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1. LIST OF ABBREVIATIONS AND ACRONYMS

AE Adverse Event

ALT (SGPT) Alanine aminotransferase (Serum Glutamate Pyruvic Transaminase)
ANCOVA Analysis of Covariance

AST (SGOT) Aspartate aminotransferase (Serum Glutamate Oxaloacetate Transaminase)
BUN Blood Urea Nitrogen

C-CASA Columbia Classification Algorithm of Suicide Assessment
CGIC Clinician Global Impression of Change

CI Confidence Interval

CMH Cochran Mantel-Haenszel

CRO Contact Research Organization

CSR Clinical Study Report

C-SSRS Columbia — Suicide Severity Rating Scale

ECG Electrocardiogram

eCRF electronic Case Record Form/ electronic Case Report Form
EDSS Expanded Disability Status Scale

e.g. For example

ITT Intent-To-Treat

IVRS Interactive Voice Response System

IWRS Interactive Web Response System

MedDRA Medical Dictionary for Regulatory Activities

mg Milligram

mL Milliliter

MS Multiple Sclerosis

SGIS Subject Global Impression of Severity

PP Per Protocol

SAE Serious Adverse Event

SAP Statistical Analysis Plan

SD Standard Deviation

SPARC Ltd. Sun Pharma Advanced Research Company Limited

TEAE Treatment Emergent Adverse Event
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ULN Upper Limit of Normal
VAS Visual Analogue Scale
WBC White Blood Cell
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2. INTRODUCTION

This Statistical Analysis Plan (SAP) describes the planned statistical analyses to be
performed for the analysis of data from Study CLR 09 21, “A Placebo-Controlled
Randomized Withdrawal Evaluation of the Efficacy and Safety of

in Subjects with Spasticity Due to Multiple Sclerosis.”

The SAP is prepared to provide a more technical and detailed elaboration of the principal
statistical features stated in the protocol. The SAP will ensure that the tables, listings, and
figures that will be produced and statistical methods that will be used are complete and
accurate and will allow valid conclusions to be drawn. In the development of this SAP, the
following documents were used:

e Protocol Number Version 7.0 Amendent 04, 16 Dec 2016
e Electronic Case Report Form (eCRF), 09 Mar 2012

The principles in the following guidance documents are followed in preparation of this SAP:

e International Conference on Harmonisation (ICH) E3 (1995): Structure and
Content of Clinical Study Reports

e [ICH E6 (1996): Guideline for Good Clinical Practice

e [ICH E9 (1998): Statistical Principles for Clinical Trials

In the event that a discrepancy is found between the descriptions in the statistical section of
the protocol and this document, the description in this document supersedes the descriptions
in the statistical section of the protocol.

The responsible party at SPARC Ltd. will be required to
review and approve all versions of the SAP.
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3. STUDY OVERVIEW
3.1 Study Objectives

3.1.1 Primary Objectives

The primary objectives are to compare the continued treatment
ﬂ versus down-titration to placebo
* Demonstrating efficacy of in the treatment of
spasticity

» Indirectly demonstrating
» Determining the safety profile

3.1.2 Secondary Objectives

To determine effects on another corollary measure of spasticity such as:
* Subject’s assessment of spasticity severity

3.1.3 Exoploratory Objectives

3.2 Study Design

multicenter, out-patient trial in subjects
The study will be performed in three

The study is a
with spasticity due to MS (Multiple Sclerosis).
arts: a 1-week open-label phase (Part 1

and a 4-week, double-blind, placebo-controlled,
randomized withdrawal phase (Part 3). Subjects will be informed that at some time
during the study, they may receive placebo, however, they will not be informed at which
visit this will commence. An overview scheme of the study and the schedule of events are
presented in Section 3.2.3.

Approximately 300 subjects will be enrolled to ensure that at least 240 subjects are
randomized in Part 3. Subjects will be screened for eligibility within 14 days of the initial
visit by medical history, recent and concomitant medication use, physical and
neurological examination, 12-lead ECG, clinical laboratory testing, and assigned a subject
number. Following provision of informed consent and successful screening, eligible
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subjects will be enrolled in the study (Visit 1). Once on study, subjects will be seen in the
clinic at the end of the 7-day (Visit 2), at which point they will be
converted to . They will be seen in the clinic every 2 weeks

) subjects are to remain on a fixed dose
for an additional 12 weeks;

At the beginning of Week 18 (Visit 7), subjects who have remained on a fixed dose of
for 12 to 16 weeks, without further need for adjustment in

medication, will be randomly assigned to either remain on

in the same dose or placebo for an additional 4 weeks.

The final scheduled study visit is Visit 11,

Subjects will be evaluated for efficacy as briefly described below. The efficacy
instruments and assessments are further described in Section 6.2.

Right and left hip flexion and abduction, knee flexion and extension,
and ankle dorsiflexion and plantar flexion will be assessed using the modified
Ashworth Scale, 6-point version (inclusive of 1+), rated from 0 to 4, for a total
of 12 movements being evaluated. This same individual will query the subject
for any changes in physiotherapy regimen. The modified Ashworth Scale
assessment is further discussed in Section 6.2.1.

» Clinician Global Impression of Change (CGIC) will be assessed by the Treating
Physician,
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the CGIC will be assessed at Visits 4 and 7
and at Visits 8,9, 10 and 11

» The Subject Global Impression of Severity (SGIS will be
assessed atVisits 4, 7, 8,9, 10, and 11.

During the course of the study, subjects will be monitored for adverse events and vital
signs (seated blood pressure, pulse, respiration, and body temperature) measured at each
clinic visit. Suicidality will be assessed at every visit using the Columbia — Suicide
Severity Rating Scale (C-SSRS). Clinical laboratory testing will be repeated at the end of
the open-label phase, after all subjects have received a ﬁxed-dose.
, and if needed, at Visit 11 (Week 22)
or early termination. ECGs will be recorded at screening, after subjects have completed
the run-in (Visit 2), after subjects have received
for 6 weeks (Visit 4), after subjects have received

for 18 weeks (Visit 7), and if needed, at Week 22 (Visit 11) or early termination.
Physical and neurological evaluation will be performed at screening and if needed, at
Week 22 (Visit 11) or early termination.

At the final Visi_ clinical laboratory testing,
ECG measurement, and physical and neurological evaluation will be performed if needed.
Any treatment-emergent abnormalities shall continue to be evaluated with testing as
needed to follow resolution.

Subjects will be instructed that even though they may have extra medication, they should
return to the clinic for their visits according to the schedule of events.

Subjects who enter the double-blind randomized withdrawal phase (Part 3) will be offered
the oiiaortunity to participate in a separate open-label trial

3.2.1 Sample Size Considerations
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Approximately 300 subjects will be enrolled to ensure that at least 240 subjects are
randomized at the beginning of Week 14 (Visit 7).

3.2.2 Randomization

Subjects who finish Visit 7 (at the beginning of Week 18) will be randomized to double-blind
treatment
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3.2.3 Study Assessments Schedules
Study schema and assessments are described in detail in the protocol, and summarized below in Table 1 and Table 2.

Table 1: Schema of Study Visits and Corresponding Study Week and Day

Part 1 Part 2 Part 3
Open-label Douhble-Blind
Placebo-controlled,
Down-titration Phase
4 weeks 12 weeks
(1 week) ( ) ( ) (4 weelks)

Visit Numher

T o[ (o 7 (o 5 o [ o IS R R KR
Beginning of Study Week

1 |J|3 |-1 |S ||5 |'.-'|8|9|1EI |11|12|13|1-1 |1:'\ |1I5 |1'.-' |18 |19 |2EI |21 |—
Corresponding Study Day

1 |E|15 |22 |29 |3I5 | | | |5-'1 | | | |92 | | | |12EI |127 |13-'1 |1-11
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Table 2. Study Design and Schedule of Assessments

Open-Labe Double-Blind, Placebo-Controlled
Visit Screening (Part 2) Dawn-Titration (Part 3)
(14 (Part 1) Stabilized on baclofen ER (GRS) Baseline
days) Visit 1 | Visit 2 | [ Visit3 | | Visit4 | Visit5 [ Visit6 | Visit7 | Visit§ [ Visit9 | Visit 10 [ Visit 11
Week
Day
Informed consent X
Demographics X
Medical and medication X X
history
Physical examination® X X
Neurological X X
examination’
Vital sign measurements® X X X X X X X X X X X X
X X
Clinical laboratory X X X
testing®
Urine pregnancy test!! X X X
ECG X1 X! X1 X1 XILlI
Dispense Medication X X X X X X X
| X
X X
i X X X
Randomization X
Down-titration / placebo X X X X
Unscheduled Visit as X X X X X
needed
Telephone call X X
| Modified Ashworth Score X X X X X X X X X X X X
X X X X X X
i X X X X X X
Adverse events X X X X X X X X X X X X
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assessment
C-35RS Assessment X X X X X X X X X X X
Dispense and Collect X7 X X X X X X X X X
Diary
Check compliance X X X X X X X X X X
Concomitant medications X X X X X X X X X X X X
X X? X X? X?
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4. STUDY ENDPOINTS AND DEFINITIONS

4.1 Primary Efficacy Endpoint

The primary efficacy variable is the proportion of subjects who become a treatment failure
during the double-blind randomized withdrawal part (Part 3). A subject’s response status will
be determined after database lock, but prior to unblinding the data. A subject who meets the
following criterion will be considered a treatment failure:

* A CGIC of > 5 (“minimally worse” to “very much worse”) and at least one
movement with a > 1 unit increase 1 in modified Ashworth score from Baseline

Derivation of the primary endpoint is outlined in Section 6.2.1.3.

4.2 Secondary Efficacy Endpoints

» The secondary efficacy variable is the difference between treatment groups in
Subject Global Impression of Severity (SGIS) scores at Visit 11. If Visit 11 is
missing, the last available SGIS will be used.

4.3 Additional Efficacy Endpoints

4.4 Exploratory Endpoints

Exploratory efficacy endpoints include:
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4.5 Safety Endpoints

» Adverse Events

= Vital signs — resting pulse, sitting systolic and diastolic blood pressure, respiration,
and body temperature

* Clinical laboratory tests

* 12 lead electrocardiogram (ECG)

* Neurological examinations

» Suicidality assessments

» Exposure and compliance

* Physical examinations

4.6 Study Definitions
4.6.1 Study Day

For purposes of describing days on study drug in data listings, data will be assigned a study
day, relative to the start at Visit 2, according to the following
rules (this numbering of days differs from the Study Days as described in the protocol):

For events that occurred after Visit 2:

Study Day = visit date — date of Visit 2 + 1
For events prior to Visit 2:

Study Day = visit date — date of Visit 2

Visit numbers as designated on the study eCRFs (Electronic Case Report Forms) will be
used. For selected parameters, visit windows will also be calculated for use in descriptive
statistics by time.
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4.6.2 Baseline and Change from Baseline

The baseline time point for different assessments will be defined in the respective sections.
For evaluations that are collected at multiple occasions prior to initiation of study treatment,
the latest evaluation will be considered the "Baseline" evaluation for analysis.

Unless indicated otherwise, change from baseline (CFB) will be calculated as follows:

e CFB = Value at Visit - Baseline

5. STATISTICAL ANALYSIS GENERAL CONSIDERATIONS

5.1 Analysis Populations

Safety Population:

The safety population will be all subjects who received at least one dose of

. Subjects who discontinue having received only (in Part 1) and
are not available for evaluation at Visit 2 will not be included in the safety population. The
Safety Population for Part 3 will be based on only those Safety subjects who received a dose
of randomized study drug at Visit 7.

Intent-to-Treat (ITT) Population:

The ITT population will be defined as all subjects who are randomized to double-blind study
drug at Visit 7 and subsequently received at least one dose of study medication, and have one
subsequent modified Ashworth and CGIC score at the same assement.

Per Protocol (PP) Population:

The per protocol (PP) population will be defined as all subjects who are randomized to
double- blind study drug at Visit 7, subsequently receive at least one dose of study
medication, have at least one subsequent modified Ashworth and CGIC score at the same
assement, and do not have any important protocol deviations. Protocol deviaitions will be
reviewed and subjects with important/not important violations will be identified prior to
unblinding the clinical database.

In addition, concomitant medications will be reviewed for anti-spasticity medication use, its
dose, and the timing relative to the in-clinic assessment. Adverse events will be reviewed in
a similar fashion for confounding medical conditions. Finally, confounding due to changes in
physiotherapy regimen will be assessed. In-clinic Ashworth assessments that are judged to
be potentially confounded will be flagged. The analysis of the PP population will exclude
such potentially confounded assessments.

Analyses of the primary efficacy endpoint will be repeated using the PP population if it
differs in size from the ITT population in total number by more than 10% overall.
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5.2 P-Values

Unless stated otherwise, all significance tests will be two-sided with statistical significance
(alpha, a)) assessed at the 5% level. All p-values will be reported to four decimal places. P-
values will not be adjusted to account for multiple comparisons.

5.3 Procedures for Handling Missing Data and Outliers

Every effort will be made to collect all the data and avoid missing data. For intention—to-
treat (ITT) efficacy data, multiple sensitivity analyses will be completed. Further details
about sensitivity analyses can be found in Section 6.2.1.6.

All missing values will be queried and resolved to the best possible extent. Unless
specifically noted otherwise, missing values will not be imputed.

5.4 Interim Analysis

An interim analysis will not be performed.

5.5 Blinded Review of Data

The checking and assessment of data to revisit the proposed methods of statistical analysis for
the purpose of finalizing the planned analysis prior to the breaking of the blind will be
conducted by The following lists some of the aspects of the blinded data
review that would be considered:

» Checking of data for important/not important protocol deviations;

» Precise determination of analysis populations (intent-to-treat, per-protocol, and
safety), especially which subjects will be included and which will be excluded from
these populations;

» Handling of missing data;

* Qutlier identification in the data and specific decisions taken on how these will be
handled;

» Reviewing and identifying concomitantly used medications that have potential anti-
spasticity or neurological effects;

» Reviewing and identifying changes in physiotherapy regimens;

» Reviewing and identifying adverse events for potential confounding of modified
Ashworth scores.

The blinded data review will be discussed with SPARC Ltd. and will be documented in
agreed and signed meeting minutes.
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5.6 Final Reporting and Analysis

The randomization code will be broken at the end of the trial when all subjects have
completed the study and only after all data have been entered into the database, cleaned, anti-
spasticity medication use identified, and the database locked. Prior to the final unblinding, a
review to identify the Per Protocol population will be undertaken. After database lock, the
results will be analyzed and unblinded to the CRO statistician, programmer, and Sponsor.

All analyses outlined in the protocol and in this SAP will be carried out after:
e The SAP has been approved;

e The study database has been authorized by the study clinical team as complete
and final;

e All analysis populations are determined;
e Treatment Failures have been identified; and
e Protocol deviations have been identified.

Further exploratory analyses not necessarily identified in this SAP may be performed to
support the clinical development program. Any post hoc or unplanned analyses performed
and not identified in this SAP will be clearly identified in the CSR.

5.7 Multi-center Studies

There are expected to be approximately 75 study sites in this study. Due to the large number
of study sites and the small numbers of subjects per site, the analysis of efficacy endpoints
will not include adjustments for study site.
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6. STATISTICAL ANALYSIS METHODOLOGY

All data collected for this study will be presented in summary tables, figures, and listings
(TFLs) as indicated in Appendix 1 of this SAP. Shells for TFLs with enough detail for
programming will be provided as a guide to develop the programming SAS codes. These
shells will be in sufficient detail to simulate the actual TFLs when they are created from the
locked database.

Appropriate descriptive statistics will be computed and displayed (by time point and other
key variables as appropriate) for both continuous and categorical variables. For continuous
variables, descriptive statistics will include n (the number of subjects with non-missing data),
mean, standard deviation (SD), median, 95% confidence interval, minimum and maximum
values. For categorical data, the number and percentage of subjects within each category will
be presented. The denominator for percentages will be based on the number of subjects with
non-missing data appropriate for summary purposes. Unless otherwise noted, all percentages
will be presented to one decimal place.

Individual data listings of all data represented on the eCRF and from the clinical laboratory
will be presented.

6.1 Study Subjects

6.1.1 Subject Disposition

The final study disposition of each subject will be captured in the eCRF. For those subjects
who do not complete the study as planned, all potential reasons for discontinuation should be
provided, with one indicated as primary. The reasons for discontinuation will be categorized
as described below and the following descriptive summaries of study disposition will be
provided.

» Number of subjects who were enrolled in each phase of the study (Part 1, Part 2,

Part 3):
o Part 1: Received at Visit 1
o Part 2: Received at Visit 2 (Safety Population)
o Part 3:

= Randomized at Visit 7

= Dispensed Blinded Study Drug at Visit 7 (Safety Population Part 3) by
treatment group and overall

= Intent-to-Treat Population by treatment group and overall
= Per Protocol Population by treatment group and overall

* Number and proportion of subjects (overall for Parts 1 and 2 and by treatment group
and overall for Part 3) who discontinued each phase of the study.

e Number and proportion of subjects (overall for Parts 1 and 2 and by treatment group
and overall for Part3) who dropped-out for each of the following categories (based
on primary reason and also based on all reasons) for why a subject may be
prematurely discontinued from the study.
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Withdrew Consent
Adverse Event
MS-related Disease Progression

o O O O

Required Dose Change Between Visit 4 and Visit 11
Major Protocol Deviation

Lost to Follow-up

Worsening of Clinical Condition or Loss of Efficacy
Withdrew, Per Sponsor

Withdrew, Per Investigator

Other

O O O O O O O

A listing of subject disposition will be prepared, inclusive of dates of last dose and last
contact, and any investigator comments regarding reason for discontinuation. A summary
table will tabulate overall disposition of the subjects by the categories above. A CONSORT
figure will summarize subject disposition.

6.1.2 Demographics

Descriptive summaries of the Safety Population will be prepared for the demographic and
baseline (Screening) parameters listed below. Categorical variables will be described with
counts and percentages and continuous variables with mean and 95% confidence interval
(CI). These variables will also be summarized for the ITT population (and also for the PP
population if it differs from the ITT population by more than 10% in overall sample size).

» Age (years)

* Age Group (<65 vs. >65)
* Gender

= Race/ethnicity

* Height (cm)
Weight (kg)
- BMI (kg/m?)

6.1.3 Protocol Deviations

A protocol deviation is any change, divergence, or departure from the study design or
procedure defined in the protocol.
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A subset of the protocol deviations can be identified as an important protocol deviation as
described below:

Important Protocol Deviation: A protocol deviation that might significantly affect the
completeness, accuracy, and/or reliability of the study data or that might significantly
affect a subject’s rights, safety, or well-being. Important deviaitons include
includion/exclusion criteria violations, cases where withdrawal criteria developed but
the subject was not withdrawn, receiving the wrong treatment or incorrect dose, and
receiving excluded concomitant medications.

Upon soft lock of the database, all documented protocol deviations in the study will be
reviewed to identify all important protocol deviations by a data review team including
representatives from clinical operations, medical, data management, and statistics, and sent to
the sponsor for approval. Final decisions will be documented and databased.

Protocol violations during Part 3 will be summarized by treatment group for the ITT
population, and all protocol violations and deviations will be listed.

6.1.4 Medical and Surgical History

Medical history at Visit 1 (prior conditions and present conditions) will be coded using
version 15.0 of the Medical Dictionary for Regulatory Activities (MedDRA®) and tabulated
by system organ class and preferred term. A by subject listing will also be created.

6.1.5 Multiple Sclerosis History

Multiple sclerosis history at screening will be summarized by MS type, MS duration (years),
course severity, symptoms/signs symmetrical, time since last relapse (months), for the ITT
and Safety Populations. This information will also be presented in a data listing.

6.1.6 Spasticity History

Spasticity history at Screening will be summarized by duration of spasticity (years), daily
frequency before treatment,

for the ITT and Safety Populations. This information will also be
presented in a data listing.

6.1.7 Concomitant Medications

Prior and concomitant medications will be coded using the most current version available of
the World Health Organization Drug Dictionary (WHODRUG) March 2012. These will be
summarized based on Anatomical Therapeutic Chemical (ATC) classification level 3 and
Preferred Name, using incidence and percentage.

Neurological and anti- spasticity concomitant medications, identified during blinded data
review, will be summarized separately overall for Part 2 and by treatment group and overall
for Part 3 using counts and percentages and will be listed for all subjects.

Medications used only during Screening and/or the run-in  treatment (i.e., discontinued
prior to the first dose of will be considered Prior Medications.
These will be summarized separately.
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A Concomitant Medication is defined as a medication that was started prior to the first dose
of and that continued for at least 1 day following the start of
or that was started after the start of

Concomitant medications will be summarized separately for Parts 2 and 3. Concomitant
status will be re-confirmed for Part 3.

When medication start and/or stop dates are missing, the following imputations will be made
(subject to medical review):

» Missing Medication Start Dates
1. If onset date is completely missing, then onset date is set to date of first dose

2. If year is present and (month and day are missing), or (month is missing but day is
present):

If year = year of first dose, then set date to first dose date

b. If year < year of first dose and medication stop month and year are
available, then set to first of the end month

c. Otherwise if year < year of first dose, then set month and day to December
31st.

d. If year > year of first dose, then set month and day to January 1st.
3. If month and year are present and day is missing:
a. If year=year of first dose and
i. If month = month of first dose then set day to day of first dose date
ii. If month < month of first dose then set day to last day of month
iii.  If month > month of first dose then set day to first day of month
b. If year < year of first dose then set day to last day of month
c. Ifyear > year of first dose then set day to first day of month

4. 1If the medication start date is completely missing and the corresponding stop date
is completely missing, the medication start date will remain missing.

* Missing Medication Stop Dates

If the stop date is completely missing, the stop day will not be estimated (i.e., the
medication will be assumed to be continuing).

If only the day of Medication stop is unknown, the day will be assumed to the last of
the month (e.g. ??-JAN-2011 will be treated as 31-JAN-2011).

A by-subject listing comprehensive of prior and concomitant medications will be generated,
inclusive of verbatim and coded terms, doses and routes, and start and stop dates. Prior
medications will be flagged. Prior and concomitant status with respect to study drug
treatment will be determined based on imputed dates as defined above. Prior medications
used within 30 days of Screening will be provided in a separate listing.
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6.1.8 Exposure and Compliance

Exposure data at each visit starting with Visit 1 will be summarized for the Safety Population
for Parts 1 and 2, and for Part 3, separately. Specifically, the numbers of subjects for each
dose level will be summarized with counts and percentages, and descriptive summaries
(mean, 95% confidence interval, median, mode, and standard deviation) of dose at each visit
will be provided. The number of tablets of exposure will be calculated for each visit and will
also be summarized, where the exposure is calculated as (number of tablets dispensed —
number of tablets returned). Exposure duration for each visit will also be summaried, where
duration is calculated as ((last dose date — first dose date) + 1). For Safety Population Part 3,
summaries will be included of down-titration exposure in the placebo
randomized group.

Study medication will be dispensed by the site personnel with the amount dispensed
and the amount returned documented in the eCRF. Treatment compliance will be
calculated using the number of capsules dispensed minus the number of capsules
returned, divided by the number of capsules intended to be taken. Average compliance
will be summarized descriptively by visit, and for the study overall. A further
categorical summary of compliance will be provided by visit, and for the study overall,
using the following categories: <75%, >75% to <125%, and >125%.

Individual subject listings of dosing will be prepared, based on dispense dates and subject
diary data. A separate listing of drug accountability will be prepared.

Page 27 of 53 Confidential



Sun Pharma Advanced Research Company, Ltd.
Protocol CLR 09 21
Statistical Analysis Plan Version 9.0 21Sep2017

6.2 Efficacy Analysis

6.2.1 Primary Efficacy Analysis

6.2.1.1 Modified Ashworth Score

The first and best known scale for measuring the degree of spasticity was the Ashworth
scale, first developed in 1964 for use in a multiple sclerosis therapeutic trial. Spasticity
accounts for much of the disability affecting lower limbs. Modified Ashworth score for the
12 movements of the lower extremities that will be measured will be evaluated as one of the
primary efficacy parameters. The Ashworth assessment is the current standard for clinical
assessment of lower extremity spasticity and the most commonly used tool to evaluate the
efficacy of pharmacologic and rehabilitation interventions for treatment of spasticity.

The 6-point modified Ashworth scale scores are presented below:

Score : Analysis Value : Degree of Muscle Tone
0 : 0 : No increase in tone
1 : 1 . Slight increase in muscle tone, manifested by a catch, followed

by minimal resistance at the end of the range of movement
when the affected part(s) is moved in flexion or extension

1+ : 2 . Slight increase in muscle tone, manifested by a catch,
followed by minimal resistance throughout the remainder
(less than half) of the range of movement

2 : 3 : More marked increase in muscle tone through most of the

range of movement, but affected part(s) easily moved
3 : 4 : Considerable increase in muscle tone, passive movement difficult
4 : 5 : Affected part(s) rigid in flexion or extension

*note: A change from 1 to 1+ and from 1+ to 2 will each be counted as a 1-point change

For the purposes of summaries and analyses, the analysis value above will be presented.

6.2.1.2 Clinical Global Impressions of Change (CGIC)
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CGIC will be assessed at Visits 4, 7, 8,9, 10, and 11.

The 7-point scale for CGIC is presented below:

Scale : Overall impression
: Not assessed

Very much improved

Much improved

Minimally improved

No change

Minimally worse

Much worse

Very much worse

NN AR WN=O

6.2.1.3 Derivation of Primary Endpoint

The primary efficacy variable is the proportion of subjects who become a Treatment Failure
during the double-blind randomized withdrawal part (Part 3). Using the primary efficacy
variable, the CRO will perform a determination of failures (the blinded failure analysis). A
subject’s response status will be determined after database lock, but prior to unblinding the
data. A subject who meets the following criterion will be considered a treatment failure:

* A CGIC of > 5 (“minimally worse” to “very much worse”’) and at least one
movement with a > 1 unit increase in MAS from Baseline (A change from 1 to 1+
and 1+ to 2 will be counted as a 1-unit change)

The MAS at a given visit will be recorded for each of the 12 movements measured. -

For the Treatment Failure analysis, subjects who provide MAS and CGIC scores at Visit 11
and meet the treatment failure criterion at Visit 11,
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All other subjects will be classified as not being Treatment Failures.

6.2.1.4 Null Hypothesis of the Primary Effiacy Analysis
The null hypothesis is that there is no difference in the failure rates betwee

h roups. The alternative hypothesis is that there is a difference in
the tarture rates between cre [ :o.o:

6.2.1.5 Primary Efficacy Analysis
The primary efficacy analysis will be performed using the intent-to-treat (ITT) population.

The primary efficacy analysis will be carried out using a two-sided test at the
alpha=0.05 level of significance.

. Alternate approaches to handling missing data are discussed
in Section 6.2.1.6.

6.2.1.6 Sensitivity Analysis of the Primary Efficacy Analysis

Several sensitivity analyses of the impact of missing data on the primary efficacy endpoint
will be performed. First, the primary efficacy analysis will be repeated in the PP
population if it differs in size from the ITT population by more than 10% overall. In
addition, the primary efficacy analysis will also be performed (using the ITT population)
with different assumptions regarding the response status of a subject with missing data.

6.2.2 Secondary Efficacy Analyses

6.2.2.1 Subject Global Impression of Severity (SGIS)
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Subjects will be asked to rate their overall impression of severity at Visits 4, 7, 8, 9, 10, and
11. At each of these visits, the subject is to be asked “Overall, how would you rate the
severity of your spasticity over the past week?”

The 7-point scale for SGIS is presented below:
Scale : Overall impression

Severe spasticity
Worst spasticity imaginable

0 Not assessed

1 Normal, no spasticity
2 Borderline spasticity
3 Mild spasticity

4 Moderate spasticity
5 Marked spasticity

6

7

6.2.2.2 Secondary Analysis of SGIS

The difference between treatment groups in SGIS scores at Visit 11 will be analyzed

If Visit 11 is missing, the last available SGIS will be used.

6.2.3 Additional Efficacy Analyses
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The exploratory analyses described below will be performed on the ITT population.
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6.2.4.5 Time Since Last Dose

Because the timing of post-dose of assessments is a factor potentially related to efficacy, time

from prior dose to modified Ashworth assessment will be summarized descriptively for each
yisitin Part 3 (Visits 8,9, 10, 11), by treatment eroup. [ TN
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6.2.4.6 Subgroup Analyses

Exploratory analyses will be performed to investigate the effect of different subgroups
on the primary outcome treatment failure analysis.
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6.3 Safety Analysis

6.3.1 Adverse Events

All adverse events will be coded using version 15.0 of MedDRA, which will be noted in the
CSR.

Adverse events reported as pre-existing at the start of the run—in_ or that
emerge during the i treatment phase will be considered pre-treatment adverse
events; these will be flagged in a listing.

A treatment-emergent adverse experience (TEAE) is defined as any event that only
occurred after administration or that existed before drug
administration but increased in severity or treatment attribution.

The duration of an AE will be calculated as:

Duration = (AE End Date — AE Onset Date) + 1

When AE start and/or stop dates are missing, the following imputations will be made
(subject to medical review):

e Missing AE Start Dates

1. If onset date is completely missing, then onset date is set to date of first dose

2. If year is present and (month and day are missing), or (month is missing but day is
present):

If year = year of first dose, then set date to first dose date

b. If year < year of first dose and medication stop month and year are
available, then set to first of the end month

c. Otherwise if year < year of first dose, then set month and day to December
31st.

d. If year > year of first dose, then set month and day to January 1st.
3. If month and year are present and day is missing:

a. If year=year of first dose and
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i. If month = month of first dose then set day to day of first dose date
ii. If month < month of first dose then set day to last day of month
iii. If month > month of first dose then set day to first day of month
b. If year < year of first dose then set day to last day of month
c. Ifyear > year of first dose then set day to first day of month

4. If the AE start date is completely missing and the corresponding stop date is
completely missing, the AE start date will remain missing.

e Missing AE Stop Dates

If the stop date is completely missing and the event is not ongoing (i.e., an
outcome is indicated), the stop day will not be estimated.

If only the day of resolution is unknown, the day will be assumed to the last of the
month (e.g. ??-JAN-2011 will be treated as 31-JAN-2011)

If the stop date is completely missing and the event is ongoing, the event will be
noted as “Ongoing” in the stop date column in the AE listings.

The incidence of TEAEs and serious adverse events (SAEs) will be summarized

An overall summary of TEAEs will include:

o Incidence of subjects with one or more TEAE
Incidence of TEAEs by highest relationship
Incidence of TEAEs by highest severity
Incidence of TEAEs by action taken
Incidence of TEAEs by outcome

Incidence of treatment-emergent SAEs

O O O O O

The incidence of TEAEs will be presented by system organ classification and preferred
terms, by highest relationship, by treatment-related status (possibly, probably,
certainly), by highest severity, by descending order of frequency of preferred terms, by
dose at earliest onset for all possible dose groups, and by discontinuation status.

In addition, separate summaries of TEAEs will be prepared with subjects categorized by
sex, age (below 65 years of age and 65 years of age and older), race, and renal impairment
category (see Section 6.1.2).
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The effects of concomitant medications and/or medical conditions present at screening will
also be explored. Should any medications be used by or conditions be present in 20% or
more of the subjects overall, subjects will be categorized accordingly and the incidence of
TEAES in each part summarized. Additional drugs or diagnoses of interest may be
identified during the blinded data review.

The incidence of treatment-emergent serious adverse events (SAEs) will be presented by
system organ classification and preferred terms, by treatment-related status (possibly,
probably, certainly), and for those that are fatal.

Adverse events will be listed for all subjects, including verbatim and coded terms.

6.3.2 Clinical Laboratory Tests

The following tests will be performed at Screening and Visit 7 (end of open-label fixed
dose phase or upon early discontinuation):

Hematology:
* Red blood cell indices, including RBC count, hemoglobin, and hematocrit
e Total WBC count
» Differential WBC count
» Platelet count
Serum chemistry (Full Panel):
* Sodium
» Potassium

e Chloride

- CO,

* Glucose (random)
- BUN

* Creatinine
e Calcium
e ALT
- AST
= Alkaline phosphatase
» Total bilirubin
» Total protein
e Albumin
Urinalysis:
» Dipstick for pH, specific gravity
* Microscopic examination of the sediment

» Urine pregnancy test (for women) to be performed at Screening, Visit 4 (Week 6),
and Visit 7 (Week 14)
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Scheduled laboratory testing will be performed at a central laboratory using sex- and age-
appropriate normal ranges. Laboratory tests may also be repeated between scheduled

visits at the discretion of the Investigator. In addition, repeat testing should be performed
at the end of the study to follow any clinically significant abnormality to

resolution/stabilization.

Clinical laboratory testing (hematology, chemistry, and urinalysis) results at each visit
(Screening and Visit 7) and its change from Screening (for all continuous clinical laboratory
parameters) will be summarized using descriptive statistics (n, mean, 95% confidence
interval, standard deviation, minimum, median, and maximum) using Conventional units.
Where applicable (e.g., red blood cell indices), results will be presented separately for men
and women. For the summary of change statistics, the Baseline mean and standard
deviation will be provided for the subset of subjects with available data for the change
summary. Summaries will be based on values obtained from the central laboratory only and
appropriate visit windows for categorizing results will be established prior to database lock

and unblinding.

When more than one laboratory value is available within a given visit window, the latest
value will be used for tabulation purposes.

Criteria for possibly significant changes have been established for selected parameters,
tabulated below. The numbers and percentage of subjects meeting these criteria will be

summarized.

PCS Hematology Values:

PCS5 values
Parameter
5.1 Units Conventional Units
White bloodcells (WEBC) =28z 16=107L =28o0rz16= 10°L
Lvmphocvtes Z05az435=10°L “05o=43=10°L
Monocvtes Z13= 1071 Z13=10°L
MNeutrophils =1.0=10°L =1.0=10°L
Eosinophils =07=10°L =07=10°L
Basophils =04=10°L =04=10°L

Eedblood cells (REC)

M: =23% 10 /L
F: =20=10*1L

M- =25 =10"mm’
F: <20 =10%mm’

) M: <115gL M: =113gdl
Hemoglobin F: <95gL F <95gdL
H . M- =037 M- =37%

smatommt F <032 F <32%

Platelet count

=< T3orz 700= 10°L

=< T3orz 700= 10°L

5.1, = Intemational Svstem of Units
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PCS Blood Chemistry Parameters
PCS values
Parameter
5L Units Conventional Units

Sodium Z 11502 1535 mmolL =1150rz 153 mEgL

Potasshum =300 =38 mmolL Z30a=38mEgLl

Glucose (random) L2773 o0r 2999 mmol’'L Z530orz 180mg/'dL

BUN = 30mgdL > 30mg/'dl.

Creatinine =176.8 pmol T =2 0mg'dL

Caleium, plasma Z1750or =3 873 mmol’ L ZTorz133mgdl,

ALT / SGPT =3 =ULN 3= ULM

AST /8GOT =3 =TLN =3 = ULN

Allzaline phosphatase (ALE-F) =3 =UJLN =3 =1ULN

Total biiribin =34 2pmol’L =2 0mg'dL

Total protemn =43 z00gL Z43o0rz90gdL

Albunmn Z25or=z63gl Z250rz 6.3 g/dL

Creatinine clearance = 70 mL/min = T0mL/min

5.1, = Intemational Svstem of Units; ULN = upperhrmut ofthe [nonmal] reference range
Medium = zenum, unles: otharwize noted

Clinical laboratory results will be listed for all subjects, inclusive of flags for whether or not
the value is outside laboratory normal range, considered significant by the Investigator, or
meet the pre-specified criteria for being possibly clinically significant. Normal ranges will be
noted in the listing. Values outside laboratory normal ranges as well as those considered
clinically significant by the Investigator will be flagged as L (low) and H (high).

6.3.3 Vital Signs

Sitting diastolic and systolic blood pressures, resting pulse measurements, respiration, and
body temperature (°C) at each visit will be summarized using descriptive statistics (n, mean,
95% confidence interval, standard deviation, median, minimum, and maximum) for
measurements during the open-label phase and also by treatment groups during the
randomized double-blind withdrawal phase. Similarly, change from Visit 1 at each visit
will be summarized using descriptive statistics. For the summary of change statistics, the
Baseline mean and standard deviation will be provided for the subset of subjects with
available data for the change summary. Appropriate visit windows for categorizing
results will be established prior to database lock and unblinding.

For summary purposes, if more than one vital sign measurement is available for an analysis
visit, then the latest value of each parameter will be used.

Values considered possibly clinically significant by the Investigator are to be
flagged. Criteria for possibly significant changes are presented in the table below.
Number and percentages of subjects with values of clinical significance will be
summarized for each study Part; in Part 3, summaries will be by treatment group.

Page 40 of 53 Confidential



Sun Pharma Advanced Research Company, Ltd.
Protocol CLR 09 21
Statistical Analysis Plan Version 9.0 21Sep2017

PCS Values for Vital Signs

Parameter PCS Criteria

=90 mmHg and a decrease of = 30 mmHg from baseline® or
= 180 mmHg and anincrease of = 40 mmHg from baseline
=55 mmHg and a decrease of = 20 mmHg from baseline or
=90 mmHg and anincrease of = 30 mmHg from baseline
=50 bpm and a decrease of = 30 bpm from baseline or
=120 bpm and an increase of = 30 bpm from baseline

Systolic Blood Pressure

Diastolic Blood Pressure

Pulse

6.3.4 12-Lead ECG

Electrocardiograms will be performed at Screening, Visits 2, 4, 7, and 11. Only one
assessment will be made at Screening, while assessments will be made in triplicate at later
visits. All triplicate results will be averaged for summary and analysis purposes.
Parameters to be summarized include: HR, PR, RR, QRS, QT, and QTc. The QTc interval
will be presented by both the Bazett (QTcB = QT/(RR)"™) and the Fridericia (QTcF =
QT/(RR)”) corrections. For QTcF and QTcB at each study visit, the distribution of
maximum values (<450, >450 - <480, >450 males, >470 females, >480 - < 500, and >
500 msec) as well as the distribution of the greatest change from Visit 2 (0 or less [no
increase], 1-29 msec, 30-60 msec, > 60 msec, and >60 msec increase or >500 msec) will be
presented. Appropriate visit windows for categorizing results will be established prior to
database lock and unblinding.

When more than one value is available within a given visit window, the latest value will
be used for tabulation purposes.

ECQG results will be summarized by treatment group and visit. Descriptive statistics will
include mean, 95% confidence interval, standard deviation, median, minimum, and
maximum. Continuous ECG parameters will be summarized as change from Baseline (Visit
2). For the summary of change statistics, the Baseline mean and standard deviation
will be provided for the subset of subjects with available data for the change
summary. Clinical interpretations will also be summarized by visit and treatment group.
Any ECG abnormalities, based on clinical interpretation, will be listed.

ECG results, including clinical interpretation and a flag for whether or not the value meets
criteria for being possibly clinically significant, will be listed for all subjects.

6.3.5 Physical Exam

Complete physical examination is to be performed at Screening and, as needed in response
to changes in medical history, at the final study visit (Visit 11, or earlier in the event of
premature termination). The complete examination will consist of evaluation of the skin,
head, eyes, ears, nose, throat, neck, thyroid, lungs, heart, lymph nodes, abdomen, and
extremities. Brief, targeted physical examinations are to be performed at other visits as
necessary in response to clinically significant adverse events.
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Descriptive statistics will be provided for proportions of subjects with abnormalities on
physical examination. Physical examination findings will be listed. These will be reviewed
for any emergent abnormalities that could be attributed to the new dosage form.

6.3.6 Neurological Examinations

Neurological examination sufficient to establish the EDSS score is to be performed at
Screening. The examination is to consist of an evaluation of mental status; corneal reflexes;
extra-ocular movements; facial sensation (light touch); facial strength; palatal movement;
tongue movements; neck extension; neck flexion; head turning; respiration; forced vital
capacity; tendon reflexes of the right and left biceps, triceps, supinator, quadriceps,
and ankle (scored as O=absent, 1=reduced, 2 =normal, 3=increased, 4=clonus); and
plantar stimulation (scored as 0=no movement or flexor; l1=extensor). Targeted
examination is to be repeated, as needed in response to changes in medical history, at the
final study wvisit (Visit 11, or earlier in the event of premature termination).

Descriptive statistics will be provided for proportions of subjects with abnormalities on
neurological examination. Neurological examination findings will be listed. These will
be reviewed for any emergent abnormalities that could be attributed to the new dosage
form.

6.3.7 Suicidality Assessments using C-SSRS

The Columbia Suicide Severity Rating Scale (C-SSRS) is used to assess
suicidal ideations and behaviors at Baseline, with monitoring prospectively thereafter at
every subsequent visit.

Frequencies of suicidal ideation and suicidal behavior at Baseline and during the trial (since
last visit version) will be summarized.
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7. TESTING/QUALITY CONTROL PLAN AND SOFTWARE/SYSTEM

All statistical programs will be written in SAS® version 9.3, or later. Statistical programs
will be tested and reviewed for Quality Control (QC) by a second programmer/biostatistician
not involved in the programming as per standard operating procedure
(SOP). In addition, SOP will be followed to ensure that the information is complete,
consistent, and accurately reflects the data stored in Clinical Data Management System
(CDMS) database. Further all tables, figures, and listings (TFLs) will undergo a QC process
by an independent biostatistician/programmer to ensure that the information is complete,
consistent, and accurately reflects the data stored in CDMS.

7.1 Programming Specifications for TFLs

Appendix 1 provides a list of all the TFLs that are planned to be produced.

7.2 Formatting Conventions

The following formatting conventions will be used to output TFLs:

e TFLs are outputted by SAS Output Delivery System (ODS) into Rich Text
Files (RTF) format.

e Tables and Listings will include borders around all headings and data cells.

e Output will be in landscape orientation with margins of 1.5 inches on top, and
1 inch for right, left, and bottom.

e The default font to be in tables/listings/figures will be Courier New.

e Preferred and minimum font size:

Portion of Output Preferred Minimum
Page Header 10 pt 8 pt
Title 10 pt 8 pt
Column header 10 pt 8 pt
Cells 10 pt 8 pt
Footnote 10 pt 8 pt
Page Footer 10 pt 8 pt

e Data will be centered within columns when the maximum length of the data
being displayed is less than or equal to the maximum width of the column
heading. When the maximum length of the data being displayed exceeds the
maximum width of the column heading, the data will be left-justified.

e Column headings should be in initial capital characters. For numeric
variables, include “unit” in the column heading when appropriate.

e In figures, axes will be labeled appropriately.
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7.3 Standard Text Conventions

7.3.1 Header

All output (table, figure, or listing) will have the following header:

Sun Pharma Advanced Research Company Ltd.
Protocol CLR 09 21 Page xx of XX

All output will have the date and time (date and time output was generated) and internal page
number in the footer. Tables/Figures/Listings should be internally paginated (i.e., page
numbers should appear sequentially within each output).

7.3.2 Title

At least three (3) lines, in general, will be reserved for the entire title.

e The first line is for the table/listing/figure number;
e The second line is for the actual title; and
e The third line is reserved for the analysis population descriptor.
= Population(s) represented on the tables will be clearly identified in
the last row of the table Title. Consistent terminology will be used
to identify a population.
=  Sub-population(s) or special population(s) descriptions will provide
sufficient detail to ensure comprehension of the population (e.g.,
ITT Subjects from Study Site 1, Per-Protocol Subjects from Study
Site 2) used for analysis in a table, figure, or a data listing.

All titles will be centered, as shown in the following example:

Table 14.3.2.1
Overall Incidence of Safety Events
Safety Population

7.3.3 Footnotes

Unless otherwise specified, footnotes will appear on all pages within the tables and listings as
follows:

e Footnotes will be in the format of “Note: followed by 2 spaces, then
the footnotes”, as shown in the following example:

Note: SD = Standard Deviation; SEM = Standard Error of the Mean.

e Each line of a complete footnote should end with a period.
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7.3.4 Footer

When an abbreviation (e.g. AE, SAE, etc.) appears first time in the
whole set of TFLs for a study, a footnote should be provided at least
once; and it is up to the study statistician to decide whether there is a
need to repeat the same footnote for the rest of TFLs.

A footnote serves as a brief explanation/clarification /definition
/concept of a flag symbol or a character, an abbreviation, a
terminology, etc., that appears in or relates directly to the displayed
content of a table/listing/figure.

All footnotes will be at the lowest line of the page immediately above
the footer. There will be one space between the last footnote and the
footer.

For Tables, first footnote will provide source listings and/or analysis
datasets names for cross-referencing.

The following footer should appear at the very bottom of each page of a table, a listing, or a
figure generated in SAS in the lower left corner:

Program: PGNAME .sas; Creation Date and Time: DDMMMYYYY HH:MM
Data Cutoff: DDMMMYY:HH:MM:SS — ADaM Generated MMM DD, YYYY

where PGNAME = SAS program name.

7.4 Statistical Conventions

7.4.1 Statistics Reported

e Unless otherwise specified, the mean and median will be displayed to one more decimal
place than the original value and the standard deviation to two more decimal places,
while minimum and maximum will be reported in the format of the original data, e.g.:

Original: xx

Mean and median: xx.x

SD: xx.xx

Minimum and maximum: xx

e Descriptive statistics in this template include: Mean, Median, Standard Deviation
(SD), Q1, Q3, and N. In addition, 95% CI will be presented when appropriate.

e Unless specified in the actual TFL shells for a study, all percentages will be rounded to
2 decimal places in all tables/figures/listings, with the exception of adverse events,
which will be rounded to 1 decimal place. Rounding will take place after all
calculations have been performed.
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e Population summaries that include p-values will report the p-value to four decimal
places with a leading zero (0.0001). All p-values reported on default output from
statistical software (i.e., SAS® Software) may be reported at the default level of
precision. P-values <0.0001 should be reported as <0.0001 not as 0.0000.

e Use of N versus n:
N = total number of subjects or subjects in the population.
n = total number of subjects or subjects in the specific category.

7.4.2 SAS Procedure Output

If appropriate, SAS procedure output may be formatted and saved as source for references
and will be included in Appendix.

7.4.3 Tables Summarizing Categorical Data

The following specifications apply to tables that summarize categorical data:

e Percent of events should be left blank (including the parentheses) if the
number of events is zero.

e If the categories of a parameter are ordered, then all categories between
the maximum possible category and the minimum category will be
included, even if n=0 for a given category between the minimum and
maximum level for that parameter.

o If the categories are not ordered, then only those categories for which
there is at least one subject represented will be included.

e A missing category will be added to any parameter for which
information is not available for any subjects.

7.4.4 Subject Data Listings

In general, individual subject data listings should include all subjects with data. However, if
a subject data listing includes only subjects who met a certain condition, and there were no
subjects who met that condition, then a “message” will appear indicating that no subjects met
the condition for inclusion in that listing.
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9. APPENDICES

9.1 Planned Tables, Listings, and Figures

Tables and Figures:

Table 14.1.1.1 Screen Failure Summary (All Subjects)

Table 14.1.1.2 Subject Disposition (All Subjects)

Table 14.1.2 Protocol Deviations Part 3 (ITT Population)

Table 14.1.3.1 Demographics and Baseline Characteristics (ITT Population)

Table 14.1.3.2 Demographics and Baseline Characteristics in Part 2 (Safety Population)

Table 14.1.3.3 Demographics and Baseline Characteristics in Part 3 (Safety Population)
Table 14.1.4 Medical History (Safety Population)

Table 14.1.5.1 Multiple Sclerosis History (ITT Population)

Table 14.1.5.2 Multiple Sclerosis History (Safety Population)

Table 14.1.6.1 Spasticity History (ITT Population)

Table 14.1.6.2 Spasticity History (Safety Population)

Table 14.1.7.1 Prior Medications (Safety Population)

Table 14.1.7.2.1 | Concomitant Medications Part 2 (Safety Population)

Table 14.1.7.2.2 | Concomitant Medications — Anti-Spasticity Part 2(Safety Population)
Table 14.1.7.2.3 | Concomitant Medications — Neurological Part 2 (Safety Population)
Table 14.1.7.3.1 | Concomitant Medications Part 3 (Safety Population)

Table 14.1.7.3.2 | Concomitant Medications — Anti-Spasticity Part 3 (Safety Population)
Table 14.1.7.3.3 | Concomitant Medications — Neurological Part 3 (Safety Population)

Table 14.1.8 Physical Examination Results (Safety Population)

Table 14.1.9 Neurological Examination Results (Safety Population)

Table 14.1.10.1.1 | Exposure Dose Levels Parts 1 and 2 (Safety Population)

Table 14.1.10.1.2 | Acceptable Conversion Dose Levels at Week 6 Parts 1 and 2 (Safety Population)
Table 14.1.10.1.3 | Dosing Compliance Parts 1 and 2 (Safety Population)

Table 14.1.10.2.1 | Exposure Dose Levels Part 3 (Safety Population)

Table 14.1.10.2.2 | Dosing Compliance Part 3 (Safety Population)

Table 14.2.1 Treatment Failure Rates (ITT Population)

Table 14.2.2 Subject Global Impression of Severity (ITT Population)

Table 14.2.5 Treatment Failure Rates by Gender (ITT Population)
Table 14.2.6 Treatment Failure Rates by Race (ITT Population)
Table 14.2.7 Treatment Failure Rates by Age Group (<65 or >65) (ITT Population)
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Table 14.2.20 Time To Dropout in Part 3 (ITT Population)

Table 14.3.1.1.1 | Overview of Adverse Events in Part 2 (Safety Population)

Table 14.3.1.1.2 | Incidence of Treatment-Emergent Adverse Events in Part 2 (Safety Population)
Incidence of Treatment-Emergent Adverse Events by Descending Order of Frequency
Table 14.3.1.1.3 | of Preferred Terms in Part 2 (Safety Population)

Incidence of Treatment-Emergent Adverse Events by Maximum Severity in Part 2
Table 14.3.1.1.4 | (Safety Population)

Incidence of Treatment-Emergent Adverse Events by Highest Relationship in Part 2
Table 14.3.1.1.5 | (Safety Population)

Incidence of Treatment-Related Treatment-Emergent Adverse Events by Highest
Table 14.3.1.1.6 | Relationship in Part 2 (Safety Population)

Incidence of Treatment-Emergent Adverse Events Leading to Discontinuation in Part
Table 14.3.1.1.7 | 2 (Safety Population)

Incidence of Treatment-Emergent Adverse Events by Gender in Part 2 (Safety

Table 14.3.1.1.8 | Population)

Table 14.3.1.1.9 | Incidence of Treatment-Emergent Adverse Events by Age Group in Part 2 (Safety
Population)

Table 14.3.1.1.10 | Incidence of Treatment-Emergent Adverse Events by Race in Part 2 (Safety
Population)

Table 14.3.1.1.11 | Incidence of Treatment-Emergent Adverse Events by Concomitant Medications in at
Least 20% of Subjects in Part 2 (Safety Population)

Table 14.3.1.1.12 | Incidence of Treatment-Emergent Adverse Events by Medical Conditions Present in
at Least 20% of Subjects at Screening in Part 2 (Safety Population)

Table 14.3.1.1.13 | Incidence of Treatment-Emergent Adverse Events by Renal Function in Part 2 (Safety
Population)

Incidence of Treatment-Emergent Adverse Events by Dose at Earliest Onset in Part 2
Table 14.3.1.1.14 | (Safety Population)

Table 14.3.1.2.1 | Overview of Adverse Events by Treatment Group in Part 3 (Safety Population)
Incidence of Treatment-Emergent Adverse Events by Treatment Group in Part 3
Table 14.3.1.2.2 | (Safety Population)

Incidence of Treatment-Emergent Adverse Events by Descending Order of Frequency
Table 14.3.1.2.3 | of Preferred Terms by Treatment Group in Part 3 (Safety Population)

Incidence of Treatment-Emergent Adverse Events by Maximum Severity by
Table 14.3.1.2.4 | Treatment Group in Part 3 (Safety Population)
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Table 14.3.1.2.5

Incidence of Treatment-Emergent Adverse Events by Highest Relationship by
Treatment Group in Part 3 (Safety Population)

Table 14.3.1.2.6

Incidence of Treatment-Related Treatment-Emergent Adverse Events by Highest
Relationship by Treatment Group in Part 3 (Safety Population)

Table 14.3.1.2.7

Incidence of Treatment-Emergent Adverse Events Leading to Discontinuation by
Treatment Group in Part 3 (Safety Population)

Table 14.3.1.2.8

Incidence of Treatment-Emergent Adverse Events by Gender by Treatment Group in
Part 3 (Safety Population)

Table 14.3.1.2.9

Incidence of Treatment-Emergent Adverse Events by Age Group by Treatment Group
in Part 3 (Safety Population)

Table 14.3.1.2.10

Incidence of Treatment-Emergent Adverse Events by Race by Treatment Group in
Part 3 (Safety Population)

Table 14.3.1.2.11

Incidence of Treatment-Emergent Adverse Events by Concomitant Medications in at
Least 20% of Subjects by Treatment Group in Part 3 (Safety Population)

Table 14.3.1.2.12

Incidence of Treatment-Emergent Adverse Events by Medical Conditions Present in
at Least 20% of Subjects at Screening by Treatment Group in Part 3 (Safety
Population)

Table 14.3.1.2.13

Incidence of Treatment-Emergent Adverse Events by Renal function by Treatment
Group in Part 3 (Safety Population)

Table 14.3.1.2.14

Incidence of Treatment-Emergent Adverse Events by Dose at Earliest Onset by
Treatment Group in Part 3 (Safety Population)

Table 14.3.2.1.1

Incidence of Treatment-Emergent Serious Adverse Events in Part 2 (Safety
Population)

Table 14.3.2.1.2

Incidence of Treatment-Related Treatment-Emergent Serious Adverse Events by
Highest Relationship in Part 2 (Safety Population)

Table 14.3.2.1.3

Incidence of Fatal Treatment-Emergent Serious Adverse Events in Part 2 (Safety
Population)

Table 14.3.2.2.1

Incidence of Treatment Emergent Serious Adverse Events by Treatment Group in
Part 3 (Safety Population)

Table 14.3.2.2.2

Incidence of Treatment-Related Treatment-Emergent Serious Adverse Events by
Highest Relationship in Part 3 (Safety Population)

Table 14.3.2.2.3

Incidence of Fatal Treatment-Emergent Serious Adverse Events in Part 3 (Safety
Population)

Table 14.3.4.1.1

Vital Signs in Part 2 (Safety Population)

Table 14.3.4.1.2

Vital Signs in Part 3 (Safety Population)

Table 14.3.4.1.3

Potentially Clinically Significant Vital Signs in Part 2 (Safety Population)

Table 14.3.4.1.4

Potentially Clinically Significant Vital Signs in Part 3 (Safety Population)

Table 14.3.4.2.1

Hematology Laboratory Assessments (Safety Population)

Table 14.3.4.2.2

Hematology Laboratory Shift Table (Safety Population)

Table 14.3.4.2.3

Number and Percentage of Subjects with a Possibly Clinically Significant (PCS)
Hematology Results — Safety Population

Table 14.3.4.3.1

Chemistry Laboratory Assessments (Safety Population)

Table 14.3.4.3.2

Chemistry Laboratory Shift Table (Safety Population)

Table 14.3.4.3.3

Number and Percentage of Subjects with a Possibly Clinically Significant (PCS)
Chemistry Results — Safety Population

Table 14.3.4.4

Urinalysis Summary (Safety Population)

Table 14.3.4.5.1

12-Lead Electrocardiogram Parameters in Part 2 (Safety Population)

Table 14.3.4.5.2

12-Lead Electrocardiogram Parameters in Part 3 (Safety Population)

Table 14.3.4.5.3

Clinical Interpretation and Categorical Results of 12-Lead Electrocardiogram in Part
2 (Safety Population)

Table 14.3.4.5.4

Clinical Interpretation and Categorical Results of 12-Lead Electrocardiogram in Part
3 (Safety Population)
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Table 14.3.5.1

C-SSRS Summary of Suicidal Ideation and Suicidal Behavior in Part 1 (Safety
Population)

Table 14.3.5.2

C-SSRS Summary of Suicidal Ideation and Suicidal Behavior in Part 2 (Safety
Population)

Table 14.3.5.3

C-SSRS Summary of Suicidal Ideation and Suicidal Behavior in Part 3 (Safety
Population)

Figures

Figure 14.1.2.1

Subject Disposition

Figure 14.2.20.1

Time to Dropout

Figure 14.3.5.1.1

Suicidal Ideation and Behavior Histogram — Part 1

Figure 14.3.5.2.1

Suicidal Ideation and Behavior Histogram — Part 2

Figure 14.3.5.3.1

Suicidal Ideation and Behavior Histogram — Part 3

Listings
Listing Number Title Population
Listing 16.1.7 Randomization Scheme All Enrolled
Listing 16.2.1.1 Subject Eligibility All Enrolled
Listing 16.2.1.2 Subject Disposition All Enrolled
Listing 16.2.3.3 Identification of Analysis Sets All Enrolled
All Enrolled
Listing 16.2.2 Protocol Deviations
Listing 16.2.4.1 Demographics All Enrolled
Listing 16.2.4.2.1 | Medical History All Enrolled
Listing 16.2.4.2.2 Surgical History All Enrolled
Listing 16.2.4.2.3 | MS History All Enrolled
Listing 16.2.4.2.4 | MS Symptoms Other Than Spasticity All Enrolled
Listing 16.2.4.2.5 Spasticity History All Enrolled
Listing 16.2.4.3.1 | Prior and Concomitant Medications All Enrolled
Neurological and Anti-Spasticity Concomitant | All Enrolled
Listing 16.2.4.3.2 Medications
Medications Used within 30 Days Prior to All Enrolled
Listing 16.2.4.3.3 Screening
Listing 16.2.4.3.4 Physiotherapy regimen All Enrolled
I ____
Listing 16.2.5.1.1 | Dose Administration All Enrolled
Listing 16.2.5.1.2 Drug Distribution/Return All Enrolled
I ____
Listing 16.2.6.1 Treatment Failure Rates All Enrolled
Listing 16.2.6.2.1 | Subject Global Impression of Severity All Enrolled
Listing 16.2.6.2.2 | Clinical Global Impression of Severity All Enrolled
Listing 16.2.6.3.1 | Subject Diary All Enrolled
Listing 16.2.6.3.2 | Subject Diary Summary per Week All Enrolled
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Listing 16.2.6.4 EDSS All Enrolled
Listing 16.2.6.5 Modified Ashworth Scores All Enrolled

All Enrolled
Listing 16.2.7.1 Adverse Events
All Enrolled
Listing 16.2.7.2 Serious Adverse Events
All Enrolled
Listing 16.2.8.1 Chemistry Laboratory Results
All Enrolled
Listing 16.2.8.2 Hematology Laboratory Results
All Enrolled
Listing 16.2.8.3 Urinalysis Laboratory Results
Listing 16.2.9 Vital Signs All Enrolled
All Enrolled
Listing 16.2.10 12-Lead ECG
Listing 16.2.11 Physical Examination All Enrolled
Listing 16.2.12 Neurological Examination All Enrolled
All Enrolled
Listing 16.2.13.1 C-SSRS: Suicidal Ideation (Safety Population)
. . All Enrolled
C-SSRS: Intensity of Ideation (Safety
Listing 16.2.13.2 Population)
All Enrolled
C-SSRS: Category of Attempt (Safety
Listing 16.2.13.3 Population)
All Enrolled
C-SSRS: Actual Attempt Data (Safety
Listing 16.2.13.4 Population)
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