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2 List of Abbreviations and Definition of Terms

AE Adverse Event

AESI Adverse Event of Special Interest

ATC Anatomical Therapeutic Chenucal classification

CDISC Climical Data Interchange Standards Consortium

CHMP Commuttee for Medicinal Products for Human Use

CI Confidence Interval

CR Complete Response

(e)CRF (electromic) Case Report Form

CSR Climcal Study Report

DLT Dose Limiting Toxicity

DOR Duration of Reponse

ECG Electrocardiogram

ECOG Eastern Co-operative Oncology Group

FLC Free Light Chain

ICH International Conference on Harmomization

IAP Integrated Analysis Plan

IMWG International Myeloma Working Group

MedDRA Medical Dictionary for Regulatory Activities

M-protein M-protein Monoclonal Paraprotein

MRD Mimimal Residual Disease

MRI Magnetic Resonance Imaging

MTD Maximum Tolerated Dose

NA Not Applicable

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

NLME Non-linear Mixed Effects

OR Overall Response

ORR Overall Response Rate

PD Progressive Disease
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Pd Pharmacodynamics

PR Partial response

PT Preferred Term

PK Pharmacokinetics

PP Per Protocol

QD Once Daily

PR Partial Response

RDE Recommended Dose for Expansion
RRMM Relapsed Refractory Multiple Myeloma
SAE Serious Adverse Event

SAF Safety

sCR Stringent Complete Response

SCR Screemng analysis population

SD Stable Disease or Standard Dewviation
SDTM Study Data Tabulation Model

SMC Safety Monitoring Commuttee

SOC System Organ Class

TEAE Treatment-Emergent Adverse Event

TRAE Treatment-Related Adverse Event

TLF Tables, Listings, and Figures

TTR Time to Response

VGPR Very Good Partial Response

WHO-DD World Health Organization Drug Dictionary
Document No S SIEG

Object No. [N TIET




M3258 First in Human Dose Escalation of M3258 as a Single Agent and Expansion
Study of M3258 in Combination with Dexamethasone

MS2013814-0010 v2.0
3 Modification History
Unique Date of Author Changes from the Previous Version
Identifier for IAP Version
Version
0.1 O6DEC2019 PPD Initial draft
1.0 O7TMAY2020 PPD Final version
20 16May2021 PPD Added additional analysis needed for primary
analysis Adapted iAP to the premature stop of the
trial without expansion cohort, e.g. removed
analyses that are no longer needed

4 Purpose of the Integrated Analysis Plan

The purpose of this Inteprated Analysis Plan (IAP) 1s to document techmical and detailed
specifications for the pnmary analysis and other analyses of protocol MS201814-0010.

The current version specifies the analyses that will be performed at the end of the tnal (primary
analysis).

Results of the analyses described in this IAP will be included in the Clinical Study Report (CSR),
except for

e citrulline results analysis,
¢ Bayesian modelling considening toxicity and pharmacodynamics (section 16.2.1)).

Citrulline analysis and Bayesian modelling considering toxicity and Pharmacodynamics may be
performed internally at Merck at a later pomnt in time. The results of these analyses are not reported
n the CSR_

Additionally, the planned analyses identified mn this IAP may be imcluded in regulatory
submussions or future manuscripts. Any post-hoc, or unplanned analyses performed to provide
results for inclusion in the CSR. but not identified in this prospective IAP will be clearly identified
n the CSR_

The IAP 1s based upon section 9 (Statistical considerations) of the study protocol and protocol
amendments and 1s prepared in compliance with ICH E9. It describes analyses planned in the
protocol and protocol amendments. Details of the Safety Monitoring Commuttee (SMC) analyses
for regular review of the participants’ safety are provided in appendix.
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5 Objectives and Endpoints

Part A

Objectives Endpoints (Outcome Measures) IAP section

Primary

To determine safety, tolerability
and the MTD (if observed) of
M3258 as a single agent in
participants with RRMM

Occurrence of DLTs in participants with
RRMM receiving M3258 as a single agent
during the first 28-day treatment cycle

Occurrence of any AEs reporied (serious
or nonserious) will be considered TEAESs
and TRAEs (including TEAEs leading to
death or discontinuation of treatment) in
participants receiving M3258 as a single
agent from start of study intervention to
30 days after end of study intervention

Occurrence of TEAES outside of the DLT
period that SMC deems relevant for
determination of the MTD

Siudy ftreatment-emergent changes in
clinical laboratory measures from
Baseline, safety Electrocardiograms
(ECGs) measures, vital signs, ECOG
performance status in  paricipants
receiving M3258 as a single agent from
start of study intervention to 30 days after
end of study intervention

Section 15
Analyses

Safety

Secondary

To investigate the PK profile of
M3258 (single and multiple dose
exposure) in participants with
RRMM

PK profile of M3258 in terms of Cmax,
AUCH, AUCo24 at Day 1, Cycle 1, (single
dose): predose, 1, 2, 3, 4,5, 6, 8 and 24
h after administration

PEK profile of M3258 in terms of Cmax,
AUCpos at Day 15 Cycle 1, (multiple
dose). predose, 1, 2, 3,4, 5,6, and 8 h
after administration

Section
Pharmacokinetics

16.1

To investigate the RDE in
participants with RRMM

In addition to safety, tolerability and PK,
for selection of RDE, changes in Pd
(LMPT activity) in pre and post study
intervention samples on Day 1 Cycle 1
pre and postdose, Day 2 Cycle 1 predose
and Day 15 Cycle 1 pre and postdose

Changes from Baseline in serum M-
protein, urine M-protein, or free light chain
protein levels (for free light chain disease)
on Day 1 of every cycle

« To evaluate preliminary clinical Overall Response (OR), Duration of |» Section 14 Efficacy
activity using IMW G criteria Response (DOR), Time to Response until Analyses
Complete Response (CR), siringent
Complete Response (sCR), Very Good
Document No [ SN
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Objectives Endpoints (Outcome Measures) IAP section
Partial Response (VGPR) or Parial
Response (PR) according to IMWG
Exploratory
+ To investigate the changes in Changes in Pd (LMPT activity) in pre and Section 162

the Pd marker of M3258 as a
single agent in paricipants with
RRMM

post study intervention samples on Day 1
Cycle 1 pre and postdose, Day 2 Cycle 1
predose and Day 15 Cycle 1 pre and
postdose

Pharmacodynamics

Section 16.3.2.1 LMP7
Residual Activity

To investigate further PK
parameters of M3258 (single and
multiple dose exposurg) in
participants with RRMM

PK profile of M3258 in terms of tmax, tag,
taz, CL/F, V&F at Day 1 Cycle 1, (single
dose): predose, 1, 2, 3, 4,5, 6, 8 and 24
h after administration

PK profile of M3258 in terms of AUCg—.=
(if calculable), tmax, tiag, tiz, Cle/F, at Day
15 Cycle 1, (multiple dose): predose, 1, 2,
3, 4,5, 6 and 8 h after administration

PK profile of M3258 in terms of Ctougn at
Day 8 and Day 22: predose, Cycle 1 and
predose, Day 1 Cycle 2

PK profile of M3258 in terms of Race jauc)
and Raee (cmax after Day 1 (single dose)
and Day 15 (multiple dose), Cycle 1 and
dose-normalized Cma, AUCH+, AUCp24 for
single and multiple dose

Section 161
Pharmacokinetics

To investigate the relationship
between exposure of M3258 as
a single agent and QTc in
participants with RRMM

Relative changes from Baseline in ECG
parameter QTc in relation to M3258
plasma concentration: all times after
single and multiple dosing with
concurrent QTc and plasma
conceniration assessments

Mot in scope of the
CTR, will be reporied
separately.

To investigate genetic variations
that may affect PK of M3258 as
a single agent

Assessment of genefic vanations that
affect drug metabolism and drug
transport of M3258 and other potential
genes that may account for differences in
the PK profile

Mot in scope of the
CTR, will be reporied
separately.

To explore potential metabolites
of M3258 in plasma in
participants with RRMM

Assessment of poteniial metabolites of
M3258 in plasma

Mot in scope of the
CTR, will be reporied
separately.

To explore L-citrulline as an
exploratory biomarker

Changes in the L-citruline blood levels
during the study at Day 1 predose and
Day 15 predose, Cycle 1, and Day 1
predose, Cycles 2 — 6 predose and every
third cycle after Cycle 6 predose, and at
End of Study Visit

Section 16.2
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To investigate relationship of
drug treatment and Minimal
Residual Disease (MRD) in
participants with RRMM

Assessment of MRD upon CR or sCR

Section 16.7 MRD

Part B (will not be done due to stop of study)

Objectives

Endpoints

IAP section

Primary

To determine safety and
tolerability of M3258 at RDE
when co-administered  with
dexamethasone in participants
with RRMM

Occurrence of
toxicities (DLTs) in participants
receiving M3258 in combination
with dexamethasone during the first
28-day treatment cycle)

dose-limiting

Occurrence of study treatment-
emergent SAEs including deaths
from first dose of study intervention
to 30 days after end of study
intervention

Occurrence of TEAEs and TRAEs
(including deaths) from start of
study intervention up to 30 days
after end of study intervention

Study treatment-emergent clinically
relevant abnormal changes in
clinical laboratory measures from
Baseline, ECGs measures, vital
signs, ECOG performance sfiatus
from start of study intervention to 30
days after end of study intervention

Thd in later version

To determine recommended
Phase Il dose of M3258 when
co-administered with
dexamethasone in participants
with RRMM based on early
signs of safety and efficacy in
the expansion phase

Occurrence of TEAEs and TRAEs
(including deaths) in participants
receiving M3258 when given in
combination with dexamethasone
from start of study intervention to 30
days after end of study intervention

OR, DOR. Time to Response uniil
CR, sCR,VGPR, or PR according to
IMW G

Thd in later version

Secondary

To collect preliminary efficacy
data in paricipants with RRMM
under freatment with M3258,
when co-administered  with
dexamethasone

OR, DOR. Time to Response uniil
CR, sCR,VGPR, or PR according to
IMWG

Progression-Free Survival
per Investigator

(PF3)

Owverall Survival (OS) censored at
End of Study

Thd in later version
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Objectives

Endpoints

IAP section

+ To investigate the PK profile of
M3258 (single and multiple dose
exposure) when Co-
administered with
dexamethasone in participants
with RRMM

PK profile of M3258 in terms of Cmax,
AUCg: at Day 1 Cycle 1, (single
dose): predose, 1, 2, 3, 4, 5, and 6h
after administration

PK profile of M3258 in terms of Cmax,
AUCgzaat Day 15 Cycle 1, (multiple
dose). predose, 2, 4, and 6h after
administration

Thd in later version

Exploratory

+ To investigate the changes in
the pharmacodynamic marker of
M3258 when co-administered
with dexamethasone in
participants with RRMM

Changes in LMPT activity on Day 1
Cycle 1 pre and postdose and Day
15 Cycle 1 pre and postdose

Thd in later version

« To investigate further PK
parameters of M3258 (single
and multiple dose exposure)
when co-administered  with
dexamethasone in participants
with RRMM

PK profile of M3258 in terms of imax,
tiag, tiz, CLIF, V2/F at Day 1 Cycle 1,
(single dose): predose, 1, 2, 3, 4, 5,
and 6 h after administration

PK profile of M3258 in terms of
AUCo—=, tmax, tiag, t1z, Clss/F, at Day
15 Cycle 1, (multiple dose):
predose, 2, 4, and 6 h after
administration

PK profile of M3258 in terms of
dose-normalized Cmax.  AUCo,
Al Cqg-z4 for single and multiple dose

Thd in later version

+ To investigate the food effect on
the PK of M3258 when co-
administered with
dexamethasone in participants
with RRMM

Area under the plasma
concentration-time curve (AUCo-an)
with and without food from time zero
(= dosing time) to 8 h and Cmax of
M3258 observed on Day 1 Cycle 2:
predose, 1, 2, 3,4, 5, 6 and 8 h
postdose

Thd in later version

+« To investigate the relationship
between exposure with M3258
and QTc, when co-administered
with dexamethasone in
participants with RRMM

Relative changes from Baseline in
ECG parameters (QTc) in relation to
M3258 plasma concentration: all
times after single and multiple
dosing with concurrent QTc and
plasma concentration assessments

Mot in scope of the CTR, will
he reported separately.

« Toinvestigate genetic variations
that may affect PK of M3258,
when co-administered  with
dexamethasone in participants
with RREMM

Assessment of genetic varations
that affect drug metabolism and
drug transport of M3258 and other
potential genes that may account for
differences in the PK profile

Mot in scope of the CTR, will
he reported separately.

+ To explore potential metabolites
of M3258 in plasma, when co-
administered with
dexamethasone in participants
with RRMM

Assessment of potential metabolites
of M3258

Mot in scope of the CTR, will
he reported separately.
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Objectives

Endpoints

IAP section

To investigate the PK profile of
dexamethasone  when Co-
administered with M3258 in
participants with RRMM

Area under the plasma
concentration-time curve (AUCoan)
from time zero (= dosing time) to 8 h
and Cmpax of dexamethasone
observed on Day 1, Cycle 2:
predose, 1,2 3 4 and 6 h postdose

Thd in later version

To explore L-citrulline as an
exploratory biomarker

Changes in the L-citrulline blood
levels during the study at Day 1

Thd in later version

predose and Day 15 predose, Cycle
1, and Day 1 predose, Cycles 2 — 6
predose and every third cycle after
Cycle 6 predose, and at End of
Study Visit

Changes in Bbc activity on Day 1 |«  Thd in later version

Cycle 1 pre and postdose and Day

« To investigate change p5c |»=
activity after M3258, when co-

administered with 15 Cycle 1 pre and postdose
dexamethasone in participants
with RRMM

+« To investigate relafionship of | = Assessment of MRD upon CR or |+ Thd in later version
drug treatment and MRD, when sCR
M3258 is co-administered with
dexamethasone in participants

with REMM

6 Overview of Planned Analyses
The following analyses are planned for thus trial:

e SMC analyses (See IAP for SMC m Appendix 18.1)
e Primary analysis of tnial

Statistical analyses (except for SMCs) will be performed on the basis of CDISC SDTM data. These
SDTM data contain as clean as possible eCRF data as well as external data for central laboratory
and DLT decisions from SMC.

A data review meeting will be held prior to any database lock. In addition, no database can be
locked until this IAP has been approved (except for emergency).
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6.1 Analyses for SMC meetings

Details of analyses for SMC meetings are specified in a separate IAP, provided in Appendix 18.1.

7 Changes to the Planned Analyses in the Clinical Study
Protocol

The study was stopped due to lack of enrollment before part B was started and before part A
reached 1ts primary objective. Therefore, additional to the SMC analyses there 1s only one primary
analysis (this includes the end of dose escalation analysis).

There 1s one change in the definition of the DLT analysis set compared to the protocol The
following 1s added:

“Additionally, participants that did not receive at least 80% of the planned total dose of study
treatment, but at least 80% dosing of a different (lower) dose level, did not nuss more than 20% of
planned admimistrations, and finished the DLT period are eligible for the DLT analysis set to be
analyzed mn the highest dose level they recerved 80% of dosing

The protocol only mentioned B5c as an endpoint for part B, however, data analyses for this marker
are planned for the dose escalation part A, too.

In case the received cumulative dose 15 higher than planned dose (and all other critenia for inclusion
i DLT analysis set are fulfilled) the participant will still be analyzed in the planned dose level For
analysis of pharmacodynamic markers and efficacy analysis the participant will be shown n
listings and fipures showing data on individual level. A footnote will explain the cumulative dosing
the subject received. In summary analysis of pharmacodynamic markers and efficacy analysis the
participant’s data will not be mcluded.

8 Analysis Populations and Subgroups

8.1 Definition of Analysis Populations

The analysis populations are specified below. The final decision to exclude participants from any
analysis population will be made during a data review meeting prior to database lock except for
the DLT analysis populations. For the DLT analysis populations, decisions for DLTs are taken by
the SMC.

Screening Analysis Population (SCR)

The Screening analysis population includes all participants who signed the informed consent.

Docunent No S G—
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Safety Analysis Population (SAF)

The Safety analysis set will include all participants who were administered any dose of any study
mtervention. Analyses will consider participants as freated, meaning that participants will be
classified according to the study intervention actually received (regarding dose level, see section
9 General Specifications for Data Analyses including explanation on how to deal with participants
that did receive a dose different to the planned dose).

Dose Limiting Toxicity Analysis Population (DLT)

The Dose Limiting Toxicity analysis population (DLT) will include all participants who received
at least one dose of study intervention and meet at least one of the following critena:

e Experienced at least one DLT during the DLT peniod, regardless of the admimistered
number of doses of study intervention/completion of the DLT period

e Recerved at least 80% of the planned cumulative dose and at least 80% of planned
admimistrations (eg.: 4 admimstrations by cycle, 2 admimistrations by week. . _etc.) of each
treatment during the DLT peniod and completed the DLT period.

e Additionally,participants that did not receive at least 80% of the planned total dose of
study treatment, but at least 80% dosing of a different (lower) dose level, did not miss
more than 20% of dosing, and fimished the DLT period are eligible for the DLT analysis
set to be analyzed in the highest dose level they recerved 80% of dosing of.

In case the received cumulative dose 1s higher than planned dose (and all other criteria for
mnclusion in DLT analysis set are fulfilled) the participant will still be analyzed in the planned
dose level

Pharmacokinetics Population (PK)

The pharmacokinetics population (PK) will include all participants, who received at least one dose
of study intervention, have no clinically important protocol deviations or important events
affecting PK, and provide at least one measurable postdose concentration. Participants will be
analyzed per the actual study intervention they recerved.

Pharmacodynamics Population (Pd)

The pharmacodynamics population (Pd) will include all, who received at least one dose of study
mntervention, have no clinically important protocol deviations or important events affecting Pd, and
provide at least one measurable Pd endpomt postdose. In case the recerved cumulative dose of a
participant 1s higher than the planned dose, the participant’s data will be included in histings and
figures showing data on individual level. A footnote will explain the cumulative dose the subject
recerved. In summary analysis of pharmacodynamic markers the participant’s data will not be
mncluded.
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Analyses per Analysis Population

The following table summarizes the use of the analysis sets in the different analyses.

Analysis Population

Analyses SAF DLT PK Pd

DLT v

Safety and Tolerability v

PK v

Pd v

Efficacy

Exploratory biomarkers { MRD)

Baseline Characteristics

Previous and Concomitant Therapies

RN RN RN RN

Compliance and Exposure

Note:
Safety, PK, will be described by actual dose.

Baseline charactenistics and complhiance and exposure will be described for both (by planned dose
and actual dose) if different.

All other analyses will be described by planned dose, according to Intention To Treat principle.
For more details see section 9 General Specifications for Data Analyses including.

o General Specifications for Data Analyses
This section describes any general specifications not mncluded in subsequent sections.
Study mtervention 1s defined and labelled as “M3258".

Analyses will be displayed separately by regimen (ordered by dose intensity starting from most
ntensive regimen (QD)), dose (1n imncreasing order and not evaluable at the final) and summanzed.

The planned regimen and dose level will be taken from the CRF “Cohort Assignment™.

General rule for actual dose if actual dose differs from planned dose (determined during the DLT
period):

- Planned dose > dose recetved

e If the participant receives at least 80% of his cumulative planned dose or has DLT
during DLT period, then his actual dose will be his planned dose
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e If the participant receives less than 80% of his cumulative planned dose and has no
DLT during DLT period but recerved at least 80% of a cumulative lower tested dose,
then his actual dose will be the lower dose level he received at least 80% of cumulative
dose for safety analyses and the planned dose 1s used for all other analyses.

e If the participant receives less than 80% of the cummlative of any tested dose or less
than 80% of the planned adnunistrations or did not fimish the DLT period the participant
1s not evaluable for the DLT analysis set (this category will be presented in the tables
for DLT analysis set), but for other safety analyses. For other safety analyses in this
case the participant will be analyzed with the

o planned dose in case he did recerve less than 80% cumulative dose of any tested
dose

o Cumulative dose he received 80% of (in case he missed too many dosmgs or
did not fimish the DLT period)

- Planned dose < dose received:
e Actual dose will be the planned dose (in DLT analysis set)
e For analysis of pharmacodynamic markers and efficacy analysis the data of such a
participant will be shown in listings and figures showing data on individual level A
footnote will explain the cumulative dosing the subject recerved. In summary analysis

of pharmacodynamic markers and efficacy analysis the data of such a participant wall
not be mcluded.

The “start date™ for this study 1s the date of first study drug adnunistration (M3258).

All analyses will be performed using SAS® Software version 9.2 or higher, and otherwise as
specified (e.g. for Bayes modeling)

Significance level:
There 1s no formal significance level for this study, and all analyses are considered descriptive.

There will be no statistical tests performed. If confidence or credibility intervals are mentioned,
the level will be 95% unless otherwise specified.

Presentation of continuous and qualitative variables:

Continuous vanables will be summarized using descriptive statistics, 1.e.
e number of participants with non-missing values (n)
* mean, standard deviation (SD)
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* median, 25th Percentile - 75th Percentile (Q1-Q3)

&  MINIMUN, MAXITmn
If there are fewer than 5 observations summanized, only the number of participants with non-
missing values, the mean, and the mimmum and maximum will be given.
Qualitative variables will be summarnized by counts and percentages.

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

Dewiations from this defimition mught apply to the PK analysis (see section 16.1 for definitions).
Descriptive statistics will be computed by treatment day (C1D1, C1D2, C1D8, ..., EOT).
Unscheduled visits will be included in the denvation of baseline (if occurred within the allowed

screening period) or worst on-treatment values and 1n any analysis using treatment day (e.g. plots
of lab data).

9.1 Definition of baseline and change from baseline

In general, the last non-missing measurement prior to the first study drug adnimistration will be
used as the baseline measurement.

If an assessment that 15 planned to be performed before treatment per protocol 1s performed on the
same day as the start of treatment, respectively, but the assessment time 1s not available, 1t will be
assumed that it was performed prior and will be considered as baseline.

If a scheduled pre-dose measurement actually occurred post-dose, then the corresponding
measurement will be analyzed similar to an unscheduled post-dose measurement.

Absolute and percent changes from baseline are defined as
absolute change = post baseline value — baseline value

percent change = 100 * (post baseline value — baseline value) / baseline value

9.2 Definition of Duration and ‘time since® Variables

If not otherwise specified, duration will be calculated by the difference of start and stop date + 1
(e.g. survival time (days) = date of death — date of first study drug adnumistration + 1).

The time since an event (e g. time since first diagnosis) will be calculated as reference date minus
date of event.
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9.3 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.

2.4 Definition of On-treatment Period

The on-treatment period 1s defined as the time from first dose of study intervention to 30 days
after end of study intervention, or the cut-off date, whichever occurs first.

9.5 Imputation of missing data

Unless otherwise specified all data will be evaluated as observed, and no imputation method for
missing values will be used.

In all participant data listings, imputed values will be presented and imputed mnformation will be
flagged, 1f imputation was done.

Missing statistics, e g. when they cannot be calculated, should be presented as “nd”.

Where tables are presented over different time pomts, the total of nussing and non-missing
observations at each time-point should reflect the population still in the trial at that time_ This does
not apply when imputations are made beyond trial withdrawal For example, 1f a participant 1s still
in the trial at the time-point but with nussing data, they should be counted in the number of missing
observations.

The following table for imputation rules will be considered:

Adverse events Incomplete AE-related dates will be imputed as follows:

e If the onset date 15 missing completely or missing partially — but the
onset month and year, or year, are equal to that of the study treatment
start — then the onset date will be replaced by the minimum of the start
of study treatment and the AE resolution date.

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

¢ Incomplete stop dates will be replaced by the last day of the month (if
day 1s missing only), 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.
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¢ In all other cases the incomplete stop date will not be imputed. If the
stop date of an AFE 1s after the date of cut-off, the outcome of the AE 1s
ongoing at cut-off.

¢ Further information after cut-off (such as fatal outcome) might be taken
from the Safety database and reported separately.

Previous and | For identification of previous or conconutant medications/procedures, no
conconutant formal imputation will be performed on missing or incomplete dates.

medication Rules presented in Table 2 will be used to define if a

medication/procedure 1s considered as a previous, concomitant or both
previous and concomitant medication/procedure.

Table 1 Imputation rules

for medication/procedure end dates

End date of medication/procedure

imputation rule

Day Month Year

UNK | UNK UNEK

After treatment start (ongoing)

LMK LMK = Treatment start (year)

Before treatment start

LMK LMK == Treatment start (year)

After treatment start

LMK = Treatment start (month and year)

Before treatment start

LMK == 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

Start date of medication/procedure

imputatio rule

(see Table 1) Medication/procedure

Day Month Year
Before treatment
UMK UMK UMK start Previous
After treatment
UMK UMK UMK start Previous and concomitant

== Treatment start

Before treatment

UMK UMK (year) start Previous
== Treatment start After treatment
UMK UMK (year) start Previous and concomitant
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Start date of medication/procedure

imputatio rule
(see Table 1)

Medication/procedure

Day Month Year
= Treatment start (year)
and == Treatment end | After treatment
UMK UMK + 30 days (year) start Concomitant
<= Treatment start (month and Before treatment
UMK year) start Previous
== Treatment start (month and After treatment
UMK year) start Previous and concomitant
= Treatment start (month and
year) and <= Treatment end + 30 | After treatment
UNK days (month and year) start Concomitant
Before treatment
== Treatment start (date) start Previous
After treatment
== Treatment start (date) start Previous and concomitant
= Treatment start (date) and == Treatment | After treatment
end + 30 days (date) start Concomitant

UNK = Unknown

Death date For the purpose of survival analyses partially nussing
Note: For participants who death dates will be imputed as follows:
died and for whom no If only the day 1s nussing, the death date will be imputed
complete death date 15 to the maximum of the (non-imputed) day after the date
available usually the death date | of last contact and the 15th day of the month.
15 not imputed. Just for survival ST -
analyses imputation rules are Otherwise 1t will not be imputed.
applied, in death listings non-
imputed data will be presented.

9.6 Study Day / Study Treatment Day definition

Treatment day 1s defined relative to the date of first study drug adnimistration (M3258). Treatment
Day 1 15 treatment start date of first admimistration of the study drug; the day before 1s defined as
Treatment Day -1 (no Treatment Day 0 1s defined).
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10 Study Participants
The subsections in this section mclude specifications for reporting participant disposition and

study intervention/study discontinuations. Additionally, procedures for reporting protocol
deviations are provided.

10.1 Disposition of Participants and Discontinuations
A table wnill display the following (per regimen and dose level and overall):
e Number of participants in each analysis population (SCR, SAF, DLT, PK, Pd)

e Number of participants who discontinued from the study prior to treatment overall and grouped
by the main reason (participants did not meet eligibility criteria, withdrew consent, other)

This table will be produced twice if there are participants with differing planned dose and actual
dose, one by planned dose (including SCR, SAF, Pd, PK) and one by actual dose (including SCR,
SAF, DLT, PK).

This table will additionally be displayed by site.

Another table of disposition will provide the following, among participants in SAF:

e Number and percentage of participants still in trial

e Number and percentage of participants withdrawn from trial

e Number of participants by reason for withdrawal

Additionally a listing will display all discontinued patients including planned regimen and dose,

the reason for discontinuation from treatment and reason for discontinuation from study and
treatment start and end date.

10.2 Protocol Deviations / Exclusion from Analysis Population

10.2.1 Important Protocol Deviations

Important protocol deviations (IPDs) are protocol deviations that might significantly affect the
completeness, accuracy, and/or reliability of the study data or that mught significantly affect a
participant's rights, safety, or well-being.
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The IPDs will be 1dentified for all participants by either site momtoning, medical review processes
or programming and confirmed prior to or at the Data Review Meeting at the latest.

All important protocol deviations are documented in SDTM datasets whether identified through
site monitoring, medical review or programming.

A full hist of potential protocol deviations meluding definition and categorization 1s mamtained by
Covance in the “Study Specific Protocol Deviation List” attached to the Protocol Deviation
Management Plan.

A frequency table for important, separated for such pre-/post inclusion deviations, as well as a
listing (by participant) of important protocol deviations, will be provided based on the Safety
analysis set.

Referning to FDA, a listing of all participants affected by the COVID-19 related study disruption
will be produce by umique subject number identifier and by investigational site, and a description
of how the individual’s participation was altered.

The protocol dewviations are detailed in the document MS201814-0010 Protocol Dewviation
Listing 14Nov2019 v1.0.xlsx or an updated version.

10.2.2 Reasons Leading to the Exclusion from an Analysis
Population

A listing of reasons for exclusion from DLT analysis population will be provided.

Additionally a listing of subjects excluded from analysis sets (DLT, SAF, PK Pd) with reason for
exclusion will be provided (for section 9.2.3).

Of note, participants who did not receive at least 80% of the planned dose are excluded from the
DLT analysis set unless they can be considered in another dose level as described in Sections 8
and 10.2.1.

11 Demographics and Other Baseline Characteristics

If not stated otherwise, the following analyses will be performed based on the SAF, by regimen
and dose, and overall.

11.1 Demographics

Demographic characteristics and physical measurements will be summarnized descriptively using
the following information from the Screeming/Cycle 1 Day 1 eCRF pages.

The following demographic characteristics will be included:
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Sex: Male, Female

Race: White, Black or African American, Asian, American Indian or Alaska Native, Native
Hawanan or Other Pacific Islander, Not collected at this site, Other

Ethnic origin: Hispanic or Latino/Not Hispanic or Latino

Age (years)

Age categories < 65 years, = 65 years

Pooled Region: North America, Europe, Asia, Rest of the World)

Geographic Region: North Amernica, Latin America, Western Europe, Eastern Europe, Middle
East, Australia, Asia

Weight (kg)
BMI (kg/m?) at Baseline
Eastern Cooperative Oncology Group (ECOG) Performance status (0,1,2,3.4)

Specifications for computation:

e Age [years]: (date of given informed consent — 01JANYYYY + 1)/ 365.25, where YYYY
15 the year of birth as collected in eCRF. The integer part of the calculated age will be used

for reporting purposes.

__ weight [kg]
L BL'[[ [kg}lrmz] - heighr[cm]z

e Site codes will be used for the determination of the participant’s geographic region.

» 10000

Additionally demographic data will be presented m a listing.

11.2 Medical History

The medical history will be summarized from the “Medical History” eCRF page, using the most
recent MedDRA version at fime of database lock, preferred term as event category and system
organ class (SOC) body term as Body System category. Each participant will be counted only once
within each PT or SOC.

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

Additionally medical lustory data will be presented in a listing.
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11.3 Other Baseline Characteristics

Information on disease characteristics collected at baseline will be summarized. Summary
statistics will be presented for (as applicable)

¢ Prior transplant:

Stem cell transplant (Yes, No)

Stem cell type (Bone marrow, Peripheral blood stem cell)

Single or Tandem transplant

Type of transplant (Autologous Stem Cell Transplant, Allogenic Stem Cell
Transplant)

o Chemotherapy (Yes, No)
o Total Body Irradiation (Yes, No)
e History of disease under study:
o Time smce imtial diagnosis
o Type of myeloma at diagnosis (IgG, IgM, IgA IgD, IgE)
o Laght chain of myeloma at diagnosis (Lambda, Kappa)
o ISS stage at diagnosis (I, IT, IIT)
e Disease charactenistics at study entry:
o Type of myeloma at (IgG, IgM, IgA IgD, IgE)
o Laght chain of myeloma (Lambda, Kappa)
o ISS stage (I, II, IIT)
¢ Presence of bone lesions at Cycle 1 Day 1 (based on page “Osteolytic bone lesion assessment™)

(ST o T & B &

All these other baseline characteristics along with substance usage (Drug, alcohol, micotine and
caffeine consumption) and fammly history of premature cardiovascular disease will be listed for
primary analysis

Baseline charactenistics with respect to wital signs and laboratory (including

hematology/biochemistry) will be part of Section Error! Reference source not found. (Safety E
valuation).

11.4 Prior Anti-cancer Therapy

The prior anti-cancer therapies are collected under the “Prior Anti-Cancer Drug Therapies
Details”, “Prior Anti-Cancer Radiotherapy Details” and “Prior Anfi-Cancer Surgeries Details™
eCRF pages.
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The number and percentage of participants in each of the following anti-cancer therapy categories
will be tabulated:

e Participants with at least one prior anti-cancer drug therapy
e Participants with at least one prior anti-cancer radiotherapy
e Participants with at least one prior anti-cancer surgery

This table will also tabulate the number of prior anticancer therapies, prior anficancer drug
therapies, prior anti-cancer radiotherapies and number of prior anti-cancer surgeries.

The listing of prior anti-cancer treatments and procedures will also be provided as follows. These
will include the participant identification number, and all the relevant collected data-fields on the
corresponding eCRF pages (including if chemotherapy was associated to a stem cell transplant).

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/interventions

The following analyses will be performed based on the SAF analysis set, by regimen and by dose
(1n mereasing order) and summarized

Concomitant treatments are medications, other than study treatment, which are taken by
participants any fime during the on-treatment period, see section 9 4.

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

A medication may be classified as both concomitant and previous. The respective flags will be
denived based on start and end date.

Concomutant and previous treatment each will be summarized by number and percentage of
participants from the “Relevant Previous medications™ and “Concomutant medications™ eCRF.
ATC-2nd level and preferred term will be tabulated as given from the WHO-DD dictionary most
current version. If any previous or concomitant medication is classified into multiple ATC classes,
the medication will be summarized separately under each of these ATC classes. The summary
tables will be sorted by decreasing frequency of drug class and decreasing frequency of drug name
mn a given drug class. In case of equal frequency regarding drug class (respectively drug name),
alphabetical order will be used. In case any specific medication does not have an ATC
classification level 2 coded term, it will be summarized under “Unavailable ATC classification™
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category. Each participant will only be counted once, even if he/she received the same medication
at different times.

All concomutant treatments, previous medications and concomitant procedures, which were
undertaken during the on-treatment period will be listed. Conconutant procedures according to the
CRF page “Conconutant Procedures™.

13 Study intervention Compliance and Exposure

The following analyses will be performed based on the SAF analysis set, by regimen and dose (in
mncreasing order) and summarnized

All dosing calculations and summaries will be based on CRF “M3258 Adnunistration Details™, |
in particular for first study drug admmmstration.

The date of last study drug adnumistration will be defined as the last date in the “M3258
Admimstration Details™, with dose>0.

No mputation of nussing start dates of study treatments will be done.

In case the last date of study drug 1s incomplete the date of last study drug adnunistration will be
taken from the End of Treatment page.

Interruption of treatment will be identified in the “M3258 Admimstration Details”, with no dose.

Each study drug (M3258 and dexamethasone) will be analyzed separately.

A dose 1s regarded to be adnumistered, if the actual dose received (“Dose per admimistration™) 1s
=0

For the end of dose escalation analysis, the summary of treatment exposure will mclude the

following information:

e Exposure duration (in weeks) as defined by (date of last dose of study drug—date of first dose
of study drug +1)/7

e Number of dosing days (1n days) as defined by (date of last dose of study drug—date of first dose
of study drug—sum of days with dose interruption +1)

e Total number of cycles recerved at least 80% of planned dose as defined sum of cycles with
recerved dose >= 80% of planned dose
e Number and percentage of participants with at least one dose reduction will be presented.

A listing will be provided for all admumistrations of participants (date and dose of adnunistration)
including planned regimen and dose.
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14 Efficacy Analyses

The following analyses will be performed based on the SAF analysis set, by regimen and dose (in
increasing order) and summarized In case the recetved cumulative dose of a participant 1s higher
than planned cumulative dose the participant will not be considered in efficacy analyses.

14.1 Overall Response

Overall response (OR) will be assessed based on reported overall responses at different evaluation
time points from the treatment start date in accordance to IMWG response critenia, taking
requirements for confirmation mnto account as detailed below.

OR 15 defined as a confirmed (2 consecutive assessments made at any time before the institution
of any new therapy) Best Overall Response of sCR, CR, VGPR, or PR according to IMWG
response criteria.

Participants will be considered evaluable for response in the analysis set if they have at least two
on-treatment assessment of IMWG response criteria other than Not Evaluable (NE).

Except for participants who have at least one on-treatment assessment of IMWG response criteria
and who receive anti-tumor treatments other than the study treatment, die, progress or withdraw
for any reason prior to reaching confirmed sCR, CR, VGPR or PR. These will be considered as
non-responders i the assessment of OR_

Each evaluable participant will have an objective response status (0: ‘no OR’; 1: “OR") The
participants who are not evaluable will be considered Not Evaluyble (NE).

OR rate (ORR) 1s the proportion of participants with OR in the participants evaluable for response
in the analysis set.
The ORR by regimen and dose and in summary will be calculated along with the two-sided 95%

CI using the Clopper-Pearson method (exact CI for a binonual proportion as computed by default
by the SAS FREQ procedure using the EXACT option).

A table wall display the number and percentage of participants evaluable for response, the
participants with overall response, including the confirmed IMWG response critenia

Moreover, this descriptive table will be include each category of Best Overall Response (sCR, CR,
VGPR, PR, MR, SD, PD, NE) according the confirmed and not confirmed IMWG response
criteria.

A listing will be also be provided with all IMWG assessments, specifying also the indicators for
progressive disease and mndicators for clinical relapse, as collected in the CRF.
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14.2 Duration of treatment

A duration of treatment plot by actual time grouped by dose level will be plotted. The plot will be
mn increasing order of drug intensity (10mg QD at the bottom, the 10mg BIW m the nuddle and
the 20mg BIW at the top) Tumor assessments will be displayed with outcome (e.g. PD or SD)

Molecular information on cytogenetic abnormality (1f available) will be specified at the end of
each bar.

An arrow at the end of the bar plot will identify the patient with treatment ongoing at the data cut
off..

The sCR and CR will be grouped and NE not presented.

14.3 M-protein and FLC

Serum and urine M-protein (1n g/dL. and mg/24h respectively) and FLC ratio and FLC values
(kappa and lambda) will be listed for all cycles. Changes from baseline will be added to the listing

In all further analysis the affected light chain only will be considered (as per “type of light cham™
from eCRF, or if information not available, light chain type with > 10mg/L=1mg/dL at baseline)

The values for serum and urine mprotemn, FLC ratio and affected light chain will be summanzed
using descriptive statistics of relative changes from baseline for each cycle. End of treatment visit
will be summarized separately.

Figures
The following graphics will be plotted:

e A waterfall plot depicting the best % change from baseline between serum M-protein, urme M-
protein and affected free light chain. Only the best change from the three different biomarkers
will be depicted. Displays of serum M-protein will be identified by a circle, the urine M-protein
by a tnangle, the affected free light chamn by a cross. The bar plot will be filled with different
color depending of the dose level. If available, filled boxes below the waterfall plot will sigmify
whether a high cytogenetic abnormality (del(17p), t (4;14) t (14;16)) was detected in the
patient. Subject ID will be available below the bars.

e A spider plot by actual time for change from baseline for serum M-protein. The line will be
drawn with different line types depending of the dose level Color will be used to separate
mdividual participants. The % change exceeding 100% will be 1dentified with gray squares for
actual values by treatment day

e A spider plot by actual time for change from baseline for affected free light chain. The line wall
be drawn with different line types depending of the dose level. Color will be used to separate
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mdividual participants. The % change exceeding 100% will be 1dentified with gray squares for
actual values by treatment day

15 Safety Analyses

The subsections in this section include specifications for summarizing safety endpoints that are
common across climeal studies such as adverse events, laboratory tests and vital signs.

The primary endpoint during dose escalation 15 the occurrence of DLTs, AEs and other safety
related measurements.

The analysis population for the DLT analysis will be the DLT analysis set, for all other safety
analyses 1t will be the SAF analysis set.

15.1 DLT analysis

Of Note, DLT as per SMC decision will be available in the table “Review of data” in the SMC
minutes.

In case of new DLT appears after DLT period, the minutes will be updated.

A table of will display the following (per regimen and dose level and in total) for the DLT analysis
set:

e Number and percentage of participants with a DLT per investigator’s judgement as recorded in
eCRF (using DLT flag from the AE CRF page)

Number and percentage of participants with a DLT per SMC decision

A histing of DLTSs (per investigator and/or per SMC) will be provided by dose level and participant,
including whether 1t was judged to be a DLT by investigator and/or by SMC)

This listing will additionally contain age, sex, type of myeloma, SOC, PT, grade, SAE (yes/no),
relatedness to M3258 (yes/no), start date (+treatment day), stop date (+treatment day), action taken
with M3258, 1if treatment was stopped before start of AE: days since stop of treatment, and
outcome.

In addition, the following will be presented:

e Quantiles (2.5%, 25%, 50%, 75% and 97 5%) for the posterior probability of a participant
experiencing a DLT at each of the dose levels used m the study according to the same
Bayesian Logistic Model (BLM) as described in the SMC IAP (see Appendix 18.1) or
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SMC charter (if change occurred). For this analysis either SAS or R (using the package
berm or ermPack) will be used.

MTD suggestion from the Bayesian logistic regression model
The MTD as suggested from the modeling will be derived as follows:

1) The BLRM will be updated with all DLT data (SMC decision) from the dose escalation.

2) The dose with targeted toxicity probability of 25% will be identified.

3) The next lower tested dose with the upper bound of the 95% credible interval of a potential
MTD below or equal 40% and with estimated DLT probability above or equal to 17% wall
be selected.

4) The credibility interval will be provided.

5) If the MTD estimate of all tested doses 1s below 17%, there 1s no MTD suggestion from
the model.

This information will be forwarded to the SMC that will decide on the determination of the MTD.

Additionally, the SMC will recerve the estimated DLT probability and associated probabulity
quantiles for all other doses tested.

For above analysis either SAS or R (using the package berm or ecrmPack) will be used.

Frequentist MTD suggestion
As second approach, the MTD as suggested by the frequentist estimation will also be derived:

1) All DLT data from the dose escalation will be included in a two-parameter logistic
regression model (mtercept and slop over log of the scaled dose, no prior; if the model does

not converge, 1t will be reported as not calculable; the program code for this analysis can
be found in the TLF shells).

2) The dose with targeted toxicity probability of 25% will be identified.
3) The next lower tested dose will be selected.

The two-sided confidence mterval for the DLT probability will be provided.
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15.2 Adverse Events

AFEswill be analyzed among the SAF analysis set and presented by regimen and dose (in increasing
order) and summanzed. Only participants counts will be presented with frequency.

Treatment-emergent adverse events (TEAE) are those events with onset dates occurring within the
on-treatment periods as defined in section 9 4.

e Related Adverse Events: AEs with relationship nussing, unknown or yes. Relationship 1s
judged separately for M3258, and dexamethasone.

e SAFEs: Serious adverse events (as recorded on the AE eCRF page, Serious Adverse Event
=“Yes’).

¢ AFEs Leading to Treatment Discontinuation: AEs leading to permanent discontinuation
of study treatment (as recorded on the AE eCRF page, Action taken with study treatment
= ‘Drug withdrawn®). Treatment discontmuation 1s recorded separately for M3258, and
dexamethasone.

¢ AFEsLeading to Death: AEs leading to death (as recorded on the AE eCRF page, Outcome
= “Fatal’).

All analyses described 1 Section 15.2 will be based on TEAE:s if not otherwise specified.

TEAESs will be summanzed by number and percentage of participants with at least one TEAE 1n
the category of interest, by primary MedDRA and PT (both sorted alphabetically), unless otherwise
stated. Each participant will be counted only once withun each SOC or PT. If a participant
experiences more than one AE within a SOC or PT for the same summary period, only the AE
with the strongest relationship or the worst sevenity, as appropriate, will be included in the
summaries of relationship and severity.

The severity of adverse events will be graded using the NCI-CTCAE version 5.0, except where
CTCAE grades are missing. No imputation of mussing grades will be performed.

Adverse events will be coded according to the latest MedDRA version at the time of the data cut-
off.

Incomplete AE-related dates will be handled as defined in section 9.5.

Docunent No S G—
Object No. S 287




M3258 First in Human Dose Escalation of M3258 as a Single Agent and Expansion
Study of M3258 in Combination with Dexamethasone
MS201814-0010 v2.0

15.2.1 All Adverse Events

The overall summary of AEs table will include the frequency (number and percentage) of
participants with each of the following, tabulated by dose level and overall:

o TEAEs

e TEAEs with NCI-CTCAE Grade = 3

e TEAEs with NCI-CTCAE Grade = 4

e Related with M3258 TEAEs

¢ Related with M3258 TEAEs with NCI-CTCAE Grade = 3

e Related with M3258 TEAEs with NCI-CTCAE Grade = 4

e TEAEs leading to permanent discontinuation of M3258

e Related with M3258 TEAEs leading to permanent discontinuation of M3258
¢ Serious TEAEs

¢ Related with M3258 Serious TEAEs

e TEAEs leading to death (AEs with Grade 5 or outcome “fatal” if grade 5 not applicable)
e Related with M3258 TEAESs leading to death

Tables by SOC and PT will be tabulated by regimen, dose level and overall in a table displaying
in separate columns and showing the incidence of TEAEs, by SOC and PT (both sorted
alphabetically). This type of table by SOC and PT will be done for:

e All TEAEs

e related TEAEs

e Grade >3 TEAEs

e Related Grade >3 TEAEs

e TEAEs excluding SAEs (Clinical trial gov and EudraCT -requirement)

e Also, TEAEs will be summanzed by worst toxicity (according to NCI-CTCAE version 5.0)

per participant, using preferred term as event category and primary system organ class (SOC).
Analysis by worst toxicity will be provided by regimen, dose level and overall.

If an adverse event 1s reported for a given participant more than once during study intervention,
the worst toxicity and the worst relationship to study intervention will be tabulated In case a
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participant had events with missing and non-nussing grades, the maximum of the non-missing
grades will be displayed.

A listing of all AEs will be provided. This listing will be sorted by study part, regimen, dose level
and participant. This listing will additionally contam age, sex, type of myeloma, SOC, PT, grade,
SAE (yes/no), DLT per investigator (yes/no), DLT per SMC, relatedness to M3258 (yes/no), start
date (+treatment day), stop date (+treatment day), duration (in days), action taken with M3258, if
treatment was stopped before start of AE: days since stop of treatment, and outcome.

Sinularly, listing of all adverse events grade >=3 (incl non TEAESs) and SAEs will be provided.

15.2.2 Adverse Events Leading to Study Intervention
Discontinuation

A listing of TEAEs leading to treatment discontinuation, interruption, or dose reduction of each
study drug will be provided . This listing, sorted by dose level and participant ID, will include:
dose level, participant ID, age, sex, site of pnmary tumor, AE mvestigator term, SOC, PT,
relationship to M3258 and dexamethasone (as applicable), seriousness, action taken with M3258
(displayed as: Disc/IR/DR), start date (+treatment day), stop date (+treatment day), duration (in
days), if treatment was stopped before start of AE: days since stop of treatment, and outcome.

15.3 Deaths, Other Serious Adverse Events, and Other Significant
Adverse Events

15.3.1 Deaths

A listing of Deaths will be provided, defined as any AE with Grade 5, or outcome “fatal” if prade
5 not applicable. This will be sorted by study part, regimen, dose level and participant. This listing
will additionally contamn age, sex, type of myeloma, SOC, PT, grade, SAE (yes/no), DLT per
mvestigator (yes/no), relatedness to M3258 (yes/no), start date (+treatment day), stop date
(+treatment day), duration (in days), action taken with M3258, if treatment was stopped before
start of AE: days since stop of treatment, and outcome.

15.3.2 Serious Adverse Events

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

15.3.3 Other Significant Adverse Events
A listing of AEs of special mterest (AESI) will be provided. This will be sorted by dose level and
participant. This listing will additionally contamn age, sex, , SOC, PT, grade, SAE (yes/no), DLT
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per investigator/SMC (yes/no), relatedness to M3258 (yes/no),), start date (+treatment day), stop
date (+treatment day), duration (1n days), action taken with M3258, if treatment was stopped before
start of AE: days since stop of treatment, and outcome.

15.4 Clinical Laboratory Evaluation

Laboratory values (including corresponding normal ranges) from the local laboratories will be
used B for summary statistics and shaft tables.

Laboratory results will be classified according to the NCI-CTCAE cniteria version 5.0. Some of
the toxicity gradings are based on laboratory measurements in conjunction with climical findings.
Non-numerical qualifiers (with the exception of fasting flags) will not be taken into consideration
in the derivation of CTCAE cniteria (e_g , hypokalemia Grade 1 and Grade 2 are only distinguished
by a non-numernical qualifier and therefore Grade 2 will not be derived).

Additional laboratory results that are not part of NCI-CTCAE will be presented according to the
categories: below normal limit, within normal linmts and above normal limit (according to the
laboratory normal ranges).

Parameters with NCI-CTC grades available:
Hematology-

Hemoglobin (HB), Leukocytes (white blood cell decreased), Lymphocytes (lymphocyte
count mcreased/decreased), Neutrophils / Absolute Neutrophils Count (ANC) (neutrophul
count decreased), Platelet Count (PLT) (platelet count decreased).

Serum Chemustry-

Albumin (hypoalbuminenna), Alkaline Phosphatase (alkaline phosphatase mncreased),
Alamine Amunotransferase (ALT) (ALT increased), Aspartate Anunotransferase (AST)
(AST increased), Total Bilirubin (blood bilirubin increased, Cholesterol (cholesterol high),
Creatinine (creatimne increased), Potassum (hypokalemua/ hyperkalenua), Sodmm
(hyponatrenma/ hypernatrenua), Magnesium (hypomagnesemia/hypermagnesenua),
Caleum  (hypocalcemia/  hypercalcenma), Glucose (hypoglycemia/hyperglycemua),
Gamma Glutamyl Transferase (GGT) (GGT increased), Lipase (lipase increased),
Phosphates (hypophosphatema)

Parameters with NCI-CTC grades not available:

Hematology-

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

Serum Chemustry-
C-Reactive Protein, Lactate Dehydrogenase (LDH), Total Protein, Total Urea, Uric Acid.
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Coagulation: activated partial thromboplastin time (aPTT), Prothrombin time (PT) and
prothrombin time (INR).

Urinalysis and microscopic uninalysis: all urinalysis parameters
Pregnancy test (not needed for end of dose escalation analysis)

The last measurement before study treatment (including unscheduled measurements) will serve as
the baseline measurement.

Values below the detection linut will be imputed by half of the detection lint.

In case just a text value with an “> x™ 1s reported 1t will be analyzed as +1 sigmficant digit, e g “>
7.2 mmol” will be analyzed as 7.3.

For WBC differential counts (total neutrophil, lymphocyte, monocyte, eosinophil, and basophil
counts), the absolute value will be used when reported. When only percentages are available (this
1s mainly important for neutrophils and lymphocytes, because the CTCAE grading 1s based on the
absolute counts), the absolute value is derived as follows:

Derived differential absolute count = (WBC count) * (Differential %evalue / 100)

If the range for the differential absolute count 1s not available (only range for value mn % 1s
available) then Grade 1 will be attributed to as follows:
e Lymphocyte count decreased:

- denived absolute count does not meet Grade 2-4 criteria, and

- % value <% LLN value, and

- derived absolute count > 800/mm3
e Neutrophil count decreased

- denived absolute count does not meet Grade 2-4 criteria, and

- % value <% LLN value, and

- derived absolute count > 1500/mm?3

For calcium, CTCAE grading 1s based on Corrected Calcium and Iomzed Caleium (CALCIO), if
available. Corrected Caleium 1s calculated from Albumin and Caleium as follows

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

The time windows given in Table 4 will be applied to allocate measurements to treatment day. In
case of multiple blood samples are collected in the same window, the value closest to the target
day will be used for analysis. If there are two values with the same time before and after the target
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day, the earlier value will be used for analysis. Windows only to be used for summary tables, not
figures or listings

Table 4 Time windows for safety laboratory analysis

Treatment day Window Definition
Cc1D1 Mo time window
c1D2
c1D8
C1D15
Cc1Dz22
c1D1
c1D8
C1D15
Cc1Dz22
C3m
C3D15
c4D1
CaD1 + 3 days
C6D1

CXD1 (after cycle 6) + 7 days

End of Study Intervention (within 7 days after last + 3 days
interventionfintake)

Follow-up/Discontinuation (30 days after last dose) + 7 days

+ 1 day

Since the number of participants will decrease over time, time windows will not be applied for the
complete treatment period (stopped after C6D1). For summaries by treatment day, the last
available laboratory measurement will be presented in addition to the treatment day defined above.

Quantitative data will be summarized for actual values and absolute changes from baselime to each
treatment day. The End of treatment visit will be summarized separately.

Qualitative data based on reference ranges will be described according to the categories (1.e. Low,
Normal, and High). 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 (hypokalemia/hyperkalemua), the toxicities will be
summarnized separately. Low direction toxicity (e.g., hypokalemia) grades at baseline and post
baseline will be set to 0 when the variables are derived for summanzing high direction toxicity
(e.g., hyperkalema), and vice versa.
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Parameters with NCI-CTC grades available:

The laboratory toxicities will be tabulated using descriptive statistics (number of participants and
percentages) during the on-treatment period. The denominator to calculate percentages for each
laboratory parameter 1s the number of participants evaluable for CTCAE grading (1e. those
participants for whom a Grade 0, 1, 2, 3 or 4 can be denived).

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.

The shift table will summarize baseline CTCAE grade versus the worst on-treatment CTCAE
grade. The highest CTCAE grade during the on-treatment period 1s considered as the worst grade

for the summary.

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

The coagulation amet urinalysis amet microscopic urinalysis parameters and
pregnancy test will be listed in dedicated listings presentng all corresponding collected
information on the eCRF.

The listings of laboratory results will be provided for all laboratory parameters,. The listings will
be sorted by parameters and assessment dates or visits for each participant. Laboratory values that
are outside the normal range will also be flagged in the data listings, along with corresponding
normal ranges and CTCAE grades..

The lab abnormalities >= grade 3 will be also presented in a separate listing

Line plots for Hematology

Graphical display (line plots) of neutrophils, platelets, lymphocytes and hemoglobin will be
provided by actual time 1n days for all analyses. (with x-axis time, y-axis lab value), using different
colors per regimen, dose level and different line types to identify participants
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If available (and feasible due to potential differences between labs) reference lines for ULN and
LLN should be added to the plots. Additionally treatment adnimstration will be shown on the plot.

Hepatotoxicity assessment

A plot of peak ALT versus peak total bilirubin, both relative to the upper limit of normal (ULN)
will be provided. This eDISH plot (evaluation of drug-induced serious hepatotoxicity) will have
reference lines at 3xULN for ALT and at 2xULN for total bilirubin. Subjects outside the lower
left box will be 1dentified by subject-ID.

15.5 Vital Signs

Vital sign summaries will include vital sign assessments from the on-treatment period. All vital
sign assessments will be listed and those collected outside the on-treatment period will be flagged
in the listing

All vital sign parameters will be summarized using descriptive statistics of the maximum change
from baseline.

15.6 Other Safety or Tolerability Evaluations

ECOG

A frequency table will be provided with the number and percentage of participants in each ECOG
status category and change of category from baseline by visit, by regimen, dose level and overall.
Corresponding listing will be provided.

ECG results

The ECG parameters (HR, and QT, QTc, QRS, PR intervals) will be summarized by descriptive
statistics per treatment day, with changes from Baseline, by regimen, dose level group and overall.

ECG summaries will include all ECG assessments from the on-treatment period as collected in the
CRE.

Unscheduled ECG measurements will not be used in computing the descriptive statistics for
change from baseline at each post-baseline time point. However, they will be used in the analysis
of notable ECG changes.

Frequency (number and percentage) of participants with notable ECG values according to the
following categories, by visit. The denominator to calculate percentages for each category 1s the
number of participants evaluable for the category.
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* QTcF increase from baseline =30 ms, =60 ms

e QTcF > 450 ms, > 480 ms, > 500 ms

e HR < 50 bpm and decrease from baselme = 20 bpm
e HR > 120 bpm and increase from baseline = 20 bpm
* PR > 220 ms and increase from baseline > 20 ms

e QRS>120ms

Frequency (number and percentage) of participants with post-baseline qualitative ECG
abnormalities (morphology) (ECG result=abnormal” in the ECG form of the eCRF) will be
summarized.

All ECG assessments will be listed, and those collected outside the on-treatment period will be
flagged mn the listing as well as any abnormalities and values that fall into above specified
categories.

Holter ECGs might be analyzed independently and at a later time by a central laboratory. Data are
not planned to be part of this CTR and may be reported separately.

16 Analyses of Other Endpoints
16.1 Pharmacokinetics
16.1.1 Pharmacokinetic Analysis

Pharmacokinetic parameters for M3258 in Plasma will be calculated by Covance, using standard
non-compartmental methods and the actual administered dose. PK parameters will be calculated
using the actual elapsed time since dosing. In cases where the actual sampling time 15 missing,
calculations will be performed using the scheduled time.

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).

The following PK parameters will be calculated, where applicable:

Parameter Definition
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AUCu e,  percentage of AUC that 1s due to extrapolation from the last measurable
concentration to mfimity(single dose only)

AUCp area under the concentration-time curve from time 0 to the time of last
quantifiable concentration (t..;) (single dose only)

AUCp¢ area under the concentration-time curve from time 0 to 8h postdose

tiag time immediately prior fo the first quantifiable concentration

Cumax maximum observed plasma concentration

tmax time of maximum observed plasma concentration

tast tume of last quantifiable plasma concentration

Ciroush The concentration observed immediately before next dosing (corresponding to

predose or trough concentration for multiple dosing)
tinz apparent plasma terminal elimination half-life
Az apparent termunal elinuination rate constant
Raccicmaxy  accumulation ratio based upon Cpay (M3258 multiple dose only)

Raccauco-s  accumulation ratio based upon AUCq g (M3258 multiple dose only)

Additional parameters may be calculated where appropniate

Dose normalized parameters, Cmax/D, AUCo4+/D, and AUC.s/D, will be calculated by dividing the
original parameter by dose in mg.

Cunax and tmax Will be obtained directly from the plasma concentration-time profiles.

For multiple peaks, the highest postdose concentration will be reported as Cmax. In the case that
multiple peaks are of equal magnitude, the earliest Tmax will be reported.

Accumulation ratios will be determuned from single dose and multiple dose (at steady state) Cmax,
and AUCO-8; as follows
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C

R __ “max, multiple dose
acc{Cmax) —
Eﬂlﬂ.‘l‘, single dose

AUED—E,mu!IipIg dose

RaccAUC;_g =
ace 08 AUEU—B.singIedusg

The Phoenix WinNonlin NCA Core Output will be provided in a separate listing.

16.1.1.1 Criteria for Handling Concentrations Below the Limit of
Quantification in Pharmacokinetic Analysis

Concentration values that are below the level of quantification (BLQ) will be set to zero.

16.1.1.2 Criteria for the Calculation of an Apparent Terminal
Elimination Half-Life

At least 3 data points will be included in the regression analysis and should not include Cnax. The
last quantifiable concentration should be included.

When assessing terminal elimination phases, the coefficient of correlation for exponential fit (R)
will be used as a measure of the goodness of fit of the data points to the determined line. Where
the, R? value for the regression line is < 0.8 the t12 and t1» dependent parameters will be calculated
and flagged in the PK parameter output. Any flags will be included in the study specific SDTM
and the exclusion of parameters agreed with the sponsor.

Time period used for the estimation of ti2, where possible, will be over at least 2 half-lives.

Where t12 1s estimated over a fime peniod of less than 2 half-hves, 1t will be flagged in the data
listings and the robustness of the value should be discussed in the CSE_

16.1.1.3 Calculation of Area Under the Concentration-time Curve

Area under the concentration — time curve (AUC) will be calculated using the mixed log-linear
trapezoidal rule (linear up - log down).
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The ninimum requirement for the calculation of AUC will be the inclusion of at least 3 consecufive
plasma concentrations above the lower limit of quantification (LLOQ), with at least one of these
concentrations following Cmax.

For any partial AUC determination (1.e. AUC over a dosing interval), nominal time will generally
be used for the end of the interval Actual times for partial AUC intervals may be used if the
sample was taken within +/-10% of the protocol defined time.

AUC from time zero (dosing time) to extrapolated to infimity will be calculated based upon the
predicted value for the concentration at t., as estimated using the linear regression from 3.
determination according to the equation below:

C -
AUﬂ'ﬂ_m _ AUE'D_r + last, Tedmtgd
Z
Data will not be automatically excluded on the basis of percentage extrapolated. However,
potentially unrelhiable values will be discussed with the sponsor.

If AUCy.... cannot be determined for all participants or all dose levels, an alternative AUC measure,
such as AUC to a fixed time point, may be used in the assessment of dose proportionality.

16.1.1.4 Anomalous Values

Handling of anomalous values will be discussed with the sponsor. PK concentrations which are
erroneous due to a protocol violation (as defined m the CTP), documented handling error or
analytical error (as documented in the bioanalytical report) may be excluded from the PK analysis
if agreed upon prior to performing a statistical analyses. In this case the rationale for exclusion
must be provided in the Climical Tnial Report (CTR). Any other PK concentrations that appear
implausible to the Pharmacokineticist/PKPD Data Analyst must not be excluded from the analysis.
Any implausible data will be documented in the Clinical Trial Report (CTR).

Positive predose values at Day 1 >5% of Cmax may be excluded from the PK analysis, summary
statistics and statistical analysis at the discretion of the pharmacokineticist.

16.1.2 Presentation of Pharmacokinetic Data

Available individual M3258 plasma concentrations will be listed and summanzed by regimen,
dose, study day, analyte and scheduled collection time, including summary statistics where data
allows, using: number of non-missing observations (N), anthmetic mean (Mean), standard
deviation (SD), coefficient of variation (CV%), minimum (Mm), median (Median) and maximum
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(Max). Pharmacokinetic parameters will be summanized additionally, using the geometric mean
(GeoMean), the geometric coefficient of vanation (GeoCV) and the two-sided 95% confidence
interval for the GeoMean (LCI 95% GM, UCT 95% GM). For time to reach maximum observed

concentration (tmax), only n, Min, Median, and Max will be reported.

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. Descriptive statistics will
only be calculated for N>2 in which a measurement of <LLOQ represents a valid measurement.

Descriptive statistics will be calculated for pharmacokinetic parameter where N>2. All no result
(NR) and not done (nd) values will be set to missing.

PK parameters read directly from the measurements (1.e. Cma) Will be reported with the same
precision as the source data. All other PK parameters will be reported to 3 sigmificant figures.

The following conventions will be applied when reporting descriptive statistics of PK data:
Mean, Min, Median, Max, GeoMean, two-sided 95% CI: 3 significant digits
SD 4 sigmificant digats
CV%, GeoCV%: 1 decimal place

Individual M3258 plasma concentrations will be plotted by study day, analyte and scheduled
collection time, including summary statistics where data allows.

Both mdividual and arithmetic mean concentration-time profiles, will be plotted on linear and
semu-logarithnic scales as follows:

e Spaghetti plots showing M3258 plasma concentration vs actual time all individuals per
regimen and dose group; Dayl Cycle 1 and Day 15 Cycle 1

e Individual per participant plots showing M3258 overlaying Day 1 Cycle 1 and Day 15,
Cycle 1 concentration profiles

e Anthmetic mean concentration-time profile showing M3258 per regimen and dose group
with Day 1, Cycle 1 and Day 15, Cycle 1 overlaid. On linear plots £5D will be included.

¢ Anthmetic mean concentration-fime profiles per Day, overlaying Single and Multiple Dose
Day 1 and Day 15. On hinear plots £SD will be mcluded.

The following plots will also be provided, for key PK parameters:

* Dose Normalized Cpax , , AUCos and AUCO-tlast for Day 1 versus Dose level as a scatter plot
Any regression line should not be fixed through the origin.

For all linear PK plots, the x and y axes should both begin at (0,0).
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16.2 Pharmacodynamics

The pharmacodynamic parameter analyzed are the results from the LMP7 B51 assay and b5c assay.

Sample collection for LMP7 1s on Dayl (predose, 2h, 6h and 24h and on day15 (predose, 2h and
6h). If day 15 1s no longer sampled, thus will be day 8. On the plate for the assay there will two
wells for each sample and blank wells (sample without substrate). Before using the data, the mean
of the blank wells needs to be subtracted from the mean of the two wells per treatment day and
timepoint. It 1s assumed that this correction will already be done at the lab and only corrected
values will be delivered.

The preprocessed data will be analyzed as ratio to the preprocessed baseline value (“residual
activity™).

If the x-axes i line plots for PD data 1s time, all data will be used (with respective day of analysis),
analysis 15 not visit based.

Line plots will show the individual residual activity over time (with x-axis time, y-axis LMP7
residual activity), using different colors per regimen and per dose level and different line types to
1dentify participants. If possible (sufficient data in a dose level), LOESS lines per regimen and per
dose level can be plotted.

Summary line plots will show the mean per regimen and per dose level

Dot plots will show data of individual participants at specific selected treatment day versus dose
(x-axis dose, y-axis LMP7 residual activity). Selected treatment day are:

e Day 1 24h = C1D2 predose
e Day 15 predose (If day 15 1s no longer sampled, this will be day 8)

The off-target B5c assay will be be handled in the same way as the LMP7 f51 assay, 1.e. using the
same plots. The expectation 1s to see only munimal mhibition in this assay (no changes from
baseline activity to residual activity after dosing).

Citrulline data analysis will not be part of the CSR and will be performed for internal insight by
Merck internally. Citrulline measurements will be plotted in subject line plots (time x-axis, y-axis:
citrulline values, different shape for different dosing/regimen, different color for each participant).
Parallel plot below will show the corresponding drug admimistrations and duration of AE in SOC:
“gastrointestinal”, using the same color code for participants.
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Of note, citrulhine 1s an exploratory biomarker and 1s being characterized in this climical setting.
Consequently, caution must be used m the mnterpretation of these data as their sigmificance and
implications are unclear.

16.2.1 Bayesian modeling considering toxicity and
pharmacodynamics

Additional modeling may be performed by biostatistics to assess the feasibility of a dual modelling
approach (Yeung, W. Y., Whitehead, J., Reigner, B., Beyer, U, Diack, C., & Jaki, T. (2015).
Bayesian adaptive doseCescalation procedures for binary and continuous responses utilizing a
gamn function. Pharmaceutical stafistics, 14(6), 479-487) utilizing DLT probabilities and early
pharmacodynamics data for dose recommendations and RDE/RP2D recommendations in future
dose escalation studies. In this study the results will usually only be used for internal information.
The results will usually not be shown, distributed or discussed at/with the SMC, unless considered
necessary by the team. This analysis will be performed internally at Merck and not be part of the
CSRK

In this dual modelling approach, two separate models will be used: the Bayesian 2-parameter
logistic regression model (see protocol) to model toxicity, and a condifional hnear model to model
the relationship between efficacy and log-log dose levels. With this conditional linear model, the
efficacy response y, of participant i, for a trial with n participants, 1s modelled as

y; =0, +0; Iag[!ag[dm]] + &

where i = 1, ..., s for s < n, d;) 15 the dose administered to participant i, and €; are independently
normally distributed error terms with mean 0 and variance g2

To obtain a dose recommendation for the next cohort using both models in a trial with dose levels
d; <...<dy, a gam function for dose d; will be used which takes mto consideration the trade-off
between safety and efficacy:

o 61 + 6, log(log(d;))
7714 exp(a+ Blog(d;))

The dose dj that 1s recommended for the next cohort 1s chosen such that it maximizes Gj and that
its posterior estimate of toxicity 1s below or equal to the target toxicity.

For this study, early efficacy will be assessed via residual LMP7 activity (in percent, compared to
baseline). LMP7 residual activity will be used m a transformed version, such that the efficacy

response for participant i 1s
— LMP7 activity at day x hour z
Yi= LMP7 activity at baseline
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Sinular to the DLT model (Section 15.1), a prior distribution 1s used for the efficacy model to
incorporate prior knowledge/expectations, e.g. from pre-clinical mndels This prior knowledge 1s

parameters for the normal-gamma prior distribution for the efficacy model:
« E(8,) =-05566, E(0,)=09349

The prior precision of the pseudo data 1s assumed to be Gamma distributed with shape = 1 and
rate = 0.025. Just as in Section 15.1, the prior distribution and hikelihood are used to calculate the
posterior probabilities based on Bayes theorem.

The modeling in this section will be performed in R. with crmPack. For 1illustration purposes, Figure
1 shows a graphical representation of the dual modelling approach, including the gamn function,
based on the prior parameters. If the DL.T model recommends a lower dose than the gain function,
the recommendation of the DLT model will be followed.

Note that due to technical restrictions of crmPack, the prior for the DLT model 1s set up in a shightly
different way as indescribed in the protocol. However, the underlying assumptions are the same
for both models.

16.3 Pharmacometric modeling analysis

No PK/PD modelling will be implemented due to insufficient data.
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18 Appendices
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2 List of Abbreviations and Delinition of Terms
AE Adverse Event
CTIsC Clinical Daia Interchange Standards Consortium
CHMP Committee for Medicinal Products for Human Use
1 Conflidence Interval
CR Complete Response
{e)CRF {electronic) Case Report Form
CSR Clinical Study Report
DLT Dose Limiting Toxicity
ECG Electrocardiogram
ICH International Conlerence on Harmonizalion
IAP Integrated Analysis Plan
IMWG International Myeloma Working Group
MTD Maximum Tolerated Dose
MA Mot Applicable
NCI-CTCAE MNational Cancer Instilute — Common Terminology Criteria for Adverse
Evenls
PD Progressive Disease or Protocol Deviation
Pd Pharmacodynamics
PR Partial responsc
PT Preferred Term
PK Pharmacaokinetics
MedDRA Medical Dictionary for Regulatory Activitics
FP Per Protocol
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PR Partial Response
SAE Serious Adverse Event
SCR Screening analysis population
5D Stahle Disease or Standard Deviation
SDTM Study Data Tabulation Model
SMC Salety Menitoring Comimitlee
sS0C System Organ Class
ITEAE I'reatment-Emergent Adverse Event
TLF Tables, Listings, and Figures
WHO-DD Waorld Health Organization Drug Dictionary
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3 Modification History

Unigue Date of Author Changes from Lthe Previous Version
Identifier for IAP Version
Version

1.0 14 November PPD
2018
2.0 07 Apsil 20620 PPD Defing handling and modal for different dosing
regimens. Additienally some changes to be
flexible enough for upcoming amendment and
minos corrections of earer mistakes

4 Purpose of the Integrated Analysis Plan

The purpose of this Inlegrated Analysis Plan {1AP) is 1o document technical and detailed

specilications for the analyvses performed lor the Salety Monitoring Commities (SMO) reviews ol

data collected for protocol MS201814-0010. Resulis of the analyses described in this iAP will be
used (amongst other data) by the SMC to decide upon dose of future cohorts. This IAP describes
the Bayesian two-parameler logislic regression model analysis methods used 1o make a
recommendation 1o the SMO [or dose escalation in part A {as in protocol) and later will also
include the methods for the mode] to monitor salely of dosc in part B, Additionally, this IAP will
describe preliminary PK and Pd analyses for M3258, as well as patient profiles and Tables,
Listings, and Figures (TLFs) summarizing safety data. TLFs will only be produced if a SMC is
taking place and data of morg than 6 subjects treated in the respective study part are available (Tor
part A expected al SMC alter cohort 3 and at the 3™ SMC for part B). The patient profiles and
TLFs on safety and lab data will be produced on the raw data export available at cut-off, Biomarker
analyses will be provided for SMC by biomarker representative, PK analyses by the Clin Pharm
representative, 11 dose escalation is planned to continue bevond 50 mg, the materials produced for
the SMC(s) for the 50 mg cohort may be submitted 1o FDA,

The SAP is based upon Section 9 (Statistics) of the trial protocol and protocol amendments and is
prepared in compliance with [CH E9.

5 Objectives and Endpoints

Part A
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Ojectives

Endpaints {Outeome Messures)

Emdpoints AP section
(Cutcome
Measurss)

Timeframe

Primary

To determing safaty, tolerability
and the maximum loleraled dose
(MTD) {if ohserwed) of M3258 as a
ginghe agent in participants with
RREMM

Oecurrence  of  dose-limiting
loxicilies (DLTs) m participanls
receiving M3Z58 as a single
agent during the fest 28-day
tresatrrent cycle

Oocourrence of any adverse
avanis (AEs) reporad (senious
ar NOMSANoUS) will ba
ponsiderad  Shudy  realment-
emengent adverse  avenis
[TEAEs) and study treatment-
related adverse evenls
[TRAEs) (inchuding TEAEs
leading to death ar
discontinuation of treatmant) in
paricipants receiving M3258 as
a single agenl from start of
sudy intervention to 30 cays
after end of study intarvantion

Ocourrence of TEAEs outside
of the DLT perod that safety
monionng  committes  (SMC)Y
doems redevant for
determiration of the MTD

Sludy reatment-emesgent
changas in clineal laboeratorny
measuras from Basaling, safely
electrocardiogram {ECG)
measures, vilal signs, Easbem
Co-oparative Onoology Growup
[ECCHS) pesfarmanca status in
participants recahing M3258 as
a single agent from start of
sludy intsrveilivn W 30 Jdays
after end of study intervention

Praliminary
For DLTs: from | gnanais for

first treatment 10| gpeCs: i
28 days after first
treatment
Hinweer, AES
ocourring after the
firzt 28 days that
are  consicersd
relevant for dmlm
decisions can be
defined as DLTs
by the SMC.,

Far TEAEs and
changes in lab
values, ECG
valugs, wital signs:
from first day of
study treatment
{before reatment
baseling maasure)
UNE30 days altar
and of shudy
intervantion

Secondary

To investigale the pharmacokinelic
(PK) profike of M3258 (single and
mulliphes dose exposure) in
parlicipanis with RREMM

-

PK profike of M3268 n tems of
Crmas, AUCH., AUCL34 al
Day 1 Cyole 1, {single
dose): predose, 1, 2, 3, 4,
5 & 8 and 24 h after
administration

2. PK profile of M3258 in terms of
Couae, AUCn2a 8t Day 15
Cycle 1, {multiple dose):
predose, 1, 2, 3, 4, §, 6,
and a h after
administration

Preliminary
Cay 1 predose, | galacted
12,345, 68 and | guapesis for
24 h post dose SMCs: (b
Day 15 predoze,
1.2,3.4,5, 6.8 and
24 h post dose
AUC: predose to
24 h posat dose on
day 1 and day 15
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Objeciivas Endpaints {Ouloame Maasuras) Endpoints AP soction
(Cutcome
Measures)
Timelrame
To investigate the recommendad ; af P Prelminary
dose for expansion (ROE) in rﬂgdg;!??mm:m:éhm:{m;}.\g LMP7  residual | yoanesis for

actvily i scopa of
changes in phanmacodynamics | e ”_?'P ol e SKCs of LMPT

[Py (LMPT activity) in pre and
post study intervention samples | | pp7 residual
on Day 1 Cycla 1 pre and | aoin: Day 1 and
postdose, Day 2 Cyole 1|44y 45 post doss
predose and Day 15 Cycle 1 | megsurements

pra and postdose campared to day 1

Changes from EBaseline in | Predose.
sarum M-protein or urnne M-
protein o free  Bght chain
prodedn lewvels (for free light
chain dssase) on Day 1 of
Bvery cycle

partcipanis with RRMM
residual activity
oy thd

To evaluate prefiminary clinical
acthvily using Intemational
Myaloma Weorking Group {IMWGE)

_ | Nolin soope of
not | g AP
scope for this AP

Cwerall [BERONER (DR, | obiect
duration of responze (DOR), o
time o response untl complete

critaria response  {CR),  stingent
complete responss (sCR), very
good partial response (VEPR),
or  partial - response  (FR)
according to IMWE
Part B
Objectives Endpoints {Outcome Measures) Endpointe AP section
(Cutcome
MeasUnEs)
Timalrarme
Primary
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Ojectives

To determine safety and tolerability

of M3258 at RDE when co-

administered with dexamethasone

in particpants with REMM

Endpaints {Outeome Messures)

Qoourrence of  DLTs  in
parficipants réceiving M3258 in
combination with
dexamethasona during the lirst
28-day treatment cycls

Ooourrence of study treatmeant-
emengent  serious  adverse
evenis  [SAEs)  (including
deaths) in participants receving
M3258 in combination with
dexamethasone, from atart of
siudy intervention eg-to 30 cays
after end of study Intervention

Docurrence of TEAEs and
TRAEs (moluding deaths) in
participants receiving M3258 in
cormbiration wilh
dexamethasonae from stan o
study Intervention up io 30 days
after end of sludy intervention

Study reatmant-emeangent
chnically relevant  sbnormal
changas in clinksl laboratony
measures from Basaline, ECGs
measures, vital signs, ECOG
parformance status in
participants racaiving M3Z58 in
combination with
dexamethasone from start of
sludy intervention o 30 cays
alter end of sludy inlervention

Endpoints
(Cutcome
Measurss)
Timeframe

For DLTs: from
first treatment o
28 days afler first
Irexabmend
Howewer, AES
QECUTInG aler e
fwsl 28 days thal
are aonsicered
relevant for dosing
decisions can  be
defined as DLTs
by the SMC,

For TEAES and
changes in lab
values, ECGE
values, wital signs:
from first day of
study trealment
{bafore treatmeant
baseline measure)
until 30 days altar
end of study
intervantion

AP section

Prelminany
analysis for
SMCs:

To detenmine recommended

Oocurrence of TEAEs and

Objective nol

Phase || dose of M3258 when co- Objective not
administered with desamethasons
In partispante with REMA baeod
on early signs of safety and

cfficacy in the expansion phase

b applicable for
TRAEs (induding deaths) in applicatle for this | s we

participants receiving M3258 | 40
whan gven in cambmation with
daxamathasona from start of
siudy intervention to 30 cays
after end of study intervantion

OR. DOR, time o response
until GR, sCR, VGPR, or PR
acconding to e International
myeloma  working  group
(MW G)

Secondary
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Ojectives Endpaints {Outeome Messures) Endpoints AP section
(Cuteome
Measunss)
Timelrame
To collect prefiminary efficacy data OR. DOR, fi o raspor Objective mot in Objective nat in
in participants with REMM under until ©R gcg'lcvenpé o Fs; sgope for this AP | scope for this
reatment with 3258, when co- N ol _h": IWE' P
administeraed with dexamethasons o .
Progression-Fraes Survival
[FFS) per Imvestgaton
Crwerall Survival (OS5} oensoned
at End of Study
To investigale the P profile of P ! Preliminary
; profile of MIZ58 in tems of
M3ZSE (single and mulbple doss Comae, AUCns 31 Day 1 Cycle 1, selented
exposure) when oo-acminizterasd (single ﬂrﬁd;} predese, 1, 2, 3 analysis for
with dexamethazone in 4, 5. and 6N afier sominisiEton SMCs: b
participants with RRMM il o ’
PH profile of M3258 in terms of
Corme, AUC24 at Day 15 Cycle
1, (mukiple dosa) pradoss, 2,
A, and Gh after administration
6 Overview of Planned Analyses
The following analyses are planned for this trial:
s SMC analyses (this iAP, it will be added as an appendix of the main iAP, once available)
o  End of monotherapy dose escalation analysis (part A) (part o main 1A
* Interim analysis on OR in part B {part of main iAP)
e Primary analysis ol trial {main iAP)
Cut-off date:
SMCs are usually planned afier the last subject of each cohort has finished the DLT period or
dropped out of the study. The usual cut-off is at the end of this day. In cases where enrollment of
the last subject in a dosing cohort is delayed, the SMC may decide (based on available data) upon
enrollment and dose for the next dosing cohort before all subjects in a cohort have completed the
DLT period and thus set an earlier data cut-ofT.
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T Changes to the Planned Analyses in the Clinical Study
Protocol

There is one change in the definition of the DLT analysis set compared to the protocol, The
lollowing is added:

“Additionally, subjects that did not receive 80%; of the planned total dose of study treatment, bul
al least 80% dosing ol a different (lower) dose level, did not miss more than 5 days of dosing,
and finished the DLT perod are eligible [or the DLT analysis sel o be analyzed in the highest
dose level they received 80%; of dosing.™

8 Analysis Populations and Subgroups
8.1 Definition of Analysis Populations

Important protecol deviations are protocol deviations that might significantly affect the
completeness, accuracy, andior reliability of the study data or that might significantly afTect a
subject's nghts, safety, or well-being. These are coded as *Crtical” or “Major™ in the Clinical Trial
Management System (CTMS) il identified via monitoring, they may also be identified from the
database through medical review or programmatically.

All important protocol deviations are documented in SDTM datasets whether identified through
site monitoring, medical review or programming

For this 1AP lor SMCs the enly protocoel deviation that is considered in the analysis is deviation
from planned dosing that leads to exclusion from the DLT analysis set, or leads to consideration
in a different than planned dose level. See definition of DLT analysis set below,

8.2 Subgroup Definition and Parameterization
Analysis Set Description
Soreening (SCR) All particigants, who provided informed consent, regardiess of the paricipant’s
randomization and shudy ntervention siatus in the sledy,
Safety (SAF) All participants, who were administered any dose of any study inlervention, Analyses
will consider participants as treated.
DLT Thez DLT Set will include all parlicipants who received at least one dose of sludy

interventon and maet at least one of the folowing criteria:
=  Experenced at kast one DLT during the DLT penod, regardbess of the
administered number of doses of study intensention'completion of the DLT
period
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+  Heoeived al least B0% of the planned cumulative dose of each treatrment
during the DLT penod and compheled the DLT period

= Additionally, subjects that did not recesve B0% of the planned total dose of
study treatment, but at least B0% dosing of a different (lower} dose level, did
not miss moes than 5 days of dosing, and finkshed the DLT period are eligible
for the OLT analysis set o be analyzed in the highest dose level they received
B0%% of dosing of.

PKE All particigants, who received al least one dosa af sludy intervention, have no clinicalky
imporiant protocol dendaions or important avents allecting PE, and provide al least ong
mieasurable postdose cancentration, Parlicipants will be analyzed per the actual study
intervention they recsieed,

Pd All participants, who reccived at least one dose of study intervention, have no dlinicalky
important protocol denviations or important events affecting Pd, and provide at least ane
maasuwable Pd andpoint posidosa.

9 General Specifications for Data Analyses

All analyses will be separate for each part (dose escalation (A) and expansion (B)), and so will
decisions by the SMC.

Analyses will be displayved separately by regimen, dose and summarized by study part.
Significance level:

There will be ne statistical tests performed in these SMC analyses. If confidence or credibility
intervals are mentiongd, the level will be 93%, unless otherwise specilied.

Presentation of continuons and gualitative variables:

Continuous variables will be summarized using descrptive statistics, 1.e,
 number of participants, number of participants with non-missing values
+  mean, standard deviation

« median, 25th Percentile - 75th Percentile (Q1-03)

*  Minimum, maximum

I there are fewer than 3 observations summarized, only the number of subjects (M), number of
subjects with non-missing values, the mean, and the values themselves will be given.

Qualitative variables will be summarized by counts and percentages.
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Unless otherwise stated the calculation of proportions will be based on the number of subjects in
the analysis set of interest. Therefore, counts of missing observations will be included in the
denominator and presented as a scparate calcgory.

Deviations [rom this definition might apply 1o the PK analysis (sce section Error! Reference
source not found. for definitions)

Definition of baseline:

In general, the last non-missing measurement prior to the first study drug administration will be
used as the baseline measurement,

Definition of change from baseline
Change lrom baseling = visil value — baseline value

Percent Change from Baseline = 100 * (visit value - baseline value) / baseline value

Definition of duration:

If not otherwise specified, duration will be caleulated by the difference of start and stop date + |
(g, survival time (days) = date of death — date of first study drug admimstration + 1)

The time since an event (e.g. time since first diagnosis) will be calculated as reference date minus
date of evenl,

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 (Section 15 and 16), mussing data will not be replaced.

In all listings, imputed information will be (agged.

Missing statistics, e.g. when they cannot be caleulated, should be presented as “nd”,

Where tables are presented over different lime points, the lotal of missing and non-missing
observations al cach time-point should reflect the population still in the trial at that time, This dogs
nol apply when imputations are made beyond trial withdrawal. For example, il a subject is still in

the trial at the time-point but with missing data, they should be counted in the number of missing
ohscrvalions.
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Treatment day definition

Treatment day is defined relative to the date of first study drug administration (M3258 and in part
B M3235% or dexamethasone), Treatment Day 1 i treatment start date of first administration of the
study drug; the day belore is deflined as Treatment Day -1 {no Treatment Day 0 is delined).

Software

Adl analyses (except DLT plot, caleulations of posterior distributions, recommended next dose and
associated outputs) will be performed using SAS® Software version 9.2 or higher. For the outputs
of the Bayesian two-parameter logistic model updates, R {version 3,51 or higher [1]) and the B
packages berm [2] or crmpack [3], or SAS proc MCMC, or East® 6.5 or higher will be used. The
compuler program Phoenix® WinNonlin® version 6.4, or higher (Certara, L.P., 1699 3 Hanley
Boad, St Lowis, MO 63144, USA) will be wsed 1o derive PR parmmeters applying Non-
compartmental analysis (NCA).

10

Study Participants

The subsections in this section include specifications for reporting participant disposition and
study treatment study discontinuations, Additionally, procedures for reporting protocol deviations

are provided.

10.1

Disposition of Participants and Discontinuations

A table of disposition should display the following (per regimen, dose level and in total):

Mumber of subjects screened

Murnber of subjects who received al least one dose of study intervention (salety analysis sel)
Murnber of subjects who fulfill the dosing criterion {(>=50% of a cohort’s dose and at max 3
missed daily desings) of the DLT analysis set. This number may be higher than the number of
subjects sereened for a dose level, il subjects receive dilferent dosing than planned.

Mumber of subjects with a DLT per investigator's judgement as recorded in cCRF

Number of subjects with documented end of reatment (ol subjects in salely analysis sct)

A listing of End of treatment reason will be provided.
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10,2 Protocol Deviations / Exclusion from Analysis Populations
10,2.1 Important Protocol Deviations

Except for the dosing criterion for the DLT analysis set, this is not applicable for this 1AP for

SMUCs.
10.2.2 Reasons Leading to the Exclusion from an Amnalysis

Population

Subjects who did not receive at least 80% of the planned dose are excluded from the DLT analysis
set unless they can be considered in another dose level as described abowve,

11 Demographics and Other Baseline Characteristies

Not applicable for this IAP, some individual data 1o appear as part of the patient profiles.

12 Previous or Concomitant Medications/Procedures

Not applicable lor this 1AP, some individual data to appear as part ol the patient profiles.

13 Study Treatment: Compliance and Exposure

Mot applicable for this 1AP, some individual data to appear as part of the paticnt profiles.

14 Efficacy Analyses

Mot applicable for this 1AP, some individual data to appear as part of the patient profiles.
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15 Safety Analyses

The subsections in this section include specifications for summarizing safety endpoints that are
common acress clinical studies such as adverse events, laboratory tests and vital signs,

The primary endpoint during dose escalation is the occwrence of DLTs, AEs and other safety
rclated measurements.

The analysis population for the DLT analysis will be the DLT analysis set, for all other safety
analyses it will be the safety analysis set.

15.1 DLT analysis

The primary objective of the SMC meetings is to regularly monitor the overall salety of the
subjects enrolled in the trial, An important part of that s reviewing DLTs, Besides mdividual
medical judgement on DLTs, a summary analysis of DLTs is performed using a Bayesian two-
parameter logistic medeling approach to model the relation of dose to the occumence of DLTs.
The results from updating this model will assist the SMC in their dosing decisions,

A listing of DLTs as flagged by investigator in cCRF will be provided. It is possible that thers is
a discrepancy between final SMC decision of SMC and investigator flag in eCRF, Therefore the
title of this listing needs to clearly state “DLTs as per investigator flag in eCRF”. The listing will
be sorled by regimen, dosc level and subject 1D This listing will additionally contain age, sex,
type of mycloma, AEterm, SOC, PT, grade, SAE (ves/no), relatedness o M3258 (yes/no),
relatedness to dexamethasone (ves/no) (if applicable, in part B only), start date (+treatment day),
stop date (+Hrcatment day), duration of DLT, action taken with M3238, il treatmenl was stopped
belore starl o AE: days singe stop ol treatment, and oulcome.

A DLT profile plot of all subjects in the SAF Analysis Set with DLT decisions from previous
SMCs will be produced (per regimen). This will show an open square for all subjects who did not
have a DLT, a ¢losed square lor those who expericneed a DLT, and an open eircle Tor thase who
were excluded from the DLT Analysis Set. This plot will have Cohort Mumber or subject index on
the x-axis and dose level (mg) on the y-axis.

Bayesian two-parameter logistic model

Summary statistics of the posterior probability distribution of the DLT rate (2.5%, 23%, 50%,
T5%, and 97.5% quantiles) for each predefined dose level will be updated by estimation according
lo the logistic model. Using data from all subjects evaluable for DLT or who experienced a DLT
al the completion of a new cohort (and data from all previous cohorts: DLT analysis set), the
Bavesian logistic model provides a recommended dose level for the next cohort based on minimal
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loss, This recommendation will be shared with the SMC alier the SMOC has made the decision upon
DLTs. In preparation of the SMC, the model will be updated with potential scenarios’ data (e.g. 3
subjects cvaluable on current dose level, O DLTs, the same with | DLT, 2 subjects cvaluable 0
DLT ele.... ), to have the results ready at SMC,
Recommendation is based on a loss function {probabilities of being in 1 of the 4 intervals will be
multiplied with 2 loss term as follows:
0 * Piiarget dosing (estimated DLT rate in (0.2-0.357)) + | * Munder dosing (estimated DLT rate
in [0-0.210) +2% Pifor over dosing (estimated DLT rate in (0.35-0.6]) + 3 * Plexcessive dosing
(estimated DLT rate in (0.60-17}).
The recommended dose level resulling [rom the model [or the next cohort 1s the dose with the
lowest loss function, This Bayesian ¢scalation approach will be used to assist the SMC 1o select
the next dose from a predicted set of acceptable doses, i.e., 10 mg, 200 mg, 35 mg, 30 mg. It is
possible 10 choose a dose(s) not within the pre-specilied dosc-escalalion plan. In this case the
estimalted posterior probabilities of the selected dose will also be provided o the SMC,
The model will continue to be updated at each SMC until the SMC has decided to stop dose
escalation.
Prigr distribution and likelihood are used to calculate the posterior probabilitics based on Bayes
thedrem,
The likelihood is defined based on a binomial distribution, modelling the rate of subjects with at
lzast 1 DLT.
The relationship between dose and toxicity rate is defined by
i
exp (af + exp(f) # log( D
P(DLT|d;, &, ) = T
1 4 exp (rr + pxpl i) = Ing( ))
ref

Where dj {10 mg, 20 mg, 35 mg, 50 mg} (or different) and (@) are bivariate normally
distributed. Reference dose deris 90 mg. The chosen prior lor monotherapy escalation has the
[ollowing parameters

Efu) = -0.708,

E(f}) =-0.389,

SD {u)=1.2, SD{p)= 0.9, Covia, ) =0.
The prier distribution has not been changed compared to the protocol delined.
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Handling of changes in regimen
For different regimens, separate models will be used. In general, the same specifications outlined
above will be used for cach of these models, applicable to the dose given on the treatment days,
unless otherwise specilied. This means that in a once daily (QD) regimen, 90 mg as relerence dose
refers to the dosing of 90 mg daily. In a twice weekly regimen {on day 1,4.8,11, etc) the 90 mg
reference dose refers 10 a dosing of 90 mg on day 1, day 4 eie. The approach is not considering
weekly cumulative dosing,
Rationale for keeping the same priors It is assumed that changes in regimen occur due to the fact
that the observed dose-toxicily relationship was not as a prion expected. It is further assumed that
after the change in regimen the dose- probability of DLT relationship in the new regimen is coming
closer to the a prior expected dose-toxicity relationship.
15.2 Patient profiles
The SMC will receive patient profiles containing:
o Subject disposition (sull in tral, or withdeawn with reason [or withdrawal)
o Demographics and baseline characleristics (e.g., cancer diagnosis, slaging)
e Medical history
+ History ol discase under study
*  Previous and concomilant medications
&  Prior anti-cancer drug therapics
*  Prior anti-cancer radiotherapy
* Prior anti-cancer surgeries
* Concomilant procedures
* Study drug administration, and dose adjustments
o All serious and non-serious AEs (with details like c.g, grade, start and stop daie), including
but nod limited to:
* DLTs
= AESIs
*  AFEs leading 1o dose reduction or temporary discontinuation
*  AEs lcading to permancnt treatment discontinuation
*  AFEs leading to death
s Laboratory data (hematology, coagulation, biochemistry, urinalysis)
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o ECG resulis

* Vital signs

Patient profiles will be provided for the current cohorls under review and updaied paticnt profiles
will be provided lor subjeets (rom previous cohors thal had changes Grom last SMC mecting,

153 Adverse Evenls

The severity of adverse events will be graded using the NCI-CTCAE version 5.0, except where
CTCAE grades are missing. Mo imputation of missing grades will be performed. Adverse events
will b eoded according (o the lotest MedDEA version at the time ol the dota cul-olT,

* TEAEs: Any AEs that are reported (serious and non-serious) will be considered reatment
emergent adverse evenls (TEAEs), wilh the exception of those that started prior 1o the first
dose of study treatment {unless a worsening of the event is recorded alier the first dosing,
in which case the event will be counted as a TEAE), or AEs starting more than 30 days
aller the last dose of study treatment.

* Related Adverse Events: AEs with relationship missing, unknown or yes. Relationship is
Judged separately for M3258, and dexamethasonc,

* SAFEs: Serious adverse events (as recorded on the AE eCRF page, Serious Adverse Event
="¥es").

* AFEs Leading to Treatment Discontinuation: AEs leading to permanent discontinuation
of study treatment (as recorded on the AE ¢CRF page, Action taken with study treatment
* *Drug withdrawn™), Treatment discontinuation is recorded separately for M3258, and
dexamethasone.

s AFs Leading to Death: AFEz leading to death {az recorded on the AE oCRF page, Outcome
= “Fatal"}.

AEs will be summarized by MedDEA PT as event category and MadDBEA primary SOC as
summary category, In general, each subject will be counted only once within each PT or S0,

AEs with missing classifications regarding relationship to study treatment, and those with start
date on or aller the stari of siudy treaiment, will be considered as related 1o the study treatment,
Missing data handling

Incomplete AE-related dates will be handled as follows:
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e [[the onset date is missing completely or missing partially — but the onset month and year,
or year, are equal to that of the study treatment start - then the onset date will be replaced
by the minimum of the start of study treatment and the AE resolution dale.

* Inall olher cases, the missing onsct day or month will be replaced by 1.

s [ncomplete stop dates will be replaced by the last day of the month (if day is missing only),
i’ not resulting in a date later than the date ol participant’s death. In the latter case, the date
ol death will be used 1w impute the incomplete stop date

* Inall other cases the incomplete stop date will not be imputed. [Fthe stop date of an AE is
after the date of cut-off, the outcome of the AE is ongoing at cut-ofl.

# Further information alter cut-ofT (such as latal outcome) might be taken from the Saflely
database and reported separately.

15.3.1 All Adverse Events

Adverse events will be summarized by worst toxicity (according to NCI-CTCAE version 5.0)] per
participant, using preferred term as event category and primary system organ class (SOC).

It an adverse event is reported for a given participant more than onee during study intervention,
the worst toxicity and the worst relationship to study intervention will be tabulated.

In case a participant had events with missing and non-missing grades, the maximum ol the non-
missing grades will be displayed.

AE tables will be restricied to TEAEs only. The AE tables will include the number and percentage
of subjects with at least one TEAE, by MedDEA S0C and PT (both sorted alphabetically), unless
otherwise siated.

All AEs will be tabulated by regimen, dose level and overall in a table showing the incidence of
TEAEs, by SOC and PT {both sorted alphabetically).

A listing of all TEAEs will be provided. This listing will be sorted by regimen, dose level and
subject. This listing will additionally contain age, sex, type of myeloma , SOC, PT, grade, SAE
(vesmo), DLT per investigalor (yes'no), relatedness to M32358 (yesmo), to dexamethasone (yes/no)
(il applicable, in part B only), starl date (+treatment day), stop date (+Hreatment day), duration of
TEAE, action taken with M3238, if treatment was stopped before start of AE: days since stop of
treatment, and outcome.

Additionally, a listing ol all adverse cvenls grade ==3 {inc] non TEAEs) and SAEs will be
provided: This listing is o be produced twice, ence sorled by regimen, dose level and subject 1D
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and once sorted by SOC and PT. These will also mclede age, sex, type o mycloma, grade, SAE
(yesno), DLT per investigator (yesno), relatedness to M3258 (yes/no), relatedness to
dexamethasone (yes'no) (il applicable, in parl B only) starl date (Hrecatment day). stop dale
(Hreatment day), duration of AE, il treatment was stopped belore starl of AE: days since stop of
treatment, and ontcome,
15.3.2 Adverse Events Leading to Study Intervention
Discontinuation
A listing of TEAFEs leading to treatment discontinuation, interruption, or dose reduction of each
study drug will be provided {one T M3258, additionally in part B: one lor dexamethasone). This
listing, sorted by regimen, dose level and subject [D, will include: dose level, subject 1D, age, sex,
type of myeloma, AE investigator term, SOC, PT, relationship to M3258 and dexamethasone (as
applicable), seriousness, action taken with M3258 or dexamethasonc (as applicable) (displayed
as: Disc/IR/DR), 1), start date (Hreatment day), stop date (+trcatment day), duration of AE, if
treatment was stopped before start of AE: days since stop of treatment, and outcome.
154 Deaths, Other Serious Adverse Events, and Other Significant
Adverse Events
15.4.1 Deaths
Mot applicable for this 1AP, are included in other listings
154.2 Serious Adverse Events
Mot applicable for this 1AP, are included in other listings,
155 Clinical Laboratory Evaluation
Laboratory values (including corresponding normal ranges) from the Lab will be used for patient
proliles, an Edish plot, and line plots
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Laboratory resulls will be classified according to the latest NCI-CTC Version [at the moment 5.0,
Some of the toxicity gradings are based on laboratory measurements in conjunction with ¢linical
lindings. The classification will be derived from the laboratory resulls at a given asscssment, thus
ignoring additional chinical [indings, except for the evaluation of blood glucose oxicily grade |
and 2 the tasting state is required. Ignoring the fasting state might lead to overreporting of grade 1
and 2 events. Theretore, blood glucose grading will focus on grade 3 and 4 reporting only.

I it increases interpretability, graphical displays can be shown on a log-scale,

Ling plots (with x-axis time, y-axis lab value), using different colors per regimen, dose level and
different ling types to identily participants, will be provided for the following lap parameters:

« Neulrophils

«  Plateles

* Lymphocytes

« Hemoglobin
IT available (and feasible due 1o potential differences between labs) reference lines for ULN and
LN should be added to the plots.
Hepatotoxicity assessment
A plot of peak ALT versus peak total bilirubin, both relative to the upper limit of normal (ULN}
will be provided. This eDISH plot {evaluation of drug-induced serious hepatotoxicity) will have
reference lines at 3=ULN for ALT and at 2<ULN for total bilirubin, Subjects outside the lower
lefl box will be identilied by subject-10,
15.6 Yital Signs

Mot applicable for this 1AP, except for display of individual values in patient profiles

15.7 Other Safety or Tolerability Evaluations

Mot applicable [or this 1AP, except for display of individual values in patient proliles

A listing of AEs of special interest will be provided. This will be sorted by regimen, dose level
and subject. This listing will additionally contain age, sex, type of myeloma, SOC, PT, grade, SAE

(vesmo), DLT per investigator (ves/no}, relatedness o M3238 (yeamo), 1o dexamethasons (vesno)
(il applicable, in part B only), start daie (+treatment day), stop date (+ircatment day), duration of
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Ae, action laken with M3258, il treatment was stopped before stant o AE: days since stop of
treatment, and outcome.
16 Analyses of Other Endpoinis
16.1 Pharmacokinetics
PK concentration measurements will be descriptively summarized using: number of non-missing
ohservations (N}, arthmetic mean (Mean), standard deviation (8D, cociTicient of variation
(CV%), mimmum (Min), median (Median) and maximum (Max}), PK parameters will be
summarized additionally, using the geometric mean (GeoMean), the geometric coefficient of
variation (GeoCV) and the 93% confidence interval for the Geobean (LCT 95% GM, UCI 95%
GM). For time to reach maximum observed coneentration (tyad, only n, Min, Median, and Max
will be reported. PE parameters read directly from the measurements (e, Coud will be reported
with the same precision as the source data. All other PK parameters will be reported to 3 significant
fgures,
Descriplive statistics of PK concentration data will be calculated using values with the same
precision as the source data and rounded for reporting purposes only, Descriptive statistics will
only be caleulated Tor N=2 in which a measurement of <LLOGQ represents a valid measurement,
Valugs below the lower limit of quantification of the assay (LLOQ)Y will be taken as zero Tor
summary statistics of PK concentration data, PK parameter estimation {e.g. AUC) and for
graphical presentations, It is expected that samples with concentrations above the upper limit of
guantification (L'LOO) will be dilwted and retested belore the time of Gnal analysis,
I'he following conventions will be applied when reporting descriptive statistics of PE. data:
lean, Min, Median, Max Geohdean, 95% CI: ¥ significant digits
S0 4 significant digits
CW %, GeoCW%; | decimal place
The following PK parameters of M3258 and Dexamethasone (if applicable, in part B) will be
calculated lor both single and multiple dosc, as applicable:
o (e Observed maximum plasma concentration
# Cone/Dose: Observed maximmum plasma concentration, normalized by actual dose
® Lo Time to reach maximum observed plasma concentration
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o AL - Area under the concentration-time curve Mrom time zero extrapolated o infinity,
based on the predicted value for the concentration at as

® AUC o The AUC from tme U cxtrapolated to inlinity given as percentage of AUCh- .
AUC o = (extrapolated area’ AUCy...)* 100,

o AL Arvca under the concentralion-lime curve lrom time zero 1o the last sampling time at
which the congentration 13 a1 or above the lower limil of guantification {LLOCCY)

o ALUC= Area under the plasma concentralion versus lime curve within one dosing interval. Tau =
2dhours. For mulliple dose the pre-dose concentration will be duplicated and used as the 24 hour
concentration, 1o allow AUCt to be caleulated {assuming steady state),

o AUCos Area under the plasma concentration versus time curve to 8 hours.

o 1o Apparent terminal hal lile

o je: Apparent terminal rate constant

o CL/F: Apparent body clearance of drug lollowing extravascular administration

o Vz/'F: Volume of distribution of the drug following extravascular administration

Dose Mommalized AUC {AUCo=, AUCk, AUC: and AUCss) will alse be provided to enable
comparisons between dose groups. Dose normalized AUC will be presented in a summary table,

For multiple dose the following will also be calculated, where possible:

Crraugh The concentration observed immediately before next dosing (corresponding 1o
predose or trough concentration for multiple dosing)

The accumulation laclor 1o assess the increase in exposure until sicady stale is
reached. Roeaves= (AUC: after multiple dose (at steady state)) / (AUC, after
&ing]c dose)

Rum{.’;l}l"n

Roceitemsy | The accumulation factor to assess the increase in maximum concentration until
steady state is reached. Racotman = (Cmae aller mulliple dose (al steady staie) ¥
{Crmae allicr single dosc)

Racciavcne | The accumulation factor to assess the increase in exposure via AUCa.a. Raceaucn
w7 CAUC: after multiple dose (at steady state)) / (AUC .. after ‘si[lElr} doss)
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CLas The apparent total body clearance of study intervention at steady state following
extravascular administration, taking into account the fraction of dose absorbed.
Clawr= Dose pa./ AUC:

Available individual M3258 and Dexamethasone (as applicable, in part B) plasma concentrations
will be listed and summarized by regimen, dose, study day, analyte and scheduled collection time,
including summary statistics where data allows. Individual as well as mean concentration-time
profiles will be plotted on linear and log scales as follows:

* Spaghetti plots showing all individuals per regimen (where applicable} and dose group:
Dayl Cyele 1 and Day 15 Cyele 1.

¢ Individual per subject plols overlaying Cyele Day 1 and Cyele 1 Day 15 concentration
profiles Mean concentralion-time profile per Dose aroup with Cyele | Day | and Cyele |
Day 15 overlaid {linear £50, and semi-log)

* Mean concentration -time profiles per Day, overlaying Single and Multiple Dose (Day |
and Day 15)

For M3258, PEK parameters, as described above, will be calculated using commercial softwanz
(Phoenix® WinNonlin®), Available PK parameters will be listed and summarized by regimen,
dose, study day and Analyte. Nominal collection times may be used for PK determinations in
support of the SMC review,

I'he following plots will also be provided, for Key PK parameters:

Dose Mormalized Cmax and AUC: versus Dose level as a scatter plot with regression line.
Plot axes will start at the origin (0,0), but the regression line should (it the data and not be
[oreed through the origin,

PK listing creation and PK parameter calculation is ontsourced to Covance by Merck Quantitative
Pharmacology.

For the first 1-2 SMC meetings pre-clinical data‘animal PK parameters may be presented in a lable
alongside observed human PE parameters in order to compare the ratios of AUC and Caes. This
will be compiled by Merck Quantitative Pharmacology.

16.2 Pharmacodynamics

The pharmacodynamic parameter analyzed for SMOs are the resulis rom the LMP7 (B5i1) assay,
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Sample collection for LMPT is on Day] (predose, Zh, 6h and 24h (24h=C1D2 predose only part
Ay and on dayl3 (predose, 2h and 6h). On the plate for the assay there will two wells for each
sample and blank wells {sample withoul substrate). Belore using the data, the mean of the blank
wells needs 1w be sublracted from the mean ol the two wells per tmepoint, 10 is assumed thal this
correction will already be done at the lab and only corrected values will be delivered.

The preprocessed data will be analyzed as ratio 1o the preprocessed baseling value (“residual
activily™).

Ling plots will show the individual residueal activity over time (with x-axis time, y-axis LMP7
residual activity), using difTerent colors per dose level and different line types to identily
participants. If possible (sufficient data in a dose level), LOESS lines per dose level can be plotted.

Summary line plots will show the mean per dose level

Dot plots will show data of individual participants at specific selected timepoints versus dose (x-
axis dose, y-axis LMPT residual activity), Selected timepoints are:

¢ Day | 24h =CI1D2 predose
Day 15 predose (if day 15 predose is no longer sampled, this will be day 8 predose)

The off-target [5c assay will be be handled in the same way as the LMPT assay, i.e. using the same
plots, The expectation is to see only minimal inhibition in this assay (no changes from baseline
activily 1o residual activity afler dosing).

If Citrulline data become available, they will be plotted in subject line plots, OF note, eitrulling is
an expleratory biomarker and is being characterized in this clinical setting. Consequently, caution
must be used in the interpretation of these data as their significance and implications are unclear.

16.2.1 Bayesian modeling considering toxicity and
pharmacodynamics

Additional modeling will be performed by biostatistics to assess the feasibility of a dual modelling
approach (4} ulilizing DLT probabilities and  carly  pharmacodynamics data  for  dose
recommendations in fulure dose escalation studies. In this study the results will usually only be
used for internal information, not for dosing decisions in SMCUs. The results will usually not be
shown, distributed or discussed at'with the SMC, unless considered necessary by the team.

In this dual modelling approach, two separate models will be used: the Bayesian 2-parameter
logistic regression model (see Section 15.1) to model toxicity, and a conditional lincar model to
model the relationship between efflicacy and log-log dose levels, With this conditional lingar
model, the elficacy response v, ol participant i, [or & trial with n participants, is modelled as
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y, =8 + Bz loglogld, )} + &
where i = 1,...,5 for s = n, d;j; is the dose adminisiered to participant i, and €, are independently
normally distributed error terms with mean 0 and variance o2,
To obtain a dose recommendation for the next cohort using both models in a trial with dose levels
iy < ...< dy, again function for dose d; will be used which takes into consideration the trade-off
between safety and efficacy:
1y + & log(log(d;))
=
' 1+ exp(a+ Blog(d;))
The dose d; that is recommended (or the next cohort is chosen such that it maximizes G; and that
its posterior estimate of toxieity is below or equal to the target toxicity.
For this study, carly efMicacy will be assessed via residual LMP7 activity (in percent, compared to
baseline). LMP7 residual activily will be used in a transformed version, such that the eMcacy
response for participani { is
I LMPT activity at day x hour z
= —lo,
¥ LMPT activity at baseline
Similar 1o the DLT model (Section 15.1), a prior distribution is used for the efTicacy model o
1 15
parameters for the normal-gamma prier distribution for the eMicacy model:
» E(#)=-05566, E(8,)=09349
The prior precision of the pseudo data is assumed to be Gamma distributed with shape = 1 and
rate = (L025. Just as in Section 15.1, the prior distribution and likelihood are used to calculate the
posterior probabilities based on Bayes theorem.
The madeling in this section will be performed in B with crmPack. For illustration purposes, Figure
I shows a graphical representation of the dual medelling approach, including the gain function,
based on the pricr parameters. I the DLT model recommends a lower dose than the gain [unction,
the recommendation of the DLT model will be followed.
Mote that due to lechnical restrictions of ermPack, the prior for the DLT model is set up in a slightly
different way as in Section 15.1. However, the underlying assumptions are the same for both
models,
. COMFIDEMTLAL )
L\.II.".IDIJ."'!II hou O0i0babe® 1 3ckTadvl.0 INFORMATION B3R
Otypect Mo, (HIbabe | 40d861
Document No S
T6/87

Object No. S




M3258 First in Human Dose Escalation of M3258 as a Single Agent and Expansion
Study of M3258 in Combination with Dexamethasone

MS201814-0010 v2.0
M3258 First in Human Dose Escalation of M3258 as a Single Agent and Expansion
Study of M3258 in Combination with Dexamethasone
MSZ01E14-0010 Version 2.0

Dose recommendation based on DLTs and LMPT activity
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Figure 1 Plot of DLT model, LMP7 model, and gain function (or prior paramelers

16.3 Pharmacometric modeling analysis
The objective of the Pharmacometric modelling analysis is to perform an explorative analysis for
dose escalation, RDE {and il applicable MTD) selection, The following modeling approaches may

be used, and the results may be shared with the team and SMC:

* To assess the cxposure of M3258, a preliminary Pop K model may be developed (Seetion
la.3. 1),

*  To assess the effect of M3258 concentrations on LMPT residual activity a preliminary
PKPd model may be developed (Section 16.3.2).

*  To assess the effect of M3258 on neutrophil suppression a preliminary PE safiety model
may be developed (Section 16.3.3)

* The data from cwrent study may be pooled with phase 2/3 study data and may be reported
separately in a Pharmacometric modeling analysis report (PMAR) (separate analysis plan).

The population PR, PEPd, PK-safety models may be developed after the availability of PEPd data
from the first 3 cohorts.
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16.3.1 NLME PK model analysis
16.3.1.1 Objectives

To characterize the exposure of M3258, a NLME approach may be applied integrating MK data
rom the first 3 cohorts (MS201814-0010) in REMM paticnts and subsequent cohorts.

The objectives of this NLMAJE PK analysis are:
. todescribe M3258 exposure in RRMM patients,

a. cstimated PK parameters {(Coae, AUCo24 of Day 1, Cyele 1) up to cohort 3 and
project predicted PK parameters at steady stane (Cras s, Crrough s, AUC) for 45 and
subsequent cohort’s pending data availability,

b. update PK moedel in step a in subsequent cohorts and project for the next cohorts,

c. The projected PK parameters may be uwsed by Biosiatistics team for further
analyses.

il. 1o assess imterindividual variability (11%) in PE

a. preliminary exploratory analysis may be conducted and will be linalized once Phase
2/3 study dala become available

iii.  toexplore and potentially identify covariate effects on 1TV,

a.  preliminary exploratory analvsis may be conducted and will be finalized once Phase
2/3 study data become available

The pooled NLME PK may be detailed in a separate analysis plan “Pharmacometric modeling
analysis report for M3258" and reported separately.

16.3.2 NLME PKPd model analysis
The objectives of this NLME PKPd analysis may be 1o
i.  characterize the PKPd relationship between M3258 concentration on LMPT residual
activity up o cohort 3 and project predicied Pd parameters for 4% and subsequent cohort’s
pending data availability

ii.  perform simulations utilizing the developed NLME PKPd model assessing the LMPT
residual activity %% under different dosing scenarios

The results of the NLME PKPd modeling analysis may be provided in & separate “PMAR f[or
MIZ5R",
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LMP7 Residual Activity

The Pd data may be modeled wsing the LMPT residual activity measured in the ex- vivo assay
(other data transformations may be investigated).

Measured or predicted M3258 concentrations (Cyspsg) may be used Lo drive the Pd efTect and
modeled such that the relationship is adequately captured, ¢.g. by estimating the parameters of an
Eare mindezl,

E, * Copzacn
LMP?(; - ( iyt " S MI2E6] )

with Emax the maximum residual activity and £C50 the drug concentrations producing half-maximal
activiry in subject § at time j. A power coefficient (Hill factor) may be added. Other PE/Td models may be
tested as well.

16.3.3 PK Safety
The objectives of this PE salely analysis may be 1o

i. develop a PKPd model to describe the meutrophil suppression through drug-specific

parameters and system-related parameters up to cohort 3 and project predicted Pd

paramcters for 4 and subseguent cohort’s pending data availability and leasibility

ii.  porform simulations utilizing the developed NLME PKPd model assessing the %
neutrophil suppression under different dosing scenarios

The results of the NLME PKPd modeling analysis may be provided in a separate “PMAR. for
M3258™,

16.3.3.1 Neutrophil Suppression
The Pd data may be modeled to determing the effect of M3258 concentrations on the proliferation
of neutrophil count, A neutrophil suppression model such as Friberg et.al, 2002 (5} mode] may be

used. In brief the drug conc is assumed to reduce the proliferation rate or induce cell loss by
inhibitory linear function or an Ey.. model.

16.3.4 Assumptions
This NLME analvzis may be conducted under the following assumptions:

+« Replacing missing actwal time of PK and/or Pd sampling by the scheduled time {(per
protocol } after previous dose, does not impact the overall result.

*  Discarding non-first dose with missing actual dosing time as well as PK and/or Pd samples
scheduled after this dose, does nol impact the overall resull.

= All PK parameters will be assumed to be log-normally distributed.
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®  The residual unexplained variability will be assumed o be normally distributed aficr
suitable data ranslormation, if needed.

16.3.5 Data Handling Procedures

The MOMNMEM input file (N1F, i.e, a database combining PK and Pd data in a specific format) is
Lo be prepared internally under the responsibility of the Pharmacometrics team and provided as
ey Nle, Additional data pre-processing will be performed by the pharmacomeirician using R
scripts, if necessary.

16.3.6 Data Assembly Methods and Data Specifications

Pharmacometrics feam will assemble the data in collaboration with data  management,
bicanalytical and clinical pharmacology teams, Drafl specification is designed based upon the
protocol defined study design. The final specification will be available after 4™ cohort.

16.3.7 Handling BLQ and Missing Data
The NLME PK and PK/Pd analysis may be performed with actual dosing and sampling time points,

IT the exact dosing time (of 2 non-first dose) is unknown, this dose and the plasma concentrations
related 1o this dose will be excluded from analysis,

If the exact sampling time point is unknown, the scheduled time point related to the previous dose
will be used instead.

The method for handling of BLOQ data will be determined by a scientific judgment aligned to the
best-established practices (6) and shall be explicitly recorded and siated in the NLME PE analysis
report.

Demographic data as assessed at screening (or baseline) will be used. Missing covariate
(demographic) data that do not change with time will be replaced by the population median
(continuous datap or by the most requent value in the population (calegorical data). If a covariale
observalion is missing in more than 20% ol the subjects, this covariate will be excluded rom the
analysis, or evaluated afier multiple imputation if it is considered critical to the scope of the
analysis.

16.3.8 Exploratory statistical and graphical data analysis

Prior to the modelling activities exploratory graphical and statistical data summaries will be
created o gain a better understanding of the underlying study population, the studied PK and Pd
data informing the structural model development process and candidate covariate explorations.
For more details see Appendix 15,1,
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16.3.9 Overall Modeling Methodology
The parameters of the NLME PK and PKPd model will be estimated using NONMEM version 7.3
soltware. Further technical details (c.g., assessment of model stability and criteria for model
selection) and solftware that will be used are given in Appendiz 18,1 of this 1AP,
The final NLME PE model development based on combined FIH and subsequent future study data
will be detailed in a separate modeling and simulation analysis plan.
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Appendices

18.1 Details on Pharmacometric Analysis

This document contains technical details that are related to the NLME PE and PK/Pd analyses of
M3258.

18.1.1 Soltware

The soltware package NONMEM (version 7.3.0) (Beal 3L and Sheincr LB, 1992) (7) will be used
for the NLME PK and PE/PA analyses, installed on six HP BL 460 C Servers with two Inel®
Keon® E5-2650 v2 octacore processors (speed 2,60 GHz) and with 64 Gb RAM each and the
LINUX (Movell SLES11 (6d-bit) SP3) operating system, with CPLU allocation controlled by a
Univa Grid Engine (version 8.2). The NONMEM runs on the servers will be organized by Perl-
speaks-NOMMEM (PsMN, version 4.4.8, hitpz/psnsourcelorge.netindex.php), that will alse be
used to aid the development of the nonlinear mixed-effeet models using NONMEM. The used
Fortran compiler will be GNU Fortran (gee version 4.7.2, hitpr//gee.gnu.org/fortran). Pirana
software (version 2.9.2; hitp:/www . pirana-softwarc.com) will be wsed to organize the runs and
produce runs summary. The statistical, B (hitp:/ www.r-project.org’ version 3.2.2 ar higher), as
well as *Xposed” (version 4.5.3 or higher; hitp://xpose.sourceforge net’) and/or *Xpose® {version
0.4.3; hips:github. comTTUPhammacometries spose) will be used for the exploratory analysis and
post-processing of NONMEM output, for example to assess the goodness-of-fit, The integrated
development envirenment RStudio Server (version 0.99.486 or higher) will also be used. All
preceding software are installed in a validated GxP environment, R (Simulx B package [micR
version 2.2.0 or higher]) and/or NONMEM will be used to perlform simulations.

18.1.2 Modeling Methodology

Estimation methods in NONMEM will be first-order conditional (FOCE) with additive or log-
additive madels Tor the residual unexplained variability (RUN) and first-order conditional with
interaction (FOCEL with proportional or additive + proportional models for the RUY (L, Wahlby
et al, 2001; IT. Wahlby et al, 2002) {8.9), if supported by the data. I a method is implemented to
cstimate the likelihood of BLO data, the Laplacian method will be required. Additional methods
including stochastic approximalion expectation maximization {SAEM ) and importance sampling
may be applied to overcome numerical difficulties in model convergence, if necessary.

Precision of parameter estimates will be assessed by the covariance matrix, derived from the Fisher
information matrix obtained in the covariance step. In case of numerical difficulty to estimate this
matrix, confidence intervals of parameter estimates will be obtained by a bootstrap method.

Stability of NONMEM maodels will be assessed on the basis of some of the following criteria:

* Acceptable basic goodness of fit plots (i.e. values randomly scattered around the line of
identity}

+  Mumber of significant digits = 3 for all estimated parameters
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o  Successful covariance step, 17 successful covariance siep is missing, a nonparametric
bootstrap (n = 10) will be applied 10 obtain an estimate of parameter precision {standard
error, SE}

o DModel parameter estimates nol close 1 boundary

o  Condition number (ratio of largest to smallest cigenvalue) < 1000

s  Correlation less than 0,95 between any two parameters

o Stability of final solution for base model 1o perturbations of the initial values

Model selection will be based on:

o  The comparison of full vs, reduced models is based on the Log-Likelihood Criterion: the
dilference in the minimum value of the objective function between hierarchical models is
asymplotically chi-square distributed with degrees of freedom equal to the difference in
number of parameters between the full and reduced models. A reduction in the objective
function value (OFVY = 10,83 (one degree of freedom), corresponding to p=10.001, will be
used.

« MNon-nested models will be compared using standard likelihood-based methods, eg. -2
times the maximized log likelihood or AIC.

o Decrease in unexplained variability, Extension ol a model by adding independent variables
should usually be accompanied by a decrease in random inter- and‘or intra individual
variahility,

+ (oodness of fit plots, e.g. relevant residuals against time randomly distributed around zero.

*  Scientific/(pathophysiologic plausibility of the mode]l and the 95% confidence inlerval
does not include the NULL value.

18.1.2.1 NLME PK and PK/Pd Modeling
The general procedure that will be followed (or the development of the NLME PK and PK/Pd
models is outlined below:

* Exploratory Data Analysis

o Structural Model Development

« Statistical Model development

o Preliminary Covariate Analysis

Upon the availability of subsequent study data following analysis steps will be performed: (i)
Covariate analysis, (ii) model refinements, (i) sensitivity analysis as well as {iv) model
evaluations. For details refer to the *modeling and simulation analysis plan” of M3049,
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18.1.2.1.1 Exploratory Data Analysis
Prior to the NLME PK and PK/Pd analyscs, the following outputs will be produced as part of the
exploratory data analyses:
o Summary statistics of the dependent variables and study population characteristics
{demographics, covariales) al baseline
o Scatterplots of dependent variables versus time by dose group/cohort;
Further exploratory analyses may be performed. These will be fully described in the separate
‘modeling and simulation analysis report” of M3258,
18.1.2.1.2 Structural Model Development
Different structural PK {e.g., one- or two-compartment model with first order linear absorptions
and elimination) and Pd models (e.g., Emax model) will be evaluated as necessary and il the dala
sel allows,
Goodness-of-fit of the structural model will be assessed by diagnostic plots:
e Observations versus population, and versus individual predictions and/or log-log plots
o Population, individual and conditional weighted residuals vorsus time
*  Above plots stratified by dose group/cohort and/or significant covariates, if necessary
* Visual predictive checks (VPCs) (Bergstrand et al, 20113 (10)
18.1.2.1.3 Statistical Model Development
Additive, log-additive, proportional and additive + proportional error models will be explorved lor
the RUV. Exponential variability models will be explored lor 1TV in PK and additive and/or
exponential variability models will be explored for 1TV in Pd model parameters, As a siart diagonal
Qestructure (variance-covariance matrix of the deviation of individual values from population
means for the various model parameters) will be employed, the inclusion of off-diagonal clements
will be investigated subsequently,
If required, inter-occasion vanability (IOV) will be modeled as described in Karlsson and Sheiner,
1993 (11).
The goodness of (it and appropriatencss ol the random elTects models will be assessed by means
ol diagnostic plots as mentioned in the previous scction as well as:
* Plots of observations versus time with population and individual fits
# Histogram of (random effects) ETA estimates
s Correlation-plots ol individual ETA estimates
* (Absolute) individual weighted residuals versus individual predictions
« (Conditional) weighted residuals versus time
# Histogram of population and individual weighted residuals
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18.1.2.1.4 Preliminary Covariate Analysis

Dependent on the data availability and informativeness (i.e. range/distribution of covariates in
study 0001}, graphical explorations will be performed to identily potential covariate relationships
on PE and/or Pd parameters. A full covariate analysis is planned in a later stage using both FIH
and subsequent Dutuee study data and will be detaled in the *modeling and simulation analysis
plan’ of M32358.
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