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1. LIST OF ABBREVIATIONS

The following abbreviations and specialist terms are used in this stafistical analysis plan

(SAP).

Table 1: Abbreviations and Specialist Terms
Abbreviation | Definition
|
BMI body mass index
COVID-19 Coronavirus disease 2019
C-SSRS Columbia-Suicide Severity Rating Scale
ECG electrocardiogram
eCRF electronic case report form
EOS End of Study
EOT End of Treatment
ESS Epworth Sleepiness Scale
ET essential tremor
IP investigational product
MedDRA Medical Dictionary for Regulatory Activities

|
|

PWC-20 20-1tem Physician Withdrawal Checklist
QTcF QT corrected according to Fridericia’s formula
SAE serious adverse event
SAP statistical analysis plan
SD standard deviation
S0C System Organ Class
TEAE treatment-emergent adverse event
| =
WHO-DD World Health Orgamization Drug Dictionary
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2. INTRODUCTION

This statistical analysis plan (SAP) is for the final analysis of Study 324-ETD-303 and is
based on the approved clinical study protocol dated 02 Nov 2023, Version 4.0.

This SAP addresses the objectives of the study and describes the planned statistical analyses
and data presentations. All analyses and data presentations will be generated using SAS®
Version 9.4 or higher software (SAS Institute, Cary. North Carolina, USA). This SAP will be
finalized and approved before the clinical database lock. Any changes made to the SAP after
the clinical database lock has occurred will be documented and discussed in the clinical study
report for this study.
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3. STUDY OBJECTIVES

3.1. Primary Objective

The primary objective of this study 1s to assess the long-term safety and tolerability of
SAGE-324.

3.2. Secondary Objective

The secondary objective of this study 1s to assess the long-term effect of SAGE-324 on other
safety parameters.
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4. STUDY ENDPOINTS

4.1. Primary Endpoint

The primary endpoint of this study 1s the incidence of TEAEs.

4.2. Secondary Endpoints
The secondary endpoint(s) of this study are:
¢ The change from baseline in vital sign parameters
e The change from baseline in electrocardiogram (ECG) parameters

¢ The change from baseline 1n climcal laboratory parameters (eg, seruun chemustry,
hematology. coagulation, and urinalysis)

¢ Change from baseline in Epworth Sleepiness Scale (ESS) responses
e Physician Withdrawal Checklist (PWC-20) responses and total score

¢ (Change from baseline in Columbia-Suicide Severity Rating Scale (C-SSRS)
responses

]
' _
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5. STUDY DESIGN

5.1, Overall Design

This study is an open-label study to evaluate the long-term safety and tolerability of SAGE-
324 m participants with Essetntial Tremor (ET) who have completed the planned End of
Treatment (EOT) Visit and who were not early terminated during the planned Treatment
Period i another SAGE-324 study. This study includes a Screening Period of up to 28 days,
a Treatment Period with weekly outpatient visits for the first 8 weeks, outpatient visits on
Weeks 10, 12, 16, 20, and 24, and quarterly outpatient visits thereafter to the end of dosing,
and a 14-day Follow-up Period. See the Schedule of Assessments (Appendix A) for the full
list of study assessments and timings. The study is schematically presented in Figure 1.

Participants who have provided informed consent will undergo screening assessments up to
28 days prior to the planned day of dosing. Eligible participants will complete additional
ehgibility and baseline assessments.

Starting on Day 1, participants will self-administer on an outpatient basis a single dose of
SAGE-324 once daily in the evening before bed, with a snack if bedtime is not within 2
hours of the evening meal. The dosing will start at 15 mg, and according to the dose
escalation schedule provided in Figure 1 below, will be escalated to 60 mg starting on Day
43. If a participant experiences adverse events (AE) at any time during the Treatment Period
that are considered by the investigator to be related to the investigational product (IP) and not
tolerable, the mvestigator may reduce the dose of IP 1n 15 mg decrements, includmng during
the imtial dose escalation period. Administration of IP will be interrupted for 3 to 8 days
before the imtiation of the reduced dose.

During the Treatment Period, participants will return to the study center for safety.
tolerability ] GGG s sp<cified in Appendix A. In addition, safety phone
call study visits will be conducted as deemed appropnate by the investigator to review the
current status of the participant. Participants will be trained in the use of software
applications and devices necessary to complete questionnaires and/or self-rated study
assessments.

The Treatment Perniod will continue for as long as the participant continues to self-administer
SAGE-324 or until marketing authorization, projected to be up to approximately 5 vears.

Follow-up visits will be conducted on an outpatient basis when participants have completed
the Treatment Period. Participants will continue to complete questionnaires as indicated in
Appendix A and will return to the clinic 3 (£3) days after the last dose of SAGE-324 for
safety, Tolerabilir)_ at the End of Treatment (EOT) Visit.

Participants will return to the study center for an End of Study (EOS) Visit, 14 (43) days
after the last dose of SAGE-324.

10
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Figure 1: Study Design
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5.2. Sample Size and Power

The planned sample size 1s approximately 750 participants to be dosed and complete the
study to contribute exposures to the safety database for SAGE-324 1n accordance with ICH
E1A gwmdelines.

e Randomization

Thus 1s an open label study, hence no randomization 1s applicable.

5.4. Blinding and Unblinding

Tlus 1s an open label study, hence no blinding 1s applicable.

11
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6. MODIFICATIONS

6.1. Modifications from the Approved Clinical Study Protocol

There are no modifications in analysis specified in the clinical study protocol (version 4.0,
dated 02 Nov 2023).

6.2. Modifications from the Approved Statistical Analysis Plan

Thus 1s the first version of the SAP for the final analysis.

6.3. Modifications from the Approved DMC Charter
Not Applicable.

12
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7. ANALYSIS SETS

7.1. All Participants Set

The All Participants Set will include all participants who have given wnitten mformed
consent.

1.2. Safety Set

The Safety Set is defined as all participants who admimstered at least one dose of
SAGE-324.
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8. STATISTICAL ANALYSIS

8.1. General Considerations

All participant data, including those that are derived, that support the tables and figures will
be presented i the participant data listings. Some data may be presented only 1n participant
data listings. some may be presented with a corresponding table or figure; these will be
mdicated in relevant sections below.

For all safety_ analyses where applicable, baseline is defined as the last
non-missmg measurement prior to the first dose of [P. For scores that are made up of item
scores. all item scores must come from the same visit to be considered as baseline for the
overall score.

Continuous endpoints will be swmmarized with n, mean, standard deviation (SD). median,
first and third quartiles (Q1, Q3), mimimum (min), and maximum (max). The minimum and
maximum will be reported with the same number of decimal places as the source (raw) data.
Mean and median will be reported to 1 decimal place more than the source (raw) data and
standard deviation will be reported to 2 decimal places more than the source (raw) data. Any
values that require transformation to standard umts (metric or SI) will be converted with the
appropriate corresponding precision. In addition. change from baseline values will be
calculated at each time point and summarized descriptively.

Categorical endpoints (eg, incidence of an adverse event) will be suminarized using counts
and percentages. Percentages will be presented to 1 decumal place unless otherwise specified.

Participants will be summarnzed according to treatment received. “By-visit” summaries are
based on the last dose received before the specific evaluation. Adverse events summaries are
based on the last dose received before the start of the AE. Note that it is possible for a
participant to be counted under more than one dose in summaries. Since baseline 1s by
definition before the first dose of IP, baseline values in listing will have no dose designation,
and in summaries it will be presented under “Sage-324 Overall”. For displays for which no
such date applies, e.g. demographics, disease history, etc., the presentation will not be by
dose group, but will be by aggregate SAGE-324 group.

8.2. Background Characteristics

8.2.1. Participant Disposition

The summary of disposition will use the All Participants Set and include number of
participants who were screened, screen failed, successfully screened but did not dose, and
successtully screened and dosed (overall and by previous study participation), and, using the
number of participants who successfully screened and dosed as the denominator, the nunber
and percentage of participants who completed treatment, who discontinued treatment
(overall, by dose level, and by primary reason for discontinuimng treatment), who completed
the study, and who discontinued the study (overall and by primary reason).

14
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[f a participant is rescreened because he/she has been a screen failure the first time, the status
of the participant will be determined from the second screening. In the count of screened
participants, such a participant will be counted only once.

A completer of the study is a participant with the study completion question answered ‘Yes’
on the End of Study / Study Disposition CRF page. A completer of treatment is a participant
with the treatment completion question answered “Yes’ on the IP Completion /
Discontiuation CRF page. The primary reason for discontinuing the study is provided in the
respective CRF page.

The number of participants in each of the analysis sets will also be summarized and
presented, using the All Participants Set. The reasons for participants being excluded from
each analysis set will be listed (using All Participants) but not summarized.

8.2.2. Protocol Deviations

Protocol deviations will be captured on eCRF and categorized by the study team as major
and minor deviations. The major deviations will be summarized by type using the Safety Set.
The mmor deviations will be included in the listing but not summarized. The COVID-19
related protocol deviations will be summarized separately.

Inclusion/exclusion violations will be listed for All Participants (excluding screen failures)
but not summarized.

8.2.3. Demographics and Baseline Characteristics

Demographic data (age, sex, race, and ethmcity), baseline charactenistics (height, weight,

BMI, dominant upper limb),

will be summanzed with descriptive

statistics using the Safety Set.
Baseline subgroups will be summarized for the following categories:
¢ Race (Black or African American, White, Asian, Other)
¢ Sex (Female, Male)
e Age (<65, 65 to 80 years)
BMI (<18.5, 18.5 to <25, 25 to <30, =30 kg/m’)

L
Listings will be provided for demographics, other baseline characteristics, and mnformed
consent data.
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8.2.4. Medical/Surgical History

Medical/surgical lustory will be coded to Medical Dictionary for Regulatory Activities
(MedDRA) terms, using Version 25, or higher. The MedDRA version will be included 1n the
foomotes of related outputs. Medical/surgical history will be summarized using discrete
swmmary statistics for each MedDRA System Organ Class (SOC) and Preferred Term (PT)
using the Safety Set.

Age at ET diagnosis (vears). age participant thinks ET started (vears), years with ET
diagnosis (age at baseline minus age at ET diagnosis), years since participant thinks ET
started (age at baseline minus age when participant thinks ET started), tremor responsive to
alcohol, past treatments for ET, and response to past treatment for ET will be summanzed
using the Safety Set. The data listing will also include reason for discontinuation from the
past treatment.

The disease history will be summarized for the following categories:
e Age at ET diagnosis (<40 years, 40 to 60 years, >60 years)

e Apge participant thinks ET started (<20 years, 20 to 40 years, =40 to 60 years,
=60 years)

e Years with ET diagnosis (3 to <6 years, 6 to 10 years, >10 years)
e Years since participant thinks ET started (3 to <6 vears, 6 to 10 years, >10 years)

e Tremor responsive to alcohol: Yes (Infermediate, Worked Well). No (No. a little).
NA

e Past treatment for ET (Yes, No)

¢ Response to past treatment for ET: Yes (Intermediate, Worked Well), No (No, a
little), Yes and No (denominator for percentages will be participants having past
treatment for ET)

8.2.5. Prior and Concomitant Medications

Medications will be recorded at each study visit and coded mto drug class (anatomical
therapeutic chemical [ATC] Level 2) and PT using World Health Organization-Drug
dictionary (WHO-DD) Global B3 March 2022, or later.

All medications taken within 30 days prior to informed consent through the duration of the
study (including start and end dates, route, dose/units, frequency, and indication) will be
recorded on the electronic case report form (eCRF).

Those medications taken prior to the initiation of the IP will be denoted “Prior”. Those
medications taken prior to the initiation of the IP and continuing beyond the initiation of the
IP or those medications started at the same time or after the itiation of the IP will be
denoted “Concomitant”. Note that medication taken before the initial dosing of IP and
continued after the initial dosing will be categorized as a prior medication and separately as a
concomitant medication.

16
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Medications will be flagged in the listing according to whether they are “Prior™ or
“Concomitant” as defined above. In the event of a missing start or stop date associated with a
medication, only the classification (prior and/or concomutant) will be imputed using the
algorithm described in Appendix B. Dates will not be imputed.

Prior and concomitant medications will be summarized separately using the Safety Set as the
number and percentage of participants with each medication at both the ATC and PT levels.
Concomitant procedures will be listed with SOC/PT. but not summarized.

8.2.6. Investigational Product Exposure

Total investigational product exposure (in mg) is defined as the total mg of SAGE-324 that
was taken during the study. If a participant skips a dose on any of the days, the dose taken is
0 mg.

Total exposure duration to SAGE-324 (in days) 1s defined as (date of last dose — date of first
dose + 1). Note that this does not exclude days when the dose has been missed.

Planned exposure for participants with no unscheduled dose reductions/increases is defined
as the sum of:

e 14 days of treatment (Day 1 through Day 14) times 15 mg

¢ 14 days of treatment (Day 15 through Day 28) tunes 30 mg

e 14 days of treatment (Day 29 through Day 42) times 45 mg

¢ Number of days from Day 43 to end of treatment, inclusive, times 60 mg

If a participant has an unscheduled dose reduction/increase, or dose reductions/increases,
planned exposure will be as indicated until the point of the first unscheduled
reduction/increase. Planned exposure from the point of the first unscheduled
reduction/increase will be the assigned dose times the number of days from the date of the
reduction/increase (inclusive) to the date of the next reduction/increase (exclusive) or the
date of end of treatment (inclusive). Planned exposure for any additional unscheduled
reductions/increases will be handled 1n a sumilar manner as the assigned dose tumes the
number of days from the date of the reduction/increase (inclusive) to the date of the next
reduction/increase (exclusive) or the date of end of treatment (inclusive).

Percent of the planned exposure received 1s defined as the total investigational product
exposure, divided by planned exposure, times 100.

Total investigational product exposure, total exposure duration, and percent of planned
exposure received will be summarized using the Safety Set. The number and percentage of
participants with percent of planned exposure received <80%, 80% to <100%, and >100%
will be summarized. Total exposure duration (over all doses taken) will also be summanzed
by dose at time of treatment disconfinuation using the Safety Set.

17
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8.2.7. Investigational Product Adherence

[P adherence (%) 1s defined as the number of tablets taken. divided by the number of tablets
planned to be taken, tumes 100. Number of tablets planned to be taken will be derived using
an algorithm 1dentical to that used for the denvation of planned exposure, but with the
assigned dose replaced with the number of assigned tablets (15 mg = 1 tablet per day, 30 mg
= 2 tablets per day, 45 mg = 3 tablets per day, 60 mg = 4 tablets per day).

Total tablets taken and IP adherence will be summarized descriptively using the Safety Set.
Number and percentage of participants with IP adherence in categories <75%. 75 to 100%,
>100% will be provided.

p—
(v =]
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8.4. Safety Analysis

Safety and tolerability of SAGE-324 will be assessed based on TEAEs, changes from
baseline in clinical laboratory evaluations, 12-lead ECGs, and vital signs, C-SSRS, PW(C-20,
and ESS. Safety data will be listed by participant.

For safety summary tables, the safety endpoints evaluated at scheduled visits are taken as
done and nominal visit will be summarized as scheduled visits. For multiple values from the
specific visit window, the choice of the visit record will be following the same rule as
descnbed n Section 8.3.2.

All safety summaries will be prepared by dose level and overall for the Safety Set. See Table
4 for details on how safety endpoints will be presented.

Table 4: Presentation of Safetv Endpoints
Safety Change from Derived PCS
Evaluation Incidence Raw Value Baseline Abnormality values
TEAEs X *
Vital Signs X, * X X, *
12-lead ECG X.* X X * X, * (QTcF

only)

Safety Labs X.* X X X, *
(Chemistry,
Hematology,
Urinalysis)
ESS X * X
PWC-20 X *
C-SSRS X * X
X = Safety Assessment will be summarized in tables
* = Safety Assessment will be presented in individual participant data listings
Note: PCS = Potentially Clinically Significant.

8.4.1.

Adverse events will be coded using MedDRA Version 25 or higher. In the event of a
missing/incomplete start or stop date associated with an adverse event, only the treatment-
emergence will be imputed using the algorithm described in Appendix B. Dates will not be
mputed.

A TEAE is defined as an AE with onset at or after the first dose of IP (SAGE-324). Summary
tables of AEs will include TEAEs only and will summanize data using the Safety Set
participants overall and by dose level taken immediately prior to the AE onset.

Adverse Events

An overall adverse event summary table will be presented for TEAEs and will include the
number and percent of participants experiencing at least one:

e TEAE
¢ Maximum severity of TEAE (mild TEAE, moderate TEAE, severe TEAE)
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¢ TEAE leading to dose mterruption

e TEAE leading to dose reduction

e TEAE related to IP

¢ TEAE leading to IP discontinuation

e TEAE leading to study discontinuation

e Serious TEAE

e Senous TEAE related to IP

o Serious TEAE leading to TP discontinuation

e Serious TEAE leading to study discontinuation
¢ TEAE resulting in death

The mcidence of TEAESs will be summanzed by Systemn Organ Class (SOC) and Preferred
Term (PT). In addition, summaries will be provided by maximum severity (mild < moderate
< severe) and by maximum relationship (related > not related) to IP. Any TEAEs leading to
[P discontmuation, any TEAE leading to study discontimuation, and any treatment-emergent
SAEs will also be summarized, sorted by descending frequency in SOC and PT.

Participants will be counted only once within each SOC and PT at the maximum severity in
the following order: severe, moderate, and mild. Participants will be counted only once
within each SOC and PT at the strongest relationship to IP m the following order: related, not
related to IP. An AE with missing severity will be considered as ‘severe’, and with missing
relationship to IP will be considered as ‘related” for the purposes of summarizing these data.

The incidence of TEAESs and treatment-emergent SAEs will also be presented in order of
decreasing frequency by PT.

All AEs (including those with onset before the start of IP) through the end of the study will
be listed. In addition, separate listings containing individual participant AE data for all
deaths, SAEs, AEs leading to IP discontinuation, and AEs leading to study discontinuation
will be provided.

8.4.2. Clinical Laboratory

All statistical analyses of laboratory values will be performed using SI units. The following
parameters are mentioned in the protocol, hence will be summarized; any other parameters
for which data are reported will be listed but not summarized.

Biochemmustry:

« Renal Panel: glucose, calcium, phosphorus, blood urea nitrogen, creatinine, sodium,
potassium, chloride, total carbon dioxide content

e Hepatic Panel: albumin, alanine transaminase (ALT). aspartate transaminase (AST),
total bilirubin, direct bilirubin, indirect bilirubin, alkaline phosphatase, total protein,
lactate dehydrogenase, gamma glutamyl transferase, creatine kinase (MB and MM)
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¢ Other: total ipid profile, creatine phosphokinase, thyroid stimulating hormone (TSH),
alcohol level, HbAlc

Coagulation:

e Activated partial thromboplastin time, prothrombin time. and international
normalized ratio

Hematology:

* Red blood cell (RBC) count, hemoglobin, hematocrit, white blood cell count with
differential, platelet count, and if RBC indices are abnormal. reflex RBC morphology
1s indicated

Urinalysis:

e Protein, glucose, pH. blood, leukocytes, leukocyte esterase, urobilinogen, bilirubin,
ketones, nitrite, myoglobin

Some numeric lab values may be reported as “<n.n’ or ‘>n.n’; these will be analyzed in the
summary statistics as n.n/2 and n.n, respectively. For example, triglycerides recorded as
“<0.50” mmol/L. would be analyzed as 0.25 mmol/L. and potassinm recorded as

“>6.0 mmol/L” would be analyzed as 6.0 mmol/L.

All by-visit laboratory summary tables will present results for the Safety Set participants
overall, and by dose level received prior to the given evaluation. For summarization of
incidence data any time post-baseline, participant data will be summarized according to the
last dose received when a particular criterion was met (thus, a participant may contribute data
under more than one dose if a criterion was met post-baseline while taking different doses).

Continuous hematology, chemustry, coagulation, and urinalysis results (raw and change from
baseline) will be summarized at each scheduled time point. Categorical urinalysis results will
be summarized by frequencies and percentages at each scheduled time point. The number
and percentage of participants with shift from baseline based on the laboratory normal ranges
provided by the laboratory will be tabulated at each scheduled visit.

Any laboratory value considered clinically significant by the investigator is captured as an
adverse event.

The number and percentage of participants with potentially clinically significant (PCS)
values at any time after IP admimstration (including unscheduled visits) will be summarized
for the hematology, chemistry, and coagulation parameters defined in Table 5. Table 6, and
Table 7. respectively. PCS values for each scheduled visit and end-of-treatment and end-of-
study values will also be provided. These summaries will be done using the Safety Set,
overall for SAGE-324 as well as by dose level.

Liver function tests will be monitored closely; PCS values (Table 8) will be summarized
using the Safety Set for incidence any time post-baseline for these PCS thresholds (for
conditions involving more than one parameter, the results need to be from the same
tumepoint).
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Chemuistry, hematology, coagulation, and urinalysis data will be listed with the values outside
the normal ranges and PCS criterion flagged. Blood cell morphology and microscopy test
results will be listed when available but not summanzed. Virus serology, pregnancy tests,
and urine drugs of abuse data will be listed but not summarized.

Table 5: Potentially Clinically Significant Values for Hematology

Laboratory Parameter | Sex Units Criteria for PCS Values (Observed values)
High Low
Hemoglobin Male g/L >185 <115
Female | g/ =170 <100
Hematocrit Male Fractionof 1 | >0.55 <().385
Female | Fractionofl | =049 <0).345
Platelet count 10°9/1. =600 <125
White blood cell 109/ =15 <25
Basophils 10°9/L =().5 NA
Eosinophils 10°9/L >1.5 NA
Neutrophils 10°9/L. NA <1.5
Lymphocytes 1079/ =6.0 <().5
Monocytes 1079/ >1.4 NA
Table 6: Potentially Clinically Significant Values for Chemistry
Laboratory Parameter Units Criteria for PCS Values (Observed values)
High Low
Albumin o/l =70 <28
Blood urea nitrogen mmol/L =10.71 NA
Calcium mmol/L >2.75 <2.0
Chloride mmol/L =120 <90
Creafinine mmol/L =3xULN or =3x Baseline
Gamma Glutamy] Transferase =3xULN
Glucose mmol/L =139 <2 8
Sodium mmol/'L =150 <132
Potassium mmol/L =54 <3.3
Protein g/ <45
Bicarbonate mmol/L =34 <18
Chloride mmol/L =120 <90
Phosphorus mmol/T. =1.94 <0.61
Liver Function Tests (LFT)
Bilirubin pmol/L. =>2xULN
Aspartate Aminotransferase U/L =3XULN
Alanine Aminotransferase U/L >3XULN
Alkaline Phosphatase U/L >1.5xULN
Table 7: Potentially Clinically Significant Values for Coagulation
Parameter Potentially Clinically Significant Values
Prothrombin time (PT) >=],11 x ULN
Activated partial thromboplastin time (aPTT) >1.5 X ULN
26
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Table 8: Potentially Clinically Significant Values for Liver Function Tests

Parameter Potentially Clinically Significant Values
Alanine Aminotransferase >3XxULN, >5xULN, >10xULN

Aspartate Aminotransferase >3XULN, >5xULN, >10xULN

Alanine Aminotransferase OR =3xULN, =5xULN, =10xULN

Aspartate Aminotransferase

Alkaline Phosphatase >1.5XULN, >25ULN

Total Bilirubin =1.5xULN, =2xULN

Total Bilirubin = 2xULN AND (Alanine Aminotransferase OR Aspartate Aminotransferase
=3xULN), any time postbaseline, do not need to be at the same visit

Potential Hy's Law: [Total Bilirubin >==2xULN AND Alkaline Phosphatase <2xULN, measured at
the same visit] AND [(Alanine Aminotransferase OR Aspartate Aminotransferase >3xULN} AND
Alkaline Phosphatase <2xULN. measured at the same visit]. two conditions at any time
postbaseline, do not need to be at the same visit

8.4.3. Electrocardiogram

All by-visit ECG summary tables will present results for Safety Set participants overall, and
also by dose level received prior to the evaluation. For summarization of incidence any time
post-baseline, participant data will be summanzed according to the last dose received when a
particular criterion was met (thus, a participant may contribute data under more than one
dose if a criferion was met post-baseline while taking different doses). Last value on
treatment and last value on study will be summarized under the dose level last received.

The average of any multiple values collected at one visit will be used for summarnization of
continuous variables, including baseline ECG values. For each ECG measurement (heart rate
and PR, QRS, QT. and QTcF intervals), the observed value at each scheduled visit and
change from baseline at each scheduled visit will be provided. This summary will also
mclude last values on treatment and on study. Last value on treatment 1s defined as the last
post-baseline value between first dose of IP (exclusive) and up to last dose of IP + 1 day
(inclusive). Last value on study is defined as the last post-baseline value after the first dose of
IP.

In addition, the number and percentage of participants with PCS and potentially clinically
significant change (PCSC) values will be summarized by scheduled timepoint and for any
time post-baseline. including last value on treatment and last value on study. Individual
values of QTcF will be used for PCS determination rather than the average of multiple values
collected at one visit. Potentially clinically significant values will be 1dentified for ECG
parameters as outlined in Table 9.

A shift table of overall ECG interpretation from baseline to scheduled post-baseline visits
will be presented for the following categories: “Normal’, ‘Abnonnal, Not Chnically
Significant’, and ‘Abnormal, Clinically Significant’. The shift table will be presented by visit
— overall and by dose level.

Clinically significant abnormal findings will be reported as adverse events. The average of
any multiple values collected at one visit of each parameter will be included in the data
listing.
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Table 9: Potentially Clinically Significant Values for QTcF

Criteria for PCS Values Criteria for PCSC Values
Units | (Observed Values) (Change from Baseline)
High Low Increase Decrease
msec =450 msec and <480msec NA =30 msec and <60 msec NA
=480 msec and <500msec =60 msec
=500 msec

8.4.4. Vital Signs

All by-visit vital sign summary tables will present results for Safety Set participants overall.
and also by dose level received prior to the evaluation. For summarization of incidence at any
tume post-baseline, participant data will be summarized according to the last dose received
when a particular criterion was met (thus, a participant may contribute data under more than
one dose if a criterion was met post-baseline while taking different doses).

Vital sign results (systolic and diastolic blood pressure [mumHg]|, pulse pressure (minHg),
body temperature [°C], heart rate [beats per minute or bpm], and respiratory rate [breaths per
minute]) and changes from baseline will be summarized by scheduled visit — overall and by
dose level. Pulse pressure is defined as [systolic blood pressure - diastolic blood pressure].

Potentially clinically significant values will be 1dentified for vital sign parameters as outlined
in Table 10. For any post-baseline visit, potentially clinically significant values will be
summarized by visit.

Any vital sign results considered clinically significant by the investigator will be captured as
adverse events.
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Table 10: Potentially Clinically Significant Values for Vital Sign Parameters
Vital Sign Units Criteria for PCS Values Criteria for PCSC
(Observed values) values (Change from
Baseline values)
High Low Increase | Decrease
Heart rate Beats/min =120 =A0
(supine and standing)
Systolic Blood Pressure mmHg =180 =00 =30 =30
(supine and standing)
Diastolic Blood pressure mmHg =110 =50 =20 =20
(supine and standing)
Supine - Standing mmHg =20
Systolic Blood Pressure
Supine — Standing mmHg =10
Diastolic Blood Pressure
Orthostatic hypotension: mmHg SBP =20 and
supine — standing SBP and DBP =10
DBP SBP >20 or DBP
>10

8.4.5. Physical Examination

The occurrence of a physical examination and the date and time, along with the results of the
mental status exam and the abbreviated neurological exam are collected. These will be
presented in individual participant data listings only using the Safety Set. After screening,
any chinically significant abnormal findings in physical examinations will be reported as
AEs.

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

All by-visit C-SSRS summary tables will present results for Safety Set participants overall,
and also by dose level received prior to the given visit. For summarization of incidence data
any tiune post-baseline, Safety Set participant data will be summarized according to the dose
received immediately prior to the evaluation (thus, a participant may contribute data under
more than one dose if a criterion was met post-baseline while taking different doses).

Suicidality data collected on the C-SSRS is collected during the clinic visits at Screening and
post-baseline visits. The C-SSRS includes ‘yes’ or ‘no’ responses for assessment of suicidal
1deation with numeric rating for the severity (from 1 to 5 with 5 being the most severe) and
behavior (from 6 to 10 with 10 being most severe). 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 all subsequent visits.

The categorcal outcomes of C-SSRS with bmary response (“Yes™ “No”") mclude:

Suicidal ideation with 5 being the worst:

¢ 1: wish to be dead
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¢ 2: non-specific active suicidal thoughts
e 3:active suicidal ideation with any methods (not plan) without intent to act
e 4 active suicidal ideation with some intent to act, without specific plan

¢ 5:active suicidal ideation with specific plan and intent

Suicidal behavior with 10 being the worst:
e (: preparatory acts or behavior
e 7:aborted attempt
e 8 inferrupted attempt
¢ 9: actual attempt
e 10: completed suicide

Suicidal behavior 1s considered worse than suicidal 1deation. The participant’s non-suicidal
self-injurious behavior is also assessed separately as part of C-SSRS:

¢ 11: self-injurious behavior without suicidal intent

Baseline for each question is defined as the worst of the assessments done before the first
dose of TP, excluding the lifetime version. This will typically include the “past 24-month’
version from screening and ‘since last visit” version from Day 1, as well as any unscheduled
visits done before the first dose of IP; any “Yes’ response will make the baseline value as
“Yes'.

The number and percentage of participants with at least one response of “Yes’ to any
C-SSRS swicidal 1deation or suicidal behavior item, as well as for participant’s non-suicidal
self-injurnious behavior, will be summarized by visit.

Change from baseline for C-SSRS will be assessed using shift tables. Summary of shift from
baseline in C-SSRS suicidal ideation and suicidal behavior will be presented for the
categories “no suicidal 1deation/behavior”, “suicidal 1deation”, and “suicidal behavior” for
each scheduled assessment time point. If the answer to all 5 assessments in snicidal ideation
and all 5 assessments 1n suicidal behavior 1s “No’, then the category for the table 1s
considered as “No suicidal ideation/behavior’. If any of the assessments in suicidal behavior
are “Yes’, the category is considered as ‘Suicidal behavior’. If any of the assessments in
suicidal 1deation are ‘Yes’ but all assessments 1n suicidal behavior are ‘No’, the category 1s
considered as ‘Suicidal ideation’.

In addition, a summary of shift in suicidal ideation from baseline maximum rank score for
any time post-baseline maximum rank score will be presented. Maximum score 0 refers to all

‘No’ for all assessments in the desired period for all 5 questions on suicidal ideation.

8.4.7. Physician Withdrawal Checklist (PWC-20)

The PWC-20 is a shorter version of the Penn Physician Withdrawal Checklist based on the
20 1tems that provided the best differentiation from placebo 1 previous trials. The PWC-20

30

Page 31 of 60



Docusign Envelope 1D: 1171D0B2-DF24-43F C-AB7E-BDOFEEFD3DF8

Statistical Analysis Plan Methods Version 1.0 220¢t2024 Sage Therapeutics, Inc.
Protocol Number: 324-ETD-303 (Version 4.0 02 Nov 2023) CONFIDENTIAL

1s made up of a list of 20 symptoms (eg, loss of appetite, nausea-vomiting, diarrhea, anxiety-
nervousness, uritability) that are rated on a scale of 0 (not present) to 3 (severe) (Rickels
2008). The PWC-20 will be used to momtor for the presence of potential withdrawal
syndrome following discontinuation of SAGE-324.

Summarization of PWC-20 data will be presented using the Safety Set — overall and by dose
last recerved immediately prior to the evaluation. Descniptive statistics for the total PWC-20
score will be presented at End of Treatment (defined as the first available assessment after
the last dose of study withun 1 day of last dose) and End of Study. The change from End of
Treatment to End of Study in PWC-20 total score will be provided. The number and
percentage of participants with each PWC-20 item and reporting severe on a PWC-20 item
will be presented at each visit. Descriptive statistics for the number of PWC-20 items and the
number of severe PWC-20 items experienced at each visit will also be presented.

8.4.8. Epworth Sleepiness Scale (ESS)

The ESS 15 a quick, 8-1tem, self-admmmstered questionnaire where participants rate, on a
4-point scale of 0 (no chance of dozing) to 3 (lugh chance of dozing), their usual chances of
dozing off or falling asleep while engaged in 8 different activities. The total ESS score
estimates the participant’s average sleep propensity, across a range of activities in their daily
lives (Johns 2002).

All by-visit ESS summary tables will present results using the Safety Set — overall, and also
by dose last received immediately prior to the evaluation. Descriptive statistics for each of
the 8 individual items (continuous and by categorical response) at each scheduled visit, the
total ESS score at each scheduled visit, and change from baseline in the total ESS score at
each postbaseline visits will be presented. The number and percentage of participants with a
total ESS score of 0, no chance of dozing off, will also be presented at each visit.

8.4.9. Other Safety Analysis
Not applicable.

—

8.6. Other Analysis
Not applicable.
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9. SUMMARY OF INTERIM AND DMC ANALYSES
9.1. Interim Analysis
Not applicable.
9.2. DMC Analysis
Not applicable.
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Docusign Envelope 1D 1171D0B2-DF24-43FC-AB7E-BDOFEEFD3DFE

Statistical Analysis Plan Methods Version 1.0 220¢t2024 Sage Therapeutics, Inc.
Protocol Number: 324-ETD-303 (Version 4.0 02 Nov 2023) CONFIDENTIAL

APPENDIX B. HANDLING OF MISSING DATES

Partial dates will adhere to the following conventions in order to classify TEAEs and to
classify prior and concomitant medications.

In general, listings will present the actual partial or mussing values rather than the imputed
values that may be used in derivation.

Adverse Events

In the event of a missing/incomplete start or stop date associated with an adverse event, only
the treatment-emergence will be imputed using the algorithm below. Dates will not be
umputed.

In general, if the missing/incomplete start date is not clearly prior to initiation of treatment,
then the AE will be considered a TEAE.

If the AE end date is prior to the initiation of treatment, the AE will not be considered a
TEAE.

If the AE end date 1s on or after the mmtiation of treatment:

e [Ifthe AE start date is completely missing or if the year 1s missing, then the AE will
be considered a TEAE

e For partial AE start dates:

o Known year, unknown month and day (or known vear and day, unknown
month)

» [f the year 1s the same as or later than the vear of the first dose, the AE
will be considered a TEAE

=  Otherwise, the AE will not be considered a TEAE
o Known year and month, unknown day

= If the month and year are the same as or later than the month and year
of the first dose, the AE will be considered a TEAE

»  Otherwise, the AE will not be considerd a TEAE
Prior and Concomitant Medications

No imputation process will be used to estimate missing data, except for the purposes of
classifying medications as prior and/or concomitant. The following algorithms will be used
for partially missing dates.

For start dates of medication uses:

¢ The day and month are missing: if the participant started receiving the study dosing in
the reported year, the first dosing date will be used as the start date; otherwise
"01 January’ will be used as the start date.
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¢ The day 1s missig: if the participant started receiving the study dosing in the reported
month and year, the first dosing date will be used as the start date; otherwise, the first
day of the reported month and year will be used as the start date.

For stop dates of events or medication uses:

e The day and month are missing: if the smdy end date is in the reported year, the study
end date will be used as the stop date; otherwise, ‘31 December’ will be used as the

stop date.

e The day 1s missing: if the study end date 1s in the reported month and year, the study
end date will be used as the stop date; otherwise, the end of the reported month and
year will be used as the stop date.

If a medication has the stop date completely missing or missing the year, this medication will
be considered as ongoing and concomitant. If a participant is missing a treatment start date,
medication will not be classified as either prior or concomitant.
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APPENDIX C.

LIST OF DISPLAYS

Sage Therapeutics, Inc.
CONFIDENTIAL

Display Number Display Title Analysis Set Used
Tables
14.1.1 Disposition of Participants All Participants
14.1.2 Analysis Sets All Participants
14.1.3.1 Major Protocol Deviations Safety Set
14.1.3.2 Protocol Deviations Related to COVID-19 | Safety Set
14.1.4.1 Demographics and Baseline Characteristics | Safety Set
14142 Demographics and Baseline Characteristics | Safety Set
- Subgroups
14.1.5 Summary of Disease History Safety Set
14.1.6 Medical/Surgical History Safety Set
14.1.7.1 Prior Medications Safety Set
14.1.7.2 Concomitant Medications Safety Set
14.1.8.1 Investigational Product Exposure Safety Set
141.8.2 Total Exposure Duration by Dose at Safety Set
Investigational Product Discontimuation
14.1.8.3 Investigational Product Adherence Safety Set
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14.3.1.1 Summary of Treatment-Emergent Adverse | Safety Set
Events

14.3.1.2 Treatment-Emergent Adverse Events by Safety Set
System Organ Class and Preferred Term

14313 Treatment-Emergent Adverse Events by Safety Set

Preferred Term
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143.1.4 Serious Treatment-Emergent Adverse Safety Set
Events by System Organ Class and
Preferred Term
14315 Treatment-Emergent Adverse Events Safety Set
Leading to Investigational Product
Discontinuation by System Organ Class
and Preferred Term
14.3.1.6 Treatment-Emergent Adverse Events Safety Set
Leading to Study Discontinuation by
System Organ Class and Preferred Term
14.3.1.7 Treatment-Emergent Adverse Events by Safety Set
Maximum Severity
14.3.1.8 Treatment-Emergent Adverse Events by Safety Set
Maximum Relationship to Investigational
Product
143.1.9 Serious Treatment-Emergent Adverse Safety Set
Events by Preferred Term
143.4.1.1 Summary of Clinical Chemistry Safety Set
143412 Shift of Clinical Chemistry Safety Set
143413 Potentially Clinically Significant (PCS) Safety Set
Values in Clinical Chemistry Excluding
Liver Function Tests
143.4.14 Potentially Clinically Significant (PCS) Safety Set
Values in Liver Function Tests Any Time
Post-baseline
143421 Summary of Hematology Safety Set
143422 Shift of Hematology Safety Set
143423 Potentially Clinically Significant (PCS) Safety Set
Values in Hematology
143431 Summary of Coagulation Safety Set
143432 Shift of Coagulation Safety Set
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143433 Potentially Clinically Significant (PCS) Safety Set
Values in Coagulation

143.44.1.1 Sumumary of Urinalysis, Continuous Safety Set
Parameters

14.3.44.1.2 Summary of Urinalysis, Categorical Safety Set
Parameters

14.3.44.2 Shift of Urinalysis Safety Set

143451 Summary of 12-Lead Electrocardiogram Safety Set

143452 Shift of Overall Electrocardiogram Safety Set
Interpretation

143453 Potentially Clinically Significant (PCS) Safety Set
QTcF Values

14.3.4.6.1 Summary of Vital Signs Safety Set

143462 Potentially Clinically Significant (PCS) Safety Set
Values in Vital Signs

14.3.4.7.1 Summary of Columbia-Suicide Seventy Safety Set
Rating Scale

14.3.4.7.2 Shift From Baseline in Columbia-Suicide | Safety Set
Severity Rating Scale (C-SSRS) Suicidal
Ideation and Suicidal Behavior by Study
Visit

143473 Shift From Baseline in Columbia-Suicide | Safety Set
Severity Rating Scale (C-SSRS) Maximum
Severity Score in Suicidal Ideation at Any
Time Post-baseline

14348 Summary of Physician Withdrawal Safety Set
Checklist (PWC-20)

14.3.4.9.1 Summary of Epworth Sleepiness Scale — Safety Set
Individual Items

14.3.49.2 Summary of Epworth Sleepiness Scale — Safety Set
Total Score
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Listings
16.2.1.1 Participant Disposition All Participants
16.2.12 Screen Failures Screen Failure
Participants
16.2.2.1 Inclusion/Exclusion Criteria Violations All Participants,
Excluding Screen
Failures
16222 Protocol Deviations Safety Set
16.2.3 Analysis Sets All Participants
16.2.4.1 Demographics and Informed Consent Safety Set
16.2.4.2 Child-bearing Potential Safety Set
16.2.4.3.1 Medical/Surgical History Safety Set
162432 Essential Tremor Disease History Safety Set
16.2.44.1 Prior Medications Safety Set
162442 Concomitant Medications Safety Set
16.2.4.5 Concomutant Procedures Safety Set
16.2.5.1 Investigational Product Dispensation and | Safety Set
Retum
16.2.5.2.1 Investigational Product Administration — Safety Set
Daily Dosing Diary
162522 Investigational Product Administration — Safety Set
Log Records
16253 Investigational Product Exposure and Safety Set
Adherence
51
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16.2.7.1 Adverse Events Safety Set
16.2.7.2 Serious Adverse Events Safety Set
16.2.73 Deaths Safety Set
16.2.7.4 Adverse Events Leading to Investigational | Safety Set

Product Discontinuation

16.2.7.5 Adverse Events Leading to Study Safety Set
Discontinuation
16.2.8.1.1 Chmical Chemustry Safety Set
16.2.8.1.2 Clinical Hematology Safety Set
16.2.8.1.3 Chmical Coagulation Safety Set
16.2.8.1.4 Urinalysis Safety Set
16.2.8.2.1 Pregnancy Test Safety Set
16.2.8.2.2 FSH Testing Safety Set
16.2.8.2.3 Local Drug Screen Safety Set
16.2.8.2.4 Local Alcohol Screen Safety Set
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16.2.8.2.5 Central Laboratory Drug Screen Safety Set

16.2.8.3 12-Lead Electrocardiogram (ECG) Safety Set

16.2.84 Vital Signs Safety Set

16.2.8.5 Physical Examinations Safety Set

16.2.8.6 Mental Status Examination Safety Set

16.2.8.7 Abbreviated Neurological Examination Safety Set

16.2.8.10 Columbia-Suicide Severity Rating Scale Safety Set

(C-SSRS)
16.2.8.11 Physician Withdrawal Checklist Safety Set
16.2.8.12 Epworth Sleepiness Scale Safety Set
53

Page 54 of 60



Certificate Of Completion

Envelope Id: 1171D0B2DF2443FCABTEBDOFEEFD3DFE

Status: Completed

Subject: Sage_324-ETD-303_sap_v1.0_20241022_methods pdf

Source Envelope:

Document Pages: 53
Certificate Pages: 6

AutoNav. Enabled

Envelopeld Stamping: Enabled

Signatures. 7
Initials: 0

Envelope Originator:

Time Zone. (UTC-05.00) Eastern Time (US & Canada)

Record Tracking

Status. Original
23-0Oct-2024 | 09:29

Signer Events

!

Sage Therapeutics

Securily Level. Email, Account Authentication
(Requirad)

Electronic Record and Signature Disclosure:

Not Offered wia DocuSign

Sage Therapeutics - Part 11

Security Level. Email, Account Authenticabion
(Required)

Electronic Record and Signature Disclosure:

Not Offered via DocuSign

Sage Therapeutics - Part 11

Sacunty Level Email, Account Authentication
(Required)

Electronic Record and Signature Disclosure:

Location: DocuSign

Signature

Signature Adoption: Uploaded Signature Image
Signature 1D
28381C0A-811F-448C-A297-569013A4FF00

using IP Address: ||

With Signing Authentication via DocuSign password
With Signing Reasons (on each tab):
| approve this document

Signature Adoption: Pre-selected Style
Signature 1D:
95A42B83B-78C2-4820-B3CO9-63A26F4312B3

Using IP Address. || RGN

With Signing Authentication wia DocuSign password
With Signing Reasons (on each tab)
| approve this document

Timestamp

Sent 23-Oct-2024 | 09:32
Resent. 23-0Oct-2024 | 2053
Viewed: 24-Oct-2024 | 08-44
Signed. 24-0Oct-2024 | 08.45

Sent 23-Oct-2024 | 09:32
Viewed: 23-Ocl-2024 | 11:22
Signed: 23-0c1-2024 | 11:23

Sent: 23-Oct-2024 | 09:32

Resent 23-0ct-2024 | 20:53
Viewed: 23-0Oct-2024 | 21:09
Signed: 23-0ct-2024 | 21:11

Signature Adoption: Pre-selected Style
Signature 1D:
104D24A1-5373-4DB6-9066-E2ED46AT602E
Using IP Addmsg_
Signed using mobile
With Signing Authentication via DocuSign password
With Signing Reasons (on each lab)

| approve this document

Page 55 of 60

DocuSign



Signer Events
Not Offared via DocuSign

Security Level: Email, Account Authentication
(Required)

Electronic Record and Signature Disclosure:
Accepted: 20-Jul-2021 | 11:15
1D: fd75acbc-bifa-4 fad-933d-bb55286e892e

Secunty Level Email, Account Authentication
(Required)

Electronic Record and Signature Disclosure:
Not Offered via DocuSign

Security Level. Email, Account Authenticabion
(Required)

Electronic Record and Signature Disclosure:
Not Offered wvia DocuSign

Sacurity Level: Email, Account Authentication
(Required)

Signature

Signature Adoption; Pre-selected Style

Timestamp

Sent: 23-Oct-2024 | 09:32
Viewed: 23-Oct-2024 | 09:37
Signed: 23-Oct-2024 | 09:38

Signature 1D
4CB4DTBF-3097-4230-AC1B-C40A2362AF T8

Using IP Address: ||

With Signing Authentication via DocuSign password
With Signing Reasons (on each tab)
| am the author of this document

Sent: 23-Oct-2024 | 0932
Viewed: 23-Oct-2024 | 09:36
Signed: 23-0ct-2024 | 09:37

Signature Adoption; Pre-selected Style
Signature 1D
B8801932-B1EB-4F32-B640-96A5FE300AG4

using IP Address: || IEGTEGEGNG

With Signing Authentication via DocuSign password
With Signing Reasons (on each tab)
| approve this document

Signature Adoption: Pre-selected Style
Sgnature 1D
67C05255-8COB-4377-9514-2BBASE4ABBAES

Using IP Address _

With Sigrung Authentication wvia DocuSign password
With Signing Reasons (on each tab):
| approve this document

Signature Adoption: Pre-selected Style
Signature 1D
JEEED344-DA0OD-4258-9915-CT8423F52T1E

Using IP Address || N

With Signing Authentication wia DocuSign password

Sent: 23-Oct-2024 | 09:32
Viewed: 23-Oct-2024 | 09:53
Signed. 23-0ct-2024 | 11:50

Sent- 23-Oct-2024 | 09:32
Viewed: 23-0Oct-2024 | 09.52
Signed: 23-0ct-2024 | 0954

With Signing Reasons (on each tab).
| approve this document

Page 56 of 60



Signer Events

Electronic Record and Signature Disclosure:

Not Offered wia DocuSign
In Person Signer Events
Editor Delivery Events
Agent Delivery Events
Intermediary Delivery Events
Certified Delivery Events
Carbon Copy Events
Witness Events
Notary Events

Envelope Summary Events

Envelope Sent
Certified Delivered
Signing Complete
Completed

Payment Events

Signature

Signature
Status
Status
Status
Status
Status
Signature
Signature

Status

Hashed/Encrypted
Security Checked

Securnty Checked
Security Checked

Status

Electronic Record and Signature Disclosure

Page 57 of 60

Timestamp

Timestamp
Timestamp
Timestamp
Timestamp
Timestamp
Timestamp
Timestamp
Timestamp

Timestamps

23-0ct-2024 | 0932
23-0ct-2024 | 0952
23-0ct-2024 | 0954
24-0ct-2024 | 0845

Timestamps



Electronic Record and Signature Disclosure created on: 10-Aug-2020 | 10:12
Parties agreed to: Lisa Reeves
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From time to time, Sage Therapeutics - Part 11 (we, us or Company) may be required by law to
provide to you certain written notices or disclosures. Described below are the terms and
conditions for providing to yvou such notices and disclosures electronically through the DocuSign
system. Please read the information below carefully and thoroughly, and if you can access this
information electronically to your satisfaction and agree to this Electronic Record and Signature
Disclosure (ERSD), please confirm your agreement by selecting the check-box next to ‘Tagree to
use electronic records and signatures’ before clicking ‘CONTINUE’ within the DocuSign
system.
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At any fime, you may request from us a paper copy of any record provided or made available
electronically to you by us. You will have the ability to download and print documents we send
to you through the DocuSign system during and immediately after the signing session and, if you
elect to create a DocuSign account, you may access the documents for a limited period of time
(usually 30 days) after such documents are first sent to vou. After such tune, if you wish for us to
send you paper copies of any such documents from our office to you, you will be charged a
$0.00 per-page fee. You may request delivery of such paper copies from us by following the
procedure described below.

Withdrawing your consent

If you decide to receive notices and disclosures from us electronically, you may at any time
change your mind and tell us that thereafter you want to receive required notices and disclosures
only in paper format. How you must inform us of your decision to receive future notices and
disclosure in paper format and withdraw your consent to receive notices and disclosures
electronically 1s described below.

Consequences of changing your mind

If you elect to receive required notices and disclosures only in paper format, it will slow the
speed at which we can complete certain steps in transactions with you and delivering services to
you because we will need first to send the required nofices or disclosures to you in paper format,
and then wait until we receive back from you your acknowledgment of your receipt of such
paper notices or disclosures. Further, you will no longer be able to use the DocuSign system to
receive required notices and consents electronically from us or to sign electronically documents
from us.

All notices and disclosures will be sent to you electronically
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Unless vou tell us otherwise m accordance with the procedures described herein, we will provide
electronically to you through the DocuSign system all required notices, disclosures.
authorizations, acknowledgements, and other documents that are required to be provided or made
available to you during the course of our relationship with you. To reduce the chance of you
madvertently not receiving any notice or disclosure, we prefer to provide all of the required
notices and disclosures to you by the same method and to the same address that you have given
us. Thus, you can receive all the disclosures and notices electronically or in paper format through
the paper mail delivery system. If you do not agree with this process, please let us know as
described below. Please also see the paragraph immediately above that describes the
consequences of your electing not to receive delivery of the notices and disclosures
electronically from us.

How to contact Sage Therapeutics - Part 11:

You may contact us to let us know of your changes as to how we may contact you electronically,
to request paper copies of certain information from us, and to withdraw your prior consent to

recelve notices and disclosures electronically as follows:
To contact us by email send messages to:

To advise Sage Therapeutics - Part 11 of your new email address

To let us know of a change m your email address where we should send notices and disclosures
electronically to you, you must send an email message to us at and in the
body of such request you must state: your previous email address, vour new email address. We
do not require any other information from you to change your email address.

If vou created a DocuSign account, vou may update 1t with your new email address through vour
account preferences.

To request paper copies from Sage Therapeutics - Part 11

To request delivery from us of paper copies of the notices and disclosures previously provided
by us to you electronically, you must send us an email toi and in the body of
such request vou must state your email address, full name, mailing address, and telephone
number. We will bill you for any fees at that time, if any.

To withdraw your consent with Sage Therapeutics - Part 11

To inform us that you no longer wish to receive future notices and disclosures in electronic
format you may:
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1. decline to sign a document from within your signing session, and on the subsequent page,
select the check-box indicating you wish to withdraw your consent, or you may;

11. send us an email to H and 1 the body of such request you must state your
email, full name, mailing address, and telephone number. We do not need any other information
from you to withdraw consent.. The consequences of vour withdrawing consent for online
documents will be that transactions may take a longer time to process..

Required hardware and software

The minimum system requirements for using the DocuSign system may change over time. The

current system requirements are found here: https://support.docusign.com/guides/signer-guide-
signing-svstem-requirements.

Acknowledging vour access and consent to receive and sign documents electronically

To confirm to us that you can access this information electromically, which will be simular to
other electronic notices and disclosures that we will provide to you, please confirm that you have
read this ERSD, and (1) that you are able to print on paper or electronically save this ERSD for
yvour future reference and access; or (11) that vou are able to email this ERSD to an email address
where you will be able to print on paper or save it for your future reference and access. Further,
if you consent to receiving notices and disclosures exclusively in electronic format as described
herein, then select the check-box next to ‘I agree to use electronic records and signatures’ before
clicking ‘CONTINUE" within the DocuSign system.

By selecting the check-box next to ‘I agree to use electronic records and signatures’. you confirm

that:

« You can access and read this Electronic Record and Signature Disclosure: and

o You can print on paper this Electronic Record and Signature Disclosure, or save or send
this Electronic Record and Disclosure to a location where you can print it, for future
reference and access; and

e Until or unless you notify Sage Therapentics - Part 11 as described above, you consent to
receive exclusively through electronic means all notices, disclosures, authorizations,
acknowledgements, and other documents that are required to be provided or made
available to you by Sage Therapeutics - Part 11 during the course of your relationship
with Sage Therapeutics - Part 11.
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