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Research Hypothesis:

This study will describe the adverse reactions that occur during 6 months of treatment with
nivolumab in patients with advanced NSCLC or RCC i India. No test of the statistical
hypothesis is planned in this study.

Schedule of Analyses:

Data analyses will be conducted only on the safety data collected within the maximum of the 26
week study period, which will include safety collected during the follow-up of patients who
discontinue treatment before 24 weeks.
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Final analysis will be done once the study will be completed on the date on which safety data
(primary endpoint) are collected for the last participant on study.

2 STUDY DESCRIPTION
21 Study Design

This 1s a Phase 4, open-label, single arm, multi-center, prospective safety study to be conducted
in India with patients with either locally advanced or metastatic NSCLC (Stage IIIb/IV NSCLC)
with squamous histology or non-squamous histology who have progressed during or after at least
1 prior chemotherapy (N= 70) or advanced RCC who have progressed during or after at least 1
prior therapy (N= 30). Potential patients will undergo screening evaluations to determine
eligibility within 28 days prior to first dose. Patients who meet the protocol defined
inclusion/exclusion criteria will be prospectively enrolled in a sequential manner. All enrolled
patients will be treated with nivolumab administered intravenously over 60 minutes at 3 mg/kg
every 2 weeks. Each 14 day dosing period will constitute a cycle. Treatment will continue as
long as clinical benefit is observed for a maximum of 24 weeks or until treatment is no longer
tolerated by the participant or withdrawal of consent. The treatment period for this study 1s 26
weeks, which corresponds to 24 weeks of treatment and 2 weeks of follow-up after the final on-
study dose of nivolumab. Patients who are observed to continue to receive clinical benefit from
nivolumab at 26 weeks will continue treatment via commercial supply (provided by BMS) as
long as clinical benefit is observed or until treatment is no longer tolerated by the participant.
Any participant who discontinues treatment with nivolumab before 24 weeks on study will be
followed for 100 days after discontinuation of study drug or for a total of 26 weeks from first on-
study treatment with nivolumab, whichever is earliest.

Safety will be evaluated throughout the treatment period and during the follow up of patients
who discontinue treatment before 24 weeks by physical exams including vital signs, AE/SAE
monitoring, laboratory evaluations and recording of concomitant medications.

All SAEs after 26 weeks of study duration for patients on commercial nivolumab supply will be
reported to India Health Authority as part of spontaneous reporting.

The study design schematic is presented in Figure 2.1.

10
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Figure 2-1: Study Design Schematic
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e Participants who discontinue on-study treatment before 24 weeks will be followed for 100 days after last
on-study dose of nivolumab or for 26 weeks after first on-study dose, whichever is earliest.

e Participants who continue to benefit clinically from nivolumab at 26 weeks will continue treatment via
commercial supply (provided by BMS) as long as clinical benefit is observed or until treatment is no longer
tolerated by the participant. All SAEs after 26 weeks of study duration for patients on commercial
nivolumab supply will be reported to India Health Authority as part of spontaneous reporting.

Physical examinations, vital sign measurements, and clinical laboratory evaluations will be
performed at selected times throughout the dosing interval and during follow-up for those
patients who discontinue treatment before the end of the treatment period (24 weeks). Patients
will be closely monitored for AEs throughout the study.

2.2 Treatment Assignment

After informed consent has been obtained and the subject’s eligibility is established, the subject
will be enrolled and a number will be assigned through an interactive voice response system
(IVRS). All patients will receive treatment with nivolumab in an open-label fashion. Study
treatment will be dispensed at the study visits as listed in Schedule of Activities (Appendix 1).

23 Blinding and Unblinding
This is an open-label study, blinding procedures are not applicable.

24 Protocol Amendments

Not applicable.
2.5 Data Monitoring and Other External Committees

Not applicable.

11
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3 OBJECTIVES
3.1 Primary

e To assess the safety and tolerability of nivolumab for the treatment of locally advanced or
metastatic NSCLC after prior chemotherapy or advanced RCC after prior therapy.

3.2 Secondary

e To estimate the incidence and severity of treatment-related select AEs in all treated
patients.

e To estimate the incidence of all treatment-related SAEs

e To estimate the incidence of AEs that lead to discontinuation of treatment with

nivolumab.
4 ENDPOINTS
41 Primary Endpoint

e Incidence and severity of all treatment-related AEs

4.2 Secondary Endpoints

e Incidence and severity of all treatment-related select AEs which are as follows
o Pulmonary toxicity
o Gastrointestinal toxicity (diarrhea or colitis)
o Endocrinopathies
o Hepatotoxicity (including asymptomatic liver function tests (LFT) elevations)
o Renal toxicity
o Skin toxicity
o Neurological toxicity
o Hypersensitivity/infusion reactions

e Incidence of all treatment-related SAEs

e Incidence of AEs that lead to discontinuation from treatment with nivolumab

S SAMPLE SIZE AND POWER

The study is projected to enroll a minimum of 100 patients (70 NSCLC patients and 30 RCC
patients). The total sample size for this study is based on logistical considerations. The sample
size meets regulatory requirement for safety update submission.

In global clinical studies, treatment-related AEs of any grade occurred approximately 65% and of
Grade 3-4 occurred approximately 10% in nivolumab users with NSCLC; treatment-related AEs

12
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of any grade occurred approximately 80% and of grade 3-4 occurred approximately 20% in
nivolumab users with RCC. Assuming these event rates, there is approximately 99% probability
to observe at least 37 treatment-related AEs of any grade and approximately 84% probability to
observe at least 5 treatment-related AEs of grade 3-4 in the 70 NSCLC patients; there is
approximately 97% probability to observe at least 20 treatment-related AEs of any grade and
approximately 88% probability to observe at least 4 treatment-related AEs of grade 3-4 in the 30
RCC patients.

Given the proposed sample size, the 95% confidence intervals for relevant AE rates are
presented in Table 5-1.

Table 5-1 CA209887: Estimated Incidence Rates and 95 % ClIs

Incidence Rate (%) Sample Size Lower 95% CI (%) Upper 95% CI (%)
5 30 036 1971
70 122 13.01
100 1.64 11.28
10 30 211 26.53
70 412 19.52
100 490 17.62
20 30 7.71 38.57
70 11.39 31.27
100 12.67 29.18
30 30 14.73 4940
70 19.62 4213
100 21.24 3998
40 30 22.66 5940
70 28.47 52.41
100 30.33 50.28
50 30 31.30 68.70
70 37.80 62.20
100 39.83 60.17
60 30 40.60 7734

13
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6 STUDY PERIODS, TREATMENT REGIMENS AND POPULATIONS FOR
ANALYSES

6.1 Study Periods

6.1.1 Baseline Period

Baseline evaluations or events will be defined as evaluations or events that occur before the date
and time of the first dose of study treatment. Evaluations on the same date and time of the first
dose of study treatment will be considered as baseline evaluations.

In cases where the time (onset time of event or evaluation time and dosing time) is missing or not
collected, the following definitions will apply:

e Pre-treatment AEs will be defined as AEs with an onset date prior to but not including the
day of the first dose of study treatment

e Baseline evaluations (e.g., laboratory tests and vital signs) will be defined as evaluations with
a date on or prior to the day of first dose of study treatment

If there are multiple valid assessments, the assessment that is closest to day (and time if
collected) of the first dose of study treatment will be used as the baseline in the analyses. If
multiple assessments are collected at the same date (and time if collected), the assessment with
the latest database entry date (and time if collected) will considered as baseline.

6.1.2 Post Baseline Period

- On-treatment AEs will be defined as AEs with an onset date and time on or after the date
and time of the first dose of study treatment (or with an onset date on or after the day of
first dose of study treatment if time is not collected or is missing). For subjects who are
off study treatment, AEs will be included if event occurred within a safety window of 100
days after the last dose of study treatment or for a total of 26 weeks from first on-study
treatment with nivolumab, whichever is earliest. No subtracting rule will be applied
when an AE occurs both pre-treatment and post-treatment with the same preferred term
and grade.

14
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- On-treatment evaluations (laboratory tests and vital signs) will be defined as evaluations
taken after the day (and time, if collected and not missing) of first dose of study
treatment. For subjects who are off study treatment, evaluations should be within a safety
window of 100 days after the last dose of study treatment or for a total of 26 weeks from
first on-study treatment with nivolumab, whichever is earliest.

- Late emergent drug-related AEs will be defined as drug-related AEs with an onset date
greater than 100 days after the last dose of study treatment in subjects who are off study
treatment or for a total of 26 weeks from first on-study treatment with nivolumab,
whichever is earliest.

6.2 Treatment Regimens

Patients should receive nivolumab at a dose of 3 mg/kg as a 60-minute IV infusion, on Day 1 of
each treatment cycle every 2 weeks for 24 weeks or until progression, unacceptable toxicity,
withdrawal of consent, or the study ends, whichever occurs first. Patients should begin study
treatment within 3 calendar days of enrollment.

Dosing calculations should be based on the body weight assessed at baseline. It is not necessary
to re-calculate subsequent doses if the participant weight is within 10% of the weight used to
calculate the previous dose. All doses should be rounded up or to the nearest milligram per
institutional standard.

6.3 Populations for Analyses

The following subject populations will be considered in this trial:

e All Enrolled Patients: All patients who signed an informed consent form and were
registered into the IVRS.

e All Treated Patients: All Patients who received any nivolumab. This is the primary
population for safety analyses. Subpopulation analyses will be conducted by tumor type.

7 STATISTICAL ANALYSES
71 General Methods

Unless otherwise noted, discrete variables will be tabulated by the frequency and proportion of
subjects falling into each category, grouped by tumor type. Percentages given in these tables will
be rounded to the first decimal and, therefore, may not always sum to 100%. Percentages less
than 0.1 will be indicated as ‘< 0.1” . Continuous variables will be summarized by tumor type
using the mean, standard deviation, median, minimum, and maximum values.

The conventions to be used for imputing partial dates for analyses requiring dates are described
in Section 8.

Unless specified otherwise, all analyses will be tabulated in 3 columns: NSCLC, RCC, and the 2
cancer types pooled.

15
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7.2 Study Conduct

Unless otherwise specified, the study conduct data will be presented on all treated subjects by
tumor type.

7.2.1 Relevant Protocol Deviations

All protocol deviations identified will be summarized by protocol deviation type for all treated
subjects.

The following programmable deviations from inclusion and exclusion criteria will be considered
as relevant protocol deviations. Non-programmable relevant eligibility and on-treatment protocol
deviations, as well as significant (both programmable and non-programmable) eligibility and on-
treatment protocol deviations will be reported through ICOMaster.

A by-subject listing will be provided.

7.3 Study Population

Unless otherwise specified, the study population data will be presented on all treated subjects by
tumor type.

7.3.1 Subject Disposition

The total number of subjects enrolled, treated and not treated will be presented along with the
reason for not being treated.

In addition, the below summary will be provided.

e Pre-Treatment Status: The total number of subjects entered into the treatment phase
and not entering the treatment phase will be presented along with the primary reason for
not entering the treatment phase of this study.

e Subject Status (End of Treatment): Total number of subjects completed the phase of
study-treatment along with the primary reason for not completing this phase of the study
or not continuing in the treatment period of the study will be presented.

e Subject Status (End of Study): Total number of subjects continues to be followed
(Yes/No) and primary reason for not continuing in the study will be presented.

Also, total number of subjects by investigational site will be provided.

A by subject listing of pre-treatment, end of treatment and end of study status will be provided
separately.

16
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7.3.2 Demographics and Baseline Characteristics

Overall summary of the following demographic and baseline characteristics will be summarized
for all treated subjects and also by tumor type.

o Age

e Age Category (< 65, = 65 - <75, = 75years )
e Gender

e Race

e Smoking history by Status: Never/Current/Former/Unknown
e Initial disease diagnosis
o Time from initial diagnosis to study treatment first dose
o Tumor Type

e Current Disease Diagnosis
o Time from diagnosis to study treatment first dose
o Disease stage at study entry: VIVIII/TV

A by subject listing will be provided separately for demography, initial diagnosis and current
disease diagnosis.

7.3.3 Physical Measurements
Descriptive statistics of the following physical measurements will be summarized for all treated

subjects by tumor type and overall.

e Baseline weight (kg)

e Baseline height (cm)

¢ Baseline BMI (kg/m?)

e Baseline Eastern Cooperative Oncology Group (ECOG) performance status

In addition, physical measurements will also be summarized by study visit for each tumor type
and overall.

A by subject listing will be provided.

7.3.4 Medical History

General medical history will be coded and grouped into Preferred Terms (PT) by System Organ
Class (SOC), using Medical Dictionary for Regulatory Activities (MedDRA) version 20.1 or
higher. Listings and summaries will be based on the SOCs and PTs. Summaries will be provided
for all treated subjects by tumor type and overall.

17
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A by subject listing of medical history will be provided. In addition, specific disease history will
be displayed in listings.

7.3.5 Prior Therapy

Descriptive statistics of prior therapies will be summarized for all treated subjects by tumor type
and overall.

e Prior Radiotherapy
o Subjects received prior radiotherapy (yes/no)
o Sites of radiotherapy
o Time from therapy stop date to study treatment first dose
e Prior Surgery Related to Cancer
o Subjects received any prior surgery related to cancer (yes/no)
o Time from surgery to study treatment first dose
o Type of surgery
e Prior Systemic Cancer Therapy
Subjects with systemic cancer therapy (yes/no)
Setting of regimen (adjuvant therapy/metastatic disease/neo-adjuvant therapy)
Duration of prior systemic cancer therapy
Best response to regimen (CR/PR/SD/PD/unable to determine/not applicable)
Primary reason regimen was discontinued

o 0o O o O

Time from therapy stop to study treatment first dose

A by subject listing of the above prior therapies will be provided separately.

7.3.6 Subsequent Systemic Cancer Therapy

A Dby-subject listing will be provided separately for subsequent systemic cancer therapy,
radiotherapy for treatment of tumors and on-treatment\subsequent surgery for treatment of
tumors.

7.3.7 Physical Examination

Subjects with abnormal baseline physical examination will be tabulated by examination criteria
for all treated subjects by tumor type.

The number and percentage of patients reporting physical examination results
(Normal/Abnormal) will be presented per body system/examination criteria per time-point for all
treated subjects.

A by-subject listing will be provided.

18
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7.3.8 Clinical Complaints
A by-subject listing will be provided.

7.3.9 Diagnostic and Medical Treatment Procedures
A by-subject listing will be provided separately for diagnostic and medical treatment procedures.

7.4 Extent of Exposure

Unless otherwise specified, the exposure data will be presented on all treated subjects by tumor
type.

7.4.1 Administration of Study Therapy

The following parameters will be summarized (descriptive statistics):

e Relative dose intensity (%) using the following categories: < 50%; 50 - < 70%; 70 - < 90%;
90 - < 110%; = 110%.

e Number of doses received
e (Cumulative dose
e Duration of treatment

A by-subject listing of dosing of study medication (record of study medication, infusion details,
and dose change) and a listing of batch number will be also provided.

Below table summarizes the key parameters used to calculate dosing data.

Table 7.4-1: Administration of Study Therapy: Definition of Parameters
Nivolumab

Dosing schedule per 3 mg/kg Q2 weeks

protocol

Cumulative Dose Cumulative dose (mg/kg) is sum of the doses (mg/kg) administered to a subject

during the treatment period

Relative dose intensity [Cumulative dose (mg/kg)/((Last dose date - Start dose date + 14)*3 / 14)] x 100

(%)

Duration of treatment Last dose date - Start dose date +1
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7.4.2 Modifications of Study Therapy
7.4.2.1 Dose Delays

A dose will be considered as actually delayed if the delay is exceeding 3 days (i.e., greater than
or equal to 4 days from scheduled dosing date). The length of dose delay is defined as (duration
of previous cycle in days - 14). The Dose delays will be divided into following categories: 4 - <8
days, 8 - < 15 days, 15 - < 43, >=43 days. Reason for dose delay will be retrieved from CRF
dosing pages.

The following parameters will be summarized by tumor type and overall:
e Number of dose delayed per subject, Length of Delay, and Reason for Dose Delay
e Number of subjects with at least one dose delayed along with reason for dose delay

7.4.2.2 Dose Modifications

There will be no dose escalations or reductions of nivolumab allowed.

Nivolumab infusion can be interrupted and/or the IV infusion rate can be reduced. This
information will be retrieved from CRF dosing pages.

The following parameters will be summarized by tumor type and overall:

e Number of subjects with at least one dose infusion interrupted along with the reason for the
mterruptions and number of infusions interrupted per subject

A by subject listing of study drug administered will be provided. A batch listing number will be
also provided.

Il
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W

7.5 Efficacy
Not applicable.
7.6 Safety

Unless otherwise specified, the safety data will be presented by tumor type. Data analyses will be
conducted only on the safety data collected within the maximum of the 26-week study period,
which will include safety collected during the follow-up of participants who discontinue
treatment before 24 weeks. The post study treatment follow-up is defined as participants who
discontinue study treatment before 24weeks will be followed for 100 days after the last dose of
nivolumab or for a total of 26 weeks from first on-study treatment with nivolumab whichever is
earliest.

7.6.1 Deaths

Deaths will be summarized by tumor type:
e All deaths, reasons for death
e Deaths within 100 days of last dose received or for a total of 26 weeks from first on-study

treatment with nivolumab whichever is earliest, reasons for death

By-subject listing of deaths will be provided for the all enrolled subjects population.

7.6.2 Serious Adverse Events

Unless for the safety window would be as the defined as in section 7.6. For participants assigned
to treatment and never treated with study drug, SAEs should be collected for 30 days from the
date of treatment assignment.

Serious adverse events will be summarized by tumor type:

e Overall summary of SAEs by worst CTC grade (grade 1, 2, 3, 4, 5, unknown) presented by
SOC/PT

e Overall summary of drug-related SAEs by worst CTC grade (any grade, grade 3-4, grade 5)
presented by SOC/PT.
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The analysis will be conducted using the 100-day safety window or for a total of 26 weeks from
first on-study treatment with nivolumab, whichever is earliest.

By-subject SAE listing will be provided for the all enrolled subjects population.

7.6.3 Adverse Events Leading to Discontinuation of Study Therapy

AEs leading to discontinuation will be summarized by tumor type:

e Overall summary of AEs leading to discontinuation by worst CTC grade (grade 1, 2, 3, 4, 5,
unknown) presented by SOC/PT

The analysis will be conducted using the 100-day or for a total of 26 weeks from first on-study
treatment with nivolumab whichever is earliest safety window.

By-subject AEs leading to discontinuation listing will be provided.

7.6.4 Adverse Events

Adverse events will be summarized by tumor type:

e Overall summary of any AEs by worst CTC grade (grade 1, 2, 3, 4, 5, unknown) presented
by SOC/PT.

e Overall summary of drug-related AEs by worst CTC grade (any grade, grade 3-4, grade 5)
presented by SOC/PT.

By-subject AE listing will be provided.

7.6.5 Select Adverse Events

Unless otherwise specified, analyses will be performed by select AE category. Some analyses
may also be repeated by subcategory of endocrine events.

Select AEs includes:
e Pulmonary toxicity
e Gastrointestinal toxicity (diarrhea or colitis)
¢ Endocrinopathies
e Hepatotoxicity (including asymptomatic LFT elevations)
e Renal toxicity
e Skin toxicity
e Neurological toxicity

e Hypersensitivity/infusion reactions

22
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7.6.5.1 Incidence of Select AE

Select AEs (see Table 7.6-1 ) will be summarized by tumor type for each category/subcategory
for all treated subjects.

e Overall summary of any select AEs by worst CTC grade (grade 1, 2, 3, 4, 5, unknown)
presented by Category or Subcategory/PT.

e Overall summary of drug-related select AEs by worst CTC grade (grade 1, 2, 3, 4, 5,
unknown) presented by Category or Subcategory/PT.

e Summary of frequency of unique select AEs

The analyses will be conducted using the 100-day or for a total of 26 weeks from first on-study
treatment with nivolumab whichever is earliest safety window.

By-subject select AE listing will be provided.

7.6.6 Immune Modulating Medication

The percentage of subjects who received immune modulating concomitant medication for
e management of adverse event

e premedication

e other use

e any use

e management of drug-related select adverse event (any grade, grade 3-5) by select AE
category/ subcategory

e management of IMAEs (any grade, grade 3-5) by IMAE category will be reported separately
for each tumor group (percentages of treated subjects by medication class and generic term).

The following will be reported for each tumor group:

e The total medication treatment duration (excluding overlaps), duration of high dose of
corticosteroid, initial dose of corticosteroid, and tapering duration (summary statistics)

The analysis will be conducted using the 100-day or for a total of 26 weeks from first on-study
with nivolumab whichever is earliest safety window.

7.6.7 Immune Mediated Adverse Events

In order to further characterize AEs of special clinical interest analysis of immune-mediated AEs
(IMAE) will be conducted. Immune-mediated AEs are specific events (or groups of PTs
describing specific events) that include pneumonitis, diarrhea/colitis, hepatitis, nephritis/renal
dysfunction, rash, endocrine (adrenal insufficiency, hypothyroidism/thyroiditis, hyperthyroidism,
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diabetes mellitus, and hypophysitis), and other specific events, considered as potential immune
mediated events by investigator, that meet the definition summarized below:

e those occurring within 100 days of the last dose or for a total of 26 weeks from first on-
study treatment with nivolumab whichever is earliest

e regardless of causality,

e treated with immune-modulating medication (of note, endocrine Adverse events such as
adrenal insufficiency, hypothyroidism/thyroiditis, hyperthyroidism, diabetes mellitus, and
hypophysitis are considered IMAEs regardless of immune-modulating medication use,
since endocrine drug reactions are often managed without immune-modulating
medication).

For the most recent studies, the data collection for IMAE was modified to also collect data on
investigator assessment of potential IMAE including evidence of immune mediated etiology. For
these studies (which will be clearly identified as such in the study specific SAP), an additional
criteria accounting for immune mediated etiology or immune mediated component is also to be
considered:

e with no clear alternate etiology based on investigator assessment, or with an immune
mediated component

The list of MedDRA preferred terms used to identify Immune-Mediated adverse events is
revisited quarterly and updated accordingly. The preferred terms used for the selection at the
time of the database lock by categories will be provided.

IMAEs will be summarized for each immune mediated category / PT using the 100 days of the
last dose or for a total of 26 weeks from first on-study treatment with nivolumab whichever i1s
earliest:

e Overall summary of AEs by worst CTC grade (grade 1, 2, 3, 4, 5, unknown) presented by
immune mediate Category/ PT. This summary includes all AEs that are qualified for IMAE
preferred terms list, without requirement of either usage of immune modulating medications
or accounting for immune mediated etiology or immune mediated component. .

e Overall summaries of IMAEs by worst CTC grade [(grade 1, 2, 3, 4, 5, unknown) and (any
grade, grade 3-4, grade 5)] where immune modulating medication was initiated presented by
Category / PT

e Overall summaries of endocrine IMAEs by worst CTC grade [(grade 1, 2, 3, 4, 5, unknown)
and (any grade, grade 3-4, grade 5)] presented by Category / PT.

e Overall summaries of serious IMAEs by worst CTC grade [(gradel, 2, 3, 4, 5, unknown)and
(any grade, grade 3-4, grade 5)] where immune modulating medication was initiated
presented by Category / PT.
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e Overall summaries of endocrine serious IMAEs by worst CTC grade [(grade 1, 2, 3, 4, 5,
unknown) and (any grade, grade 3-4, grade 5)] presented by Category / PT.

e Overall summaries of IMAEs leading to discontinuation by worst CTC grade [(grade 1, 2, 3,
4, 5, unknown) and (any grade, grade 3-4, grade 5)] where immune modulating medication
was initiated presented by Category / PT.

e Overall summaries of endocrine IMAEs leading to discontinuation by worst CTC grade
[(grade 1, 2, 3, 4, 5, unknown) and (any grade, grade 3-4, grade 5)] presented by Category /
PT.

e Overall summaries of IMAEs leading to dose delay or reduction by worst CTC grade [(grade
1, 2, 3, 4, 5, unknown) and (any grade, grade 3-4, grade 5)] where immune modulating
medication was initiated presented by Category / PT.

e Overall summaries of endocrine IMAEs leading to dose delay or reduction by worst CTC
grade [(grade 1, 2, 3, 4, 5, unknown) and (any grade, grade 3-4, grade 5)] presented by
Category / PT.

e Summaries of time to onset and time to resolution of IMAEs where immune modulating
medication was initiated presented by Category.

e Summaries of time to onset and time to resolution of endocrine IMAEs presented by

Category.

By-subject listing of IMAEs will be provided. By-subject listings of time to resolution for
longest IMAESs cluster (any grade and grade 3-5 in separate summaries) will also be provided.
For new studies which collect investigator assessment of potential IMAE data, a listing of
Adverse Events Considered as Immune-Mediated Events per Investigator but not Qualified for
Immune-Mediated Adverse Events Definition will also be provided.

In addition, for all nivolumab treated subjects who experienced at least one immune-mediated
adverse event, the following data presentation will be provided:

e Summary of subjects who were re-challenged with nivolumab by immune-mediated adverse
event category, with extended follow-up

e Summary of subjects who were re-challenged with nivolumab or ipilimumab by immune
mediated adverse event category with extended follow-up

For these, re-challenge is considered to have occurred when last nivolumab and/or ipilimumab
infusion was administered after the onset of an IMAE.

7.6.8 Clinical Laboratory Evaluations

Clinical laboratory parameters (hematology, serum chemistry) will be evaluated.
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Laboratory tests will be graded using the NCI Common Terminology Criteria, version 4.0.
Clinical laboratory data will be first analyzed using International System of Units (SI). Analyses
will be repeated using US conventional units.

On-study laboratory abnormalities including hematology, chemistry, liver function, thyroid
function, and renal function will be summarized using worst grade per NCI CTCAE v4.0 criteria.

7.6.8.1 Hematology

The following will be summarized by tumor type as worst CTC grade on-treatment per subject
and as shift table of worst on-treatment CTC grade compared to baseline CTC grade per subject:
hemoglobin (HB), lymphocyte count (LYMPH), Total leukocyte count, including differential,
platelet count, hematocrit and absolute neutrophil count (ANC).

The analyses will be conducted using the 100-day or for a total of 26 weeks from first on-study
treatment with nivolumab whichever is earliest safety window.

A by-subject listing of these laboratory parameters will be provided.

7.6.8.2 Serum Chemistry

The following will be summarized by tumor type as worst CTC grade on-treatment per subject
and as shift table of worst on-treatment CTC grade compared to baseline CTC grade per subject:
Aspartate aminotransferase (AST), Alanine aminotransferase (ALT), Total bilirubin, Alkaline
phosphatase (ALP), Lactate dehydrogenase (LDH), Creatinine, Blood Urea Nitrogen (BUN) or
serum urea level, Uric acid and Fasting glucose.

The analyses will be conducted using the 100-day or for a total of 26 weeks from first on-study
treatment with nivolumab whichever is earliest safety window.

A by-subject listing of these laboratory parameters will be provided.

7.6.9 Vital Signs

Vital signs parameters (systolic blood pressure [mmHg], diastolic blood pressure [mmHg], heart
rate [bpm], respiration rate [per minute] and body temperature [°C]) will be listed. Summaries of
vital signs parameters and respective changes from baseline will be provided for each vital signs
parameter by tumor types and study visit for all treated subjects.

Subjects with vital signs outside of a pre-specified range will also be listed.
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7.6.11 Pregnancy Testing

By-subject listing of pregnancy tests results will be provided for all treated female subjects.

8 CONVENTIONS

The following conventions may be used for imputing partial dates for analyses requiring dates:
For death dates, the following conventions will be used for imputing partial dates:

e If only the day of the month is missing, the Ist of the month will be used to replace the
missing day. The imputed date will be compared to the last known date alive and the
maximum will be considered as the death date.

e If the month or the year is missing, the death date will be imputed as the last known date
alive
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e If the date is completely missing but the reason for death is present, then the death date will
be imputed as the last known date alive

For date of progression, the following conventions will be used for imputing partial dates:

e If only the day of the month is missing, the Ist of the month will be used to replace the
missing day.

e If the day and month are missing or a date is completely missing, it will be considered as
missing.

In cases where the date of death is present and complete, the imputed progression date will
be compared to the date of death. The minimum of the imputed progression date and date of
death will be considered as the date of progression.

For missing and partial adverse event onset dates, imputation will be performed using the
Adverse Event Domain Requirements Specification’.

For missing and partial adverse event resolution dates, imputation will be performed as follows:
If only the day of the month 1s missing, the last day of the month will be used to replace the
missing day

e If the day and month are missing or a date is completely missing, it will be considered as
missing.

Missing and partial non-study medication domain dates will be imputed using the derivation
algorithm described in 4.3.3 of BMS Non-Study Medication Domain Requirements
Specification®.

For other partial/missing dates, the following conventions may be used:

e If only the day of the month is missing, the 15th of the month will be used to replace the
missing day.

e If both the day and the month are missing, “July 1” will be used to replace the missing
information.

e If a date 1s completely missing, it will be considered as missing.

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

Duration (e.g. time from first diagnosis to first dosing date, duration of response, and time to
response) will be calculated as follows:

Duration = (Last date - first date + 1)

All statistical analyses will be carried out using SAS (Statistical Analysis System software, SAS
Institute, North Carolina, USA) unless otherwise noted.
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9 CONTENT OF REPORTS

All analyses described in this SAP will be included in the Clinical Study Report except where
otherwise noted. Refer to the Data Presentation Plan for mock-ups of all tables and listings.
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APPENDIX 1 SCHEDULE OF ACTIVITIES

Table 2-1: CAZOSET Servening procedures and assessments

Proceduie Scrednling Visie iy

screening vind will orcer withan 25 dany before siart of nivelummak

Ehgsbitity Assesvmenty
Tnfioiseed Cognent

TVRS
InclusosExe lnoon Cretena

Medocal Hestory

Safedy frsvamenis
Plvsical Exsnmoanog
Witad Samma

Assessmem of Sipns and
Soymypriome

Concomitan medications
Labooaioey Tess

Prednancy Tes

X

Ady Hileracioes voeos feginiion sysism {TVES) will be med [0 ausigs partcpiol stmber.

Medical Sastery well wnchade soclane histery, and comorbadimes. Mursson suns of EGFR
and ALE wall be collected if svalable Addmensd Inopees for nratanos siams, o noe
previoushy sested, are not reqguned

Includes hesght, wesght, and ECOG PS5 (Appendiz 1). Full plysacal seam requared at

Teuperanue, BP, HR. BR. Obeam vitald segus o sereeng vok and wethen 72 howes of fud
dose

Afier obammg Informed Comsent. asae all ngms and svmptome withm 14 deoes of frst
diose, prioT o sy reament mitanen

Witk 14 days of first dose

Labotatery Tests perfonmed locally wathes 14 days poios 1o first dose (unless odiernmse
specilied). CBC with differermal. senum chemistry (BUN or senum tea level senim
creatinme. sodrems, potarsaam, calicrm, magnesny phosphate, chlonde, and phcose), liver
function tet= (AST ALT. bl hilimban, allaline phosphatse. albamn, LDH: TSH, free
T3, free T4 fwathen 2B days peiod 1o first does). Liepatns B sisface angen (HBAZ) and
heposms C amithody (HCW Ab) or HOWV RMA

Wiethan 24 hows praoe 10 st dose for WOCHP only (senumn oe snne ar the wie)

ALT = alaume aminotansfersse. AST = mpartate smuncrssferme, BE = Hood pressiie, BUN = biood tres mitogen. CBC = compiete Siood cours,
ECOHT = Easters Cooperatnie Oncalegy Group; HR = bean mate; LIH = lacule deliydngenase; NOTCTCAE = Nanal Caeer Tatitane Contmoes Temmnology
Cnrena foe AR RRE = peaparstery rie, TSH = thveosd snmolaing hoemose. T3 = misdotdnyiomse. T4 = drywomms:; WOCHP = Woesen of Clildbearng Poesmanl
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Table 2-21 CAZOEST: On-Study Procedures and assessments
Preceduiv Each Cycle Neabns
(Every I meedis)

Safedy joscmenis

Plrncal Meassemenis X Collect werghi and ECOG Performance St (Appendix 1) withm 72 howrs pmor o doang

{uicuding Performsse Smns) Tapetrd piryszal exanmatsse may be if cliecally indeeaiad and s reconeendal o
mxhade cardionascnlar. gastrointestmal. prlssenary and pesrological exam for pamcipues with
bfaan doenasianes

Wiial Sigms X Wrikaz 77 howrs pooe 0 dosing. testy inclodes semperainre, BP. HR and KR

Senous Advers Tvere Assesument X Ansevsed wung NCI CTCAE v 4 0 (contmneusly momnioeed throaghiost treatment perod )

Adhvere Events Aneaey X Askessed using NCICTCAE v 4 Demetmuously momiosed toughoo nesment perssd)

Review Concimetant Medicasou X

Latotatay Tests Kot CBCs wits differential * Senam chemstry fests  and liver fimction tests © shoud be checked every
eycle, and de cesudts showdd be obeaioed prioe 1o dosesg. Thiveoid Functen Test (TFT4)  dsould be
checked every 6 weeks.

Pregnancy Test Every 4 weeks  Completed moee frequently of required by Jocal standoods (servms or unne s regared by standard
of care ar the sne)

€ sl Tuug Suppliss

Admizsstranon of sivolssd (3 X All murelled participants cothune Weatnen! every 2 Weeks Treanmenm dould be comuned s Lo

mg'kgh as climcal benefn 15 observed for 3 masimm of 19 weels or wml treatment = po longer mlerated

by the panucepaer of wiilsdrawal of consent. Revond Smdy Deag Iafuseca san aad siop

BP = bood pressure; CBC = mwh-ht-luoclmmm hm(mmﬂmum&mmm heart pte; LDH = [actabe delrydoogenase,
NCICTCAE = Nanoal Cancer Insnnste Costnion Termmiology Crtens for AEs, RR = resparatony fale

I BCs with differential nchades white blood cell coant, lymphooyte come, absolese peprophil coumt. hemoglebuin, hemoioont. and plaselet conme. Reslis o be
oktaaned prior to deming on imfiroon drys.

3. Serem chemusiry veses nclude hlocd wea mirogen (BUN or s==num wea level, senum crestumme. sodrsm potvsram, caicrmes. mapmesramn. phosphoie, chlonide,

amsl glocoee

T Liver functica tests include AST. ALT. total bilirsdmn, alkaline Paospaatase, altneun, LDH
. Tiryrmd fuscnomn Tesheg wclofing TSE (eflex o fiee T3 and fres T4 of abaonmsl sssub)

Table 2-3:

CAZIOSRT: Follow-up Pracedures

Pracedme

Follkew - ag pihase

Fallom-up Vine - M) davs (+- 2 dans) after Lasi
dese o an e dade of diseoninnation

{=- % davy) if dage of discontimnahon 1= greater
ihan 35 days afled la<d dese

Notes
Farticppands who discomhnos sn-siudy reatment woth myvebemak
Eslabe 24 wesks will he fallowed Ton 100 davs aftei The it su-inadv

dons of mivelussak o1 for 2 maommm of 16 weeks frem the dabs of
i G 51 on-sEedly dase of aivaliimal, wlickever occums add lesr.

Fallow wp Visit 3; 20 davs {+- L dary) after Fallow

Safehy Assesumerrs
Plnical measuremenis

Witad Signs
Adverse Evenss
Assessment

Sersous Adverse Event
Asseshinent

Review Coge et
Medcanon
Laboraney Tesn

Pregnancy Tes

wp Visit 1.
X Collect weght and ECOG Performance Stanes Fooused plivescal
examimation may be perioemed of chmcally mdicaten
X Temperatzs, BP, HE and RR
X
All SAEs afier 20 weeks of stndy duranos for on
¥ comumercial nivelumab sepphy will be peported to Indsa Healdy
Authoeiny as padt of spoitasecis sepomag
X
x Laboratory tests a5 lrstes] for om treatmsent svsessament m Table 2-2
X l:wﬁuedmreﬁaquudyitemdby local reguiatoes {seium o

lood as requered by qandand of care a1 fie sae),

BP = hlcod presvere; ECOG = Eastern Coopenative Uncology Coomp, l'ﬁl-hﬂl'tm R = resgrurabory rase.
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Table 7.6-1: Select Adverse Events
Category Subcategory Preferred Terms
Endocrine Adverse Events ADRENAL DISORDER ADRENAL INSUFFICIENCY
ADRENAL SUPPRESSION
BLOOD CORTICOTROPHIN DECREASED
BLOOD CORTICOTROPHIN INCREASED
DIABETES DIABETES MELLITUS
LATENT AUTOIMMUNE DIABETES IN ADULTS
PITUITARY DISORDER OPHYSITIS
THYROID DISORDER

AUTOIMMUNE THYROIDITIS

BLOOD THYROID STIMULATING HORMONE
DECREASED

BLOOD THYROID STIMULATING HORMONE
INCREASED

HYPERTHYROIDISM
HYPOTHYROIDISM

SECONDARY ADRENOCORTICAL INSUFFICIENCY
THYROID FUNCTION TEST ABNORMAL THYROIDITIS
THYROXINE DECREASED

THYROXINE FREE DECREASED
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Category Subcategory Preferred Terms
THYROXINE FREE INCREASED
THYROXINE INCREASED
TRI-IODOTHYRONINEINCREASED
Hypersensitivity/Infusion ANAPHYLACTICREACTION
Reactions HYPERSENSITIVITY

INFUSION RELATED REACTION

Gastrointestinal Adverse Events

COLITIS
DIARRHOEA
ENTERITIS
ENTEROCOLITIS

FREQUENT BOWEL MOVEMENTS
GASTROINTESTINAL PERFORATION

Hepatic Adverse Events

ACUTE HEPATIC FAILURE

ALANINE AMINOTRANSFERASE INCREASED
ASPARTATE AMINOTRANSFERASE INCREASED
BILIRUBIN CONJUGATED INCREASED
BLOOD BILIRUBIN INCREASED
HEPATIC ENZYME INCREASED
HEPATIC FAILURE

HEPATITIS

HYPERBILIRUBINAEMIA

LIVER DISORDER

LIVER FUNCTION TEST ABNORMAL
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Category Subcategory

Preferred Terms

TRANSAMINASES INCREASED

Pulmonary Adverse Events

ACUTE RESPIRATORY DISTRESS SYNDROME
ACUTE RESPIRATORY FAILURE INTERSTITIAL
LUNG DISEASE

LUNG INFILTRATION

PNEUMONITIS

Renal Adverse Events

BLOOD CREATININE INCREASED
CREATININE RENAL CLEARANCE DECREASED
HYPERCREATININAEMIA

NEPHRITIS

NEPHRITIS ALLERGIC

RENAL FAILURE

RENAL FAILURE ACUTE RENAL

TUBULAR NECROSIS

TUBULOINTERSTITIAL NEPHRITIS

Skin Adverse Events

BLISTER

DERMATITIS

DERMATITIS EXFOLIATIVE
DRUG ERUPTION

ECZEMA

ERYTHEMA

EXFOLIATIVE RASH

PALMAR-PLANTAR ERYTHRODYSAESTHESIA
SYNDROME

24



Statistical Analysis Plan CA209887
BMS-936558 Nivolumab
Category Subcategory Preferred Terms

PHOTOSENSITIVITY REACTION

PRURITUS

PRURITUS ALLERGIC
PRURITUS GENERALISED
PSORIASIS

RASH

RASH ERYTHEMATOUS

RASH GENERALISED

RASH MACULAR

RASH MACULO-PAPULAR

RASH PAPULAR

RASH PRURITIC
SKIN EXFOLIATION

SKIN IRRITATION

URTICARIA

Neurological toxicity

NEUROTOXICITY

Source: MedDRA version 16
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