Statistical Analysis Plan

Sponsor

Emalex Biosciences, Inc.

Protocol Title:

A Multicenter, Randomized, Double-Blind, Placebo-Controlled,
Parallel-Group, Phase 2 Exploratory Study to Evaluate the
Efficacy and Safety of Ecopipam Tablets in Adults with
Childhood Onset Fluency Disorder (Stuttering)

Protocol Number:

EBS-101-COFD-201

Premier Research PCN: EMAL210851

Document Version: Final 2.0

Document Date: 1 1-Mar-2022
Approvals

Date

Signatures

Biostatistician

Print Name: Kristin Wilbom

Sign Name:

Premier Senior Statistical
Reviewer

Print Name: Whitney Stemple

Sign Name:

AD-5T-33.05 Effective date: 22-Jan-2018

Version Final 20 | 11-Mar-2022 | AD-PR-109.01 Effective date: 26-Jun-2017 Page 1 of 150



oy

Sponsor Emalex Biosciences, Inc. :
Pmotocol Number EBS-101-COFD-201 ' 1l
PCN Number EMALZ10851

Statistical Analysis Plan, p re m I E r

Date

(dd-Mmm-yyyy)

Print Name: Kai Fai Ho

Sign Name:

Emalex Biosciences, Inc.
Consultant

Print Name: Kerensa Saljoogi

Sign Name:

Emalex Biosciences, Inc.
Representative

Print Name: Atul R. Mahableshwarkar

Sign Name:

Emalex Biosciences, Inc.
Representative

AD-5T-33.05 Effective date: 22-Jan-2018
Version Final 20 | 11-Mar-2022 | AD-PR-109.01 Effective date: 26-Jun-2017 Page 2 of 150




Statistical Analysis Plan, p re ml E r

Sponsor Emalex Biosciences, Inc.
Pmotocol Number EBS-101-COFD-201
PCN Number EMALZ10851

oy

R e Mo e’ |

Document History

Updated to add two shift tables (14.3.5.2.1 - Laboratory Data: Shift from Baseline in
Chemistry Parameters by Study Visit and 14.3.5.7.1 — Laboratory Data: Shift from
Baseline in HbAle by Study Visit) and additional figures (SSS, CGI-1, PHQ-9, STAI-
State)

Whitney Stemple added as new senior reviewer

AD-5T-33.05 Effective date: 22-Jan-2018

Version Final 20 | 11-Mar-2022 | AD-PR-109.01 Effective date: 26-Jun-2017

Page 3 of 150



- premier )
I Sponsor Emalex Biosciences, Inc. h

Pmtocol Number EBS-101-COFD-201 researc
PCN Number EMAL210851
Table of Contents

AUPPIOVALS Lottt et et sttt st eaes cetaee saeee faeeb £t et £ebent ebeas £ entas £eaeat ottt et et aeeben shenen et 1
DIOCUIMEIIL HISTOTY ..ttt ittt et et et et seee steb 2t et oebens et easfemeaseaet e et et et seeben stenen st 3
LASE OF TABIES .ot e et bt et bt s sttt bt bt st bt s 6
LASE OF FIZUIES ..ttt et et st et et 4t et 2t et £t eet ek eas b eme s feaet et et et et seeten shenen st 6
L. OIVBIVIBW L1t s sttt ettt 4t et e d bt et b b Sata0e Sbsbes 42 bt ebsas 4 eb et Sadaes sh et et saads bebeb stne sbas 7
2. Study Objectives and Endpoints ... i i it et 7
210 SHUAY OBJECIIVES ..ttt et st et et et ettt eee et aasbesaasfeaet ottt et et et s shenen aeas 7
21010 PrAMAEY OBJECHIVE ..ottt it it st e st et cetets 2ot ees et easbesaas eaes eeet setet et en stenensras 7
2.1.2. Secondary OBJECIIVES. ..o oot i i e i et ettt eee et eas b etasfeae sttt et et et en bt eras 7
2,13, EXploratory OBJECLIVES ... .o i i i i it it et eee et benes et te et et et et en sbenenseas 7
220 Study Endpoings ..o e e et et et et et et et en et e 8
22010 Efficacy ENdpoints ... i i i it et ettt et et et et en et s 8
2.2.2. Safety ENdPOints ... i i i it ittt et et ettt et et et en steneneras 8
2.2.3. Exploratory Pharmacokinetic/Pharmacodynamic Variables ... 9

3. Overall Study Design and PLAn ... it 9
3.1 OWETALL DIBSIZI Lottt et st b et st stte 2ttt eessebensbeneasbenes s 9
3.2, Sample Size and POWET ..o i i i it ettt ettt et e e 10
330 Study POPUIATION ..o i e et e et et bt et ettt et et 10
34 Treatments AdminiStered...... oo i i s e s e s 10
3.5, Method of Assigning Subjects to Treatment Groups........cocoooi it iinni e e 10
3.6.  Blinding and Unblinding. ... et e 10
3.7, Schedule of EVENES. ..o i s st et st s sttt e b senen e 11

4. Statistical Analysis and Reporting ...t e 16
AlL INEOQUCTION ettt s et e et et e bt st bt es sttt bt st bt 16
42, Interim Analysis and Data MOnitoring ... e e e e 16

5. ANalysis POPULALIONS. ......oiiii i i i i e i et et et ees et b etaae b emes et ene e 16
General Issues for Statistical Analysis... ... e 17

6.1.  Statistical Definitions and Algorithms ... ... 17
0.1, 1 BASEIIIE. .. oot e e e b b et s bt et et st e 17
6.1.2. Adjustments fOr COVAMAIES. .. ..o iiii i i i i it ettt eee et eeasbeeeseees enee e 17
6.1.3. Multiple COmPAariSOMS. ... ..ooo. i i i i et st et et et setenssebensbestasbensas eees ene e 17
6.1.4. Handling of Dropouts or Missing Data... ... e e 18
6.1.5. Analysis Visit WINAOWS ..o i i i i et et e e 23
6.1.6. POONE OF SIIES ..ot e e et et ettt et besaasbeaetee s et 23
6.1.7. Derived Variables ... i it s st e s 23
6.1.8. Data Adjustments/ Handling/Conventions ..o o e e 27

AD-5T-33.05 Effective date: 22-Jan-2018
Version Final 20 | 11-Mar-2022 | AD-PR-109.01 Effective date: 26-Jun-2017 Page 4 of 150




10
11

12

i

13

14

- premier )
Sponsor Emalex Biosciences, Inc. h

Protocol Number EBS-101-COFD-201 researc
PCN Number EMAL210851

6.2.  Special Handling for COVID-19 DiSruplions. .....coo oo ot e e 29

Study Subjects and DemographiCs.... ... .o i e 30
7.1.  Disposition of Subjects and Withdrawals ... 30
7.2, Protocol Violations and Deviations ... i i s st e s s 30
7.3,  Demographics and Other Baseline CharacteriSties .. ..ottt e 31
74, Exposure and Complance ... i i ittt e e e 31

EATICACY ANAIYSIS L.ttt i e e et et et ettt ettt et et et 31
8.1 Primary Efficacy Analysis ..o i i e 32
8.2, Secondary Efficacy AnalySes ... i e 33
8.3.  Sensitivity and Supportive Analyses for Primary Endpoint ... 35

Safety and Tolerability AnalySis. ... e e 36
9.1, AdVErSE EVEILS Loouiii i i it i s st et st s bt e b st s 36
9.1.1. Adverse Events Leading to Withdrawal ... 37
9.1.2  Adverse Events of Special Interest and Other Adverse Events ... 37
9.1.3 Deaths and Serious Adverse EVEnts ... i st i 37
9.2 Clinical Laboratory Evaluations . ...t e 38
0.3 WAL STEIS ittt et et et et st et bbbt £ ebeasbettas et ee et et 38
0.4 ElectroCardiOZIAms ... ..o i it i et e i et ettt ene s ebeasteneas et et e 38
9.5  Physical EXAmMINAIONS .......oo. i i i e it it it setessseteassesaasbenes eees enee e 39
9.6  Further Safety Evaluations.... ... i i i ittt e e 39
9.6.2 Columbia Suicide Severity Rating Scale (C-SSRS) ... 39
0.6.3 Patient Health Questionnaire-9 (PHOQ-=9) ..ot e e e e 39
9.6.4 State-Trait Anxiety Index-Adult (STAT-AD) .. 39
9.6.5 Extra-Pyramidal Symptom Rating Scale (ESRS) ... 39
9.7  Concomitant MediCations ... ..o it i st st i et s sttt e b senen s 40

Changes from Planned Analysis . ... .o e e 40

Population Pharmacokinetic (PK) Analysis.. ... e 40

RETBIEIICES ...t et e b e et ettt st bt s b et s 41

Tables, Listings, and FIZUIES ...t i e st st e s et seteneseten e 42
13.1  Planned Table DeSCriplions ... .....ooi i it st st e s seet seeetesenenesetene e 42
13.2  Planned Listing DeSCripiOns .......ooiii ittt it st st ceaes seses ssat seeetesetensenene e 47
13.3  Planned Figure DescripliOns . ......o it it st st seees seses sset seeetesatens etene e 49

Tables, Listings, and Listing Shells ... e 50
14.1  Standard Layout for all Tables, Listings, and Figures ...........cco o 50
14.2  Planned Table Shells. ... i s e s e 52
143 Planned Figure Shells ..o e et et et 104
144 Planned Listing Shells ... e e e et e et e 108

AD-5T-33.05 Effective date: 22-Jan-2018

Version Final 20 | 11-Mar-2022 | AD-PR-109.01 Effective date: 26-Jun-2017 Page 5 of 150



Statistical Analysis Plan, p remi E l'

Sponsor Emalex Biosciences, Inc.
Protocol Number EBS- 101-COFD-201 research
PCN Number EMAL210851

Appendix |: Premier Research Library of Abbreviations ... 148

List of Tables

Table 1: Dosing Weight Bands ... i st e e et et it senen e 10
Table 2: Schedule 0f EVENES . ..o i i i s sttt st st s sttt s e 12
Table 3: Efficacy Variable Visit WiIndows ... i e e et e 23
Table 4: Demographic Data Summary Tables and Figures ... 43
Table 5: EFfICacy DEA ..ottt et et et b e st setee saeet steteaeteteseten e 43
Table 6: SATEty DALA.. .....ooiii it et et es et ae b eeea e eaee setee st et sttt et eeten e +4
Table 7: Planned LIStNES.......ooi ittt et et et st eaes seeaes setee saet saeetesatetesetene e 47
Table 8: Planned FIZUIES ...ttt et et st st setee sasat seeet satenesetene e 49

List of Figures

Figure |: Standardized Layout. ... i i e it et et et e e et e 51
Figure 2: Planned Table Shells ... i i et e 53

AD-5T-33.05 Effective date: 22-Jan-2018
Version Final 20 | 11-Mar-2022 | AD-PR-109.01 Effective date: 26-Jun-2017 Page 6 of 150




Statistical Analysis Plan, .
PCN Mumber EMALZ210851

ol Number EBS.101-COPD.201 premier,

T

1. Overview

This statistical analysis plan (SAP) describes the planned analysis and reporting for

Emalex Biosciences, Inc. protocol number EBS-101-COFD-201 (A Multicenter, Randomized,
Double-Blind, Placebo-Controlled, Parallel-Group, Phase 2 Exploratory Study to Evaluate the
Efficacy and Safety of Ecopipam Tablets in Adults with Childhood Onset Fluency Disorder
(Stuttering), dated 16-Jul-2021 and protocol version 4.0. Reference materials for this statistical
plan include the protocol and the accompanying sample data collection documents. Operational
aspects related to collection and timing of planned clinical assessments are not repeated in this
SAP unless relevant to the planned analysis.

The structure and content of this SAP provides sufficient detail to meet the requirements
identified by the Food and Drug Administration (FDA), European Medicines Agency (EMA),
and Intemational Conference on Harmonization (ICH) of Technical Requirements for
Registration of Pharmaceuticals for Human Use: Guidance on Statistical Principles in Clinical
Trals'. All work planned and reported for this SAP will follow internationally accepted
guidelines, published by the American Statistical Association® and the Royal Statistical Society?,
for statistical practice.

The planned analyses identified in this SAP may be included in clinical study reports (CSRs),
regulatory submissions, or future manuscripts. Also, post-hoc exploratory analyses not
necessarily identified in this SAP may be performed to further examine study data. Any post-hoc
or unplanned, exploratory analysis performed will be clearly identified as such in the final CSR.

The statistical plan described hereafter is an a priori plan. It will be submitted to file prior to any
unblinded inferential or descriptive analysis of data pertaining to Emalex Biosciences, Inc.'s
study EBS-101-COFD-201.

2. Study Objectives and Endpoints
2.1.  Study Objectives
2.1.1. Primary Objective

The primary objective is to evaluate the efficacy of ecopipam tablets in adult subjects with
childhood onset fluency disorder.

2.1.2. Secondary Objectives

The secondary objectives are to evaluate the safety of ecopipam tablets in adult subjects with
childhood onset fluency disorder and to characterize the pharmacokinetics (PK) of ecopipam and
its active metabolite (EBS-101-40853) after oral administration of ecopipam in this patient
population.

2.1.3. Exploratory Objectives

To evaluate the potential PK/pharmacodynamic relationship between plasma levels of ecopipam
and EBS-10140853 and safety and/or treatment effect, if possible.

AD-5T-33.05 Effective date: 22-Jan-2018
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2.2.  Study Endpoints
2.2.1. Efficacy Endpoints

2.2.1.1. Primary Efficacy Endpoint

The primary efficacy endpoint of this study is the change in the Stuttering Severity Instrument
4th Edition (SSI-4) from Baseline to Week 12 for subjects receiving ecopipam compared with
subjects receiving placebo as assessed by a central rater.

2.2.1.2. Key Secondary Efficacy Endpoints

The key secondary efficacy endpoints are:

e Change from Baseline in the Subjective Screening of Stuttering (SSS) score for subjects
receiving ecopipam compared with subjects receiving placebo from Baseline to Week
12.

e Improvement in the Clinical Global Impression-Severity (CGI-S) score for subjects
receiving ecopipam compared with subjects receiving placebo from Baseline to Week
12.

2.2.1.3. Other Secondary Efficacy Endpoints

The secondary efficacy endpoints of this study include the following:

e Change in the Overall Assessment of the Speaker's Experience of Stuttering (OASES)
score for subjects receiving ecopipam compared with subjects receiving placebo from
Baseline to Week 12.

e Clinical Global Impression — Improvement (CGI-I) score for subjects receiving ecopipam
compared with subjects receiving placebo at Week 12.

e Change in the SSI-4 percentage of syllables stuttered for subjects receiving ecopipam
compared with subjects receiving placebo from Baseline to Week 12.

e Change in the SSI-4 frequency sub-score for subjects receiving ecopipam compared with
subjects receiving placebo from Baseline to Week 12.

e Change in the SSI-4 duration sub-score for subjects receiving ecopipam compared with
subjects receiving placebo from Baseline to Week 12.

e Change in the OASES Section I'V score for subjects receiving ecopipam compared with
subjects receiving placebo from Baseline to Week 12.

e Changes in all primary and secondary endpoints for subjects receiving ecopipam
compared with subjects receiving placebo from Baseline to Weeks 4 and 8.

2.2.2. Safety Endpoints

The safety endpoints of this study include the following:

s All adverse events (AEs) and serious adverse events (SAEs) (all visits)

e Hematology, blood chemistry, and urine values at Screening, Baseline, Week 12, and 7
and 14 day Follow-up visits

AD-5T-33.05 Effective date: 22-Jan-2018
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e Measurements of vital signs (height, weight, orthostatic blood pressure, and pulse) at
Baseline, Weeks 4, 8 and 12, and 7 and 14 day Follow Up visits
e |2-lead electrocardiogram (ECG) at Baseline, Weeks 4, 8 and 12, and 7 and 14 day
Follow Up visits
e Complete physical examination at Baseline and Week 12 and brief physical exam as
necessary per PI judgment based on reported symptoms at all other clinic visits
e Columbia-Suicide Severity Rating Scale (C-SSRS) at all visits except 30 day Follow Up
visit)
e Patient Health Questionnaire-9 (PHQ-9) at Screening, Baseline and Weeks 4, 8, and 12
e State-Trait Anxiety Inventory for Adults™ (STAI-AD) at Baseline and Weeks 4, 8, and
12)
e Extra-pyramidal Symptom Rating Scale (ESRS) at Baseline and Weeks 4, 8, and 12
e Signs or symptoms or withdrawal, abuse, and dependence throughout the study

2.2.3. Exploratory Pharmacokinetic/Pharmacodynamic Variables

The PK endpoints of the study include the concentrations of ecopipam and its major (active)
metabolite, EBS-101-40853, at Weeks 4 and 12.

3. Overall Study Design and Plan

3.1.  Overall Design

This is a multicenter, randomized, double-blind, placebo-controlled, parallel-group, Phase 2
exploratory study in adult subjects with childhood onset fluency disorder.

The Central Enrollment Committee (CEC) has been developed as a quality measure to focus on
ensuring that all of the inclusion are met and none of the exclusion criteria are met, and
confirmation of diagnosis based on the comprehensive information gathered and verified by the
Investigator. Subjects who receive CEC affirmation during the 28-day screening period may
proceed to the Baseline visit.

At the Baseline visit, eligible subjects will be randomized 1:1 to receive either a target steady-
state dose of ecopipam ~2 mg/kg/day or matching placebo for a 12-week Treatment Period
consisting of a 4-week Titration Phase followed by an 8-week Maintenance Phase.

Subjects will return to the clinic 4, 8, and 12 weeks after Randomization and Follow-up visits 7
and 14 days after completing the Treatment Period or Early Discontinuation. Efficacy
assessments will be conducted at Weeks 4, 8, and 12, and safety assessments will be conducted
at all visits. Subjects will have AEs and other safety parameters assessed by phone or video
conference at Weeks 2, 6, and 10, and 30 days after the last study drug administration. Signs or
symptoms of withdrawal, abuse, and dependence will be monitored throughout the study.

The SSI4 will be administered by a dedicated site rater who is trained and certified by the
Sponsor-approved central rater. All SS14 interviews will be video recorded.

At the end of the Treatment Period or Early Discontinuation, subjects will taper study drug by
25 mg/day until off study drug, for up to 1 week.

AD-5T-33.05 Effective date: 22-Jan-2018
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Where possible, safety and efficacy assessments will be made available for remote
administration in the case that restrictions, as a consequence of the novel coronavirus disease-
2019 (COVID-19) or other natural disaster, prevent in-clinic study visits.

3.2,  Sample Size and Power

A sample size of 68 subjects (34 subjects per treatment arm) will provide =80% power to detect
a 20% difference on the SSI-4 between ecopipam and placebo groups on change from Baseline
to Week 12, with standard deviation = 24.7 and alpha = 0.05, assuming 10% drop out.

3.3.  Study Population

This study will enroll male and female adult subjects (= 18 years of age), weighing = 45 kg, with
childhood onset (prior to 8 years old) fluency disorder.

34 Treatments Administered

Ecopipam or placebo 12.5, 50, and 75 mg tablets will be supplied for a target dose of

~2 mg/kg/day during the 4-week Titration Phase and the 8-week Maintenance Phase for each of
the weight bands. All doses will be administered once daily in the evening at bedtime, except for
in-clinic dosing at Visit 4.

At the end of the Treatment Period or Early Discontinuation, subjects will taper study drug by
25 mg/day until off study drug, for up to 1 week.

Dosing will be stratified by the following weight bands to better achieve the target dose: 45 to
<68 kg; 69 to <83 kg; and =83 kg.

Table 1: Dosing Weight Bands

Maintenance
Titration Phase Phase
Weight (kg) Dose (mg) Dose (mg) Dose (mg) Dose (mg) Dse (mg)
Week #1 Week #2 Week #3 Week #4 Week #5 - 12
45 1o =68 25(2 = 12.5) 50 75 100 (2 % 500 100 (2 x 50)
69 to =83 25(2 = 12.5) 50 1002 % 500 150(2 = 75) 150(2 = 75)
=R3 25(2 = 12.5) 50 1002 % 500 200 (4 x 50) 200 (4 x 50)

3.5. Method of Assigning Subjects to Treatment Groups

Subjects will be randomized 1:1, stratified by weight band, to receive either a target steady-state
ecopipam HCl dose of ~2 mg/kg/day or matching placebo.

3.6. Blinding and Unblinding

The subject and all personnel involved with the conduct and interpretation of the study, including
the Investigators, study site personnel, the Sponsor and contract research organization (CRO)
clinical staff, including the Medical Monitor, will be blinded to study medication

AD-5T-33.05 Effective date: 22-Jan-2018
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A detailed schedule of events for the study is provided in Table 2.
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Treatment Period Taper Phase# Follow-Up
Completion/
Assessment Screening | Baseline plett Day 7 &
Titration Phase Maintenance Phase Early Termination :;4 Day 30 | ynscheduledos
Study Week Up to-4 0 2* 4 [ 8 10* 12 134 14 16*
Study Days Up to -28 1 1443 28+3 4243 563 T0+3 8443 9143, 11443
98+3
Study Visit Number Vvl V2 V3 V4 Vs Ve V7 VR VO & VID Vil
Informed Consent® X
Inclusion/ Exclusion X X
Medical Psychiatric/ X X
Medication History
CEC eligibility
eligibility X
determination
Randomization X
Physical Exam/Vital X X X X X X X
Signs®
Local ECG X X X X X X X
Laboratory tests
(Hematology, Chemisiry X X X X X X X
and urinalysis)®
Teitia e ——
Urne Drug Screen X X X X
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Treatment Period Taper Phase# Follow-Up
Assessment Sereening | Baseline Completion/ Day 7 &
Titration Phase Maintenance Phase Early Termination 14 Day 30 Unscheduled-
Study Week Up to-4 0 2* 4 [ 8 10* 12 13 & 14 16
Study Days Up to -28 1 14+3 28+3 42+3 563 T3 84+3 O1+3, 98+3 114+3
Study Visit Number Vvl V2 V3 V4 Vs Ve V7 VR VO & VID Vil
Unne Pregnancy Test X X X X
DSM-5 Criteria for X
Smttering checklist
S81-4 X X X X X X
CGlL-5 X X X X X
CGl-l X X X X
SSS X X X X
OASES X X X X
C-SSRS X X X X X X X X X X
ESRS % % % %
PHQ X X X X X X
STAL-AD X X X X X
PE Blood Draws Xt e
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Treatment Period Taper Phase# Follow-Up
Completion/
Assessment Screening | Baseline pletl Day 7 &
litration Phase Maintenance Phase Early Termination 14 Day 30 Unscheduled-
Study Week Up to -4 0 2% 4 o 8 1o 12 13 & 14 1o*
Study Days Up to -28 1 1443 28+3 4243 | 5623 T0+3 B4+3 91+3, 98+3 | 11443
Study Visit Number Vi V2 V3 V4 V5 Vo V7 VE VO & VIO Vil
Assess Adverse Events X X X X X X X X X X X
Assess Conconmitant X X X X X X X X
Medications
Dispense Study Druge X Xr X X X
Collect Unused Study
Diug/Assess drug
compliance

Abbreviations: AE = adverse event; BP = blood pressure; CEC = Central Enrollment Committee; CG1-8/1 = Clhinical Global lmprovement-
Severity/Improvement; C-S8RS = Columbia-Suicide Severity Rating Scale; DSM-5 = Diagnostic and Statistical Manual for Mental Disorders, 5w edition; ECG =
electrocardiogram; ESES = Extra-pyramidal Symptom Rating Scale; HR. = heart rate; OASES = Overall Assessment of the Speaker’s Experience of Stuttering;
PH()-9 = Patient Health Questionnaire-9; PK = pharmmacokinetic(s); S581-4 = Stuttening Seventy Instrument; $88 = Subjective Screening of Stuttering; STAI-AD
= Sate-Trit Anxiety Inventory for Adults;
a Informed consent must be performed prior o screening assessments.
v A complete physical examination will be conducted at Baseline and Week 12 and a brief physical exam as necessary per Pl judgment based on reported
sympioms at all other clinie visits. Vital signs will include, pulse, HR, BP, orthostatic BP and pulse (done 5 minutes afier being supine and then 3 minutes afier

standing), weight and height (height measured at Screening only).

¢ Subjects should be in a fasting state (8 hours) for laboratory tests after Visit 1 Screening. HbAle will be measured at the Baseline and Completion/Early

Termmaton visils.

4 The S81-4 will be administered by a Sponsor-approved, qualified rater. All 8514 interviews are conducted via video recording with the subject and interviewer
in separate locations and recordings will be scored by the central rater. The central rater scores will be used for all analyses. Every attempt should be made, per

subject, to perform the SS1-<4 interview by the same SS1-4 miterviewer at the same time and same location at each visit.
e The STAL form ¥-1 (State) will be completed at all marked visits. The STAI form Y-2 (Trait) will be completed at Baseline visit only and administered after

the State portion (STAI Form ¥-1) as per STAL-AD Manual (page 13).

£ A morning appointment will be made and subjects will be instructed not to take their preseribed dose of study drug within the previous 24 hours. Subjects

AD-5T-33.05 Effective date: 22-Jan-2018
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will be instructed to record the date and time of the last administration of study dmg prior to the study visit Three PK samples will be collected at 1) pre-dose
{20 to 36 hours since the last dose); and 2) post-dose between 0.5 and 1.5 hours; and 3) post-dose between 2 and 4 hours after siudy drug adminisiration. Any
samples should be collected at least 30 min apart. A missed PK collection due o consequences of COVID-19 or other natural disaster will not be considered a
protocol deviation.

z Subjects will be instructed to record the date and time of the last administration of study drug prior o the study visit. A PK blood sample will be collected at
the end of the visit with the time of sample collection recorded. A missed PK collection due to consequences of COVID-19 or other natural disaster will not be
considered a protocol deviation.

w Site personnel who are delegated the responsibility to dispense tudy drug may coordinate the shipment of study drug to be delivered to a subject’s residence by
in the case that restrictions, as a consequence of COVID-19 or other natural disaster, prevent in-clinic study visits.

# Sudy dmg will be dispensed for the Taper Phase reducing by 25 mg/day until off study drug.

* Weeks 2, 6, 10, and 16 are remole assessment visits. IF there are any abnormal findings, the subject may be brought to the site for a full assessment. The
remole assessment visit al Week 16 (30 days after the last siudy drug administration) is o assess any adverse events that may have occurred.

oo P1will discuss which assessmenits are best suited for the Unscheduled visit with Study Medical Monitor.

i Where possible safety and efficacy assessments will be made available for remote administration in the case that restrictions, as a consequence of COVID-19
or other natural disaster, prevent in-clinic study visils.

AD-5T-33.05 Effective date: 22-Jan-2018
Version Final 20 | 11-Mar-2022 | AD-PR-109.01 Effective date: 26-Jun-2017 Page 15 of 150




I Statistical Analysis Plan, p remier \

Sponsor Emalex Biosciences, Inc.
Pmotocol Number EBS-101-COFD-201
PCN Number EMALZ10851

T

4. Statistical Analysis and Reporting
4.1. Introduction

Data processing, tabulation of descriptive statistics, calculation of inferential statistics, and
graphical representations will be performed primarily using SAS (release 9.4 or higher). If the
use of other software is warranted, the final statistical methodology report will detail what
software was used for what purposes.

Continuous (quantitative) variable summaries will include the number of subjects (n) with
non-missing values, mean, standard deviation (SD) median, minimum, and maximum.

Categorical (qualitative) variable summaries will include the frequency and percentage of
subjects who are in the particular category or each possible value. In general, the denominator
for the percentage calculation will be based upon the total number of subjects in the study
population for the treatment groups, unless otherwise specified. The denominator for by-visit
displays will be the number of subjects in the relevant study population with non-missing data at
each visit.

The minimum and maximum will be reported with the same degree of precision (i.e., the same
number of decimal places) as the observed data. Measures of location (mean and median) will be
reported to | degree of precision more than the observed data and measures of spread (SD) will
be reported to 2 degrees of precision more than the observed data.

Percentages will be presented to | decimal place, unless otherwise specified.

Unless otherwise indicated, all statistical tests will be conducted of <0.05 will be considered
statistically significant using 2-tailed tests. P values and corresponding 95% confidence intervals
(CIs) will be presented for statistical tests.

Statistical testing will be performed at the 0.05 level using two-tailed tests. A P value of <0.10
but = 0.05 will be considered evidence of a trend.

4.2.  Interim Analysis and Data Monitoring
No interim analyses are planned.
5. Analysis Populations

The following analysis populations are planned for this study:

e Safety Population (SAF): The Safety Population includes all subjects who received at
least | dose of study drug. The Safety Population will be used for the analysis of the
safety endpoints. Subjects will be analyzed by actual treatment received.

e Modified Intent-To-Treat Population (mITT): The mITT population includes all
randomized subjects who received at least | dose of study drug and have at least 1 post-
baseline efficacy evaluation completed. The mITT population will be used for the
analysis of primary and secondary efficacy endpoints. Subjects will be analyzed by
randomized treatment.

AD-5T-33.05 Effective date: 22-Jan-2018

Version Final 20 | 11-Mar-2022 | AD-PR-109.01 Effective date: 26-Jun-2017 Page 16 of 150



I Statistical Analysis Plan, p remier N\
Sponsor Emalex Biosciences, Inc. :
Pmotocol Number EBS-101-COFD-201 L 11

PCN Mumber EMALZ210851

T

¢ Pharmacokinetic Population (PK): The PK Population includes all subjects from the
Safety population who have a valid concentration measurement.

e Per Protocol (PP): The PP Population includes all subjects from the mITT population
who have no important protocol deviations. Subjects will be analyzed by randomized
treatment.

Before data are released for statistical analysis, a blinded review of all data will be
performed by the Sponsor’s clinical team to identify protocol deviations that may
potentially affect the results. At that time, it will be determined if subjects should be
excluded from the PP Population. The list of subjects to be excluded from the PP
Population, along with the reason for exclusion, will be finalized prior to database
unblinding.

6. General Issues for Statistical Analysis
6.1.  Statistical Definitions and Algorithms
6.1.1. Baseline

The last non-missing observation recorded before receiving the first dose of study drug will be
used as the baseline observation for all calculations of change from baseline.

6.1.2. Adjustments for Covariates

If there is a statistical difference among treatment groups with respect to baseline characteristics,
that variable may be added to the statistical models as a covariate to determine the effect on
treatment. Baseline efficacy scale scores and study site are planned for inclusion in statistical
models, unless otherwise indicated. See Section 8 for more details.

6.1.3. Multiple Comparisons

The type | error rate for the study will be preserved by using sequential (hierarchical) testing for
the primary, key secondary, and secondary endpoints of the mITT population. The key secondary
endpoint will only be tested if ecopipam treatment is significantly different from placebo for the
primary endpoint.

The hierarchical order for testing the null hypotheses will be done in the following order:

Primary Endpoint:

I. Mean change from baseline in SSI-4 total score at Week 12.

Kev Secondary Endpoints:

2. Mean change from baseline in SSS at Week 12.
3. Mean change from baseline in CGI-S score at Week 12.

Other Secondary Endpoints:

4. Mean change from baseline in OASES overall impact score at Week 12.
5. Summary of CGI-1 at Week 12.
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Mean change from baseline in the SSI-4 percentage of syllables stuttered at Week 12.

Mean change from baseline in the SSI-4 frequency subscore at Week 12.

Mean change from baseline in the SS1-4 duration subscore at Week 12.

Mean change from baseline in the OASES section I'V (Quality of Life) subscore at

Week 12.

10. Mean change from baseline in SS1-4 total score at Week 8.

I1. Mean change from baseline in SS8 at Week 8.

12. Mean change from baseline in CGI-S score at Week 8.

13. Mean change from baseline in OASES overall impact score at Week 8.

14. Summary of CGI-1 at Week 8.

15. Mean change from baseline in the SS1-4 percentage of syllables stuttered at Week 8.

16. Mean change from baseline in the SS1-4 frequency subscore at Week 8.

17. Mean change from baseline in the SS1-4 duration subscore at Week 8.

18. Mean change from baseline in the OASES section I'V (Quality of Life) sub-score at
Week 8.

19. Mean change from baseline in SS1-4 total score at Week 4.

20. Mean change from baseline in S5S at Week 4.

21. Mean change from baseline in CGI-S score at Week 4.

22. Mean change from baseline in OASES overall impact score at Week 4.

23. Summary of CGI-1 at Week 4.

24, Mean change from baseline in the SSI-4 percentage of syllables stuttered at Week 4.

25. Mean change from baseline in the SSI-4 frequency subscore at Week 4.

26. Mean change from baseline in the SSI-4 duration subscore at Week 4.

27. Mean change from baseline in the OASES section I'V (Quality of Life) subscore at

Week 4.

Because the testing is sequential, the type I error rate of o = 0.05 is maintained. Failure at any
stage in the sequence implies automatic failure at all subsequent stages. Those tests will be
considered as exploratory without any formal conclusions drawn from them. All P values for
each comparison without adjustments will be provided in the summary tables for informational

purposes.

No adjustments will be made for multiple comparisons for other endpoints.
6.1.4. Handling of Dropouts or Missing Data

All possible efforts will be made to ensure that subjects stay in the study and all data is collected
as scheduled however, the occurrence of missing data cannot be completely eliminated. The
primary analysis population for all efficacy analyses will be the mITT Population. Several
methods will be used to handle missing data for the primary analysis only (SSI-4 total score),
including:

 MMRM
e MI using placebo-based (jump to control) imputation

The MMRM method with a Kenward-Roger approximation to estimate degrees of freedom for
the denominator will be used for the primary and secondary analyses. By default, MMRM
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implements a standard MAR approach using the restricted maximum likelihood (REML)
method. A sensitivity analysis using the M1 method with placebo-based imputation will be
performed to assess the robustness of the MAR assumptions for the primary endpoint only for
the mITT population.

The above procedures are described in the below sub-sections.

Any subject who withdraws from the study or who misses a scheduled visit or assessment
through Week 12 will have their primary efficacy data (SSI1-4 total score) analyzed as observed
(with missing data not imputed) and will also have their efficacy data analyzed as imputed using
multiple imputation, which will be presented as a sensitivity analysis. Secondary efficacy data
will be analyzed as observed (with missing data not imputed). Safety data will not be imputed
and will be analyzed as observed.

PK data at Weeks 4 and 12 may not be collected due to COVID-19. Any PK data not collected at
these time points will be notated in listings and not analyzed in tables.

6.1.4.1. MMRM Analysis Method

The SSI4 total score will be analyzed using a MMRM model as the primary analysis method,
with change from baseline as the dependent variable and fixed, categorical effects of treatment
group, visit, study site, weight-band, and treatment group-by-visit interactions as well as the
continuous, fixed covariate of baseline S5I-4 total score.

The MMRM method has been demonstrated extensively as an appropriate choice for the primary
analysis in longitudinal confirmatory clinical trials with continuous endpoints (Mallinckrodt et.
Al, 20082). This analysis method, which is from a broader class of direct-likelihood analyses
methods, makes use of fully and partially observed data sequences from individual subjects by
estimating the covariance between data from different time points (Molenberghs and Kenward,
20072). Further, it is often useful to implement MMRM using an unstructured approach to
modeling both the treatment-by-time means and the variances and covariances, leading to what is
essentially a multivariate normal model wherein treatment group means at the primary time point
are adjusted to reflect both the actual observed data and the projected outcomes from the subjects
with missing data (Cnaan et al., 19975, Molenberghs et al., 2004Z, Molenberghs and Kenward,
20073).

As a direct likelihood method, the MMRM method is a preferred approach for handling missing
data in such designs and will be used as the primary analysis method for all efficacy endpoints
where assessments are made over time. MMEM is a full multivariate model in nature, which
avoids potential bias as a predetermined model and operates in a more general missing at random
(MAR) framework (Mallinckrodt et al., 20018). Data are considered MAR if, conditional upon
the independent variables in the analytic model, the missingness depends on the observed
outcomes of the variable being analyzed but does not depend on the unobserved outcomes of the
variable being analyzed. This assumption implies that the behavior of the post dropout
observations can be predicted from the observed variables, and therefore that treatment effect can
be estimated without bias using the observed data (European Medicines Agency, 20102). For
studies of missing data in a controlled clinical trial setting, MAR is usually considered as a
plausible underlying missing mechanism (Molenberghs and Kenward, 20075; Siddiqui et al.,
200910, Mallinckrodt et al., 20082, Mallinckrodt et al., 20134). The assumption of MAR is often

AD-5T-33.05 Effective date: 22-Jan-2018

Version Final 20 | 11-Mar-2022 | AD-PR-109.01 Effective date: 26-Jun-2017 Page 19 of 150



I Statistical Analysis Plan, p re ml E r

Sponsor Emalex Biosciences, Inc.
Pmotocol Number EBS-101-COFD-201
PCN Number EMALZ10851

oy
LTl

reasonable because, particularly in longitudinal studies wherein the evolution of treatment effects
is assessed by design over time, the observed data and the models used to analyze them can
explain much of the missingness (Little and Rubin, 19872, Verbeke and Molenberghs, 20004),
This point may be especially relevant in well-controlled studies, in which extensive efforts are
made to observe all outcomes and factors that influence them while subjects are following
protocol-defined procedures. Thus, longitudinal clinical trials by their very design aim to reduce
the amount of missing not at random (MNAR) data (missingness explained by unobserved
responses), thereby increasing the plausibility of MAR (Mallinckrodt et al., 20082).

6.1.4.2. Multiple Imputation Methods

Although the assumption of MAR, as used for the primary efficacy analysis method, is often
reasonable in clinical trials, the possibility of MNAR data cannot be ruled out. Therefore,
analysis valid under MNAR will also be performed. Both a MNAR- and MAR-based analyses
using MI methods will be the basis upon which sensitivity of the analysis to missing data are
assessed.

Any subject who withdraws or is discontinued from the study or who misses a scheduled visit or
assessments up through Week 12 will have their primary efficacy missing data analyzed as
imputed using MI techniques. This analysis will be presented as a sensitivity analysis.

Multiple imputation is a simulation-based approach where missing values are replaced using an
appropriate stochastic model given the observed data and covariates, creating multiple completed
data sets. These completed datasets are then analyzed using standard analysis methods (MMRM
for this study), and the different parameter estimates across the datasets are then combined to
produce unique point estimates, standard errors, and confidence intervals taking into account the
uncertainty of the imputation process.

In most randomized clinical trials that collect data over time, the great majority of missing data
follow a monotone pattern. That is, once a subject has a missing data for some visit, data will be
missing for all subsequent visits. Typically, there is also a small amount of non-monotone
missing data (i.e., some subjects have missing values for intermediate visits, but have non-
missing data at subsequent visits).

The following MI analysis models, based on the MNAR approach, will be used to examine
robustness of the primary analysis results.

MI with Placebo-Based Imputation

A placebo-based (jump to control) multiple imputation for missing SS1-4 total scores will be
carried out for subjects who withdraw from the study or have missing data at a scheduled visit
through Week 12, as indicated previously. The imputation has three broad components: i) the
multiple imputation process for the placebo data; ii) the multiple imputation process for the
ecopipam data; and iii) the analysis model that will be used to draw inference regarding the
primary causal estimands along with the method for combining the results across the multiply-
imputed datasets. The primary causal estimands are defined in Section 8.1.
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Step I: 1f the data has a non-monotone pattern of missingness, then a monotone data
augmentation method using Markov-Chain Monte-Carlo (MCMC) will be used to impute data
that is missing and required to make the missing data pattern monotone. Fifty datasets with a
monotonic missing pattern will be generated. This method will use a non-informative Jeffreys
prior to derive the posterior mode from the expectation-maximization (EM) algorithm as the
starting values for the MCMC method. Intermittent missing values will be imputed using the
MCMC method assuming a multivariate normal distribution over all variables included in the
imputation model (i.e., treatment group, baseline, and each post-baseline visit). The MCMC
statement of the MI procedure in SAS (PROC MI) will specify the CHAIN=MULTIPLE option,
so that the procedure uses multiple chains and completes the default 200 burn-in iterations before
each imputation, and the IMPUTE=MONOTONE option to create the 50 partially imputed
datasets with a monotone missing pattern. The seed of the pseudorandom number generator used
to randomly generate imputations for the missing values in Step | is 3590145.

Assumptions underlying the partial imputation step are such that subjects with missing data
follow the same model as other subjects in their respective treatment arm that have complete
data.

If the raw data has a monotone pattern of missingness, then the same procedures described above
can be followed to create 50 identical datasets that will be used as an input dataset for the next

step.

Step 2: The second stage will impute missing post-informative subject withdrawal monotone
data in a sequential manner, using a method proposed by Ratitch and O’Kelly:2. The post-
informative subject withdrawal values in each of the imputed datasets for the ecopipam arm will
be set to missing, thus leaving a dataset with multiply-imputed values and monotone missing
data patterns due to early termination as a result of AEs, lack of efficacy, i.e., this dataset will
contain the complete data for all placebo subjects (observed and imputed under MAR) and the
ecopipam subjects (intermittent missing data imputed under MAR and monotone missing data
for non-informative withdrawal imputed under MAR), with monotone missing data due to
informative withdrawal left as missing (to be imputed under MNAR)). The second stage of the
imputation procedure will handle the MNAR imputation for the monotone missing post-
informative subject withdrawal data in the ecopipam subjects. A new dataset will then be created
with all placebo subjects including their observed and imputed data, as well as records from
ecopipam that are classified as MNAR. Then ecopipam subjects will have all MNAR missing
data imputed based on placebo data. Once the MNAR data is imputed, this data (containing all
placebo data and imputed MNAR data for ecopipam) will then be combined with non-missing
and imputed MAR. data from ecopipam subjects to create the datasets to be used for analysis.
The second stage imputation will be done sequentially by study visit for each first stage
imputation. The seed number of 9482038 will be used for the imputation procedure described in
Step 2.

For both Steps 1 and 2, minimum and maximum values for the S51-4 total score (15 and 135)
will be specified in the MI procedure to avoid imputed values outside the possible range of
values. When an intended imputed value is less than the minimum or greater than the maximum
value specified, the MI procedure in SAS will redraw another value for imputation.
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Step 3: MMRM analyses will be performed separately for each of the 50 complete analysis
datasets, and the results will be combined into one multiple imputation inference (estimated
treatment effect, standard error, p-value and associated 95% confidence interval) using the SAS
MIANALYZE procedure. The treatment difference will be tested at the 2-sided 0.05 level and

corresponding 95% Cls will be calculated.

Tipping Point Analysis

Results from the placebo-based MI analysis will be compared to the MMRM analysis. If these
results differ (e.g., MI analysis is significant, MMRM is not), then an additional tipping point
sensitivity analysis will be performed in order to determine the inflection point at which the
inference under the MNAR assumption changes substantially. This will be used to check the
robustness of the imputation.

The tipping point analysis will apply a shift parameter, which will adjust the imputed values for
observations in the active treatment group. The range of shift parameter will be determined based
on the resulting standard deviation of the change from baseline SSI1-4 score at Week 12 for the
group that received placebo. Once the likely point of the shift is determined, the analysis will be
rerun using an expanded range around the suspected tipping point, with greater precision (i.e., by
1). Thus, the value at which the results of the analysis are shifted from significant (ie., a < 0.05)
to non-significant (i.e., « = 0.05) will be determined.

The seed number of 2740211 will be used for the imputation procedure described in Step 2.

Similar to the standard MAR imputation method, options for minimum and maximum values
will be used to make the imputed values more consistent with the observed variable values.
When an intended imputed value is less than the minimum or greater than the maximum value
specified in the MI procedure, SAS will redraw another value for imputation.

Steps 1 and 3 of the analysis will be the same as for the multiple imputation analysis as described
in in placebo-based imputation above. However, Step 2 of the analysis is where the shift
parameters will be applied. Pseudo-code for Step 2 is as follows:

proc mi data~example 1 seed=27T40211 nimpute=XX out=example 2Z;
class <treatment>;

monotone regpmm(<visitl2 score> .. . <visitlZ scorex);
var <treatment> <baseline score> ... <visitlZ score>;
mnar adjust(<visit02 score> / shift=YY adjustobs=(treatment = ‘ecopipam’));
mnar adjust(<visit04 score> / shift=YY adjustobs=(treatment = ‘ecopipam’));
mnar adjust(<visit08 score> / shift=YY adjustobs=(treatment = ‘ecopipam’));
mnar adjust(<visitl2 score> / shift=YY adjustobs=(treatment = ‘ecopipam’));

run;

XX will ke the determined based on the proportion of missing data across wvisits.
¥¥ will encompass the range of shift parameters as specified above.

AD-5T-33.05 Effective date: 22-Jan-2018

Version Final 20 | 11-Mar-2022 | AD-PR-109.01 Effective date: 26-Jun-2017 Page 22 of 150



I Stntistical Annlysis Plm, p remier A
Sponsor Emalex Biosciences, Inc. :
Protocol Number EBS-101-COFD-201 [ R

PCN Mumber EMALZ210851

T

6.1.5. Analysis Visit Windows

Analyses of all efficacy variables for this study will be done using the visit windows outlined
below. Safety data will not be windowed and will be analyzed as per the nominal visit present in
the database.

Efficacy data collected at in-clinic study visits, including the CGI-S, CGI-1, SSI4, SSS, and
OASES, will be assigned to a study visit for analyses based on the study day relative to the visit

according to Table 3:

Table 3: Efficacy Variable Visit Windows

Study Visit | Target Day Study Day Intervals
Week 4 28 Day 15 to 42

Week 8§ 56 Day 43 to 70

Week 12 84 Day 71 to EOT

EOT = end of treatment

For those subjects who discontinue early from the study, Table 2 will also be used to assign the
appropriate analysis visit.

The study day will be calculated for each scheduled or EOT post-baseline visit and compared to
the assessment window presented in Table 3 to define the visit window used for analyses. The
analysis visit windows only apply to those visits that are applicable to the specific assessment.

If more than | assessment occurs within a single visit window, then the analysis will use the
assessment closest to the target day. If 2 assessments within the same visit window are
equidistant from the target day, then the analysis will use the later assessment.

Efficacy assessments performed =14 days after the last dose of study medication will not be
included in any efficacy analyses.

6.1.6. Pooling of Sites

Sites will be pooled for statistical analysis as follows. For analysis, each site is expected to have
approximately 10 randomized subjects. The smallest sites will be grouped sequentially in order
of smallest to largest, until each pooled site has a minimum of 10 subjects. If a site had 2 site
numbers due to additional randomization numbers required (if needed), those site numbers will
be considered as | site before pooling.

6.1.7. Derived Variables
e Change from baseline = value at current time point — value at baseline.

o Date of last dose =
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If the taper kit was dispensed and the number of tablets taken is known, then the
date of last dose = date of first dose from the taper kit + # days at least | tablet
taken — |, where # days at least | tablet taken is derived as follows:

= if 3 taper bottles were dispensed, then 1-3 tablets taken = | day; 4 tablets
taken = 2 days; 5-6 tablets taken = 3 days

= if 5 taper bottles were dispensed, then 1-2 tablets taken = 1 day; 3-4 tablets
taken = 2 days; 5 tablets taken = 3 days; 6 tablets taken = 4 days: 7-8 tablets
taken = 5 days

= if 7 taper bottles were dispensed, then 1-3 tablets taken = 1 day; 4-6 tablets
taken = 2 days; 7-10 tablets taken = 3 days: 11-12 tablets taken = 4 days; 13
tablets taken = 5 days; 14 tablets taken = 6 days; 15-16 tablets taken = 7
days

If the taper kit was dispensed and the number of tablets taken is not known (e.g.,
subject lost to follow-up), then the date of last dose = date of first dose from the
taper kit + number of taper bottles dispensed — 1.

Else if the taper kit was not dispensed and the subject discontinued early but was
not lost to follow-up, then the date of last dose = (i) date last dispensed kit was
returned — | day; OR if last dispensed kit was not returned, (i1) date of first dose of
the last kit that was dispensed + 28 days

Else if the taper kit was not dispensed and the subject was lost to follow-up, then
the date of last dose = the earliest of (i) lost to follow-up date; OR (ii) date of first
dose of the last kit that was dispensed + 28 days

e Treatment emergent AE (TEAE) = any AE that is newly occurring or worsening with an
onset date/time after the first dose of study drug.

OASES I (General Information) = sum of questions 1-20

OASES 11 (Reactions to Stuttering) = sum of questions 2 1-50

OASES I1I (Communication in Daily Situations) = sum of questions 51-75

OASES IV (Quality of Life) = sum of questions 76-100

OASES Overall Score = sum of each of the four sub-sections

OASES Impact Score = Calculate an impact score for each of the sections and overall

by dividing the total points by the number of items completed.

]
]
]
]
]

Mild = 1.00-1.49

Mild to Moderate = 1.50-2.24
Moderate = 2.25-2.99
Moderate to Severe = 3.00-3.74
Severe = 3.75-5.00

e (-SSRS Suicidal Ideation = A “ves” answer at any time during treatment to any | of the
5 suicidal ideation questions (Categories 1-5: Wish to be Dead, Nonspecific Active
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Suicidal Thoughts, Active Suicidal Ideation with Any Methods (Not Plan) without Intent
to Act, Active Suicidal Ideation with Some Intent to Act, without Specific Plan, and Active
Suicidal Ideation with Specific Plan and Intent).

e (-SSRS Suicidal Behavior = A “yes" answer at any time during treatment to any | of the
5 suicidal behavior questions (Categories 6-10: Preparatory Acts or Behavior, Aborted
Attempt, Interrupted Attempt, Actual Attempt (nonfatal), Completed Suicide).

e (-SSRS Suicidal Ideation or Behavior = A “yes™ answer at any time during treatment to
any 1 of the 10 suicidal ideation and behavior questions (Categories 1-10) on the C-SSRS.

e PHQ-9 = sum of the 9 questions (individual questions scored as Not at all=0, Several
days=1, More than half the days=2, and Nearly every day=3; range for score 0 to 27). If
more than | item is missing, the score should not be calculated. If | item is missing, the
score is calculated as (sum of answered items*9)/number of answered items.

e ESRS I (Parkinsonism; Akathisia; Dystonia and Dyskinesia) = sum of items 1-7 for
section I (range for score 0 to 21).

e ESRS II (Examination: Parkinsonism and Akathisia) = sum all applicable subsections
for section II (range for score 0 to 102).

e ESRSIII (Examination: Dystonia) = sum of ratings for each of the 10 body parts (range
for score 0 to 60).

e ESRS IV (Examination: Dyskinetic movement) = sum of 7 items for section IV (range
for score 0 to 42).

e ESRS total score = sum of each of the 8§ sections’ scores, where sections V through VIII
are individual questions graded on a scale of 0 (absent) to 8 (extremely severe) (range for
score () to 289).

e SSS total score = sum of severity (questions |1 and 2; range for score 3 to 27), locus of
control (questions 3, 5, 6; range for score 6 to 54), and avoidance (questions 4, 7, 8: range
for score 6 to 54). Only use authority figure and telephone subscores for questions 2-8 (i.e.,
do not use scores with a close friend) to calculate the total score (range for score 15to 135).

e STAI-AD State-Anxiety = reverse score items 1, 2, 5, 8, 10, 11, 15, 16, 19, and 20, such
that | — 4,2 — 3,3 — 2,4 — | and add all items together for the total score (range for
score 20 to 80).

e STAI-AD Trait-Anxiety = reverse score items 21, 23, 26, 27, 30, 33, 34, 36, and 39, such
that | - 4,2 —3,3 — 2,4 — 1 and add all items together for the total score (range for
score 20 to 80).
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e SSI4 Reading % Syllables Stuttered (SS) = (# of stuttering events/total number of
syllables)* 100

e SSI4 Reading task score = assign based on the %SS Reading

1% 85 =2

2% 855 =4
34%SS=35
5-7% SS=6
8-12% 8§ =7
13-20% S8 =8
o 21+%S5=9

e SSI-4 Speaking % Syllables Stuttered (SS) = (# of stuttering events/total number of
syllables)* 100

oo oo o0

e % syllables stuttered =
o For non-readers = SS1-4 Speaking % SS
o For readers = average of SSI-4 Reading % and Speaking % SS

e SSI4 Syllables Stuttered task score = assigned based on the % SS; for readers, the
scale score is determined separately for reading and speaking, and for nonreaders, the
scale score is only determined for speaking

1% 88 =2 (readers) or 4 (nonreaders)

2% 88 = 3 (readers) or 6 (nonreaders)

3% S8 =4 (readers) or 8 (nonreaders)
4-5% S8 = 5 (readers) or 10 (nonreaders)
6-7% S8 = 6 (readers) or 12 (nonreaders)
8-11% S8 =7 (readers) or 14 (nonreaders)
13-21% S5 = 8 (readers) or 16 (nonreaders)
o 22+ %SS = 9 (readers) or 18 (nonreaders)

[T o B R o T & R

e SSI4 frequency scale score =ona scaleof 4 - 18
o For readers: Sum of SS reading task score and SS speaking task score
o For nonreaders: SS speaking task score

e SSI4 Duration scale score = assigned based on the duration score

o .5 seconds or less= 2
o 5-9sec=4

o 10-19sec=6

o 20-29sec==8

o 3.0-49sec=10
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o 50-99sec=12

o 10.0-299sec=14

o 30.0-599sec=16

o 60 seconds ormore = 18

e SSI4 physical concomitants score = sum of distracting sounds + facial grimaces + head
movements + movements of the extremities, on a scale of 0 - 20

e SSI4 total score = sum of frequency scale score + duration scale score + physical
concomitants score, on a scale of 6 - 56

6.1.8. Data Adjustments/Handling/Conventions

All collected data will be presented in listings. Data not subject to analysis according to this plan
will not appear in any tables or graphs but will be included only in the data listings.

All P values will be displayed in four decimals and rounded using standard scientific notation (e.g.,
0.XXXX). If a P value less than 0.0001 occurs, it will be shown in tables as <0.0001; similarly, if
a P value greater than 0.9999 occurs, it will be shown in tables as =0.9999.

Adverse Events and Concomitant Medication Coding

An AE is the development of an undesirable medical condition or the deterioration of a pre-
existing medical condition including worsening of stuttering following or during exposure to a
pharmaceutical product, whether or not considered casually related to the product. All AEs that
occur after any subject has been screened, enrolled, before treatment, during treatment, or within
30 days following the cessation of treatment, whether or not they are related to the study, will be
recorded.

Adverse events will be coded using the MedDRA version 23.0 thesaurus. Conconmitant
medications will be coded using the World Health Organization Drug Dictionary (WHO-DD
Global B3 version March 2020).

Any event that is likely due to or related to COVID-19, as determined by the investigator, will be
marked on the AE CRF as such. These events will be reported separately.

Concomitant Treatment Definition and Handling of Data

A concomitant treatment refers to all treatment, including concomitant therapies as well as herbal
treatments, vitamins, behavioral treatment, non-pharmacological treatment, such as
psychotherapy, taken between the dates of the first dose of study medication and the end of the
subject's participation in the study (Follow-up Day 30), inclusive.

Partial Date Imputation

If partial dates occur, the convention for replacing missing dates for the purpose of statistical
analysis is as follows: if just day is missing then the day assigned is the first day of the month or
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the date of first dose (if in the same month), whichever is later; if just month is missing then the
month assigned is the month of the first dose, unless that results in a date prior to the first dose in
which case the month after the first dose is used; and if both month and day are missing then the
month assigned is the month of the first dose and the day assigned is either the first day of the
month or the first dose date, whichever is later.

If partial times occur, the convention is as follows: if the missing time occurs on the day of the
first dose and both the hour and minute are missing then the time assigned is the time of the first
dose, otherwise if both the hour and minute are missing and the date is not the date of first dose
the time assigned is 12:00; if the date is the same as the date of the first dose and only hour is
missing the hour assigned is 12 or the hour of first dose, whichever is later, and if the date is the
same as the date of first dose and only the minute is missing the minute assigned is 30 or the
minute of first dose, whichever is later. Otherwise the hour assigned is 12 if the hour is missing
and the date is not the same as the date of first dose and the minute assigned is 30 is the the date
is not the same as the date of first dose.

These conventions will be applied only to adverse event onset dates and times with the following
precaution: if the missing date and time reflect the date and time of onset of an adverse event,
the modified date and time will be constructed to match the first documented date/time post drug
administration while preserving the order in which the AE was reported in the CRF.

Lower and Upper Limit of Quantitation

In general, for quantitative laboratory values reported as *“<" or “<" the lower limit of
quantitation (LLOQ), one-half of the reported value (i.e., LLOQ/2) will be used for analysis. The
exception to this data treatment is for plasma ecopipam and EBS-101-40853 concentrations that
are reported as <LLOQ), where a value of zero will be used in calculating summary statistics.

For quantitative laboratory values reported as “=" or “=" the upper limit of quantitation (ULOQ),
the reported value (i.e., ULOQ) will be used for analysis.

Laboratory Test Results

For analysis purposes, repeat laboratory test results will not be used unless the original
laboratory value is missing or indicated as invalid, in which case the first non-missing repeat
laboratory value will be used for data analysis.

The Intemational System of Units (SI) will be used in reporting all efficacy and safety laboratory
values.

Treatment Duration and Exposure

For subjects who are missing the date of last study drug application, for any reason, the last
known contact date will be used in the calculation of treatment duration and study medication
exposure. Study drug compliance will not be calculated for those subjects whose date of last
study drug application is unknown.
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Treatment Phases

TEAE tables will be reported separately for the Titration Phase, Maintenance Phase, and Taper
Phase/Follow-Up Period. The Titration Phase will include a 4-week period starting at Baseline
(Day 0) through the end of (including) Week 4. The Maintenance Phase will include an 8-week
period starting after Week 4 through the end of (including) Week 12. The Completion Phase will
include up to one week of a Taper Phase (during which the study drug will be reduced by 25
mg/day until the subject is off the study drug), starting after Week 12 through (including)
Follow-Up Day 30.

6.2.  Special Handling for COVID-19 Disruptions

Study visits may be delayed/not performed as a result of COVID-19 disruptions (e.g., sites were
closed or subjects were under stay-at-home orders). Where possible, study sites may collect
post-baseline data from subjects remotely by telephone or video conference; this will be clearly
documented in the source. If possible, sites should adhere to the protocol visit window for
remote data collection.

Investigator assessments and subject questionnaires normally completed during on-site visits
may be completed via telemedicine or remotely, when applicable due to COVID-19 restrictions
The following assessments/questionnaires may be collected via telemedicine/remotely only if
COVID-19 disruptions or another natural disaster precludes in-person visits:

S514

CGl-S

555

OASES

C-S5RS

PHQ-9

STAI-AD

Adverse Events
Conconmitant Medication

The following assessments cannot be completed via telemedicine/remotely:

ESRS

Urine pregnancy test and drug screen
PK Blood Draw

ECG

Laboratory or urine drug screen tests
Physical Exam/Vital signs

Study drugs may be delivered to a subject’s residence by site personnel who are delegated the
responsibility to dispense study drug and coordinate the shipment in the case that restrictions,
due to COVID-19 or other natural disaster, prevent in-clinic study visits.
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1. Study Subjects and Demographics
7.1.  Disposition of Subjects and Withdrawals

The number of subjects randomized, completed, and withdrawn, along with reasons for
withdrawal, will be tabulated overall and by treatment group; the number of subjects screened
will also be tabulated by overall only. The number of subjects in each analysis population will be
reported.

Study drug accountability and compliance listings will be prepared for all subjects, showing
when the planned dosing schedule was not followed, along with the date and type of dosing
deviation. Other disposition and study conduct information, including major protocol deviations
will be listed.

7.2, Protocol Violations and Deviations

Protocol deviations will be listed. Blood samples for PK data will not be considered a protocol
deviation if missed at Weeks 4 and 12 due to COVID-19 or other natural disaster situations that
may preclude an in-clinic study visit. Certain protocol deviations will be used to exclude subjects
from the analyses as discussed in Section 5.

Protocol deviations will be classified as “Important” or “Non-Important”. A major deviation
poses a possible safety issue to the subject, or it has a potential impact on the statistical analysis
of the clinical data. A minor deviation is identified as any protocol deviation that does not meet
the criteria for a major deviation. Major deviations will be reviewed by the Sponsor and Premier
to determine the final classification. Protocol deviations which are deemed to be “Important™ and
“Non-Evaluable” (i.e., a deviation that has a potential impact on the efficacy analysis), will be
classified into a separate category. Subjects with at least | deviation classified as “Important™
and “Non-Evaluable” will be excluded from the analysis population.

Important protocol deviations may include:
» Significant and/or persistent dosing error

+ Subject did not meet eligibility criteria and did not have a waiver or dispensation by
medical monitor

+ Error in randomization (i.e., received wrong drug)

» Use of prohibited concomitant treatment during participation in the trial

Protocol deviations will be summarized by type and by treatment group for the Safety
population.

Subjects with a new positive response on questions 4 or 5 of the C-SSRS since last visit version
will be immediately discontinued from study drug. Subjects with a PHQ-9 score indicative of the
onset of a new depressive episode at any visit will be assessed and may be discontinued from the
study drug at the discretion of the Investigator. The Investigator will perform a suicide risk
assessment for each of these cases. Dosing may be restarted at the discretion of the Investigator
following consultation with the Sponsor or its designee.
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The final decision regarding inclusion and exclusion of subjects from the analysis populations
will be based on a final listing of protocol deviations. This will be determined during a (blinded)
review meeting before any unblinding occurs or database freeze/lock, with input from the
Clinical and Biostatistics team members and approval from the Sponsor.

Additionally, inclusion and exclusion criteria not met and reasons for screen failures will be
listed.

7.3. Demographics and Other Baseline Characteristics

Summary statistics for age, sex (including child-bearing potential), race, ethnicity, height,
weight, and weight group, as well as baseline assessments of the CGI-S, OASES overall impact
score, OASES IV Quality of Life score, SSS, SSI4 total score, SSI-4 frequency score, and SSI-4

duration score will be presented by treatment group and overall.

Subjects reporting more than | race will be counted in a “More than one race” category for the
purposes of tabulating summary statistics for race.

For the continuous variables, the number of non-missing values and the mean, standard
deviation, minimum, median and maximum will be tabulated.

For the categorical variables, the counts and proportions of each value will be tabulated.
These analyses will be conducted for the Safety population.

The number and percent of subjects reporting various medical histories, grouped by MedDR A
system organ class and preferred term, will be tabulated and presented by treatment group and
overall. This analysis will be conducted for the Safety population.

74. Exposure and Compliance

During the study period, subject compliance will be monitored by review of the tablet counts at
the study site visits.

Treatment compliance (%) will be summarized by randomized treatment group and overall. For a
given day, a subject is considered compliant with treatment if any amount of study drug was
administered. In addition to the presentation of descriptive statistics on compliance rates,
treatment compliance will also be categorized and summarized as <80%, 80-120%, and =120%.

Dosing details will be listed separately.

8. Efficacy Analysis

Efficacy analyses on the primary, key secondary, and other secondary efficacy endpoints will be
performed on the mITT population. The analysis of the primary efficacy endpoint will also be
evaluated on the PP population.

For all efficacy analyses, subjects will be analyzed by the randomized treatment group
assignment (ecopipam or placebo), based on the intent-to-treat (ITT) principle that asserts that
the effect of a treatment can be best assessed by evaluating on the basis of the intention to treat a
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subject (i.e., the planned treatment regimen) rather than the actual treatment given. All efficacy
data will be presented in subject listings.

8.1.  Primary Efficacy Analysis

For this study, the primary estimand is the difference in ecopipam and placebo in the mean
change from baseline to Week 12 in the SSI-4 total score among all randomized subjects who
received at least | dose of study drug and have at least | post-baseline efficacy evaluation. In the
course of the 12-week randomized treatment period, subjects may be exposed to possible known
or unknown inter-current events that could possibly impact the estimand, such as treatment
discontinuation due to a specific adverse effect or perhaps a lack of effect. The “Treatment
Policy Strategy™ has been adopted for handling all known or unknown inter-current events in this
study. To this end, the ITT principle will serve as the analytical basis for interpreting the
estimand. In other words, the difference in ecopipam and placebo in the mean change from
baseline to Week 12 in the S51-4 total score will be evaluated regardless of the occurrence of any
such inter-current event.

The primary efficacy endpoint is the change from baseline to Week 12 in the S51-4 total score. A
restricted maximum likelihood (REML)-based MMRM model will be used as the primary
analysis method. The repeated measures include post-baseline visits (i.e., Weeks 4, 8, 12) with
change from baseline in the SSI-4 total score as the dependent variable. The MMRM model will
include the fixed, categorical effects of treatment group, visit, study site, weight-band and
treatment group-by-visit interaction as well as the continuous, fixed covariate of baseline SSI1-4
total score, using an unstructured covariance structure. If the unstructured covariance model will
not converge, the auto-regressive order | (AR[1]) and Toeplitz covariance structures will be
tested — the structure that converges and has the lowest Akaike information criterion (A1C) will
be used in the final model. If the model still does not converge, additional covariance structures
will be explored and the final decision will be documented in the CSR.

The primary efficacy analysis will compare ecopipam and placebo using the contrast (difference
in least squares [LS] means) between treatment groups through Week 12. Significance tests will
be based on the LS means using a 2-sided significance level (2-sided 95% confidence intervals
[CIs]).

The null hypothesis for the primary efficacy endpoint of the equality of ecipopam and placebo is:

Hgi: mean change in total SS1-4 total score between baseline and Week 12 in
the two treatment groups are equal.

The null hypothesis of equal treatment effect will be rejected if the statistical analysis results in a
2-sided p-value for treatment over the last 12 weeks of the study of less than or equal to 0.05.
Least squares (LS) means will be calculated for each treatment group for each post-baseline visit
in the model. The difference between ecopipam and placebo change from baseline in the SSI-4
total score will be estimated, with the corresponding 2-sided 95% CI constructed for each visit.
The change from baseline LS means with standard error, 95% CI for the LS means, P value for
testing if the LS mean is zero, LS mean difference between treatment groups (ecopipam minus
placebo) with standard error, 95% CI for the LS mean difference, and P value for testing if the
treatment LS means are equal will be presented.
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The trial will be claimed successful if the hypothesis of no treatment effect on the primary
efficacy endpoint of the mITT population is rejected at the 0.05 (2-sided) significance level.

Descriptive summaries will also be provided for the primary endpoint. Data from all study visits
will be included in the MMRM analysis, although only results at Week 12 will be included in the
fixed-sequence testing strategy to determine study success.

Graphical displays of the calculated change from baseline to Week 12 values in the SS1-4 total
scores over time will be presented for each treatment group.

8.2.  Secondary Efficacy Analyses

Analysis similar to that described for the primary efficacy endpoint will be performed for each of
the secondary efficacy endpoints.

The null hypotheses for the secondary efficacy endpoints of the equality of ecopipam and
placebo are:

Hgz: mean change in the SSS score between baseline and Week 12 in the two
treatment groups are equal

Hg:: mean change in the CGI-S score between baseline and Week 12 in the two
treatment groups are equal

Hgs: mean change in the OASES overall impact score between baseline and Week
12 in the two treatment groups are equal

Hgs: proportions of significant improvement in the CGI-I at Week 12 in the two
treatment groups are equal

Hgs: mean change in the SSI-4 percentage of syllables stuttered between baseline
and Week 12 in the two treatment groups are equal

Hg7: mean change in the SSI4 frequency subscore score between baseline and
Week 12 in the two treatment groups are equal

Hgs: mean change in the SSI-4 duration subscore score between baseline and Week
12 in the two treatment groups are equal

Hgg: mean change in the OASES 1V (Quality of Life) sub-score score between
baseline and Week 12 in the two treatment groups are equal

Hig: mean change in the OASES overall impact score sub-score score between
baseline and Week 8 in the two treatment groups are equal

Hii: Hg2: mean change in the SSS score between baseline and Week 8 in the two
treatment groups are equal
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Hi2: mean change in the CGI-S score between baseline and Week 8 in the two

treatment groups are equal

His: mean change in the OASES overall impact score between baseline and Week 8
in the two treatment groups are equal

Hi4: proportions of significant improvement in the CGI-I at Week 8 in the two
treatment groups are equal

His: mean change in the SSI-4 percentage of syllables stuttered between baseline
and Week 8 in the two treatment groups are equal

His: mean change in the SSI1-4 frequency subscore score between baseline and
Week 8 in the two treatment groups are equal

Hi7: mean change in the SS1-4 duration subscore score between baseline and Week
§ in the two treatment groups are equal

His: mean change in the OASES IV (Quality of Life) sub-score score between
baseline and Week 8 in the two treatment groups are equal

Hig: mean change in the OASES overall impact score sub-score score between
baseline and Week 4 in the two treatment groups are equal

Hz2o: Hoz2: mean change in the SSS score between baseline and Week 4 in the two
treatment groups are equal

Hz2i: mean change in the CGI-S score between baseline and Week 4 in the two
treatment groups are equal

Hz: mean change in the OASES overall impact score between baseline and Week 4
in the two treatment groups are equal

Hz: proportions of significant improvement in the CGI-I at Week 4 in the two
treatment groups are equal

H24: mean change in the SSI-4 percentage of syllables stuttered between baseline
and Week 4 in the two treatment groups are equal

Hzs: mean change in the SSI1-4 frequency subscore score between baseline and
Week 4 in the two treatment groups are equal

Ha6: mean change in the SS1-4 duration subscore score between baseline and Week
4 in the two treatment groups are equal

Hz7: mean change in the OASES IV (Quality of Life) sub-score score between
baseline and Week 4 in the two treatment groups are equal
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A hierarchical testing procedure, as described in Section 6.1.3 will be used in the comparisons
between ecopipam and placebo on the primary and secondary efficacy endpoints in the mITT
population using the primary analysis method (as described for the primary endpoint).

Additionally, the CGI-I and OASES impact scores (overall and I'V Quality of Life scores) will be
summarized descriptively using frequencies and percentages by study week and treatment group.
An analysis will be performed for each visit for the CGI-1 in which those with a rating of Very
Much Improved or Much Improved (i.e., “Significant Improvement”) will be compared to those
with all other scores. Proportions will be compared between treatments using Pearson’s chi
square or Fisher's exact test as appropriate. In addition, odds ratios and corresponding 95% Cls
for significant improvement versus all other categories (including missing values at that visit)
will be presented. The CGI-S score that is assessed at baseline will be present at each assessment
of the CGI-I to ensure the clinician has baseline CGI-S score entered for comparison.

All tests will be performed as 2-sided tests at the 0.05 level of significance.

Graphical displays of the calculated change from baseline to Week 12 values in the key
secondary endpoint (CGI-S and OASES overall impact) scores over time will be presented for
each treatment group.

8.3.  Sensitivity and Supportive Analyses for Primary Endpoint

Sensitivity and supportive analyses will be performed on the primary efficacy endpoint to
quantify the possible impact of missing data and to demonstrate the robustness of the
conclusions. These analyses will only be conducted on the primary efficacy endpoint using the
MI model as described above.

Although the assumption of MAR, as used for the primary efficacy analysis method, is often
reasonable in clinical trials, the possibility of MNAR data cannot be ruled out. Sensitivity
analyses to deal with missing data will use MI methods where missing values are imputed
individually under both a plausible MAR and MNAR scenario. A sensitivity analysis based on
the MNAR approach (placebo-based imputation) will be carried out to examine the robustness of
the MAR assumption in the primary MMRM analysis results (see Section 6.1.4.2).

Summary statistics on the SSI-4 total score by treatment group and visit, including the end of
study visit (Week 12), will also be presented.

Subgroups:

Analysis similar to that described for the primary efficacy endpoint will be performed for on the
primary endpoint (SSI4 total score) by several subgroups, including sex, race, SSI-4 total score
greater than or equal to/less than the mean score at baseline, and SSI-4 total score greater than or
equal to/less than the median score at baseline by study visit and treatment group.
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9. Safety and Tolerability Analysis

All safety analyses will be performed on the safety population, defined as all subjects who were
randomized and received at least | dose of study medication.

For all safety and tolerability analyses, subjects will be analyzed by the treatment received
(ecopipam or placebo) and, if applicable, overall for all subjects receiving the investigational
product (IP). Treatment emergent AEs (TEAEs) will also be summarized by weight band.

Safety data collected at the baseline visit (Visit 2/Day 0) or the last preceding visit if not
collected at Visit 2 will be used as the baseline value for safety analyses.

Safety measures including AEs, C-SSRS, PHQ-9, STAI-AD, ESRS, clinical laboratory values,
physical examination findings, vital signs, ECGs, weight, and concomitant treatment usage will
be summarized descriptively. For quantitative variables, descriptive statistics including number
of observations, mean, median, standard deviation, minimum, and maximum will be presented
for observed and change from baseline values at each study visit. Qualitative variables will be
summarized using counts and percentages.

All safety and tolerability data will be presented in subject listings.
9.1.  Adverse Events

In general, TEAEs are defined as AEs that start or deteriorate on or after the first dose of study
medication and no later than 7 days following the last dose of study medication or reported
through the Follow-up Day 30 visit. For any subjects who die during the study and the date of
death is between the date of first dose of study medication and the date of study discontinuation
(as entered by the site), inclusive, all AEs (including those resulting in death) that occur during
the study will be considered as TEAEs irrespective of the last dose and will be included in the
TEAE summaries. All summaries of AEs will be based on TEAEs unless specified otherwise.

All AEs, TEAEs, and SAEs will be coded using the Medical Dictionary for Regulatory Activities
(MedDRA), Version 23.0 or higher.

Treatment emergent adverse events (TEAEs) are defined as an AE that are newly occurring or
worsening after the first dose of study drug. The incidence of TEAEs will be summarized by
treatment group, by weight band, by system organ class (SOC) and preferred term (PT), by
severity and by relationship to study drug. Serious TEAEs and TEAEs leading to the study
termination will also be summarized by SOC, PT, weight band, and treatment group. TEAE
safety tables will be reported by Overall TEAEs, Titration Phase TEAEs, Maintenance Phase
TEAEs, and Completion Phase TEAEs. The overall summary of Titration Phase, Maintenance
Phase and Completion Phase TEAEs will also be presented by each visit. Completion Period
TEAEs will include any subsequent Follow Up visits.

The number and percent of subjects reporting TEAEs, grouped by MedDRA SOC and PT (coded
using MedDR A v.23.0 or higher), will be tabulated by severity and treatment group. In the case
of multiple occurrences of the same TEAE within the same subject, each subject will only be
counted once for each preferred term.
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In the summaries showing severity and relationship to study medication the event with the
maximum severity (severe) or strongest relationship (probably related) will be reported. 1f a
particular event is missing the severity and/or relationship, then the strongest possible severity or
relationship will be assumed for analysis (severity = severe, relationship = definitely related).

In the AE data listings, all AEs will be displayed. AEs that are not treatment emergent will be
flagged.

9.1.1. Adverse Events Leading to Withdrawal

Adverse events leading to study withdrawal will be listed, as well as summarized by system
organ class, preferred term, and treatment received (ecopipam or placebo).

912 Adverse Events of Special Interest and Other Adverse Events

Adverse Events of Special Interest (AESI) for ecopipam include standardized MedDRA Queries
(SMQs) for MedDRA v. 23.0 (or higher) of Convulsions, Depression and Suicide/Self Injury,
Drug Abuse, Dependence and Withdrawal, Dyslipedaemia, EPS, Hepatic Disorders,
Hyperglycaemia/New Onset Diabetes Mellitus, Neuroleptic Malignant Syndrome, and Psychosis
and Psychotic Disorders.

AESIs for Parkinsonism include Preferred Terms (PTs) of Ataxia, Coordination abnormal,
Somnolence, Disturbance in attention, Dyskinesia, Hyperkinesia, Gait disturbance, Memory
impairment, Tremor, Vertigo, Agitation, Dystonia, Musculoskeletal stiffness, Dysstasia, Posture
abnormal, Balance disorder, Movement disorder, Muscle rigidity, Muscle contractions
involuntary, Bradykinesia, Terminal insomnia, Nightmare, Poor quality sleep, Sleep disorder,
Fatigue, Dizziness, Restlessness, Amnesia, Confusional state, Dementia, Mental impairment,
Speech disorder, Dysphonia, Vocal cord dysfunction, Parosmia, Anosmia, Urinary incontinence,
Anxiety, Apathy, Joint stiffness, Reduced facial expression, Flat affect, Constipation, Dysphagia,
Drooling, Fall, Fear of falling, Loss of visual contrast sensitivity, Muscle tightness, Dysgraphia,
and Weight decreased.

AESI summary tables are listed below:
1) AESIs for ecopipam overall and by system organ class and preferred term

2) AESIs for Parkinsonism overall and by system organ class and preferred term.

Significant AEs of particular clinical importance, other than SAEs and those AEs leading to
discontinuation of the subject/subjects from the study, will be classified as Other Adverse Events
(OAEs).

9.1.3 Deaths and Serious Adverse Events
Any deaths that occur during the study will be listed.

Serious adverse events (SAEs) will be listed and will also tabulated by system organ class and
preferred term and presented by treatment group, severity, and relationship to study drug.
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An SAE is an AE occurring during any study phase (i.e., baseline, treatment, washout, or follow-
up), and at any dose of the investigational product, comparator or placebo, that fulfills one or
more of the following:

Results in death

It is immediately life-threatening

It requires in-subject hospitalization or prolongation of existing hospitalization

It results in persistent or significant disability or incapacity

Results in a congenital abnormality or birth defect

It is an important medical event that may jeopardize the subject or may require medical
intervention to prevent one of the outcomes listed above

9.2 Clinical Laboratory Evaluations

Central laboratory tests (hematology, chemistry, electrolytes, liver function tests, renal function
parameters, HbAlc, urine) will be performed at Screening, Baseline, Week 4, Week 8, Week 12
(or early termination), and Follow-up Day 7 and Day 14, with the exception of HbA l¢, which will
be performed at Baseline and Week 12 only. Laboratory test results will be summarized
descriptively by treatment and visit as both observed values and change from Baseline values.

The number of subjects with clinical laboratory values below, within, or above the normal range
by study visit and in relation to baseline will be tabulated for clinical chemistry and HbAlc by
treatment group (shift table).

Local laboratory tests (urine pregnancy test and urine drug screen) will be performed at Screening,
Baseline, and Week 12 (or early termination). These results will not be reported unless applicable
for enrollment/discontinuation reasons.

9.3 Vital Signs

Vital signs will be collected at Screening, Baseline, Week 4, Week 8, Week 12 (or early termination),
and Follow-up Day 7 and Day 14. Descriptive summaries of actual values and changes from
baseline will be calculated for supine pulse (bpm), supine systolic blood pressure (mmHg),
supine diastolic blood pressure (mmHg), standing pulse (bpm), standing systolic blood pressure
(mmHg), standing diastolic blood pressure (mmHg), weight (kg), and height (cm). Height is
measured at Screening only.

9.4 Electrocardiograms

12-Lead ECGs will be collected at Screening, Baseline, Week 4, Week 8, Week 12, Follow-up
Day 7, and Follow-up Day 14. Descriptive summaries will be presented for heart rate (bpm), PR
interval (ms), RR interval (ms), QRS (ms), uncorrected QT interval (ms), QTcB (ms), QTcF
(ms). Descriptive summaries will be presented by study visit and treatment group.

The number and percentage of subjects with normal, abnormal but not clinically significant, and
abnormal and clinically significant ECG results will be summarized by treatment group and
study visit.
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9.5 Physical Examinations

The number and percentage of subjects with normal and abnormal findings in the physical
examination at baseline and each post-baseline visit will be displayed for each treatment group.
A listing of physical examination findings will be provided for complete and brief examiniatons.

9.6 Further Safety Evaluations
9.6.2 Columbia Suicide Severity Rating Scale (C-SSRS)

The C-SSRS is an instrument to assess both suicidal behavior and ideation. The Screening/Baseline
version will be administered at Screening and the Since Last Visit version of the scale will be
administered at all subsequent visits (Week 2, Week 4, Week 6, Week 8, Week 10, Week 12, and
Follow-Up Days 7 and 14). Results will be summarized by treatment group and study visit.

9.6.3 Patient Health QQuestionnaire-9 (PHQ-9)

The PHQ-9 is a validated, 9-question tool to assess for the degree of depression present in an
individual and will be administered at Screening, Baseline, Week 4, Week 8, and Week 12. The
PHQ-5core will be summarized by treatment group and study visit.

9.6.4 State-Trait Anxiety Index-Adult (STAI-AD)

The STAI-AD is a commonly used self-report to measure two types of anxiety: state anxiety (or
anxiety about an event), and trait anxiety (or anxiety level as a personal characteristic). The
STAI-AD has 40 items, 20 items allocated to each of the State-Anxiety and Trait- Anxiety
subscales. The STAI-AD is a psychological inventory based on a 4-point Likert scale. Responses
for the S-Anxiety scale assess intensity of current feelings “at this moment™: 1) not at all, 2)
somewhat, 3) moderately so, and 4) very much so. Responses for the T-Anxiety scale assess
frequency of feelings “in general™ 1) almost never, 2) sometimes, 3) often, and 4) almost
always. Higher scores are positively correlated with higher levels of anxiety.

The Trait- Anxiety score at Screening and the State-Anxiety score at Baseline, Week 4, Week §,
and Week 12 will be summarized by treatment group and study visit.

9.6.5 Extra-Pyramidal Symptom Rating Scale (ESRS)

The ESRS is a clinician-reported instrument developed to assess four types of drug-induced
movement disorders (DIMD): Parkinsonism, akathisia, dystonia, and tardive dyskinesia (TD).
The ESRS consists of’

14) four subscales:

e aquestionnaire of EPS or DIMD

e anexamination of Parkinsonism and akathisia
e anexamination of dystonia

e anexamination of dyskinesia

B) four CGI-S scales assessing:
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TD
Parkinsonism

Dystonia
akathisia

A score is calculated for each of the 8 sub-categories by summing the scores of the individual

questions, and these scores are summarized by treatement group and study visit (Baseline, Week
4, Week 8, and Week 12).

9.7 Concomitant Medications

Prior and concomitant treatments will be summarized descriptively by treatment group using the
number and proportion of subjects by preferred term and ATC Class Level 4.

Prior treatments will be summarized separately from concomitant treatments. Treatments that
started before the first dose of study medication will be considered prior treatments, whether or
not they were stopped before the first dose of study medication. Any treatments continuing or
starting after the first dose of study medication will be considered to be concomitant. If a
treatment starts before the first dose of study medication and continues after the first dose of
study medication, it will be considered both prior and concomitant.

Prior and concomitant procedures will be listed separately from medications; these were coded
using MedDRA.

100 Changes from Planned Analysis

Summary tables for frequencies of OASES Overall Impact and section I'V Quality of Life Impact
scores will be included.

11 Population Pharmacokinetic (PK) Analysis

Systemic concentrations of ecopipam and its major (active) metabolite, EBS-101-40853 in
plasma will be determined at pre-dose (20-36 hours since the last dose), post-dose between 0.5
and 1.5 hours, and post-dose between 2 and 4 hours at Week 4. Any samples will be collected at
least 30 minutes apart. A single sample will be collected at Week 12. Any PK blood samples not
collected due to restrictions from COVID-19 or another natural disaster will not be considered a
protocol deviation. Any data collected on the CRF will be provided in a listing.

A data dependent population PK analysis will be performed under a separate Bioanalytical plan.
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13 Tables, Listings, and Figures

All listings, tables, and graphs will have a header showing the sponsor company name (Emalex
Biosciences, Inc.) and protocol and a footer showing the version of SAS, the file name and path,

and the source of the data (listing or table number, as applicable).

The following reporting conventions will be adopted for the presentation of study data. These
conventions will enhance the review process and help to standardize the presentation with
common notations.

General Reporting Conventions

e All tables and data listings will be developed in landscape orientation.

e Specialized text styles, such as bolding, italics, borders, shading, and superscripted and
subscripted text will not be used in tables, figures, and data listings unless they add
significant value to the table, figure, or data listing.

e Only standard keyboard characters should be used in tables and data listings. Special
characters, such as nonprintable control characters, printer-specific characters, or font
specific characters, will not be used on a table, figure, or data listing.

e Adverse events with missing MedDRA coding will have their system organ class and/or
preferred term presented as “Not Coded” in the tables. The “Not Coded” frequencies will
be sorted to the end of the tables. Adverse events that are not coded are not expected.

e Programming notes may be inserted into the shells, these notes will not appear in the final
output.

Population Summary Conventions

e Population sizes may be presented for each classification factor as totals in the column
header as (N=xx), where appropriate.

e All population summaries for categorical variables will include all categories that were
planned and for which the subjects may have had a response. Percentages corresponding
to null categories (cells) will be suppressed; however, counts and percentages of missing
values may be needed. Counts of zero will be presented as *0°, without the percentage.

e All population summaries for continuous variables will include: n, mean, SD, median,
minimum, and maximum. Other summaries (e.g., number missing, geometric mean,
median, quartiles, 95% Cls, and coefficient of variation [CV] or % CV) may be used as
appropriate. The precision of the maximum and minimum will match the maximum
precision in the data. The mean and median will have | additional decimal place. The SD
will have 2 additional decimal places.

e All percentages are rounded and reported to a single decimal point (xx.x%).
13.1 Planned Table Descriptions

The following are planned summary tables for protocol number EBS-101-COFD-201. The table
numbers and page numbers are place holders only and will be determined when the tables are
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produced. The efficacy outputs are ordered to account for the hierarchical testing structure as
outlined in Section 6.1.3, where possible. For cases where multiple study visits for the same
parameter are tested, those visits are consolidated on a single table for ease of review and
referencing results. Similarly, for cases where multiple analysis populations or cohort groups are

presented, this data will be consolidated on a single table, when practical.

Table 4: Demographic Data Summary Tables and Figures

Table Number  Population Title

14.1 Demographic Data Summary Tables and Figures

14.1.1 All Subject Disposition

14.1.2 Safety Demographics and Baseline Characteristics
14.1.3 Safety Summary of Medical and Psychiatric History
14.1.4 Safety Summary of Prior Medication

14.1.5 Safety Study Drug Exposure by Phase

Table 5: Efficacy Data

Table Number  Population -~

14.2 Efficacy Tables

142.1.1 mlTT Mean Change from Baseline in S51-4 Total Score by Study Visit and Treatment — Mixed
Model for Repeated Measures Analysis — Primary Analysis

14212 PP Mean Change from Baseline in S51-4 Total Score by Study Visit and Treatment — Mixed
Model for Repeated Measures Analysis — Primary Analysis

14213 mlTT Mean Change from Baseline in S51-4 Total Score by Study Visit and Treatment —
Sensitivity Analysis using Ml under MNAR

14214 mlTT Mean Change from Baseline in S51-4 Subscales by Study Visit and Treatment — Mixed
Model for Repeated Measures Analysis

142.1.5 mlTT Summary of 8514 Total Score by Study Visit, Treatment, and Sex — Mixed Model for
Repeated Measures Analysis — Subgroup Analysis of the Primary Endpoint

14216 mlTT Summary of 8514 Total Score by Study Visit, Treatment, and Race — Mixed Model for
Repeated Measures Analysis — Subgroup Analysis of the Primary Endpoint

142.1.7 mlTT Summary of 8514 Total Score by Study Visit, Treatment, and Mean Split — Mixed Model
for Repeated Measures Analysis — Subgroup Analysis of the Primary Endpoint

142,18 mlTT Summary of 8514 Total Score by Study Visit, Treatment, and Median Split — Mixed
Model for Repeated Measures Analysis — Subgroup Analysis of the Primary Endpoint

1422 mlTT Mean Change from Baseline in S88 by Study Visit and Treatment — Mixed Model for
Repeated Measures Analysis

1423 mlTT Mean Change from Baseline in CGL-8 by Study Visit and Treatment — Mixed Model for
Repeated Measures Analysis

142.4.1 mlTT Mean Change from Baseline in OASES Overall Impact score by Study Visit and
Treament — Mixed Model for Repeated Measures Analysis
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Table Number  Population Title

14242 mlTT Summary of OASES Overall Impact Score by Smdy Visit and Treatment

142.5.1 mlTT Summary of Clinical Global Impression — lmprovement (CGL-1) by Study Visit and
Treatment

142,52 mlTT Analysis of Clinical Global lmpression — lmprovement (CGI-1) by Study Visit —
Significant Improvement vs All Other Categories

142.6.1 mlTT Mean Change from Baseline in OASES Section IV Quality of Life score by Study Visit
and Treatment — Mixed Model for Repeated Measures Analysis

14262 mlTT Summary of OASES Section IV Quality of Life lmpact Score by Study Visit and
Treatment

Table 6: Safety Data

Population Title

14.3.1 Displays of Adverse Events

143.1.1.1 Safety Summary of Treatment Emergent Adverse Events — Overall

143.1.12 Safety Summary of Treatment Emergent Adverse Events — Tiration Phase

143.1.13 Safety Summary of Treatment Emergent Adverse Events — Maintenance Phase

143.1.1.4 Safety Summary of Treatment Emergent Adverse Events — Completion Phase

143.1.15 Safety Summary of Treatment Emergent Adverse Events by Study Visit — Titration Phase
143116 Safety Summary of Treatment Emergent Adverse Events by Study Visit — Maintenance Phase
143.1.1.7 Safety Summary of Treatment Emergent Adverse Events by Study Visit — Completion Phase
143121 Safety Incidence of Treatment Emergent Adverse Events by System Organ Class and Preferred

Temn — Overall

143122 Safety Incidence of Treatment Emergent Adverse Events by System Organ Class and Preferred
Tenn — Titration Phase

143123 Safety Incidence of Treatment Emergent Adverse Events by System Organ Class and Preferred
Tenn — Maintenance Phase

143124 Safety Incidence of Treatment Emergent Adverse Events by System Organ Class and Preferred
Termm — Completion Phase

143131 Safety Incidence of Treatment Emergent Adverse Events by System Organ Class, Preferred
Tenm, and Maximum Severity — Overall

143132 Safety Incidence of Treatment Emergent Adverse Events by System Organ Class, Preferred
Tenm, and Maximum Severity — Titration Phase

143133 Safety Incidence of Treatment Emergent Adverse Events by System Organ Class, Preferred
Tenm, and Maximum Severity — Mainienance Phase

143134 Safety Incidence of Treatment Emergent Adverse Events by System Organ Class, Preferred
Tenm, and Maximum Severity — Completion Phase
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Population Title

143.14.1 Safety Incidence of Treatment Emergent Adverse Events by System Organ Class, Preferred
Tenm, and Relationship to Study Drug — Overall

143142 Safety Incidence of Treatment Emergent Adverse Events by System Organ Class, Preferred
Tenm, and Relationship to Study Drug — Titration Phase

143143 Safety Incidence of Treatment Emergent Adverse Events by System Organ Class, Preferred
Tenmn, and Relationship to Study Drug — Mamntenance Phase

143144 Safety Incidence of Treatment Emergent Adverse Events by System Organ Class, Preferred
Tenm, and Relationship to Study Drug —Completon Phase

14.3.2 Summary of Deaths, Other Serious and Significant Adverse Events, and AEs of Special Interest

Table 143.2.1.1 |Safety Incidence of Serious Adverse Events by System Organ Class and Preferred Term —
Owerall
Table 143.2.1.2 |Safety Incidence of Serious Adverse Events by System Organ Class and Preferred Term —

Titration Phase

Table 143.2.1.3 |Safery Incidence of Serious Adverse Events by System Organ Class and Preferred Term —
Mainienance Phase

Table 143.2.1.4 |Safety Incidence of Serious Adverse Events by System Organ Class and Preferred Term —
Completion Phase

Table 143221 |Safety Incidence of Serious Adverse Events by System Organ Class, Preferred Term, and
Relationship to Study Drug — Overall

Table 143222 |Safety Incidence of Serious Adverse Events by System Organ Class, Preferred Term, and
Relationship to Siudy Drug — Titration Phase

Table 143223 |Safety Incidence of Serious Adverse Events by System Organ Class, Preferred Term, and
Relationship to Study Drug — Maintenance Phase

Table 14322 4 |Safety Incidence of Serious Adverse Events by System Organ Class, Preferred Term, and
Relationship to Sudy Drug — Completion Phase

Table 143.23.1 |Safety Incidence of Treatment Emergent Adverse Events of Special Interest — Ecopipam-
Owerall
Table 143232 |Safery Incidence of Treatment Emergent Adverse Events of Special Interest — Ecopipam—

Titration Phase

Table 143233 |Safery Incidence of Treatment Emergent Adverse Events of Special Interest — Ecopipam—
Mainienance Phase

Table 14323 4 |Safety Incidence of Treatment Emergent Adverse Events of Special Interest — Ecopipam—
Completion Phase

Table 143.24.1 |Safery Incidence of Treatment Emergent Adverse Events of Special Interest — Parkinsonism —
Owerall
Table 143.24.2 |Safety Incidence of Treatment Emergent Adverse Events of Special Interest — Parkinsonism —

Titration Phase

Table 143.24.3 |Safery Incidence of Treatment Emergent Adverse Events of Special Interest — Parkinsonism —
Mainienance Phase
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Population

Table 143.24.4 |Safety

Incidence of Treatment Emergent Adverse Events of Special Interest — Parkinsonism —
Completion Phase

143.3 Narratives

of Deaths, Other Serious and Certain Other Significant Adverse Evenis

Table 143.3.1 Safety Listing of Adverse Events Leading to Study Drug Discontinuation
Table 143.32 Safety Listing of Serious Adverse Events
Table 143.33 Safety Listing of Deaths

14.3.4 Abnormal

Laboratory Values

Table 14.3.4.1 Safety

Listing of Abnormal Laboratory Data

143.5 Laboratory Data Summ

ary Tables

14351 Safety Laboratory Data: Change from Baseline in Hematology Parameters by Study Visit

14352 Safety Laboratory Data: Change from Baseline in Chemistry Parameters by Study Visit

143521 Safety Laboratory Data: Shift from Baseline in Chemistry Parameters by Study Visit

14353 Safety Laboratory Data: Change from Baseline in Elecrolyte Parameters by Smdy Visit

14354 Safety Laboratory Data: Change from Baseline in Liver and Renal Function Parameters by
Study Visit

14355 Safety Laboratory Data: Change from Baseline in Urine Parameters by Study Visit

14356 Safety Laboratory Data: Frequency of Categorical Unnalysis Parameters by Study Visit

14357 Safety Laboratory Data: Change from Baseline in HbA le by Sudy Visit

143571 Safety Laboratory Data: Shift from Baseline in HbAle by Study Visit

14.3.6 Other Safe

ty Data Summary Tables

143.6.1 Safety Summary of Viil Signs by Study Visit

14362 Safety Summary of 12-Lead Electrocardiogram by Study Visit

143621 Safety Summary of 12-Lead Electrocardiogram Interpretation by Study Visit

143631 Safety Summary of Suicidal Ideation, Suicidal Behavior, and Suicide based on C-88RS
14364 Safety Summary of Extra-Pyramidal Symptom Rating Scale Questionnaire

14365 Safety Summary of Patent Health Questionnaire-9 score

14366 Safety Summary of State-Trail Anxiety Index-Adult Score

14367 Safety Summary of Physical Exammation by Study Visit

14368 Safety Summary of Concomitant Medications by ATC Class Level 4 and Preferred Term
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13.2 Planned Listing Descriptions
The following are planned data and subject data listings for protocol number EBS-101-COFD-

201.

In general, one listing will be produced per CRF domain. All listings will be sorted by treatment,
site, and subject number. All calculated variables will be included in the listings.

In all listings a blank line will be placed between each subject. Within a data listing, if an item
appears line after line (e.g., repetition of subject number), then only the first occurrence will be
displayed.

In data listings, the information for one subject will be kept on one page if at all possible, rather
than splitting a subject’s information across pages.

Table 7: Planned Listings

Title / Summary

16.2.1 Subject Discontinuations/Completions

Listing 16.2.1 All Subjects Subject Disposition

16.2.2 Protocol Deviations

Listing 1622.1 All Subjects Inclusion and Execlusion Crteria and Re-Consent
Listing 16222 All Subjects Protocol Deviations
Listing 16223 Screen Failures Resasons for Screen Failures

16.2.3 Subjects Excluded from the Efficacy Analyses

Listing 1623 All Subjects Analysis Populations

16.2.4 Demographic Data and Other Baseline Characteristics

Listing 16.2.4.1 All Subjects Subject Consent and Demographics
Listing 162.4.2 All Subjects Medical History

Listing 162.4.3 All Subjects Psychiatre History

Listing 162.4.4 All Subjects Complete Physical Examination
Listing 162.4.5 All Subjects Briefl Physical Examination

16.2.5 Compliance and/or Drug Concentration Data

Listing 16.2.5.1 All Subjects Titaton/Reserve Kit Dispensation and Accountability
Listing 162.5.2 All Subjects Maintenance Dispensation and Accountability

Listing 16253 All Subjects Taper Phase Dispensation and Accountability

Listing 162.5.4 All Subjects PK Assessment at Week 4

Listing 162.5.5 All Subjects PK Assessment at Week 12

16.2.6 Individual Efficacy Response Data

Listing 16.2.6.1 All Subjects Stuttering Severty Instrument — 4 (S51-4)
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Title / Summary

Listing 162.6.2 All Subjects Clinical Global Impression — Severty (CG1-5)

Listing 16.2.6.3 All Subjects Clinical Global Impression — Improvement (CGl-1)

Listing 16.2.6.4 All Subjects Overall Assessment of the Speaker’s Experience of Stuttering (OASES)
Scores

Listing 16.2.6.5 All Subjects Subjective Screening of Stuttering (S55)

16.2.7 Adverse Event Listings (by Subject)

Listing 16.2.7.1 All Subjects Adverse Events

16.2.8 Laboratory Values (by Subject)

Listing 16.2.8.1 All Subjects Laboratory Data: Hematology
Listing 162.8.2 All Subjects Laboratory Data: Chemistry
Listing 162.8.3 All Subjects Laboratory Data: Urinalysis
Listing 162.8.4 All Subjects Urne Dmg Screen

Listing 162.8.5 Female Subjects Urne Pregnancy Test

16.2.9 Other Clinical Observations and Measurements (by Subject)

Listing 16.29.1.1 All Subjects Prior and Concomitant Medications
Listing 1629.1.2 All Subjects Prior and Concomitant Procedures
Listing 16292 All Subjects WVital Signs

Listing 16293 All Subjects ECG Measurements

Listing 162.9.4 All Subjects COVID-19 Impact Log

Listing 16295 All Subjects COVID-19 [P Impact

16.2.10 Other Study Measurements or Assessments (by Subject)

Listing 16.2.10.1 All Subjects Diagnostic and Statistical Manual for Mental Disorders, 5™ Edition (DSM-5)
Listing 16.2.10.2 All Subjects Columbia Suicide Severity Rating Scale (C-SSES) Screening

Listing 16.2.10.3 All Subjects Columbia Suicide Severity Rating Scale (C-SSES) Since Last Visit

Listing 16.2.10.4 All Subjects Extrapyramidal Symptom Rating Scale (ESES)

Listing 16.2.10.5 All Subjects Patient Health Questionnaire-9 (PHQ-9)

Listing 16.2.10.6 All Subjects State-Trait Anxiety lnventory for Adulis (STAI-Siate)

Listing 16.2.10.7 All Subjects State-Trait Anxiety lnventory for Adulis (STAL-Tmit) at Baseline Visit
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13.3 Planned Figure Descriptions

The following are planned summary figures for protocol number EBS-101-COFD-201. The
figure numbers and page numbers are place holders only and will be determined when the
figures are produced.

Table 8: Planned Figures

Figure Number Population Figure Title/Summary

142.1.1 mlTT Plot of Mean Change from Baseline in 551-4 Total Score

14212 I TT 5:;11 :;1; :::i*l Total Score Tipping Point Analysis P Values vs. Shift
1422 mlTT Plot of Mean Change from Baseline in CGL-8

1423 mlTT Plot of Mean Change from Baseline in 855 Score

142 4 mlTT Plot of Mean Change from Baseline in OASES Overall Impact Score
142.5 mlTT Plot of Summary of CGL-1

143.1 mlTT Plot of Summary of PHQ-9 Scores

1432 mlTT Plot of Summary of STAL-State Scores
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