have been initiated at least

14 days prior to admission to the study center at a
stable dose following discussion with the Sponsor
(see Section 9.3).

Part A: A urine sample for assessment of selected
drugs of abuse (including amphetamines, barbiturates,
benzodiazepines, cannabinoids, cocaine, opiates,
phencyclidine, and propoxyphene) and a serum or
breath sample for alcohol screen will be collected at
screening and predose on Day 1. Use of
benzodiazepines at screening is not necessarily
exclusionary, as subjects will be allowed to take
psychotropics that have been initiated at least 14 days
prior to admission to the study center at a stable dose
following discussion with the Sponsor (see Section
9.3).

Part B: A urine and/or serum sample (as per the
lab manual) for assessment of selected drugs of
abuse (including amphetamines, barbiturates,
benzodiazepines, cannabinoids, cocaine, opiates,
phencyclidine, and propoxyphene) will be collected
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at screening; a urine sample will be collected for
assessment of drugs of abuse predose on Day 1. A
serum or breath sample for alcohol screen (as per
the standard procedures at each site) will be
collected at screening and predose on Day 1. Use
of benzodiazepines at screening is not necessarily
exclusionary, as subjects will be allowed to take
psychotropics that have been initiated at least 30
days prior to admission to the study center at a
stable dose following discussion with the Sponsor
(see Section 9.3).

Section 13.4,
Recording Adverse
Events

All adverse events will be followed until they-are

resolved or-havereached-a-clinical plateaun-with-no
expeetation-of-future-change.

All adverse events, regardless of Investigator-
determined causality, should be followed until the
event is resolved or the Investigator determines the
event is stable or no longer clinically significant.

Section 13.5,
Reporting Adverse
Events

All serious adverse events (regardless of causality)
will be recorded from the signing of the ICF until
the Day 28 follow-up visit.

All serious adverse events (regardless of causality)
will be recorded from the signing of the ICF until the
Day 28 follow-up visit (Part A) or the Day 42
follow-up visit (Part B).

Section 13.6,
Emergency
Identification of Study

The pharmacist responsible for preparing the
selutiens will be unblinded and will retain an
official paper copy of the randomization schedule.

The pharmacist and/or designated pharmacy staff
responsible for preparing the study drug will be
unblinded and will retain an official paper copy of the

Drug randomization schedule.
Section 13.7, NA — new section In the event either the subject or their partner
Pregnancy becomes pregnant, the pregnancy will be followed.

By enrolling in this study, all subjects are
consenting to pregnancies being followed to
conclusion either by the site if the study is still
active or through Sage standard
pharmacovigilance services if the study is no
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longer active.

Section 14.1, Data
Analysis Sets and
Methods

14.1.1. Analysis Pepulations-and-Methods

The Safety Pepulation (for both Part A and Part B),
defined as all subjects administered study drug, will
be used to provide descriptive summaries of safety
data.

The Efficacy Pepulation (for both Part A and Part
B), defined as all subjects in the Safety Population
who complete at least 1 day of dosing of study drug
and have at least one post-baseline efficacy
evaluation, will be used to analyze efficacy data.
The PK Populatien will consist of all subjects in the
Safety Pepulation with sufficient plasma
concentrations for PK evaluations, and will be used
to summarize PK data.

14.1.1. Data Analysis Sets

The Safety Set (for both Part A and Part B), defined
as all subjects administered study drug, will be used
to provide descriptive summaries of safety data.

The Efficacy Set (for both Part A and Part B), defined
as all subjects in the Safety Set who complete at least
1 day of dosing of study drug and have at least one
post-baseline efficacy evaluation, will be used to
analyze efficacy data.

The PK Set will consist of all subjects in the Safety
Set with sufficient plasma concentrations for PK
evaluations, and will be used to summarize PK data.

Section 14.5, Efficacy
Analyses

The main comparison will be between SAGE-217
Oral-Selutien and matching placebo at the 15-day
time point.

Logistic regresston-methods will be used for the
analysis of the following binary variables: HAM-D

response (defined as >50% reduction from baseline
in HAM-D total score), HAM-D remission (defined

as HAM-D total score of <7.0), and CGI-I response.

Logistieregression models will include terms for

center, treatment, antidepressant use strata, and
baseline-seore. The comparison of interest will be
the difference between SAGE-217 Oral Selution
and matching placebo at the 15-day time point in
Part B. Model based point estimates (ie, odds

The main comparison will be between SAGE-217
Capsules and matching placebo at the 15-day time
point.

Generalized estimating equation (GEE) methods
will be used for the analysis of the following binary
variables: HAM-D response (defined as >50%
reduction from baseline in HAM-D total score),
HAM-D remission (defined as HAM-D total score of
<7.0), and CGI-I response. GEE models will include
terms for center, treatment, baseline score,
antidepressant use strata, assessment time point, and
time point-by-treatment as explanatory variables.
The comparison of interest will be the difference
between SAGE-217 Capsule and matching placebo at
the 15-day time point in Part B. Model based point
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ratios), 95% confidence intervals, and p-values will
be reported. For the CGI-I response analysis,
baseline CGI-S score will be included in the model.

Sismil ] . . STONVE: |
seore-inPart B;-descriptive summary statistics will
be provided and-an-MMRM-model-will-be-used-to

analyze-the-change-from baselinein SF 36 and-FAs-
D.

estimates (ie, odds ratios), 95% confidence intervals,
and p-values will be reported. For the CGI-I response
analysis, baseline CGI-S score will be included in the
model.

Descriptive summary statistics will be for SF 36,
FAs-D, RDQ, and HRPQ.

Section 14.6.1,
Adverse Events

Incidences will be presented in order of decreasing
frequency for the SAGE-217 Oral-Selution
treatment group. In addition, summaries will be
provided by severity (mild, moderate, severe) and
by causality (related, not related) to study drug (see
Section 13.3).

All adverse events and serious adverse events
(including those with onset or worsening before the
start of study drug) through the Day 28 follow-up
visit will be listed.

Incidences will be presented in order of decreasing
frequency for the SAGE-217 treatment group (Oral
Solution for Part A and Capsules for Part B). In
addition, summaries will be provided by severity
(mild, moderate, severe) and by causality (related, not
related) to study drug (see Section 13.3).

All adverse events and serious adverse events
(including those with onset or worsening before the
start of study drug) through the Day 28 follow-up
visit (Part A) or Day 42 follow-up visit (Part B) will
be listed.

Section 14.6.3,
Physical Examinations

Phvsical nations in T | B willl

od at the S . isit Day-8.T 1
Day21-and Day28-visits—Any clinically
significant change in physical examination
compared to those observed at screening should be
noted as an adverse event.

Any clinically significant change in physical
examination compared to those observed at screening
should be noted as an adverse event.

Section 14.6.6, Prior
and Concomitant
Medications

Prior medications are defined as those taken during
the 30-days prior o informed-eonsent.

Prior medications are defined as those taken prior to
the first dose of study drug.
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Section 14.7,
Pharmacokinetic
Analyses

Pharmacokinetic parameters will be summarized
using appropriate descriptive statistics.

Pharmacokinetic parameters will be summarized
using appropriate descriptive statistics. The PK
parameters to be summarized where possible will
include AUCx, Cmax, tmax, tss, and Css.
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2. Synopsis, . Part B: Randomized, double-blind, parallel- | ¢ Part B: Randomized, double-blind, parallel-
Methodology group, placebo-controlled (14 days). Based on the group, placebo-controlled (14 days). Based on the

results of Part A, eligible subjects will be stratified
based on use of antidepressant treatment
(current/stable or not treated/withdrawn >30 days)
and randomized within each stratum in a 1:1 ratio to
receive SAGE 217 Capsules (30 mg) or matching
placebo for 14 days beginning on Day 1, as tolerated.
All doses of study drug will be administered at 8:00
PM (£15 minutes) with food. Part B will consist of
an up to 7-day Screening Period (Days -7 to -1), a 14-
day Treatment Period, and a 4-week Follow-up
Period.

results of Part A, eligible subjects will be stratified
based on use of antidepressant treatment
(current/stable or not treated/withdrawn >30 days) and
randomized within each stratum in a 1:1 ratio to
receive SAGE 217 Capsules (30 mg) or matching
placebo for 14 days beginning on Day 1, as tolerated.
All doses of study drug will be administered at 8:00
PM (£15 minutes) with food. Part B will consist of an
up to #14-day Screening Period (Days -#14 to -1), a
14-day Treatment Period, and a 4-week Follow-up
Period.

2. Synopsis,

Screening Period: The Screening Period begins with

Screening Period: The Screening Period begins with
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Methodology
(Screening Period)

the signing of the informed consent form (ICF) at the
Screening Visit, which can occur on any two
consecutive calendar days of the 7-day window (from
Day -7 through Day -1). The diagnosis of MDD
must be made according to Structured Clinical
Interview for Diagnostic and Statistical Manual of
Mental Disorders, Fifth Edition (DSM-5) Axis I
Disorders (SCID I) performed by a qualified
healthcare professional. Subjects will undergo
preliminary screening procedures at the Screening
Visit to determine eligibility, including completion of
the HAM-D, Hamilton Anxiety Rating Scale (HAM-
A), Clinical Global Impression - Severity (CGI S),
and Montgomery-Asberg Depression Rating Scale
(MADRS). The Screening Period assessments will
be conducted on an outpatient basis.

the signing of the informed consent form (ICF) at the
Screening Visit, which can occur on any two
consecutive calendar days of the 7-day (Part A) or
14-day (Part B) window (from Day -7 or -14,
respectively, through Day -1). The diagnosis of MDD
must be made according to Structured Clinical
Interview for Diagnostic and Statistical Manual of
Mental Disorders, Fifth Edition (DSM-5) Axis I
Disorders (SCID I) performed by a qualified
healthcare professional. Subjects will undergo
preliminary screening procedures at the Screening
Visit to determine eligibility, including completion of
the HAM-D, Hamilton Anxiety Rating Scale (HAM-
A), Clinical Global Impression - Severity (CGI S), and
Montgomery-Asberg Depression Rating Scale
(MADRS). The Screening Period assessments will be
conducted on an outpatient basis.

2. Synopsis,
Methodology (Follow-
up Period); 7.1.
Overall Study Design

Follow-up visits will be conducted on an outpatient
basis. Follow-up visits will be conducted weekly for
2 weeks after completion of the Treatment Period in
Part A (Day 28 =1 day) and weekly for 4 weeks after
completion of the Treatment Period in Part B (Day 42
+1 day).

Follow-up visits will be conducted on an outpatient
basis. Follow-up visits will be conducted weekly for 2
weeks after completion of the Treatment Period in Part
A (Day 28 £1 day) and weekly for 4 weeks after
completion of the Treatment Period in Part B (Day 42

+1-day3 days).

2. Synopsis,
Objectives;
6.2.1 Primary
Objective

The primary objective of Part B is to evaluate the
safety and tolerability of SAGE-217 Capsule (30

mg).

oy . biceti  Part B | ]
; Liolerability of SAGE 217 le-(36-me).
The primary efficacy objective for Part B of the
study is to determine if treatment with SAGE-217
Capsules (30 mg) reduces depressive symptoms in
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subjects with moderate to severe MDD compared
to matching placebo.

2. Synopsis,
Objectives;
6.2.2. Secondary

The secondary efficacy objective for Part B of the
study is to determine if treatment with SAGE-217
Capsules (30 mg) reduces depressive symptoms in

- lasvr off biective for Part Bof 4
it i b SAGE 217
anles (30 ! ! ) :

Objective subjects with moderate to severe MDD compared to | subjeets-with-moderate-to-severe MPDD-compared-te
matching placebo. ratehing placebe—The secondary objective of Part
B is to evaluate the safety and tolerability of SAGE-
217 Capsule (30 mg).
2. Synopsis, The primary endpoint for Part B is the safety and The primary endpoint for Part B is the safety-and
Endpoints; tolerability of SAGE-217 Capsules as assessed by the | telerability of SAGE-217Capsules-as-assessed-by-the

6.3.2.1. Primary

frequency and severity of adverse events; changes
from baseline in clinical laboratory measures, vital
signs, and ECGs; SSS score; physical examination;
and suicidal ideation using the C-SSRS.

and-suicidal-ideationusing the C-SSRS-reduction in

depressive symptoms, compared to placebo, as
assessed by the change in the 17-item HAM-D total
score from baseline to Day 15.

2. Synopsis,
Endpoints;
6.3.2.2. Secondary

Reduction in depressive symptoms, compared to
placebo, as assessed by the following:

. Change from baseline in the 17-item HAM-
D total score at all time points;

. HAM-D response;

. HAM-D remission;

. Change from baseline in the MADRS total

score at Day 15 (ET) and all other time points;
. Change from baseline in HAM-D subscale

. Reduction in depressive symptoms, compared
to placebo, as assessed by the following:

. Change frem-baseline-in the 17-item HAM-D
total score from baseline at all time points;

. HAM-D response;

. HAM-D remission;

. Change from baseline in the MADRS total
score at Day 15 (ET) and all other time points;

. Change from baseline in HAM-D subscale
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and individual item scores at all time points;

. Change from baseline in Hamilton Anxiety
Rating Scale (HAM-A) total score at Day 15 (ET)
and all other time points; and

. CGI I response.

and individual item scores at all time points;

. Change from baseline in Hamilton Anxiety
Rating Scale (HAM-A) total score at Day 15 (ET)
and all other time points; and

. CGI I response.

. The safety and tolerability of SAGE-217
Capsules as assessed by the frequency and severity
of adverse events; changes from baseline in clinical
laboratory measures, vital signs, and ECGs; SSS
score; physical examination; and suicidal ideation
using the C-SSRS.

2. Synopsis, Inclusion
Criteria,

Section 8.1 Subject
Inclusion Criteria

9. Subject agrees to practice an acceptable method of
highly effective birth control at screening and
throughout study participation. Highly effective
methods of birth control include sexual abstinence
(for males and females); vasectomy; or a condom
with spermicide in combination with a highly
effective female partner’s method (for males); and
hormonal methods of contraception (ie, established
use of oral, implantable, injectable, or transdermal
hormones); placement of an intrauterine device;
placement of an intrauterine system; and
mechanical/barrier method of contraception (ie,
condom or occlusive cap [diaphragm or
cervical/vault cap] in conjunction with spermicide
[foam, gel, film, cream, or suppository]) (for
females).

12. Part A: Subject agrees to practice an
acceptable method of highly effective birth control at
screening and throughout study participation. Highly
effective methods of birth control include sexual
abstinence (for males and females); vasectomy; or a
condom with spermicide in combination with a highly
effective female partner’s method (for males); and
hormonal methods of contraception (ie, established
use of oral, implantable, injectable, or transdermal
hormones); placement of an intrauterine device;
placement of an intrauterine system; and
mechanical/barrier method of contraception (ie,
condom or occlusive cap [diaphragm or cervical/vault
cap] in conjunction with spermicide [foam, gel, film,
cream, or suppository]) (for females).

Part B: Female subject agrees to use one of the
following methods of contraception during
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participation in the study and for 30 days following
the last dose of study drug, unless they are
postmenopausal (defined as no menses for 12
months without an alternative medical cause)
and/or surgically sterile:

. Combined (estrogen and progestogen
containing) oral, intravaginal, or transdermal
hormonal contraception associated with inhibition
of ovulation.

. Oral, injectable, or implantable
progestogen-only hormonal contraception
associated with inhibition of ovulation.

. Intrauterine device.

. Intrauterine hormone-releasing system.

. Bilateral tubal occlusion.

. Vasectomized partner.

. Sexual abstinence (no sexual intercourse).
2. Synopsis, Exclusion | 6. Subject has no detectable hepatitis B surface 11. Subject has no detectable hepatitis B surface

Criteria,
Section 8.2 Subject
Exclusion Criteria

antigen (HBsAg), anti-hepatitis C virus (HCV), or
human immunodeficiency virus (HIV) antibody at
screening.

antigen (HBsAg), anti-hepatitis C virus (HCV), or
human immunodeficiency virus (HIV) antibody at
screening (except if the subject has a documented
Hepatitis C antigen test (HCV RNA) with a
negative result in their recent medical history).

2. Synopsis, Duration
of participation

Part B: Up to 52 days (up to 7 days for screening; 14
days of treatment; 28-31 days for follow up)

Part B: Up to 529 days (up to #14 days for screening;
14 days of treatment; 28-31 days for follow up)

Table 3: Schedule of
Events (Part B)

Screening Period ‘

‘ Screening Period
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Visits OUTPATIENT Visits OUTPATIENT
Visit Days D-7 to -1 Visit Days D-714 to -1

7.1. Overall Study
Design

This study is a two-part, multicenter, Phase 2a study
to evaluate the safety, tolerability, PK, and efficacy
of SAGE-217 Oral Solution (Part A) and SAGE-217
Capsules (Part B) in approximately 76 adult subjects
with MDD. Part A of the study is an open-label
design with SAGE-217 Oral Solution dosing for 14
days. Part A will consist of an up to 7 day Screening
Period (Days -7 to -1), a 14-day Treatment Period,
and a 2-week Follow-up Period. Part B of the study
is a randomized, double-blind, parallel-group,
placebo-controlled design with SAGE-217 Capsule
or matching placebo dosing for 14 days. Part B will
consist of an up to 7-day Screening Period (Days -7
to -1), a 14-day Treatment Period, and a 4-week
Follow-up Period. Separate cohorts of subjects will
be enrolled in Part A and Part B; subjects
participating in Part A cannot enroll in Part B.

During the Screening Period (Day -7 to Day -1), after
signing the informed consent form (ICF), subjects
will be assessed for study eligibility, and the severity
of each subject’s MDD will be evaluated using
HAM-D. The Screening Period assessments will be
conducted on an outpatient basis.

This study is a two-part, multicenter, Phase 2a study to
evaluate the safety, tolerability, PK, and efficacy of
SAGE-217 Oral Solution (Part A) and SAGE-217
Capsules (Part B) in approximately 76 adult subjects
with MDD. Part A of the study is an open-label
design with SAGE-217 Oral Solution dosing for 14
days. Part A will consist of an up to 7 day Screening
Period (Days -7 to -1), a 14-day Treatment Period, and
a 2-week Follow-up Period. Part B of the study is a
randomized, double-blind, parallel-group, placebo-
controlled design with SAGE-217 Capsule or
matching placebo dosing for 14 days. Part B will
consist of an up to 714-day Screening Period

(Days -#14 to -1), a 14-day Treatment Period, and a 4-
week Follow-up Period. Separate cohorts of subjects
will be enrolled in Part A and Part B; subjects
participating in Part A cannot enroll in Part B.

During the Screening Period (Pay—7te-Day—1), after

signing the informed consent form (ICF), subjects will
be assessed for study eligibility, and the severity of
each subject’s MDD will be evaluated using HAM-D.
The Screening Period assessments will be conducted
on an outpatient basis.

13.1.6. Laboratory

All required samples in Part A will be analyzed at

All required samples in Part A will be analyzed at
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Assessments

local laboratories. All samples in Part B will be
analyzed at the central laboratory. Subjects may be
considered eligible for the study based on local
laboratory results; however, screening samples in
Part B must also be sent to the central laboratory.

local laboratories. All samples in Part B will be
analyzed at the central laboratory. Subjects may be
considered eligible for the study based on local
laboratory results; however, screening samples in Part
B must also be sent to the central laboratory. Both
local and central screening labs must adhere to the
visit window provided in the Schedule of Events.
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2. Synopsis, Number
of subjects (planned)

Approximately ten subjects will be enrolled in
Part A. Up to 66 subjects may be randomized in
Part B.

Approximately ten subjects will be enrolled in Part A.
Yp-te-66Approximately 88 subjects may be
randomized in Part B.

2. Synopsis, Sample
Size Calculation;

14.8. Determination of
Sample Size

For Part B, assuming a two-sided t-test at an alpha
level of 0.05, a sample size of 29 subjects per group
would provide 80% power to detect an effect size of
0.75 between the SAGE-217 Capsules and matching
placebo groups with regard to the efficacy outcome
variable of change from baseline in HAM-D total
score. An effect size of 0.75 corresponds to a
matching placebo-adjusted difference of 7.5 points in
the change from baseline in HAM-D total score at 15
days with an assumed SD of 10 points. By including
two treatment groups and using a 1:1 randomization,

For Part B, assuming a two-sided t-test at an alpha
level of 0.05, a sample size of 2940 subjects per group
would provide €90% power to detect an effect size of
0.75 between the SAGE-217 Capsules and matching
placebo groups with regard to the efficacy outcome
variable of change from baseline in HAM-D total
score. An effect size of 0.75 corresponds to a
matching placebo-adjusted difference of 7.5 points in
the change from baseline in HAM-D total score at 15
days with an assumed SD of 10 points. By including
two treatment groups and using a 1:1 randomization, a
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a total of 58 subjects are required. Assuming a
non-evaluability rate of 10%, up to 66 subjects will
be randomized. Additional subjects may be enrolled
if the drop-out rate is higher than 10%.

total of 5880 subjects are required. Assuming a
non-evaluability rate of 10%, ap-te-66approximately
88 subjects will be randomized. Additional subjects
may be enrolled if the drop-out rate is higher than
10%.

9.1. Number of
Subjects

Approximately ten subjects with MDD will be
enrolled into Part A of the study. Up to 66 subjects
may be randomized in Part B to ensure at least 58
evaluable subjects for Part B. Evaluable subjects are
defined as those subjects receiving study drug with at
least one post-baseline HAM-D assessment.
Additional subjects may be enrolled if the drop-out
rate is higher than 10%.

Approximately ten subjects with MDD will be
enrolled into Part A of the study. Hp-te
66Approximately 88 subjects may be randomized in
Part B to ensure at least 5880 evaluable subjects for
Part B. Evaluable subjects are defined as those
subjects receiving study drug with at least one post-
baseline HAM-D assessment. Additional subjects
may be enrolled if the drop-out rate is higher than
10%.
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2 LIST OF ABBREVIATIONS

Page 6

Abbreviation or
Specialist Term

Explanation

ATC anatomical therapeutic chemical

AUC area under the concentration-time curve
AUCo area under the concentration-time curve from time zero to infinity
BMI body mass index

bpm beats per minute

CGI-I Clinical Global Impression - Improvement
CGI-S Clinical Global Impression - Severity

Crnax maximum (peak) plasma concentration

CS clinically significant

Css steady-state drug concentration in the plasma during oral intake
Cavess steady-state drug concentration in the plasma
C-SSRS Columbia-Suicide Severity Rating Scale
DSM-5 Diagnostic and Statistical Manual of Mental Disorders, Fifth Edition
ECG electrocardiogram

eCRF electronic case report form

FAs-D fatigue associated with depression

HAM-A Hamilton Anxiety Rating Scale

HAM-D 17-item Hamilton Rating Scale for Depression
HIV human immunodeficiency virus

ICF informed consent form

Kg kilogram

m meter

MADRS Montgomery-Asberg Depression Rating Scale
Max maximum

MDD major depressive disorder

MedDRA Medical Dictionary for Regulatory Activities
Min minimum

mmHg millimeter of mercury

MMRM mixed effects model for reported measures
msec millisecond

n number

PK pharmacokinetic(s)

PRO patient reported outcome

PT preferred term

SAP statistical analysis plan

SCID-I Structured Clinical Interview for DSM-5 Axis I Disorders
SD standard deviation

SF-36 36-item short form survey

SI International System of Units

SOC system organ class

Ss steady state

SSS Stanford Sleepiness Scale
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TEAE treatment-emergent adverse event

tin Elimination half-life

tmax time at maximum (peak) plasma concentration
WHO World Health Organization

WHO-DD World Health Organization-Drug Dictionary
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3 INTRODUCTION
This statistical analysis plan (SAP) is for the final analysis and is based on the approved clinical study
protocol, dated 13 Jan 2017, version 2.0.

The purpose of the SAP is to describe in detail about the statistical methodology and the statistical
analyses to be conducted for the above mentioned protocol. The SAP will be approved and finalized
before Part A database lock.

All analyses and summary outputs will be generated using SAS® version 9.3 (or higher).
4 STUDY OBJECTIVES

41 PartA
4.1.1 Primary Objective

The primary objective of the study is to evaluate the safety and tolerability of SAGE-217 Oral
Solution 30 mg.

4.1.2 Secondary Objective

The secondary objective is to determine if treatment with SAGE-217 Oral Solution 30 mg for 14 days
reduces depressive symptoms.

4.2 PartB
4.2.1 Primary Objective

The primary objective of the study is to evaluate the safety and tolerability of SAGE-217 Oral
Solution 30 mg.

4.2.2 Secondary Objective

The secondary efficacy objective for Part B of the study is to determine if treatment with SAGE-217
Oral Solution 30 mg reduces depressive symptoms in subjects with moderate to severe major
depressive disorder (MDD) compared to matching placebo.

4.3 Pharmacokinetic Objective
The Pharmacokinetic (PK) objective is to assess the PK profile of SAGE-217 Oral Solution in plasma
samples.

5 STUDY ENDPOINTS

51 PartA
5.1.1 Primary

The primary endpoint is the safety and tolerability of SAGE-217 as assessed by the frequency and
severity of adverse events; changes from baseline in clinical laboratory measures, vital signs, and
electrocardiograms (ECGs); Stanford Sleepiness Scale (SSS) score; physical examination; and
suicidal ideation using the Columbia-Suicide Severity Rating Scale (C-SSRS).

5.1.2 Secondary

Reduction in depressive symptoms as assessed by the following:
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*  Change from baseline in Hamilton Rating Scale for Depression (HAM-D) total score at all
time points;

*  HAM-D response (defined as having a 50% or greater reduction from baseline in HAM-D
total score);

*  HAM-D remission (defined as having a HAM-D total score of <7);

+  Change from baseline in the Montgomery-Asberg Depression Rating Scale (MADRS) total
score at all time points;

*  Change from baseline in HAM-D subscale and individual item scores at all time points;
*  Change from baseline in Hamilton Anxiety Rating Scale (HAM-A) total score at all time
points; and

*  Clinical Global Impression — Improvement (CGI-I) response (defined as a CGI-I score of
“very much improved” or “much improved”).

5.2 PartB
5.21 Primary

The primary endpoint is the safety and tolerability of SAGE-217 as assessed by the frequency and
severity of adverse events; changes from baseline in clinical laboratory measures, vital signs, and
ECGs; SSS score; physical examination; and suicidal ideation using the C-SSRS.

5.2.2 Secondary
Reduction in depressive symptoms, compared to placebo, as assessed by the following:

e Change from baseline in the 17-item Hamilton Rating Scale for Depression (HAM-D) total
score at all time points;

HAM-D response;

HAM-D remission;

Change from baseline in the MADRS total score at all time points;

Change from baseline in HAM-D subscale and individual item scores at all time points;
Change from baseline in HAM-A total score at all time points;

CGI-I response; and

36-item short form survey (SF-36) and fatigue associated with depression (FAs-D) patient-
reported outcome.

5.3 Other Endpoints
Not applicable.

6 STUDY DESIGN

6.1 Overall Design

This study is a two-part, multicenter, Phase 2a study to evaluate the safety, tolerability, PK, and
efficacy of SAGE-217 Oral Solution in approximately 62 adult subjects with MDD. Part A of the
study is an open-label design with SAGE-217 Oral Solution dosing for 14 days. Part B of the study is
a randomized, double-blind, parallel-group, placebo-controlled design with SAGE-217 Oral Solution
or matching placebo dosing for 14 days. Separate cohorts of subjects will be enrolled in Part A and
Part B; subjects participating in Part A cannot enroll in Part B.

Part A and B of the study will consist of an up to 7-day Screening Period (Days -7 to -1), a 14-day
Treatment Period, and a 2-week Follow-up Period (through Day 28).
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During the Screening Period (Day -7 to Day -1), after signing the informed consent form (ICF),
subjects will be assessed for study eligibility, and the severity of each subject’s MDD will be
evaluated using HAM-D. The Screening Period assessments will be conducted on an outpatient basis.

If applicable, standard of care data collected prior to obtaining informed consent may also be included
as screening data, if appropriate, such as laboratory tests, ECG, physical examination, and vital signs
conducted within the preceding 48 hours, as long as the requirement for the screening assessment to
be collected retrospectively is met in full. If applicable, to ensure protocol compliance, any standard
of care data eligible for inclusion as screening data must include the precise nature and timing of data
collection.

During the 14-day study Treatment Period of Part A and B, subjects must remain inpatient for the
first 7 days at minimum and per Investigator’s judgement thereafter. The Follow-up Period
assessments will be conducted on an outpatient basis.

The study will be conducted in two parts:
e Part A: Beginning on Day 1, subjects will receive open-label SAGE-217 Oral Solution at
8:00 PM (15 minutes) with food (as outlined in protocol Section 9.2.1). Subjects will
receive SAGE-217 Oral Solution 30 mg from Day 1 to Day 14 as tolerated.

e Part B: Based on the results of Part A, eligible subjects will be stratified based on use of
antidepressant treatment (current/stable or not treated/withdrawn =30 days) and randomized
within each stratum in a 1:1 fashion to receive SAGE-217 Oral Solution or placebo for 14
days beginning on Day 1 as tolerated. All doses of study drug will be administered at 8:00
PM (15 minutes) with food as outlined in protocol Section 9.2.2.

Enrollment into Part A may be stopped and Part B initiated if there is a clear signal of activity based
on the HAM-D scores and/or other scales being assessed. Alternatively, upon completion of Part A,
Part B may begin. The study may be terminated if there is clear lack of activity based on HAM-D
scores during Part A.

In Part A and Part B, study drug (SAGE-217 Oral Solution or matching placebo) will be administered
at the study center for at least the first 7 days of the Treatment Period, which includes Day 1 of study
drug administration through completion of study drug administration on Day 14. Subjects may be
discharged after a minimum 7-day inpatient stay, following completion of the Day 7 assessments. If
their clinical condition does not allow discharge, the Investigator may keep the subjects as inpatients
for a longer period of time. Subjects discharged from the inpatient unit may receive treatment with
study drug for the remainder of the 14-day Treatment Period as outpatients. For the outpatient phase,
dosing will be done at the clinical site or, if suitable arrangements can be made, via home
administration where local regulations allow. Home administration of study drug will be performed
according to a site-specific plan by a healthcare professional trained on the protocol and delivery of
the study drug.

Subjects will be monitored for safety during the Treatment and Follow-up Periods including
monitoring for adverse events/serious adverse events, routine clinical laboratory assessments,
physical examination, vital signs, and ECG.

During the Treatment Period, subjects will be able to receive study drug as long as there are no dose-
limiting safety/tolerability concerns. Subjects who experience moderate or severe adverse events that
according to the clinical judgement of the Investigator are related to study drug while receiving the 30
mg dose of study drug will receive 20 mg for the remaining of the Treatment Period. Subjects who
experience moderate or severe related adverse events while receiving the 20 mg dose of study drug
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may not be able to continue receiving study drug based on the evaluation and clinical judgment of the
Investigator, and may be terminated from the study.

Dosing may also be modified based on tolerability as assessed with SSS scores. Any SSS score of >6
will be reassessed within 10 minutes. If a subject is receiving the 30 mg dose of study drug and has an
SSS score of >6 that is confirmed on repeat assessment during normal waking hours, the dose will be
decreased to 20 mg for the rest of the Treatment Period. If a subject is receiving the 20 mg dose of
study drug and has an SSS score of >6 that is confirmed on repeat assessment during normal waking
hours, then study drug will be discontinued and the subject will be terminated from the study.

See section 15.1 for schedule of events in Part A and Part B.

6.2 Sample Size and Power

The sample size of ten subjects for Part A was selected based on clinical and not statistical
considerations.

For Part B, assuming a two-sided t-test at an alpha level of 0.10, a sample size of 23 subjects per
group would provide 80% power to detect an effect size of 0.75 between the SAGE-217 Oral Solution
and matching placebo groups with regard to the secondary efficacy outcome variable of change from
baseline in HAM-D total score. An effect size of 0.75 corresponds to a matching placebo-adjusted
difference of 7.5 points in the change from baseline in HAM-D total score at 15 days with an assumed
SD of 10 points. By including two treatment groups and using a 1:1 randomization, a total of 46
subjects are required. Assuming a non-evaluability rate of 10%, up to 52 subjects will be randomized.

6.3 Randomization
Part A is open-label with no control group; therefore, there will be no randomization or blinding.

Part B is a double-blind, placebo-controlled study. Subjects who meet the entrance criteria will be
stratified based on use of antidepressant treatment (current/stable or not treated/withdrawn =30 days)
and randomly assigned within each stratum in a 1:1 ratio to receive SAGE-217 Oral Solution or taste-
matched placebo according to a computer-generated randomization schedule. Once it has been
determined that a subject meets eligibility criteria, the subject will be sequentially assigned a subject
number from the randomization schedule provided to the unblinded pharmacist. Subject identification
numbers will consist of the site number (e.g., “01”’) followed by numbering starting with double zero
(e.g., 01-001, 01-002, 01-003 through 01-0xx).

The randomization schedule will be generated using SAS V9.3 or later.
6.4 Blinding and Unblinding

Only the clinic pharmacist or designated pharmacy staff, who is responsible for preparing the
solutions, will be given a copy of the randomization schedule. In the event of a medical emergency,
the pharmacist may reveal actual solution contents to the Investigator, who should also alert Sage of
the emergency. In all cases where the study drug allocation for a subject is unblinded, pertinent
information (including the reason for unblinding) must be documented in the subject’s records and on
the electronic case report form (eCRF). If the subject or study center personnel (other than
pharmacist) have been unblinded, the subject will be terminated from the study. In addition, an
unblinded Monitor will perform drug accountability during the study.
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7 MODIFICATIONS

7.1 Modifications to the Approved Clinical Study Protocol

Protocol Text SAP Text
1. Physical examinations in Parts A and B 1. All physical examinations data in Parts
will be summarized at the Screening A and B will be listed.
visit, Day 8, Day 15, Day 21, and Day
28 visits. 2. Center will be treated as a fixed effect

2. Center will be treated as random effect 3. Ttem 16 mentioned in Section 11 of the

3. The HAM-D total score will be protocol corresponds to item 8 (loss of
calculated as the sum of the 17 weight) in the structured interview
individual item scores. Item 16 can be guide and is scored in a range of 0 to 2.

rated according to history (item 16A)
or actual weight change (item 16B).
The item 16 score is calculated as the
item 16 response that is not equal to 3
(i.e., “Not assessed”).

7.2 Modifications to the Approved Statistical Analysis Plan
Not applicable.

7.3 Modifications to the Approved DMC Charter

Not applicable.

8 ANALYSIS SETS

8.1 Efficacy Set

The Efficacy Set for Part A is defined as all subjects who received at least one dose of the study drug
and have a baseline and at least one post-baseline efficacy evaluation. The Efficacy Set will be used
to analyze efficacy data.

The Efficacy Set for Part B is defined as all subjects who are randomized and who received at least
one dose of the double-blind study drug and have a baseline and at least one post-baseline efficacy
evaluation. The Efficacy Set will be used to analyze efficacy data.

8.2 Safety Set

The Safety Set for Part A is defined as all subjects who received at least one dose of the study drug.
The Safety Set will be used to provide descriptive summaries of safety data.

The Safety Set for Part B is defined as all subjects who received at least one dose of the double-blind
study drug. The Safety Set will be used to provide descriptive summaries of safety data.
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8.3 Pharmacokinetic (PK) Set

The PK Set (for Part A and Part B) will consist of all subjects in the Safety Set for corresponding part
of the study with sufficient plasma concentrations for PK evaluations and without major protocol
deviations that affect the PK evaluation, and will be used to summarize PK data.

9 STATISTICAL ANALYSIS

9.1 General Considerations

Unless otherwise specified, continuous endpoints will be summarized with n, mean, standard
deviation (SD), median, minimum (min) and maximum (max). If the measurements in the source
(raw) data are integers, then the corresponding mean and median will be presented to 1 decimal place
and the SD to 2 decimal places; if the measurements are obtained to 1 decimal place, then the mean
and median will be presented to 2 decimal places and the SD to 3 decimal places; and so forth.
Minimum and maximum will be displayed as reported in the source (raw) data. In addition, change
from baseline values will be calculated at each time point and summarized descriptively. For
categorical endpoints, descriptive summaries will include counts and percentages. Percentages will be
presented to 1 decimal place unless otherwise specified.

All analyses and summary outputs will be generated using SAS® version 9.3 (or higher).

All subject data, including those derived, will be presented in the subject data listings; listings will
display all subjects who were enrolled, regardless of whether or not they received study drug. In
general, the subject data listings will be sorted by randomized treatment group (Part B), subject
number and assessment visit and date (and time, if applicable). The summary tables will be presented
descriptively overall for Part A and by treatment group for Part B.

For the purpose of all safety and efficacy analyses where applicable, baseline is defined as the last
non-missing measurement prior to the start of study drug administration.

9.1.1 Study Day Definition
Study day will be defined as follows:

The first dose of study drug is designated as Day 1.

e For visit days after Day 1, study day = visit date — Day 1 date + 1.
For visit days prior to Day 1, study day = visit date — Day 1 date. Thus, study days for
screening visit are negative numbers. There is no “Day 0.

9.1.2 Missing Data

Every attempt will be made to avoid missing data. All subjects will be used in the analyses, as per the
analysis populations, using all non-missing data available. No imputation process will be used to
estimate missing data. A sensitivity analysis will be used to investigate the impact of missing data if
>5% of subjects have missing data.

9.2 Background Characteristics
9.2.1 Subject Disposition

For Part A, the summaries of subject disposition will include the number of subjects who were
enrolled, who were dosed, who completed Part A of the study, who discontinued from study drug in
Part A, and reasons for discontinuation from study drug. Enrolled subject is defined as any screened
subject who met the study requirements (inclusion/exclusion criterion) during screening.
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For Part B, the summaries of subject disposition will include the number of subjects who were
randomized, who were dosed, who completed Part B of the study, who prematurely discontinued, and
reasons for premature discontinuation by treatment group.

For both Part A and Part B, the number and percentage of subjects in each analysis set will be
summarized.

For screen failure subjects, reasons for screen failure will be summarized separately along with the
number of subjects who were screened. A screened subject is defined as any subject who signed the
study specific informed consent. A screen failure subject is defined as any subject who is screened but
failed to meet study requirements (inclusion/exclusion criterion) during screening.

9.2.2 Demographics and Baseline Characteristics

Demographic data, such as age, gender, race and ethnicity, and baseline characteristics, such as
height, weight, and body mass index (BMI, calculated as weight (kg)/ [height (m) 2]), will be
summarized using the Safety Set.

Hepatitis, human immunodeficiency virus (HIV), drug and alcohol, and pregnancy screening results
will be listed, but not summarized as they are considered part of the inclusion/exclusion criteria.

Medical history collected at screening will be coded using the Medical Dictionary for Regulatory
Activities (MedDRA), Version 18.1.

Medical/family history data will be summarized by system organ class (SOC) and preferred term (PT)
and listed by subject for the Safety Set.

9.2.3 Prior and Concomitant Medications

Concomitant Medications will be recorded throughout the study and will be coded using World
Health Organization-Drug dictionary (WHO-DD) September 2015, or later.

Medications will be presented according to whether they are being taken prior to and/or during
the study (concomitant). Prior medications are defined as those with a start or stop date during
the 30 days prior to informed consent. Concomitant medications are defined as those with a start
date on or after informed consent, or those with a start date before informed consent that are
ongoing or with a stop date on or after the informed consent. If medication dates are incomplete
and it is not clear whether the medication was concomitant, it will be assumed to be concomitant.

Details of prior and concomitant medications will be listed by subject, start date, and verbatim
term.

Medication summaries will be performed by anatomical therapeutic chemical (ATC) level 2 term
and PT based on the Safety Set.

9.2.4 Study Drug Exposure

Exposure to study drug is defined as total number of days treated with study drug during the study,
with total days calculated as last dose date of study drug - first dose date of study drug + 1. The
number and percentage of subjects exposed to 20 mg and 30 mg of study drug and discontinued study
drug will be presented. Subjects exposed to 30 mg of study drug will be further summarized by the
number of days the study drug was received (<3, 3-7, >7). Study drug exposure will be summarized
using the Safety Set.
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9.2.5 Protocol Deviations

Protocol deviations identified during site monitoring in consultation with Medical Monitor will be
captured in a protocol deviation log and categorized. These deviations data for all subjects that
violated the clinical study protocol at anytime during the study will be listed.

9.3 Efficacy Analysis

The secondary objective of Part A of the study is to determine if SAGE-217 Oral Solution 30 mg
given for 14 days reduces the depressive symptoms measured by change from baseline at various time
points in HAM-D total score, HAM-D subscale and individual item scores, HAM-A total score,
MADRS total score. In addition, HAM-D response; HAM-D remission; and CGI-I response will be
assessed.

The secondary objective for Part B of the study is to determine if treatment with SAGE-217 Oral
Solution 30 mg given for 14 days reduces depressive symptoms in subjects with moderate to severe
MDD compared to matching placebo measured by change from baseline at various time points in
HAM-D total score, HAM-D subscale and individual item scores, HAM-A total score, MADRS total
score. In addition, HAM-D response; HAM-D remission; and CGI-I response will be assessed.

9.3.1 Definition of Efficacy Variable(s)
The efficacy variables are defined as follows:
9.3.1.1 Hamilton Rating Scale for Depression (HAM-D)

HAM-D consists of 17 items that will be used to rate the severity of depression in subjects who are
already diagnosed as depressed using the Diagnostic and Statistical Manual of Mental Disorders,
Fifth Edition (DSM-5) Axis I Disorders (SCID-I).

The 17-item HAM-D comprises individual ratings related to the following symptoms: depressed
mood (sadness, hopeless, helpless, worthless), feelings of guilt, suicide, insomnia (early, middle,
late), work and activities, retardation (slowness of thought and speech; impaired ability to
concentrate; decreased motor activity), agitation, anxiety (psychic and somatic), somatic symptoms
(gastrointestinal and general), genital symptoms, hypochondriasis, loss of weight, and insight. Each
item is scored in a range of 0 to 2 or 0 to 4, with higher scores indicating a greater degree of
depression. Item 16 mentioned in Section 11 of the protocol corresponds to item 8 (loss of weight) in
the structured interview guide and is scored in a range of 0 to 2. The score for each item will be
summed to compute a total score, which ranges from 0 to 52.

Hamilton Rating Scale for Depression response will be defined as having a 50% or greater reduction
from baseline in HAM-D total score. Any subject who met this criterion will be defined as a HAM-D
Responder.

Hamilton Rating Scale for Depression remission will be defined as having a HAM-D total score of <7.
Any subject who met this criterion will be defined as a subject in HAM-D remission.

As a measure of the severity of depression, HAM-D total score will be categorized as: 0-7=Normal,
8-13=Mild Depression, 14-18=Moderate Depression, 19-22=Severe Depression, >=23 Very Severe
Depression.
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9.3.1.2 Montgomery-Asberg Depression Rating Scale (MADRS)

The MADRS is a 10-item diagnostic questionnaire that psychiatrists use to measure the severity of
depressive episodes in subjects with mood disorders. It was designed as an adjunct to the HAM-D
that would be more sensitive to the changes brought on by antidepressants and other forms of
treatment than the Hamilton Scale.

Higher MADRS scores indicate more severe depression, and each item yields a score of 0 to 6. The
MADRS total score will be calculated as the sum of the 10 individual item scores, which ranges from
0 to 60.

9.3.1.3 Hamilton Anxiety Rating Scale (HAM-A)

The 14-item HAM-A will be used to rate the severity of symptoms of anxiety. Scoring for HAM-A is
calculated by assigning scores of 0 (not present) to 4 (very severe), with a total score range of 0 to 56,
where <17 indicates mild severity, 18 to 24 mild to moderate severity, and 25 to 30 moderate to
severe severity.

The HAM-A total score will be calculated as the sum of the 14 individual item scores.

As a measure of the severity of anxiety, HAM-A total score will be categorized as follows in the shift
table: 0-13=Normal, 14-17 Mild Anxiety, 18-24 Moderate Anxiety, >=25 Severe Anxiety, per the
Psych Congress Network.

9.3.1.4 Clinical Global Impression — Severity (CGI-S)

The Clinical Global Impression - Severity (CGI-S) uses a 7-point Likert scale to rate the severity of
the subject’s illness at the time of assessment, relative to the clinician’s past experience with subjects
who have the same diagnosis. Considering total clinical experience, a subject is assessed on severity
of mental illness at the time of rating as 1=normal, not at all ill; 2=borderline mentally ill; 3=mildly
ill; 4=moderately ill; S=markedly ill; 6=severely ill; and 7=extremely ill.

9.3.1.5 Clinical Global Impression — Improvement (CGl-l)

The CGI-I employs a 7-point Likert scale to measure the overall improvement in the subject’s
condition posttreatment. The Investigator will rate the subject’s total improvement whether or not it is
due entirely to drug treatment. Response choices include: 0=not assessed, 1=very much improved,
2=much improved, 3=minimally improved, 4=no change, S5=minimally worse, 6=much worse, and
7=very much worse.

CGI-I response will be defined as having a CGI-I score of “very much improved” or “much
improved.”

9.3.1.6 Short Form-36 (SF-36)

The SF-36 Health Survey is a subject-reported 36-item instrument for measuring functional health
and well-being. The scores are totaled and higher score will indicate a better state of health.

9.3.1.7 The Fatigue Associated With Depression (FAs-D) Patient-Reported Outcome
(PRO)

Fatigue is one of the most common symptoms of MDD. The 13-item patient-reported questionnaire
was designed to assess fatigue associated with depression in the past week. Three scores are
computed:

e A six-item fatigue experience subscale

e A seven-item fatigue impact subscale
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e A total score (all 13 items).

The two subscales and the total score are computed as the mean of all answered items within each
scale, and each scale score has a possible range of 1 to 5, with higher scores representing greater
fatigue.

9.3.2 Visit Windows

The unscheduled or early termination (ET) visit will be mapped to a scheduled visit for analysis using
the date of collection/assessment as a basis to determine study day and then study day will be mapped
to the intended visit. The table below contains the visit windows for efficacy analysis.

Once analysis visit windows get assigned, all visits, including scheduled visits, unscheduled visits,
and ET visits will be eligible for being flagged as the “analyzed record” within the analysis window, a
subject’s individual analysis visit window could potentially contain more than 1 visit. In the event of
multiple visits falling within an analysis window or in case of a tie, the following rules will be used in
sequence to determine the “analyzed record” for the analysis visit window:

» Ifthere is a scheduled visit/day for the analysis visit window, then the scheduled visit/day
data will be used.

» If'there is no scheduled visit/day for the analysis visit window, the data closest to the
scheduled day/time will be used.

» If there is no scheduled visit/day for the analysis visit window and there is a tie between the
data in the number of days/hours before and after the scheduled day, the later data will be
used.

The data not flagged as the “analyzed record” will also be listed in subject listings.

Table 1: Visit Windows for Efficacy Analysis, for Both Part A and Part B

Scheduled Visit Study Day of Expected Visit Study Day Window for Visit
Screening Day -1 Days (-7) to (-1)
Baseline Day 1 Day 1

Day 2 Day 2 Day 2

Day 3 Day 3 Day 3

Day 4 Day 4 Day 4

Day 5 Day 5 Day 5

Day 6 Day 6 Day 6

Day 7 Day 7 Day 7

Day 8 Day 8 Day 8

Day 15 Day 15 Day 15

Day 21 (£1 day) Day 21 Day 20 -22
Day 28 (£3 days) Day 28 Day 25 - 31
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9.3.3 Analysis of Efficacy Variable(s)

Efficacy data will be summarized using appropriate descriptive statistics and other data presentation
methods where applicable; subject listings will be provided for all efficacy data. For (the open-label)
Part A, efficacy data will be summarized descriptively. For Part B, subjects will be analyzed
according to randomized treatment. The Efficacy Set will be used for all efficacy summary tables.

Descriptive statistics including n, mean, SD, median, minimum, and maximum of actual, change from
baseline, and percentage change from baseline values will be presented by assessment time point for
the following continuous efficacy variables:

e HAM-D total score;
e MADRS total score;

e HAM-D subscale and individual item scores (Note: percentage change from baseline values
will not be presented for HAM-D individual item scores);

e HAM-A total score;

e SF-36 total score (Part B only);

e FAs-D subscales and total score (Part B only).
e CGI-I and CGI-S scale scores.

Descriptive statistics including counts and percentages will be summarized by assessment time point
for the following categorical efficacy variables:

e HAM-D response;
e HAM-D remission;CGI-I response.

Shift analysis pre- and post-treatment Day 8 and Day 15/ET respectively will be presented for the
following depression categories (0-7 normal, 8-13 mild depression, 14-18 moderate depression, 19-22
severe depression, >=23 very severe depression) based on sum scores from the first 17 items of the
HAM-D rating scale. Shift analysis for the following anxiety categories (0-13=Normal, 14-17 Mild
Anxiety, 18-24 Moderate Anxiety, >=25 Severe Anxiety) will also be presented based on the 14-item
HAM-A rating scale total score.

Change from baseline and percentage change from baseline in HAM-D, HAM-A, and MADRS total
score over time will be presented graphically overall for Part A and by treatment group for Part B.

Mixed Effects Model for Repeated Measures:

For Part B, change from baseline on the sum scores from the first 17 items of HAM-D rating scale at
the end of the treatment period (Day 15/ET) will be used to measure the effectiveness of SAGE-217
oral solution against placebo using the mixed effect model for repeated measures (MMRM).

The model will include the change from baseline at each visit as the dependent variable. Treatment,
baseline total score, center, antidepressant use strata, assessment time point, time point-by-treatment
interaction as explanatory variables will be included in the model. All explanatory variables including
center will be treated as a fixed effect.

Model-based point estimates (i.e., least squares [LS] means, 95% confidence intervals, and p-values)
will be reported. An unstructured covariance structure will be used to model the within-subject errors.
Compound symmetry covariance structure will be used if there is a convergence issue with the
unstructured covariance model.
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See sample SAS code for MMRM in section 15.2.

Similar to those methods described above for Part B, an MMRM will be used for the analysis of the
following variables: changes from baseline in MADRS total score and HAM-A total score, and select
individual item and subscale scores. For each model, the comparison of interest will be between
SAGE 217 Oral Solution and placebo at the 15-day time point. Model-based point estimates (i.e., LS
means), 95% confidence intervals, and p-values will be reported.

Logistic Regression:

Logistic regression methods will be used for the analysis of the following binary variables in Part B
of the study: HAM-D response, HAM-D remission and CGI-I response.

Hypothesis test:
HO: 0=1
Hl: 0+1

where 0 represents the odds that an outcome will occur given SAGE-217 Oral Solution, compared to
the odds of the outcome occurring given placebo.

Logistic regression models will include terms for center, treatment, antidepressant use strata, and
baseline score. The comparison of interest will be the difference between SAGE-217 Oral Solution
and placebo at the 15-day time point in Part B. Model-based point estimates (i.e., odds ratios), 95%
confidence intervals, and p-values will be reported. For the CGI-I response analysis, baseline CGI-S
score will be included in the model.

See sample SAS code for logistic regression in section 15.2.

Generalized estimating equations:

Generalized estimating equations (GEE) will also be used to analyze the three binary variables. The
model will include center, treatment, antidepressant use strata, baseline score and post-baseline time
points. Assume exchangeable working correlation structure.

See sample SAS code for GEE model in section 15.2.

9.4 Safety Analysis

The primary endpoint is the safety and tolerability of SAGE-217, as evaluated by adverse events,
concomitant medication usage, changes from baseline in physical examination, vital signs, clinical
laboratory evaluations, and 12-lead ECG. Suicidality will be monitored by the C-SSRS. Sedation will
be assessed using the SSS. Safety data will be listed by subject and summarized descriptively in Part
A and by treatment group in Part B. All safety summaries will be performed on the Safety Set. All
safety data will be presented in subject data listings.

The safety endpoints and variables considered in the summary tables for this study are summarized in
Table 2.

Sage Therapeutics Inc. Confidential Information



Statistical Analysis Plan Methods 03 FEB 2017 Version 1.0 Page 20
Protocol Number: SAGE-217-MDD-201

Table 2: Safety endpoints and variables in the summary tables

Safety Evaluation | Incidence Actual Change from | Abnormality/Clinical
Value Baseline Significance (CS)

AEs X

Con Meds X *

Labs X X *

ECG X X *

Vital Signs X X

PE *

C-SSRS X *

SSS X X

X = Safety Assessment will be summarized in tables

* = Safety Assessment will be summarized in individual subject data listings

9.4.1 Adverse Events

A treatment-emergent adverse event (TEAE) is defined as an adverse event with onset after the start
of study drug, or any worsening of a pre-existing medical condition/adverse event with onset after the
start of study drug and until 7 days after the last dose.

All adverse events will be coded using MedDRA version 18.1 or higher and summarized by SOC and
PT. Multiple occurrences of an AE are counted only once per subject per SOC and PT for summary
tables.

Summary tables of TEAEs will be presented and will summarize the number and percentage of
subjects for the following:

e Any TEAE

e TEAESs by relationship to study drug (not related, related)
e TEAESs by severity

e Serious AEs (SAEs)

o TEAEs that resulted in discontinuation of study drug

e  Overall summary of the number and percentage of subjects reporting TEAEs, drug-related
TEAEs, severe TEAESs, serious AEs, TEAESs leading to study drug discontinuation, and
TEAEs leading to death

Subjects will be counted only once within each SOC and PT at the maximum severity in the
following order: severe, moderate, and mild. An AE with missing severity will be considered as a
severe AE. Subjects will be counted only once within each SOC and PT at the strongest relationship
to study drug in the following order: related, not related to study drug. If the relationship between the
adverse event and the study drug is determined to be “possible” or “probable”, the event will be
considered to be related to the study drug. An AE with missing relationship to study drug will be
considered as related to study drug. For Part A, the incidences will be presented by overall
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descending frequency of SOC and then, within a SOC, by overall descending frequency of PT based
on the subject count in the SAGE-217 column. For Part B, the incidences will be presented in order of
decreasing frequency of SOC and then, within a SOC, by overall descending frequency of PT based
on the subject count for the SAGE-217 Oral Solution treatment group column.

All adverse events and serious adverse events (including those with onset or worsening before the
start of study drug) through the Day 28 follow-up visit will be listed.

9.4.2 Clinical Laboratory

Clinical laboratory results will be listed by subject and timing of collection.

Summary tables will include descriptive statistics for the actual values and changes from baseline by
study visit (Day) in hematology, serum chemistry, coagulation and quantitative urinalysis test results
and overall in Part A and by treatment group in Part B. Out-of-range values will be flagged as low,
high, or abnormal, where applicable, in the subject data listings.

For qualitative urinalysis parameters, test results will be categorized as normal and abnormal.
Frequency counts and percentages will be presented over time for these categorical data in Part A and
by treatment group in Part B.

All parameters will be converted to consistent units according to the International System of Units
(SI) before summarization.

9.4.3 Electrocardiogram

The following ECG parameters will be listed for each subject: heart rate (bpm), PR (msec), QRS
(msec), QT (msec), QTc (msec) interval calculated using the Fridericia method (QTcF). Any
clinically significant abnormalities or changes in ECGs should be listed as an adverse event.
Electrocardiogram findings will be listed by subject and visit.

QTcF (msec) is calculated as: QT (msec)/ RR"3, where RR = 60 / heart rate (bpm).

The actual value at each time point and change from baseline at each post-baseline time point will be
summarized overall in Part A and by treatment group in Part B. The number and percentage of
subjects with ‘normal’, ‘abnormal, not clinically significant’ and ‘abnormal, clinically significant’
ECG results will be summarized at baseline and each post-baseline time point.

Note: If the assessment is ‘Abnormal, clinically significant’, the event is reported as adverse event if
identified after the date of informed consent; and any clinically significant abnormality at screening
as judged by the investigator should be recorded in the medical history.

9.4.4 \Vital Signs

Descriptive summaries of actual values and changes from baseline will be calculated for vital signs
(respiratory rate (breaths/minute), oral temperature (degrees C), supine systolic blood pressure
(mmHg), supine diastolic blood pressure (mmHg), standing systolic blood pressure (mmHg), and
standing diastolic blood pressure (mmHg) by time point. Vital sign results will be listed by subject
and timing of collection. The actual value at each time point and change from baseline at each post-
baseline time point will be summarized overall in Part A and by treatment group in Part B.
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9.4.5 Physical Examination
All physical examinations data in Parts A and B will be listed.

Note: Any abnormalities that are new or worsened are recorded as an adverse event.

9.4.6 Columbia Suicide Severity Rating Scale (C-SSRS)

Suicidality data collected on the C-SSRS at baseline and by visit during the Treatment Period will be
listed for all subjects. Listings will include all data collected on the C-SSRS. In addition, the number
and percentage of subjects with a response of ‘Yes’ to any C-SSRS Suicidal Ideation or Suicidal
Behavior item will be presented.

9.4.7 Stanford Sleepiness Scale (SSS)

The SSS is subject-rated scale designed to quickly assess how alert a subject is feeling. Degrees of
sleepiness and alertness are rated on a scale of 1 to 7, where the lowest score of ‘1’ indicates the
subject is ‘feeling active, vital, alert, or wide awake’ and the highest score of ‘7’ indicates the subject
is ‘no longer fighting sleep, sleep onset soon; having dream-like thoughts’.

Sedation data collected on the SSS will be listed for all subjects. Actual value and changes from
baseline in score over time will be represented graphically. The actual value at each time point and
change from baseline at each post-baseline time point will be summarized overall in Part A and by
treatment group in Part B. In addition, the number and percentage of subjects at each SSS scale rating
will be presented.

9.5 Pharmacokinetic Analysis
PK analyses will be performed for the PK Set.
9.5.1 Collection schedule

Plasma samples for PK analysis in Part A and Part B will be collected predose on Days 2, 3, 4, 5, and
6, predose and 0.25, 0.5, 1, 2, 10, and 12 hours postdose on Day 7 (within £5 minutes of the
scheduled time point through 0.5 hours after dosing and +15 minutes of the scheduled time point from
1 hour after dosing and greater), prior to discharge on Day 8 for subjects being discharged or 16 hours
postdose for subjects remaining as inpatients, predose on Day 14, and in the morning on Day 15.

The time of study drug administration is time zero and all post-dosing sampling times are relative to
this time. In the event of a dose adjustment, an unscheduled PK sample should be collected just prior
to the dose change. Plasma samples for PK analysis will be collected per protocol.

9.5.2 Derived PK parameters

Non-compartmental PK parameters for SAGE-217 will be calculated using Phoenix WinNonlin 6.4 or
higher version. Actual sampling times will be used in the determination of the individual PK
parameters. Linear up log down method will be used for derivation of AUC.

The following PK parameters will be derived (where possible):
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Table 3: PK parameters and definitions

AUC (or Area under the plasma concentration time curve up to time t

AUC)

AUC- AUC from time 0 to infinity

Cinax Maximum (peak) plasma concentration

Trmax Time at maximum (peak) plasma concentration

tin Elimination half-life (where possible)

Css (or Cavgss) | Steady-state drug concentration in the plasma during oral intake , the dosing interval
will be considered as 24 hours

9.5.3 Handling of dropouts or missing data

Missing concentration data for all subjects who are administered scheduled study treatment will be
considered as non-informative missing and will not be imputed.

The following rules will apply for the derivation of all kinds of AUCs:

e Pre-dose concentration values below the assay’s limit of quantification (BLQ) will be treated
as zero.

e The sampling time relative to dosing for pre-dose samples will also be treated as zero.
e Post-dose BLQ values will be set to missing.

If the actual time of sampling is missing, the planned time may be used.

9.5.4 Summary statistics

The plasma concentrations along with time point deviation from scheduled time will be listed by
subject.

Pharmacokinetic parameters will be summarized using appropriate descriptive statistics separately for
part A and B. Time at maximum (peak) plasma concentration (tmax) will be summarized using n,
mean, SD, median, minimum, and maximum. All other PK parameters will be summarized using n,
geometric mean, geometric coefficient of variation, coefficient of variation, median, minimum, and
maximum and listed by subject.

9.5.5 Data presentation
The descriptive statistics will be generated as discussed above in Section 9.5.4.
The following figures will be produced:

e Mean + SD plasma concentration-time profiles for Day 7 will be plotted on linear and semi-
log scales separately for part A and B

e Individual subject concentration-time profiles on linear and semi-logarithmic concentration
scales

e Spaghetti plots for each treatment on Day 7 separately for part A and B (linear and semi-
logarithmic scale)
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10 SUMMARY OF INTERIM AND DMC ANALYSES

Not applicable
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11 INDEX OF TABLES

Number Title Analysis
Set

Table 14.1.1.1.1

Subject Disposition - Part A

All Subjects

Table 14.1.1.2.1

Summary of Screen Failures

All

Screened
Subjects

Table 14.1.1.3.1 | Summary of Analysis Sets - Part A Safety Set

Table 14.1.2.1 Demographics and Baseline Characteristics - Part A Safety Set

Table 14.1.3.1 Medical History - Part A Safety Set

Table 14.1.4.1.1 | Prior Medications - Part A Safety Set

Table 14.1.4.2.1 | Concomitant Medications - Part A Safety Set

Table 14.1.5.1 Study Treatment Exposure - Part A Safety Set

Table 14.2.1.1.1 | Actual Value and Change and Percentage Change from Baseline in | Efficacy Set
Hamilton Rating Scale for Depression (HAM-D) Total Score - Part
A

Table 14.2.1.2.1 | Actual Value and Change and Percentage Change from Baseline in | Efficacy Set
Hamilton Rating Scale for Depression (HAM-D) Subscale and
Individual Item Scores - Part A

Table 14.2.1.3.1 | Number and Percentage of Subjects with Hamilton Rating Scale for | Efficacy Set
Depression (HAM-D) Response - Part A

Table 14.2.1.4.1 | Number and Percentage of Subjects with Hamilton Rating Scale for | Efficacy Set
Depression (HAM-D) Remission - Part A

Table 14.2.1.5.1 | Shift from Baseline in Hamilton Rating Scale for Depression (HAM- | Efficacy Set
D) Total Score Category - Part A

Table 14.2.2.1.1 | Actual Value and Change and Percentage Change from Baseline in | Efficacy Set
Montgomery-Asberg Depression Rating Scale (MADRS) Total
Score - Part A

Table 14.2.2.2.1 | Number and Percentage of Subjects at Each Montgomery-Asberg Efficacy Set
Depression Rating Scale (MADRS) — Part A

Table 14.2.3.1.1 | Actual Value and Change and Percentage Change from Baseline in | Efficacy Set
Hamilton Anxiety Rating Scale (HAM-A) Total Score - Part A

Table 14.2.3.2.1 | Shift From Baseline in Hamilton Anxiety Rating Scale (HAM-A) Efficacy Set
Total Score Category - Part A

Table 14.2.4.1.1 | Actual Value and Change from Baseline in Clinical Global Efficacy Set
Impression — Improvement (CGI-I) Total Score - Part A

Table 14.2.4.2.1 | Number and Percentage of Subjects with Clinical Global Impression | Efficacy Set
— Improvement (CGI-I) Response - Part A

Table 14.2.5.1.1 | Actual Value and Change from Baseline in Clinical Global Efficacy Set
Impression — Severity (CGI-S) Total Score - Part A

Table 14.3.1.1.1 | Summary of Overall Treatment-Emergent Adverse Events (TEAEs) | Safety Set
- Part A

Table 14.3.1.2.1 | Treatment-emergent Adverse Events (TEAEs) by System Organ Safety Set
Class and Preferred Term - Part A

Table 14.3.1.3.1 | Treatment-emergent Adverse Events (TEAESs) by System Organ Safety Set
Class, Preferred Term and Maximum Severity - Part A

Table 14.3.1.4.1 | Treatment-emergent Adverse Events (TEAEs) by System Organ Safety Set
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Set
Class, Preferred Term and Strongest Relationship to Study
Treatment - Part A
Table 14.3.1.5.1 | Serious Adverse Events (SAEs) by System Organ Class and Safety Set
Preferred Term - Part A
Table 14.3.1.6.1 | Treatment-emergent Adverse Events (TEAEs) Leading to Study Safety Set
Drug Discontinuation by System Organ Class and Preferred Term -
Part A
Table 14.3.4.1.1 | Actual Value and Change from Baseline in Hematology Parameters | Safety Set
- Part A
Table 14.3.4.2.1 | Actual Value and Change from Baseline in Serum Chemistry Safety Set
Parameters - Part A
Table 14.3.4.3.1 | Actual Value and Change from Baseline in Coagulation Parameters - | Safety Set
Part A
Table Actual Value and Change from Baseline in Quantitative Urinalysis Safety Set
143.44.1.1 Results - Part A
Table Number and Percentage of Subjects with Abnormal Qualitative Safety Set
143.44.2.1 Urinalysis Findings— Part A
Table 14.3.4.5.1 | Actual Value and Change from Baseline in Vital Signs and Pulse Safety Set
Oximetry - Part A
Table Actual Value and Change from Baseline in ECG Parameters - Part A | Safety Set
14.3.4.6.1.1
Table Number and Percentage of Subjects by Investigator Assessment in Safety Set
14.3.4.6.2.1 ECG - Part A
Table Actual Value and Change from Baseline in Stanford Sleepiness Safety Set
143.4.7.1.1 Scale (SSS) Score - Part A
Table Number and Percentage of Subjects at Each Stanford Sleepiness Safety Set
14.3.4.7.2.1 Scale (SSS) Scale Rating - Part A
Table Number and Percentage of Subjects with a Response of Yes to Any | Safety Set
14.3.4.8.1.1 Columbia Suicide Severity Rating Scale (C-SSRS) Suicidal Ideation
Item — Part A
Table Number and Percentage of Subjects with a Response of Yes to Any | Safety Set
14.3.4.8.2.1 Columbia Suicide Severity Rating Scale (C-SSRS) Suicidal
Behavior Item — Part A
Table 14.4.1 Pharmacokinetic Parameters for SAGE-217 on Day 7 - Part A PK Set
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12 INDEX OF FIGURES

Number Title Analysis Set

Figure 14.2.1.1.1 | Mean (= SD) Change from Baseline Across Days in Hamilton | Efficacy Set
Rating Scale for Depression (HAM-D) Total Score - Part A

Figure 14.2.1.2.1 | Mean (+ SD) Percentage Change from Baseline Across Days in | Efficacy Set
Hamilton Rating Scale for Depression (HAM-D) Total Score -
Part A

Figure 14.2.2.1.1 | Mean (+ SD) Change from Baseline Across Days in Efficacy Set
Montgomery-Asberg Depression Rating Scale (MADRS) Total
Score - Part A

Figure 14.2.2.2.1 | Mean (+ SD) Percentage Change from Baseline Across Days in | Efficacy Set
Montgomery-Asberg Depression Rating Scale (MADRS) Total
Score - Part A

Figure 14.2.3.1.1 | Mean (= SD) Change from Baseline Across Days in Hamilton | Efficacy Set
Anxiety Rating Scale (HAM-A) Total Score - Part A

Figure 14.2.3.2.1 | Mean (+ SD) Percentage Change from Baseline Across Days in | Efficacy Set
Hamilton Anxiety Rating Scale (HAM-A) Total Score - Part A

Figure 14.3.1.1 Mean (= SD) Change from Baseline Across Days in Stanford Safety Set

Sleepiness Scale (SSS) Score - Part A

Figure 14.4.1.1.1 | Mean + SD Plasma Concentration-Time Profiles for Day 7 PK Set
(Linear Scale) - Part A

Figure 14.4.1.2.1 | Mean + SD Plasma Concentration-Time Profiles for Day 7 PK Set
(Semi-Logarithmic Scale) - Part A

Figure 14.4.2.1.1 | Individual Plasma Concentration-Time Profiles for Day 7 PK Set
(Linear Scale) - Part A

Figure 14.4.2.2.1 | Individual Plasma Concentration-Time Profiles for Day 7 PK Set
(Semi-Logarithmic Scale) - Part A

Figure 14.4.3.1.1 | Spaghetti Plots for Day 7 (Linear Scale) - Part A PK Set

Figure 14.4.3.2.1 | Spaghetti Plots for Day 7 (Semi-Logarithmic Scale) - Part A PK Set

Sage Therapeutics Inc.

Confidential Information




Statistical Analysis Plan Methods 03 FEB 2017 Version 1.0 Page 28
Protocol Number: SAGE-217-MDD-201

13 INDEX OF LISTINGS

Number Title Analysis Set

Listing 16.2.1.1

Subject Disposition - Part A

All Subjects

Listing 16.2.2.1

Study Eligibility Criteria - Part A

All Subjects

Listing 16.2.2.2.1

Protocol Deviations - Part A

All Subjects

Listing 16.2.3.1

Analysis Sets - Part A

All Subjects

Listing 16.2.4.1.1 Demographics and Baseline Characteristics - Part A Safety Set
Listing 16.2.4.2.1 Medical and Surgical History - Part A Safety Set
Listing 16.2.4.3.1 Disease History - Part A Safety Set
Listing 16.2.4.4.1 Prior and Concomitant Medications - Part A Safety Set
Listing 16.2.5.1.1 Study Drug Administration - Part A Safety Set
Listing 16.2.6.1.0 Hamilton Rating Scale for Depression (HAM-D) — Preface
Listing 16.2.6.1.1.1 | Hamilton Rating Scale for Depression (HAM-D) - Part A Efficacy Set
Listing 16.2.6.2.0 Montgomery-Asberg Depression Rating Scale (MADRS) -
Preface
Listing 16.2.6.2.1.1 | Montgomery-Asberg Depression Rating Scale (MADRS) - | Efficacy Set
Part A
Listing 16.2.6.3.0 Hamilton Anxiety Rating Scale (HAM-A) - Preface
Listing 16.2.6.3.1 Hamilton Anxiety Rating Scale (HAM-A) - Part A Efficacy Set
Listing 16.2.6.4.1 Clinical Global Impression — Improvement (CGI-I) - Part A | Efficacy Set
Listing 16.2.6.5.1 Clinical Global Impression — Severity (CGI-S) - Part A Efficacy Set
Listing 16.2.7.1.1 Adverse Events - Part A Safety Set
Listing 16.2.7.2.1 Serious Adverse Events - Part A Safety Set
Listing 16.2.7.3.1 Adverse Events Leading to Study Drug Discontinuation - Safety Set
Part A
Listing 16.2.8.1.1.1 | Laboratory - Hematology - Part A Safety Set
Listing 16.2.8.1.2.1 | Laboratory - Serum Chemistry - Part A Safety Set
Listing 16.2.8.1.3.1 | Laboratory - Urinalysis - Part A Safety Set
Listing 16.2.8.1.4.1 | Laboratory - Coagulation - Part A Safety Set
Listing 16.2.8.1.5.1 | Virus Serology - Part A Safety Set
Listing 16.2.8.1.6.1 | Drug and Alcohol Screening - Part A Safety Set
Listing 16.2.8.1.7.1 | Pregnancy Test - Part A Safety Set
Listing 16.2.8.2.1.1 | Vital Signs and Pulse Oximetry - Part A Safety Set
Listing 16.2.8.2.2.1 | Weight - Part A Safety Set
Listing 16.2.8.3.1 Physical Examination - Part A Safety Set
Listing 16.2.8.4.1 12-Lead ECG - Part A Safety Set
Listing 16.2.8.5.0 Columbia Suicide Severity Rating Scale (C-SSRS) - Preface
Listing 16.2.8.5.1 Columbia Suicide Severity Rating Scale (C-SSRS) - Part A | Safety Set
Listing 16.2.8.6.1 Stanford Sleepiness Scale (SSS) - Part A Safety Set
Listing 16.2.9.1.1 Blood Sample for Hormone and Exploratory Biochemistry Safety Set
Test - Part A
Listing 16.2.9.2.1 Genetic Sample for Biomarker Testing - Part A Safety Set
Listing 16.2.10.1 Pharmacokinetic Blood Sample Collection Times and PK Set
Concentration - Part A
Listing 16.2.11.1 Individual Pharmacokinetic Parameters of SAGE-217 on PK Set

Day 7 - Part A
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14 REFERENCES
Clinical Study Protocol: Version 2.0 (13 January, 2017), Company: Sage Therapeutics Inc.

Psych Congress Network site: http://www.psychcongress.com/saundras-corner/scales-
screeners/anxiety-disorders/hamilton-anxiety-rating-scale-ham.
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15 LIST OF APPENDICES

15.1 Appendix A: Schedule of Assessments
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Table 3: Schedule of Events (Part A)

Screening Period

Open-Label Treatment Period

Follow-up Period

Visits OUTPATIENT INPATIENT INPATIENT or OUTPATIENT? OUTPATIENT
D15/ | D21 | D30

Visit Days D-7to-1 Di1*| D2 | D3 | D4 | D5 | D6 | D7 | D8 | D9 | D10 | D11 | D12 | D13 | D14 ET (+1d) | (#3d)

Study Procedure

Informed Consent X

Inclusion/Exclusion X X

Demographics X

Medical/Family History X

SCID-1 X

Confinement X (X)

Physical Examination X X X X X

Body Weight/Height X Xwt| X(wt | X (wt
only) | only) | only)

Clinical Laboratory X X X X X

Assessments®

Drug & Alcohol Screen® X X

Pregnancy Test¢ X X )G X

Hepatitis & HIV Screen X

Blood Samplef 0 0 0

Genetic Sample® o

Vital Signs" X X X X X X X X X X X X X X X X X X

Pulse Oximetry X X X X X X X X

12-Lead ECG! X X X X X

C-SSRSI X X X X X X X X X X X X X X X X X X

CGI-Sk X X X X X X X X
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Screening Period Open-Label Treatment Period Follow-up Period

Visits OUTPATIENT INPATIENT INPATIENT or OUTPATIENT? OUTPATIENT
D15/ | D21 | D30

Visit Days D -7to-1 Di*| D2 | D3 | D4 | D5 | D6 | D7 | D8 | D9 | D10 | D11 | D12 | D13 | D14 | ET (+1d) | (£3d)

Study Procedure

CGI-I X X X X X X

HAM-Ak X X | X X X X X X

HAM-Dk X X | X X X X X X X X X X

MADRSK X X | X X X X X X X X X X

SSs! X X | X X X X X X X X X X X X X X

Plasma PK™ X X X X X X X X X

Study Drug Administration X X X X X X X X X X X X X

Adverse Events X

Prior/Concomitant X

Medications”

CGI-I = Clinical Global Impression - Improvement; CGI-S — Clinical Global Impression - Severity; C-SSRS = Columbia Suicide Severity Rating Scale; D = day; ET = early
termination; ECG = electrocardiogram; HAM-A = Hamilton Anxiety Rating Scale; HAM-D = Hamilton Rating Scale for Depression, 17-item; HIV = human
immunodeficiency virus; MADRS = Montgomery-Asberg Depression Rating Scale; PK = pharmacokinetic; SCID-I = Structured Clinical Interview for Diagnostic and
Statistical Manual of Mental Disorders, Fifth Edition Axis I Disorders; SSS = Stanford Sleepiness Scale

*D1 procedures are to be completed prior to dosing

@ Qutpatient visits may take place at the subject’s residence or in the clinic.

b Safety laboratory tests will include hematology, serum chemistry, coagulation, and urinalysis. Laboratory assessments are to be completed in the morning on Days 8 and 15
and during the follow-up visits on Day 21 and Day 28.

¢ Urine toxicology for selected drugs of abuse and serum or breath test for alcohol.

4 Serum pregnancy test at screening and urine pregnancy test at Day 1 and Day 28.

¢ Female subjects who prematurely discontinue will have a pregnancy test performed at the ET visit.

f An optional blood sample for hormone and exploratory biochemistry testing, where consent is given.

€ An optional genetic sample for biomarker testing, where consent is given.

" Vital signs include oral temperature (°C), respiratory rate, heart rate, and blood pressure (supine and standing). Vital signs will be obtained within +5 minutes of the
scheduled time point through 0.5 hours after dosing and +30 minutes of the scheduled time point from 1 hour after dosing and greater, unless the subject is asleep between
the hours of 23:00 h and 06:00 h. From Day 1 through Day 7, vital signs will be completed at the following time points: predose, 0.25, 0.5, 1, 2, and 12 hours after dosing.
During the outpatient treatment period, vital signs will be completed prior to dosing and 1 hour after dosing. Vital signs may be repeated at the discretion of the Investigator
or Visiting Home Healthcare Provider as clinically indicated.

I Will be performed 1 hour +15 minutes after dosing on Days 1, 2, 7, and 14, and during the follow-up visit on Day 21.
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i The “Baseline/Screening” C-SSRS form will be completed at screening. The “Since Last Visit” C-SSRS form will be completed at any time of day at all subsequent time
points.

X To be completed to be completed at 8:00 AM (30 minutes) at each scheduled time point during the Treatment Period, and in the morning on Day 15, Day 21, and Day 28.
The assessment timeframe for HAM-D and HAM-A scales will refer to the past 7 days (1 week) on Screening, Day 1, Day 15/ET, Day 21, and Day 28 visits, and the past
24 hours on visits occurring on Days 2 through 8.

! To be completed within +5 minutes of the scheduled time point through 0.5 hours after dosing and =15 minutes of the scheduled time point from 1 hour after dosing and
greater, unless the subject is asleep between 23:00 h and 06:00 h during the inpatient treatment period. From Day 1 through Day 7, SSS will be completed at the following
time points: predose, 0.25, 0.5, 1, and 2 hours after dosing. During the outpatient treatment period, SSS will be completed prior to dosing and 1 hour after dosing.

™ Plasma samples for PK analysis in Part A and Part B will be collected predose on Days 2, 3, 4, 5, and 6, predose and 0.25, 0.5, 1, 2, 10, and 12 hours postdose on Day 7
(within £5 minutes of the scheduled time point through 0.5 hours after dosing and +15 minutes of the scheduled time point from 1 hour after dosing and greater), prior to
discharge on Day 8 for subjects being discharged or 16 hours postdose for subjects remaining as inpatients, predose on Day 14, and in the morning on Day 15. The time of
study drug administration is time zero and all post-dosing sampling times are relative to this time. In the event of a dose adjustment, an unscheduled PK sample should be
collected just prior to the dose change. Plasma samples for PK analysis will be collected per protocol and subjects may need to be awoken for sample collection.

" To include those taken within 30 days prior to informed consent and throughout the study.
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Table 4: Schedule of Events (Part B)

Page 34

Screening Period

Double-Blind, Placebo-Controlled Treatment Period

Follow-up Period

Visits OUTPATIENT INPATIENT INPATIENT or OUTPATIENT? OUTPATIENT
D15/ D21 D30

Visit Days D-7to-1 Di1*| D2 | D3 | D4 | D5 | D6 | D7 | D8 | D9 | D10 | D11 | D12 | D13 | D14 ET (+1d) | (F3d)

Study Procedure

Informed Consent X

Inclusion/Exclusion X X

Demographics X

Medical/Family History X

SCID-1 X

Randomization X

Confinement X X)

Physical Examination X X X X X

Body Weight/Height X Xwt| X(wt | X (wt
only) | only) | only)

Clinical Laboratory X X X X X

Assessments®

Drug & Alcohol Screen® X X

Pregnancy Test¢ X X )G X

Hepatitis & HIV Screen X

Blood Samplef 0 0 0

Genetic Sample® o

Vital Signs" X X X X X X X X X X X X X X X X X X

Pulse Oximetry X X X X X X X X

12-Lead ECG! X X X X X X
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Screening Period

Double-Blind, Placebo-Controlled Treatment Period

Follow-up Period

Visits

OUTPATIENT

INPATIENT

INPATIENT or OUTPATIENT?

OUTPATIENT

Visit Days

D -7 to-1

D1*

D3

D4

D5

D6

D7

D9

D10

D11

D12

D13

D14

D15/
ET

D21
(+1d)

D30
(£3d)

Study Procedure

C-SSRS!

CGI-Sk

>

>

CGI-I*

HAM-Ak

HAM-Dk

MADRSk

Rl R R

R R R R R

SF-36%

FAs-Dk

R R R e R e R A e

R R R R e R A e

SSs!

K| R R X =

Ko R R K| =

o

o

Plasma PK™

ol o T T T Il Bl Il Bl e

Study Drug Administration

R R R R R R e R R R e R e R R e

Adverse Events

>

Prior/Concomitant
Medications”

X

CGI-I = Clinical Global Impression - Improvement; CGI-S — Clinical Global Impression - Severity; C-SSRS = Columbia Suicide Severity Rating Scale; D = day; ET = early

termination; ECG = electrocardiogram; FAs-D = fatigue associated with depression; HAM-A = Hamilton Anxiety Rating Scale; HAM-D = Hamilton Rating Scale for

Depression, 17-item; HIV = human immunodeficiency virus; MADRS = Montgomery-Asberg Depression Rating Scale; PK = pharmacokinetic; SCID-I = Structured Clinical

Interview for Diagnostic and Statistical Manual of Mental Disorders, Fifth Edition Axis I Disorders; SSS = Stanford Sleepiness Scale
*D1 procedures are to be completed prior to dosing
@ Qutpatient visits may take place at the subject’s residence or in the clinic.

b Safety laboratory tests will include hematology, serum chemistry, coagulation, and urinalysis. Laboratory assessments are to be completed in the morning on Days 8 and 15

and during the follow-up visits on Day 21 and Day 28.
¢ Urine toxicology for selected drugs of abuse and serum or breath test for alcohol.
4 Serum pregnancy test at screening and urine pregnancy test at Day 1 and Day 28.

¢ Female subjects who prematurely discontinue will have a pregnancy test performed at the ET visit.
f An optional blood sample for hormone and exploratory biochemistry testing, where consent is given.
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¢ An optional genetic sample for biomarker testing, where consent is given.

" Vital signs include oral temperature (°C), respiratory rate, heart rate, and blood pressure (supine and standing). Vital signs will be obtained within +5 minutes of the
scheduled time point through 0.5 hours after dosing and +30 minutes of the scheduled time point from 1 hour after dosing and greater, unless the subject is asleep between
the hours of 23:00 h and 06:00 h. From Day 1 through Day 7, vital signs will be completed at the following time points: predose, 0.25, 0.5, 1, 2, and 12 hours after dosing.
During the outpatient treatment period, vital signs will be completed prior to dosing and 1 hour after dosing. Vital signs may be repeated at the discretion of the Investigator
or Visiting Home Healthcare Provider as clinically indicated.

I Will be performed 1 hour +15 minutes after dosing on Days 1, 2, 7, and 14, and during the follow-up visit on Day 21.

I The “Baseline/Screening” C-SSRS form will be completed at screening. The “Since Last Visit” C-SSRS form will be completed at any time of day at all subsequent time
points.

X To be completed at 8:00 AM (£30 minutes) at each scheduled time point during the Treatment Period, and in the morning on Day 15, Day 21, and Day 28. The assessment
timeframe for HAM-D and HAM-A scales will refer to the past 7 days (1 week) on Screening, Day 1, Day 15/ET, Day 21, and Day 28 visits, and the past 24 hours on visits
occurring on Days 2 through 8.

!' To be completed within +5 minutes of the scheduled time point through 0.5 hours after dosing and =15 minutes of the scheduled time point from 1 hour after dosing and
greater, unless the subject is asleep between 23:00 h and 06:00 h during the inpatient treatment period. From Day 1 through Day 7, SSS will be completed at the following
time points: predose, 0.25, 0.5, 1, and 2 hours after dosing. During the outpatient treatment period, SSS will be completed prior to dosing and 1 hour after dosing.

™ Plasma samples for PK analysis in Part A and Part B will be collected predose on Days 2, 3, 4, 5, and 6, predose and 0.25, 0.5, 1, 2, 10, and 12 hours postdose on Day 7
(within £5 minutes of the scheduled time point through 0.5 hours after dosing and +15 minutes of the scheduled time point from 1 hour after dosing and greater), prior to
discharge on Day 8 for subjects being discharged or 16 hours postdose for subjects remaining as inpatients, predose on Day 14, and in the morning on Day 15. The time of
study drug administration is time zero and all post-dosing sampling times are relative to this time. In the event of a dose adjustment, an unscheduled PK sample should be
collected just prior to the dose change. Plasma samples for PK analysis will be collected per protocol and subjects may need to be awoken for sample collection.

" To include those taken within 30 days prior to informed consent and throughout the study.
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15.2 Appendix B: Details of Statistical Methodology
Sample SAS code for MMRM:

proc mixed data=&data;

by param;

class trtan avisitn siteid usubyjid strata;

model chg=base siteid trtan strata avisitn trtan*avisitn / ddfm=kr s;

repeated avisitn / subject=usubjid type=un;

Ismeans trtan*avisitn /cl pdiff e;

estimate 'SAGE-217 vs PLACEBO at day 15' trtan 1 -1 trtan*avisitn 00000001000000000 -1 0 0/ cl;
run;

Note: if convergence not met, use type=cs instead

Sample SAS code for Logistic Regression:

proc logistic data=&data;

by param;

class usubjid trtan siteid strata avisitn;

model aval (event="1")=base siteid trtan avisitn trtan*avisitn strata; Note: for CGI-S, add cgisbase independent variable as well
Ismeans trtan*avisitn / diff oddsratio cl exp;

run;

Sample SAS code for Generalized Estimating equation (GEE):
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proc genmod data=&data;

by param;

class usubjid trtan siteid strata avisitn;

model aval=base siteid trtan strata avisitn trtan*avisitn/dist=bin link=logit;

repeated subject=usubjid / type=un corr=exch; * if convergence not met, use type=cs;

Ismeans trtan*avisitn / diff exp cl;

estimate 'SAGE-217 vs PLACEBO at day 15' trtan 1 -1 trtan*avisitn 00 000001000000000 -1 0 0/ exp cl;

run;
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2 LIST OF ABBREVIATIONS

Abbreviation or
Specialist Term

Explanation

ATC anatomical therapeutic chemical

AUC area under the concentration-time curve
AUCox area under the concentration-time curve from time zero to infinity
BMI body mass index

bpm beats per minute

CGI-I Clinical Global Impression - Improvement
CGI-S Clinical Global Impression - Severity

Crmax maximum (peak) plasma concentration

CS clinically significant

Css steady-state drug concentration in the plasma during oral/capsule intake
Cavess steady-state drug concentration in the plasma
C-SSRS Columbia-Suicide Severity Rating Scale
DSM-5 Diagnostic and Statistical Manual of Mental Disorders, Fifth Edition
ECG electrocardiogram

eCRF electronic case report form

FAs-D fatigue associated with depression

GEE Generalized Estimating Equation

HAM-A Hamilton Anxiety Rating Scale

HAM-D 17-item Hamilton Rating Scale for Depression
HIV human immunodeficiency virus

HRPQ Health-Related Productivity Questionnaire
ICF informed consent form

Kg kilogram

LOCF Last Observation Carried Forward

m meter

MADRS Montgomery-Asberg Depression Rating Scale
Max maximum

MDD major depressive disorder

MedDRA Medical Dictionary for Regulatory Activities
MI Multiple Imputation

Min minimum

mmHg millimeter of mercury

MMRM mixed effects model for reported measures
msec millisecond

n number

PCS potentially clinically significant

PCSC potentially clinically significant change

PK pharmacokinetic(s)

PRO patient reported outcome

PT preferred term

RDQ Remission in Depression Questionnaire

SAP statistical analysis plan
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SCID-1 Structured Clinical Interview for DSM-5 Axis I Disorders
SD standard deviation

SF-36 36-item short form survey

SI International System of Units

SOC system organ class

Ss steady state

SSS Stanford Sleepiness Scale

TEAE treatment-emergent adverse event

tin Elimination half-life

tmax time at maximum (peak) plasma concentration
WHO World Health Organization

WHO-DD World Health Organization-Drug Dictionary
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3 INTRODUCTION

This statistical analysis plan (SAP) is for the final analysis and is based on the approved
clinical study protocol, dated 12 Jul 2017, version 5.0. There are two parts to the study. Part
A of the study has been completed and Part B was initiated upon completion of Part A.

The purpose of the SAP is to describe in detail the statistical methodology and the statistical
analyses to be conducted for the above-mentioned protocol. The SAP will be approved and
finalized before Part B database lock.

All analyses and summary outputs will be generated using SAS® version 9.3 or higher.
4 STUDY OBJECTIVES

41 PartA
4.1.1 Primary Objective

The primary objective of Part A is to evaluate the safety and tolerability of SAGE-217 Oral
Solution 30 mg.

4.1.2 Secondary Objective

The secondary objective of Part A is to determine if treatment with SAGE-217 Oral Solution
30 mg for 14 days reduces depressive symptoms.

4.1.3 Pharmacokinetic Objective

The Pharmacokinetic (PK) objective of Part A is to assess the PK profile of SAGE-217 Oral
Solution in plasma samples.

4.2 PartB
4.2.1 Primary Objective

The primary objective for Part B of the study is to determine if treatment with SAGE-217
Capsules (30 mg) reduces depressive symptoms in subjects with moderate to severe major
depressive disorder (MDD) compared to matching placebo.

4.2.2 Secondary Objective

The secondary objective of Part B is to evaluate the safety, tolerability and efficacy of
SAGE-217 Capsule (30 mg).

4.2.3 Exploratory Objective

The exploratory objective for Part B of the study is to assess the patient-reported outcome
(PRO) measures as they relate to quality of life, work function, productivity, and depressive
symptoms.

4.2.4 Pharmacokinetic Objective

The PK objective of Part B is to assess the PK profile of SAGE-217 Capsules in plasma
samples.
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5 STUDY ENDPOINTS

51 PartA
5.1.1 Primary

The primary endpoint for Part A is the safety and tolerability of SAGE-217 Oral Solution as
assessed by the frequency and severity of adverse events; changes from baseline in clinical
laboratory measures, vital signs, and electrocardiograms (ECGs); Stanford Sleepiness Scale
(SSS) score; physical examination; and suicidal ideation using the Columbia-Suicide
Severity Rating Scale (C-SSRS).

5.1.2 Secondary

Reduction in depressive symptoms as assessed by the following:
* Change from baseline in Hamilton Rating Scale for Depression (HAM-D) total score
at Day 15 (ET) and all other time points;
*  HAM-D response (defined as having a 50% or greater reduction from baseline in
HAM-D total score);
*  HAM-D remission (defined as having a HAM-D total score of <7);,

Change from baseline in the Montgomery-Asberg Depression Rating Scale (MADRS)
total score at Day 15 (ET) and all other time points;

* Change from baseline in HAM-D subscale and individual item scores at Day 15 (ET)
and all other time points;

* Change from baseline in Hamilton Anxiety Rating Scale (HAM-A) total score at all
time points; and

* Clinical Global Impression - Improvement (CGII) response (defined as a CGI-I score
of “very much improved” or “much improved”).

5.1.3 Pharmacokinetic

*  Maximum (peak) plasma concentration (Cmax), time at maximum (peak) plasma
concentration (tmax), plasma elimination half-life (t,;), area under the curve from zero
to infinity (AUC..), and steady-state drug concentration in the plasma during oral
intake (Css).
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5.2 PartB
5.2.1 Primary

The primary endpoint for Part B is the reduction in depressive symptoms, compared to
placebo, as assessed by the change in the 17-item HAM-D total score from baseline to
Day 15.

5.2.2 Secondary

e Reduction in depressive symptoms, compared to placebo, as assessed by the
following:

Change in the 17-item HAM-D total score from baseline at all time points;

HAM-D response;

HAM-D remission;

Change from baseline in the MADRS total score at Day 15 (ET) and all other

time points;

o Change from baseline in HAM-D subscale and individual item scores at all time
points;

o Change from baseline in HAM-A total score at Day 15 (ET) and all other time
points; and

o  CGII response.

O O O O

e The safety and tolerability of SAGE-217 Capsules as assessed by the frequency and
severity of adverse events; changes from baseline in clinical laboratory measures,
vital signs, and ECGs; SSS score; physical examination; and suicidal ideation using
the C-SSRS.

5.2.3 Exploratory

Responses to the 36-item short form survey (SF-36), fatigue associated with depression
(FAs-D), Remission in Depression Questionnaire (RDQ), and the Health-Related
Productivity Questionnaire (HRPQ) will be summarized as exploratory endpoints for Part B.

5.2.4 Pharmacokinetic
° Cmax, tmax, t‘/z, AUC.. and Css.

6 STUDY DESIGN

6.1 Overall Design

This study is a two-part, multicenter, Phase 2a study to evaluate the safety, tolerability, PK,
and efficacy of SAGE-217 Oral Solution (Part A) and SAGE-217 Capsules (Part B) in
approximately 98 adult subjects (approximately 10 subjects in Part A and up to 88
randomized adult subjects in Part B) with MDD. Part A of the study is an open-label design
with SAGE-217 Oral Solution dosing for 14 days. Part B of the study is a randomized,
double-blind, parallel-group, placebo-controlled design with SAGE-217 Capsule or matching
placebo dosing for 14 days. Part B will consist of an up to 14-day Screening Period (Days
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-14 to -1), a 14-day Treatment Period, and a 4-week Follow-up Period. Separate cohorts of
subjects will be enrolled in Part A and Part B; subjects participating in Part A cannot enroll
in Part B.

During the Screening Period, after signing the informed consent form (ICF), subjects will be
assessed for study eligibility, and the severity of each subject’s MDD will be evaluated using
HAM-D. The Screening Period assessments will be conducted on an outpatient basis.

If applicable, standard of care data collected prior to obtaining informed consent may also be
included as screening data, if appropriate, such as laboratory tests, ECG, physical
examination, and vital signs conducted within the preceding 48 hours, as long as the
requirement for the screening assessment to be collected retrospectively is met in full. If
applicable, to ensure protocol compliance, any standard of care data eligible for inclusion as
screening data must include the precise nature and timing of data collection.

During the 14-day study Treatment Period of Part A and B, subjects must remain inpatient
for the first 7 days at minimum and per Investigator’s judgement thereafter. The Follow-up
Period assessments will be conducted on an outpatient basis.

The study will be conducted in two parts:

e Part A: Beginning on Day 1, subjects will receive open-label SAGE-217 Oral
Solution at 8:00 PM (£15 minutes) with food (as outlined in protocol Section 9.2.1).
Subjects will receive SAGE-217 Oral Solution 30 mg from Day 1 to Day 14 as
tolerated.

e Part B: Based on the results of Part A, eligible subjects will be stratified based on use
of antidepressant treatment (current/stable or not treated/withdrawn =30 days) and
randomized within each stratum in a 1:1 ratio to receive SAGE-217 Capsules (30 mg)
or matching placebo for 14 days beginning on Day 1, as tolerated. All doses of study
drug will be administered at 8:00 PM (=15 minutes) with food as outlined in protocol
Section 9.2.2.

Enrollment into Part A may be stopped and Part B initiated if there is a clear signal of
activity based on the HAM-D scores and/or other scales being assessed. Alternatively, upon
completion of Part A, Part B may begin. The study may be terminated if there is clear lack
of activity based on HAM-D scores during Part A.

In Part A and Part B, study drug (SAGE-217 Oral Solution in Part A; SAGE-217 Capsule or
matching placebo in Part B) will be administered at the study center for at least the first 7
days of the Treatment Period, which includes Day 1 of study drug administration through
completion of study drug administration on Day 14. Subjects may be discharged after a
minimum 7-day inpatient stay, following completion of the Day 7 assessments. If their
clinical condition does not allow discharge, the Investigator may keep the subjects as
inpatients for a longer period of time. Subjects discharged from the inpatient unit may
receive treatment with study drug for the remainder of the 14-day Treatment Period as
outpatients. For the outpatient phase, dosing will be done at the clinical site or, if suitable
arrangements can be made, via home administration where local regulations allow. All
dosing will be observed, either in the clinical unit or by a healthcare professional at home.
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Home administration of study drug will be performed according to a site-specific plan by a
healthcare professional trained on the protocol and delivery of the study drug.

Subjects will be monitored for safety during the Treatment and Follow-up Periods including
monitoring for adverse events/serious adverse events, routine clinical laboratory assessments,
physical examination, vital signs, and ECG (only Day 15 during Follow-up).

During the Treatment Period, subjects will be able to receive study drug as long as there are
no dose limiting safety/tolerability concerns. Subjects cannot tolerate 30 mg will receive 20
mg for the remaining of the Treatment Period. Subjects who experience intolerable AEs at
the 20-mg dose level may be terminated from the study at the discretion of the Investigator.

Dosing may also be modified based on tolerability as assessed with SSS scores. Any SSS
score of =6 will be reassessed within 10 minutes. If a subject is receiving the 30-mg dose of
study drug and has an SSS score of =6 that is confirmed on repeat assessment during normal
waking hours, the dose will be decreased to 20 mg for the rest of the Treatment Period. If a
subject is receiving the 20-mg dose of study drug and has an SSS score of =6 that is
confirmed on repeat assessment during normal waking hours, then study drug will be
discontinued and the subject will be terminated from the study.

Follow-up visits will be conducted on an outpatient basis. Follow-up visits will be conducted
weekly for 2 weeks after completion of the Treatment Period in Part A (Day 28 +1 day) and
weekly for 4 weeks after completion of the Treatment Period in Part B (Day 42 £3 days).

See section 15.1 for schedule of events in Part A and Part B.
6.2 Sample Size and Power

The sample size of ten subjects for Part A was selected based on clinical and not statistical
considerations.

For Part B, assuming a two-sided t-test at an alpha level of 0.05, a sample size of 40 subjects
per group would provide 90% power to detect an effect size of 0.75 between the SAGE-217
Capsules and matching placebo groups with regard to the efficacy outcome variable of
change from baseline in HAM-D total score. An effect size of 0.75 corresponds to a
matching placebo-adjusted difference of 7.5 points in the change from baseline in HAM-D
total score at 15 days with an assumed SD of 10 points. By including two treatment groups
and using a 1:1 randomization, a total of 80 subjects are required. Assuming a non-
evaluability rate of 10%, up to 88 subjects will be randomized. Additional subjects may be
enrolled if the drop-out rate is higher than 10%.

6.3 Randomization
Part A is open-label with no control group; therefore, there will be no randomization or
blinding.

Part B is a double-blind, placebo-controlled study. Subjects who meet the entrance criteria
will be stratified based on use of antidepressant treatment (current/stable or not
treated/withdrawn =30 days) and randomly assigned within each stratum in a 1:1 ratio to
receive SAGE-217 Capsules or matched placebo according to a computer-generated
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randomization schedule. Once it has been determined that a subject meets eligibility criteria,
the subject will be sequentially assigned a subject number from the randomization schedule
provided to the unblinded pharmacist and/or designated pharmacy staff. Subject
identification numbers will consist of the site number (e.g., “01”) followed by numbering
starting with double zero (e.g., 01-001, 01-002, 01-003 through 01-0xx), for Part A of the
study. Moreover, to avoid duplicate patient numbers between Part A and Part B the
sequential counter will begin at 201 for all sites in Part B.

The randomization schedule will be computer-generated.
6.4 Blinding and Unblinding

Part A is open-label with no control group; therefore, procedures for blinding and unblinding
are not applicable.

Part B is a double-blind, placebo-controlled study. Only the clinic pharmacist and/or
designated pharmacy staff, who is responsible for preparing the study drug, will be given a
copy of the randomization schedule. In the event of a medical emergency, the pharmacist
may reveal actual capsules content to the Investigator, who should also alert Sage of the
emergency. In all cases where the study drug allocation for a subject is unblinded, pertinent
information (including the reason for unblinding) must be documented in the subject’s
records and on the electronic case report form (eCRF). If the subject or study center
personnel (other than pharmacist) have been unblinded, the subject will be terminated from
the study. In addition, an unblinded Monitor will perform drug accountability during the
study.
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7 MODIFICATIONS

Page 14

7.1 Modifications to the Approved Clinical Study Protocol
Protocol Text SAP Text

1. Physical examinations in Parts A 1. All physical examinations data in
and B will be summarized at the Parts A and B will be listed.
Screening visit, Day 8, Day 15, Day
21, and Day 28 visits. 2. Center will be treated as a fixed

2. Center will be treated as random ffect mn the primary efficacy

analysis.
effect ) .
As a supportive analysis, the

3. The HAM-D total score will be MMRM models will be used to
calculated as the sum of the 17 study the heterogeneity of study
individual item scores. Item 16 can drug effect by considering center
be rated according to history (item and treatment-by-center effects to
16A) or actual weight change (item be random
16B). The item 16 score is
calcglated as the item .16 response 3. Item 16 mentioned in Section 11 of
that is not equal to 3 (i.e., “Not the protocol corresponds to item 8
assessed”). (loss of weight) in the structured

4. The PK Set will consist of all subjects interview guide and is scored in a
in the Safety Set with sufficient plasma range of 0 to 2.
concentrations for PK evaluations, and 4. The PK Set will consist of all

will be used to summarize PK data

subjects in the Safety Set with at
least 1 post-dose PK assessment in
the study, and will be used to
summarize PK data

7.2 Modifications to the Approved Statistical Analysis Plan

This SAP has been modified to incorporate protocol version 4.0. Per protocol version 4.0,
center should be treated as a random effect.

Summary of changes from SAP V1.0:

Incorporation of changes due to protocol amendment 2, version 3.0 and protocol

amendment 3, version 4.0
Minor editorial changes

Prior and concomitant medications: changes in definitions

HAM-D:

o Added details on the subscales (Core, Anxiety, Bech-6, and Meier)
o Separated summary tables for subscale and individual item scores
o Modified total score categorization
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e Additional details for Part B

o Study drug exposure: added a different categorization for number of days the
study drug was received
Protocol deviations: added summary table
Demographics and Baseline Characteristics: added antidepressant use
Rules for determining if missing scores will be replaced and approach to
replacement

o Binary variable analysis (HAM-D response and remission, CGI-I response):
removed logistic regression

o Sensitivity analyses
o Supportive analyses
o Statistical methodology (sample SAS code)
o Safety:
= Labs, ECGs, and vital signs: added potentially clinically significant
criterion and summaries/listings
= AEs:
e Added summary table for TEAEs resulting in dose adjustment
e Changed types of TEAEs summarized for the overall summary
table
= Labs:
e Listed lab tests
e added shift tables
= Stanford sleepiness scale: changed figure display to spaghetti plots for
Day 1 through 7
o PK:

= Added mean and SD as summary statistics for all parameters
= Re-numbered the concentration and parameter listings

Summary of changes from SAP V2.0:

e Incorporation of changes due to protocol amendment 4, version 5.0
e HAM-D
o Modified total score categorization for Part A and Part B
o Subset analysis
e Added summary table for TEAEs by preferred term
e Changed PK Set definition
e For Part B, modified text on subject data to be displayed in listings
e For Part B, changed sort order for adverse event SOC
e Added note regarding modifications to GEE model for HAM-D Remission.
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7.3 Modifications to the Approved DMC Charter
Not applicable.

8 ANALYSIS SETS

8.1 Efficacy Set

The Efficacy Set for Part A is defined as all subjects who received at least one dose of the
study drug and have a baseline and at least one post-baseline efficacy evaluation. The
Efficacy Set will be used to analyze efficacy data.

The Efficacy Set for Part B is defined as all subjects who are randomized and who received
at least one dose of the double-blind study drug and have a baseline and at least one post-
baseline efficacy evaluation. The Efficacy Set will be used to analyze efficacy data.

8.2 Safety Set

The Safety Set for Part A is defined as all subjects who received at least one dose of the
study drug. The Safety Set will be used to provide descriptive summaries of safety data.

The Safety Set for Part B is defined as all subjects who received at least one dose of the
double-blind study drug. The Safety Set will be used to provide descriptive summaries of
safety data.

8.3 Pharmacokinetic (PK) Set

The PK Set (for Part A and Part B) will consist of all subjects in the Safety Set with at least 1
post-dose PK assessment in the study, and will be used to summarize PK data.

9 STATISTICAL ANALYSIS

9.1 General Considerations

Unless otherwise specified, continuous endpoints will be summarized with n, mean, standard
deviation (SD), median, minimum (min) and maximum (max). Ifthe measurements in the
source (raw) data are integers, then the corresponding mean and median will be presented to
1 decimal place and the SD to 2 decimal places; if the measurements are obtained to 1
decimal place, then the mean and median will be presented to 2 decimal places and the SD to
3 decimal places; and so forth. Minimum and maximum will be displayed as reported in the
source (raw) data. In addition, change from baseline values will be calculated at each time
point and summarized descriptively. For categorical endpoints, descriptive summaries will
include counts and percentages. Percentages will be presented to 1 decimal place unless
otherwise specified.

All analyses and summary outputs will be generated using SAS® version 9.3 (or higher).

All subject data, including those derived, will be presented in the subject data listings;
listings will display subjects in analysis sets for Part A and all subjects for Part B, regardless
of whether or not they received study drug. In general, the subject data listings will be sorted
by randomized treatment group (Part B), subject number and assessment visit and date (and
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time, if applicable). The summary tables will be presented descriptively overall for Part A
and by treatment group for Part B.

For the purpose of all safety and efficacy analyses where applicable, baseline is defined as
the last non-missing measurement prior to the start of study drug administration.

9.1.1 Study Day Definition
Study day will be defined as follows:

e The day of subject receiving the first dose of study drug is designated as Day 1.

e For visit days after Day 1, study day = visit date — Day 1 date + 1.

e For visit days prior to Day 1, study day = visit date — Day 1 date. Thus, study days
for screening visit are negative numbers. There is no “Day 0”.

9.1.2 Missing Data

Every attempt will be made to avoid missing data. All subjects will be used in the analyses,
as per the analysis sets, using all non-missing data available. For Part A, no imputation
process will be used to estimate missing data.

For Part B, SF-36 subscales will be calculated and missing responses will be handled using
the built-in scoring software. For all the other efficacy and exploratory endpoints, the pro-
rating approach will be considered when calculating the total scores. If no more than 20% of
item responses are missing for a given subject on the scale, the missing scores will be
replaced with the mean score on all other non-missing scores, or the maximum possible
values for the missing responses, whichever is smaller. Otherwise, if more than 20% of item
scores are missing for a given subject on the scale, the total score will not be calculated and
will be left as missing. See section 9.3.1 for the details of this approach on each endpoint.

A sensitivity analysis will be used to investigate the impact of missing data if =5% of
subjects have missing data in primary efficacy endpoint assessment (i.e., HAM-D total score)
or key secondary endpoint assessment (i.e., MADRS total score). Two techniques will be
considered for the sensitivity analysis: 1) Multiple Imputation (MI) technique, i.e. by
replacing each missing value with a set of plausible values that represent the uncertainty
about the right value to impute; 2) Last Observation Carried Forward (LOCF) Imputation
technique, i.e. the last observed non-missing value is used to fill in missing values at a later
point in the study. See section 9.3.5 for details.

Safety data will not be subject to any imputation and will be summarized on an observed case
basis.

9.2 Background Characteristics
9.2.1 Subject Disposition

For Part A, the summaries of subject disposition will include the number of subjects who
were enrolled, who were dosed, who completed Part A of the study, who discontinued from
study drug in Part A, and reasons for discontinuation from study drug. Enrolled subject is
defined as any screened subject who met the study requirements (inclusion/exclusion
criterion) during screening.
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For Part B, the summaries of subject disposition will include the number of subjects who
were randomized, who were dosed, who completed Part B of the study, who prematurely
discontinued, and reasons for premature discontinuation by treatment group. The summary
will also be provided by site.

For both Part A and Part B, the number and percentage of subjects in each analysis set will
be summarized.

For screen failure subjects, reasons for screen failure will be summarized separately along
with the number of subjects who were screened. A screened subject is defined as any subject
who signed the study specific informed consent. A screen failure subject is defined as any
subject who is screened but failed to meet study requirements (inclusion/exclusion criterion)
during screening.

A listing of subject randomization will also be presented.
9.2.2 Demographics and Baseline Characteristics

Demographic data, such as age, gender, race and ethnicity, and baseline characteristics, such
as antidepressant use, height, weight, and body mass index (BMI, calculated as weight (kg)/
[height (m) 2]), will be summarized using the Safety Set.

Hepatitis, human immunodeficiency virus (HIV), drug and alcohol, and pregnancy screening
results will be listed, but not summarized as they are considered part of the
inclusion/exclusion criteria.

Medical history collected at screening will be coded using the Medical Dictionary for
Regulatory Activities (MedDRA), Version 19.1 or higher.

Medical/family history data will be summarized by system organ class (SOC) and preferred
term (PT) and listed by subject for the Safety Set.

9.2.3 Prior and Concomitant Medications

Concomitant Medications will be recorded throughout the study and will be coded using
World Health Organization-Drug dictionary (WHO-DD) September 1, 2016, or later.

Medications will be presented according to whether they are being taken prior to and/or
during the study (concomitant). Prior medications are defined as those taken prior to the first
dose of study drug. Concomitant medications are defined as those with a start date on or
after the first dose of study drug, or those with a start date before the first dose of study drug
that are ongoing or with a stop date on or after the first dose of study drug. If medication
dates are incomplete and it is not clear whether the medication was concomitant, it will be
assumed to be concomitant.

Details of prior and concomitant medications will be listed by subject, start date, and
verbatim term.

Medication summaries will be performed by anatomical therapeutic chemical (ATC) level 2
term and PT based on the Safety Set.

Sage Therapeutics Inc. Confidential Information



Statistical Analysis Plan Methods 16 NOV 2017 Version 3.0 Page 19
Protocol Number: 217-MDD-201

9.2.4 Study Drug Exposure

Exposure to study drug is defined as total number of days treated with study drug during the
study, with total days calculated as last dose date of study drug - first dose date of study drug
+ 1. The number and percentage of subjects exposed to 20 mg and 30 mg of study drug and
discontinued study drug will be presented. Subjects exposed to 30 mg of study drug will be
further summarized by the number of days the study drug was received (Part A: <3, 3-7, >7;
Part B: 1-14 by day). Study drug exposure will be summarized using the Safety Set.

For Part B, summary of study drug exposure will also be performed based on the subgroup
by current antidepressant use status for the Safety Set.

9.2.5 Protocol Deviations

Protocol deviations identified during site monitoring in consultation with Medical Monitor
will be captured in a protocol deviation log and categorized. These deviations data for all
subjects that violated the clinical study protocol at any time during the study will be listed.

Protocol deviation data for Part B will be summarized by site and treatment group for All
Randomized Subjects. Number and percentage of subjects with each protocol deviation type
will be presented.

9.3 Efficacy Analysis

The secondary objective of Part A of the study is to determine if SAGE-217 Oral Solution 30
mg given for 14 days reduces the depressive symptoms measured by change from baseline at
various time points in HAM-D total score, HAM-D subscale and individual item scores,
HAM-A total score, MADRS total score. In addition, HAM-D response; HAM-D remission,;
and CGI-I response will be assessed.

The secondary objective for Part B of the study is to determine if treatment with SAGE-217
Capsules 30 mg reduces depressive symptoms in subjects with moderate to severe MDD
compared to matching placebo measured by change from baseline at various time points in
HAM-D total score, HAM-D subscale and individual item scores, HAM-A total score,
MADRS total score. In addition, HAM-D response; HAM-D remission; and CGI-I response
will be assessed.

9.3.1 Definition of Efficacy Variable(s)
The efficacy variables are defined as follows:
9.3.1.1 Hamilton Rating Scale for Depression (HAM-D)

HAM-D consists of 17 items that will be used to rate the severity of depression in subjects
who are already diagnosed as depressed using the Diagnostic and Statistical Manual of
Mental Disorders, Fifth Edition (DSM-5) Axis I Disorders (SCID-I).

The 17-item HAM-D comprises individual ratings related to the following symptom:s:
depressed mood (sadness, hopeless, helpless, worthless), feelings of guilt, suicide, insomnia
(early, middle, late), work and activities, retardation (slowness of thought and speech;

Sage Therapeutics Inc. Confidential Information



Statistical Analysis Plan Methods 16 NOV 2017 Version 3.0 Page 20
Protocol Number: 217-MDD-201

impaired ability to concentrate; decreased motor activity), agitation, anxiety (psychic and
somatic), somatic symptoms (gastrointestinal and general), genital symptoms,
hypochondriasis, loss of weight, and insight. Each item is scored in a range of 0 to 2 or 0 to
4, with higher scores indicating a greater degree of depression. Item 16 mentioned in Section
11 of the protocol corresponds to item 8 (loss of weight) in the structured interview guide and
is scored in a range of 0 to 2. The score for each item will be summed to compute a total
score, which ranges from 0 to 52. For Part B, if more than 3.4 individual items are missing,
the HAM-D total score will not be calculated and will be left as missing. If less than or equal
to 3.4 individual item scores are missing, the missing item scores will be imputed by the
mean of all other available item scores, or the maximum possible values for the missing
responses, whichever is smaller, to calculate the HAM-D total score.

The HAM-D subscales are Core, Anxiety, Bech-6, and Meier. The Core subscale comprises
individual ratings related to the following symptoms: depressed mood, feelings of guilt,
suicide, work and activities, and retardation. The Anxiety subscale comprises individual
ratings related to the following symptoms: anxiety (psychic and somatic), somatic symptoms
(gastrointestinal and general), hypochondriasis, and loss of weight. The Bech-6 subscale
comprises individual ratings related to the following symptoms: depressed mood, feelings of
guilt, work and activities, retardation, anxiety psychic, and somatic symptoms general. The
Meier subscale comprises individual ratings related to the following symptoms: depressed
mood, feelings of guilt, work and activities, retardation, agitation, and anxiety psychic. The
subscale scores will be calculated as the sum of the individual rating scores related to each
subscale, divided by the total possible score within the subscale, multiplied by 100, and
rounded to a whole number.

Hamilton Rating Scale for Depression response will be defined as having a 50% or greater
reduction from baseline in HAM-D total score. Any subject who met this criterion will be
defined as a HAM-D Responder.

Hamilton Rating Scale for Depression remission will be defined as having a HAM-D total
score of <7. Any subject who met this criterion will be defined as a subject in HAM-D
remission.

As a measure of the severity of depression, HAM-D total score will be categorized as: 0-
7=Normal, 8-16=Mild Depression, 17-23=Moderate Depression, >=24=Severe Depression.

9.3.1.2 Montgomery-Asberg Depression Rating Scale (MADRS)

The MADRS is a 10-item diagnostic questionnaire that psychiatrists use to measure the
severity of depressive episodes in subjects with mood disorders. It was designed as an
adjunct to the HAM-D that would be more sensitive to the changes brought on by
antidepressants and other forms of treatment than the Hamilton Scale.

Higher MADRS scores indicate more severe depression, and each item yields a score of 0 to
6. The MADRS total score will be calculated as the sum of the 10 individual item scores,
which ranges from 0 to 60. If more than two individual items are missing, the MADRS total
score will not be calculated and will be left as missing. If less than or equal to two individual
item scores are missing, the missing item scores will be imputed by the mean of all other
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available item scores, or the maximum possible values for the missing responses, whichever
is smaller, to calculate the MADRS total score.

9.3.1.3 Hamilton Anxiety Rating Scale (HAM-A)

The 14-item HAM-A will be used to rate the severity of symptoms of anxiety. Scoring for
HAM-A is calculated by assigning scores of 0 (not present) to 4 (very severe). The HAM-A
total score will be calculated as the sum of the 14 individual item scores. If more than 2.8
individual items are missing, the HAM-A total score will not be calculated and will be left as
missing. If less than or equal to 2.8 individual item scores are missing, the missing item
scores will be imputed by the mean of all other available item scores, or the maximum
possible values for the missing responses, whichever is smaller, to calculate the HAM-A total
score.

As a measure of the severity of anxiety, HAM-A total score will be categorized as follows in
the shift table: 0-13=Normal, 14-17 Mild Anxiety, 18-24 Moderate Anxiety, >=25 Severe
Anxiety, per the Psych Congress Network.

9.3.1.4 Clinical Global Impression — Severity (CGI-S)

The Clinical Global Impression - Severity (CGI-S) uses a 7-point Likert scale to rate the
severity of the subject’s illness at the time of assessment, relative to the clinician’s past
experience with subjects who have the same diagnosis. Considering total clinical experience,
a subject is assessed on severity of mental illness at the time of rating as 1=normal, not at all
ill; 2=borderline mentally ill; 3=mildly ill; 4=moderately ill; 5=markedly ill; 6=severely ill;
and 7=extremely ill.

9.3.1.5 Clinical Global Impression — Improvement (CGl-I)

The CGI-I employs a 7-point Likert scale to measure the overall improvement in the
subject’s condition posttreatment. The Investigator will rate the subject’s total improvement
whether or not it is due entirely to drug treatment. Response choices include: 0=not assessed,
I=very much improved, 2=much improved, 3=minimally improved, 4=no change,
S5=minimally worse, 6=much worse, and 7=very much worse.

CGI-I response will be defined as having a CGI-I score of “very much improved” or “much
improved.”

9.3.1.6 Short Form-36 (SF-36)

The SF-36 Health Survey is a subject-reported 36-item instrument for measuring functional
health and well-being. The scores are totaled and higher score will indicate a better state of
health.

9.3.1.7 The Fatigue Associated with Depression (FAs-D) Patient-Reported
Outcome (PRO)

Fatigue is one of the most common symptoms of MDD. The 13-item patient-reported
questionnaire was designed to assess fatigue associated with depression in the past week.
Three scores are computed:

e A six-item fatigue experience subscale
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e A seven-item fatigue impact subscale
e A total score (all 13 items).

The two subscales and the total score are computed as the mean of all answered items within
each scale, and each scale score has a possible range of 1 to 5, with higher scores
representing greater fatigue.

9.3.1.8 Remission in Depression Questionnaire (RDQ)

The Remission from Depression Questionnaire (RDQ) was developed to capture the broader
array of domains considered by subjects to be relevant to the construct of remission
symptoms of depression, non-depressive symptoms, features of positive mental health,
coping ability, functioning, life satisfaction, and a general sense of well-being. The RDQ is a
reliable and valid measure that evaluates the multiple domains that depressed patients
consider important in determining remission.

Each item ranges from 0 (not at all or rarely true) to 2 (often or almost always true). Each of
the seven subscales is scored separately by taking the sum of scores that are within the same
subscale. The score for each item will be summed to compute a total score, which ranges
from 0 to 82, where <27 indicates remission, per the Psych Congress Network. The total
score is calculated as the sum of the 41 items.

9.3.1.9 Health-Related Productivity Questionnaire (HRPQ)

The Health-Related Productivity Questionnaire (HRPQ) is a generic measure developed to
measure health-related work productivity in patients with a particular disease and/or being
treated for the disease. The instrument collects productivity data in terms of absenteeism,
presenteeism, and combined lost productivity for three work venues: work outside home,
housework, and classes/homework.

9.3.2 Visit Windows

The unscheduled or early termination (ET) visit will be mapped to a scheduled visit for
analysis using the date of collection/assessment as a basis to determine study day and then
study day will be mapped to the intended visit. The table below contains the visit windows
for efficacy analysis.

Once analysis visit windows get assigned, all visits, including scheduled visits, unscheduled
visits, and ET visits will be eligible for being flagged as the “analyzed record” within the
analysis window, a subject’s individual analysis visit window could potentially contain more
than 1 visit. In the event of multiple visits falling within an analysis window or in case of a
tie, the following rules will be used in sequence to determine the “analyzed record” for the
analysis visit window:

» If there is a scheduled visit/day for the analysis visit window, then the scheduled
visit/day data will be used.

» If there is no scheduled visit/day for the analysis visit window, the data closest to the
scheduled day/time will be used.
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» If there is no scheduled visit/day for the analysis visit window and there is a tie
between the data in the number of days/hours before and after the scheduled day, the
later data will be used.

The data not flagged as the “analyzed record” will also be listed in subject listings.
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Table 1: Visit Windows for Efficacy Analysis, for Both Part A and Part B

Scheduled Visit Study Day of Expected Visit Study Day Window for Visit
Screening Day -1 Days (-14) to (-1)
Baseline Day 1 Day 1

Day 2 Day 2 Day 2

Day 3 Day 3 Day 3

Day 4 Day 4 Day 4

Day 5 Day 5 Day 5

Day 6 Day 6 Day 6

Day 7 Day 7 Day 7

Day 8 Day 8 Day 8

Day 15 Day 15 Day 15

Day 21 (%1 day) Day 21 Day 20 - 22

Day 28 (£3 days) Day 28 Day 25 - 31

Day 35 (£3 days) Day 35 Day 32 - 38

Day 42 (£3 days) Day 42 Day 39 - 45

9.3.3 Analysis of Efficacy Variable(s)

Efficacy data will be summarized using appropriate descriptive statistics and other data
presentation methods where applicable; subject listings will be provided for all efficacy data.
For (the open-label) Part A, efficacy data will be summarized descriptively. For Part B,
subjects will be analyzed according to randomized treatment group. The Efficacy Set will be
used for all efficacy summary tables.

Descriptive statistics including n, mean, SD, median, minimum, and maximum of actual,
change from baseline, and percentage change from baseline values will be presented by
assessment time point for the following continuous efficacy variables:

e HAM-D total score;
e MADRS total score;

e HAM-D subscale and individual item scores (Note: percentage change from baseline
values will not be presented for HAM-D individual item scores);

e HAM-A total score;
e RDAQ subscale and total score;

Summaries using descriptive statistics described above will also be performed based on the
subgroup by current antidepressant use status for HAM-D total score, MADRS total score
and HAM-A total score for Part B.
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Descriptive statistics including n, mean, SD, median, minimum, and maximum of actual
values and change from baseline will be presented by assessment time point for the following
continuous efficacy variables:

e CGI-I (actual value only) and CGI-S scale scores;
e SF-36 subscale scores (Part B only);
e FAs-D subscales and total score (Part B only);

Descriptive statistics including counts and percentages will be summarized by assessment
time point for the following categorical efficacy variables:

e HAM-D response;
e HAM-D remission;
e CGI-I response;

e HRPQ response.

Shift analysis pre- and post-treatment will be presented for the following depression
categories (0-7 normal, 8-16 mild depression, 17-23 moderate depression, >=24 severe
depression ) based on sum scores from the first 17 items of the HAM-D rating scale. Shift
analysis for the following anxiety categories (0-13=Normal, 14-17 Mild Anxiety, 18-24
Moderate Anxiety, >=25 Severe Anxiety) will also be presented based on the 14-item HAM-
A rating scale total score.

Change from baseline and percentage change from baseline in HAM-D, HAM-A, and
MADRS total score over time will be presented graphically overall for Part A and by study
treatments for Part B. Plots of change from baseline in HAM-D, MADRS and HAM-A total
score over time will also be performed based on the subgroup by current antidepressant use
status for Part B.

9.3.3.1 Mixed Effects Model for Repeated Measures

For Part B of the study, the change from baseline for HAM-D total score will be analyzed
using a mixed effects model for repeated measures (MMRM).

The model will include the change from baseline at each visit as the dependent variable.
Treatment, baseline HAM-D total score, center, antidepressant use strata, assessment time
point, and time point-by-treatment interaction will be included as explanatory variables in the
model. All explanatory variables including center will be treated as a fixed effect. The main
comparison will be (difference in least mean square [LSMEAN]) between SAGE-217
Capsules and placebo at the 15-day timepoint.

Model-based point estimates (i.e, LSMEAN, 95% confidence intervals, and p-values) will be
reported where applicable. An unstructured covariance structure will be used to model the
within-subject errors. Compound symmetry covariance structure will be used if there is a
convergence issue with the unstructured covariance model.

See sample SAS code for MMRM in section 15.2.
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Similarly, an MMRM will be used for the analysis of the following variables: changes from
baseline in MADRS total score and HAM-A total score, and select individual item and
subscale scores. For each model, the comparison of interest will be between SAGE 217
Capsules and matching placebo at the 15-day time point. However, model-based point
estimates (i.e, LS means), 95% confidence intervals, and p-values will be reported for all
time points.

9.3.3.2 HAM-D Response and HAM-D Remission Analyses

At each visit during the treatment period (Day 2 - Day 8) and at the first follow-up visit
(Dayl5/ET), a subject will be classified as a responder to the study drug if the subject is
having a 50% or greater reduction from baseline in HAM-D total score. These binary
outcome variables are expected to be correlated rather than independent. The correlated
binary outcome variables will be analyzed using the SAS GENMOD procedure that
implemented the generalized estimating equations (GEE) approach.

The models will include the response at each of the 8 visits as the dependent variable. The
center, treatment, antidepressant use strata, baseline HAM-D total score, assessment time
point, and time point-by-treatment will be included as explanatory variables.

The GEE marginal model approach allows to estimate the odds ratio of a response for the
subjects who receive SAGE-217 versus the placebo. Odds ratios, 95% confidence intervals,
and p-values will be reported. For the model parameters estimation, the following working
correlation structures for the binary outcome variables will be assumed: Independence,
exchangeable, and unstructured.

At each visit during the treatment period (Day 2 - Day 8) and at Day 15/ET, a subject will be
classified as a HAM-D remitter to the study drug if the subject is having a HAM-D total
score of <7. This correlated binary outcome variable will be analyzed using the SAS
GENMOD procedure that implemented the GEE approach as described above.

At Day 2, Day 3, Day 8 and at Day 15/ET, a subject will be classified as a CGI-I responder
to the study drug if the subject is having a CGI-I score of “very much improved” or “much
improved.” The correlated binary outcome variable will be analyzed similarly as HAM-D
responder and HAM-D remitter. For the CGI-I response analysis, baseline CGI-S score will
be included in the model.

See sample SAS code for GEE model in section 15.2.
9.3.4 Supportive Analysis

A MMRM methods similar to those described in section 9.3.3.1 will be used to study the
heterogeneity of study drug effect by considering center and treatment-by- center effects to
be random. This supportive analysis applies to HAM-D total score and MADRS total score.

A subset analysis based on subjects that had negative serum drug screening results will be
performed for HAM-D total score, HAM-D response and HAM-D remission. The subset
analysis will include:
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e Descriptive statistics including n, mean, SD, median, minimum, and maximum of
actual, change from baseline, and percentage change from baseline values for HAM-
D total score;

e MMRM methods similar to those described in section 9.3.3.1 for HAM-D total score;

e Descriptive statistics including counts and percentages for HAM-D response and
HAM-D remission.

9.3.5 Sensitivity Analysis

A sensitivity analysis will be used to investigate the impact of missing data if =5% of
subjects have missing data in primary efficacy endpoint assessment (i.e, HAM-D total score)
or key secondary endpoint assessment (i.e., MADRS total score). Two techniques will be
considered for the sensitivity analysis:

1) Multiple Imputation (MI) technique, i.e. by replacing each missing dependent value with a
set of plausible values that represent the uncertainty about the right value to impute, will be
considered for the sensitivity analyses. In our case, since we assume arbitrary missing
pattern and the variables to be imputed are continuous, a fully conditional specification
(FCS) regression method that is available in SAS will be used.

The imputed datasets generated with the approach described above do contain only non-
missing value and are used as input in the model for the sensitivity analysis. MMRM similar
as described in section 9.3.3.1 will thus be run on each of the generated imputed datasets and
the treatment difference between SAGE-217 Capsules and matching placebo at the end of the
treatment period (Day 15/ET) will be estimated. Finally, the results will be combined from
these several imputed datasets to derive overall estimates. In addition to the estimates,
corresponding 95% confidence intervals and p-values will be calculated.

2) Last Observation Carried Forward (LOCF) Imputation technique, i.e., the last observed
non-missing value will be used to fill in missing values at a later point in the study,
regardless of when the missing value occurred.

The imputed dataset generated with the LOCF technique will be used as input data in the
MMRM similarly as described in section 9.3.3.1. The treatment difference between SAGE-
217 Capsules and matching placebo at the end of the treatment period (Day 15/ET) will be
estimated. Model-based point estimates (i.e., LS means), 95% confidence intervals, and p-
values will be reported.

The Efficacy Set will be used for the sensitivity analyses. See sample SAS code for MI in
section 15.2.

9.4 Safety Analysis

The primary endpoint is the safety and tolerability of SAGE-217, as evaluated by adverse
events, concomitant medication usage, changes from baseline in physical examination, vital
signs, clinical laboratory evaluations, and 12-lead ECG. Suicidality will be monitored by the
C-SSRS. Sedation will be assessed using the SSS. Safety data will be listed by subject and
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summarized descriptively in Part A and by study drug in Part B. All safety summaries will
be performed on the Safety Set. All safety data will be presented in subject data listings.

The safety endpoints and variables considered in the summary tables for this study are
summarized in Table 2.
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Table 2: Safety endpoints and variables in the summary tables

Safety Incidence | Actual | Change | Abnormality/Clinical | Potentially Clinical

Evaluation Value | from Significance (CS) Significance (PCS)
Baseline

AEs X

Con Meds X *

Labs X X * X

ECG X X * X

Vital Signs X X X

PE *

C-SSRS X *

SSS X X

Note: PCS criteria are outlined in sections 9.4.2-9.4.4

X = Safety Assessment will be summarized in tables

* = Safety Assessment will be presented in individual subject data listings

9.4.1 Adverse Events

A treatment-emergent adverse event (TEAE) is defined as an adverse event with onset after
the start of study drug, or any worsening of a pre-existing medical condition/adverse event
with onset after the start of study drug and until 7 days after the last dose.

All adverse events will be coded using MedDRA version 19.1 or higher and summarized by
SOC and PT. Multiple occurrences of an AE are counted only once per subject per SOC and

PT for summary tables.

Summary tables of TEAEs will be presented and will summarize the number and percentage
of subjects for the following:

e Any TEAE

e TEAE:s by relationship to study drug (not related, related)

e TEAE:s by severity
e Serious AEs (SAEs)

e TEAE:s that resulted in discontinuation of study drug

o TEAE:s that resulted in discontinuation of study drug based on the subgroup by
current antidepressant use status (Part B only)

o TEAE:s that resulted in dose adjustment (Part B only)

e TEAE:s that resulted in dose adjustment based on the subgroup by current

antidepressant use status (Part B only)
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e Overall summary of the number and percentage of subjects reporting TEAEs, drug-
related TEAEs, severe TEAEs, serious AEs, TEAEs leading to study drug
discontinuation, and TEAEs leading to death

e Summary of the number and percentage of subjects reporting one event, moderate or
severe events, severe events, related events, serious events, drug-related serious
events, events leading to dose adjustments, and events leading to study drug
discontinuation (Part B only).

Subjects will be counted only once within each SOC and PT at the maximum severity in the
following order: severe, moderate, and mild. An AE with missing severity will be
considered as a severe AE. Subjects will be counted only once within each SOC and PT at
the strongest relationship to study drug in the following order: related, not related to study
drug. If the relationship between the adverse event and the study drug is determined to be
“possible” or “probable”, the event will be considered to be related to the study drug. An
AE with missing relationship to study drug will be considered as related to study drug. For
Part A, the incidences will be presented by overall descending frequency of SOC and then,
within a SOC, by overall descending frequency of PT based on the subject count in the
SAGE-217 column. For Part B, the incidences will be presented in alphabetical order of
SOC and then, within a SOC, by overall descending frequency of PT based on the subject
count for the SAGE-217 Capsules study drug column. Incidences will also be presented in
order of decreasing frequency of the SAGE-217 Capsules group by PT only.

All adverse events and serious adverse events (including those with onset or worsening
before the start of study drug) through the Day 28 follow-up visit (Part A) or Day 42 follow-
up visit (Part B) will be listed.

9.4.2 Clinical Laboratory

Clinical laboratory results will be listed by subject and timing of collection.

Hematology tests will include complete blood count, including red blood cells, white blood
cells with differentiation, hemoglobin, hematocrit, reticulocytes, and platelets. The
coagulation panel will include activated partial thromboplastin time, prothrombin time, and
international normalized ratio. Serum chemistry tests will include serum electrolytes; renal
function tests, including creatinine, blood urea nitrogen, bicarbonate or total carbon dioxide;
liver function tests, including alkaline phosphatase, total bilirubin, aspartate aminotransferase,
and alanine aminotransferase; total protein; albumin; and thyroid stimulating hormone.
Urinalysis will include assessment of protein, blood, glucose, ketones, bilirubin, urobilinogen,
hemoglobin, leukocyte esterase, nitrites, color, turbidity, pH, and specific gravity.

Summary tables will include descriptive statistics for the actual values and changes from
baseline by study visit (Day) in hematology, serum chemistry, coagulation and quantitative
urinalysis test results and overall in Part A and by study treatments in Part B. Out-of-range
values will be flagged as low, high, or abnormal, where applicable, in the subject data
listings.
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For qualitative urinalysis parameters, test results will be categorized as normal and abnormal.
Frequency counts and percentages will be presented over time for these categorical data in
Part A and by treatment group in Part B.

The number and percentage of subjects with PCS values in hematology, serum chemistry and
quantitative urinalysis tests will be summarized by treatment and visit and listed in Part B.
Potentially clinically significant values will be identified for specific laboratory parameters

as outlined in the following table.

Laboratory Gender | Units Criteria for PCS Values (Actual values)
Parameter
High Low

Hemoglobin Male g/L >185 <125

Female | g/LL >165 <110
Hematocrit Male Fraction of 1 | >0.504 <0.415

Female | Fraction of 1 | >0.446 <0.359
Platelet count 10"9/L >600 <125
WBC 10"9/L >15 <25
Basophils 10"9/L >0.5 NA
Eosinophils 10"9/L >1.5 NA
Neutrophils 10"9/L NA <1.5
Lymphocytes 10"9/L >6.0 <0.5
Monocytes 10"9/L >1.4 NA
Bilirubin WL >2xULN NA
Albumin g/L >70) <28
Aspartate U/L >3xULN NA
Aminotransferase
Alanine U/L >3xULN NA
Aminotransferase
Alkaline Phosphatase U/L >1.5xULN NA
Creatinine (umol/L) umol/L >141.4 NA
Sodium mmol/L >145 <132
Potassium mmol/L >5.2 <3.5
Carbon dioxide mmol/L >30 <18
Chloride mmol/L >120 <90
Occult Blood >=)+ NA
Urine Glucose >=]1+ NA
Urine Protein >=]+ NA

Shift analysis pre- and post-treatment will be presented for the following laboratory

categories: low, normal and high.

All parameters will be converted to consistent units according to the International System of
Units (SI) before summarization.
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9.4.3 Electrocardiogram

The following ECG parameters will be listed for each subject: heart rate (bpm), PR (msec),
QRS (msec), QT (msec), QTc (msec) interval calculated using the Fridericia method (QTcF).
Any clinically significant abnormalities or changes in ECGs should be listed as an adverse
event. Electrocardiogram findings will be listed by subject and visit.

QTCcF (msec) is calculated as: QT (msec)/ RR'3, where RR (msec) = 60000 / heart rate
(bpm).

The actual value at each time point and change from baseline at each post-baseline time point
will be summarized overall in Part A and by study drug in Part B. The number and
percentage of subjects with ‘normal’, ‘abnormal, not clinically significant’ and ‘abnormal,
clinically significant” ECG results will be summarized at baseline and each post-baseline
time point.

QT and QTcF will be categorized into the following groups:

e Maximum value > 450 msec
e Maximum value > 480 msec
e Maximum value > 500 msec

The maximum positive change from baseline in QTcF and QT will be categorized into
following groups:

¢ >3( msec increase
¢ >60 msec increase

The number and percent of subjects who meet the above threshold criteria will be tabulated.
Additionally, the number and percentage of subjects with PCS and potentially clinically
significant change (PCSC) values will be summarized by treatment and visit and listed in
Part B. Potentially clinically significant values will be identified for ECG parameters as
outlined in the following table.

ECG Units | Criteria for PCS | Criteria for PCSC values
Values (Actual (Change from Baseline)
values)
High Low Increase Decrease
QT Interval msec | >450 NA >30 NA
>480 >60
>500
QTcF Interval | msec >450 NA >30 NA
>480 >60
>500
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Note: If the assessment is ‘Abnormal, clinically significant’, the event is reported as adverse
event if identified after the date of informed consent; and any clinically significant
abnormality at screening as judged by the investigator should be recorded in the medical
history.

9.4.4 Vital Signs

Descriptive summaries of actual values and changes from baseline will be calculated for vital
signs (respiratory rate (breaths/minute), oral temperature (degrees C), supine systolic blood
pressure (mmHg), supine diastolic blood pressure (mmHg), standing systolic blood pressure
(mmHg), and standing diastolic blood pressure (mmHg) by time point. Vital sign results will
be listed by subject and timing of collection. The actual value at each time point and change
from baseline at each post-baseline time point will be summarized overall in Part A and by
study drug in Part B.

Blood pressure and heart rate will be categorized into the following groups:

e Systolic blood pressure:
o Minimum value <90 mmHg
¢ Diastolic blood pressure:
o Minimum value < 50 mmHg
e Heart rate:
o Minimum value < 40 bpm
o Maximum value >120 bpm
o
Change from baseline in blood pressure and heart rate will be categorized into following
groups:
e Systolic blood pressure:
o Maximum increase from Baseline >=30 mmHg
o Maximum decrease from Baseline >=30 mmHg

¢ Diastolic blood pressure:
o Maximum increase from Baseline >=20 mmHg
o Maximum decrease from Baseline >=20 mmHg

The number and percent of subjects who meet the above threshold criteria will be tabulated.
Additionally, the number and percentage of subjects with PCS and PCSC values will be
summarized by treatment and visit and listed in Part B. Potentially clinically significant
values will be identified for vital sign parameters as outlined in the following table.
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Vital Sign Units Criteria for PCS Values | Criteria for PCSC values
(Actual values) (Change from Baseline
values)
High Low Increase Decrease
Heart rate Beats/m | >120 <40 NA NA
in
Systolic Blood | mmHg | NA <90 >30 >30

Pressure (supine
and standing)

Diastolic Blood | mmHg | NA <50 >20 >20
pressure (supine
and standing)

9.4.5 Physical Examination
All physical examinations data in Parts A and B will be listed.

Note: Any clinically significant abnormalities that are new or worsened are recorded as an
adverse event.

9.4.6 Columbia Suicide Severity Rating Scale (C-SSRS)

Suicidality data collected on the C-SSRS at baseline and by visit during the Treatment Period
will be listed for all subjects. Listings will include all data collected on the C-SSRS. In
addition, the number and percentage of subjects with a response of ‘Yes’ to any C-SSRS
Suicidal Ideation or Suicidal Behavior item will be presented in a table.

9.4.7 Stanford Sleepiness Scale (SSS)

The SSS is subject-rated scale designed to quickly assess how alert a subject is feeling.
Degrees of sleepiness and alertness are rated on a scale of 1 to 7, where the lowest score of
‘1’ indicates the subject is ‘feeling active, vital, alert, or wide awake’ and the highest score of
“7’ indicates the subject is ‘no longer fighting sleep, sleep onset soon; having dream-like
thoughts’.

Sedation data collected on the SSS will be listed for all subjects. Spaghetti plots of actual
value over time during inpatient days (Day 1 through Day 7) will be represented graphically.
The actual value at each time point and change from baseline at each post-baseline time point
will be summarized overall in Part A and by treatment group in Part B. In addition, the
number and percentage of subjects at each SSS scale rating will be presented. Spaghetti plots
and summary table will also be performed based on the subgroup by current antidepressant
use status for Part B.
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9.5 Pharmacokinetic Analysis
PK analyses will be performed for the PK Set.
9.5.1 Collection schedule

Plasma samples for PK analysis in Part A and Part B will be collected predose on Days 2, 3,
4,5, and 6, predose and 0.25, 0.5, 1, 2, 10, and 12 hours postdose on Day 7 (within £5
minutes of the scheduled time point through 0.5 hours after dosing and £15 minutes of the
scheduled time point from 1 hour after dosing and greater), prior to discharge on Day 8 for
subjects being discharged or 16 hours postdose for subjects remaining as inpatients, predose
on Day 14, and in the morning on Day 15.

The time of study drug administration is time zero and all post-dosing sampling times are
relative to this time. In the event of a dose adjustment, an unscheduled PK sample should be
collected just prior to the dose change. Plasma samples for PK analysis will be collected per
protocol.

9.5.2 Derived PK parameters

Non-compartmental PK parameters for SAGE-217 will be calculated using Phoenix
WinNonlin 6.4 or higher version. Actual sampling times will be used in the determination of
the individual PK parameters. Linear up log down method will be used for derivation of
AUC.

The following PK parameters will be derived (where possible):

Table 3: PK parameters and definitions

AUCy. (or Area under the plasma concentration time curve up to time t

AUC)

AUC- AUC from time 0 to infinity

Cinax Maximum (peak) plasma concentration

Tmax Time at maximum (peak) plasma concentration

tin Elimination half-life (where possible)

Css (or Cavgss) | Steady-state drug concentration in the plasma during oral intake , the dosing interval
will be considered as 24 hours

9.5.3 Handling of dropouts or missing data

Missing concentration data for all subjects who are administered scheduled study treatment
will be considered as non-informative missing and will not be imputed.

The following rules will apply for the derivation of all kinds of AUCs:

e Pre-dose concentration values below the assay’s limit of quantification (BLQ) will be
treated as zero.

e The sampling time relative to dosing for pre-dose samples will also be treated as zero.
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e Post-dose BLQ values will be set to missing.
If the actual time of sampling is missing, the planned time may be used.
9.5.4 Summary statistics

The plasma concentrations along with time point deviation from scheduled time will be listed
by subject.

Pharmacokinetic parameters will be summarized using appropriate descriptive statistics
separately for Part A and B. Time at maximum (peak) plasma concentration (tmax) will be
summarized using n, mean, SD, median, minimum, and maximum. All other PK parameters
will be summarized using n, mean, SD, geometric mean, geometric coefficient of variation,
coefficient of variation, median, minimum, and maximum and listed by subject. For Part B,
summary analysis using descriptive statistics will also be performed based on the subgroup
by current antidepressant use status.

9.5.5 Data presentation
The descriptive statistics will be generated as discussed above in Section 9.5.4.
The following figures will be produced:

e Mean + SD plasma concentration-time profiles for Day 7 will be plotted on linear and
semi-log scales separately for Part A and B

e Individual subject concentration-time profiles on linear and semi-logarithmic
concentration scales separately for Part A and B

¢ Individual subject concentration-time profiles on linear scale based on the subgroup
by current antidepressant use status for Part B

e Spaghetti plots for each study drug on Day 7 separately for Part A and B (linear and
semi-logarithmic scale)

e Spaghetti plots for each study drug on Day 7 on linear scale based on the subgroup by
current antidepressant use status for Part B

10 SUMMARY OF INTERIM AND DMC ANALYSES

Not applicable
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11 INDEX OF TABLES
111 Part A
Number Title Analysis
Set
Table 14.1.1.1.1 | Subject Disposition - Part A All Enrolled
Subjects
Table 14.1.1.2.1 | Summary of Screen Failures - Part A All
Screened
Subjects
Table 14.1.1.3.1 | Summary of Analysis Sets - Part A Safety Set
Table 14.1.2.1 Demographics and Baseline Characteristics - Part A Safety Set
Table 14.1.3.1 Medical History - Part A Safety Set
Table 14.1.4.1.1 | Prior Medications - Part A Safety Set
Table 14.1.4.2.1 | Concomitant Medications - Part A Safety Set
Table 14.1.5.1 Study Treatment Exposure - Part A Safety Set
Table 14.2.1.1.1 | Actual Value and Change and Percentage Change from Baseline in | Efficacy Set
Hamilton Rating Scale for Depression (HAM-D) Total Score - Part
A
Table Actual Value and Change and Percentage Change from Baseline in | Efficacy Set
14.2.1.2.1.1 Hamilton Rating Scale for Depression (HAM-D) Subscale Scores -
Part A
Table Actual Value and Change from Baseline in Hamilton Rating Scale Efficacy Set
14.2.1.2.1.2 for Depression (HAM-D) Individual Item Scores — Part A
Table 14.2.1.3.1 | Number and Percentage of Subjects with Hamilton Rating Scale for | Efficacy Set
Depression (HAM-D) Response - Part A
Table 14.2.1.4.1 | Number and Percentage of Subjects with Hamilton Rating Scale for | Efficacy Set
Depression (HAM-D) Remission - Part A
Table 14.2.1.5.1 | Shift from Baseline in Hamilton Rating Scale for Depression (HAM- | Efficacy Set
D) Total Score Category - Part A
Table 14.2.2.1.1 | Actual Value and Change and Percentage Change from Baseline in | Efficacy Set
Montgomery-Asberg Depression Rating Scale (MADRS) Total
Score - Part A
Table 14.2.2.2.1 | Number and Percentage of Subjects at Each Montgomery-Asberg Efficacy Set
Depression Rating Scale (MADRS) — Part A
Table 14.2.3.1.1 | Actual Value and Change and Percentage Change from Baseline in | Efficacy Set
Hamilton Anxiety Rating Scale (HAM-A) Total Score - Part A
Table 14.2.3.2.1 | Shift From Baseline in Hamilton Anxiety Rating Scale (HAM-A) Efficacy Set
Total Score Category - Part A
Table 14.2.4.1.1 | Actual Value in Clinical Global Impression — Improvement (CGI-I) | Efficacy Set
Total Score - Part A
Table 14.2.4.2.1 | Number and Percentage of Subjects with Clinical Global Impression | Efficacy Set
— Improvement (CGI-I) Response - Part A
Table 14.2.5.1.1 | Actual Value and Change from Baseline in Clinical Global Efficacy Set
Impression — Severity (CGI-S) Total Score - Part A
Table 14.3.1.1.1 | Summary of Overall Treatment-Emergent Adverse Events (TEAEs) | Safety Set
- Part A
Table 14.3.1.2.1 | Treatment-emergent Adverse Events (TEAEs) by System Organ Safety Set
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Number Title Analysis
Set
Class and Preferred Term - Part A
Table 14.3.1.3.1 | Treatment-emergent Adverse Events (TEAEs) by System Organ Safety Set
Class, Preferred Term and Maximum Severity - Part A
Table 14.3.1.4.1 | Treatment-emergent Adverse Events (TEAESs) by System Organ Safety Set
Class, Preferred Term and Strongest Relationship to Study
Treatment - Part A
Table 14.3.1.5.1 | Serious Adverse Events (SAEs) by System Organ Class and Safety Set
Preferred Term - Part A
Table 14.3.1.6.1 | Treatment-emergent Adverse Events (TEAEs) Leading to Study Safety Set
Drug Discontinuation by System Organ Class and Preferred Term -
Part A
Table 14.3.4.1.1 | Actual Value and Change from Baseline in Hematology Parameters | Safety Set
- Part A
Table 14.3.4.2.1 | Actual Value and Change from Baseline in Serum Chemistry Safety Set
Parameters - Part A
Table 14.3.4.3.1 | Actual Value and Change from Baseline in Coagulation Parameters - | Safety Set
Part A
Table Actual Value and Change from Baseline in Quantitative Urinalysis Safety Set
143.44.1.1 Results - Part A
Table Number and Percentage of Subjects with Abnormal Qualitative Safety Set
143.44.2.1 Urinalysis Findings— Part A
Table 14.3.4.5.1 | Actual Value and Change from Baseline in Vital Signs and Pulse Safety Set
Oximetry - Part A
Table Actual Value and Change from Baseline in ECG Parameters - Part A | Safety Set
14.3.4.6.1.1
Table Number and Percentage of Subjects by Investigator Assessment in Safety Set
14.3.4.6.2.1 ECG - Part A
Table Actual Value and Change from Baseline in Stanford Sleepiness Safety Set
143.4.7.1.1 Scale (SSS) Score - Part A
Table Number and Percentage of Subjects at Each Stanford Sleepiness Safety Set
14.3.4.7.2.1 Scale (SSS) Scale Rating - Part A
Table Number and Percentage of Subjects with a Response of Yes to Any | Safety Set
14.3.4.8.1.1 Columbia Suicide Severity Rating Scale (C-SSRS) Suicidal Ideation
Item — Part A
Table Number and Percentage of Subjects with a Response of Yes to Any | Safety Set
14.3.4.8.2.1 Columbia Suicide Severity Rating Scale (C-SSRS) Suicidal
Behavior Item — Part A
Table 14.4.1 Pharmacokinetic Parameters for SAGE-217 on Day 7 - Part A PK Set
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11.2 Part B
Number Title Analysis
Set
Table Subject Disposition - Part B All
14.1.1.1.2.1 Randomized
Subjects
Table Subject Disposition by Site — Part B All
14.1.1.1.2.2 Randomized
Subjects
Table 14.1.1.2.2 | Summary of Screen Failures - Part B All
Screened
Subjects
Table 14.1.1.3.2 | Summary of Analysis Sets - Part B All
Randomized
Subjects
Table 14.1.1.4 Summary of Protocol Deviations by Site - Part B All
Randomized
Subjects
Table 14.1.2.2 Demographics and Baseline Characteristics - Part B Safety Set
Table 14.1.3.2 Medical History - Part B Safety Set
Table 14.1.4.1.2 | Prior Medications - Part B Safety Set
Table 14.1.4.2.2 | Concomitant Medications - Part B Safety Set
Table 14.1.5.2.1 | Study Treatment Exposure - Part B Safety Set
Table 14.1.5.2.2 | Study Treatment Exposure - Part B Safety Set
Subgroup Analysis: Current Antidepressant Use
Table Actual Value and Change and Percentage Change from Baseline in Efficacy Set
14.2.1.1.2.1 Hamilton Rating Scale for Depression (HAM-D) Total Score - Part
B
Table Actual Value and Change and Percentage Change from Baseline in Efficacy Set
14.2.1.1.2.2 Hamilton Rating Scale for Depression (HAM-D) Total Score - Part
B
Subgroup Analysis: Current Antidepressant Use
Table Actual Value and Change and Percentage Change from Baseline in Efficacy Set
14.2.1.1.2.3 Hamilton Rating Scale for Depression (HAM-D) Total Score - Part
B
Subset Analysis: Subjects with Negative Serum Drug Screening
Results
Table Actual Value and Change and Percentage Change from Baseline in Efficacy Set
14.2.1.2.2.1 Hamilton Rating Scale for Depression (HAM-D) Subscale Scores -
Part B
Table Actual Value and Change from Baseline in Hamilton Rating Scale Efficacy Set
14.2.1.2.2.2 for Depression (HAM-D) Individual Item Scores - Part B
Table Number and Percentage of Subjects with Hamilton Rating Scale for | Efficacy Set
14.2.1.3.2.1 Depression (HAM-D) Response - Part B
Table Number and Percentage of Subjects with Hamilton Rating Scale for | Efficacy
14.2.1.3.2.2 Depression (HAM-D) Response - Part B

Subset Analysis: Subjects with Negative Serum Drug Screening
Results
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Number Title Analysis
Set
Table Number and Percentage of Subjects with Hamilton Rating Scale for | Efficacy Set
14.2.14.2.1 Depression (HAM-D) Remission - Part B
Table Number and Percentage of Subjects with Hamilton Rating Scale for | Efficacy Set
14.2.1.4.2.2 Depression (HAM-D) Remission - Part B
Subset Analysis: Subjects with Negative Serum Drug Screening
Results
Table 14.2.1.5.2 | Shift from Baseline in Hamilton Rating Scale for Depression (HAM- | Efficacy Set
D) Total Score Category - Part B
Table 14.2.1.6.1 | Change from Baseline in HAM-D Total Score - MMRM Analysis - | Efficacy Set
Part B
Table 14.2.1.6.2 | Change from Baseline in HAM-D Total Score - MMRM Analysis - | Efficacy Set
Part B
Subset Analysis: Subjects with Negative Serum Drug Screening
Results
Table 14.2.1.7 Change from Baseline in HAM-D Total Score - MMRM Analysis Efficacy Set
(Center as Random Effect) - Part B
Table 14.2.1.8 Sensitivity Analysis of Missing HAM-D Total Score - Part B Efficacy Set
Table 14.2.1.9 HAM-D Response - GEE Analysis - Part B Efficacy Set
Table 14.2.1.10 | HAM-D Remission - GEE Analysis - Part B Efficacy Set
Table Actual Value and Change and Percentage Change from Baseline in Efficacy Set
142.2.1.2.1 Montgomery-Asberg Depression Rating Scale (MADRS) Total
Score - Part B
Table Actual Value and Change and Percentage Change from Baseline in Efficacy Set
142.2.1.2.2 Montgomery-Asberg Depression Rating Scale (MADRS) Total
Score - Part B
Subgroup Analysis: Current Antidepressant Use
Table 14.2.2.2.2 | Number and Percentage of Subjects at Each Montgomery-Asberg Efficacy Set
Depression Rating Scale (MADRS) - Part B
Table 14.2.2.3 Change from Baseline in MADRS Total Score - MMRM Analysis - | Efficacy Set
Part B
Table 14.2.2.4 Change from Baseline in MADRS Total Score - MMRM Analysis Efficacy Set
(Center as Random Effect) - Part B
Table 14.2.2.5 Sensitivity Analysis of Missing MADRS Total Score - Part B Efficacy Set
Table Actual Value and Change and Percentage Change from Baseline in Efficacy Set
14.2.3.1.2.1 Hamilton Anxiety Rating Scale (HAM-A) Total Score - Part B
Table Actual Value and Change and Percentage Change from Baseline in Efficacy Set
14.2.3.1.2.2 Hamilton Anxiety Rating Scale (HAM-A) Total Score - Part B
Subgroup Analysis: Current Antidepressant Use
Table 14.2.3.2.2 | Shift from Baseline in Hamilton Anxiety Rating Scale (HAM-A) Efficacy Set
Total Score Category - Part B
Table 14.2.3.3 Change from Baseline in HAM-A Total Score - MMRM Analysis - | Efficacy Set
Part B
Table 14.2.4.1.2 | Actual Value in Clinical Global Impression - Improvement (CGI-I) Efficacy Set
Total Score - Part B
Table 14.2.4.2.2 | Number and Percentage of Subjects with Clinical Global Impression | Efficacy Set

- Improvement (CGI-I) Response - Part B
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Number Title Analysis

Set

Table 14.2.4.3 CGI-I Response - GEE Analysis - Part B Efficacy Set

Table 14.2.5.1.2 | Actual Value and Change from Baseline in Clinical Global Efficacy Set
Impression - Severity (CGI-S) Total Score - Part B

Table 14.2.6 Actual Value and Change from Baseline in Short Form-36 (SF-36) Efficacy Set
Subscale Scores - Part B

Table 14.2.7.1 Actual Value and Change from Baseline in The Fatigue Associated Efficacy Set
with Depression Questionnaire (FAs-D) Subscale Scores - Part B

Table 14.2.7.2 Actual Value and Change from Baseline in The Fatigue Associated Efficacy Set
with Depression Questionnaire (FAs-D) Total Score - Part B

Table 14.2.8.1 Actual Value and Change and Percentage Change from Baseline in Efficacy Set
Remission in Depression Questionnaire (RDQ) Subscales - Part B

Table 14.2.8.2 Actual Value and Change and Percentage Change from Baseline in Efficacy Set
Remission in Depression Questionnaire (RDQ) Total Score - Part B

Table 14.2.9 Summary Analysis of Health-Related Productivity Questionnaire Efficacy Set
(HRPQ) - Part B

Table 14.3.1.1.2 | Summary of Incidence of Treatment-Emergent Adverse Events - Part | Safety Set
B

Table 14.3.1.2.2 | Treatment-emergent Adverse Events (TEAEs) by System Organ Safety Set
Class and Preferred Term - Part B

Table 14.3.1.3.2 | Treatment-emergent Adverse Events (TEAEs) by System Organ Safety Set
Class, Preferred Term and Maximum Severity - Part B

Table 14.3.1.4.2 | Treatment-emergent Adverse Events (TEAEs) by System Organ Safety Set
Class, Preferred Term and Strongest Relationship to Study
Treatment - Part B

Table 14.3.1.5.2 | Serious Adverse Events (SAEs) by System Organ Class and Safety Set
Preferred Term - Part B

Table Treatment-emergent Adverse Events (TEAEs) Leading to Study Safety Set

14.3.1.6.2.1 Drug Discontinuation by System Organ Class and Preferred Term -
Part B

Table Treatment-emergent Adverse Events (TEAEs) Leading to Study Safety Set

14.3.1.6.2.2 Drug Discontinuation by System Organ Class and Preferred Term -
Part B
Subgroup Analysis: Current Antidepressant Use

Table Treatment-Emergent Adverse Events (TEAEs) Leading to Dose Safety Set

14.3.1.7.2.1 Adjustment by System Organ Class and Preferred Term - Part B

Table Treatment-Emergent Adverse Events (TEAEs) Leading to Dose Safety Set

14.3.1.7.2.2 Adjustment by System Organ Class and Preferred Term - Part B
Subgroup Analysis: Current Antidepressant Use

Table 14.3.1.7.3 | Treatment Emergent Adverse Events (TEAEs) by Preferred Term — | Safety Set
Part B

Table Actual Value and Change from Baseline in Hematology Parameters - | Safety Set

14.3.4.1.2.1 Part B

Table Shift from Baseline in Hematology Parameters - Part B Safety Set

143.4.1.2.2

Table Number and Percentage of Subjects with Potentially Clinically Safety Set

14.3.4.1.2.3 Significant Values in Hematology Parameters - Part B
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Number Title Analysis
Set
Table Actual Value and Change from Baseline in Serum Chemistry Safety Set
14.3.42.2.1 Parameters - Part B
Table Shift from Baseline in Serum Chemistry Parameters - Part B Safety Set
1434222
Table Number and Percentage of Subjects with Potentially Clinically Safety Set
143.4.2.2.3 Significant Values in Serum Chemistry Parameters - Part B
Table Actual Value and Change from Baseline in Coagulation Parameters - | Safety Set
14.3.4.3.2.1 Part B
Table Shift from Baseline in Coagulation Parameters - Part B Safety Set
14.3.43.2.2
Table Actual Value and Change from Baseline in Quantitative Urinalysis Safety Set
143.44.2.1 Results - Part B
Table Shift from Baseline in Quantitative Urinalysis Parameters - Part B Safety Set
14.3.44.2.2
Table Number and Percentage of Subjects with Potentially Clinically Safety Set
143.44.2.3 Significant Values in Qualitative Urinalysis Parameters - Part B
Table Number and Percentage of Subjects with Abnormal Qualitative Safety Set
14.3.44.2.4 Urinalysis Findings - Part B
Table Actual Value and Change from Baseline in Vital Signs and Pulse Safety Set
143.4.5.2.1 Oximetry - Part B
Table Number and Percentage of Subjects with Values Meeting Vital Signs | Safety Set
14.3.45.2.2 Threshold Criterion - Part B
Table Number and Percentage of Subjects with Potentially Clinically Safety Set
143.4.5.2.3 Significant Values in Vital Signs - Part B
Table Actual Value and Change from Baseline in ECG Parameters - Part B | Safety Set
14.3.4.6.1.2
Table Number and Percentage of Subjects by Investigator Assessment in Safety Set
14.3.4.6.2.2 ECG - Part B
Table 14.3.4.6.3 | Number and Percentage of Subjects Meeting ECG Threshold Safety Set
Criterion - Part B
Table 14.3.4.6.4 | Number and Percentage of Subjects with Potentially Clinically Safety Set
Significant Values in ECG - Part B
Table Actual Value and Change from Baseline in Stanford Sleepiness Safety Set
14.3.4.7.1.2.1 Scale (SSS) Score - Part B
Table Actual Value and Change from Baseline in Stanford Sleepiness Safety Set
143.47.1.2.2 Scale (SSS) Score - Part B
Subgroup Analysis: Current Antidepressant Use
Table Number and Percentage of Subjects at Each Stanford Sleepiness Safety Set
14.3.4.7.2.2 Scale (SSS) Scale Rating - Part B
Table Number and Percentage of Subjects with a Response of Yes to Any | Safety Set
143.48.1.2 Columbia Suicide Severity Rating Scale (C-SSRS) Suicidal Ideation
Item - Part B
Table Number and Percentage of Subjects with a Response of Yes to Any | Safety Set
143.48.2.2 Columbia Suicide Severity Rating Scale (C-SSRS) Suicidal
Behavior Item - Part B
Table 14.4.2.1 Pharmacokinetic Parameters for SAGE-217 on Day 7 - Part B PK Set
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Number Title Analysis
Set
Table 14.4.2.2 Pharmacokinetic Parameters for SAGE-217 on Day 7 - Part B PK Set
Subgroup Analysis: Current Antidepressant Use
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12 INDEX OF FIGURES

121 Part A

Number Title Analysis Set

Figure 14.2.1.1.1 | Mean (+ SD) Change from Baseline Across Days in Hamilton | Efficacy Set
Rating Scale for Depression (HAM-D) Total Score - Part A

Figure 14.2.1.2.1 | Mean (+ SD) Percentage Change from Baseline Across Days in | Efficacy Set
Hamilton Rating Scale for Depression (HAM-D) Total Score -
Part A

Figure 14.2.2.1.1 | Mean (= SD) Change from Baseline Across Days in Efficacy Set
Montgomery-Asberg Depression Rating Scale (MADRS) Total
Score - Part A

Figure 14.2.2.2.1 | Mean (+ SD) Percentage Change from Baseline Across Days in | Efficacy Set
Montgomery-Asberg Depression Rating Scale (MADRS) Total
Score - Part A

Figure 14.2.3.1.1 | Mean (+ SD) Change from Baseline Across Days in Hamilton | Efficacy Set
Anxiety Rating Scale (HAM-A) Total Score - Part A

Figure 14.2.3.2.1 | Mean (= SD) Percentage Change from Baseline Across Days in | Efficacy Set
Hamilton Anxiety Rating Scale (HAM-A) Total Score - Part A

Figure 14.3.1.1 Spaghetti Plots of Stanford Sleepiness Scale (SSS) Score Safety Set

Across Inpatient Days - Part A

Figure 14.4.1.1.1 | Mean + SD Plasma Concentration-Time Profiles for Day 7 PK Set
(Linear Scale) - Part A

Figure 14.4.1.2.1 | Mean + SD Plasma Concentration-Time Profiles for Day 7 PK Set
(Semi-Logarithmic Scale) - Part A

Figure 14.4.2.1.1 | Individual Plasma Concentration-Time Profiles for Day 7 PK Set
(Linear Scale) - Part A

Figure 14.4.2.2.1 | Individual Plasma Concentration-Time Profiles for Day 7 PK Set
(Semi-Logarithmic Scale) - Part A

Figure 14.4.3.1.1 | Spaghetti Plots for Day 7 (Linear Scale) - Part A PK Set

Figure 14.4.3.2.1 | Spaghetti Plots for Day 7 (Semi-Logarithmic Scale) - Part A PK Set
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12.2 Part B
Number Title Analysis Set
Figure Mean (+ SD) Change from Baseline Across Days in Hamilton | Efficacy Set
14.2.1.1.2.1 Rating Scale for Depression (HAM-D) Total Score - Part B
Figure Mean (+ SD) Change from Baseline Across Days in Hamilton | Efficacy Set
14.2.1.1.2.2 Rating Scale for Depression (HAM-D) Total Score - Part B
Subgroup Analysis: Current Antidepressant Use
Figure 14.2.1.2.2 | Mean (+ SD) Percentage Change from Baseline Across Days in | Efficacy Set
Hamilton Rating Scale for Depression (HAM-D) Total Score -
Part B
Figure Mean (+ SD) Change from Baseline Across Days in Efficacy Set
14.2.2.1.2.1 Montgomery-Asberg Depression Rating Scale (MADRS) Total
Score - Part B
Figure Mean (= SD) Change from Baseline Across Days in Efficacy Set
142.2.1.2.2 Montgomery-Asberg Depression Rating Scale (MADRS) Total
Score - Part B
Subgroup Analysis: Current Antidepressant Use
Figure 14.2.2.2.2 | Mean (+ SD) Percentage Change from Baseline Across Days in | Efficacy Set
Montgomery-Asberg Depression Rating Scale (MADRS) Total
Score - Part B
Figure Mean (+ SD) Change from Baseline Across Days in Hamilton | Efficacy Set
14.2.3.1.2.1 Anxiety Rating Scale (HAM-A) Total Score - Part B
Figure Mean (£ SD) Change from Baseline Across Days in Hamilton | Efficacy Set
142.3.1.2.2 Anxiety Rating Scale (HAM-A) Total Score - Part B
Subgroup Analysis: Current Antidepressant Use
Figure 14.2.3.2.2 | Mean (+ SD) Percentage Change from Baseline Across Days in | Efficacy Set
Hamilton Anxiety Rating Scale (HAM-A) Total Score - Part B
Figure 14.3.1.2.1 | Spaghetti Plots of Stanford Sleepiness Scale (SSS) Score Safety Set
Across Inpatient Days - Part B
Figure 14.3.1.2.2 | Spaghetti Plots of Stanford Sleepiness Scale (SSS) Score Safety Set

Across Inpatient Days - Part B
Subgroup Analysis: Current Antidepressant Use

Figure 14.4.1.1.2 | Mean + SD Plasma Concentration-Time Profiles for Day 7 PK Set
(Linear Scale) - Part B

Figure 14.4.1.2.2 | Mean + SD Plasma Concentration-Time Profiles for Day 7 PK Set
(Semi-Logarithmic Scale) - Part B

Figure Individual Plasma Concentration-Time Profiles for Day 7 PK Set

144.2.1.2.1 (Linear Scale) - Part B

Figure Individual Plasma Concentration-Time Profiles for Day 7 PK Set

14.42.1.2.2 (Linear Scale) - Part B
Subgroup Analysis: Current Antidepressant Use

Figure 14.4.2.2.2 | Individual Plasma Concentration-Time Profiles for Day 7 PK Set
(Semi-Logarithmic Scale) - Part B

Figure Spaghetti Plots for Day 7 (Linear Scale) - Part B PK Set

14.4.3.1.2.1

Figure Spaghetti Plots for Day 7 (Linear Scale) - Part B PK Set

144.3.1.2.2 Subgroup Analysis: Current Antidepressant Use

Figure 14.4.3.2.2 | Spaghetti Plots for Day 7 (Semi-Logarithmic Scale) - Part B PK Set
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13 INDEX OF LISTINGS

13.1 Part A

Number Title Analysis Set

Listing 16.2.1.1

Subject Disposition - Part A

All Subjects

Listing 16.2.2.1

Study Eligibility Criteria - Part A

All Subjects

Listing 16.2.2.2.1

Protocol Deviations - Part A

All Subjects

Listing 16.2.3.1

Analysis Sets - Part A

All Subjects

Listing 16.2.4.1.1 Demographics and Baseline Characteristics - Part A Safety Set
Listing 16.2.4.2.1 Medical and Surgical History - Part A Safety Set
Listing 16.2.4.3.1 Disease History - Part A Safety Set
Listing 16.2.4.4.1 Prior and Concomitant Medications - Part A Safety Set
Listing 16.2.5.1.1 Study Drug Administration - Part A Safety Set
Listing 16.2.5.2.1 Pharmacokinetic Blood Sample Collection Times and PK Set
Concentration - Part A
Listing 16.2.5.3.1 Individual Pharmacokinetic Parameters of SAGE-217 on PK Set
Day 7 - Part A
Listing 16.2.6.1.0 Hamilton Rating Scale for Depression (HAM-D) — Preface
Listing 16.2.6.1.1.1 | Hamilton Rating Scale for Depression (HAM-D) - Part A Efficacy Set
Listing 16.2.6.2.0 Montgomery-Asberg Depression Rating Scale (MADRS) -
Preface
Listing 16.2.6.2.1.1 | Montgomery-Asberg Depression Rating Scale (MADRS) - Efficacy Set
Part A
Listing 16.2.6.3.0 Hamilton Anxiety Rating Scale (HAM-A) - Preface
Listing 16.2.6.3.1 Hamilton Anxiety Rating Scale (HAM-A) - Part A Efficacy Set
Listing 16.2.6.4.1 Clinical Global Impression — Improvement (CGI-I) - Part A | Efficacy Set
Listing 16.2.6.5.1 Clinical Global Impression — Severity (CGI-S) - Part A Efficacy Set
Listing 16.2.7.1.1 Adverse Events - Part A Safety Set
Listing 16.2.7.2.1 Serious Adverse Events - Part A Safety Set
Listing 16.2.7.3.1 Adverse Events Leading to Study Drug Discontinuation - Safety Set
Part A
Listing 16.2.8.1.1.1 | Laboratory - Hematology - Part A Safety Set
Listing 16.2.8.1.2.1 | Laboratory - Serum Chemistry - Part A Safety Set
Listing 16.2.8.1.3.1 | Laboratory - Coagulation - Part A Safety Set
Listing 16.2.8.1.4.1 | Laboratory - Urinalysis - Part A Safety Set
Listing 16.2.8.1.5.1 | Virus Serology - Part A Safety Set
Listing 16.2.8.1.6.1 | Drug and Alcohol Screening - Part A Safety Set
Listing 16.2.8.1.7.1 | Pregnancy Test - Part A Safety Set
Listing 16.2.8.2.1.1 | Vital Signs and Pulse Oximetry - Part A Safety Set
Listing 16.2.8.2.2.1 | Weight - Part A Safety Set
Listing 16.2.8.3.1 Physical Examination - Part A Safety Set
Listing 16.2.8.4.1 12-Lead ECG - Part A Safety Set
Listing 16.2.8.5.0 Columbia Suicide Severity Rating Scale (C-SSRS) - Preface
Listing 16.2.8.5.1 Columbia Suicide Severity Rating Scale (C-SSRS) - Part A | Safety Set
Listing 16.2.8.6.1 Stanford Sleepiness Scale (SSS) - Part A Safety Set
Listing 16.2.8.7.1 Blood Sample for Hormone and Exploratory Biochemistry Safety Set
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Number Title Analysis Set
Test - Part A

Listing 16.2.8.8.1 Genetic Sample for Biomarker Testing - Part A Safety Set

Listing 16.2.8.9.1 Confinement - Part A Safety Set
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13.2 PartB

Number Title Analysis Set

Listing 16.2.1.2.1 Subject Randomization - Part B All
Randomized
Subjects

Listing 16.2.1.2.2

Subject Disposition - Part B

All Subjects

Listing 16.2.2.2

Study Eligibility Criteria - Part B

All Subjects

Listing 16.2.2.2.2

Protocol Deviations - Part B

All Subjects

Listing 16.2.3.2

Analysis Sets - Part B

All Subjects

Listing 16.2.4.1.2

Demographics and Baseline Characteristics - Part B

All Subjects

Listing 16.2.4.2.2

Medical and Surgical History - Part B

All Subjects

Listing 16.2.4.3.2

Disease History - Part B

All Subjects

Listing 16.2.4.4.2

Prior and Concomitant Medications - Part B

All Subjects

Listing 16.2.5.1.2

Study Drug Administration - Part B

All Subjects

Listing 16.2.5.2.2 Pharmacokinetic Blood Sample Collection Times and PK Set
Concentration - Part B
Listing 16.2.5.3.2 Individual Pharmacokinetic Parameters of SAGE-217 on PK Set

Day 7 - Part B

Listing 16.2.6.1.1.2

Hamilton Rating Scale for Depression (HAM-D) - Part B

All Subjects

Listing 16.2.6.2.1.2

Montgomery-Asberg Depression Rating Scale (MADRS) -
Part B

All Subjects

Listing 16.2.6.3.2

Hamilton Anxiety Rating Scale (HAM-A) - Part B

All Subjects

Listing 16.2.6.4.2

Clinical Global Impression - Improvement (CGI-I) - Part B

All Subjects

Listing 16.2.6.5.2

Clinical Global Impression - Severity (CGI-S) - Part B

All Subjects

Listing 16.2.6.6.0

Short Form-36 (SF-36) - Preface

Listing 16.2.6.6.1

Short Form-36 (SF-36) - Part B

All Subjects

Listing 16.2.6.7.0

Fatigue Associated with Depression (FAs-D) Patient-
Reported Outcome (PRO) - Preface

Listing 16.2.6.7.1

Fatigue Associated With Depression (FAs-D) Patient-
Reported Outcome (PRO) - Part B

All Subjects

Listing 16.2.6.8.0

Remission of Depression Questionnaire (RDQ) - Preface

Listing 16.2.6.8.1

Remission of Depression Questionnaire (RDQ) - Part B

All Subjects

Listing 16.2.6.9

Health-Related Productivity Questionnaire (HRPQ) - Part B

All Subjects

Listing 16.2.7.1.2

Adverse Events - Part B

All Subjects

Listing 16.2.7.2.2

Serious Adverse Events - Part B

All Subjects

Listing 16.2.7.3.2

Adverse Events Leading to Study Drug Discontinuation -
Part B

All Subjects

Listing 16.2.8.1.0

Clinical Laboratory Potentially Clinically Significant
Criteria - Preface

Listing Laboratory - Hematology - Part B All Subjects
16.2.8.1.1.2.1

Listing Laboratory - Hematology Potentially Clinically Significant | All Subjects
16.2.8.1.1.2.2 Values - Part B

Listing Laboratory - Serum Chemistry - Part B All Subjects
16.2.8.1.2.2.1

Listing Laboratory - Serum Chemistry Potentially Clinically All Subjects
16.2.8.1.2.2.2 Significant Values - Part B
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Number Title Analysis Set
Listing 16.2.8.1.3.2 | Laboratory - Coagulation - Part B All Subjects
Listing Laboratory - Urinalysis - Part B All Subjects
16.2.8.1.4.2.1

Listing Laboratory - Urinalysis Potentially Clinically Significant All Subjects
16.2.8.1.4.2.2 Values - Part B

Listing 16.2.8.1.5.2

Virus Serology - Part B

All Subjects

Listing 16.2.8.1.6.2

Drug and Alcohol Screening - Part B

All Subjects

Listing 16.2.8.1.7.2

Pregnancy Test - Part B

All Subjects

Listing Vital Signs Potentially Clinically Significant Criteria -

16.2.8.2.1.2.0 Preface

Listing Vital Signs and Pulse Oximetry - Part B All Subjects
16.2.8.2.1.2.1

Listing Vital Signs Potentially Clinically Significant Values - Part B | All Subjects
16.2.8.2.1.2.2

Listing 16.2.8.2.2.2

Weight - Part B

All Subjects

Listing 16.2.8.3.2

Physical Examination - Part B

All Subjects

Listing 16.2.8.4.2.0

12-Lead ECG Potentially Clinically Significant Criteria -
Preface

Listing 16.2.8.4.2.1

12-Lead ECG - Part B

All Subjects

Listing 16.2.8.4.2.2

12-Lead ECG Potentially Clinically Significant Values -
Part B

All Subjects

Listing 16.2.8.5.2

Columbia Suicide Severity Rating Scale (C-SSRS) - Part B

All Subjects

Listing 16.2.8.6.2

Stanford Sleepiness Scale (SSS) - Part B

All Subjects

Listing 16.2.8.7.2

Blood Sample for Hormone and Exploratory Biochemistry
Test - Part B

All Subjects

Listing 16.2.8.8.2

Genetic Sample for Biomarker Testing - Part B

All Subjects

Listing 16.2.8.9.2

Confinement - Part B

All Subjects

Sage Therapeutics Inc.

Confidential Information




Statistical Analysis Plan Methods 16 NOV 2017 Version 3.0 Page 50
Protocol Number: 217-MDD-201

14 REFERENCES

Clinical Study Protocol: Version 4.0 (06 June, 2017), Company: Sage Therapeutics Inc.

Psych Congress Network site: http://www.psychcongress.com/saundras-corner/scales-
screeners/anxiety-disorders/hamilton-anxiety-rating-scale-ham-d.

Psych Congress Network site: http://www.psychcongress.com/saundras-corner/scales-
screeners/depression/remission-depression-questionnaire-rdq.
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15 LIST OF APPENDICES

15.1 Appendix A: Schedule of Assessments
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Table 3: Schedule of Events (Part A)

Screening Period

Open-Label Treatment Period

Follow-up Period

Visits OUTPATIENT INPATIENT INPATIENT or OUTPATIENT? OUTPATIENT
D15/ D21 D28

Visit Days D-7to-1 Di* | D2 | D3 | D4 | DS | D6 | D7 | D8 | D9 | D10 | D11 | D12 | D13 | D14 ET (+1d) | (#3d)

Study Procedure

Informed Consent X

Inclusion/Exclusion X X

Demographics X

Medical/Family History X

SCID-1 X

Confinement X X)

Physical Examination X X X X X

Body Weight/Height X Xwt| X(wt | X(wt
only) | only) | only)

Clinical Laboratory X X X X X

Assessments®

Drug & Alcohol Screen® X X

Pregnancy Test¢ X X X X

Hepatitis & HIV Screen X

Blood Samplef 0] 0] 0]

Genetic Sample® o

Vital Signs" X X X X X X X X X X X X X X X X X X

Pulse Oximetry X X X X X X X X

12-Lead ECG! X X X X X

C-SSRSI X X X X X X X X X X X X X X X X X X

CGI-Sk X X X X X X X X
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Screening Period Open-Label Treatment Period Follow-up Period

Visits OUTPATIENT INPATIENT INPATIENT or OUTPATIENT? OUTPATIENT
D15/ | D21 | D28

Visit Days D -7to-1 Di* | D2 | D3 | D4 | DS | D6 | D7 | D8 | D9 | D10 | D11 | D12 | D13 | D14 | ET (+1d) | (£3d)

Study Procedure

CGI-I X X X X X X

HAM-Ak X X X X X X X X

HAM-Dk X X X X X X X X X X X X

MADRSK X X X X X X X X X X X X

SSs! X X X X X X X X X X X X X X X X

Plasma PK™ X X X X X X X X X

Study Drug Administration X X X X X X X X X X X X X

Adverse Events X

Prior/Concomitant X

Medications”

CGI-I = Clinical Global Impression - Improvement; CGI-S — Clinical Global Impression - Severity; C-SSRS = Columbia Suicide Severity Rating Scale; D = day; ET = early
termination; ECG = electrocardiogram; HAM-A = Hamilton Anxiety Rating Scale; HAM-D = Hamilton Rating Scale for Depression, 17-item; HIV = human
immunodeficiency virus; MADRS = Montgomery-Asberg Depression Rating Scale; PK = pharmacokinetic; SCID-I = Structured Clinical Interview for Diagnostic and
Statistical Manual of Mental Disorders, Fifth Edition Axis I Disorders; SSS = Stanford Sleepiness Scale; wt = weight

*D1 procedures are to be completed prior to dosing

@ Qutpatient visits may take place at the subject’s residence or in the clinic.

b Safety laboratory tests will include hematology, serum chemistry, coagulation, and urinalysis. Laboratory assessments are to be completed in the morning on Days 8 and 15

and during the follow-up visits on Day 21 and Day 28.

Urine toxicology for selected drugs of abuse and serum or breath test for alcohol.

Serum pregnancy test at screening and urine pregnancy test at Day 1 and Day 28.

Female subjects who prematurely discontinue will have a pregnancy test performed at the ET visit.

An optional blood sample for hormone and exploratory biochemistry testing, where consent is given.

€ An optional genetic sample for biomarker testing, where consent is given.

" Vital signs include oral temperature (°C), respiratory rate, heart rate, and blood pressure (supine and standing). Vital signs will be obtained within +5 minutes of the
scheduled time point through 0.5 hours after dosing and +30 minutes of the scheduled time point from 1 hour after dosing and greater, unless the subject is asleep between
the hours of 23:00 h and 06:00 h. From Day 1 through Day 7, vital signs will be completed at the following time points: predose, 0.25, 0.5, 1, 2, and 12 hours after dosing.
During the outpatient treatment period, vital signs will be completed prior to dosing and 1 hour after dosing. Vital signs may be repeated at the discretion of the Investigator
or Visiting Home Healthcare Provider as clinically indicated.

I Will be performed 1 hour +15 minutes after dosing on Days 1, 2, 7, and 14, and during the follow-up visit on Day 21.
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i The “Baseline/Screening” C-SSRS form will be completed at screening. The “Since Last Visit” C-SSRS form will be completed at any time of day at all subsequent time
points.

X To be completed to be completed at 8:00 AM (30 minutes) at each scheduled time point during the Treatment Period, and in the morning on Day 15, Day 21, and Day 28.
The assessment timeframe for HAM-D and HAM-A scales will refer to the past 7 days (1 week) on Screening, Day 1, Day 15/ET, Day 21, and Day 28 visits, and the past
24 hours on visits occurring on Days 2 through 8.

! To be completed within +5 minutes of the scheduled time point through 0.5 hours after dosing and =15 minutes of the scheduled time point from 1 hour after dosing and
greater, unless the subject is asleep between 23:00 h and 06:00 h during the inpatient treatment period. From Day 1 through Day 7, SSS will be completed at the following
time points: predose, 0.25, 0.5, 1, and 2 hours after dosing. During the outpatient treatment period, SSS will be completed prior to dosing and 1 hour after dosing.

™ Plasma samples for PK analysis in Part A and Part B will be collected predose on Days 2, 3, 4, 5, and 6, predose and 0.25, 0.5, 1, 2, 10, and 12 hours postdose on Day 7
(within £5 minutes of the scheduled time point through 0.5 hours after dosing and +15 minutes of the scheduled time point from 1 hour after dosing and greater), prior to
discharge on Day 8 for subjects being discharged or 16 hours postdose for subjects remaining as inpatients, predose on Day 14, and in the morning on Day 15. The time of
study drug administration is time zero and all post-dosing sampling times are relative to this time. In the event of a dose adjustment, an unscheduled PK sample should be
collected just prior to the dose change. Plasma samples for PK analysis will be collected per protocol and subjects may need to be awoken for sample collection.

" To include those taken within 30 days prior to informed consent and throughout the study.
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Table 4: Schedule of Events (Part B)

Screening
Period

Double-Blind, Placebo-Controlled Treatment Period

Follow-up Period

Visits

OUTPATIENT

INPATIENT

INPATIENT or OUTPATIENT?

OUTPATIENT

Visit Days

D-14 to -1

D1*

D2

D3 | D4 | D5 | D6 | D7 | D8 | D9 | D10 | D11 | D12 | D13

D14

D15/
ET

D21
(+1d)

D28
(£3d)

D35
(£3d)

D42
(£3d)

Study Procedure

Informed Consent

Inclusion/Exclusion

X*

Demographics

Medical/Family History

SCID-1

R R R

Randomization

X*

Confinement

X X)

Physical Examination

Body Weight/Height

X (wt
only)

X (wt
only)

X (wt
only)

X (wt
only)

X (wt
only)

Clinical Laboratory
Assessments®

>

Drug & Alcohol Screen®

X*

Pregnancy Test!

X*

XC

Hepatitis & HIV Screen

Blood Samplef

Genetic Sample®

Vital Signs"

X OO || XX

X*

Pulse Oximetry

X*

o

12-Lead ECG!
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Screening Follow-up Period
Period Double-Blind, Placebo-Controlled Treatment Period
Visits OUTPATIENT INPATIENT INPATIENT or OUTPATIENT? OUTPATIENT
D15/ | D21 | D28 D35 D42
Visit Days D -14 to -1 D1* | D2 | D3 | D4 | DS [ D6 | D7 | D8 | D9 |D10 | D11 (D12 | D13 |D14| ET | (+1d) | (3d) | (£3d) | (¥3d)
Study Procedure
C-SSRS! X X X1 XX [ X | X | X | X[ X[ X|X|[|X]|X]|X X X X X X
CGI-Sk X X* | X | X X X X X X X
CGI-I¥ X | X X X X X X X
HAM-Ak X X1 X | X X X X X X X
HAM-Dk X XX | X[ X | X | X | X | X X X X X X
MADRSk X XX | X[ X | X | X | X | X X X X X X
SF-36% X* X X X
FAs-Dk X* X X X
RDQk X* X X
HRPQk X* X X
SSs! X XX |1 X[ X[ X | X[ X[ X[ X | X [|X|X|X|X X
Plasma PK™ X
Study Drug X X1 X |1 X [ X | X[ X[ X | X [|X|X|X|X
Administration
Adverse Events X
Prior/Concomitant X
Medications”

CGI-I = Clinical Global Impression - Improvement; CGI-S — Clinical Global Impression - Severity; C-SSRS = Columbia Suicide Severity Rating Scale; D = day; ET = early
termination; ECG = electrocardiogram; FAs-D = fatigue associated with depression; HAM-A = Hamilton Anxiety Rating Scale; HAM-D = Hamilton Rating Scale for
Depression, 17-item; HIV = human immunodeficiency virus; HRPQ = Health-Related Productivity Questionnaire; MADRS = Montgomery-Asberg Depression Rating Scale;
PK = pharmacokinetic; RDQ = Remission in Depression Questionnaire; SCID-I = Structured Clinical Interview for Diagnostic and Statistical Manual of Mental Disorders,
Fifth Edition Axis I Disorders; SF-36 = 36-item short form survey; SSS = Stanford Sleepiness Scale; wt = weight

*D1 procedures are to be completed prior to dosing

@ Qutpatient visits may take place at the subject’s residence or in the clinic.

Sage Therapeutics Inc. Confidential Information



Statistical Analysis Plan Methods 16 NOV 2017 Version 3.0 Page 57
Protocol Number: 217-MDD-201

b Safety laboratory tests will include hematology, serum chemistry, coagulation, and urinalysis. Laboratory assessments are to be completed in the morning on Days 8 and 15

and during the follow-up visits on Day 21,Day 28, Day 35, and Day 42.

¢ Urine toxicology for selected drugs of abuse and serum or breath test for alcohol.

4 Serum pregnancy test at screening and urine pregnancy test at Day 1 and Day 42.

¢ Female subjects who prematurely discontinue will have a pregnancy test performed at the ET visit.

' An optional blood sample for hormone and exploratory biochemistry testing, where consent is given.

¢ An optional genetic sample for biomarker testing, where consent is given.

" Vital signs include oral temperature (°C), respiratory rate, heart rate, and blood pressure (supine and standing). Vital signs will be obtained within +5 minutes of the
scheduled time point through 0.5 hours after dosing and +30 minutes of the scheduled time point from 1 hour after dosing and greater, unless the subject is asleep between
the hours of 23:00 h and 06:00 h. From Day 1 through Day 7, vital signs will be completed at the following time points: predose, 0.25, 0.5, 1, 2, and 12 hours after dosing.
During the outpatient treatment period, vital signs will be completed prior to dosing and 1 hour after dosing. Vital signs may be repeated at the discretion of the Investigator
or Visiting Home Healthcare Provider as clinically indicated.

I Will be performed 1 hour +15 minutes after dosing on Days 1, 2, 7, and 14, and during the follow-up visit on Day 21.

i The “Baseline/Screening” C-SSRS form will be completed at screening. The “Since Last Visit” C-SSRS form will be completed at any time of day at all subsequent time
points.

X To be completed at 8:00 AM (£30 minutes) at each scheduled time point during the Treatment Period, and in the morning on Day 15, Day 21, and Day 28. The assessment
timeframe for HAM-D and HAM-A scales will refer to the past 7 days (1 week) on Screening, Day 1, Day 15/ET, Day 21, Day 28, Day 35 and Day 42 visits, and the past
24 hours on visits occurring on Days 2 through 8.

! To be completed within +5 minutes of the scheduled time point through 0.5 hours after dosing and 15 minutes of the scheduled time point from 1 hour after dosing and
greater, unless the subject is asleep between 23:00 h and 06:00 h during the inpatient treatment period. From Day 1 through Day 7, SSS will be completed at the following
time points: predose, 0.25, 0.5, 1, and 2 hours after dosing. During the outpatient treatment period, SSS will be completed prior to dosing and 1 hour after dosing.

™ Plasma samples for PK analysis in Part A and Part B will be collected predose on Days 2, 3, 4, 5, and 6, predose and 0.25, 0.5, 1, 2, 10, and 12 hours postdose on Day 7
(within £5 minutes of the scheduled time point through 0.5 hours after dosing and £15 minutes of the scheduled time point from 1 hour after dosing and greater), prior to
discharge on Day 8 for subjects being discharged or 16 hours postdose for subjects remaining as inpatients, predose on Day 14, and in the morning on Day 15. The time of
study drug administration is time zero and all post-dosing sampling times are relative to this time. In the event of a dose adjustment, an unscheduled PK sample should be
collected just prior to the dose change. Plasma samples for PK analysis will be collected per protocol and subjects may need to be awoken for sample collection.

" To include those taken within 30 days prior to informed consent and throughout the study.
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15.2 Appendix B: Details of Statistical Methodology
Sample SAS code for Mixed Effects Model for Repeated Measures (MMRM):

proc mixed data=&data;

by param;

class trtan avisitn siteid usubjid strata;

model chg=base siteid trtan strata avisitn trtan*avisitn / ddfm=kr s;

repeated avisitn / subject=usubjid type=un;

Ismeans trtan*avisitn /cl pdiff e;

estimate 'SAGE-217 vs PLACEBO at day 15' trtan 1 -1 trtan*avisitn 0000000100000000000-100 0 0/ cl;
run;

Note: if convergence not met, use type=cs instead

Sample SAS code for Generalized Estimating Equation (GEE):

proc genmod data=&data;

by param,;

class usubjid trtan siteid strata avisitn;

model aval=base siteid trtan strata avisitn trtan*avisitn/dist=bin link=logit;

repeated subject=usubjid / type=un; * if convergence not met, use type=exch;

Ismeans trtan*avisitn / diff exp cl;

estimate 'SAGE-217 vs PLACEBO at day 15" trtan 1 -1 trtan*avisitn 0000000100000000000-1000 0/ exp cl;
run;

Note: for HAM-D Remission, the Day 2 visit and siteid will be excluded from the model due to too few subjects for model convergence.

Sample SAS code for Multiple Imputation (MI):
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proc mi data=&data seed=xxxx nimpute=4 round=.... 111111111111 1 out=fcs reg;

class trtan strata;

fcs discrim (trtan strata /details classeffects=include);

fcs nbiter=20 reg (base day2 day3 day4 day5 day6 day7 day8 dayl5 day21 day28 day35 day42/details);
var trtan strata base day2 day3 day4 day5 day6 day7 day8 dayl5 day21 day28 day35 day42;

run;
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