M4344
MS5201922-0001 Version 1

M4344 First in Human Study

Clinical Trial Protocol
Identification No.

Title

Trial Phase

Investigational Medicinal
Product(s)

Integrated Analysis Plan

MS201922-0001

An Open-Label Study of the Safety, Tolerability, and
Pharmacokinetic/Pharmacodynamic Profile of VX-803/M4344
as a Smgle Agent and in Combination with Cytoxic
Chemotherapy in Participants with Advanced Solid Tumors

I
M4344

Clinical Trial Protocol 02 February 2018 / Version 6.0 including Amendment 5
Version
Integrated Analysis Plan COINdRinG Hinw0s
Auilioe PPD Merck PP
Function Author(s) / Data Analyst(s)
PPD PPD
PPD .Merck PPD
Integrated Analysis Plan 29 October 2018 / Version 1.0 Final
Date and Version
Integrated Analysis Plan
Reviewers Function Name
PPD PPD
PPD , Merck
PPD , Merck
PPD , Merck
Medical Responsible, Merck
PPD , Merck
PPD
Merck
PPD , Merck
PPD , Merck
PPD . Merck
Confidential

This document is the property of Merck KGaA, Darmstadt, Germany, or one of its affiliated companies.
It is mtended for restricted use only and may not - in full or part - be passed on, reproduced, published or used without
express permission of Merck KGaA, Darmstadt, Germany or its affiliate.
Copyright © 2018 by Merck KGaA, Darmstadt, Germany or its affiliate. All rights reserved.

Docunent No. ESIEG—G

Object No. S

CONFIDENTIAL

INFORMATION Lo




M4344 M4344 First in Human Study
MS201922-0001 Version 1

Approval Page
Integrated Analysis Plan: MS201922-0001

An Open-Label Study of the Safety, Tolerability, and Pharmacokinetic/Pharmacodynanuc Profile
of VX-803/M4344 as a Single Agent and in Combination with Cytoxic Chemotherapy in
Participants with Advanced Solid Tumors

Merck responsible Date

iR Via ELDORADO approval process

Via ELDORADO approval process

CONFIDENTIAL
Document No. i INFORMATION 2142

Object No. NN




M4344

M4344 First in Human Study

MS201922-0001 Version 1

1 Table of Contents

Integrated Analysis Plan .. e 1
SO EEE o s o s e s s s g 2
1 Table of Confents. . ... .. 3
2 List of Abbreviations and Defimtion of Terms ... 5
3 Dindrineats o FRmbnmg s o e R R S T 8
4 Purpose of the Integrated AnalysisPlan ... 8
5 Objectives and Endposnls:.... oo e cnoe, e sl 8
6 Overview of Planned Analyses_ ... ... 10
6.1 EmabAnabysis-c oo cooe ey epmee s g 10
7 Changes to the Planned Analyses in the Clinical Trial Protocol........ 11
8 Protocol Deviations and AnalysisSets ... ... 11
8.1 Definition of Protocol Deviations and Analysis Sets ... 11
82 Definition of Analysis Sets and Subgroups ... 11
9 General Specifications for Data Analyses ... ... 13
10 Tnal Subjects . 15
10.1 Diasposition of Subjects and Discontinuations ... 15
102 Protocol Dewviations ... 16
10.2.1 Important Protocol Deviabtions. ... ... 16
1022 Reasons Leading to the Exclusion from an Analysis Set .. |67
11 Demographics and Other Baseline Charactenisties ... 17
111 i e e e S S SR R o R e 17
112 Medical HiStory ... 18
113 Prior Anti-cancer Treatments and Procedures ... . 18
114 Other Basehne Charactenssties_......_......._ .. 19
12 Previous or Concomitant Medications/Procedures....._..........._..._._. 20
12.1 Previous Medications. ... 20
| 7.7 Comeomstanl MEBCAIOS ..o oo o v s o 20
123 Conenrrent Frocedimes:: ornansnsns e e e n g 20
13 Treatment Comphance and Exposure ... 21
14 Efhcacy Asalyses oo cooocons ey e s e 24
141 Analysis of Objective Response (Secondary Endpoint) ... 24
Documert . ENN— INFORMATION




M4344

M4344 First in Human Study

MS5201922-0001 Version 1

15
151
1521
1522
153

153.1
1532
1533
154
103
156
16
16.1

Safety Analyses .. 26
Maximum Tolerated Dose (Primary Endpomnt) ... 26
Adverse Events ... 27
Al Aerse Boels oo oe o s e epmee g 28
Adverse Events Leading to Treatment Discontinuation_.. ... 29
Deaths, Other Serious Adverse Events, and Other Sigmificant

irersedEn et e S R S s ) 30
Deaths e 30
Senmu AdvaseEvents .o e e sonaneas 30
Other Sigmficant AdverseEvent . ... 30
Chmical Iaboratory Evalwabons ... .. . . 31
Vital S1ems 32
Other Safety or Tolerability Evaluations.. ... 33
Amalyzes:of Ciher Enapoands::ooocee seems susrnssmmmpnnsm 34
PliEnnssinnelies. ... o e 34

CONFIDENTIAL
Document No. i INFORMATION 442

Object No. S




M4344

M4344 First in Human Study

MS5201922-0001 Version 1

2 List of Abbreviations and Definition of Terms
AE Adverse Event

ALT Alamine Aminotransferase

ALP Alkaline Phosphatase

AST Aspartate Armnotransferase

ATC Anatomical Therapeutic Class

AUC Area Under the Concentration-fime Curve
BID Twice daily

BIW Twice weekly

BMI Body Mass Index

BOR Best Overall Response

BSA Body Surface Area

CI Confidence Interval

CR Complete Response

CSR Climical Study Report

CTMS Clinical Tnial Management System

CcV Coefficient of Vanation

DCR Disease Control Rate

DEM Dose Escalation Meeting

DLT Dose Limiting Toxicity

ECG Electrocardiogram

ECOG Eastern Cooperative Oncology Group
eCRF Electronic Case Report Form

FAS Full Analysis Set

GeoCV Geometric Coefficient of Vanation
GeoMean Geometric Mean

HLT Higher Level Term

IAP Integrated Analysis Plan

ICH International Conference on Harmomization
LDH Lactate Dehydrogenase

LLOQ Lower Limit of Quantification
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Max Maximum

MedDRA Medical Dictionary for Regulatory Activities

MDSC Myeloid Derived Suppressor Cells

mFAS Modified Full Analyis Set

MTD Maximum Tolerated Dose

NCI-CTCAE  National Cancer Institute — Common Terminology Critenia for Adverse
Events

NE Not Evaluable

OR Objective Response

ORR Objective Response Rate

PAS Pharmacokinetic Analysis Set

PD Progressive Disease

PK Pharmacokinetics

PR Partial Response

PT Preferred Tenm

Q1 25% Percentile

Q3 75% Percentile

QD Once Daily

QTcF Fndericia’s Correction of QT

RECIST Response Evaluation Criteria In Solid Tumors
RP2D Recommended Phase II Dose

SAE Serious Adverse Event

SAF Safety Analysis Set

SCR Screeming Analysis Set

SD Stable Disease

SDTM Study Data Tabulation Model

SMQ Standardized MedDRA Queries

StdDev Standard Deviation

SOC System Organ Class
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TEAE Treatment Emergent Adverse Event

Treg Repulatory T Cells

ULN Upper Linit of Normal

WHO World Health Organization

WHO-DD World Health Organization-Drug Dictionary
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3 Modification History
Unique Date of Author Changes from the Previous Version
Identifier for IAP Version
Version
10 24Aug2018 PPD First version.
4 Purpose of the Integrated Analysis Plan

The purpose of this Inteprated Analysis Plan (IAP) 1s to document techmical and detailed
specifications for the final analysis of data collected for protocol MS201922-0001. Only analyses
for Parts A, A2, and B1 are covered in this IAP. Results of the analyses described m this IAP will
be included m the Climical Study Report (CSR). Additionally, the planned analyses identified in
this TAP will be included in regulatory submussions or future manuscripts. Any post-hoe, or
unplanned analyses performed with results included m the CSR, but not identified m thus
prospective IAP, will be clearly identified in the CSR_

The IAP is based upon Section 8 (Statistics) of the tnial protocol and protocol amendments and 1s
prepared in compliance with International Conference on Harmomzation (ICH) E9.

-] Objectives and Endpoints
Part A-
Objective Endpoint IAP
Section

To evaluate the safety and tolerability of Safety parameters, including adverse 152,
multiple ascending doses of single-agent | events (AEs), clinical laboratory values 154,
M4344 administered twice-weekly (BIW) | (serum chemistry and hematology), vital | 15.5,
in participants with advanced solid signs and electrocardiogram (ECG) 156

Primary tumors assessments

Objectives To determine the maximum tolerated MTD and/or RP2D of single-agent 15.1
dose (MTD) andfor recommended Phase | M4344 administered BIW
Il dose (RP2D) of single agent M4344
administered BIW in participants with
advanced solid tumors
To evaluate pharmacokinetics (PK) of PK parameter estimates of single-agent 16
single-agent M4344 when administered M4344 administered BIW, derived from
BIW in participants with advanced solid plasma concentration-time data
tumors
To assess potential antitumor activity of Best Overall Response 141

Secondary single-agent M4344 when administered | Objective response (OR)

Objectives EIW in participants with advanced solid

tumors.

Disease stabilization
Sum of longest diameter

Evaluated by Response Evaluation
Crteria in Solid Tumors (RECIST) 1.1
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Part A2:
Objective Endpoint I1AP
section
To evaluate the safety and tolerability Safety parameters, including AEs, clinical 152,
of multiple ascending doses of single- laboratory values (serum chemistry and 154,
agent M4344 administered in a twice hematology), vital signs and ECG 155,
daily (BID}, once daily dose (QD), or assessments 156
s an alternativeschedule in participants
Primary with advanced solid tumors
Objectives 3 :
To determine the MTD andfor RP2D of | MTD andfor RP2D of single-agent M4344 151
single-agent M4344 administered in a administered with a twice daily or once
BID or QD dose schedule in daily dose schedule
participants with advanced solid
tumors
To evaluate PK of single-agent M4344 | PK parameter estimates of single-agent 16
when administered in a BID or QD M4344 administered with a twice daily or
dose schedule in participants with once daily dose schedule, derived from
advanced solid tumors plasma concentration-time data
To assess potential antitumor activity Best Overall Response 141
Secondary | of single-agent M4344 when Objective response (OR)
Objectives administered in a BID or QD dose Fiisaasas stadiiaiiitn
schedule in participants with advanced i
e e Sum of longest diameter
Evaluated by Response Evaluation Criteria
in Solid Tumors (RECIST) 1.1
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Part B1:
Objective Endpoint IAP
section
To evaluate the safety and tolerability of Safety parameters, including AEs, 152, 154,
multiple ascending doses of M4344 when clinical laboratory values (serum 155, 156
administered in combination with carboplatin chemistry and hematology), vital signs
Primary in participants with advanced solid tumors and ECG assessments
Objectives To determine the MTD andfor RP2D of MTD and/or RP2D of M4344 15.1
M4344 administered in combination with administered in combination with
carboplatin in participants with advanced carboplatin
solid tumors.
To evaluate the PK profile of M4344 when PK parameter estimates of M4344 16.1
administered in combination with carboplatin administered in combination with
in paricipants with advanced solid tumors carboplatin derived from plasma
concentration-time data
To evaluate potential antitumor activity after Best Overall Response 141
Secondary | administering M4344 in combination with Objective response (OR)
eciives carboplatin in participants with advanced Disease stabilization
solid tumors. Sum of longest diameter
Evaluated by Response Evaluation
Criteria in Solid Tumors (RECIST) 1.1

6

Overview of Planned Analyses

Dose Escalation Meetings (DEMs) will determune the next dose level to be explored based on the
available safety data on previous cohort(s). Prior to each DEM a data snapshot will have been
taken from the clinical database as described mn the Statistical Analysis Plan for DEM. Planned
data displays for these meetings are described in a separate document, the Statistical Analysis Plan
for DEM. There are no interim analyses currently planned for Parts A, A2 and Bl of this study,
but interim analyses may be conducted for the purpose of data review and regulatory updates.

6.1

Final Analysis

All final, planned analyses identified mn the Clinical Tnal Protocol and in this TAP will be
performed only after the last subject has completed the study with all trial data in-house, database
locked for each study part (Part A2 has a separate database from Parts A and B1), and data released
for statistical analyses.

A data review meeting will be held prior to each database lock. In addition, no database can be
locked until this IAP has been approved.
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i Changes to the Planned Analyses in the Clinical Trial Protocol

Only analyses of Parts A, A2 and B1 of the trial are covered m this IAP. Analyses on the other
parts of the trial will be described mn a separate document.

8 Protocol Deviations and Analysis Sets

8.1 Definition of Protocol Deviations and Analysis Sets

Important protocol dewiations are protocol dewviations that nught sipmificantly affect the
completeness, accuracy, and/or rehiability of the study data or that nmught significantly affect a
subject's rights, safety, or well-being

Important protocol deviations include
¢ Dewiations from the inclusion and exclusion criteria
¢ Dewiations post mclusion

All important protocol deviations will be documented in the Chinical Trial Management System
(CTMS) and in the Study Data Tabulation Model (SDTM) datasets, whether identified through

site momitoring, medical review or data management programming.

8.2 Definition of Analysis Sets and Subgroups

Screening Analysis Set (SCR)

The screeming analysis set mncludes all subjects who signed the informed consent form.
Safety Analysis Set (SAF)

The SAF will include all enrolled subjects who recerved at least 1 dose of study drug (either M4344
or carboplatin (Part B1 only)) with the actual amount > 0 mg. Analyses performed on the SAF will
consider subjects’ planned dose group.

Dose Limiting Toxicity (DLT) Evaluable Set

The DLT evaluable set includes all enrolled subjects who recerved at least one dose of M4344 and
either:
e Expenenced a DLT before the end of Cycle 1 (21 days after start of treatment) or

* Recerved the following minimum required doses of study drug(s) in Cycle 1 (21 days from start
of treatment)-

o Part A: at least 80% (5 out of 6) of scheduled M4344 doses through the end of Cycle 1
o Part B1: carboplatin dose on Day 1 and M4344 dose on Days 2 and 9

o Part A2: at least 80% (34 out of 42 for BID regimen or 17 out of 21 for QD regimen) of
scheduled M4344 doses through the end of Cycle 1.
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Subjects who are withdrawn before they meet one of these critenia will be excluded from the
determination of the MTD (and will be replaced), and thus will be excluded from the DLT
evaluable set.

Full Analysis Set (FAS)

The FAS i1s defined as all enrolled subjects who satisfy all of the following critena:

» received at least 1 dose of study drug with the actual amount > 0 mg

e have a baseline scan with a measurable target lesion (sum of diameters of all target lesions > 0
mm)

e have at least 1 disease assessment on treatment with a measureable target lesion (sum of
diameters of all target lesions >= 0 mm); or subjects who have discontinued the study due to
either progressive disease or death.

Modified Full Analysis Set (nFAS)

The mFAS 1s defined as all enrolled subjects who satisfy all of the following critenia:
e received at least 1 dose of study drug with the actual amount > 0 mg

e have a baseline scan with a measurable target lesion (sum of diameters of all target lesions >=
0 mm)

Pharmacokinetic Analysis Set (PAS)

The PAS will nclude all enrolled subjects who receive at least one dose of M4344 with the actual
amount > 0 mg and provide at least one measurable post-dose concentration. Subjects will be
analyzed according to the actual treatment they received. All PK analyses will be based on this
analysis set.

Table 1 Summary of Analysis and Associated Analysis Set
Analyses SCR | DLT SAF FAS/mFAS PAS
Disposition v
Baseline Assessments ¥
Past and Concomitant Therapies v
Compliance and Exposure v
Efficacy ¥
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Document No. iR INFORMATION 12/42

Object No. S




M4344 M4344 First in Human Study
MS201922-0001 Version 1

Analyses scR | oLt | saF | Fasmras | pas | B -
Safety: DLTs and MTD/RP2D v J
(primary endpoint)
Other Safety and Tolerability ¥
Phamacokinetic Analysis v
9 General Specifications for Data Analyses

Unless otherwise indicated, summary tables will be presented by study part, dose group and overall
based on the analysis set of interest; listings will be presented usmg the same analysis sets as
corresponding tables.

Pooling of centers:
Data will be pooled across centers.
Presentation of continuous and qualitative variables:

Continuous variables will be summanzed using descriptive statistics, 1.e.
number of subjects (N), number of subjects with non-missmg values,
arithmetic mean (Mean), standard dewiation (StdDev),

median, 25th Percentile - 75th Percentile (Q1-Q3),

minimum (Min), and maximum (Max).

Qualitative vaniables will be summarized by counts and percentages.

Unless otherwise stated the calculation of proportions will be based on the number of subjects of
the analysis set of interest. Therefore, counts of missing observations will be mncluded in the
denominator and presented as a separate category.

In case the analysis refers only to certain visits, percentages will be based on the number of subjects
still present in the trial at that visit, unless otherwise specified.

Definition of baseline:

The last non-missing measurement prior to the first adnumstration of study treatment (either
M4344 or carboplatin (Part B1 only)) will serve as the baseline measurement.

Definition of duration:

Duration will be calculated by the difference of start and stop date + 1 (e.g. survival fime (days) =
date of death — date of treatment start + 1) (if not otherwise specified).
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The time since an event (e g. time since first diagnosis) will be calculated as reference date minus
date of event (e.g. time since last dose date will be calculated as the event date — the date of last
dose).

Unscheduled visits:

Assessments from unscheduled wvisits will be used for the denivation of baseline values and worst
on-treatment values. However, descriptive statistics by nomunal wvisit or time pomt for safety
endpoints such as laboratory measurements, ECGs and wvital signs will mclude only data from
scheduled visits per protocol.

Conversion factors:

The following conversion factors will be used to convert days into months or years: 1 month =
30.4375 days, 1 year = 365.25 days.

Handling of missing data:

Unless otherwise specified, missing data will not be replaced.

In all subject data hstings, imputed values will be presented and flagged as such.

Missing statistics, e g. when they cannot be calculated, should be presented as “nd” (not done).
For example, 1f n=1, the measure of vaniability (StdDev) cannot be computed and will be presented
as “nd™.

Treatment day

Treatment day 15 defined relative to the start of a treatment  Treatment Day 1 1s the day of the first
admimstration of tnal drug (M4344 or carboplatin as applicable to the study part). The day before
Treatment Day 1 15 defined as Treatment Day -1. (No Treatment Day 0 1s defined.)

On-treatment period

The on-treatment period 1s defined as the date of the first dose of a tral drug (M4344 or carboplatin
as applicable) until the mimmum of the following: date of last dose of study treatment + 30 days
and the date of death.
Definiton of Missing category
If not otherwise specified the following categonies will be summanzed under the nussing category:
*  missing
s unknown

SAS version:

All analyses will be performed using SAS® Software version 9 4 or higher.
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Presentation of PK Concentration Data

PK concentration data will be descriptively summarized by part, treatment and day using: number
of non-mussing observations, Mean, StdDev, coefficient of vanation (CV%), Min, Median and
Max.

Descriptive statistics of PK concentration data will be calculated using values with the same
precision as the source data, and rounded for reporting purposes only. The following conventions
will be applied when reporting descriptive statistics of PK concentration data:

e Min, Mean, Median and Max: 3 significant digits
e StdDev: 4 sigmificant digits
e CV%: 1 decimal place

Presentation of PK Parameter Data

PK parameter data will be descniptively summanzed by part, treatment and day using: number of
non-missing observations, Mean, StdDev, CV%, Min, Median, Max, geometric mean (GeoMean),
geometric coefficient of varation (GeoCV) and the 95% CI for the GeoMean (lower 95% CI for
GeoMean, upper 95% CI for GeoMean).

PK parameter Cpax Will be reported with the same precision as the source data. All other PK
parameters will be reported to 3 significant figures. Descriptive statistics of PK parameter data will
be calculated using full precision values, and rounded for reporting purposes only.

The following conventions will be applied when reporting descriptive statistics of PK parameter
data:

s Min, Mean, Median, Max, GeoMean and 95% CI: 3 sigmficant digits
e StdDev: 4 sigmificant digats
e CV% and GeoCV%: 1 decimal place

Non-compartmental computation of pharmacokinetic parameters will be performed using the
computer program Phoenix® WinNonlin® version 6.4 or higher (Certara, L P, 1699 S Hanley
Road, St Louis, MO 63144, USA).

10 Trial Subjects

The subsections below include specifications for reporting subject disposition and treatment/trial
discontinuations. Additionally, procedures for reporting protocol deviations are provided.

10.1 Disposition of Subjects and Discontinuations
Analysis set: SCR

The disposition table will include the following information:
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Number of subjects screened (overall column only)

Number and percentage of subjects who discontinued from the trial prior to treatment
(overall column only)

Number and percentage of subjects who took at least one dose of M4344 (SAF subjects)

Number and percentage of subjects who took at least one dose of carboplatin (SAF subjects)
(Part B1 only)

Number and percentage of SAF subjects who completed M4344 overall and by completion
reason (progressive disease or death)

Number and percentage of SAF subjects who completed carboplatin overall and by
completion reason (progressive disease or death) (Part B1 only)

Number and percentage of SAF subjects who discontinued the M4344, overall and by reason
for discontinuation

Number and percentage of SAF subjects who discontinued the carboplatin, overall and by
reason for discontinuation (Part B1 only)

Number and percentage of SAF subjects that completed Long-Term Follow-Up and their
status (alive, dead, or lost to follow-up) at Long-Term Follow-Up (Parts A and B1 only)

o For subjects that are alive at Long-Term Follow-Up, their status post Safety Follow-
Up will be summanzed (alive without disease progression, progressed, started new
anti-cancer therapy, withdrew consent).

Number and percentage of SAF subjects who completed the trial

Number and percentage of SAF subjects who discontinued the tral, overall and by
discontinuation reason

Separate summary tables of analysis populations as well as subject enrollment for each region,
country, and site will be provided.

All relevant subject disposition data will be presented in data hstings including reasons for
exclusion from analysis sets.

10.2

Protocol Deviations

10.2.1 Important Protocol Deviations

Analysis set: SAF

The following summary tables and hstings of important protocol deviations will be provided
(separately for pre-/post mnclusion deviations):

Frequency table per reason of important protocol deviations
Listing of important protocol deviations
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10.2.2 Reasons Leading to the Exclusion from an Analysis Set

Not applicable since no Per-Protocol population was defined for any parts of this study.

11 Demographics and Other Baseline Characteristics
Analysis set: SAF

11.1 Demographics
Demographic characteristics will be summanzed by using the following information from the
"Demography” eCRF pages.
Demographic characteristics
& Sex: male, female

& Race: white, black or African American, Asian, American Indian or Alaska Native, Native
Hawaiian or Other Pacific Islander, not collected, other

e Ethnicity: Hispanic or Latino, Not Hispanic or Latino, not collected
* Ethmcity (Part A2): Japanese, Not Japanese
e Age (years): summary statistics
e Ape categories :
O <65 years, = 65 years
o 65-74 years, 75-84 years, =85 years
* Pooled Region:
o North Amernica

o Europe
BSA at Baseline: summary statistics

Specifications for computation:
Age (years):
e (date of given informed consent - date of birth + 1) / 365.25
¢ In case of missing day for at least one date, but month and year available for both dates:

For the derivation of age, the day of informed consent and the day of birth will be set to 1
and the formula above will be used

e In case of missing month for at least one date, but year available for both dates:

For the denivation of age, the day and the month of informed consent and the day and month
of birth will be set to 1 and the formula above will be used

» BSA (m?) = ([height (cm) x weight (kg)] / 3600)*”
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Site codes will be used for the deternination of the subject’s geographic region.
All relevant demographic data will be presented in data histings.

11:2 Medical History

Analysis set: SAF

The medical lustory will be summarized from the “Medical History” eCRF page, using the latest
version of Medical Dictionary for Regulatory Activities (MedDRA), preferred term (PT) as event
category and MedDRA system organ class (SOC) body term as Body System category.

Medical lustory will be displayed in terms of frequency tables: ordered by primary SOC and PT
in alphabetical order.

A supportive listing of medical history data by subject will include all the relevant data fields as
collected on the “Medical History” eCRF pages.

11.3 Prior Anti-cancer Treatments and Procedures

Analysis set: SAF

The prior anticancer treatments and procedures are collected from the “Prior Anti-cancer Therapy™
(Parts A and B1), “Prior Anti-cancer Drug Therapy Details” (Part A2), “Prior Radiotherapy™ (Parts
A and B1), “Prior Anti-cancer Radiotherapy Details” (Part A2), and “Prior Cancer Surgery” (Parts

A and B1) eCRF pages.
The summary of prior anti-cancer treatments and procedures will include the following:

e Number of subjects with at least one prior anti-cancer therapy

e Type of therapy: chemotherapy, hormonal therapy, mmmunotherapy, investigational
therapy, or other

¢ Regimen number of prior anti-cancer therapy: neoadjuvant, adjuvant, regimen 1 to regimen
10, or unknown

e Best response to regimen from prior anti-cancer therapy: complete response (CR), partial
response (PR), stable disease (SD), progressive disease (PD), not evaluable (NE), or
unknown

e Time elapsed since most recent anti-cancer therapy (months): summary statistics

e Duration of most recent anti-cancer therapy (months): summary statistics

Summary of prior radiotherapy will include the following vanables:

e Number of subjects with at least one prior radiotherapy
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e Location: brain, breast, lung, pleura, head and neck, esophagus, spinal cord, vertebrae,
lymph nodes, bone, or other

The following listings of prior anti-cancer therapies will also be provided:
e Listings of prior anti-cancer therapies
e Listing of prior radiotherapies
e Listing of prior cancer surgeries (Parts A and B1 only)

These will include subject identifier and all the relevant data collected on the corresponding eCRF
pages.

11.4 Other Baseline Characteristics
Analysis sets: SAF

Information on other baseline charactenistics are collected from the “Vital Signs” “WHO
Performance Status” (Parts A and Bl), “ECOG Performance Status” (Part A2), “Primary
Malignancy” (Parts A and Bl), and “Disease History” (Part A2) eCRF pages. Disease
characteristics collected at the pre-treatment evaluation visit will be summarized. Summary
statistics will be presented for the following:

e Height at Baseline (cm): summary statistics

e Waeight at Baselmme (kg): summary statistics

e Body mass index (BMI) at baseline (kg/m”): summary statistics

e Eastern Cooperative Oncology Group (ECOG) performance status: 0, 1,2, 3, 4

e Summary of primary malignancy mcluding the following:
o Number of subjects with at least one primary malignancy

o Primary malignancy: non-small cell lung cancer, small cell lung cancer, breast
cancer, ovarian cancer, colorectal cancer, prostate cancer, or other

o Histopathological grade of prnmary mahgnancy: G1/Well differentiated,
G2/Moderately differentiated, G3/Poorly or undifferentiated, GX/Grade cannot be
assessed, or other

o TNM staging at diagnosis: T, N, M and associated sub-categories

o Stage at diagnosis: IA IB, TA TIB, IIT, TITA, IITB, IV, or other

o Time elapsed since time of primary malignancy (months): summary statistics
Specifications for computation:
e BMI (kg/m’) = weight(kg)/[beight(m)]’
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Baseline characteristics with respect to wital signs, physical examinations, and
hematology/biochemstry will be part of Section 15 (Safety Evaluation).

All relevant baseline charactenistics data will also be presented in data listings.

12 Previous or Concomitant Medications/Procedures
Analysis sets: SAF

12.1 Previous Medications

Previous medications are medications, other than trial medications and pre-medications for trial
drug, which started before first adnmmistration of trial drug (M4344 or carboplatin, as applicable),
regardless of when dosing of the medication ended.

Previous medications will be summanzed from the “Prior and Concomutant Medications” eCRF
page. Anatomical Therapeutic Chemical (ATC)-2nd level and preferred term will be tabulated as
given from the latest version of World Health Orgamzation-Drug Dictionary (WHO-DD). In case
multiple ATCs are assigned to a drug, all ATC-2°¢ level will be used for reporting_ In case the date
values will not allow to unequivocally allocate a medication to previous medication, the
medication will be considered as previous medication.

All reported previous medications will be listed.
12.2 Concomitant Medications

Concomitant treatments are medications, other than trial medications, which are taken by
subjects any time on-trial (on or after the first day of tnal drug treatment for each subject) or within
30 days after last dose of tnal drug.

Conconutant treatment will be summanzed from the “Pnior and Concomitant Medications™ eCRF
page. ATC-2nd level and preferred term will be tabulated as given from the WHO-DD current
version_ In case multiple ATCs are assigned to a drug, all ATC-2" level will be used for reporting.
In case the date values will not allow unequivocal allocation of a medication as a concomitant
medication, the medication will be considered a concomitant medication.

Medications that started before the first dose of a trnial drug (M4344 or carboplatin, as applicable)
and continued after the first dose of a trial drug will be summanzed as previous medications and
separately as concomitant medications.

All relevant concomitant medication data will be listed.
12.3 Concurrent Procedures

All concurrent procedures, which were undertaken any time during the tnal, will be summanzed
according to the eCRF page “Non-Pharmacological Treatment or Procedures™ (Parts A and B1) or
“Concomitant Procedures™ (Part A2).
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Concurrent procedures will be derived i the same way as concomitant medications. In case the
date values will not allow unequivocal allocation of a procedure as a concurrent procedure, the
procedure will be considered a concurrent procedure.

All concurrent procedure data will be listed, mcluding flags for procedures that took place prior
to, on or after the date of first dose of a trial drug (M4344 or carboplatin, as applicable), or within
30 days after the last dose of a tnal drug (M4344 or carboplatin, whichever was taken last).

13 Treatment Compliance and Exposure
Analysis set: SAF

Dosing information 1s collected from the “Study Drug Admimstration: VX-803 — Chimic Dose™
(Parts A and B1), “Study Drug Administration Home Dose: VX-803” (Parts A and B1), “Study
Drug Administration: Carboplatin (part B1 only), “End of Dosing” (Parts A and B1), “M4344
Timme of Admimstration™ (Parts A2), and “M4344 Admimstration Details” (Part A2) eCRF pages.

e Part A M4344 1s taken twice a week (on treatment days 1, 4, 8, 11, 15, and 18) of a 21-day
treatment cycle_

e Part A2: M4344 1s taken twice a day every day of a 21-day treatment cycle. Once daily dosing
and additional cohorts with a planned drug holiday may also be explored.

e Part Bl:
o Carboplatin 1s adnumistered by mnfusion on treatment day 1 of a 21-day treatment cycle
o M4344 1s taken on treatment days 2 and 9 of a 21-day treatment cycle. An additional
cohort with one additional dose on day 5 may be explored.
Total number of administrations of M4344

Total number of adnmistrations 1s calculated as the sum of admimistrations that a subject recerved
across cycles where actual dose received 1s > 0 mg or the eCRF field for “Iid the subject take the
dose of VX-8037" on the “Study Drug Admimstration Home Dose: VX-803" 1s marked as “Yes”
or if the eCRF field for “Was VX-803 admimstered?” on the “Study Drug Admimstration: VX-
803 — Clinic Dose™ 1s marked as “Yes.”

Total number of infusions of carboplatin (part B1 only)

Total number of infusions 1s calculated as the sum of the actual number of infusions that a subject
recerved across cycles, regardless of infusion delays, interruptions, or any other deviations from
the protocol required schedules. An infusion 1s regarded to be administered if either the actual dose
recerved 1s > 0 mg or the duration of the infusion 1s > 0 nunutes.

Total comulative dose

Total cumulative dose for a study drug 1s the sum of the actual dose amount that a subject receives
across cycles.
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e M4344: The total cumulative dose (mg) 1s the sum of the actual dose amount across all
cycles. The mmdividual actual dose (mg) 15 taken from the “Dose level admimstered (mg)™
field from the “Study Drug Admimstration: VX-803 — Climc Dose™ and “Study Drug
Admimistration Home Dose: VX-803 Part A” (Parts A and A2) or “Study Drmug
Admimistration Home Dose: VX-803 Part B/C” (Part B1) at each dosing day.

e Carboplatin: The total cumulative dose (mg) 1s the sum of the actual dose amount taken
from “Scheduled dose to be admimistered in mg” if “Was entire dose admimistered?” 1s
answered as “Yes” on the “Study Drug Admimstration: Carboplatin™ eCRF page. If “Was
entire dose admmmistered?” 1s answered as “No™ then the result from “If no, actual volume
given (mL)” will be used

Total planned dose

For each study drug, total planned dose (mg) 1s calculated based on the imtial planned dose as
follows:

Imitial planned dose on the first dosing day (mg/administration) * number of planned
admimistrations/cycle x freatment duration (weeks) / 3 (weeks/cycle)

For each study drug the values for imtial planned dose (mg/administration) and number of planned
admimistrations/cycle are according to the planned dose level/schedule treatment group. The
treatment duration 1s derived for each study drug at subject level, as defined below.

Duration of therapy

Treatment duration will be calculated differently based on the dosing days and frequency as
follows:

Part A: During each 21 day cycle, M4344 1s taken twice a week on treatment days 1, 4, 8

7 ¥ 2 1 ]' ¥ ]' 5?‘
and 18. Duration of M4344 therapy 1s calculated as follows:

date of last dose—date of first dose +4

= )

Part A2: Duning each 21 day cycle, M4344 1s taken twice a day, every day of the treatment cycle.
Duration 1s calculated as follows:

Duration of M4344 (weeks) = (

date of last dose—date of first dose +1

Duration of M4344 (weeks) = ( = )

Part B1: Duning each 21 day cycle carboplatin 1s admumistered by mtravenous infusion on
treatment day 1 and M4344 1s taken on freatment days 2 and 9. Duration of M4344 and
carboplatin 1s calculated as follows:

date of last dose—date of first dose+ 1
7

Duration of M4344 (weeks) = (

: . ate of last dose—date of first dose + 21
Duration of Carboplatin (weeks) = (d £ = L )
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Dose intensity

« M4344

: E __ Total Cumulative dose of M4344 (mg)
Dose mtenslty (mgB WEEk) - ( (duration (in weeks)/3) )

e Carboplatin

Total Cumulative dose of carboplatin (mg])
(duration (in weeks)/3)

Dose mtensity (mg/3 week) = (

Relative dose intensity

The relative dose mtensity (%) 1s calculated based on 3-week cycles for each study drug by
dividing the dose intensity by the planned 3-weekly cumulative dose of the appropnate study drug.
The following summary tables will be provided:

e Duration of therapy (weeks) and by subgroups of < 3 weeks, > 3 — 6 weeks, > 6 — 9 weeks,
>9-12 weeks, > 12 weeks

e Total number of administrations

e Total number of nfusions (for carboplatin in Part B1)

e Total cumulative doses (mg)

e Dose intensity (mg/3 week)

e Relative dose intensity (%) and by subgroups of < 60%, = 60% - < 80%, = 80% - < 90%,
=00% - <110%, >110%

Dose reductions

Dose reduction 1s defined as less than 90% dose comphance at a single dose. Dose comphance 1s
calculated, for each dose received, as the percentage of actual non-zero dose (mg) recerved with
respect to the initial planned dose on Cycle 1 Day 1.

Mimimum dose compliance will be denived for each subject (across all of the subject’s non-zero
doses recerved) as follows:

- - _ 100 x actual non—zere minimum dose amount (mg)
Mimimum dose compliance (%) = (; — )
initial planned dose (mg)

The mimmum doses of the trial drugs will be denived per subject and categorized according to a <
50%, = 50% - < 70%, = 70% - < 90%, = 90% level of the planned dose. Subjects with mimmum
dose compliance > 90% are considered to have no dose reductions.
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Therapy Delays

Therapy delays will be derived for M4344 and carboplatin in Parts A and B1 based on study drug
admimistration date. Delays will be grouped into the following categories based on the deviation
to the planned treatment adnunistration day (relative to the previous treatment administration
date):

* No delay (including 1-2 day delays)
e 3-8 day delay
e 9-15 day delay

e >=16 day delay

All relevant trial drug exposure data will be presented in data listings, including dose reduction or
delay reasons.

14 Efficacy Analyses

Analysis set: FAS

14.1 Analysis of Objective Response (Secondary Endpoint)

Best averall response (BOR) 1s defined as the best response per RECIST 1.1 across all time points
until end of treatment or determunation of PD using the Investigator reported overall response per
time point and excluding assessments after further anticancer therapy. Climical deterioration will
not be considered as documented disease progression.

In the case of multiple dates of scans within the same tumor assessment, the earliest scan date will
be used as the date of tumor assessment. The order to obtain the BOR 1s the following: CR, PR,
SD, PD, NE. If a subject 1s nussing the baseline tumor assessment and/or has no on-treatment
tumor assessments, BOR will be NE.

When SD 1s believed to be the best response, 1t must also meet the protocol-specified minimum 6
weeks from the start of a tnal drug. If the minimum time 1s not met, the subject’s BOR. depends
on the subsequent assessments. For example, a subject who has SD at the first assessment, PD at
the second assessment, and does not meet the mimimum duration for SD, will have a best overall
response of PD. The same subject lost to follow-up after the first SD assessment would be
considered NE for BOR.

The confirmed BOR. will also be analyzed. In tlus case, CR and PR need to be confirmed at a
subsequent assessment, at least 4 weeks after imtial overall response assessment of CR/PR_ Table
2 summanzes the denivation rules described by Eisenhauer, et al (2009) for the BOR when
confirmation from subsequent assessment 1s needed.
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Table 2 BOR when confirmation of CR/PR is required
Overall response Overall response
first time point subsequent time point? Confirmed BOR

CR CR CR

CR PR 3D, if minimum criteria for SD duration met at first time
point. Otherwise PD

CR SD 5D, if minimum criteria for SD duration met at first time
point. Otherwise PD.

CR PD 5D, if minimum criteria for SD duration met at first time
point. Otherwise PD.

CR NE SD, if minimum criteria for SD duration met at first time
point. Otherwise NE.

PR CR PR

PR PR PR

PR SD 5D, if minimum criteria for SD duration met at subsequent
time point. Otherwise NE

PR PD 3D, if minimum criteria for SD duration met at first time
point. Otherwise PD.

PR ME 5D, if minimum criteria for SD duration met at first time
point. Otherwise NE.

NE NE NE

3 Subsequent time point is not necessarily the direct subsequent scan (e.g. PR-5D-PR will have PR as confirmed
BOR).

Both confirmed and unconfirmed BOR will be summarized by tabulating the number and
percentage of subjects with CR, PR, SD, PD, or NE as BOR_

A swimmer plot displaying key radiological milestones will be produced by dose group and study
part. For each subject, the time from treatment start until end of follow-up will be represented
(from treatment start to last date known to be alive or date of death). In addition, followmg
information will be displayed: time to confirmed BOR (CR, PR or SD), time to progression, and
status at the end of the follow-up (alive or dead).

Objective response rate (ORR) 1s defined as the proportion of subjects having achieved a BOR
of PR or CR. (summarizes as objective response [OR]) according to RECIST version 1.1. Both CR
and PR must be confirmed by repeat assessments performed no less than 4 weeks after the critena
for response are first met.

ORR will be summanzed by visit along with the 2-sided 90% confidence mterval (CI) using the
Clopper-Pearson (1) method (exact CI for a binomial proportion as computed by default by the
FREQ procedure using the EXACT option).

Disease control rate (DCR) 1s defined as the proportion of subjects having achieved a BOR of
CR, PR, or SD according to RECIST version 1.1.
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The DCR will be summanzed by visit along with the 2-sided 90% CI using the Clopper-Pearson
(1) method (exact CI for a binomal proportion as computed by default by the FREQ procedure
using the EXACT option).

Tumor shrinkage will be summarized as the percent change in target lesions (sum of diameters
of all target lesions for non-nodal lesion and short axis for nodal lesion) per time pomt from
baseline. The tumor response will be based on the mvestigator assessment and derived as follows:

(Sum of target lesions at Week XX — sum of target lesions at baseline) / sum of target lesions at
baseline x 100%

The maximum reduction in target lesions from baseline will be derived across all the post-baseline
assessments unfil documented disease progression, excluding assessments after start of a
subsequent anti-cancer therapy, derived as follows:

Mimimum of ((sum of target lesions at Week XX — sum of target lesions at baseline) / sum of target
lesions at baseline) x 100%

The percent change from baseline in target lesions per time pomt as well as other relevant
information will be presented in a data histing.

A waterfall plot of maximum percent reduction from baseline in the sum of diameters of target
lesions for each subject with measurable disease at baseline and at least one vahd post-baseline
assessment will be provided. The waterfall plot will show the bar for the subject with the largest
positive change on the left, and the bar for the subject with the largest negative change on the nnght.

The listing of tumor assessments (including e g_lesion number, description and location, type of
lesion, imaging date, assessment method, diameter (mm), sum of diameter of target lesions (mm),
BOR (confirmed and unconfirmed) will be provided by subject as recorded from the “Imaging
Scan Disease Assessment - Target Lesions™ (Parts A and B1), “Imaging Scan Disease Assessment
- Non-Target Lesions”, “Imaging Scan Disease Assessment - New Lesions” (Parts A and B1),
“Imaging Scan — Overall Response Assessment” (Parts A and B1), “Sum of Diameters (Accoring
to RECIST 1.1)” (Part A2), “Tumor Assessment — Target Lesions” (Part A2), “Tumor Assessment
—Non-Target Lesions” (Part A2?), and “Tumor Assessment — New Lesions” (Part A2) eCRF pages.

15 Safety Analyses

The subsections in this section include specifications for summarizing safety endpoints that are
common across climical trials such as AEs, laboratory tests and vital signs.

15.1 Maximum Tolerated Dose (Primary Endpoint)
Analysis set: DLT analysis set

The maximum tolerated dose (MTD) 1s defined as the highest dose for a given schedule at which
there 1s no more than 1 DLT in 6 participants. The DLT information will be based on the “Adverse
Events” eCRF page where “Dose-linuting toxicity?” = Yes.
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A summary table of DLTs during the first cycle of study treatment will be provided mcluding the
following information:

e Number of subjects with no DLT

e Number of subjects with one or more DLTs

A listing of DLTs will also be provided.
15.2 Adverse Events
Analysis set: SAF

Treatment emergent adverse events (TEAEs) are defined as those events with onset dates occurring
within the on-treatment period as defined mn Section 9.

All analyses described in Section 15.2 will be based on TEAE:S if not otherwise specified.

Incomplete AE-related dates will be handled as follows:

¢ [In case the onset date 1s nussing completely or nissing partially but the onset month and year,
or the onset year are equal to the start of tnal treatment then the onset date will be replaced by
the mimimum of start of tnial treatment and AE resolution date.

e [n all other cases the missing onset day or missing onset month will be replaced by 1.

¢ Incomplete stop dates will be replaced by the last day of the month (1f day 15 missing only), 1f
not resulting in a date later than the date of subject's death. In the later case the date of death
will be used to impute the mncomplete stop date.

* [n all other cases the incomplete stop date will not be imputed. If stop date of AE 1s after date
of cut-off outcome of AE 1s ongoing at cut-off.

AFEs will be summanzed and presented based on the information collected from the “Adverse
Events” eCRF page. Pretreatment AEs are defined as AEs that were reported or worsened after
signature of the informed consent form up to the start of the trial drug (M4344 or carboplatin, as
applicable).

e Related adverse events: adverse events with relationship to study treatment reported by the
mvestigator and those of unknown relationship (1.e. nussing data for relationship).

o M4344: “Relationship to VX-803" (Parts A and B1) or “Relationship with M4344”
(Part A?) = “Related”, “Possibly Related”, or missing

o Carboplatin: “Relationship to carboplatin” = “Related”, “Possibly Related”, or
missing
s Serious adverse events (SAEs): serious adverse events (serious adverse events = “Yes™).
e AEs leading to permanent treatment discontinuation

o M4344: “VX-803 Action Taken” (Parts A and Bl) or “Action(s) taken with
M4344” (Part A2) = “DrugWithdrawn”
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o Carboplatin: “Carboplatin Action Taken™ = “Drug Withdrawn™
e AEs leading to temporary treatment discontinuation

o M4344: “VX-803 Action Taken” (Parts A and Bl) or “Action(s) taken with
M4344” (Part A2) = “Drug Interrupted”

o Carboplatin: “Carboplatin Action Taken™ = “Drug Interrupted™
1521 All Adverse Events

AFs will be summanized by worst sevenity (according to the National Cancer Institute — Common
Termunology Critenia for Adverse Events (NCI-CTCAE) version 4.0) per subject, using MedDRA
preferred term as event category and MedDRA primary system organ class (SOC) body term as
Body System category.

If an AE 1s reported for a given subject more than once during treatment, the worst severity and
the worst relationship to trial freatment will be tabulated. In case a subject had events with missing
and non-missing grades, the maximum of the non-missing grades will be displayed.

The following overall frequency tables will be prepared by dose group and overall In addition the
tables will be provided by PT and primary SOC 1n alphabetical order:

* Any TEAE

e Any trial drug related TEAEs*

* Any serious TEAEs

* Any non-serious TEAEs

* Any tnal treatment related serious TEAEs*

* Any TEAE by NCI-CTCAE seventy grade (=3, =4)

* Any tnial drug related TEAE by NCI-CTCAE seventy grade (=3, >4)*

e Any TEAEs leading to death (TEAEs with Grade 5 or outcome “fatal” if prade 5 not
applicable)

* Any tnal drug related TEAESs leading to death (TEAEs with Grade 5 or outcome “fatal™ if
grade 5 not applicable)*

Tables annotated by * will be summarized as follows:
e Parts A and A2 with a summary for M4344
e Part Bl: summaries for M4344, carboplatin, and M4344/carboplatin

The histing for all AEs (whether treatment-emergent or not) will include all the data fields as
collected on the “Adverse Events” eCRF page.

Clinical trial.gov and EudraCT -requirements
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Summary tables for non- serious adverse events excluding SAEs applymng frequency threshold of
5% will be provided by study part. The non-serious AEs are not restricted to non-serious TEAEs.

15.2.2 Adverse Events Leading to Treatment Discontinuation

The followmg overall frequency tables based on AE actions will be prepared. In addition,
summaries in terms of PT and primary SOC will be provided.

Temporary discontinuation
e Any TEAEs leading to temporary discontinnation of M4344 (Parts A, A2, and B1)
e Any TEAEs leading to temporary discontinuation of carboplatin (Part B1)
e Any TEAEs leading to temporary discontinuation of at least one trial drug (Part B1)
e Any TEAEs leading to temporary discontinuation of both trial drugs (Part B1)

e Any trial drug related TEAEs leading to temporary discontinuation of M4344 (Parts A, A2,
B1)

e Any trial drug related TEAESs leading to temporary discontinuation of carboplatin (Part B1)
Permanent discontinuation

e Any TEAEs leading to permanent discontinuation of M4344 (Parts A, A2, and B1)

e Any TEAEs leading to permanent discontinuation of carboplatin (Part B1)

e Any TEAEs leading to permanent discontinuation of at least one trial drug (Part B1)

e Any TEAEs leading to permanent discontinuation of both trial drugs (Part B1)

e Any tnal drug related TEAEs leading to permanent discontinuation of M4344 (Parts A,
A2 Bl)

e Any tnal drug related TEAEs leading to permanent discontinuation of carboplatin
(Part B1)

Dose reduction
e Any TEAEs leading to dose reduction of M4344 (Parts A, A? and B1)
e Any TEAEs leading to dose reduction of carboplatin (Part B1)
e Any TEAEs leading to dose reduction of at least one trial drug (Part B1)
e Any TEAEs leading to dose reduction of both trial drugs (Part B1)
e Any tnal drug related TEAEs leading to dose reduction of M4344 (Parts A, A2, B1)
e Any tnal drug related TEAEs leading to dose reduction of carboplatin (Part B1)
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15.3 Deaths, Other Serious Adverse Events, and Other Significant
Adverse Events

15.3.1 Deaths

All deaths, deaths within 30 days after last dose of trial drug, and deaths withun 60 days after first
dose of trial drug will be tabulated based on information from the “End of Dosing” (Parts A and
B1), “M4344 Administration Details” (Part A2), “Long-Term Follow-Up” (Parts A and B1), and
“Death” (Part A2) eCRFs.

» Number of Deaths

e Number of Deaths within 30 days after last dose

e Number of Deaths within 60 days after first dose

In addition, data relevant to subject deaths will be provided 1n an mndividual subject data listing

together with selected dosmng information (date of first / last admimstration of applicable trial
drug). The death listing will also include the following:

» AFEs with fatal outcome (list preferred terms of AEs with outcome=fatal),
e Flag for death within 30 days of last trial treatment (for each drug)
o Flag for death within 60 days of first trial treatment (for each dmg)

15.3.2 Serious Adverse Events

Please refer to Section 15.2.1 for serious adverse event (SAE) related outputs. The listings of SAEs
will also be provided with relevant information such as AE SOC/PT, start/stop date, toxicity grade,
relationship to trial drug, action taken with study treatment, and outcome.

1883 Other Significant Adverse Event

Safety summaries will be performed for special adverse event categories on “Blood bilirubin
mncreased”, “ALT/AST increased”, and “Nausea/Vonuting”. Special aadverse event categories
will be summarnized by category and PT. The given terms constitutes of pooled MedDRA PTs.

Categones are defined as follows:
¢ Blood bilirubin increased : Bilirubm conjugated abnormal, Bilirubin conjugated increased,
Bilirubin urine present, Bilimubinuria, Blood bilirubin abnormal, Blood bilirubin increased,
Blood bilirubin unconjugated increased, CSF bilirubin positive, Hyperbilirubinaema and
Urne bilirubin increased

e ALT/AST imncreased: Standardised MedDRA Quenes (SMQ) — Narrow scope — Drug
related hepatic disorders — comprehensive search

e Nausea/Vomiting: Higher Level Term (HLT) of Nausea and vonuting symptoms
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15.4 Clinical Laboratory Evaluation
Analysis set: SAF
All statistical analyses of laboratory values will be performed using SI units.

Laboratory results will be classified according to the latest version of NCI-CTC as provided by the
central or local laboratory. Additional laboratory results that are not part of NCI-CTC will be
presented according to the categories: below normal linuts, within normal linmts and above normal
limits (according to the laboratory normal ranges). For a complete list of laboratory tests to be
analyzed, please refer to Appendix L

The worst on-treatment grade will be summanzed considering only subjects with on-treatment
laboratory samples: Laboratory tests by NCI-CTC grade (0, 1, 2, 3, 4, any).

Quantitative data will be examined for trends using descriptive statistics (mean, StdDev, median,
Q1, Q3, mmmmum, and maximum) of actual values and changes from baseline to each visit over
time. The changes computed will be the differences from baseline. Qualitative data based on
reference ranges will be described according to the categories (1.e. Low, Normal, and High). The
number of subjects with climical laboratory values below, within, or above normal ranges at
baseline compared to endpoint will be tabulated for each test by treatment. Shift tables of baseline
versus endpoimnt (as well as the worst value at any on-treatment visit) will be presented.
Abnormalities classified according to NCI-CTCAE toxicity grading will be described using the
worst grade.

NCI-CTC grades available:

e Number and percentage of subjects with any, NCI-CTC grade 0, 1, 2, 3, 4, 3 or 4 laboratory
abnormalifies under treatment — (worst case)

e Shifts in toxicity grading from baseline NCI-CTC grade to worst on-treatment NCI-CTC grade
The highest NCI-CTC grade during the on-treatment period 1s considered as the worst grade for
the summary.

NCI-CTC grades not available:

Number of subjects with shifts from baseline normality to post-baseline normality based on worst
on-treatment value

The normality categories will be produced based on the normal range for all hematology and blood
chemistry parameters as follows:

e Baseline: Low/Normal/High/Missing/Overall
e Worst on-treatment: Low/Normal/High/Missing/Overall

Normal category includes low values for hugh parameters and high values for low parameters.

Subjects without post baseline laboratory samples will be excluded from analyses with respect to
values after the baselme.
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The following figures and tables will be provided for each test mentioned above:
* Boxplots of laboratory values at baseline and by on-treatment time pomt
* Boxplots of the absolute change from baseline by on-treatment time point

e A plot of peak on-treatment alamine anminotransferase (ALT) versus peak on-treatment total
bilirubin, both relative to the upper linmt of normal (ULN) will be provided. This eDISH
plot (evaluation of drug-induced senious hepatotoxitiy) will have reference lines at 3xULN
for ALT and at 2xULN for total bilrubin.

Boxplots for laboratory parameters where toxicity grades are defined based on the ratio of the
parameter values and the ULN will not be displayed using the unit of measurement but instead
using the ratio of the measured value over ULN. This comprises alkaline phosphatase (ALP), ALT,
aspartate aminotransferase (AST), bilirubin, creatimine, and lactate dehydrogenase (LDH).

Coagulation parameters

Coagulation parameters are only assessed at the screeming visit, so these will be listed.

Urinalysis

All urinalysis and nucroscopic analysis will be presented i histings only.

For all tests not mentioned above but present in the chimical data, a listing with the number of

subjects with at least one result for the respective test will be provided. This histing will include
data from scheduled and unscheduled time points.

Individual subject laboratory values that are outside the normal range will be included in a separate
data listing along with corresponding normal ranges. Any out-of-range values that are identified
by the investigator as being climcally significant will be flagged.

e Listing of laboratory values by category (hematology, serum chemustry, urinalysis, and
coagulation)

e Listing of abnormal laboratory values
In addition, a listing displaying parameters with at least one value with grade = 3 will be provided.
For each subject, only parameters where at least one value has grade = 3 will be displayed (all
visits for the corresponding parameter will be displayed in the listing).
15.5 Vital Signs
Analysis set: SAF

Vital sign values and their changes from baseline will be summanzed for each scheduled visit on
treatment.
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The changes of vital sign measurements from baseline to most extreme post-baseline on-treatment
change after start of first dose of tnial drug will be presented. The categonization of maximum

changes 1s grouped as follows:

Vital Sign Baseline Category Change from Baseline Category

Body temperature increase < 1%C . 1=27C . 2=3°C. =23°C

Heart rate increase from baseline =20 bpm, =20 — 40 bpm, =40 bpm

=100 bpm ; = 100 bpm

Heart rate decrease from baseline =20 bpm, =20 — 40 bpm, =40 bpm

=100 bpm ; = 100 bpm

SBP increase from baseline =20 mmHg, =20 — 40 mmHg_ =40 mmHg
=140 mmHg; = 140 mmHg

SBP decrease from baseline =20 mmHg, =20 — 40 mmHg_ =40 mmHg
=140 mmHg; = 140 mmHg,

DBP increase from baseline =20 mmHg, =20 — 40 mmHg_ =40 mmHg
=90 mmHg; = 90 mmHig

DBP decrease from baseline =20 mmHg, =20 — 40 mmHg_ =40 mmHg
=00 mmHg; = 90 mmHg,

Respiration rate increase from baseline <20 =5 bpm, =5 — 10 bpm, =10 bpm

bpm ; =20 bpm

Respiration rate decrease from baseline <20 =5 bpm, =5 — 10 bpm. =10 bpm

bpm ; = 20 bpm

The following summaries will be prepared for vital sign parameters as grouped above considening
only subjects with on-treatment values:

e Maximal Shifts (changes in categories)
o Listing of highest change per subject

An additional subject data listing will present all changes from baseline reported in the highest
categories.

15.6 Other Safety or Tolerability Evaluations

Analysis set: SAF

ECG

Descriptive statistics of observed values and changes from baseline at each scheduled visit will be
provided for ECG measures of PR interval, QRS mterval, QT mterval, QTc mnterval (derived using
Fnidencia’s correction method), and HR_

The Fridenicia’s Correction (QTcF) 1s derived as follows:

or
Fridericia’s Correction (QTcF) Q7Tc , = S
7 RR
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where: RR. = RR-nterval measured in seconds.

Shifts from normal baseline values to abnormal on-treatment results will be summanzed. Listings
of 12-lead ECG data will also be provided with all relevant information such as visit, date/time of
assessment, measurement, and results.

o Shifts from baseline to worst on-treatment value

e Listing of ECG results

16 Analyses of Other Endpoints

16.1 Pharmacokinetics
Population: PK Analysis Set

Non-compartmental computation of PK parameters will be performed using the computer program
Phoenix® WinNonlin® version 64, or higher (Pharsight Corporation, a Certara Company,
Princeton, New Jersey). Phoenix® WinNonlin® or the statistical software SAS® (Statistical
Analysis System, SAS-Institute, Cary North Carolina), Windows version 9.2 or lugher may be

used to produce tables, listings and figures, where appropnate.

Pharmacokinetic parameters will be calculated using standard non-compartmental methods and
the actual adnumistered dose and actual sampling times.

For each subject with PK data, PK parameters will be calculated for M4344 and summanzed by
dose and day according the following groups:

e M4344 alone in Part A
e M4344 alone m Part A2 BID
e M4344 alone i Part A2 QD if apphicable

e M4344 in combmation after carboplatin in Part Bl

The following PK parameters will be evaluated for each of the groups:
Crmax Maximum observed concentration

Cpax/Dose The Dose normahized maximum observed concentration. Normalized usmg the
actual dose, and the formula Cpax /Dose.

Cirough The concentration observed immediately before next dosing.

AUCp+ Area under the concentration-time curve (AUC) from time zero to the last
sampling fime at which the concentration is at or above the lower linut of
quantification.
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AUCo+/Dose  The Dose normalized AUCo.+. Normalized using the actual dose, and the formula
AUCp,/MDose.

tmax Time to reach the maximum observed concentration Cmax

T Time of last measurable conentration

AUCp+ Area under the concentration-time curve (AUC) over a dosing interval

AUC).t /Dose  The Dose normalized AUCpr.

AUCp. The AUC from fime zero (dosing time) extrapolated to infimty, based on the
predicted value for the concentration at t... as estimated using the lnear
regression from A determination. AUC).-=AUCo++Clast pred/ Az

AUCo=/Dose The Dose normalized AUCp-. Normalized using actual dose, and the formula
AUCy.. /Dose.

AUCextra Percentage of AUCp= obtained by extrapolation (AUCews), calculated by
(1 - [AUC+/AUCg.])*100.

Az Terminal first order elimination rate constant

tss Apparent terminal half-life, t:. =1n 2/).

Vi/F Apparent predicted volume of distnbution duning the ternunal phase.
V: = Dose/(AUCo.-*\s)

Race(Cmax) Accumulation ratio for Cmax, calculated as Cmax D8/Cmax D1 (Parts A and A2)

Racetavucom=) Accumulation ratio for AUCj..., calculated as AUCy_.. pg/ AUCp.. p1. (Part A)

Raceqavcos Accumulation ratio for AUCy, calculated as AUCy g/ AUC i (Part A)

Raceqavcon Accumulation ratio for AUCy 1, calculated as AUC) g/ AUC.1p; (Part A2)

Raceqavo Accumulation ratio for AUC, calculated as AUCy.1pg/ AUCq. p1. (Part A2)

CL/F The apparent total body clearance. CL/F = Dose/ AUCq_....

CLss/F The apparent total body clearance at steady state. CLss/f = Dose/ AUCq.. (Part
A2)

Aegog The cumulative amount excreted from fime zero (= dosing time) to the end of the

current collection mterval after dosing. Amount Recovered = E(Concentration *
Volume).

Aeg 4% The cumulative percentage of dose excreted from time zero (= dosing time) to the
end of the cument collection interval after dosing Percent Recovered =
100*Amount Recovered/Dose.

CLz The renal clearance of drug: CLzg = Aeg24/AUCop24 .
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Additional parameters may be calculated in order to further characterize the PK of M4344 and/or
its metabolites.

The following PK parameters will be calculated for diagnostic purposes and listed, but will not be
summarized:

¢ The time interval (h) of the log-linear regression to determine A.
¢ Number of data points included in the log-linear repression analysis to determine A
* Goodness of fit statistic (Rsq) for calculation of A:

The calculation of the AUC will be performed using the mixed log-linear trapezoidal method. The
actual time of blood sampling (14 sigmficant digits or the SAS format Best12) will be used for PK
parameter calculation. In cases where the actual sampling time 1s nussing, calculations will be
performed using the scheduled time. For AUCp.24, 1f the actual sampling time at time 24 hours 1s
not equal to the scheduled observation time, AUCj34 will be calculated based on estimated
concentration at the scheduled time and not the concentration at the actual observation time.
Otherwise, there will be no further imputation of nussing data.

Predose samples will be considered as if they had been taken simultaneously with the
admimistration, and will be assigned a time of 0 hours. The same applies to the relevant pre-dose
sample (1.e. trough sample) for assessment of multiple dose pharmacokinetics. Concentrations
below the lower limit of quantification (LLOQ), will be taken as zero.

The regression analysis should contain data from at least 3 different time points in the terminal
phase consistent with the assessment of a straight line on the log-fransformed scale. Phoemx
WinNonhn best fit methodology will be used as standard. The last quanfifiable concentration
should always be mcluded in the regression analysis, while the concentration at ty.; and any
concentrations <LLOQ which occur after the last quantifiable data point should not be used.

AUC, i, should be less than 20%, the coefficient of correlation (R*) should be =0 8000 and the
observation period over which the repression line 15 estimated should be at least twofold the
resulting ti/2 itself. If these criteria are not met, then the rate constants and all denved parameters
(e.g. Az, tin, AUC)x AUCexn, VZ/F, CL/F, CLss/F) will be included in the parameter outputs and
descriptive statistics but will be flagged and discussed appropnately. Any flags will be mcluded in
the study specific SDTM.

The following Listings, Tables and Figures will be provided:
Tables/Listings

e Individual plasma M4344 and metabolite concentrations and summary statistics by
analyte, group, dose group, and day
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e Individual cumulative urine M4344 and metabolite amounts and summary statistics by
analyte, proup and dose group

e Individual urine M4344 and metabolite amounts and summary statistics by analyte,
sampling interval, group and dose group

e Individual plasma M4344 and metabolite through concentrations and summary statistics
by analyte, group, dose group, and day

e Individual plasma and urine M4344 and metabolite Pharmacokinetic parameters and
summary statistics by Group, dose group, and day

e Individual diagnostic M4344 and metabolite PK parameters

e Individual Plasma M4344 and metabolite Concentrations, actual Date/Time of sample
collection, scheduled time, time deviation (by Group, dose group, and day)

s Individual urine M4344 and metabolite Concentrations, actual Date/Time of start and end
of sample collection, scheduled time, urine volume (by Group, dose group, and day)

e The Phoemx WinNonlin NCA Core Qutput will be provided in a separate histing.
Figures

e Individual M4344 and metabolite concentration-time profiles; linear and Senu-Log Scale
(overlaid by Day)

e Individual M4344 and metabolite concentration-time profiles by Group, dose group, and
day; linear and Semu-Log Scale

e Median M4344 and metabolite concentration-time profiles by Group, dose group, and day,
linear and Semi-Log Scale (n>= 3)

¢ Median M4344 and metabolite concentration-time profiles; linear and Semu-Log Scale
(overlaid by day) (n>= 3) by group and dose group

e Boxplots for M4344 and metabolite PK parameters (eg. AUCj../Dose AUCy/Dose,
Chax/Dose)-vs dose by Group and day

e Boxplots for M4344 and metabolite PK parameters (eg. AUCj../Dose AUCy/Dose,
Cuax/Dose)-vs day by group.

e Scatterplots for M4344 and metabolite PK parameters (e.g. AUCo/Dose, AUCo+/Dose,
Cumax/Dose)-versus dose by day and Group, (overlaid with medians)

e Observed Log Race(Cpax, AUCq:, AUCy.) vs dose for Part A with reference line at
Racc=1
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All descriptive summaries of PK data will be
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Appendices

AppendixI Safety Laboratory Test Panels

Serum Chemistry® Hematology® Urinalysis®d
Glucose Hemogiobin Leukocyte esterase
Blood urea nitrogen/Urea® Erythrocyles Mitrite
Creatinine Meaan corpuscular hemoglobin -

Sodium Mean corpuscular hemoglobin R

: concentration Unne protein
Potassium Mean corpuscular volume pH
2:‘::: Platelets Urine blood

e
Magnesium Loy Specific gravity

.ag Differential (absolute andlor percent™): Urine ketone
Bicarbonate Eosinophils ; X
Inorganic phosphate Basophils Ur!"e bilirubin
'Ts.:rul bul.-mhlr.'l Neutrophils Urine glucose
Direct bilirubin Lymph .
Total protein M yies
Albumin = *
Coagulation studies®®

Creatine kinase®

Alkaline phosphatase
Aspariate aminotransferase
Alaning aminotransferase
Lactate dehydrogenase

Urnic acid®

Thyroid stimulating hormone*

Activated parfial thromboplastin time
Prothrombin time

Prothrombin time Intermational
Normalized Ratio

a. Labs will be performed at Screemng (Protocol Table 1) and at specified times during the
Treatment and Follow-up Period (Protocol Tables 2, 3, 4, and 5)

b. If blood urea mtrogen cannot be collected, urea may be substituted.

c. Creatine kinase, uric acid, thyroid stitmulating hormone, and coagulation parameters will
only be tested at Screeming.

d If unnalysis results are positive for leukocyte esterase, mitrite, protein, or blood,
microscopic exanunation of urime will be performed and results provided for lenkocytes,
erythrocytes, crystals, bacteria and casts.

e Per local laboratory availability.
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2 List of Abbreviations and Definition of Terms

ADME Absorption, Distribution, Metabolism, and Elimination

AE Adverse Event

ATC Anatomical Therapeutic Chenuical classification

CDISC Climical Data Interchange Standards Consortium

CI Confidence Interval

COVID-19 2019 Novel Coronavirus Disease

CR Complete Response

(e)CRF (electromic) Case Report Form

aCSR Abbreviated Clinical Study Report

ECG Electrocardiogram

ECOG Eastern Cooperative Oncology Group

FAS Full Analysis Set

ICH International Conference on Harmomization

IAP Integrated Analysis Plan

MedDRA Medical Dictionary for Regulatory Activities

NA Not Applicable

nd Not Done

NCI-CTCAE  National Cancer Institute — Common Terminology Critenia for Adverse
Events

ORR Objective Response Rate

05 Overall Survival

PD Progressive Disease or Protocol Deviation or Pharmacodynanucs

PFS Progression Free Survival

PK Pharmacokinetics

PR Partial Response

PT Preferred Term

RECIST Response Evaluation Crniteria in Solid Tumors

SAE Serious Adverse Event

SAF Safety Analysis Set

SD Stable Disease or Standard Dewviation

SDTM Study Data Tabulation Model
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SOC System Organ Class
TEAE Treatment-Emergent Adverse Event
WHO-DD World Health Organization Drug Dictionary
5 Modification History

Unique Date of Author Changes from the Previous Version

Identifier for IAP Version
Version
10 14Apr2021 PPD M/A: First version

4 Purpose of the Integrated Analysis Plan

The purpose of this IAP 15 to document technical and detailed specifications for the analysis of
data collected for protocol MS201922-0001 — Part C_

The study was prematurely terminated by the sponsor and an abbreviated study report will be
written.

Results after the database lock for the final analysis will be mncluded in the abbreviated Clinical
Study Report (aCSR). Additionally, the planned analyses identified in this IAP may be included
in regulatory submissions or future manuscripts. Any post-hoc, or unplanned analyses performed
to provide results for inclusion in the aCSR but not identified in this prospective IAP will be clearly
1dentified 1n the aCSR.

The IAP 1s based on Section 8 (Statistics) of the study protocol and protocol amendments and 1s
prepared in comphiance with ICH E9. It describes analyses planned in the protocol and protocol
amendments.
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~ Objectives and Endpoints
Objectives Endpoints (Outcome Measures) IAP section
Primary
To evaluate the efficacy of M4344 in terms of | Objective response accordingfo | Section 14.1
confirmed objective response. Response Evaluation Criteria in Solid

Tumors version 1.1 (RECIST v1.1) as
assessed by Investigator

To evaluate the safety and tolerability of Qccumence of: Section 15

M4344 « freatment-emergent adverse
events (TEAEs) and treatment-
related TEAEs, as per NCI-
CTCAE v5.0

« |aboratory abnommalities

«  Clinically significant abnormal

vital signs
«  Clinically significant abnormal
ECGs
Secondary
To evaluate the duration of response for Duration of response according to Section 13
subjects receiving M4344 RECIST v1.1, as assessed by
Investigator
To evaluate the overall survival (OS5) for 0s Section 14 .3
subjects receiving M4344
To evaluate the progression-free survival PFS according to RECIST v1.1 as Section 14 .4
(PF3S) for subjects receiving M4344 assessed by Investigator
To evaluate the PK of M4344 Mo PK parameter estimates of M4344 | Section 16.1
will be provided.
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6 Overview of Planned Analyses

Study Part C was to explore potential antitumor efficacy and aimed to confirm the safety and
tolerability of single agent M4344. Parts C1-C3 planned to enroll participants whose tumors
harbored loss-of-function mutations m one or more of the followmg genes ARID1A (C1), ATRX
and/or DAXX (C2), ATM (C3).

The study Part C was stopped after 13 subjects were enrolled; and therefore, only a final analysis
will be conducted. Due to the low number of cohorts and participants, it was decided to reduce
the scope of the TLFs. Data will not be summarized per Part. Where appropniate, only listings
will be provided. Details are provided in the respective sections.

Statistical analyses will be performed using CDISC SDTM data. These SDTM data contam as
clean as possible eCRF data, as well as external data, including laboratory data, biomarker data,
and electrocardiogram data. A data review meeting will be held prior to the database lock. In
addition, no database can be locked until this IAP has been approved.

6.1 Interim Analyses
No mterim analysis will be performed as this study was stopped prematurely.
6.2 Final Analysis

All final, planned analyses identified for Part C in the Climical Trial Protocol and m this TAP wall
be performed after the last participant last visit for Part C.

3 Changes to the Planned Analyses in the Clinical Study
Protocol

Only analyses of Part C of the tnial are covered in this IAP. Analyses on other parts of the trial are
described 1n separate documents.

Due to the premature discontinuation of study Part C and the low number of subjects enrolled, the

scope of the statistical analysis 1s reduced. The table in Section 5 indicates which objectives were
not addressed.

8 Analysis Populations and Subgroups

8.1 Definition of Analysis Populations
Screening Analysis Population (SCR)

The Screening analysis population mncludes all participants who signed the informed consent.
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Full Analysis Set (FAS)/ Safety Analysis Set (SAF)

The full analysis set (FAS) will include all participants who received at least one dose of study
drug. All analyses will be performed on the FAS/SAF population, or a subset thereof, as specified
for a given analysis.

8.2 Subgroup Definition and Parameterization
No subgroup analyses will be performed.
9 General Specifications for Data Analyses

This section describes any general specifications to be used for the analysis. Subsequent sections
may include specifications unique to that analysis, which may overnde the broader instructions
given here.

0:1 Analysis groups
There will be 1 treatment group labelled as “M4344 250mg QD — Part C”.

9.2 Presentation of Continuous and Qualitative Variables:
Continuous variables will be summarized using descriptive statistics, 1.e., number of participants
with non-nmissing values (n), mean, median, standard deviation, 25th percentile (Q1) and 75th
percentile (Q3), munimum, and maximum

Qualitative vanables and rates will be summanzed by frequency counts and percentages. Unless

otherwise stated, the calculation of proportions will be based on the sample size of the analysis set
of interest. Counts of missing observations will be included in the denominator and presented as a

separate category.

If confidence intervals are to be calculated, these will be two-sided with a confidence probability
of 95%, unless otherwise specified m this ITAP.

Missing statistics, e.g. when they cannot be calculated, will be presented as “nd”. For example, if
=1, the standard deviation cannot be computed and will be presented as “nd™.

9.3 Pooling of Centers:

In order to provide overall estimates of treatment effects, data will be pooled across sites. The
“site” factor will not be considered in statistical models or for subgroup analyses due to the high
number of participating sites in contrast to the anticipated small number of participants treated at
each site.

9.4 Definition of Baseline and Change from Baseline

In general, the last non-missing measurement prior to the first study treatment adnimstration will
be used as the baseline measurement.
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If an assessment time 1s nissing, or the study treatment start fime 1s mussing, 1f the assessment 1s
planned to be performed before treatment per protocol and 1s performed on the same day as the
start of treatment, 1t will be assumed that 1t was performed prior to treatment start. Unscheduled
assessments performed on the day of study treatment are assumed to have been performed after
the start of treatment 1f the time of the assessment or treatment start are otherwise missing.

Absolute and percent changes from baseline are defined as:
absolute change = visit value — baseline value
percent change = 100 * (visit value — baseline value) / baseline value

9.5 Unscheduled visits

Data collected at unscheduled visits will be included and analyzed for both safety and efficacy
analyses in the same fashion as the data collected at scheduled visits except where otherwise noted.

9.6 Study Day

Study Day 15 defined relative to the date of the first adommstration of study treatment. Study Day 1
15 defined as the day of start of study treatment; the day prior 1s Study Day -1 (1.e_, no Study Day
0 1s defined).

927 Definition of Duration and ‘Time Since’ Variables

Durations 1n days will be calculated by the difference of start and stop date + 1 (e.g. survival time
(days) = date of death — date of randomization + 1) if not otherwise specified.

The time since an event (e.g_, time since first diagnosis) will be calculated as reference date minus
date of event.
9.8 Conversion Factors
The following conversion factors will be used to convert days into months or years:
1 week = 7 days, 1 month =30.4375 days, 1 year = 365.25 days.

2.9 Date of Last Contact

The date of last contact will be denived for participants not known to have died at the analysis cut-
off using the latest complete date prior to or at the data cut-off date among the following:

e All participant assessment dates (blood draws [laboratory, PK], vital signs, performance
status, ECG, tumor assessments, qualify of life assessments)

e Start and end dates of anti-cancer therapies admmistered after study treatment
discontinuation.

e AF start and end dates

e Date of follow-up, if participant 1s known to be alive, as collected on the “Follow-up’

eCRF page
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e Study drug start and end dates
e Date of study discontinuation if reason for discontinuation 1s not “Lost to follow-up™

Only dates associated with actual examminations of the participant reported in the eCRF will be
used in the derivation. Dates associated with a technical operation unrelated to participant status,
such as the date a blood sample was processed, will not be used.

9.10 Definition of On-treatment Period

The on-treatment period 1s defined as the time from the first dose of study treatment day to the last
admimistration day of study treatment + 30 days, the data cutoff day, or death, whichever occurs
first.

9.11 Imputation of Missing Data
If performed, details of imputation are specified below. If not otherwise specified, all data will be
evaluated as observed, and no imputation method for missing values will be used.

In all participant data histings, imputed values will be presented, and imputed information will be
flagged.

9.11.1 Incomplete Disease History Dates

Incomplete dates for disease history (e g. mmtial diagnosis date, date of documented, locally
advanced, inoperable or metastatic disease diagnosis, date of response or progression in prior
treatment) will be imputed as follows:

e If the day 1s missing, 1t will be imputed to the 15th day of the month.

e If both day and month are missing and the year 1s prior to the year of the first study treatment,
the month and day will be imputed as July 1st.

e If both day and month are nussing and the year 1s the same as the year of the first study
treatment, the month and day will be imputed as January 1st.

If the date 1s completely missing, no imputation will be performed.

9.11.2 Incomplete Adverse Events Dates

Incomplete AE-related dates are imputed for use in determuning whether the AE 1s considered
Treatment-Emergent. Incomplete dates will be imputed as follows:

e Ifthe AFE onset date 1s missing completely, then the onset date will be replaced by the start of
study treatment.

e If only the day part of the AE onset date 1s missing, but the month and year are equal to the
start of study treatment, then the AE onset date will be replaced by the start of study treatment.
For example, if the AE onset date 1s --/JAN/2015, and study freatment start date is
15/JAN/2015, then the imputed AE onset date will be 15/JAN/2015. If the end date or
resolution date indicates that the AE has stopped before start of treatment, this date will be
used for imputation instead of start of treatment date.
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e If both the day and month of the AE onset date are missing but the onset year 1s equal to the
start of study treatment, then the onset date will be replaced by the start of study treatment. For
example, if AE onset date 1s --/-—/2014, and study treatment start date 1s 19/NOV/2014, then
the imputed AE onset date will be 19/NOV/2014.

e In all other cases the missing onset day or missing onset month will be replaced by 1.

e Incomplete stop date will be replaced by the last day of the month (if only the day 1s missing),
if not resulting in a date later than the date of participant's death. In the latter case the date of
death will be used to impute the incomplete stop date.

In all other cases the incomplete stop date will not be imputed. If stop date of AE 1s after date of
cut-off this date will be kept.

9.11.3 Incomplete Concomitant Medication and Concurrent
Procedure Dates

For 1dentification of previous or concomitant medications/procedures, no formal imputation will
be performed on mussing or incomplete dates. Rules presented m Table 2 will be used to define if
a medication/procedure 1s considered as a previous, concomitant or both previous and concomitant
medication/procedure, based on the stopping rules presented in Table 1.

Table 1 Stopping rules for medication/procedure end dates
End date of medication/procedure Stopping rule
Day Month Year

UMK LMK UMK After treatment start (ongoing)
UMK LMK = Treatment start (year) Before treatment start

LMK LMK == Treatment start (year) After treatment start

UMK = Treatment start (month and year) Before treatment start

UMK == Treatment start (month and year) After treatment start

= Treatment start (complete date) Before treatment start

== Treatment start (complete date) After treatment start

UNK = Unknown

Table 2 Rules to define previous and/or concomitant medication
L Stopping rule Sl
Start date of medication/procedure (see Table 1) Medication/procedure
Day Month Year

UNK UNK UNK

Before treatment start | Previous

UNK UNK UNK After treatment start Previous and concomitant

LUNK UMK == Treatment start (year) Before treatment start | Previous

UNK UMK == Treatment start (year) After treatment start Previous and concomitant
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Start date of medication/procedure ?gqri:glguﬁ Medication/procedure
Day Month Year
= Treatment start (year) and ==
UNK UMK Treatment end + 28 days (year) After treatment start Concomitant
LUNK == Treatment start (month and year) Before treatment start | Previous

LUNK == Treatment start (month and year) After treatment start Previous and concomitant
= Treatment start (month and year) and ==
LUNK Treatment end + 28 days (month and year) After treatment start Concomitant
== Treatment start (date) Before treatment start | Previous
== Treatment start (date) After treatment start Previous and concomitant
= Treatment start (date) and == Treatment end + 28 days
(date) After treatment start Concomitant
UMK = Unknown
9.11.4 Incomplete End Date of Study Treatment Date

e In case the last date of study drug 1s missing or mcomplete the date of last adommstration of
study drug will be taken from the treatment termination eCRF pages.

e If the last date of study drug 1s completely missing and there 1s no End of Treatment eCRF
page and no death date, study treatment should be considered to be ongoing and the cut-off
date should be used in the analysis as the last dosing date.

e If the last date of study drug 1s completely or partially missing and there 1s either an End of
Treatment eCRF page OR a death date available (within the cut-off date) then imputed last

dose date 1s:

= =3]1DECYYYY, if only Year is available and Year < Year of min (EOT date, death

date)

» = Last day of the month, if both Year and Month are available and Year = Year of min
(EOT date, death date) and Month < the month of min (EOT date, death date)

» —mm (EOT date, death date), for all other cases

9.11.5 Incomplete Death Date

For the purpose of survival analyses partially missing death dates will be imputed as follows:

If only the day 1s nussing, the death date will be imputed to the maximum of the day after the date

of last contact and the 15th day of the month.

Otherwise 1t will not be imputed.
Imputation of Death Date 1s used for survival analyses only. In the death listings, non-imputed
data will be presented.
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9.11.6 Incomplete Tumor Assessment Dates
All investigation dates (e.g. X-ray, CT scan) must be completed with day, month and year.

If there are multiple scan dates associated with an evaluation, 1 e , radiological assessments occur
over a series of days rather than the same day, the choice of date of assessment could impact the
date of progression and/or date of response. If there are multiple scan dates associated with an
evaluation, the earliest of the scan dates associated with the evaluation will be used as the date of
assessment.

If one or more investigation dates for an evaluation are incomplete but other investipation dates
are available, the incomplete date(s) are not considered for calculation of the assessment date and
assessment date 1s calculated as the earhest of the complete investigation dates (e.g. X-ray, CT-
sCamn).

If all measurement dates for an evaluation have no day recorded, the 1st of the month 1s used.

If the month 1s not completed, for any of the investigations for an evaluation, the respective
assessment will be imputed as the date which 1s exactly between the previous and the followmng
assessment. If both a previous and following assessments are not available, this assessment will
not be used for any calculations.

9.11.7 Incomplete Subsequent Anti-Cancer Therapy Dates

Incomplete dates for start date of subsequent anti-cancer therapy (drug therapy, radiation, surgery)
will be imputed as follows and will be used for determiming censoring dates for some efficacy
analyses.

e If only day 1s nussing, 1t will be imputed as the last day of the month unless the end
date of subsequent anti-cancer therapy 1s before that date. In that case, the mcomplete
anti-cancer therapy start date will be imputed as the end date of the anti-cancer therapy.

e Ifboth day and month are missing, no imputation will be performed.
e Incomplete subsequent anti-cancer therapy stop dates will not be imputed.

9.12 Analysis software
All analyses will be performed using SAS® Software version 9.4 or higher.

10 Study Participants

The subsections in this section mclude specifications for reporting participant disposition and
study treatment/study discontinuations. Additionally, procedures for reporting protocol deviations
are provided.
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10.1 Disposition of Participants and Discontinuations

The number and percentage of participants in each of the below disposition categories will be
presented by analysis group and total, where applicable. Percentages will be presented with respect
to the number of treated participants

e Total number of participants screened (1.e. participants who gave informed consent)

e Number of participants who discontinued from the study prior to treatment overall and
grouped by the mamn reason (e.g. failure to meet mnclusion or exclusion critena, withdrawal of
consent)

e Number and percentage of treated participants.
e Number and percentage of treated participants who discontinued the study treatment (overall
and by primary reason)
e The end of study status will be summanzed by:
= Number and percentage of participants who completed or prematurely discontinued the
study, grouped by main reason

Additionally, the number of participants screened, and enrolled 1n each analysis population will be
provided overall, by region, by country within region, and by site.

A listing of pertinent participant disposition nformation for each participant will be provided.
10.2 Protocol Deviations
Analysis Set: FAS/SAF

Important protocol deviations (IPDs) are protocol deviations that might sigmificantly affect the
completeness, accuracy, and/or reliability of the study data or that mmught significantly affect a
participant's rights, safety, or well-being.
Important protocol deviations include:

e Participants enrolled and dosed on the study who did not satisfy enrolment criteria

e Participants that develop withdrawal critena whilst on the study but are not withdrawn

e Participants that receive an excluded concomitant medication

e Failure to collect data necessary to interpret primary endpoints

e Failure to collect necessary key safety data

s Deviation from Good Chinical Practice (GCP)

e Any other protocol deviation that might sipmficantly affect the completeness, accuracy,
and/or reliability of the study data or that mght significantly affect a participant's nights,
safety, or well-being.
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IPDs will be 1dentified for all participants by either site momtoring, medical review processes or
programming and confirmed prior to or at the Data Review Meeting, at the latest.

All protocol deviations will be documented in the Chinical Trial Management System (CTMS).
All TPDss will be mncluded in SDTM datasets whether identified through site monitoring, medical

review oI programming.
A histing will be provided for all protocol deviations and the subset of protocol deviations that were
attributed to the impact of the COVID-19 pandemic will be identified mn this hsting.

11 Demographics and Other Baseline Characteristics

11.1 Demographics
Analysis Set: FAS/SAF

Demographic characteristics and physical measurements will be summanzed descriptively using
the following information from the Demography eCRF page and the baseline vital signs
assessment:

s Sex: Male, Female

s Race: White, Black or African Amernican, Asian American Indian or Alaska Native, Native
Hawaiian or Other Pacific Islander, Other, Not Collected at this Site

Ethnic origin: Hispanic or Latino/Not Hispanic or Latino

Ethnic origin: Japanese or Not Japanese
Age (years)
Age categories:
= <65 years,
= =65 years
o 65-74
o 75-84
o =85 years

e Pooled Region:
= North America
= Europe
e BSA (m’) at Baseline
* Weight (kg)
e BMI (kg/m’) at Baseline
e Eastern Cooperative Oncology Group (ECOG) Performance status (0,1,2,3.4)
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Specifications for computation:

* Age[years]

= (date of given informed consent - date of birth + 1) / 365.25

= In case of missing day for at least one date, but month and year available for both
dates:

= For the derivation of age, the day of informed consent and the day of birth will be set
to 1 and the formmula above will be used

= In case of missing month for at least one date, but year available for both dates:
For the denivation of age, the day and the month of informed consent and the day and month
of birth will be set to 1 and the formmla above will be used
The integer part of the calculated age, without rounding, will be used for reporting purposes.

e BSA[m? :J hEiEht[“n;];]":EiEht[kﬁ

e BMI [kg/m?] =% x 10000
e Site codes will be used for the determination of the participant’s geographic region.
11.2 Medical History
Analysis Set: FAS/SAF
Participant medical history will be summanzed from the “Medical History” eCRF page, using the

most recent MedDRA version available. A listing of medical history data by participant will
include all the relevant data fields as collected on the “Medical History” CRF page.

11.3 Other Baseline Characteristics
Analysis Set: FAS/SAF
g & e 5 Disease History

The following information on disease characteristics collected at baseline will be listed:
e Site of pnmary tumor
s Tumor mutation, ie. ARIDIA ATX DRXX, and/or ATM
e Time smce imtial cancer diagnosis
e Time since date of documented, locally advanced, moperable or metastatic disease
diagnosis
e TNM staging at mitial diagnosis
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e TNM staging at study entry
e ECOG performance status at baseline

1132 Prior Anti-Cancer Therapy

The prior anti-cancer therapies are collected under the “Prior Anti-Cancer Therapy”, “Prior Anti-
Cancer Radiotherapy™ and “Prior Anfi-Cancer Surgery” eCRF pages.

The listings of prior anti-cancer treatments and procedures will be provided as follows. These will
mnclude the participant identification number, and all the relevant collected data-fields on the
corresponding eCRF pages.

e Listing of prior anti-cancer drug therapies
e Listing of prior anti-cancer radiotherapy

e Listing of prior anti-cancer surgeries.

12 Previous or Concomitant Medications/Procedures
Analysis Set: FAS/SAF

Concomitant medications are medications, other than study treatment, which are taken by
participants any fime during the On-treatment Period.

Previous medications are medications, other than study treatment and pre-medications for study
treatments, which started before the first admmumistration of study treatment.

A medication may be classified as both concomitant and previous. The respective flags will be
derived based on start and end date. Please refer to Section 9.12.3 for details on the classification
of medications with partial start and end dates.

Concomutant and previous medication details captured on the “Pnor and Concomitant
Medications” eCRF page will be included n a listing, along with a flag to indicate whether the
medication was identified as a previous or concomitant medication

All relevant details of Concurrent procedures captured on the CRF page “Non-pharmacological
Treatments or Procedures” will be listed.

13 Study Treatment: Compliance and Exposure
Analysis Set: FAS/SAF

All dosing calculations and summaries will be based on “M4344 Admunistration Details” CRF
page. During each 21-day cycle, M4344 1s taken once a day, every day of the freatment cycle.
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Total number of administrations of M4344

Total number of adnimistrations 1s calculated as the sum of admimstrations that a subject recerved
across cycles where actual dose received 1s >0 mg.

Total comulative dose

Total cumulative dose for the study treatment 1s the sum of the actual dose amounts that a subject
recerves across all cycles.

Duration of exposure

date of last dose-date of first dnse+1)
7

Duration of exposure (weeks) = (
Total planned dose
Total planned dose (mg) 1s calculated based on the established Part C planned dose as follows:
Planned cumulative dose (mg) = Cohort dose (mg/admimistration) % duration of exposure (days)

Dose intensity

Total cumulative dose of M4344 (mg)
Duration of exposure (days)

Dose mtensity (mg/day)

Relative dose intensity

The relative dose intensity (%) 1s calculated by dividing the dose intensity by the planned daily
dose of the study drug.
The following will be summanzed:

e Duration of therapy (weeks): by summary statistics and counts/percentages of the
following categories: < 3 weeks, > 3 — 6 weeks, > 6 — 9 weeks, > 9 -12 weeks, > 12 weeks

e Total number of adnministrations
e Total cumulative doses (mg)
e Dose intensity (mg/day)

e Relative dose intensity (%6): by summary statistics and counts/percentages of the following
categories: < 60%, > 60% - < 80%, > 80% - < 90%, > 90% - <110%, >110%

e Mmimum dose compliance (%): < 50%; = 50% - < 70%; = 70% - < 90%; = 90% relative

to imtially planned dose
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14 Efficacy Analyses
Analysis Set: FAS/SAF

14.1 Primary Endpoint: Best Overall Response and Objective
Response

Objective Response (OR) 1s defined as a confirmed Best Overall Response (BOR) of complete
response (CR) or partial response (PR). Requirements for confirmation of responses 1s detailed
below.

BOR will be based on mvestigator-reported overall responses from the treatment start date until
documented disease progression, assessed in accordance to RECIST v1.1 (Eisenhauer et. al ).
Only tumor assessments performed before the start of subsequent anti-cancer treatments will be
considered in the assessment of BOR_ If a tumor assessment was performed on the same day as
start of new anti-cancer treatment, it will be assumed that the fumor assessment was performed
prior to the start of the new anti-cancer treatment and will be included in the evaluation of BOR.
Climical deterioration will not be considered as documented disease progression, for the sake of
BOR evaluation.

Confirmed BOR requires the following:

* Complete response (CR): at least two determunations of CR at least 4 weeks apart (with
no PD in between)

* Parhial response (PR): at least two determinations of PR or better (PR followed by PR or
PR followed by CR) at least 4 weeks apart (and not qualifying for a CR), with no PD in
between

e Stable disease (SD) (applicable only to participant with measurable disease at baseline):
at least one SD assessment (or better) at least 6 weeks after treatment start date (and not
qualifying for CR or PR).

¢ Non-CR/non-PD (applicable only to participants with non-measurable disease at
baseline): at least one non-CR/non-PD assessment (or better) at least 6 weeks after
treatment start date (and not qualifying for CR or PR).

* Progressive disease (PD): PD <12 weeks after treatment start date (and not qualifying for
CR, PR, non-CR/non-PD or SD).

s Not Evaluable (NE): all other cases.

SD can follow PR only in the rare case that tumor mcreases by less than 20% from the nadir, but
enough that a previously documented 30% decrease from baseline no longer holds. If this occurs
the sequence PR-SD-PR 1s considered a confirmed PR. A sequence of PR.— SD — SD — PD would
be a best response of SD 1if the mumimum duration for SD defimtion has been met.

Participants who do not have an on-treatment radiographic tumor assessment due to early
progression, who receive anti-tumor treatments other than the study treatments prior to reaching
confirmed CR. or PR, or who die, progress, or drop out for any reason prior to reaching confirmed
CR or PR will be counted as non-responders in the assessment of OR_
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Each participant will have an objective response status (0: ‘no OR’; 1: ‘OR”). The confirmed
Objective Response Rate (ORR) will be calculated along with the two-sided 95% CI using the
Clopper-Pearson method (exact CI for a binomial proportion as computed by default by the SAS
FREQ procedure using the EXACT option).

Disease Control (DC) is defined as a confirmed BOR of CR, PR, SD or Non-CR/non-PD. DC
rate (DCR) 1s the proportion of participants with DC. DCR will be calculated along with the two-
sided 95% CI using the Clopper-Pearson method.

In addition, the frequency (number and percentage) of participants with confirmed BOR of CR,
PR, SD, PD, non-CR/non-PD, and NE will be tabulated. Participants with BOR. of NE will be
summanzed by reason for having NE status. The following reasons will be used 1n hierarchical
order:

* No baseline assessment

* No post-baseline assessments due to death before first post-baseline assessment
* No post-baseline assessments due to other reasons

e All post-baseline assessments have overall response NE

e Subsequent anticancer therapy started before first post-baseline assessment

s SD of msufficient duration (<6 weeks after start date)

s PD too late (>>12 weeks after start date of treatment)

Special and rare cases where confirmed BOR 1s NE due to both early SD and late PD will be
classified as ‘SD too early’.

Participant lesion measurements, tumor assessments, and best overall response, will be included
n a histing.

14.2 Duration of Response

Given the small number of subjects and the low likelihood that any will experience an objective
response, duration of response will not be analyzed.

14.3 Overall Survival

Overall survival (OS) 1s defined as the time from treatment start to the date of death due to any
cause. OS for participants without death prior to cut-off will be censored at date of last contact.
Overall survival in months 1s calculated as follows:

OS (months) = [date of death or censoring— treatment start date +1]/30.4375
The OS time or censonng time will also be presented 1n a participant hsting.

14.4 Progression-Free Survival

Progression Free Survival (PFS) tume 1s defined as the time from start date to the date of the first
documentation of objective progression of disease (PD) or death due to any cause, whichever
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occurs first. The tumor response will be determined according to RECIST 1.1 (Eisenhauer et. al.) and
assessed by the investigator. PFS censoring logic 1s equivalent to DR censonng.

PFS time (in months) = (Date of PD or death — treatment start date + 1)/ 30.4375 (months)

Kaplan-Meier estimates (product-limit estimates) will be presented with a summary of associated
statistics including the median OS time with two-sided 95% CIs. The CIs for the median will be
calculated according to Brookmeyer and Crowley . The estimate of the standard error will be
computed using Greenwood’s formula.

Unique reasons for censoring will be summarized based on assignment to the categories in Table

3, following the hierarchy shown.
Table 3 PFS Censoring Reasons and Hierarchy

Hierarchy Condition Censoring Reason

1 Mo adequate baseline assessment Mo baseline assessment

2 Mo death within 12 weeks of treatment start and | No post-baseline tumor assessment
no adequate post-baseline tumor assessment,
including if death is observed = 12 weeks after
treatment start

3 Start of subsequent anti-cancer therapy before Star of subsequent anti-cancer therapy
event, including if no event was observed

4 Event more than 2*(scheduled fime between Event after 2 or more missing assessments
tumor assessments) ? weeks after last adequate
post-baseline tumor assessment

5 Mo event and end of study reason is “Withdrew Withdrawal of consent
consent”

i Mo event and “Lost to follow-up” indicated on Lost to follow-up: Status collected on eCRF page
any disposition eCRF page

T Censoring date = 2*(scheduled time between Lost to follow-up: two or more missing scans
tumor assessments) weeks before cut-off date preceding data cut date

a Mo event and none of the conditions in the Administrative censoring: Ongoing in the study
above hierarchy are met without an event

2 Per protocol, subjects are to receive tumor scans once every six weeks for the first six cycles (18 weeks), then
every 9 weeks thereafier.

The PFS time/censoring time and the reasons for censoring will also be presented in a participant

listing
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15 Safety Analyses

Analysis Set: FAS/SAF

15.1 Primary Endpoint: Adverse Events

Treatment-emergent adverse events (TEAE) are those events with onset dates occurnng within
the on-treatment periods as defined 1 Section 9.10.

Adverse events related to study treatment are those events with relationship missing, unknown
or yes.

Serious adverse events (SAEs) are AEs with the eCRF field “Serious adverse event” marked
C{'YESDF

AFEs leading to temporary treatment discontinuation are those with the action “Drug
interrupted” selected.

AFEs leading to permanent treatment discontinuation are those with “Drug withdrawn” checked
as an “Action taken with M4344” on the Adverse Events eCRF page.

AFEs leading to death are AEs with NCI-CTCAE toxicity Grade 5 or outcome “fatal”.

All analyses described 1n Section 15.1 will be based on TEAE:S 1f not otherwise specified. Separate
listings will be produced for AEs outside the on-treatment period and AEs attributed to the impact
of COVID-19.

Unless otherwise specified, TEAEs will be summarized by number and percentage of participants
with the TEAE in the category of interest, by pnmary SOC, m alphabetic order, and PT
decreasing frequency for the Total column.

Each participant will be counted only once within each SOC or PT. If a participant experiences
more than one AE within a given SOC or PT, only the AE with the strongest relationship or the
worst severity, as appropniate, will be mncluded in the summaries of relationship and seventy.

Adverse events will be summanzed by worst seventy (according to NCI-CTCAE version 5.0) per
participant, using the latest version of MedDRA preferred term (PT) as event category and

MedDRA primary system organ class (SOC) body term as Body System category.

In case a participant has events with missing and non-missing grades, the maximum of the non-
missing grades will be displayed. No imputation of missing grades will be performed.

Incomplete AE-related dates will be handled as specified in Section 9.12.2.
The following tables will be created:

e The overall summary of AEs table will include the frequency (number and percentage) of
participants with each of the following:

= TEAES
= TEAEs with NCI-CTCAE Grade > 3, by grade

= Related TEAESs

= Related TEAEs with NCI-CTCAE Grade > 3, by grade

CONFIDENTIAL

Document No. [N INFORMATION 24133

Object No. NN .




Classification: Public

M4344 M4344 in Solid Tumors
MS5201922-0001 — Part C IAP Version 1.0

= TEAEs leading to temporary treatment discontinuation

= Related TEAES leading to temporary treatment discontinuation

= TEAEs leading to permanent treatment discontinuation

= Related TEAES leading to permanent treatment discontinuation

= Serious TEAEs

* Non-Serious TEAEs

» Related Serious TEAESs

= TEAEs leading to death

= Related TEAESs leading to death
TEAEs by SOC, PT and worst CTCAE toxicity grade
Treatment related TEAEs by SOC, PT and worst CTCAE toxicity grade
TEAEs leading to permanent discontinuation of M4344 by SOC and PT
Related TEAEs leading to permanent discontinuation of M4344 by SOC and PT

Clinical trial.gov and EudraCT -requirements

Summary tables for non-serious adverse events excluding SAEs will be provided. The non-serious
AEs are not restricted to non-serious TEAEs.

15.2 Deaths, Other Serious Adverse Events, and Other Significant
Adverse Events
15.2.1 Deaths

All deaths, deaths within 30 days after last dose of study treatment, deaths within 60 days after
first dose, as well as reason for death, will be tabulated based on information from the “Death™
eCRFs page.

Number of deaths
Number of deaths within 30 days after last dose of study treatment
Number of deaths within 60 days after first dose of study treatment
Primary Reason of Death

= Disease progression

= Event related to study treatment

= Event not related to study treatment

0 Subset of subjects who died due to the impact of COVID-19
* Unknown
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In addition, date and cause of death will be provided in individual participant data histing together
with selected dosing information (date of first / last adnumistration, number of cycles treated).

This listing will mclude:

e AFEs with fatal outcome (list preferred terms of AEs with outcome=fatal)
e Flag for death within 30 days of last study treatment

e Flag for death within 60 days of first study treatment

15.2.2 Serious Adverse Events

The following overall frequency tables will be prepared for serious adverse events (SAEs):
e Incidence of serious AEs by SOC and PT
e Incidence of related serious AEs by SOC and PT

The listings of SAEs will also be provided with the relevant information with a flag for SAEs with
onset outside of the on-treatment period.

15.3 Primary Endpoint: Clinical Laboratory Evaluation
Parameters with NCI-CTCAE grades available:

Laboratory results will be classified according to the NCI-CTCAE cnteria version 5.0. Some of
the toxicity gradings are based on laboratory measurements in conjunction with chinical findings.
Non-numerical qualifiers (with the exception of fasting flags) will not be taken into consideration
in the derivation of CTCAE cniteria. For example, hypokalemia Grade 1 and Grade 2 are only
distingmshed by a non-numerical qualifier (symptomatic and intervention indicated) and therefore
Grade 2 will not be derived. Abnormalities classified according to NCI-CTCAE toxicity grading
version will be described using the worst on-treatment grade. For those parameters which are
graded with two directions of toxicities such as potassium (hypokalenua/hyperkalenma), the
toxicities will be summanzed separately. Low direction toxicity (e g., hypokalenma) grades will
be set to 0 when the vanables are denived for summanzing high direction toxicity (e.g.,
hyperkalema), and wvice versa.

The laboratory toxicities will be tabulated with counts of participants and percentages during the
on-treatment peniod. The denomnator fo calculate percentages for each laboratory parameter 1s
the number of participants in the analysis population. Subjects without an on-treatment result or
results which are not CTCAE gradable will be counted in the “Missing™ category.

e The summary of laboratory parameters by CTCAE grade table will include number and
percentage of participants with Grade 1, 2, 3, 4, 3/4, and any grade (1 to 4), laboratory
abnormalities during the on-treatment period.

e The shift table will summanze baselme CTCAE grade versus the worst on-treatment
CTCAE grade. The mghest CTCAE grade duning the on-treatment period 1s considered as

the worst grade for the summary.
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The following parameters are CTCAE-gradable:
Hematology:

Hemoglobin, leukocytes, lymphocytes, neutrophils/absolute neutrophil count, platelet
count.

Serum Chemustry:

Albumin, alkaline phosphatase, alamine aminofransferase (ALT), amylase, aspartate
aminotransferase (AST), total bilirubin, cholesterol, creatinine, creatine kinase, potassium,
sodium, magnesium, calcrum, glucose, gamma glutamyl transferase (GGT), lipase,
phosphates, triglycendes.

Please see the further details of NCI-CTCAE gradable parameters in the Appendix.

For calcium, CTCAE grading 1s based on Corrected Calcrum Corrected Caleium 15 calculated
from Albumin and Calcium as follows

Corrected calcium (mmol/L) = measured total Calcium (mmol/L) + 0.02 (40 - serum
albumin [g/L])

Liver function tests: Alamne amunotransferase (ALT), aspartate aminotransferase (AST), and
total bilirubin are used to assess possible drug induced hiver toxicity. The ratios of test result over
upper limit of normal (ULN) will be calculated and classified for these three parameters dunng the
on-treatment period.

Summary of liver function tests will include the following categories. The number and percentage
of participants with each of the following during the on-treatment period will be summarized by
treatment group:

s ALT=3xULN, ALT =5xULN, ALT = 10xULN, ALT = 20xULN
s AST>3xULN, AST = 5xULN, AST = 10<xULN, AST = 20<ULN

e (ALT or AST) > 3XULN, (ALT or AST) > 5XULN, (ALT or AST) > 10xULN, (ALT or
AST) > 20xULN

s TBILI=2xULN

e Concurrent ALT = 3xULN and TBILI = 2xULN

e Concurrent AST > 3xULN and TBILI = 2xULN

e Concurrent (ALT or AST) = 3xULN and TBILI = 2xULN

e Concurrent (ALT or AST) = 3xULN and TBILI = 2xULN and ALP > 2xULN

e Concurrent (ALT or AST) = 3xULN and TBILI = 2xULN and ALP < 2xULN or missing

Concurrent measurements are those occurring on the same date.

CONFIDENTIAL

Document No. [N INFORMATION 27133

Object No. NN .




Classification: Public

M4344 M4344 in Solid Tumors
MS5201922-0001 — Part C IAP Version 1.0

Categories will be cumulative, 1.e., a participant with an elevation of AST =10xULN waill also
appear in the categones =5xULN and >3xULN. Liver function elevation and possible Hy’s Law
cases will be summarized using frequency and percentage.

Parameters with NCI-CTCAE grades not available:

Laboratory results that are not part of NCI-CTCAE will be presented according to categories based
on comparison to normal reference ranges (1.e. Low, Normal, and High).

Hematology and chemustry evaluations which cannot be graded per CTCAE cnteria will be
summarized as frequency (number and row percentage) of participants with-
e shifts from baseline normal to at least one result above normal during on-treatment period
e shifts from baseline normal to at least one result below normal during on-treatment period

In this study, these apply to the following parameters:
Hematology:

Hematocrit, Red Blood Cell (RBC), Reticulocytes, Mean Corpuscular Hemoglobin
(MCH), Mean Corpuscular Volume (MCV), Mean Corpuscular Hemoglobin
Concentration (MCHC).

Serum Chemustry:
Chlorine, C-Reactive Protemn, Lactate Dehydrogenase (LDH), Total Protemn, Total Urea,
Uric Acid.
The following figures will be provided:

* An evaluation of Drug-Induced Serious Hepatotoxicity (eDISH) plot will also be created,
with different symbols for the different biomarker cohorts, by graphically displaying peak
serum ALT(/ULN) vs peak total bilirubm (/ULN) including reference lines at ALT =3xULN
and total bilirubin =2xULN.

* An equvalent eDISH plot of peak serum AST (/ULN) vs peak total bilirubin (/ULN) wall
also be provided.

Listings of laboratory results will be provided for all hematology and biochemmstry parameters.
The listings will be sorted by parameter and visit for each participant. Laboratory values that are
outside the normal range will be flagged in the data listings, and corresponding normal ranges and
CTCAE grades will be provided.

In addition, a hsting of all TBILI, ALT, AST and ALP values for participants with at least one
post-baseline TBILI = 2<xULN, ALT= 3xULN or AST = 3xULN will be provided.

Any other laboratory parameter collected will be listed 1n dedicated listings presenting all relevant
information collected on the eCRF or by the central lab:

e Coagulation: [activated partial thromboplastin time (aPTT) and prothrombin time (INR).
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e Unnalysis: all uninalysis parameters
e Other parameters: hormone, and immunology parameters
s Pregnancy test
15.4 Primary Endpoint: Vital Signs
Analysis Set: FAS/SAF
Vital sign values and their changes from baseline will be presented mn listings only.
1 e Other Safety or Tolerability Evaluations

15.5.1 Primary Endpoint: Electrocardiogram (ECG) Measurements
Analysis set: FAS/SAF Analysis Set

12-Lead ECG information will come from the “Standard 12-Lead ECG” and measurements from
the central ECG assessments.

The analysis of QT data 1s complicated by the fact that the QT interval i1s highly correlated with
heart rate. Because of this correlation, formulas are routinely used to obtain a corrected value,
denoted QTc, which 1s independent of heart rate. This QTc interval 1s mtended to represent the QT
mterval at a standardized heart rate. Several comrection formulas have been proposed in the
literature. For this analysis the QT interval corrected for heart rate by the Fndenicia’s formula,
QTCcF, 1s defined as:

or
Tl =
0 S Tor

>

where RR represents the RR interval of the ECG, in seconds, and can be estimated as 60/Heart
Rate.

Listings of ECG data will also be provided wath all relevant information such as visit, date/time of
assessment, measurement, and results.

15.5.2 Time-Matched ECG and PK measures

There will no analyses performed on time-matched ECG and PK parameters.

15.5.3 Eastern Cooperative Oncology Group Performance Status
Analysis set: FAS/SAF Analysis Set

Eastern Cooperative Oncology Group Performance Status (ECOG PS) information will come from
the “ECOG Performance Status™ eCRF page. Listings of each participant’s ECOG PS over time
will be provided.
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16 Analyses of Other Endpoints

16.1 Pharmacokinetics

Listing of concentrations will only be provided.

16.3 COVID-19 Impact

Analysis set: SAF

COVID-19 related impact on the planned trial procedures will be based upon the eCRF pages
related to disposition (*“TTERM’, “STERM’, and “DEATH"), as well as the protocol dewviations

linked to the COVID-19 pandemic. Data listings will identify:
e Any COVID-19 related protocol deviation
o Missed wisits overall
o Missed efficacy evaluations
o Missed dosing visits
e Participants with cause of death related to COVID-19

e Participants with a COVID-19 AE.
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18 Appendices

18.1 NCI-CTCAE Gradable and Non-Gradable Safety Laboratory

Test Parameters and Direction(s) of Abnormality

NCI-CTCAE v5.0 gradable parameters

Direction(s) of
Category Parameter Name in NCI-CTC abnormality
Serum chemistry
Electrolyies Calcium Hypocalcemia/Hypercalcemia Low/High
Electrolytes Potassium HypokalemialHyperkalemia Low/High
Electrolytes Sodium Hyponatremia/Hypematremia Low/High
Enzymes/liver Alanine Aminotransferase Alanine Aminctransferase increased High
Enzymes/liver Alkaline Phosphatase Alkaline Phosphatase increased High
Enzymes/liver Aspartate Aminotransferase Aspartate Aminotransferase increased High
Enzymes/liver Total bilirubin Blood bilirubin increased High
Metabolism Glucose Hypoglycemia Low
Renal/kidney Creatinine Creatinine increased High
Hematology
Platelets Platelets Count Platelet count decreased Low
Red blood cells Hemaoglobin Anemia’/Hemoglobin increased Low/High
oo N White Blood Cell Count ?eiirfaﬂ:gﬁgﬁ:m%ﬁ Low/High
White plumf : Absolute Lymphocytes Count Lymphocyte count decreasedfincreased | Low/High
cellsidifferential
gﬂiﬁiglremr]gntial Absolute Neutrophils Count Meutrophil count decreased Low
White plmd _ Eosinophils Eosinophilia High
cellsidifferential
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NCI-CTCAE non-gradable parameters

Category Parameter (LBTEST) Direction(s) of
abnormality

Serum chemistry

Metabolism Glucose High

Plasma proteins Total protein Low

Renal/kidney Blood Urea Nitrogen High
Hematology

Red blood cells Hematocrit High/Low

Red blood cells Mean Corpuscular Hemoglobin High/Low

Red blood cells Mean Corpuscular Hemoglobin Concentration High/Low

Red blood cells Mean Corpuscular Volume High/Low

Red blood cells Reticulocytes High/Low

White blood cells/differential | Basophils High

White blood cells/differential | Monocytes High/Low
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