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1. VERSION HISTORY

This Statistical Analysis Plan (SAP) for study B9991001 is based on the protocol amendment
4 dated 28-Mar-2019.

Table 1. Summary of Major Changes in SAP Amendments

Version | VersionDate | Summary of Changes

1 23-Dec-2015 | Notapplicable (N/A)

2 02-Apr-2019 | Section 2.1*Study Objectives™, Section 3.3 “Exploratory Endpoints™, Section
6.3 “Other Endpoints”updated to remove tRECIST objectives and endpoints as
perprotocol amendment4.

Section 2.2 “Study Design”was updated toreflect changes made in protocol
amendment 3.

Section 3.2.2 “Efficacy endpoints” — comrected the definition of disease control to
include bestoverallresponse (BOR) of non-CR/non-PD to take into account
patients withoutmeasurable disease at baseline; clarified the criterion for SD
must have beenmet at least 6 weeks after the date of randomization as per
protocol.

Section 3.4.1 “Study drug, study treatment and baseline definitions” —added
definition ofend date of study treatment; added definition of baseline for
immunogenicity analyses; removed definition ofbaseline for ECG assessments
as no summaries will be provided (ECGs are only collected post-treatment if
clinically indicated).

Section 3.4.2 “Baseline characteristics” —updated the stratification factor from
“Bestresponse to first-line chemotherapy per BICR assessment™to “Best
response to first-line chemotherapy™to reflect changes made in protocol
amendment 3.

Section 3.5.1 “Adverse events” —updated the definition of treatment-emergent
adverseevents; clarified thatstart of new anti-cancer drug therapy is usedin the
definition of on-treatmentperiod.

Section 4.2 “Safety Analysis Set”— clarified that patients randomized to ArmB
that incorrectly received avelumab will be classified in Arm A for the purpose of

safety analyses.

Section 4.3.1 “Per-protocol analysis set” —updated the definition of PP analysis
set to align with the key inclusion/exclusion criteria.

Section 5.1.2 “Decision rules” — added description of primary analysis of OS:

updated Table 6 to reflect correct simmlated operational characteristics ofthe
study designand added a footnote to clarify that the actualinterimand final

analyses will occurat the same calendar time for both patientpopulations.
Section 5.2.5 “Definition of start of new anti-cancer drug therapy™, Section5.2.6
“Defmnition of start of new anti~cancer therapy”, Section 5.2.10 “Adequate
baseline tumorassessment™and Section 5.2.11 “Adequate post-baseline tumor
assessment” were added to provide the details associated with derivations used to
define the on-treatment period and to implement censoring in efficacy analyses.
Section 5.2.7 “Definition of on-treatment period” — clarified that start of new
anti-cancer drug therapyis used in the definition of on-treatmentperiod.

Section 5.3.2.4 “Exposure” — clarified that in imputation derivations the cutoff
date is usedas lastdosing date in the analyses ofpatients that have study drug

ongoingat the time ofthe cutoffdate.
Section 5.3.3.1 “Date oflast contact” — added withdrawal of consent date in the
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derivation of date oflast contact.

Section 5.3.3.2 “Death date” imputations — deleted thelast step in the imputation
“if the day is missing fromthe date oflast contactit will be imputed to 1st day of
the month and year oflast contact only if derived fromthe ‘Survival Follow-up’
eCRF page” sincenotneeded.

Section 5.3.3.4 “Date of start ofnew anti-cancer therapy” was added to provide
details ofimputation rules forincomplete dates for start date of new anti-cancer
therapy (drug therapy. radiation. surgery).

Section 5.3.3.5 “PRO data” was added to provide details of imputation rules for
missing PRO data.

Section 6.1.1 “Overall Survival” —added thatRCTs will be calculated forthe
analyses of OS; provided more details and hierarchy associated with the
derivation ofreasons for censoring; providedmore details on the analysis of time
of follow-up for OS.

Section 6.2.2 “Efficacy Endpoints” — clarified that the efficacy endpoints will be
summarized for both co-primary populations; provided more details on analysis
of PFS and Time of Follow-Up for PFS; provided more details and hierarchy
associated with the derivation ofreasons for censoring for PFS; added details on
the assessment of concordance for PFS between investigator and BICR
assessments.

Section 6.2.2.2 ““Sensitivity analyses for overall survival” — deleted the
sensitivity analysis based on CRF-derived randomization stratification factors
since the data collected in the eCRF does not enable unequivocal derivation of
the stratification factors; provided additional details for checking the proportional
hazard assumption and added further details regarding implementation of
restricted mean survival (RMST) methodology.

Section 6.2.2.3 “Objective responseand tumor shrinkage™” — added definition of
BOR ofnon-CR/non-PD for patients without measurable disease at baseline;
added analysis to assess association of'study treatment and objective response;
added summary for BOR discrepancy between BICR and Investigator; provided
further granularity forreasons fornot evaluable BOR.

Section 6.2.2.4 “Disease Control”—added non-CR/non-PD in the definition for
diseasecontrol to take into consideration the patients withoutmeasurable disease
atbaseline. Removed the original planned analysis for DCR at 24 weeks since
more adequately summarized based on Kaplan-Meier rates for PES.

Section 6.2.2.5 “Duration ofresponse”— added details regarding censoring for
duration ofresponse since “noadequate baseline assessment” which is usedin
censoring for PFS analysesis notapplicable to analyses of duration ofresponse
for patients with objective response.

Section 6.2.3 “Pharmacokinetic endpoints” — provided additional details for the
analysis of Ctrough, Cmax and plasma concentrations.

Section 6.2.5 “Biomarker endpoints”— exploratory biomarker endpoints were
updated to beconsistent with protocol amendment 3.

Section 6.2.6 “Endpoints for Immmnogenicity Dataof Avelumab™ — added details
for the analysis of ADA andnAb.

Section 6.2.7 “PRO endpoints” and subsections —added details for the analysis
of PRO data.

Section 6.4 “Subset Analyses” — Added clarification that the subset analyses will
be performed forboth the co-primary populations; removed the subset analysis
based on“response tofirst-line chemotherapy as assessed by BICR” to reflect the

updates in protocolamendment 3; added subset analysis based onbaseline liver
lesions andbaseline lung lesions; updated the p-value for the interaction test to
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be based on Wald’s test; removed forest plots formedian DR by subgroup.
Section 6.5.1 “Baseline summaries”— Added clarification thatthe baseline
summaries will be tabulated for both co-primary populations; updated
geographic region classifications.

Section 6.5.1.3 “Disease characteristics” — removed some analysis to align with
data collectionas perupdates made to eCRF.

Section 6.5.1.4 *Prior anti-cancer therapies”— clarified that the prioranti-cancer
therapy information willbe included in the listing ofanti-cancer therapies with a
flag to identify prior therapies.

Section 6.5.1.5 “Exposure to first-line anti-cancer chemotherapy regimen”—
removed summary fornumber ofcycles, dose intensity and relative dose
intensity since prior to randomization.

Section 6.5.2.1 *“Patient disposition” — removed summaries based on CRF-
derived randomization sfratification factors since the data collected in the eCRF
does notenable unequivocal derivation ofthe stratification factors; removed the
summary ofreason forrandomization not equal to treatmentassignment since
data collectedin eCRF does notenable suchanalysis.

Section 6.5.3 “Study Treatment Compliance and Exposure” —added additional
details for summary ofexposure to avelumab; removed by-cycle summaries
added details for derivationand summary of dose delays.

Section 6.5.3.5 “Infusion interruptions” was added.

Section 6.5.5 “Subsequent anti-cancer therapies”—added summary of follow-up
anti-cancer drug therapies for patients with PD-L1-positive tumors.

Section 6.6.1 “Adverse events™ and subsections —updated definition of
treatment-emergent adverse event. Given the nature of imnmine-related AEs
(irAEs) and infusionrelatedreactions (IRRs), removed the summaries of
treatment-related irAEs and treatment-related IRRs ; removed the requirement
that allsummaries by SOC and PT will be replicated by PT only. Added
summaries of AEs leading to dosereduction, AEs leading to interruption of study
treatment and AEs leading to both dosereduction and interruption of study
treatment.

Section 6.6.1.2 “Adverseevents leading to dosereduction™and Section 6.6.1.3
“Adverseevents leading to interruption of study treatment” were added.

Section 6.6.2 “Death” — deletedreferences to primary reason for deathsince not
collected in the eCRF.

Section 6.6.4 “Other significant adverse events” — given the nature ofthe study
and BSC as comparator arm. nominal p-values forrisk difference for Tier-1
events will not be calculated.

Section 6.6.5 “Laboratory data” and subsections— Changed the fornmla for
comrected calciumto be expressedin SI units; clarified that the denominator to
calculate percentages for each laboratory parameteris the number of patients
evaluable for the particular summary; added summary for patients with newly
occurring or worsening laboratory abnormities; updated lab parameters that will
be summarized in shift tables.

Section 6.6.7 “Electrocardiogram” —removed the analyses of ECGs that are not
applicable to this study as ECGs are only collected when clinically indicated.
Section for “Physical Examination™ was removedas datanot collectedin the
eCREF.

Section 7“INTERIM ANLAYSES” —added details for the calculation ofthe
boundary for final efficacy analysis.

Section 8 “REFERENCES” —references updated.

Section 9 ““APPENDICES” —added appendices with the irtAEand IRR derivation
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rules; deleted the tabulation ofcycle derivations since included with more details
in the exposuresection.

Minor editorial and consistency changes throughout the document.

2. INTRODUCTION

This SAP provides the detailed methodology for summary and statistical analyses of the data
collected m study B9991001. This document may modify the plans outlmed m the protocol;
however, any major modifications of the primary endpomt definition or its analysis will also
be reflected m a protocol amendment.

A separate SAP will cover the mterim analyses for periodic safetyreview by the External
Data Monitormg Committee (E-DMC).

Statistical analyses will be performed usmg cleaned eCRF data as well as non-CRF data (ie,
pharmacokmetic [PK] concentration, anti-drug antibodies (ADA: neutralizng antibody
[nAb]), supplemental biomarker data, and tumor assessment results by the Blinded
Independent Central Review (BICR)).

The primary analysis will mclude all data up to a cut-off date which is determined by the
number of events (deaths) required for the analysis of Overall Survival (OS) and a minimum
follow-up of 12 months after the last patient is randomized. The cut-off date is determmed
once a data extract (before database lock) is available which indicates that the required
number of events for OS m both co-primary populations and the mmmum follow-up of 12
months 1s expected to occur by the cut-off date.

Due to data cleanmg activities, the final number of events might deviate from the planned
number. The data cut-off date will not be adjusted retrospectively m this case.

2.1. Study Objectives
Primary Objectives

e To demonstrate the benefit of mamtenance treatment with avelumab plus best supportive
care (BSC) vs. BSC alone m prolonging OS m patients with unresectable locally
advanced or metastatic Urothelial Cancer (UC) whose disease did not progress on or
followmg completion of first-line platmum-contaming chemotherapy m each co-primary
UC patient population: 1) patients determmed to have PD-L1-positive tumors (mnchiding
mfiltrating mmune cells) by a verified Good Manufacturing Practice (GMP) PD-L1
mmunohistochemistry (IHC) test, and 2) all randomized patients.

Secondary Objectives
e To compare the PFS of avelumab plis BSC vs. BSC alone m patients determmed to have

PD-L1-positive tumors (nchiding mfiltrating mmune cells) by a verified GMP PD-L1
IHC test, and i all randomized patients.

e To evaliate the anti-tumor actvity of avelumab pluis BSC and BSC alone according to
Response Evaluation Criteria m Solid Tumors (RECIST) v1.1 m patients determmed to
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have PD-LI1-positive tumors (nclidng mfilrating mmune cells) by a verified GMP
PD-L1 mmunohistochemistry (IHC) test, and m all randomized patients.

e To evaliate the overall safety profile of avelumab plus BSC and BSC alone.

e To evaliate the PK of avelumab m each of the co-primary UC patient populations treated
with avelumab.

e To assess the immunogenicity of avelumab m each of the co-primary UC patient
populations treated with avelumab.

e Toevaliate candidate predictive biomarkers of sensitivity or resistance to avelumab m
pre-treatment tumor tissue m each of the co-primary UC patient populations treated with
avelumab.

e To evaliate the effect of avelumab plus BSC and BSC alone on patient-reported
outcomes (PROs) m each of the co-prmary UC patient populations.

Exploratory Objectives

e To explore the predictive and/or pharmacodynamic (PD) characteristics of peripheral
blood and additional tumor tissue biomarkers relevant to the mechanism of action of or
resistance to avelumab.

2.2. Study Design

This is a Phase 3, multicenter, multmational, randomized, open-label, parallel-arm efficacy
and safety study of avelumab plis BSC compared to BSC alone as a mamtenance treatment
after completion of first-lme platmum-based chemotherapy (gemcitabme + cisplatin or
gemcitabme + carboplatm) without evidence of disease progression m adult patients with
unresectable locally advanced or metastatic UC.

The study design is illustrated m Figure 1.
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Figure 1. Study Design Schema

Randomized Open-Label 2-Arm Study

Arm A: Avelumab 10 mg/kg IV Q2W

4- 10weelk i
i_“ee 2 + Best Supportive Care
. Standard : Assigned Study Trearment until:
! st_Ji : SD, PR, CR o * ConfirmedPD
: 15t-line i 1.1 randomization Patient withdrawal
¢ Chemotherapy

- * Lostto follow-up
N=668 « Unacceptable toxicity

(4-6 cycles) :
; Study terminated by Sponsor

Arm B: Best Supportive Care Alone

a. Allowed first-line chemotherapy regimens are gemcitabine + cisplatin or gemcitabine + carboplatin.
b. Randomization must occur at least 4 and not more than 10 weeks after the last dose of first-line chemotherapy and will be
stratified by: best response on 1st-line therapy (CR or PRvs. SD) and metastatic disease site (visceral vs. non-visceral).

CR = complete response; IV = intravenous; PD = progressive disease; PR = partial response; Q2W =every 2 weeks; SD =
stable disease

e A total of approximately 668 patients without progressive disease (PD) as per RECIST
vl.1 guidelnes (ie, with ongomg CR, PR, or SD) after 15t line chemotherapy will be
randomized m this study. It is estimated that at least 334 patients with confrmed PD-L1-
positive tumors (nchiding mfiltrating mmune cells) will be randomized m this study.

e Patients will be randomized m a 1:1 ratio mto two study arms: avelumab + BSC (Arm A)
or BSC alone (Arm B).

e Randomization will be stratified by (i) best response to first-lne chemotherapy (CR/PR
vs. SD), and (i) metastatic disease site (visceral vs. non-visceral) at the time of mitiating
first-line chemotherapy.

e This study is designed with two co-primary populations: 1) patients determmed to have
PD-L1-positive tumors (nchiding nfiltrating mmmune cells) by a verified GMP PD-L1
IHC test, and 2) all randomized patients.

e Patients must have receved at least 4 cycles, but not more than 6 cycles, of a first-line
chemotherapy regimen consisting of either gemcitabme + cisplatm or gemcitabme +
carboplatn before randomization mto this study. No other chemotherapy regimen is
allowed as the first Ime chemotherapy for mclusion m this chnical trial (please see
Section 4.1 of the protocol, Inclusion Criteria 2).

e Randomization must occur at least 4 but not more than 10 weeks after the date of

admmistration of the last dose of chemotherapy. Patients will mitiate study treatment
(Cycle 1 Day 1) withm 3 days after randomization.
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Only patients without progressive disease as per RECIST v1.1 guidelines (ie, with
ongomg CR, PR, or SD) after 4-6 cycles of chemotherapy will be allowed to be
randomized m this study.

— Post-chemotherapy confrmatory scan(s) (CT/MRI) for eligibility must be performed
within 28 days prior to the date of randomization to assess response status followmg
fust-lne chemotherapy.

— Based on the post-chemotherapy confirmatory scan(s), the mvestigator should assess
patient eligibilty (ie, CR, PR, or SD) before randomization.

3. ENDPOINTS AND BASELINE VARIABLES: DEFINITIONS AND
CONVENTIONS

3.1. Primary Endpoint

Overall Survival (OS).

OS is defined as the time from the date of randomization to the date of death due to any
cause.

3.2. Secondary Endpoints

3.2.1. Safety endpoints

Adverse events (AEs) and laboratory abnormalties as graded by National Cancer
Institute (NCI) Common Termmology Criteria for Adverse Events (CTCAE) v4.03; vital
signs (blood pressure, pulse rate).

AEs will be graded by the mvestigator according to CTCAE v4.03 and coded using the
Medical Dictionary for Regulatory Activities (MedDRA).

3.2.2. Efficacy endpoints

Progression-free survival (PFS) based on BICR assessment per RECIST v1.1.

Investigator-assessed PFS.

PFS is defned as the time from the date of randomization to the date of the first
documentation of progressive disease (PD) or death due to any cause, whichever occurs
first.

Objective Response (OR), Time to Tumor Response (TTR), Duration of Response (DR),
and Disease Control (DC), as assessed per RECIST v1.1 by BICR and mvestigator.

OR 1s defmed as complete response (CR), or partial response (PR), according to RECIST
vl.1, from the date of randomization, until the date of the first documentation of PD.
Both CR and PR must be confirmed by repeat assessments performed no less than 4
weeks after the criteria for response are first met.
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DR is defned, for patients with OR, as the time from the first documentation of objective
response (CR or PR) to the date of first documentation of PD or death due to any cause.

DC is defined as CR, PR, non-CR/non-PD or stable disease (SD). Both CR and PR must
be confirmed by repeat assessments performed no less than 4 weeks after the criteria for
response are first met. Criteria for SD and non-CR/non-PD must have been met at least 6
weeks after the date of randomization.

TTR is defmed, for patients with an OR, as the time from the date of randomization to the
first documentation of objective response (CR or PR) which is subsequently confrmed.

3.2.3. Patient Reported Outcomes endpoints

Patient-reported bladder cancer symptom, functionmg, global quality of life (QOL), and
Tme to Deterioration (TTD)using the NCCN-FACT FBISI-18; and health status usmg
the EQ-5D-5L.

The NCCN FACT FBISI-18 (a later version of the FACT-BI) was developed to be part of
the Functional Assessment of Chronic Illness Therapy (FACIT) system and was
specifically created with mput from the Food and Drug Admmistration (FDA) and
validated m bladder cancer patients. The NCCN FACT FBISI-18 is designed to be a
stand-alone mstrument to measure symptoms and QoL m patients with UC and was
created usmg mputs from patients and oncologists. The ‘Disease Related Symptoms-
Physical’ subscale of the NCCN-FACT FBISI-18 (FBISI-DRS-P) uses a subset of
physical symptoms which are considered to be specific to UC.

The EuroQol EQ-5D-5L is a 6-item patient-completed questionname designed to assess
health status m terms of a smgle mdex value or utility score. There are 2 components to
the EuroQol EQ-5D-5L, a Health State Profile which has mdividuals rate thewr level of
problems (none, slight, moderate, severe, extreme/unable) m 5 areas (mobility, self-care,
usual activities, pam/discomfort, and anxiety/depression), and a Visual Analogue Scale
(VAS) m which patients rate thewr overall health status from 0 (worst magmable) to 100
(best magmable). Published weights are available that allow for the creation of a smgle
summary score. Overall scores range from 0 to 1, with low scores representmg a higher
level of dysfunction.

3.2.4. Pharmacokinetic endpoints

Maxmmum concentrations (C ) and trough concentrations (Ciougn) for avelumab.
Cmax and Cirougn are calculated after smgle and multiple dose and at steady-state.

Table 2. PK Parameters to be Determined for Avelumab

Parameter Definition Method of Determination

Cumax Maximum observed plasma concentration | Observeddirectly fromdata

Clioiani Pre-dose concentration during nmltiple Observeddirectly fromdata
dosing
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3.2.5. Immunoge nicity endpoints
e Incidence of anti-drug antibodies (ADA, nAb) agamst avelumab.
3.2.6. Biomarker endpoints

e Tumor tissue biomarkers mclidmng, but not hmited to, PD-L1 expression and tumor-
mfiltrating CD8+ T lymphocytes.

Table 3. Biomarker Definition and Determination

Parameter Definition Method of Determination

PD-L1 expression The number of PD-L1-positive cells and/or Pathologist, assisted by image
qualitative assessment of PD-L1 stamingon | analysis

tumor and inflammatory cells in regions of
interest that are defined by tumor cell
morphologyandthe presence or absence of

inflammatory cells
Tumorinfiltrating The number of CD8+ cells perunitareaand | Pathologist, assisted by image
CD8+ lymphocytes the percentofcounted cells thatare scored as | analysis

CD8+

3.3. Exploratory Endpoints

e Biomarkers: Peripheral blood and additional tumor tissue biomarkers consistmg of the
levels of cells, deoxyribonucleic acid (DNA), ribonucleic acid (RNA), or protems that
may be related to anti-tumor immune response and/or response to or disease progression
on avelumab, such as genes related to IFN-y or transforming growth factor (TGF)-p.

3.4. Baseline Variables

3.4.1. Study drug, study treatment and baseline de finitions

In this study, ‘study drug’ refers to avelumab or BSC and ‘study treatment’ (or ‘tre atment
arm’) refers to one of the followmng:

e Arm A = Avelumab + BSC;
e Arm B =BSC alone.
Start and end dates of study treatment:

e For Arm A:

— The date/time of furst dose of study treatment is the earliest date/time of non-zero
dosmg of the study drug.

— The date/time of last dose of study treatment is the latest date/time of non-zero dosmg
of the study drug.

Page 15



Avelumab
B9991001 (MSB0010718C) Statistical Analysis Plan

¢ For Arm B:

—  The date of start of study treatment is defmed as the date of Cycle 1 Day 1 (C1D1); a
patient is considered to be treated m Arm B if they complete the C1D1 visit.

‘End date of BSC” (last dose of study treatment) is the date of completion or
discontmuation as collected m the ‘Disposition - Treatment Phase’ eCRF page.

Definition of baseline:

Defmition of baselne for efficacy and PRO analyses

The last measurement prior to randomization will serve as the baselne measurement for
efficacy and PRO analyses. If such a value is missing (since per protocol the first PRO
assessment is planned to occur on Cycle 1 Day 1), the last measurement prior to the first dose
of study treatment will be used as the baseline measurement except for analyses of tumor
assessments data where the baselme assessment would be considered as missing.

Defmition of baselne for immunogenicity analyses (Arm A only)

The last available assessment prior to the start of treatment with avelumab is defmed as
‘baseline’ result or ‘baselme’ assessment. If an assessmentis planned to be performed prior
to the first dose of avelumab m the protocol and the assessment is performed on the same day
as the first dose of avelumab, it will be assumed that it was performed prior to avelumab
admmistration, if assessment time pomt is not collected or is missing.

Defmition of baselne for safety analyses

The last available assessment prior to the start of study treatment is defmed as ‘baselne’
value or ‘baseline’ assessment for safety analyses. Ifan assessment is planned to be
performed prior to the first dose of study treatment m the protocol and the assessment is
performed on the same day as the first dose of study treatment, it will be assumed that it was
performed prior to study treatment admmistration, if assessment time pomt is not collected or
is missmg. If assessment time pomts are collected, the observed time pomt will be used to
determime pre-dose on study day 1 for baselne calculation. Unscheduled assessments will be
used i the determmation of baselne. However, if time is missmg, an unscheduled
assessment on study day 1 will be considered to have been obtamed after study treatment
administration.

Patients who start treatment and discontmue from the study on the same day may have two
different sets of data collected on study day 1 (one durng study and one m the End of
Treatment (EOT) visit). Data reported at the EOT visit are not eligible for baselne selection.

If a scheduled pre-dose measurement actually occurred post-dose, then the corresponding
measurement will be treated and analyzed smmilar to anunscheduled post-dose measurement.
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Defmition of baselne for biomarker analyses

The last measurement prior to first dose of study treatment will serve as the baselne
measurement for biomarker analyses. For biomarkers that are planned to be measured on
Cycle 1 Day 1, it will be assumed that the measurement was performed prior to study
treatment admmistration, if the assessment time pomt is not collected or is missmg.

3.4.2. Baseline Characteristics

Randomization 1s stratified by the followmg, asrecorded m the Interactive Response
Technology (IRT) system:

e Bestresponse to first-lme chemotherapy (CR or PR vs. SD)

e Metastatic disease site (visceral vs. non-visceral) at the time of mitiating first-lne
chemotherapy. The ‘non-visceral’ stratum includes patients with locally-advanced
disease as well as patients with only non-visceral disease.

The primary analyses of OS will be stratified by these randomization stratification factors.

Other baselne characteristics (ncludng demographics, physical measurements, disease
history and prior anti-cancer therapies) are described m Section 6.5.1. These baseline
characteristics are not planned to be mchided as stratification variables or covariates n
statistical models unless otherwise specified m Section 6.

3.5. Safety Endpoints

3.5.1. Adverse events

Treatment-Emergent Adverse Events

Treatment-emergent adverse events (TEAEs) are those events with onset dates occurring
durng the on-treatment period.

On-treatment period is defmed as follows:

e Arm A: time from the first dose of study treatment through mmmum (30 days + last dose
of study treatment, start day of new anti-cancer drug therapy — 1 day)

e Arm B: time from Cycle 1 Day 1 through mmmum (30 days + end date of BSC, start day
of new anti-cancer drug therapy — 1 day).

As defmed m Section 3.4.1, ‘End date of BSC’ is the date of completion or discontmuation
as collected m the ‘Disposition - Treatment Phase’ eCRF page.

The start day of new anti-cancer drug therapy after the first dose of study treatment is derived
as outlined m Section 5.2.5.
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Adverse Events of Special Interest (AESIs)

AESIs are mmune-related adverse events (rAE) and mfusion-related reactions (IRRs). The
criteria for classification of an AE as an rAE or IRR are described m Appendix 1 and
Appendix 2, respectively.

3-Tier Adverse Events

It should be recognized that most studies are not designed to reliably demonstrate a causal
relationship between the use of a pharmaceutical product and an adverse event or a group of
adverse events. Except for select events m unique situations, studies do not employ formal
adjudication procedures for the purpose of event classification. As such, safety analyses are
generally considered as an exploratory analysis and its purpose is to generate hypotheses for
further mvestigation. The 3-tier approach facilitates these exploratory analyses.

Adverse events and clusters of adverse events, of any causality and treatment-related, will
also be summarized followmg a 3-tier approach. Under this approach, AEs are classified mto
1 of 3 tiers.

Tier-1 events: These are pre-specified events or clusters of events of clnical importance and
will be described m the Safety Review Plan.

Tier-2 events: These are events that are not Tier-1 but are “common”. A MedDRA PTis
defmed as a Tier-2 event if it is reported by

a) at least 10% of patients with any grade mn any treatment arm, or

b) at least 5% of patients with Grade 3. 4 or 5 m any treatment arm.
Tier-3 events: All other AEs that are classified neither as Tier-1 nor Tier-2.
4. ANALYSIS SETS

Data for all patients will be assessed to determme if patients meet the criteria for mclusion m
each analysis population prior to releasmg the database and classifications will be
documented per Pfizer’s standard operatng procedures.

Only patients who signed mformed consent will be mcluded i the analysis sets below.

Table 4 summarizes the use of the analysis sets for efficacy, safety, baselme characteristics
and exposure.
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Table 4. Statistical Analyses by Analysis Set

Endpoints Full Analysis Set | Per Protocol Analysis Set | Safety Analysis Set
Baseline Characteristics v v
Prior and Concomitant v v
Therapies
Exposure v
Efficacy: Primary v v
Efficacy: Secondary v
Efficacy: Exploratory v
Safety v

4.1. Full Analysis Set

The full analysis set (FAS) will mclude all randomized patients. Patients will be classified
accordmg to the study treatment assigned at randomization.

The FAS will be the primary analysis set for evaluatmg all efficacy endpomts, PRO
endpomts, and patient characteristics within each of the co-prmmary populations:

1) all randomized patients, and

2) patients determmed to have PD-L1-positive tumors (ncludmg mfiltrating mmune cells)
by a verified GMP PD-LI1 IHC test; these patients will be identified by a retrospective
analysis of the mandatory recent FFPE tumor biospecimen (see Sections 4.1 and 6.1.1 of
the study protocol) usmg an analytically-validated and GMP-verified PD-L1 IHC assay
with a pre-specified scoring algorithm defmmng PD-L1-positive status. The PD-L1 IHC
assay and scormg algorithm will be fully defned prior to mitiation of sample analysis and
will be documented separately.

4.2. Safety Analysis Set

The safety analysis set will mclude all patients who receive at least one dose of study drug on
Arm A or completed C1D1 on Arm B. If a patient randomized to Arm B mcorrectly receives
avelumab, then the patient will be classified m Arm A for the purpose of safety analyses.

4.3. Other Analysis Set

4.3.1. Per-protocol analysis set

The per-protocol (PP) analysis set is a subset of the FAS and will mclude patients who do not
meet any of the followmg criteria that could impact the key objectives of the study. Patients
who meet any of the followmng criteria will be excluded from the PP analysis set.

e Patients randomized to Arm A who did not receive at least one dose of avelumab

e Patients randomized to Arm B who were treated with avelumab
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e Baselne ECOG status > 2

e Patient does not meet incluision criteria 1, 2, or 3 and patient meets exclusion criterion 1

4.3.2. PK analysis sets

The PK concentration analysis set is a subset of the safety analysis set and will mclude
patients who have at least one post-dose concentration measurement above the lower lmit of
quantitation (LLQ) for avelumab.

The PK parameter analysis setis a subset of the PK concentration analysis set and will
mclhude patients who have at least one of the PK parameters of mterest for avelumab.

4.3.3. Biomarker analysis set

The biomarker analysis setis a subset of the safety analysis set and will mclude patients who
have at least one baselne biomarker assessment performed.

4.3.4. Immunoge nicity analysis set

The immunogenicity analysis set is a subset of the safety analysis setand will mchide

patients who have at least one ADA/nAb sample collected for avelumab m Arm A.

5. GENERAL METHODOLOGY AND CONVENTIONS

5.1. Hypotheses and Decision Rules
5.1.1. Hypotheses and sample size determination

The study is designed to test, m parallel, the following hypotheses:

Hoan patients - HR os (am a/amB) =1, versus Ha an patients - HRo0s (oAm a/am B) <1

Hypppiis : HRos (Arm A/Am B) >1, versus Happyi+ : HRog (Am A/Am B) <1
where HR os represents the hazard ratio for OS m the experimental arm vs the control arm.

Approximately 668 patients will be randomized to the treatment arms using a 1:1
randomization, stratified by best response to chemotherapy (CR or PR vs. SD) and site of
metastasis (visceral vs. non-visceral) at time of mitiatmg first-lme chemotherapy. The type 1
error rate will be split between the co-primary populations to preserve the overall type 1 error
rate for the study at0.025 one-sided. It is estimated that at least 50% of the randomized
patients will have adequate tissue for analysis and be determmed to have PD-L1-positive
tumors.

The sample size for this study is determmed based on the followmg assumptions:

e For all patients and patients with PD-L1-positive tumors receiving BSC alone after first-
line chemotherapy, the median OS is 12 months (Powles et al, 2015).

e For all patients receiving avelumab + BSC after first-lne chemotherapy, the median OS
is assumed to be 17.1 months.
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e For patients with PD-L1-positive tumors receiving avelumab + BSC after first-line
chemotherapy, the median OS is assumed to be 18.5 months.

This corresponds to a hazard ratio (HR) of 0.7 for all patients and 0.65 for patients with
PD-LI1-positive tumors under the exponential model assumption.

For all patients, if the true HR is 0.7 under the alternative hypothesis, a total of 425 OS
events will be required to have 93% power to detect a HR of 0.7 usmg a one-sided log rank
test ata significance level of 0.015 and a 2-look group-sequential design with Lan-DeMets
(O’Brien-Fleming) a-spendng function to determme the efficacy boundary and a Gamma
Family (-8) B-spending function to determme the non-bmdng futility boundary.

For patients with PD-L1-positive tumors, if the true HR 1s 0.65 under the alternative
hypothesis, then a total of 219 OS events will be required to have 80% power to detecta HR
of 0.65 usmg a one-sided log rank test at a significance level of 0.01 and a 2-look group
sequential design with Lan-DeMets (O’Brien-Fleming) o.-spending function to determme the
efficacy boundary and a Gamma Family (-8) B-spending function to determme the non-
bmding futility boundary.

The sample size further assumes a 5% drop-out rate for OS on either treatment arm, a
non-uniform patient accrual accomplished over a 28-month period. The data cut-off for the
primary OS analysis will occur after the target number of events has been reached m both
co-primary populations and the last patient randomized m the study has been followed for at
least 12 months after randomization.

5.1.2. Decision rules

To protect the mtegrity of the study and to preserve the type I error rate, a fraction of alpha
for efficacy will be spent at the mterim analysis and accounted for m the overall type I error
rate (if the mterim analysis is performed exactly at the planned number of OS events, alpha
spent at mtermm 1s 0.005 for all patients and 0.002 for patients with PD-L1-positive tumors).
The significance levels for the mterim and fmal efficacy analyses of OS will be determmed
by usmg the Lan-DeMets procedure with an O’Brien-Fleming stopping boundary. The
overall significance level for the efficacy analysis of OS will be preserved at (one-sided)
0.015 for all patients and 0.01 for patients with PD-L1-positive tumors.

Two analyses will be performed for OS:

The mterim analysis of OS will be performed after at least 315 of all randomized patients
have died (74% of the target number of OS events for the “all patients’ population), and all of
the followmg conditions have been met:

1) all mitially planned patients have been randomized, and

2) at least 146 patients with PD-L1-positive tumors have died (approxmately 66.7% of the
total OS events expected m the ‘patients with PD-L1-positive tumors’ population).
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The primary analysis of OS will be performed after at least 425 of all randomized patients
and at least 219 patients with PD-L1-positive tumors have died, and the last patient
randomized m the study has been followed for at least 12 months after randomization.

The study will have met its primary objective if the experimental arm is statistically
significantly superior to the control arm for either one of the co-primary populations, either at
the time of the mterim analysis or at the time of the fmal analysis.

The efficacy and futility boundaries for the co-primary populations with the planned number
of events at mterim look are listed below m Table 5. The boundary values will be updated
using the pre-specified o.- and B-spending functions with the observed number of events at
the time of the mterim analysis. If the value of the test statistic for OS exceeds the efficacy
boundary, then the expermimental arm may be declared statistically significantly superior to
the control arm (in the ‘all patients’ or “patients with PD-L1-positive tumors’ populations).
If the value of the test statistic for OS exceeds the futility boundary, the study may be
stopped for futility. Alternatively, as appropriate, the sample size of the study may be
adjusted usmg the method outlned by Cui etal (1999). If the results of the mterim analysis
mdicate serious safety concerns, the sponsor, m conjunction with the External Data
Monitormg Committee (E-DMC), will communicate with the Health Authorities regardng
stoppmg the clinical trial

Table S. Stopping Boundaries for Overall Survival

Population Number of Ffficacy Futility

Events Zscale p-value (one-sided) Zscale p-value (one-sided)
All patients 315 z7<-2595  p<0.005 z>-0.789 p>0.215
Patients withPD- 146 72<-2947  p<0.002 z2>-0.397 p>0.346

L1-positive tumors

Smce the observed number of events at the mterrm analysis for each comparison may not be
exactly equal to the planned number of OS events for that comparison, the efficacy and
futility boundaries will be updated based on the actual number of observed events usmg the
pre-specified a-and B-spending functions. Therefore, the observed Z-test statistic at the
mterim analysis will be compared with the updated efficacy and futiity boundaries. If the
study contmues to final analysis, the p-value that will be used to declare statistical
significance at the final analysis will be based on the actual number of OS events
documented at the cut-off date for the fmal analysis and the a already spent at the mterm
analysis. Therefore, if the mterim analysis occurs exactly after 315 events for all patients and
146 events for patients with PD-L1-positive tumors, and the study contmues until the fnal
analysis, the observed p-value for the comparison will have to be <0.014 for all patients and
<0.009 for patients with PD-L1-positive tumors to declare statistical significance for that
population. Ifthe number of events m the fmal analysis deviates from the expected number
of events, the fmal analysis criterion will be determmed so that the overall significance level
across all analyses i1s mamtamed at one-sided 0.025.

Page 22



Avelumab
B9991001 (MSB0010718C) Statistical Analysis Plan

Based on the stoppmg boundaries, the timmg of mterim analysis and mformation fractions
defmed above the design has the followmg operating characteristics.

Table 6. Simulated cumulative probabilities to stop for futility at the interim or final

OS analysis
Scenario Look Number Calendar Time P(RejectHs) P(Reject Ha)
of OS (months)
events
Ho att patienss 1S tTUE Interim 315 29 0.0051 0.7817
(HR=1)
Final 425 36 0.0163 0.9837
Ha At patienss 1S true Interim 315 31 0.7039 0.0098
(HR=0.7)
Final 425 39 0.9257 0.0743

Simmlations performed in EAST 6 with number of sinmlations =10,000 and seed (Ho Ha }=3637647,
15346244

Hoppri+ is true Tnterim 146 28 0.0008 0.6576
(HR=1)

Final 219 37 0.0100 0.9900
H.ppris is true Interim 146 30 0.3670 0.0136
(HR=0.65)

Final 219 41 0.8066 0.1934

Simmlations performed in EAST 6 with number of sinmlations =10,000 and seed (Ho . Ha }=15459942,
15509960.

The actual Interim Analysis and Final Analysis will occur at the same calendar time for both patient
populations corresponding to thelatest of achieving the target number ofevents in each population.

5.2. General Methods

As described m Section 3.4, m this study ‘treatment arm’ refers to one of the followmg:

e Arm A = Avelumab + BSC:
e ArmB =BSC alone.

Endpomts will be summarized based on the analysis sets described m Table 4 by treatment
arm, unless otherwise specified.

5.2.1. Data handling after the cut-off date

Data after the cut-off date may not undergo the cleanmg process and will not be displayed m
any listmgs or used for summary statistics, statistical analyses or imputations.

5.2.2. Pooling of centers

In order to provide overall estimates of treatment effects, data will be pooled across centers.
The ‘center’ factor will not be considered m statistical models or for subgroup analyses due

to the high number of participating centers in contrast to the anticipated small number of
patients randomized at each center.
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5.2.3. Presentation of continuous and qualitative variables

Contmuous variables will be summarized using descriptive statistics ie, number of non-
missing valies and number of missing values [ie, n (missmg)]|, mean, median, standard
deviation (SD), mmimum, maximum and first and third quartile (Q1 and Q3).

Qualitative variables will be summarized by frequency counts and percentages. Unless
otherwise specified, the calculation of proportions will inclide the missing category.
Therefore, counts of missmg observations will be mcluded m the denommator and presented
as a separate category.

In case the analysis refers only to certam visits, percentages will be based on the number of
patients still present m the study at that visit, unless otherwise specified.
5.2.4. Definition of study day

Start day of study treatment is the day of the first dose of study treatment m Arm A, and the
day of Cycle 1 Day 1 m Arm B.

The study day for assessments occurring on or after the start of study treatment (eg, adverse
event onset, tumor measurement) will be calculated as:

Study day = Date of the assessment/event - start of study treatment + 1.

The study day for assessments occurring prior to the first dose of study treatment (eg,
baseline characteristics, medical history) will be negative and calculated as:

Study day = Date of the assessment/event - start of study treatment.
The study day will be displayed m all relevant data listings.

5.2.5. Definition of start of new anti-cancer drug therapy

Start date of new anti-cancer drug therapy is used to determme the end of the on-treatment
period (see Section 5.2.7).

The start date of new anti-cancer drug therapy is the earliest start date of antrcancer drug
therapy recorded m the ‘Follow-up Cancer Therapy’ eCRF pages that is after the first dose of
study treatment. When the start date of anticancer drug therapy 1s missing or partially
missmg, the imputation rules described m Section 5.3.3.4 should be applied usmg only data
from the ‘Follow-up Cancer Therapy’ eCRF pages.

5.2.6. Definition of start of new anti-cancer therapy

Start date of new anti-cancer therapy (drug, radiation, surgery) is used for censormg in
efficacy analyses (see Section 6.1.1 and Section 6.2.2).
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The start date of new anti-cancer therapy is the earliest date after randomization amongst the
followmg:

e Start date of anti-cancer drug therapy recorded m the ‘Follow-up Cancer Therapy’ eCRF
pages

e Start date of radiation therapy recorded m ‘Concomitant Radiation Therapy’, and

‘Follow-up Radiation Therapy’ eCRF pages with ‘Treatment Intent” = ‘Curative m
mtent’

e Surgery date recorded m ‘Concomitant Surgery’, and ‘Follow-up Surgery’ eCRF pages
when ‘Surgery Outcome” = ‘Resected’ or ‘Partially Resected’.

When start date of anti-cancer therapy is missing or partially missmg, the mputation rules
described m Section 5.3.3.4 should be applied usmg ‘Follow-up Cancer Therapy’,
‘Concomitant Radiation Therapy’, ‘Follow-up Radiation Therapy’, ‘Concomitant Surgery’,
and ‘Follow-up Surgery’ eCRF pages.

5.2.7. Definition of on-tre atment period

Safety endpomts will be summarized based on the on-treatment period unless otherwise
specified. On-treatment period is defmed as follows:

e Arm A: tmme from the first dose of study treatment through mmmum (30 days + last dose
of study treatment, start day of new antrcancer drug therapy — 1 day);

e Arm B: time from Cycle 1 Day 1 through mmmum (30 days + end date of BSC, start day
of new antrcancer drug therapy — 1 day).

Here, ‘end date of BSC’ 1s the date of completion or discontmuation as collected m the
‘Disposition - Treatment Phase’ eCRF page.

Safety data collected outside the on-treatment period as described above will be hsted and
flagged m listings but will not be summarized.

5.2.8. Standard derivations and reporting conventions

The following conversion factors will be used to convert days mto weeks, months or years:
1 week =7 days, 1 month = 30.4375 days, 1 year = 365.25 days.

Demographics and physical measurements:
e Age [years]:
— (date of given mformed consent - date of birth + 1) / 365.25;

— Incase of missmg day, day only: Age [years]: (year/month of given mformed consent
— year/month of birth);
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— Incase only year of birth is given: Age [years]: (year of given mformed consent -
year of birth).

The mteger part of the calculated age will be used for reportmg purposes.

e BMI (kg/m?) =weight (kg)/[height (m)]?

For reporting conventions, mean and median should generally be displayed one more
decmmal place than the raw data and standard deviation should be displayed to two more
decimal places than the raw data. Percentages will be reported to one decimal place. The
roundmg will be performed to closest mteger / first decimal using the common mid-pomt
between the two consecutive values. Eg, 5.1 to 5.4 will be rounded to an mteger of 5, and 5.5
to 5.9 will be rounded to an integer of 6.

5.2.9. Unscheduled visits

Generally, data collected at unscheduled visits will be mcluided and analyzed for both safety
and efficacy analyses i the same fashion as the data collected at scheduled visits except
where otherwise noted m the sections that follow. Descriptive statistics (mean, SD, median,
mmnimum, maximum, quartiles) by nomimal visit or time pomt for safety endpomts such as
laboratory measurements, ECGs and vital signs will mclide only data from scheduled visits.

5.2.10. Ade quate baseline tumor assessment

Adequate baselne is defined using the followmg criteria:

e All baselme assessments must be withn 28 days prior to and mchiding the date of
randomization.

e For patients with evidence of disease at baseline, all documented lesions must have non-
missing assessments (ie, non-missmg measurements for target lesions and non-missmg
lesions assessment status at baseline for non-target lesions).

5.2.11. Adequate post-baseline tumor assessment

An adequate post-baseline assessmentis defined as an assessment with no evidence of
disease (for patients with no evidence of disease at baselne) or where a response of CR, PR,
SD, non-CR/non-PD, or PD can be determmed (see Section 6.2.2.3). Time pomnts where the
response 1s not evaliable (NE) or no assessment was performed will not be used for
determmmg the censormg date.

5.3. Methods to Manage Missing Data
5.3.1. Missing data

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

In all patient data listmgs mmputed values will be presented. In all listings mmputed
mformation will be flagged.
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Missing statistics, eg when they cannot be calculated, should be presented as ‘ND’ or ‘NA’.

For example, if N=1, the measure of variability (SD) cannot be computed and should be
presented as ‘ND” or ‘NA’.

5.3.1.1. Pharmacokinetic concentrations

Concentrations Below the Limit of Quantification

For all calculations, figures and estimation of mdividual pharmacokmetic parameters, all
concentrations assayed as below the level of quantification (BLQ) will be set to zero. The
BLQ values will be excluded from calculations of geometric means and ther confidence
mtervals (CIs). A statement similar to ‘All values reported as BLQ have been replaced with
zero’ should be mcluded as a footnote to the appropriate tables and figures.

Deviations, Missing Concentrations and Anomalous Values

In summary tables and plots of median profiles, concentrations will be set to missing if one
of the followmg cases is true:

1. A concentration has been reported as ND (ie, not done) or NS (ie, no sample);

2. A deviation m sampling time is of sufficient concern or a concentration has been
flagged as anomalous by the clnical pharmacologist.

Summary statistics will not be presented ata particular time pomt if more than 50% of the
data are missmg. For analysis of pharmacokmetic concentrations, no valies will be mputed
for missmg data.

5.3.1.2. Pharmacokine tic parameters

Whether actual or nommal PK samplng time will be used for the derivation of PK
parameters will be determmed by the results of mterim PK analyses. If a PK parameter
cannot be derived from a patient’s concentration data, the parameter will be coded as NC (ie,
not calculated). NC values will not be generated beyond the day that a patient discontinues.

In summary tables, statistics will be calculated by settng NC values to missing. Statistics
will not be presented for a particular treatment if more than 50% of the data are NC. For
statistical analyses (ie, analysis of variance), PK parameters coded as NC will also be set to
missmg.

If an mdividual patient has a known biased estimate of a PK parameter (due for example to a
deviation from the assigned dose level), this will be footnoted m summary tables and will not
be mcluded m the calculation of summary statistics or statistical analyses.

5.3.2. Handling of incomplete dates

5.3.2.1. Disease history

Incomplete dates for disease history (eg, mitial diagnosis date, date of documented, locally
advanced, moperable or metastatic disease diagnosis, date of response or progression in prior
treatment) will be mputed as follows:
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e If the day is missing, it will be imputed to the 15% day of the month.

e Ifboth day and month are missmg and the year is prior to the year of the first study
treatment, the month and day will be mputed as July 1st.

e Ifboth day and month are missing and the year is same as the year of the first study
treatment, the month and day will be imputed as January 1st.

e If the date is completely missmg, no mputation will be performed.

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

e If the AE onset date is missimg completely, then the onset date will be replaced by the
start of study treatment.

e If only the day part of the AE onset date is missing, but the month and year are equal to
the start of study treatment, then the AE onset date will be replaced by the start of study
treatment. For example, if the AE onset date 1s --/JAN/2015, and study treatment start
date is 15/JAN/2015, then the imputed AE onset date will be 15/JAN/2015.

e If both the day and month of the AE onset date are missing but the onset year is equal to
the start of study treatment, then the onset date will be replaced by the start of study
treatment. For example, if AE onset date is --/---/2014, and study treatment start date is
19/NOV/2014, then the imputed AE onset date will be 19/NOV/2014.

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

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

e In all other cases the mcomplete stop date will not be imputed. If stop date of AE is after
the date of cut-off, outcome of AE is ongomg at cut-off.

5.3.2.3. Prior and concomitant medications

Incomplete prior/concomitant medication dates will be imputed as follows:

e [f the medication date is missing completely, then the medication date will be replaced by
the start of study treatment.

e If the day of medication date is missing, but the month and year are equal to the start of
study treatment, then the medication date will be replaced by the start of study treatment.
For example, if the medication start date is --/JAN/2015, and study treatment start date is
15/JAN/2015, then the mputed medication start date will be 15/JAN/2015.

e If both the day and month of medication start date are missmg but the start year is equal
to the start of study treatment, then the medication date will be replaced by the start of
study treatment. For example, if the medication start date is --/---/2014, and study
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treatment start date is 19/NOV/2014, then the mputed medication start date will be
19/NOV/2014.

In all other cases the missmg medication day or missing medication month will be
replaced by 1.

Incomplete stop date will be replaced by the last day of the month (if day is missmg
only), if not resulting n a date later than the date of patient's death. In the latter case the
date of death will be used to impute the mcomplete stop date.

In all other cases the mcomplete medication stop date will not be imputed.

5.3.2.4. Exposure

No mputation will be done for first dose date. Date of last dose of study drug, if unknown or
partially unknown, will be mputed as follows:

If the last date of study drug is completely missmg and there is no End of Treatment
eCRF page and no death date, the patient should be considered to be ongomg and use the
cut-off date for the analysis as the last dosmg date

If the last date of study drug is completely or partially missmg and there is EITHER an
End of Treatment eCRF page OR a death date available (withn the cut-off date), then
mputed last dose date is:

=31DECYYYY, if only Yearis available and Year < Year of mm (EOT date, death date)

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

=mm (EOT date, death date), for all other cases.

5.3.3. Imputation rules for date of last contact and efficacy assessments
5.3.3.1. Date of last contact

The date of last contact will be derived for patients not known to have died at the analysis
cut-off usmg the latest complete date among the followmng:

All patient assessment dates (blood draws (laboratory, PK), vital signs, performance
status, ECG, tumor assessments)

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

AE start and end dates

Last date of contact collected on the ‘Survival Follow-up’ eCRF (do not use date of
survival follow-up assessment unless status is ‘alive’)

Study drug start and end dates

Randomization date
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e Withdrawal of consent date

e Date of discontmuation on disposition eCRF pages (do not use if reason for
discontmuation is lost to follow-up).

Only dates associated with actual exammations of the patient will be used m the derivation.
Dates associated with a technical operation unrelated to patient status such as the date a
blood sample was processed will not be used. Assessment dates after the cut-off date will not
be applied to derive the last contact date.

5.3.3.2. Death date

Missmg or partial death dates will be imputed based on the last contact date:
e If the date is missing it will be imputed as the day after the date of last contact

e If the day or both day and month is missng, death will be imputed to the maxmum of the
full (non-mputed) day after the date of last contact and the followmg:

- Missmg day: 1st day of the month and year of death
- Missmg day and month: January 1st of the year of death.

5.3.3.3. Tumor assessments

All mvestigation dates (eg, X-ray, CT scan) must be completed with day, month and year.

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

If one or more mvestigation dates for an evaluation are mcomplete but other mvestigation
dates are available, the mcomplete date(s) are not considered for calculation of the
assessment date and assessment date is calculated as the earliest of all mvestigation dates (eg,
X-ray, CT-scan).

If all measurement dates for an evaluation have no day recorded, the 15t of the month is used.

If the month is not completed, for any of the mvestigations for an evaluation, the respective
assessment will be considered to be at the date which is exactly between the previous and the
followmg assessment. If both a previous and following assessments are not available, this
assessment will not be used for any calculations.

5.3.3.4. Date of start of new anti-cancer therapy

Incomplete dates for start date of new anti-cancer therapy (drug therapy, radiation, surgery)
will be mputed as follows and will be used for determming censoring dates for efficacy
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analyses and m the derivation of the end of on-treatment period. PD date below refers to PD
date by mvestigator assessment.

The end date of new anti-cancer therapy will be included m the imputations for start date
of new anti-cancer therapy. Ifthe end date of new anti-cancer therapy is

completely missmg then it will be ignored m the imputations below

partially missmg with only year (YY YY) available then the mputations below will
consider 3IDECYYYY as the end date of the new anti-cancer therapy

partially missmg with only month and year available then the mputations below will
consider the last day of the month for MMMY Y Y'Y as the end date of the new anti-
cancer therapy

For patients who have not discontimued study treatment at the analysis cut-off date, last
dose of study treatment is set to the analysis cut-off date m the imputations below.

If the start date of new anti-cancer therapy is completely or partially missing, then the
mputed start date of new anti-cancer therapy is derived as follows:

Start date of new anti-cancer therapy is completely missmg

Imputed start date = mm [max(PD date + 1, last dose of study treatment + 1), end date
of new anti-cancer therapy]

Only vear (YYYY) for start of anti-cancer therapy is available

[FYYYY < Year of mm [max(PD date + 1, last dose of study treatment + 1), end
date of new anti-cancer therapy] THEN mputed start date =31DECYYYY;

ELSE IF YYYY = Year of min [max(PD date + 1, last dose of study treatment + 1),
end date of new anti-cancer therapy]

THEN mputed start date = mm [max(PD date + 1, last dose of study treatment + 1),
end date of new anti-cancer therapy]

ELSE IF YYYY > Year of mn [max(PD date + 1, last dose of study treatment + 1),
end date of new anti-cancer therapy]

THEN mputed start date =01JANYYYY

Both Year (YYYY) and Month (MMM) for start of anti-cancer therapy are available
IF

YYYY = Year of min [max(PD date + 1, last dose of study treatment + 1), end
date of new anti-cancer therapy], AND

MMM < Month of min [max(PD date + 1 day, last dose of study treatment + 1
day), end date of new anti-cancer therapy]

THEN
mputed startdate = DAY (Lastday of MMM) MMM YYYY;
ELSE IF
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YYYY = Year of mm [max(PD date + 1, last dose of study treatment + 1), end
date of new anti-cancer therapy|, AND

MMM = Month of min [max(PD date + 1 day, last dose of study treatment + 1
day), end date of new anti-cancer therapy]|

THEN

mputed startdate = min [max(PD date + 1 day, last dose of study treatment + 1
day), end date of new anti-cancer therapy]);

ELSE IF

YYYY = Year of mm [max(PD date + 1, last dose of study treatment + 1), end
date of new anti-cancer therapy], AND

MMM > Month of min [max(PD date + 1 day, last dose of study treatment + 1
day), end date of new anti-cancer therapy]

THEN
mputed startdate =01 MMM YYYY;
ELSE IF

YYYY < Year of mm [max(PD date + 1, last dose of study treatment + 1), end
date of new anti-cancer therapy]|

THEN
mputed startdate = DAY (Lastday of MMM) MMM YYYY;
ELSE IF

YYYY > Year of mn [max(PD date + 1, last dose of study treatment + 1), end
date of new anti-cancer therapy|

THEN
mputed startdate =01 MMM YYYY.

5.3.3.5. PRO data

If there are missmg items on the FBISI-18, subscale scores can be prorated. This is done by
multiplying the sum of the subscale by the number of items m the subscale, then dividmg by
the number of ttems actually answered, as follows:

Prorated subscale score = [Sum of tem scores] x [Number of items i subscale]| + [Number
of tems answered]

When there are missing data, proratmg by subscale m this way is acceptable if > 50% of the
items were answered. The total score is then calculated as the sum of the un-weighted
subscale scores. In addition, a total score should only be calculated if all of the component
subscales have valid scores.

For the EQ-5D-5L, questions not answered will be considered missmg items and will not be
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utiized. For EQ-5D-5L, the entre utility score for that cycle is deemed missing if the
answer to any one of the 5 dimensions is missing.

6. ANALYSES AND SUMMARIES
Refer to Section 4 for defmnitions of analysis sets and Section 5.2 for general methodology.
6.1. Primary Endpoint

6.1.1. Overall Survival
6.1.1.1. Primary Analysis
The following analyses will be based on the FAS usmg the strata assigned at randomization.

Overall survival (OS) is defmed as the time from date of randomization to the date of death
due to any cause. Patients last known to be alive will be censored at date of last contact.

OS (months) = [date of death or censoring — date of randomization + 1]/30.4375

The primary analysis of OS will compare the OS time between the experimental arm and the
control arm withm each of the co-primary populations, and will be performed using a one-
sided stratified log-rank test as described m Section 5.1.

The treatment effect will be estimated usmg a Cox’s Proportional Hazard model stratified by
the randomization strata to calculate the hazard ratio. Each stratum will defne a separate
baseline hazard function (using the 'STRATA' statement m SAS PROC PHREG), i for the 1-
th stratum the hazard function is expressed as: h(it) = h(10:t) exp(xp), where h(10:t) defmes
the baseline hazard function for the rth stratum and x defines the treatment arm (O=control
arm, 1= experimental arm) and f is the unknown regression parameter.

Ties will be handled by replacing the proportional hazards model by the discrete logistic
model (Ties=Discrete option m SAS PROC PHREG).

In order to account for the group sequential design m this study, the repeated CI (RCI)
method (Jennison and Turnbull, 2000), will be used to construct the 2-sided RCIs for the
hazard ratio at the mterim and the final analyses of OS.

In addition, the unadjusted 95% CIs for the hazard ratio will also be reported at the mterim
and the fal analyses for OS.

Kaplan-Meier estimates (product-limit estimates) will be presented by treatment arm together
with a summary of associated statistics mcluding the median OS tmme with two-sided 95%
CIs. In particular, the OS rates at 6, 12, 18, 24 and 30 months will be estimated with
correspondmg 2-sided 95% CIs. The CIs for the median will be calculated according to
Brookmeyer and Crowley (1982) and the CIs for the survival function estimates at the time
pomts defmed above will be derived using the log-log transformation according to
Kalbfleisch and Prentice (2002) (conftype=loglog default option n SAS Proc LIFETEST)
with back transformation to a CI on the untransformed scale. The estimate of the standard
error will be computed using Greenwood’s formula.
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Frequency (number and percentage) of patients with an event (death) and censormg reasons
will be presented by treatment arm. Reasons for censoring will be summarized accordmg to
the categories m Table 7 following the hierarchy shown.

Table 7. OS Censoring Reasons and Hierarchy

Hierarchy | Condition Censoring Reason
1 No event and [withdrawal of consentdate > date of Withdrawal of consent
randomization OR End of study (EOS)= Patient refused
further follow-up]
2 No eventand [lostto follow-up m any dispositionpage OR | Lost to follow-up
data cut-offdate — last contact date > 16 weeks]
3 No event and noneofthe conditions m the prior hierarchy | Alive
are met

The OS time or censoring time and the reasons for censoring will also be presented m a
patient listing.

Time of Follow-Up for OS

A Kaplan-Meier plot for OS follow-up duration will also be generated to assess the follow-up
time m the treatment arms reversing the OS censoring and event indicators. Kaplan-Meier
estmates (product-limit estimates) will be presented by treatment arm together with a
summary of associated statistics mchiding the median time of follow-up for OS with 2-sided
95% ClIs. In particular, the rates 6, 12, 18, 24 and 30 months will be estimated with
correspondmg 2-sided 95% ClIs.

6.2. Secondary Endpoint(s)

6.2.1. Safety Endpoints
Refer to Section 6.6.

6.2.2. Efficacy Endpoints

The following analyses will be based on the FAS by treatment arm unless otherwise
specified. Assessment of response will be made usmg RECIST vl.1. Analyses for tumor-
related endpomts will be performed based on BICR assessment and based on Investigator
assessment.

Efficacy endpomts defined below will be summarized separately for each of the co-primary
populations.

6.2.2.1. Progression Free Survival

Progression-Free Survival (PFS) is defined as the time from the date of randomization to the
date of the first documentation of PD or death due to any cause, whichever occurs first.

Page 34



Avelumab

B9991001 (MSB0010718C) Statistical Analysis Plan

PFS data will be censored on the date of the last adequate tumor assessment for patients who
do not have an event (PD or death), for patients who start a new anti-cancer therapy prior to
an event (see Section 5.2.6) or for patients with an event after 2 or more missimg tumor
assessments. Patients who do not have an adequate baselne tumor assessment or who do
not have an adequate post-baselne tumor assessment will be censored on the date of
randomization unless death occurred on or before the time of the second planned tumor
assessment (ie < 16 weeks after the date of randomization) m which case the death will be

considered an event.

In this study antitumor actvity will be assessed through radiological tumor assessments

conducted at screenmg, at 8 weeks after randomization, then every 8 (+3 days) weeks for up
to 1 year from randomization, and every 12 weeks (3 days) thereafter until PD as assessed
by BICR regardless of mitiation of subsequent anti-cancer therapy.

The censoring and event date options to be considered for the PFS and DR analysis are

presented m Table 8.

PFES (months) = [date of event or censoring — date of randomization +1]/30.4375

Table 8. Outcome and event dates for PFS analyses
Scenario Date of event/censoring Outcome
No adequate baseline assessment Date ofrandomization * Censored®
PD or death Date of PD or death Event
- Afterat mostone missingor
inadequate post-baseline tumor
assessment, OR
- <16 weeks afterthe dateof
randomization
PD or death Date oflast adequate tumor Censored
- After2 ormore missing or assessment ® documentingno PD
inadequatepost-baseline tumor before new anti-cancer therapyis
assessments given or missed tumor assessments
No PD andno death Date oflast adequate tumor Censored
assessment ® documentingno PD
before new anti-cancer therapyis
given ormissed tumor assessments
Treatment discontinuation due to ‘Disease | Notapplicable Information is ignored.
progression’ without documented progression Outconx is derived
based ondocumented
progressiononly.
New anti-cancer therapy given Date oflast adequate tumor Censored

assessment * documentingno PD
before new anti-cancer therapyis
given or missed tumor assessments

* Howeverifthe patient dies <16 weeks after the date ofrandomization the deathis an eventwith date ondeath

date

® If there are no adequate post-baseline assessments prior to PD or death, then the time without adequate

Page 35




Avelumab
B9991001 (MSB0010718C) Statistical Analysis Plan

| Scenario | Date of event/censoring Outcome

assessment should be measured fromthe date of randomization: if the criteria were met the censoringwill be on
the date ofrandomization.

A stratified log-rank test (1-sided) will be used to compare the PFS time based on BICR
assessment between the experimental arm and the control arm.

The treatment effect will be estimated usmg a Cox’s Proportional Hazard model stratified by
the randomization strata to calculate the hazard ratio. Each stratum will define a separate
baseline hazard function (using the 'STRATA' statement m SAS PROC PHREG), ie for the 1-
th stratum the hazard function is expressed as: h(x;t) = h(10;t) exp(xp), where h(10;t) defmes
the baseline hazard function for the -th stratum and x defines the treatment arm (O=control
arm, 1= experimental arm) and P is the unknown regression parameter.

Ties will be handled by replacing the proportional hazards model by the discrete logistic
model (Ties=Discrete option m SAS PROC PHREG).

Kaplan-Meier estimates (product-limit estimates) will be presented by treatment arm together
with a summary of associated statistics mcluding the median PFS time with 2-sided 95% CIs.
In particular, the PFS rates at 3, 6, 9, 12 and 15 months will be estimated with corresponding
2-sided 95% CIs. The CIs for the median will be calculated according to Brookmeyer and
Crowley (1982) and the ClIs for the survival function estimates at the time pomts defmed
above will be derived using the log-log transformation accordmng to Kalbfleisch and Prentice
(2002) (conftype=loglog default option m SAS Proc LIFETEST) with back transformation to
a CI on the untransformed scale. The estimate of the standard error will be computed using
Greenwood’s formula.

Frequency (number and percentage) of patients with each event type (PD or death) and
censoring reasons will be presented by treatment arm. Reasons for censormg will be
summarized according to the categories m Table 9 followmg the hierarchy shown.

Table 9. PFS Censoring Reasons and Hierarchy

Hierarchy | Condition Censoring Reason
1 No adequate baseline assessment No adequate baseline assessment
2 Start of new anti-cancer therapy Start ofnew anti-cancer therapy
3 Event after 2 ormore missing or inadequate post-baseline | Eventafter2 ormore missing
tumor assessments/date ofrandomization assessments *
4 No event and [withdrawal of consentdate > date of Withdrawal of consent
randomization OR End of study (EOS)= Patient refused
further follow-up]
5 No event and lost fo follow-up in any dispositionpage Lost to follow-up
6 No event and [EOS present OR dispositionpage forany No adequate post-baseline tumor
epoch after screening says patient willnot continue into assessment
any subsequent phase ofthe study] and no adequate post-
baseline tumor assessment
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7 No event and noneof the conditions m the prior hierarchy | Ongomg withoutan event
are met

* 2 or more missing or inadequate post-baseline tumor assessments.

The PFS time or censormg time and the reasons for censormg will also be presented m a
patient listing.

Time of Follow-Up for PFS

A plot will be generated to compare planned and actual relative day of tumor assessments by
treatment arm. A Kaplan-Meier plot for PFS follow-up duration will also be generated to
assess the follow-up time m the treatment arms reversing the PFS censoring and event
mdicators. Kaplan-Meier estimates (product-mit estimates) will be presented by treatment
arm together with a summary of associated statistics mcluding the median time of follow-up
for PFS with 2-sided 95% CIs. In particular, the rates at 3, 6, 9, 12 and 15 months will be
estiated with corresponding 2-sided 95% Cls.

BICR vs Investigator Assessment

A summary of the BICR assessment versus mvestigator assessment will be provided
mchiding numbers of concordant and discordant assessments as well as the number of cases
where PFS event was assessed at different timepomts based on BICR and mvestigator
assessments.

Table 10 outlines the possible outcomes by mvestigator and BICR (Amit et al, 2011).

Table 10. Possible Outcomes for Investigator vs BICR

BICR
Event No Event
Investigator Event a=al+a2+a3 b
No Event c d

al: number ofagreements on timing and occurrence of event;

a2: number oftimes agreement on eventbut INVdeclares eventlater than BICR:
a3: number oftimes agreement on eventbut INVdeclares eventearlier than BICR;
N=a+b+cHd.

The timing agreement ofeventis definedas a window of+7 days

The followmg measure of discordance will be calculated for each treatment arm:
e Total Event Discrepancy Rate: (b+c) /N
e Early Discrepancy Rate (EDR): (a3+b) / (a+h)

e Late Discrepancy Rate (LDR): (a2+c) / (a2+a3+b+c)
e Overall Discrepancy Rate: (a2+a3+b+c) /N
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The EDR represents the positive predictive value of mvestigator assessment and quantifies
the frequency with which the mvestigator declares PFS event earlier than BICR withm each
treatment arm as a proportion of the total number of mvestigator assessed events.

The LDR quantifies the frequency with which the mvestigator declares PFS event later than
BICR as a proportion of the total number of discrepancies within the treatment arm.

Discordance metrics are calculated for each treatment arm and, for each metric, the
difference m discordance between the experimental and control arms is used to evaluate
potential bias. Ifthe discordance is similar across the treatment arms, then this suggests the
absence of evaluation bias favoring a particular treatment arm. A negative differential
discordance for EDR and/or a positive differential discordance for LDR may be mdicative of
mvestigator evaluation bias m favor of the experimental arm (Amit etal 2011).

6.2.2.2. Sensitivity analyses for overall survival

The followmg sensitivity analyses will be performed to explore the robustness of the primary
analysis results for OS. These analyses are regarded as purely exploratory. The sensitivity
analyses will repeat the primary analysis (p-value, HR and 95% CIs) described m Section
6.1.1.1 with the modifications below:

e PP analysis set

e unstratified

Methods for evaluating the validity of model assumptions

The proportional hazards assumption will be checked visually by plotting log(-log(OS))
versus log(tie) within each randomization stratum.

Schoenfeld residuals for the stratified Cox proportional regression model will be plotted to
mvestigate graphically violations from the proportional hazards (PH) assumption; a non-zero
slope 1s evidence of departure from PH. The PH assumption will be formally tested using
Schoenfeld’s residual test (Schoenfeld, 1980; Therneau and Grambsch, 2000). Large
departures from PH will be evidenced by a p-value <0.05.

If these show large departures from proportional hazards, then OS assessment will also be
analyzed based on restricted mean survival time (RMST) differences (Zhang, 2013).

Restricted Mean Survival Time (RMST)

The hazard ratio estimate from the Cox proportional hazard model s routinely used to
emprrically quantify the between-arm difference under the assumption that the ratio of the
two hazard functions is constant over time. When this assumption is plausible, such a ratio
estimate may capture the relative difference between two survival curves. However, the
clinical meanmng of such a ratio estimate is difficult, if not ipossible, to mterpret when the
underlymg PH assumption is violated (ie, the hazard ratio 1s not constant over time).
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The RMST is a robust and clinically mterpretable summary measure of the survival time
distribution. Unhke median survival time, it is estimable even under heavy censormg. There
is a considerable body of methodological research (eg, Royston and Parmar, 2011; Uno,Wei,
et al, 2014; Zhang, 2013) about the use of RMST to estimate treatment effects as an
alternative to the hazard ratio approach.

The RMST methodology is applicable mdependently of the PH assumption and can be used,
at a miimum, as a sensitivity analysis to explore the robustness of the primary analysis
results. However, when large departures from the PH assumption are observed, the log-rank
test 1s underpowered to detect differences between the survival distributions for the treatment
arms, and a test of the difference between the RMST for the experimental arm and the
control arm may be more appropriate to determme superiority of the experimental arm
compared to the control arm with respect to the time-to-event endpoint.

In particular, as it pertams to the cut-off point (1) to evaluate the RMST, it is noted that the
cut-off pomt should not exceed the mmmmm of the largest observed time for both treatment
arms so that the RMST of all treatment arms bemng evaluated can be adequately estimated
and comparison between treatments is feasible; 1 should be clnically meanmgful and closer
to the end of the study follow-up so that the majority of survival outcomes will be covered by
the time mterval. The RMST up to time T canthen be mterpreted as the expected survival
time restricted to the common follow-up tmme t among all patients. The selection of t should
ensure that the RMST evaluation will not go beyond the maximum time pomt where the
evaluation can be performed while also taking mto account a large period of time that is
expected to provide a meanmgful assessment of treatment effect. To avoid arbitrary
selection of the common cut-off T for both treatment arms, three sets of analyses will be
performed:

e 1;=mmmum of (largest observed OS time for the experimental arm, largest observed
OS tme for the control arm).

e 1, =mmmum of (largest OS event time for the experimental arm, largest OS event time
for the control arm).

e 13 =midpomt between t; and 1,.

The treatment effect between the expermmental arm and the control arm will be assessed
based on the difference m RMST. The associated 95% CI for the difference m means and 1-
sided p-value will be generated.

Exploratory analyses to investigate the impact of potential prognostic or effect
modifying (predictive) factors

See subgroups as defmed m Section 6.4.
Multivariable Cox regression analysis will be carried out to assess and adjust the treatment

effect for relevant baselne factors of potential prognostic mpact. A stepwise selection
procedure will serve to identify explanatory variables of potential prognostic valies
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additional to the randomization strata which will be mcluded m all models durng the
selection procedure. The Cox's Proportional Hazard model is defined as:

h(t) = h(0:t) eX®

where h(0;t) defines the baseline hazard function and X defines the vector of explanatory
variables and b the unknown vector of regression parameters.

In the stepwise selection procedure, variables are entered mto and removed from the model
m such a way that each forward selection step can be followed by one or more backward
elmmation steps. The stepwise selection process termmates if no further variable can be
added to the model or if the variable just entered mto the model is the only variable removed
m the subsequent backward eimmation. The level of significance for an explanatory variable
to enter the model is set to 0.15 (p-value of Score test) and the significance level for
removing it is setto 0.40 (p-value of Wald test). This analysis will be performed using the
stepwise selection method m SAS (Proc PHREG). Once this procedure stops, the factor
'treatment arm' will be added to the last selected model m order to evaluate the effect of
treatment on OS time when adjusted for the selected explanatory variables. The hazard ratios
of all selected explanatory variables and of treatment effects will be reported mcludmng 2-
sided 95% CIs. No mteractions will be considered. Post-baseline factors will not be
considered for the model

6.2.2.3. Objective response and tumor shrinkage

Bestoverall response (BOR) will be assessed based on reported overall lesion responses at
different evaluation time pomts from the date of randomization until the first documentation
of PD, according to the followmg rules. Only tumor assessments performed on or before the
start date of any further anti-cancer therapies will be considered mn the assessment of BOR.
Clinical deterioration will not be considered as documentation of disease progression.

BOR Based on Confirmed Responses:

e (R = at least two determmations of CR at least 4 weeks apart and before first
documentation of PD.

e PR =at least two determmations of PR or better (PR followed by PR or PR followed by
CR) at least 4 weeks apart and before first documentation of PD (and not qualifying for a
CR).

e SD (applicable only to patients with measurable disease at baseline) = at least one SD

assessment (or better) > 6 weeks after the date of randomization and before first
documentation of PD (and not qualifying for CR or PR).

e Non-CR/non-PD (applicable only to patients with non-measurable disease at baseline) =
at least one non-CR/non-PD assessment (or better) > 6 weeks after the date of
randomization and before first documentation of PD (and not qualifymg for CR or PR).

e PD = first documentation of PD < 12 weeks after the date of randomization (and not
qualifymg for CR, PR, SD or non-CR/non-PD).
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e NE: all other cases.

An objective status of PR or SD cannot follow one of CR. SD can follow PR only m the rare
case that tumor mcreases by less than 20% from the nadir, but enough that a previously
documented 30% decrease from baselne no longer holds. If this occurs, the sequence PR-
SD-PR is considered a confrmed PR. A sequence of PR —SD — SD — PD would be a best
response of SD if the window for SD defnition has been met.

Objective Response (OR) is defined as confirmed BOR of CR or PR according to RECIST
Wl d,

Patients who do not have a post-baselme radiographic tumor assessment due to early
progression, who receive anti-tumor therapies other than the study treatments prior to
reaching a CR or PR, or who die, progress, or drop out for any reason prior to reachmg a CR
or PR will be counted as non-responders i the assessment of OR. Each patient will have an
objective response status (0: no OR; 1: OR). OR rate (ORR) is the proportion of patients
with OR m the analysis set.

ORR by treatment arm will be calculated along with the 2-sided 95% CI using the Clopper-
Pearson method (exact CI for a bmomial proportion as computed by default by the FREQ
procedure usmg the EXACT option).

In addition, the frequency (number and percentage) of patients with a confirmed BOR of CR,
PR, SD, non-CR/non-PD (applicable only to patients with non-measurable disease at
baseline), PD,and NE will be tabulated. Patients with confrmed BOR of NE will be

summarized by reason for having NE status. The followmg reasons will be used:

e No baselne assessment

e No evidence of disease at baseline

e No post-baselne assessments due to death

e No post-baselne assessments due to other reasons

e All post-baseline assessments have overall response NE

e New anti-cancer therapy started before first post-baseline assessment

e SD of msufficient duration (<6 weeks after the date of randomization without further
evaluable tumor assessments)

e PD too late (>12 weeks after the date of randomization)

Special and rare cases where BOR is NE due to both SD of msufficient duration and late PD,
will be classified as ‘SD too early’ (ie, SD of msufficient duration).

The association of study treatment and OR will be tested by the General Association Statistic
of the Cochran-Mantel-Haenszel test (CMH) with the randomization strata taken mto
account. The null hypothesis of no association m any of the randomization stratais tested
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agamst the alternative, which specifies that there is an association between study treatment

and tumor response at least m one randomization stratum. The CMH test will be performed at
1-sided alpha level of 0.025.

The stratified odds ratio m terms of OR will also be estimated along with its 95% CIto
compare study treatments. The odds ratio is defned as the odds of OR with experimental
treatment divided by the odds of OR with control treatment. The Breslow-Day test will be
used to check the homogeneity of the odds ratio across the randomization strata. It tests the
null hypothesis that odds ratios i all strata are equal agamst the alternative hypothesis that at
least m one stratum the odds ratio 1s different.

In case the null hypothesis of homogeneity of odds ratios across strata is not rejected at the 2-
sided alpha level of 0.05, the common odds ratio will be determmed usmg the Mantel-

Haenszel estimate (by the FREQ procedure usmg CMH option m SAS); if the null hypothesis
of homogeneity of odds ratio across all strata is rejected, the odds ratio per stratum will be
calculated with the corresponding exact CL

BICR vs Investigator Assessment:
Table 11 outlnes the possible BOR outcomes by mvestigator and BICR.

Table 11. Possible BOR Outcomes for Investigator vs BICR

BICR Assessment
BOR

CR PR SD Non-CR/ non-PD PD NE

CR N1y 1B 13 G s Nis

PR 121 157} 23 o4 a5 26

[Inves tigator SD 13 N3 N33 N3 35 N36
Assessment Non-CR/ non-PD N4 N4 N43 Nag Nas N4
PD Nsi Ns2 ns3 N5y nss Nss

NE Ne1 N6z Nl63 N6 N6s Tiss

Zle(nii) is the number ofagreements on BOR between BICR and Investigator

6
ij=1

N=3¢_1(nij)

(n 5 j) fori#] is the number of disagreements on BOR between BICR and Investigator

The following measures of concordance will be calculated for each treatment arm:
e Concordance rate for BOR =Y.?_,(n;) /N
e Concordance rate for response = [Ziz_jzl(ngj) + thj:?,(nij)]/N

Concordance rates are calculated for each treatment arm and, for each metric, the difference
m concordance between the experimental and control arms are used to evaluate potential
bias. If the concordance is similar across the treatment arms, then this suggests the absence
of evaluation bias favoring a particular treatment arm.
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Tumor Shrinkage from Baseline:

Tumor shrinkage will be summarized as the percent change from baselne m target lesions
(sum of longest diameter for non-nodal lesion and short axis for nodal lesion) per time pomt.
It will be derived as:

e ((Sum of target lesions at week XX — sum of target lesions at baseline)/sum of target
lesions at baselne) x 100

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

e Mmmum of ((sum of target lesions at week XX — sum of target lesions at baselne)/sum
of target lesions atbaselne) x 100

A waterfall plot of maximum percent reduction m the sum of longest diameter for non-nodal
lesions and short axis for nodal lesions from baseline will be created by treatment arm. These
plots will display the best percentage change from baselne m the sum of the diameter of all
target lesions for each patient with measurable disease at baseline and at least one post-
baseline assessment.

6.2.2.4. Disease control

Disease Control (DC) is defmed as BOR of CR, PR, non-CR/non-PD or SD. DC rate (DCR)
is the proportion of patients with DC.

DCR will be summarized by frequency counts and percentages.

6.2.2.5. Duration of response

Duration of Response (DR) is defined, for patients with OR, as the time from the first
documentation of objective response (CR or PR) to the date of first documentation of PD or
death due to any cause. If a patient has not had an event (PD or death), DR 1s censored at the

date of last adequate tumor assessment. The censormg rules for DR are described m Table
12.

DR (months) = [date of event or censormg— first date of OR + 1]/30.4375
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Table 12. Outcome and Event Dates for DR Analyses

Scenario Date of event/censoring Outcome
PD or death Date of PD or death Event
- Afterat mostone missingorinadequate
post-baseline tumorassessment, OR
- <16 weeks afterthe dateof
randomization
PD or death Date oflast adequate tumor Censored
- After2 ormore missing or inadequate assessient * documenting noPD
post-baseline tumor assessments before new anti-cancer therapy is
given or missed tumor assessments
No PD and no death Date oflast adequate tumor Censored
assessment * documenting no PD
before new anti-cancer therapyis
given or missed tumor assessments
Treatment discontinuation due to ‘Disease | Notapplicable Information is ignored.
progression’ without documented progression Outcone is derived
based ondocumented
progressiononly.
New anti-cancer therapy given Date oflast adequate tumor Censored
assessment *documenting no PD
before new anti-cancer therapyis
given or missed tumor assessments

* If there are no adequate post-baseline assessments prior to PD or death, thenthe time withoutadequate
assessment should be measured fromthe date ofrandomization: if the criteria were met the censoring will be on

the date ofrandomization.

Kaplan-Meier estimates (product-limit estimates) will be presented by treatment arm together
with a summary of associated statistics mcluding the median DR time with 2-sided 95% Cls.
In particular, the DR rates at 3, 6 and 12 months will be estimated with corresponding 2-
sided 95% CIs. The CIs for the median will be calculated accordng to Brookmeyer and
Crowley (1982) and the CIs for the swrvival function estimates at the time pomts defmed
above will be derived usmg the log-log transformation accordmg to Kalbfleisch and Prentice
(2002) (conftype=loglog default option m SAS Proc LIFETEST) with back transformation to
a CI on the untransformed scale. The estimate of the standard error will be computed using
Greenwood’s formula.

DR will be displayed graphically and analyzed usmg Kaplan-Meier methodology. If the
number of patients with OR is small, the Kaplan-Meier method may not provide reliable
estmates. In this case,only descriptive statistics or listmgs will be provided.

Frequency (number and percentage) of patients with each event type (PD or death) and

censoring reasons will be presented by treatment arm. Reasons for censormg will be
summarized according to the categories m Table 13 followmg the hierarchy shown.

Page 44



Avelumab
B9991001 (MSB0010718C) Statistical Analysis Plan

Table 13. DR Censoring Reasons and Hierarchy

Hierarchy | Condition Censoring Reason
1 Start of new anti-cancer therapy Start ofnew anti-cancer therapy
2 Event after 2 ormore nussing or madequate post-baseline | Event after2 ormore missing
tumor assessments/date ofrandomization assessments
3 No event and [withdrawal of consentdate > date of Withdrawal of consent
randomization OR End of study (EOS)=Patient refused
further follow-up]
4 No event and lost to follow-up in any disposition page Lost to follow-up
No event and [EOS present OR dispositionpage forany No adequate post-baseline tumor
epoch after screening says patient willnot continue into assessment
any subsequent phase ofthe study] and no adequate post-
baseline tumor assessment
6 No event and noneof the conditions m the prior hierarchy | Ongoing withoutan event
are met

* 2 or more missing or inadequate post-baseline tumor assessments.

6.2.2.6. Time to response

Time to response (TTR) 1s defmed, for patients with OR, as the time from the date of
randomization to the first documentation of objective response (CR or PR) which is
subsequently confirmed.

TTR (in months) = [fust date of OR — date of randomization + 1]/30.4375
TTR will be summarized usmg simple descriptive statistics (mean, SD, median, min, max.
QL Q3).
6.2.3. Pharmacokinetic endpoints

The followmng pharmacokmetic analyses will be based on the PK analyses set.
Ctrough and Cpax for avelumab will be summarized descriptively (n, mean, SD, CV, median,
mmimum, maximum, geometric mean, its associated CV, and 95% CI) by co-primary

population, cycle, and day. Pharmacokmetic parameters for avelumab will be taken from
observed plasma concentration-time data as described m Section 3.2.4.

Ctrough Will be summarized for all pre-dose samples collected prior to avelumab dosmg on the
same visit day. Cpa Will be summarized for all post-dose samples collected +/- 10% or +/- 30
mmutes from the end of mfusion, whichever is further from the end of mfusion tmme.

Presentation of pharmacokmetic data will mchide:

e Descriptive statistics (n, mean, SD, %CV, median, mmimum, maximum) of plasma
concentrations will be presented m tabular, cycle, day and nommal time.

Page 45



Avelumab
B9991001 (MSB0010718C) Statistical Analysis Plan

e Lmear-lnear plots of mean and median plasma concentrations by nommal time for
avelumab will be presented for PK sampling days by cycle, and study day.

e Pharmacokinetic parameters for avelumab will be listed and summarized by cycle and
study day usmg descriptive statistics (n, mean, SD, %CV, median, minimum, maxmmum,
geometric mean and its associated %CV, and 95% CI). Box plots for Cpmax and Cirougn for
avelumab will be generated. Individual data pomts, the geometric mean and the median
of the parameter will be overlaid on the box plots. If Arm A has lmited evaluable PK
data (n<4), matchstick plots showmg changes Cyax and Cirouen I mdividual patients will
then be generated. The geometric mean of the parameter will be overlaid m the plots.

6.2.4. Population pharmacokinetic endpoints

Pharmacokmetic and pharmacodynamic data from this study may be analyzed using
modeling approaches and may also be pooled with data from other studies to mvestigate any
association between avelumab exposure and biomarkers or significant safety/efficacy
endpomts. The results of these analyses, if performed, may be reported separately.

6.2.5. Biomarker endpoints
Secondary endpomts m the study are candidate predictive biomarkers m tumor tissue
mchiding, but not mited to, PD-L1 expression and tumor mfiltrating CD8+ T lymphocytes.

Exploratory endpomts m the study mclide peripheral blood and additional tumor tissue
biomarkers consisting the levels of cells, deoxyribonucleic acid (DNA), ribonucleic acid
(RNA), or protems that may be related to anti-tumor mmune response and/or response to or
disease progression on avelumab, such as genes related to IFN-y or transformmg growth
factor (TGF)-p.

Biomarker data will be analyzed based on the biomarker analysis sets as defmed m Section
4.3.3.

Biomarkers will be summarized atall tmepomts described below:

e Blood biospecimens for exploratory assessments: C1D1, CID15 (Arm A only), C2D1,
C3D1, C5D1 and EOT.

e Tumor based biomarkers, archival FFPE Tumor Tissue Block: screenmg

e Tumor based biomarkers, de novo Tumor Biopsy: screenmng and End of Treatment.

Descriptive summary statistics (mean, SD, median, Q1, Q3, coefficient of variation,
mmimum, and maxmum), ateachtimepomt and ratio to baselne ateach visit (if
appropriate) will be provided for avelumab for contmuous variables. Non-contmuous
variables will be summarized usmg n/N and percent at each timepomt and treatment arm.

For each biomarker or set of biomarkers, patients may be classified as positive, negative, or
some other category according to scoring algorithms and cut-offs established from external
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sources. If no external standards exist, biomarkers may be stratified usmg the median: <
median and > median. Percent of patients m each category will be tabulated and tested usmg
methods for categorical variables.

Biomarkers may be mcluded as a covariate m a survival analysis model; biomarkers will be
stratified on the above-mentioned classifications. Usmg a Cox proportional hazard model,
HR, 95% CI, and p-values will be calculated for OS (prmary endpomt) and PFS by BICR
assessment (secondary endpomt). Further analyses may include the biomarker status by
treatment arm mteraction. If there are fewer than 20 events in a subgroup, or the HR is not
estiable, only descriptive summary statistics will be provided.

Biomarker value or classification will also be provided for percent responders. For analyses
using the actual value, the value will be summarized by response category (yes or no to bemg
a responder, defmed as CR or PR from best overall response). The Wilcoxon Rank-Sum test
will be used as discussed above. For analyses usig the biomarker classification, a
contngency table will be produced, and the treatment arms compared usmg a Fisher’s exact
test. If there are less than 5 observations m a cell, no p-value will be produced for either the
Fisher’s exact test.

For all biomarker analytes, it is not possible to pre-specify all possible analyses of mterest.
Thus, the biomarker results will follow the 2-Step Methodology approach. The analyses of
mitial mterest will be performed as described above. A second set of analyses will be
defmed and performed based on the results from the first set of analyses. It is anticipated that
if there are, for example, 100 analyses run m the first step, no more than 20 analyses will be
run m the second step; estimates will get larger or smaller depending on the number of
analyses run m the first step.

6.2.6. Endpoints for Immunoge nicity Data of Avelumab
All analyses described below are performed for Arm A.

Blood samples (3.5 mL SST tube per timepomt) for evaluation of avelumab immunogenicity
will be collected from Arm A patients within 2 hours before the start of the avelumab
mfusion on Day 1 and Day 15 of Cycles 1 through 3 and then on Day 1 of Cycle 5, 7, 9, 11
and 13. Immunogenicity blood samples will be assayed for anti avelumab antibodies using a
validated analytical method. All of the samples that are positive for ADA may also undergo
characterization for nAb.

Patients will be characterized mto different ADA categories based on the criteria defmed m
Table 14.
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Table 14. Patients Characterized Based on Anti-Drug Antibody Results (ADA Status)

Category

Definition

Patients at Risk (Denominator for
Incidence)

ADA never-positive

ADA ever-positive

No positive ADA results at any time point;
ADA -negative patients (titer <cutpoint)
Atleast one positive ADA result at any time
point; ADA-positive patients (titer> cutpoint)

Number of patients with at leastone
valid ADA result at any time point
Numberof patients with at leastone
valid ADA result at any time point

Baseline ADA
positive
Treatment-boosted
ADA

A positive ADA result at baseline

A positive ADA result at baseline and the titer
> 8xbaseline titer at least once after treatment

with avelumab

Number of patients with valid baseline
ADA result

Number of patients with valid baseline
ADA resultsandat leastonevalid
post-baseline ADA result

Treatment-induced
ADA

Transient ADA
response

Persistent ADA
response

Patient is ADA -negative at baseline andhas at
least one positive post-baseline ADA result; or
if patient does not have a baseline sample, the

patient has at leastone positive past-baseline

ADA result

If patients with treatment-induced ADA have (a
single positive ADA result or durationbetween
first and last positive result <16 weeks ) and
ADA result at the lastassessment is not

positive.

If patients with treatment-induced ADA have
duration between first and lastpositive ADA
result >16 weeks ora positive ADAresult at

the last assessment

Numberof patients with at leastone
valid post-baseline ADA result and
without positive baseline ADA result
(including missing, NR)

Number of patients with at leastone
valid post-baseline ADA result and
without positive baseline ADA result

(incliding missing, NR)

Numberof patients with at leastone
valid post-baseline ADA result and
without positive baseline ADA result
(inclnding missing, NR)

ADA: anti-drug antibody, NR = not reportable.

Patients will be characterized mto different nAb categories based on the criteria in Table 15.
For nAb, treatment-boosted is not applicable since no titer result is available.
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Table 15. Patients Characterized Based on Neutralizing Antibody Results (nAb

Status)
Category Definition Patients at Risk (Denominator for
Incidence)
nAbnever-positive  No positive nAb resuls at any time point Numberof patients with at leastone
valid ADA result at any time point
nAb ever-positive Atleast one positive nAbresult at any time Number of patients with at leastone
point valid ADA result at any time point
BaselinenAb A positive nAb result at baseline Number of patients with valid baseline
positive ADA result
Treatment-induced  Patientis notnAbpositive at baseline and has Number of patients with atleastone
nAb atleast one positive post-baseline nAb result;  valid post-baseline ADA result and
orif patient doesnot haveabaseline sample, ~ without positive baseline nAb result
the patient has at least one positive past- (including missing, NR)
baseline ADA result
TransientnAb If patients with treatment-induced nAb have(@a Numberof patients with atleastone
response single positive nAbresult or duration between ADA valid post-baselineresult and
first and last positive result <16 weeks) and without positive baseline nAb result
nAb result at the last assessmentis not (including missing, NR)
positive.
PersistentnAb If patients with treatment-inducednAbhave ~ Number of patients with at leastone
response duration between first andlastpositiven Ab valid post-baseline ADA result and
result >16 weeks ora positive nAbresult at without positive baseline nAb result
the last assessment (including missing, NR)

ADA = antidrug antibody, nAb = neutralizing antibody, NR = no result.

The number and percentage of patients m each ADA and nAb category will be summarized.

6.2.6.1. Time to and Duration of ADA and nAb response

The ADA and nAb analyses described below will mclude patients with treatment-mduced
ADA or nAb, respectively.

Timme (weeks) to ADA response is defined as:
(Date of first positive ADA result — date of first dose of avelumab + 1)/7.

Time to ADA response will be summarized usmg simple descriptive statistics (mean, SD,
median, min, max. Q1, Q3).

Duration (weeks) of ADA response is defined as:
(Date of last positive ADA result — date of first positive ADA result + 1)/7.
Duration of ADA response will be censored if:

e the last ADA assessment is positive AND patient is ongomg treatment with avelumab, or
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e the last ADA assessment is positive AND patient discontmued treatment with avelumab
AND the last planned ADA assessment (30 days after the last dose of avelumab) is after
the cut-off date.

Time to nAb response and duration of nAb response are defined smmilarly based on first and
last positive nAb result.

Kaplan-Meier estimates (product-limit estimates) will be presented together with a summary
of associated statistics mcliding the median ADA response time with 2-sided 95% Cls.
ADA response rates at different timepomts will be estimated with corresponding 2-sided
95% CIs. The CIs for the median will be calculated accordng to Brookmeyer and Crowley
(1982) and the CIs for the survival function estimates will be derived using the log-log
transformation accordng to Kalbfleisch and Prentice (2002) (conftype=loglog default option
m SAS Proc LIFETEST) with back transformation to a CI on the untransformed scale. The
estmate of the standard error will be computed usmg Greenwood’s formula.

Duration of ADA response will be displayed graphically and analyzed usimg Kaplan-Meier
methodology. If the number of patients with ADA response is small, the Kaplan-Meier

method may not provide reliable estimates. In this case, only descriptive statistics or listings
will be provided

As data permit, the analyses described above will be repeated for patients with treatment-
mduced nAb.
6.2.6.2. ADA titer

For patients who are ADA ever positive, the maxmmum observed ADA titer for a patient will
be summarized, overall and by ADA subcategories (baseline ADA positive, treatment-
boosted ADA, treatment-mduced ADA, transient ADA response, persistent ADA response)
of patients having each discrete maxmmum titer value will be tabulated. The denommator to
calculate the percentages will be the total number of patients m the associated ADA
subcategory.

For patients with treatment-induced ADA, a cross tabulation of duration of ADA response
and maxmum ADA titer will be provided. The followmg categories for duration of ADA
response will be used: <1, >1 to <3, >3 to <5, >5 to <7, >7 to <13, >13 to <16, >16 to <25,
>25 weeks. In this categorization, the censormg m duration of ADA response is ignored.

6.2.6.3. Analysis of PK and safety by immunoge nicity s tatus
The followmg ADA and nAb status will be used for the analyses described below.

ADA
e ADA ever-positive versus ADA never-positive

e ADA: treatment-mduced ADA versus ADA never-positive or baselme ADA positive
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nAb
e nAb ever-positive versus nAb never-positive

e nAb: treatment-mduced nAb versus nAb never-positive or baselne nAb positive

Data listings will mclude immunogenicity data together with relevant PK, safety and efficacy
data.

PK parameters and immmunogenicity status

The following analyses will mclude patients m both the immunogenicity analysis set and m
the PK parameter analysis set. The PK endpomts pertment to the immunogenicity analyses
are Cough and Cpax.

Blood samples for avelumab PK will be collected pre-dose and at the end of mfusion
(mmediately before the end of avelumab mfusion) on Day 1 and Day 15 of Cycles 1 —3, and
then pre-dose and at the end of avelumab mfusion) on Day 1 of Cycle 5, 7, 9, 11 and 13.

Cirough and Ciax will be summarized descriptively (n, mean, SD, CV, median, mmmum,
maximum, geometric mean, its associated CV, and 95% CI) by nommal tmme and ADA
status. Lnear-lnear plots of mean and median for Cirough and Cpax Over nommal time and by
ADA status will be presented.

Among patients with treatment-mduced ADA, analyses will be conducted to assess whether
Cirough and Cpachave any changes before and after the first positive ADA assessment. To be
mcluded m this analysis, patients must have the same PK parameter available both before
and after the first positive ADA assessment. Relative PK day will be calculated as:

(PK assessment nommal day) — (first positive ADA assessment nommal day).

Nommal day i1s the protocol scheduled tmmg for an assessment. For example, if Cirough 15
collected on Day 1 of Cycle 2 and the first positive ADA result is observed on Day 1 of
Cycle 3, then the relative PK day for this Cirugn is -28. Lmear-linear plots of mean and
median for Cirouen and Cax over relative PK day will be presented.

As data permit, the analyses described above will be repeated for nAb.

Safety and immunogenicity status

The followmng analyses will mclude patients m the immunogenicity analysis set.

The frequency (number and percentage) of patients with each of the followmg will be
presented by ADA status.

e TEAEs, by SOC and PT

e TEAEs leadmng to discontmuation of avelumab, by SOC and PT
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e TEAEs leadmg to dose reduction of avelumab, by SOC and PT
e Grade > 3 TEAEs, by SOC and PT

e SAEs, by SOC and PT

e IRRs, by PT

For patients who had at least one IRR and have treatment-mduced ADA, time related to first
onset of an IRR (mnfusion 1, mfusion 2, mfusion 3, mfusion 4 or later) will be summarized
taking mto account whether the IRR occurred on or after the first ADA positive assessment
or whether the IRR occurred before the first ADA positive assessment.

As data permit, the analyses described above will be repeated for nAb.

6.2.7. PRO endpoints
6.2.7.1. PRO Instruments

Patient-reported outcomes of HRQoL will be evaluated usmg NCCN-FACT Bladder
Symptom Index (FBISI-18) and EQ-5D-5L. A 9-item subscale of the FBISI-18 known as the
FBISI-Disease Related Symptoms-Physical subscale (FBISI-DRS-P) measuring advanced
bladder cancer disease related symptoms will be used to define time to deterioration.

All PRO analyses will be based on FAS. Descriptive summaries will mchuide all the
assessments per schedule of assessment from baselme to the last PRO assessment. For time -
to-event analysis and random coefficient models will mclude assessments from baselme up to
EOT (not mchidng EOT).

6.2.7.2. Scoring Procedure

The NCCN-FACT FBISI-18 and EQ-5D-5L will be scored according to thewr respective
validation papers and user’s guides. Missmg values m the mstruments will also be handled
followmg the guidance from ther respective User Manuals. The NCCN-FACT FBISI-18
questionname allows for the calculation of an overall score and scores for four subscales;
Disease Related Symptoms — Physical (DRS-P), Disease Related Symptoms — Emotional
(DRS-E), Treatment Side Effects (TSE), and Functional and Well-bemg (F/WB). For the
NCCN-FACT FBISI-18 multi-tem scales, the score may be imputed as the mean of the non-
missing questions if at least half the questions m that scale are answered. For EQ-5D-5L, the
entire score for that cycle is deemed missing if the answer to any one of the 5 dimensions is
missmg. In addition to items for the 5 dimensions, the EQ-5D-5L contains a smgle visual

analog scale (EQ-VAS) tem that is used to assess the respondent’s self-reported health
status.

6.2.7.3. Instrume nt Compliance Rates

For each treatment arm and at each time pomt, the number and percentage of patients who
complete the NCCN-FACT FBISI-18, EQ-VAS and EQ-5D-5L will be summarized, as will
the reasons for non-completion of these measures. An mstrument is considered complete if
at least one item was answered by the patient.
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6.2.7.4. Descriptive Summary

Separate tables will be used to summarize, for each treatment arm, the mean (and SD), and
median (and range) of absolute scores, and the mean (and 95% CI) of change from baselne
of the NCCN-FACT FBISI-18, and all subscales (DRS-P, DRS-E, TSE, and F/WB) of the
NCCN-FACT FBISI-18, the EQ-5D-5L, and EQ-VAS ateach time pomt. A lne chart
depictmg the means along with 95% CIs over time will be provided for eachscale m each
treatment arm.

For the EQ-5D-5L, EQ-VAS, NCCN-FACT FBISI-18, and subscales of the NCCN-FACT
BISI-18 (DRS-P, DRS-E, TSE, FW/B), for each post-baseline visit, a means score and mean

change from baseline scores will be generated for each treatment arm, adjusting for baselne
differences m the treatment arms. The adjusted means (ie LS-MEANS) will be obtamed
from ANCOVA model that ncluded baselne score and treatment as mdependent variables.
For each per-visit analysis, the n, LS-mean, standard error, and 95% CI will be reported.

A figure will be provided for the cumulative patient disposition by treatment arm per PRO
assessment window (ie every 28-day cycle) for all scheduled assessments (Day 1 of each
cycle) usmg the followmg categories:

e PRO assessment expected;
e PRO assessment not expected due to progression;

e PRO assessment not expected due to death;

e PRO assessment not expected due to other reasons.

6.2.7.5. Time-to-Deterioration Analysis

A 3-pomt change m FBISI-DRS-P has been established as clinically meanmgful Time to
deterioration (TTD) is defined as the time from the date of randomization to the first time the
patient’s score shows a 3 pomt or greater decrease from baselne m FBISI-DRS-P for 2
consecutive assessments.

Patients will be censored at the last time when they completed the assessment if they have
not deteriorated.

TTD will be analyzed by a log-rank test stratified by randomization stratification factors.
The time to deterioration m each treatment arm will be summarized usmg the Kaplan-Meier
method and displayed graphically where appropriate. Confidence mtervals (CIs) for the 25%,
50t and 75% percentiles will be reported. The Cox proportional hazards model will be fitted
to compute the treatment hazard ratios and the correspondng 95% CL

Sensitivity analyses based on a 2- and 4-pomt decrease from baseline m FBISI-DRS-P will
also be conducted to assess the robustness of the TTD analyses. Cumulative distribution plots
of FBISI-DRS-P will also be presented on Day 1 of Cycles 2, 4 and 6.
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6.2.7.6. Random Coefficient Models

Random coefficient models will be carried out for the NCCN-FACT FBISI-18 and all
subscales (DRS-P, DRS-E, TSE, and F/WB), EQ-5D-5L, and EQ-VAS usmg PROC
MIXED. Outcomes are PRO post-baseline scores and the predictors are the corresponding
baseline PRO score, treatment, time (treated as a contmuous variable), and treatment-by-tume
mteraction. Intercept and time are considered as random effects particular to each patient. All
available data for each patient should be used m the analyses. All parameter estimates should
be obtamed usmg restricted maximum likelhood. The unstructured covariance structure
should be used to defme covariance between random effects (using option “Type=UN” as a
part of the RANDOM statement m PROC MIXED). For the degrees-of-freedom calculations
the Kenward and Roger algorithm should be used (using option “ddfm = ki as a part of the
MODEL statement m PROC MIXED).

6.3. Other Endpoints
Not applicable.

6.4. Subset Analyses

Subset analyses will be performed for patients with PD-L1-positive tumors and for patients
rrespective of PD-L1 expression.

Subset analyses will be performed for OS, and for PFS, OR and DR per BICR assessment
based on the FAS for the subgroups defmed below.

The followmng subgroups will be defined and used for analyses:
e Randomization stratification factors

— Bestresponse to first-lme chemotherapy (CR or PR vs. SD)

- Metastatic disease site (visceral vs. non-visceral) at the time of mitiating first-line
chemotherapy.

o Age
— Age <65 years (Reference)
- Age > 65 years
e Gender
- Male (Reference)
— Female

e Race
—  White (Reference)

— Asian
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- Black or African American

- Other
e Ethnicity

— Hispanic or Latino

— Not Hispanic or Latmo (Reference)
e Pooled Geographical Region

— North America

- Europe (Reference)

- Asia

— Rest of the World (Australasia, Latm America, Africa and/or Middle East will be
mchided as additional subgroups if mclhidng > 10% of the overall randomized
population)

e PD-LI status at baselme
— Positive (Reference)
- Negative

e First-lme chemotherapy regimen
- Gemcttabme+cisplatin (Reference)
- Gemcitabme+carboplatin

e ECOG Performance Status
— 0 (Reference)
= 24

e Creatmme Clearance at baseline
- >60 mL/mm (Reference)
- <60 mL/mm

e Liver lesions atbaseline
- Yes
- No

e Lung lesions atbaseline

- Yes
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- No

Subset analyses for OS, PFS and DR will use the primary censoring rules described m
Sections 6.1.1.1, 6.2.2.1 and 6.2.2.5. All the subgroup analyses are exploratory. Treatment
arms will be compared for OS and PFS using a 2-sided unstratified log-rank test for each
subgroup level and the unstratified HR and its corresponding 95% CI will be computed per
subgroup level

All the subgroup analyses will be exploratory; no adjustment for multpplicity will be
performed. In the case of a low number of patients within a category (<5% of the
randomized population), the categories will be pooled, or m cases where no meanmgful
pooling can be performed, the category may not be summarized.

To assess the heterogeneity of treatment effects for OS and PFS across the subgroup levels,
two Cox regression models will be fitted with OS or PFS, respectively, as the dependent
variable and subgroup, treatment, and with and without the treatment-by-subgroup
mteraction as explanatory variables.

e Model 1: factors + treatment + subgroup

e Model 2: factors + treatment + subgroup + treatment x subgroup-variable

A p-value for the mteraction test(Wald’s test) will be provided together with the HR and
corresponding 95% CI for the mteraction model parameter.

The HR for OS and PFS and corresponding 95% CIs for all subgroups will also be presented
m a forest plot.

The ORR odds ratio for each subgroup and corresponding 95% CIs will also be presented m
a forest plot.

6.5. Baseline and Other Summaries and Analyses

6.5.1. Baseline summaries

The followmg analyses will be performed for patients with PD-L1-positive tumors and for
patients mrespective of PD-L1 expression, based on the FAS overall and separately by
freatment arm.

6.5.1.1. Demographic characteristics

Demographic characteristics and physical measurements will be summarized by treatment
arm using the following mformation from the ‘Screenmng/Baselne Visit” eCRF pages.

e Demographic characteristics
— Gender: Male, Female

— Race: White, Black or African American, Asian, American Indian or Alaska Native,
Native Hawanan or Other Pacific Islander, Other, Unknown
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Ethnic origm:
= Hispanic or Latmo
= Not Hispanic or Latmo
— Age (years): summary statistics
- Age categories:
= <65 years, > 65 years
= <65, 65-<75, 75-<85, = 85 years
— Pooled Geographical Region (as applicable):
= North America
= FEurope
= Asia

» Rest of the World (Australasia, Latm America, Africa and/or Middle East will be
mclided as additional pooled geographical regions if mclhidmg > 10% of the
overall randomized population)

— Geographic Region (as applicable):
= North America
» Latn America
=  Western Europe

= Eastern Europe

= Middle East
» Australasia

= Asia

=  Africa

— Eastern Cooperative Oncology Group (ECOG) Performance Status: 0, 1, 2, 3, and 4
e Physical measurements

- Height (cm)

- Weight (kg)

- Body Mass Index (BMI) (kg/m?)

Center codes will be used for the determimation of the patient’s geographic region.
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The listmg of demographics and baselne characteristics will mclude the followmng
mformation: patient identifier, treatment arm, age, sex, race, ethnicity, height (cm), weight
(kg), BMI (kg/m?), and ECOG performance status.

6.5.1.2. Medical history

Medical history will be coded usmg the most current available version of Medical Dictionary
for Regulatory Activities (MedDRA) and will be summarized from the “Medical History’
eCRF page. Medical history will be summarized as the numbers and percentages of patients
by MedDRA preferred term (PT) as event category and MedDRA primary system organ
class (SOC) as summary category. Each patient will be counted only once within each PT or
SOC.

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

6.5.1.3. Disease characteristics

Information on disease characteristics collected on ‘Primary Diagnosis’, ‘Substance Abuse’
and RECIST eCRF pages will be summarized overall and by treatment arm. Summary
statistics will be presented for the following.

From the ‘Prmary Diagnosis’ eCRF page:

e Site of primary tumor

e Prmary diagnosis (summarize all categories collected m the ‘Primary Diagnosis’ eCRF
page)

e Tmme smce mitial diagnosis to date of randomization (months), defmed as (date of
randomization — date of mitial diagnosis)/30.4375

Separately from the RECIST eCRF page based on Investigator assessment and based on
BICR assessment:

e Measurable disease (lesions) at baseline (Yes, No, No disease)
e Involved tumor sites at baseline

From the ‘Substance Use’ eCRF page:

e Smokmg history (Never smoker, Current smoker, Former smoker)

Listing of disease history will be provided with all relevant data (as collected on the ‘Primary
Diagnosis’ and ‘Substance Use’ eCRF pages) and derived variables as above.

6.5.14. Prior anti-cancer therapies

The prior anti-cancer therapies are collected under the ‘Prior Cancer Therapy’, ‘Prior
Radiation Therapy’ and ‘Prior Surgery’ eCRF pages.
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The number and percentage of patients m each of the following anti-cancer therapy
categories will be tabulated:

e Patients with at least one type of prior anti-cancer therapy
e Patients with at least one prior anti-cancer drug therapy
e Patients with at least one prior anti-cancer radiotherapy

e Patients with at least one prior anti-cancer surgery

Prior anti-cancer drug therapy will be summarized as follows based on the number and
percentage of patients with the following:

e At least one prior anti-cancer drug therapy
e Number of prior anti-cancer drug therapy regimens: missing, 1, 2, 3, >4

e Intent of Drug Therapy: Neo-Aduvant, Aduvant, Advanced-Metastatic, Locoregional
Disease-Recurrence

e Best response: CR, PR, SD, PD, Unknown, Not applicable. Best response is derived
from the last treatment regimen.

The prior anti-cancer drugs will also be summarized based on the number and percentage of
patients by the drug class and preferred term. A patient will be counted only once within a
given drug class and withn a given drug name, even if he/she received the same medication
at different times. The summary will be sorted on decreasing frequency of drug class and
decreasmg frequency of drug name m a given drug class. In case of equal frequency
regardmg drug class (respectively drug name), alphabetical order will be used.

Prior anti-cancer therapies will be mcluded m the hstings that follow with a flag to identify
prior therapies. These will mclude the patient identification number, and all the relevant
collected data-fields on the corresponding eCRF pages.

e Listmg of anti-cancer drug therapies
e Listmg of anti-cancer radiotherapy

e Listmg of anti-cancer surgeries

6.5.1.5. Exposure to first-line anti-cancer chemotherapy regimen

Exposure to first-lme anti-cancer agents will be summarized separately for gemcitabme,
cisplatm and carboplatin.

The duration of treatment (in weeks) for each agent is defined as:

Treatment duration (weeks)= (last dose date of gemcitabme or cisplatn or
carboplatin — first dose date of gemcitabme or cisplatm or carboplatm + 21)/7
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The cumulative dose of each agent is the sum of the actual dose levels that the patient
receved.

The summary of treatment exposure for first-lne chemotherapy regimen will mclude the
followmg mformation:

Total number of mfusions receved for each agent
Duration of treatment

Cumulative dose (mg/m?2 or AUC, as appropriate) for each agent

6.5.2. Study Conduct and Patient Disposition

The followmg analyses will be performed based on the FAS overall and separately by
treatment arm.

6.5.2.1. Patient disposition
The percentages below will be calculated based on the number of patients in the FAS.

Total number of patients screened overall

Number of patients who discontmued from the study prior to randomization overall and
by the mam reason for discontmuation;

Number and percentage of randomized patients m each of the analysis sets defmed m
Section 4;

Number and percentage of randomized patients with study drug ongoing;

Number and percentage of randomized patients who discontinued study drug overall and
by the mam reason for discontmuation of study drug;

Number and percentage of patients who entered follow-up;

Number and percentage of patients who discontmued follow-up overall and by the main
reason for discontmuation;

Number and percentage of patients who entered long-term follow-up;

Number and percentage of patients who discontmued long-term follow-up overall and by
the mam reason for discontinuation.

The results of the randomization algorithm (accordmng to IRT) will be summarized as
follows:

Number and percentage of randomized patients overall, by region (Europe, EEA
(requred by EudraCT), North America, Latn America, Middle East, Asia, Australasia,
Africa), by country withn region;

Number and percentage of randomized patients by center;
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e Number and percentage of randomized patients by randomization strata (IRT);

e C(Cross tabulation: patients randomized (avelimab + BSC/BSC/none) vs. patients treated
(avelumab + BSC/BSC/none).

6.5.2.2. Protocol deviations

All protocol violations that impact the safety of the patients and/or the conduct of the study
and/or its evaluation will be reported. These mclude:

e Patients who are dosed on the study despite not satisfying the mchision criteria

e Patients who develop withdrawal criteria whilst on the study but are not withdrawn
e Patients who receive the wrong treatment or an mcorrect dose

e Patients who receive an excluided concomitant medication

e Deviations from GCP.

The identification of these and other CSR-reportable deviations will be based on the
mchision/exclusion criteria or other criteria presented i the protocol

6.5.3. Study Treatment Compliance and Exposure
The followmg analyses will be based on the safety analysis set by treatment arm.

All dosing calculations and summaries will be based on ‘Parenteral— Drug avelumab’ eCRFs
pages. A listmg of study drug admmistration will be created with the mformation collected
on the ‘Parenteral— Drug avelumab’ eCRF pages.

For Arm B, the duration of BSC treatment will be summarized based on the time from C1D1
through date of discontmuation of BSC as collected m the Disposition eCRF page.

The derivations below are provided for the followmng:

e Avelumab admmistered as a 1-hour IV mfusion at a dose of 10 mg/kg once every 2
weeks m 4-week cycles.

Analysis of exposure will be based on the calculated actual dose levels:

e Avelumab - total dose / weight

6.5.3.1. Exposure to avelumab

The dose level for avelumab is calculated as actual dose admmistered/weight (mg/kg). The
last available weight of the patient on or prior to the day of dosmg will be used.

For Cycle X, actual cycle start date for each patient is

e the start date of dosmg m the Cycle X day 1 visit eCRF exposure page, if the patient
received avelumab on that visit (ie, avelumab with dose>0 at that visit)
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the first day of assessments m the Cycle X day 1 wistt, if the patient did not receive
avelumab on that wvisit (ie, dose=0 for avelumab at that visit). Use start date m the
exposure page if available; if start date is not available then use date of collection of vital
signs on Cycle X day 1 visit.

Actual cycle end date for each patient is,

for all cycles X except the last cycle, actual cycle end date = actual cycle (X+1) start date

—1 day;

for the last cycle, actual cycle end date = actual cycle start date + 28 — 1 day

Cycle duration (weeks) = (actual cycle end date — actual cycle start date +1)/7

Intended duration of treatment with avelumab (weeks) =

(end date — date of first dose of avelumab +1)/7,

where end date = start date of last cycle with non-zero dose of avelumab +28 — 1

Duration of exposure to avelumab (weeks) =

(last dose date of avelumab — first dose date of avelumab + 14)/7

Cumulative dose is the sum of the actual doses of avelumab received.

Actual Dose Intensity (DI)

Overall actual DI (mg/kg/4-week cycle) = [overall cumulative dose (mg/kg)] / [intended
duration of treatment with avelumab (weeks)/4].

Relative Dose Intensity (RDI)

Intended DI (mg/kg/4-week cycle) = [mtended cumulative dose per cycle] / [mtended
number of 4-weeks m a cycle] =[20 (mg/kg)] /[1 (4-week cycle)] =20 (mg/kg/4-week

cycle)

Overall RDI (%) =100 x [overall actual DI] / [mtended DI]
=100 x [overall actual DI]/ [20 (mg/kg/4-week cycle)]

6.5.3.2. Dose reductions
Applicable to avelumab.

Dose reduction 1s defmed as actual non-zero dose < 90% of the planned dose.

The number and percentage of patients with atleast one dose reduction as well as a
breakdown of the number of dose reductions (1, 2, 3, >4) will be summarized for Arm A.
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6.5.3.3. Dose delays
Applicable to avelumab.

Dose Delay is the difference between the actual time between two consecutive non-zero
doses and the planned time between the same two consecutive non-zero doses.

In Cycle 1,
Dose Delay (days) = day of first dose of avelumab — 1.
After the first dose of Cycle 1

Dose Delay (days) = Date of dose x of avelumab — Date of dose (x-1) of avelumab —
14.

Dose delays will be grouped mto the following categories:
e No delay

e 1-3 days delay

e 4-6 days delay

e 7 or more days delay

For example, for avelumab, admmistered on a 2-week schedule, if one patient receives
avelumab on Day 1, then the next avelumab admimnistration date will be on Day 15; however,
if the patient receives avelumab at Day 16, 17 or 18, this is considered as 1-3 days delay.

No delay and 1-3 days delay will also be summarized together.

Number and percentage of patients with delayed study drug admmistration and maximum
length of delay, ie the worst case of delay if patients have multiple dose delays will be
summarized for Arm A.

6.5.3.4. Infusion rate reductions
Applicable to avelumab.

The number and percentage of patients with at least one mfusion rate reduction of >50%
compared to the first mfusion rate reported m the eCRF as well as the frequency of patients
with 1, 2, 3, or >4 mfusion rate reductions of >50% will be summarized for Arm A.

6.5.3.5. Infusion interruptions
Applicable to avelumab.

An mfusion mterruption is defined as an mfusion that is stopped and re-started on the same
day (ie, for a visit more than one mfusion start time and mfusion end time are recorded).
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The number and percentage of patients with at least one mfusion mterruption as well as the
frequency of patients with 1, 2, 3, or >4 mfusion mterruptions will be summarized for Arm
A.

6.5.3.6. Duration of BSC
The duration of BSC (mn weeks) durmg the study for a patient is defmed as:

Treatment duration (weeks)= (end date of BSC — start date of BSC + 1)/7
where end and start dates of BSC are defmed n Section 3.4.1.

6.5.4. Concomitant medications and non-drug treatments

The following analyses will be based on the safety analysis set by treatment arm.

Concomitant medications are medications, other than study drugs, which started prior to
fwrst dose date of study treatment and contmued during the on-treatment period as well as
those started durmg the on-treatment period. Prior medications are medications, other than
study drugs and pre-medications for study drug, which are started before the first dose of
study treatment.

Prior and concomitant medications will be summarized from the ‘General Concomitant
Medications’ eCRF page. Pre-medications for study drug will also be summarized separately
from the ‘Pre-Medication Treatment’ eCRF page.

Summary of prior medications, summary of concomitant medications and summary of pre-
medications will mclude the number and percentage of patients by Anatomical Therapeutic
Chemical (ATC) Classification level 2 and preferred term. A patient will be counted only
once within a given drug class and withm a given drug name, even if he/she received the
same medication at different times. If any prior or concomitant medication is classified mto
multiple ATC classes, the medication will be summarized separately under each of these
ATC classes. The summary tables will be sorted on decreasmg frequency of drug class and
decreasmg frequency of drug name m a given drug class. In case of equal frequency
regardmg drug class (respectively drug name), alphabetical order will be used. In case any
specific medication does not have ATC classification level 2 coded term, it will be
summarized under “Unavailable ATC classification’ category.

A listng of prior medications and a listmg of concomitant medications will be created with
the relevant mformation collected on the ‘General Concomitant Medications’ eCRF page. A
listmg of pre-medications will be created with the relevant mformation collected on the ‘Pre-
Medication Treatment’ eCRF page.

All concurrent procedures, which were undertaken any time durmg the on-treatment period,
will be listed according to the eCRF page ‘General Non-drug Treatments’.

A Iisting of concurrent procedures will be created with the relevant mformation collected on
the ‘General Non-drug Treatments’ eCRF page.
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6.5.5. Subse quent anti-cancer therapies

The followmng analyses will be based on the FAS by treatment arm.

Anti-cancer treatment will be provided m a data listmg with data retrieved from ‘Follow-up
Cancer Therapy’, ‘Concomitant Radiation Therapy’, ‘Follow-up Radiation Therapy’,
‘Concomitant Surgery’, and ‘Follow-up Surgery’ eCRF pages.

Number and percentage of patients with any anti-cancer therapy after discontmuation will be
tabulated overall and by type of therapy based on the data collected from the ‘Follow-up
Cancer Therapy’, ‘Follow-up Radiation Therapy’ and ‘Follow-up Surgery’ eCRF pages.
The number and percentage of patients with anti-cancer drug therapies based on the data
collected from the ‘Follow-up Cancer Therapy’ will also be summarized for patients with
PD-L1-positive tumors, by treatment arm.

6.6. Safety Summaries and Analyses

The Safety Analysis Set will be the primary population for safety evaluations. Summaries of
AEs and other safety parameters will be based on the safety analysis setby treatment arm.

6.6.1. Adverse events

Treatment-emergent adverse events (TEAEs) are those events with onset dates occurring
during the on-treatment period as defined m Section 3.5.1.

All analyses described below will be based on TEAEs (started durmg the on-treatment
period) if not otherwise specified. The AE listmgs will include all AEs (whether treatment-
emergent or not). AEs with onset outside the on-treatment period will be flagged m the
listmgs.

e Related Adverse Events: adverse events with relationship to study treatment (as
recorded on the AE eCRF page, Relationship with study treatment = Related) reported by
the mvestigator and those of unknown relationship (ie, no answer to the question
‘Relationship with study treatment’).

e Serious Adverse Events (SAE): serious adverse events (as recorded on the AE eCRF
page, Serious Adverse Event = Yes).

e Adverse Events Leading to Dose Reduction: adverse events leading to dose reduction
of study treatment (as recorded on the AE eCRF page, Action taken with study treatment
= Dose reduced).

e Adverse Events Leading to Interruption of Study Treatment: adverse events leading
to mterruption of study treatment (as recorded on the AE eCRF page, Action taken with
study treatment = Drug mterrupted). The eCRF does not allow for a clear separation
between mterruption of an mfusion and delays of admmistration for a parenteral drug, as
both are recorded usmg the same term on the eCRF (“Drug mterrupted”). IRRs will be
exclided m the analysis of AEs leadmg to Drug Interruption m case they only led to an
mterruption of the mfusion.
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e Adverse Events Leading to Permanent Treatment Discontinuation: adverse events
leadng to permanent discontmuation of study treatment (as recorded on the AE eCRF
page, Action taken with study treatment = Drug withdrawn).

e Adverse Events Leading to Death: adverse event leading to death (as recorded on the
AE eCREF page, Outcome = Fatal, as well as AEs of Grade 5).

e Immune-related Adverse Events (irAE): wAEs (as identified accordmg to the
methodology outlned m Appendx 1 for a pre-specified search list of MedDRA PTs,
documented m the Safety Review Plan [SRP] and fmalized for analysis of the current
studies data prior to DB lock)

e Infusion-related Reactions (IRR): IRRs (as identified accordmg to the methodology
outlned m Appendix 2 for a pre-specified search list of MedDRA PTs documented m the
SRP and fmalized for analysis of the current studies data prior to DB lock).

Unless otherwise specified, AEs will be summarized by number and percentage of patients
with the AE m the category of mterest as described above, by treatment arm, primary SOC
and PT m decreasing frequency based on the frequencies observed for Arm A.

Each patient will be counted only once within each SOC or PT. If a patient experiences more
than one AE withm a SOC or PT for the same summary period, only the AE with the
strongest relationship or the worst severity, as appropriate, will be mcluded m the summaries
of relationship and severtity.

6.6.1.1. All Adverse Events

Adverse events will be recorded on the ‘Adverse Event’ eCRF page. Action taken with BSC
for patients m Arm A will not be summarized.

Adverse events will be summarized by worst severity (according to NCI-CTCAE version
4.03) per patient, usmg the latest version of MedDRA preferred term (PT) as event category
and MedDRA primary system organ class (SOC) body term as Body System category.

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

The following tables will be created:

e The overall summary of AEs table will mchide the frequency (number and percentage) of
patients with each of the followmg by treatment arm:

- TEAEs

— TEAESs, Grade > 3

- Related TEAEs

— Related TEAESs, Grade >3

— TEAEs leading to dose reduction of avelumab
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— TEAE:s leading to mterruption of avelumab
— TEAE:s leading to discontmuation of avelumab
- TEAEs leading to discontmuation of BSC
— Related TEAEs leading to discontmuation of avelumab
— Related TEAEs leading to discontmuation of BSC
— Serious TEAEs
- Related Serious TEAESs
- TEAEs leading to death
- Related TEAEs leading to death
- TAEs
- IRRs
e TEAEs by SOC and PT and worst grade
e Related TEAEs by SOC and PT and worst grade
e TEAEs leading to death by SOC and PT
e Related TEAEs leading to death by SOC and PT
e TEAEs Excludng SAEs, with frequency > 5% m any treatment arm by SOC and PT

6.6.1.2. Adverse events leading to dose reduction

Applicable to Arm A only.

The frequency (number and percentage) of patients with each of the followmg will be
presented for TEAEs leading to dose reduction of avelumab for Arm A:

e TEAEs leading to dose reduction of avelumab by SOC and PT

The listmg of all AEs leading to dose reduction will also be provided with the relevant
mformation.

6.6.1.3. Adverse events leading to interruption of study treatment
Applicable to Arm A only.

The eCRF does not allow for a clear separation between mterruption of an mfusion and
delays of admmistration for a parenteral drug as both are recorded using the same term on the
eCRF (“Drug mterrupted””). IRRs will be excluded m the analysis of AEs leading to Drug
Interruption m case they only led to an mterruption of the mfusion (ie, did not lead to a dose
reduction or a dose delay).
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As such, AEs leading to mterruption will be defmed as AEs identified m the AE eCRF page
with an action taken with study treatment of ‘drug mterrupted’ excluding

e IRRs that occurred on the day of mfusion with >90% of the planned dose given (ie IRRs
that did not lead to a dose reduction) and subsequent admmistration of study drug had no
delay (as defmed m Section 6.5.3.3). These IRRs will be considered as IRRs leading to
mterruption of mfusion.

e IRRs occurrng on the day after mfusion and subsequent dose administration had no delay
(as defined m Section 6.5.3.3).

The frequency (number and percentage) of patients with each of the followmg will be
presented for TEAEs leading to mterruption of avelumab for Arm A:

e TEAEs leading to mterruption of avelumab by SOC and PT

The listmg of all AEs leadng to mterruption of study treatment will also be provided with the
relevant mformation.

In addition, the frequency (number and percentage) of patients with each of the following
will be presented for TEAEs leading to mterruption of avelumab for Arm A:

e TEAEs leading to both mterruption and dose reduction of avelumab by SOC and PT

This summary will take mto account PTs with both actions as defmed n Section 6.6.1, even
though the actions may be captured for different PT records (ie, different onset for the PT
with action “drug mterrupted” and the PT with action “dose reduced”).

6.6.1.4. Adverse Events Leading to Treatment Dis continuation

The frequency (number and percentage) of patients with each of the followmg will be
presented for TEAEs leading to permanent discontmuation of each study drug and study
treatment, by treatment arm:

e TEAEs leading to discontmuation of avelumab by SOC and PT
e Related TEAEs leading to discontmuation of avelumab by SOC and PT
e TEAE:s leading to discontmuation of BSC by SOC and PT

e Related TEAEs leading to discontmuation of BSC by SOC and PT

The listmg of all AEs leading to treatment discontinuation will also be provided with the
relevant mformation.

6.6.2. Deaths

The frequency (number and percentage) of patients m the safety analysis set who died and
who died within 30 days after last dose of study treatment as well as the reason for death will
be tabulated based on mformation from the ‘Notice of Death’ and ‘Survival Follow-Up’
eCRFs, by treatment arm.
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e All deaths
e Deaths withn 30 days after last dose of study treatment

e Reason for Death
- Disease progression
- Study treatment toxicity
— AE not related to study treatment
—  Unknown
— Other.

In addition, date and cause of death will be provided m mdividual patient data hsting together
with selected dosing mformation (study treatment received, date of first / last admmistration,
dose) and will mchide the followmng mformation:

e AEs with fatal outcome (list preferred terms of AEs with outcome = Fatal as well as AEs
of Grade 5),

e Flag for death within 30 days of last dose of study treatment.

6.6.3. Serious adverse events

The frequency (number and percentage) of patients with each of the followmg will be
presented for treatment-emergent SAEs by treatment arm:

e SAEs by SOC and PT

e Related SAEs by SOC and PT

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

6.6.4. Other significant adverse events

The frequency (number and percentage) of patients with each of the followmg will be
presented for rAEs, by treatment arm:

rAEs leading to death, by Cluster and PT

rAEs, by Cluster and PT

e 1wAEs, Grade > 3, by Cluster and PT

e 1wAEs leading to discontmuation of avelumab, by Cluster and PT
e 1wAEs leading to discontmuation of BSC, by Cluster and PT

e Serious TAEs, by Cluster and PT
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The listmg of all TAEs will also be provided with the relevant mformation with a flag for
rAEs with onset outside of the on-treatment period.

The frequency (number and percentage) of patients with each of the followmg will be
presented for IRRs, by treatment arm:

e IRRs leading to death, by PT

e IRRs,by PT

e IRRs, Grade > 3, by PT

e IRRs leading to discontmuation of avelumab, by PT
e Serious IRRs, by PT

e Time related to first onset of an IRR (nfusion 1, mfusion 2, mfusion 3, mfusion 4 or
later).

The listmg of all IRRs will also be provided with the relevant mformation with a flag for
IRRs with onset outside of the on-treatment period.

In addition, the followmg analyses will be presented for rAEs (as defimed m Appendix 1)
and Tier-2 events separately. CIs for risk difference will be calculated based on the
unconditional exact method by Santner and Snell (1980). No additional analyses will be
presented for Tier-3 AEs.

e Frequency (number and percentage) of patients with each of the following by treatment
arm and PT or Clustered Term:

— Tier-2 AEs
— Tier-2 AEs Grade >3

e Pomt estimate for risk difference and 95% CI for risk difference (expermmental arm vs
comparator arm) for each of the followmg by PT or Clustered Term:

- TwAEs

- wAEs Grade >3
Tier-2 AEs

Tier-2 AEs Grade > 3

e C(Is reported are not adjusted for multiplicity and should be used for screening purposes
only. The 95% CIs are provided to help gauge the precision of the estimates for the risk
difference and should be used for estimation purposes only.
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6.6.5. Laboratory data

6.6.5.1. Hematology and che mis try parameters

Laboratory results will be classified accordmg to the NCI-CTCAE criteria version 4.03. Non-
numerical qualifiers (with the exception of fastmg flags) will not be taken mto consideration
m the dervation of CTCAE criteria (eg, hypokalemia Grade 1 and Grade 2 are only
distmguished by a non-numerical 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, withn normal limits and above normal mit (according to
the laboratory normal ranges).

Quantitative data will be summarized using simple descriptive statistics (mean, SD, median,
Q1, Q3, mmmmum, and maximum) of actual values and changes from baseline for each
nommal visit over time (unscheduled measurements would therefore not be mcluded m these
summaries as described m Section 5.2.9). End of Treatment visit laboratory results will be
summarized separately. The changes computed will be the differences from baseline.
Qualitative data based on reference ranges will be described according to the categories (ie,
Low, Normal, High).

Abnormalities classified according to NCI-CTCAE toxicity grading version 4.03 will be
described usmg the worst grade. For those parameters which are graded with two toxicities
such as potassum (hypokalemia/hyperkalemia), the toxicities will be summarized separately.
Low direction toxicity (eg, hypokalemia) grades atbaseline and post baseline will be set to 0
when the variables are derived for summarizmng high direction toxicity (eg, hyperkalemia),
and vice versa.

For WBC differential counts (total neutrophil [mcludng bands], lymphocyte, monocyte,
eosmophil, and basophil counts), the absolute value will be used when reported. When only
percentages are available (this is mamly mmportant for neutrophils and lymphocytes, because
the CTCAE gradmg is based on the absolute counts), the absolute value is derived as follows:

Derved differential absolute count =(WBC count) x (Differential %value / 100)

If the range for the differential absolute count is not available (only range for value m % is
available) then Grade 1 will be attributed to as follows:

e Lymphocyte count decreased:
— derived absolute count does not meet Grade 2-4 criteria, and
— % value < % LLN value, and
— derived absolute count > 800/mm?
e Neutrophil count decreased
— derived absolute count does not meet Grade 2-4 criteria, and

— % value < % LLN value, and
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— derived absolute count > 1500/mm?3

For calcium, CTCAE gradmg is based on Corrected Calcum and Ionized Calcmum
(CALCIO). Corrected Calcmum 1is calculated from Albumm and Calcum as follows

Corrected calcmm (mmol/L) = measured total Calcmum (mmol/L) + 0.02 (40 - serum

albumm [g/L])

Liver function tests: Alanme ammotransferase (ALT), aspartate ammotransferase (AST),
and total bilirmubm (TBILI) are used to assess possible drug mduced hver toxicity. The ratios
of test result over upper imit of normal (ULN) will be calculated and classified for these

three parameters during the on-treatment period.

Summary of hiver function tests will mclide the followmg categories. The number and
percentage of patients with each of the following during the on-treatment period will be
summarized by treatment arm:

e ALT >3xULN, ALT > 5xULN, ALT > 10xULN, ALT > 20xULN
e AST >3xULN, AST > 5xULN, AST > 10xULN, AST > 20xULN

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

e TBILI > 2xULN

e Concurrent ALT > 3xULN and TBILI > 2xULN

e Concurrent AST > 3xULN and TBILI > 2xULN

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

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

e Concurrent (ALT or AST) > 3xULN and TBILI > 2xULN and (ALP < 2xULN or
missing)
Concurrent measurements are those occurring on the same date.

Categories will be cumulative, ie, a patient with an elevation of AST >10xULN will also
appear m the categories >5xULN and >3xULN. Liver function elevation and possible Hy’s
Law cases will be summarized using frequency counts and percentages.

An evaluation of Drug-Induced Serious Hepatotoxicity (eDISH) plot will also be created,
with different symbols for different treatment arms, by graphically displaymg

e peak serum ALT(/ULN) vs peak total bilmubm (/ULN) mchidng reference lmes at
ALT=3xULN and total bilrubin=2xULN.

e peak serum AST(/ULN) vs peak total bilrubm (/ULN) mchlidng reference lnes at
AST=3xULN and total bilrubin=2xULN.
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In addition, a hsting of all TBILI, ALT, AST and ALP values for patients with a post-
baseline TBILI > 2xULN, ALT> 3xULN or AST > 3xULN will be provided.

Parameters with NCI-CTC grades available:

The laboratory toxicities will be tabulated using descriptive statistics (number of patients and
percentages) durmg the on-treatment period. The denominator to calculate percentages for
each laboratory parameter is the number of patients evaliable for CTCAE gradmg (ie those
patients for whom a Grade 0, 1, 2, 3 or 4 can be derived).

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

e The shift table will summarize baseline CTCAE grade versus the worst on-treatment
CTCAE grade. The highest CTCAE grade during the on-treatment period is considered
as the worst grade for the summary.

e The number and percentage of patients with newly occurring or worsenmg laboratory
abnormalities during the on-treatment period will be summarized by worst grade on-
treatment (Grade 1, 2, 3, 4, Grade 3/4 and any grade (Grades 1-4)).

The above analyses apply to hematology and chemistry evaluations which can be graded per
CTCAE, i:

e Hematology:

Hemoglobm (HB), Leukocytes (white blood cell decreased), Lymphocytes (lymphocyte
count increased/decreased), Neutrophils / Absolute Neutrophils Count (ANC) (neutrophil
count decreased), Platelet Count (PLT) (platelet count decreased).

e Serum Chemistry:

Albumm (hypoalbummemia), Alkaline Phosphatase (alkalme phosphatase mcreased),
Alanme Ammotransferase (ALT) (ALT mcreased), Amylase (serum amylase mcreased),
Aspartate Ammotransferase (AST) (AST mcreased), Total Bilmubin (blood bilirubin
mereased, Cholesterol (cholesterol high), Creatmnme (creatmme mcreased), Creatme
Kmase (CPK mcreased), Potassmum (hypokalemia/ hyperkalemia), Sodum
(hyponatremia/ hypernatremia), Magnesum (hypomagnesemia/hypermagnesemia),
Calcum (hypocalcemia/ hypercalcemia), Ghicose (hypoglycemia/hyperglycemia),
Gamma Glutamyl Transferase (GGT) (GGT increased), Lipase (lipase mcreased),
Phosphates (hypophosphatemia), Triglycerides (hypertriglyceridemia).

Parameters with NCI-CTC grades not available :

Hematology and chemistry evaluations which cannot be graded per CTCAE criteria will be
summarized as frequency (number and percentage) of patients with:

e shifts from baseline normal to at least one result above normal durng on-treatment period
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e shifts from baselme normal to at least one result below normal during on-treatment
period

In this study, these apply to the followmg parameters:

e Thyroid function and ACTH tests: Free T4, Thyroid Stimulating Hormone (TSH), ACTH

6.6.5.2. Other laboratory parameters

All other parameters collected on the eCRF will be listed mn dedicated listmgs presentmng all
correspondmng collected mformation on the eCRF.

e Coagulation: activated partial thromboplastn time (aPTT), prothrombm tmme (PT) and
International Normalized Ratio (INR).

e HCV,HBV, HIV serology

e Urmalysis: Protem, glhicose and blood

e Other parameters: Absolute Monocytes, Absolute Eosmophils, Absolite Basophils,
Chloride, Total Urea, Uric Acid, Total Protem, C-Reactive Protem, Lactate
Dehydrogenase (LDH)

e (Cardiac biomarkers: Troponin (¢TnT or c¢Tnl)
e Pregnancy test

The listmgs of laboratory results will be provided for all laboratory parameters. The listings
will be sorted by parameters and assessment dates or visits for each patient. Laboratory
values that are outside the normal range will also be flagged i the data listmgs, along with
correspondmg normal ranges. A listmg of CTCAE grading will also be generated for those
laboratory tests.

In addition, Listmgs of abnormal values will be provided for hematology, chemistry,
urmalysis, coagulation parameters. If there is at least one abnormal assessment for any
parameter, all the data for that laboratory parameter will be mcluded mto the listmg.

For all tests not mentioned above but present m the clnical data, a histing of patients with at
least one result for the relevant test will be provided.

6.6.6. Vital signs

Weight for the purposes of dose calculation will be recorded at screenmg and within 3 days
pre-dose Day 1 and Day 15 of each cycle. Height will be measured at screenmng only.

Vital sign summaries will nclude all 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 m the listing.
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All vital sign parameters will be summarized usmg descriptive statistics (mean, SD, median,
Ql1, Q3, mmmmum, and maximum) of actual values and changes from baselme for each visit

over time. End of Treatment visit will be summarized separately. The changes computed will
be the differences from baselne.

6.6.7. Electrocardiogram

ECGs m the B9991001 study are collected only when clinically mdicated. Patients with
qualtative ECG abnormalities will be listed.

6.6.8. ECOG Performance Status

The ECOG shift from baseline to highest score durmg the on-treatment period will be

summarized by treatment arm.

7.INTERIM ANALYSES
7.1. Introduction

The goals of the mterim analyses are to allow early stopping of treatment arm(s) for futility
or efficacy and to potentially adjust the sample size. The mterim analysis of OS will be
performed as described m Sections 5.1.1 and 5.1.2 using the methodology described in
Section 6.1.1.1 for OS.

Unblinded results from the mtermm analysis for OS will not be communicated to the
Sponsor’s chnical team or to any party mvolved i the study conduct (apart from the
mdependent statistician and E-DMC members) until the E-DMC has determmed that either
(1) OS analysis has crossed the pre-specified boundary for efficacy or (i) the study needs to
be termmated due to any cause, mcludmg futility or safety reasons. Further details will be
described m the E-DMC charter.

7.2. Interim Analyses and Summaries

At each analysis time pomt, the critical boundaries for the group sequential test will be
derived from the predefmed spendmg function(s) as described m Section 5.1. The
calculations of boundaries will be performed using EAST.

7.2.1. Interim analysis for OS

Let u(t,) and u(tg) denote the upper critical boundaries based on the test statistics Z; and Zg
for efficacy at the mterim and the fmal analysis, respectively, and let I(t;) and I(tg) denote the
lower critical boundary for futility at the mterrm and fmal analysis, respectively. For the
fmal analysis, I(tg)=u(tg).

The critical values u(t;) and I(t;) for the mterim analysis of OS are determmed such as

B(Z, 2u(t))=a(t) and P,(Z <I(1))=p{),

where Py and P, denote the probabilities under the null hypothesis and the alternative
hypothesis, respectively, and (I(Fl) and ﬁ(l}) denote the o and P spent, respectively, based on
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the predefmed spendng functions at mformation fraction t; (t; is calculated as the ratio of
the number of OS events observed at the time of the cut-off for the mterim analysis and the
total number of OS events targeted for the final analysis).

The boundary for the final efficacy analysis will be calculated such that
it ) & PolZy €illy)iZe = tip) =%

1=0.015 for “all patients’ population,

1=0.01 for ‘patients with PD-L1-positive tumors’ population

As described m Section 5.1.2, if the number of OS events m the fmal analysis deviates from
the target number of OS events, the final analysis criteria will be determmed as above taking
mto account the actual alpha spent at the mterim analysis and the actual correlation between
the two test statistics Z; and Z, so that the overall one-sided significance level across all
analyses and comparisons is preserved at 0.025.

7.2.2. Sample size re-estimation

As appropriate, the sample size of the study may be adjusted usmg the method outlned by
Cui et al (1999). Specific details regardmg the method are described m Appendix 3.
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9. APPENDICES
Appendix 1. Immune-Related Adverse Events

The MedDRA PTs and clusters for rAEs are defmed m the Safety Review Plan (SRP) for
avelumab.

Immune-related AEs (rAEs) will be programmatically identified as outlned m Table 16.
This case definition is hierarchical, ie, each step is only checked for patients and events that
have already met the prior step.

Table 16. Case Definition for irAEs

Step

Selection Criteria

Additional Notes

1

Event selected basedon a list of pre-
specified MedDRA PTs within clusters.
These are included in the SRP as Tierl
events (Immmine-mediatedxox). IfAE
matches thelist, then it is in for the next step

AE onsetduring 1* study drug adminis tration
or anytime thereafter through 90 days after
lastdose of sudy treatment.

This is regardless of start of new anti-cancer drug
therapy and regardless of TEAE classifications

Answerinthe AEeCRF page to “Was
another treatment given because ofthe

occurrence ofthe event’ is “YES’

AE treated with corticosteroids or other
immunosuppressant therapy.

For endocrinopathies only: AE required
hormone replacement

B)

Look in the conmed pages for AEidentifiers that
match the AEs fromStep 3. For each ofsuch AEs if
A)OR B) OR C) below are met then the AEis in for
the next step

A) conmed ATCcodeis in (HO2A, HO2B, D07,

AOIAC. S01BA, S0IBB, LO4AA LO4AB,
LOMMAC, LMAD, LO4AX, AOTEA)and AEPT is
in any ofthe irAEclusters.

conmed ATCcodeis in (HO3A, HO3B) and AE
PT is in one ofthe irAE clusters associated with
“Imnmine-mediated endocrinopathies™

conmed ATCcodeis A10A and AEPT is in the
irAE clusterassociated with “ITmnmine-mediated
endocrinopathies: Type I Diabetes Mellitus™
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5 A) No clear etiology (other than immmine A) Fromthe AEeCRF page.

mediated etiology) Is the AEclearly related to an etiology other than
immmune-mediated etiology? Yes/No
Ifansweris Yes, checkall that apply:

e Underlying malignancy/ progressive disease.
e Othermedical conditions.

¢ Prior or concomitant medications / procedures.
e Other. Specify.

B) Histopathology/biopsy consistentwith B) Fromthe AEeCRF page.

imnune-mediated event B1) Was there a pathology /histology evaluation

performed to investigatethe AE? Y/N

B2) If answerto the above is Yes. doesthe
pathology/histology evaluation confirms an
immune mediated mechanismforthe AE? Y/N
B3) If pathology/ histology evaluation
performed to investigatethe AE, provide
summary ofrelevant findings ofthe pathology
/histologyreport. (Free Text)

Eventisin if

[Answerto 5B1and 5B2is YES (regardless
of answerto 5A)]

OR

[Answerto 5B1is YES AND answerto 5B2
is NO AND answerto 5A is NO]

OR

[Answerto 5B1is NO ANDanswerto 5A is
NOJ

The data set associated with rAEs may be refmed based on medical review. The final data

set mcluding any changes based on medical review (eg, addition of cases that are not selected
by the programmatic algorithm) will be the basis of the rAE analyses.
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Appendix 2. Infusion Related Reactions

For defmmg an AE as IRR, the onset of the event i relation to the nfusion of study drug and
time to resolution of the event will be considered.

e All AEs identified by the MedDRA PT query describmg signs and symptoms will be
considered potential IRRs when onset is on the day of study drug mfusion (durng or
after mfusion) and the event resolved with end date within 2 days after onset.

e All AEs identified by the MedDRA PTs of Infusion related reaction, Drug
hypersensitivity, Anaphylactic reaction, Hypersensitivity, Type 1 hypersensttivity,
will be considered potential IRRs when onset is on the day of study drug mfusion
(durmg or after the mfusion) or the day after the study drug mfusion (mrespective of
resolution date).

The list of MedDRA PTs for ‘IRRs SIGNS and SYMPTOMS’ and PTs ‘IRRs CORE’ are
defined m the SRP for avelumab.

Infusion-related reactions (IRRs) will be programmatically identified as outlned m Table 17
and will be identified for IV drugs only.

Table 17. Case Definition for IRRs — IV Study Drugs Administered Alone OrIn
Combination With Non-IV Study Drugs

Condition | Selection criterion

If AEmeets [1 AND2] OR [3 AND (4A OR 4B)] then AEis classified as an IRR

1 PT is included in the ‘TRRs SIGNS and SYMPTOMS'’ list

2 e AEFE onsetdate=date ofinfusion of'study drug AND

e AE timing related to study drug (‘DURING', ‘AFTER’) AND

¢ AEFE outcome in (‘RECOVERED/RESOLVED’, ‘RECOVERED/RESOLVED WITH
SEQUELAE’, ‘RECOVERINGRESOLVING’) AND

e AFenddate— AEonset date <=2

3 PT is included in the ‘TRRs CORE’ list
4A ¢ AFE onsetdate=date ofinfusionofstudy drug AND

¢ AEtiming related to study drug in (‘DURING', “‘AFTER”)
4B AE onseton thedayafterinfusion

Appendix 3. Technical Details For Sample Size Re-Estimation

In 1999, Cui et al. published the form of the test statistic atthe final analysis if a sample size
adustment is performed m an adaptive design with normal endpomts. Usmng the proposed
weighted test statistic ensures that the overall Type 1 error is mamtamed at the pre-specified
level

In 2007, Mehta presented an extension of Cui’s method to tme to event (TTE) endpomts
reported using the two-sample log-rank test (LRT). This extension is based on results
published m 1981 by Tsiatis (1981) who showed that the sequentially computed scores
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statistics of the proportional hazards model converges asymptotically to a multivariate
normal process with mdependent increments. Cui’s method for normal endpomts is applied
to the LRT, as a special case for the efficient scores test for the proportional hazards model

The proposed weighted LRT statistic (T,) calculated at the fmal analysis aftera sample size
mcrease preserves the Type 1 error.

T =vt1Zy + ﬂ( tgzz*_\/ﬁZI) W

t; —t1

where:

t; = Information fraction at the mterim analysis

t,* = Information fraction for LRT statistic atthe final analysis after a sample size mcrease
Z, = LRT statistic at mterim analysis

Z,*=LRT statistic atfnal analysis after a sample size mcrease.

In 1992, Kim showed that the sequentially computed stratified log-rank test (SLRT) statistics
has an asymptotic multivariate normal distribution with mdependent mcrements. Based on
this result and usmg a smmilar approach as presented by Mehta, Cur’s method can be further
extended to TTE endpomts reported using the SLRT. Similarly, the proposed weighted
SRLT statistic (U,) calculated at the final analysis after a sample size increase preserves the
Type 1 error.

_ —— (/1S3 —/uS @
Us = \/U_1 51+ +v1— \/ﬁ
where:

Uy =D /Dy = Information fraction at the mtermm analysis; D ; = total number of events at
the tme of mterm analysis and D, =200

u,* = Information fraction at the fmal analysis after a sample size increase

S; =LRT, atmtermm analysis, stratified for baselne stratification factors

S,* =LRT, at final analysis after a sample size mcrease, stratified for baseline stratification
factors
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