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List of abbreviations

ABVD Doxorubicin, bleomycin, vinblastine, and dacarbazine
ADA anti-drug antibody

AE Adverse event

Allo-SCT Allogeneic stem cell transplant

ASCT Autologous stem cell transplant

BOR Best overall response

Cavgss Average steady state concentration

cHL Classical Hodgkin lymphoma

CL Clearance

Cl Confidence interval

CR Complete remission

CT computer tomography

DBL Database lock

DOR Duration of response

EORTC European Organisation for Research and Treatment of Cancer
ECOG European Cooperative Oncology Group
E-R Exposure-response

FDG-PET Fluorodeoxyglucose—positron emission tomography
FISH Fluorescence in situ hybridization

HL Hodgkin lymphoma

HRQoL Health-related quality of life

ICE Ifosfamide, carboplatin, and etoposide
IHC Immunohistochemistry

IRRC Independent Radiology Review Committee
A% Intravenous

IVRS interactive voice response system

IWG Revised International Working Group criteria for Malignant Lymphoma
LPFT Last patient first treatment

MRI magnetic resonance imaging

MTD Maximum tolerated dose

NA Not available

NSCLC Non-small cell lung cancer

ORR Objective response rate

0os Overall survival

PD Progressive disease

PD-1 Programmed death-1

PD-L1 Programmed death ligand 1

PD-L2 Programmed death ligand 2

PFS Progression-free survival

PR Partial remission

Q2w Every 2 weeks

QLQ-C30 Quality of Life Questionnaire - 30 items
RCC Renal cell carcinoma

SAP Statistical analysis plan

SCT Stem cell transplant

SD Stable disease, standard deviation

TILs Tumour infiltrating lymphocytes

TRM Transplant related mortality

TTR Time to response

WT weight
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1. Background information on the procedure

1.1. Type 1l variation

Pursuant to Article 16 of Commission Regulation (EC) No 1234/2008, Bristol-Myers Squibb Pharma EEIG
submitted to the European Medicines Agency on 9 March 2016 an application for a variation.

The following variation was requested:

Variation requested Type Annexes
affected
C.1.6.a Change(s) to therapeutic indication(s) - Addition of a new Type Il I, I1IA and
therapeutic indication or modification of an approved one 1B

Extension of Indication to include the treatment of adult patients with relapsed or refractory classical
Hodgkin lymphoma (cHL):

- after autologous stem cell transplant (ASCT) and treatment with brentuximab vedotin, or

- after at least two prior therapies in patients who are not candidates for ASCT,

for OPDIVO as monotherapy; as a consequence, sections 4.1, 4.4, 4.8, 5.1 and 5.2 of the SmPC are
updated in order to add the proposed new indication, add a warning that patients with active autoimmune
disease and symptomatic interstitial lung disease were excluded from clinical trials of cHL, and update the
safety and pharmacodynamic information. The Package Leaflet is updated in accordance. Furthermore,
the Pl is brought in line with the latest QRD template version 10.0. Moreover, the updated RMP version
5.0 has been submitted.

The requested variation proposed amendments to the Summary of Product Characteristics, Labelling and
Package Leaflet and to the Risk Management Plan (RMP).

Information on paediatric requirements

Pursuant to Article 8 of Regulation (EC) No 1901/2006, the application included an EMA Decision(s)
P/0040/2016 on the agreement of a paediatric investigation plan (PIP).

At the time of submission of the application, the PIP P/0040/2016 was not yet completed as some
measures were deferred.

Information relating to orphan market exclusivity
Similarity

Pursuant to Article 8 of Regulation (EC) No. 141/2000 and Article 3 of Commission Regulation (EC) No
847/2000, the application included a critical report addressing the possible similarity with authorised
orphan medicinal products.

Scientific advice
The applicant did not seek Scientific Advice at the CHMP.
1.2. Steps taken for the assessment of the product

The Rapporteur and Co-Rapporteur appointed by the CHMP and the evaluation teams were:
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Rapporteur:  Aranzazu Sancho-Lopez Co-Rapporteur:
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2. Scientific discussion

2.1. Introduction

Hodgkin lymphoma (HL) is a lymphoid malignancy characterised by the presence of multinucleated
Reed-Sternberg cells, which usually account for only 1% to 10% of the cells in the tumour tissue.
Classical HL is characterized by small numbers of Reed-Sternberg cells within an extensive but ineffective
inflammatory and immune-cell infiltrate. PD-L1 and PD-L2 is over expressed on Reed-Sternberg (R-S)
cells.

The majority of cells in HL tumour tissue are a mixed infiltrate of various lymphoid cells, including effector
and regulatory T-cells and macrophage. The updated 2008 WHO classification recognizes 2 histologic
groups: nodular lymphocyte predominant, which accounts for about 5% of all HL cases and classical HL
(cHL) which accounts for the remaining 95%.

There are marked geographic epidemiologic differences in HL with highly variable incidence rates due to
age, ethnicity, region, prior infections and other factors. The median age HL is diagnosed in the US is 38
years, where the incidence is highest between 15 and 34 years, declines between ages 35 and 54, and
increases again after 55 years. In 2015, the National Cancer Institute estimated that 9,050 men and
women would be diagnosed with HL in the US and 1,150 would die of HL. The incidence in Europe is
approximately 2.4 cases per 100,000 persons.

Hodgkin Lymphoma is a potentially curable disease in first line patients, with a cure rate of approximately
80% with the use of current therapies. For patients who relapse, treatment of choice consists of a
chemotherapy regimen (different than that used in the first line) followed by high dose chemotherapy and
autologous stem cell rescue with or without radiation therapy. After the initial multi-drug treatment
regimen, approximately 5% to 10% of patients with HL suffer from primary refractory disease, defined as
no response or progression within 90 days of treatment, and an additional 10 to 30% will relapse. In this
population, an additional 10% to 30% will relapse. Once a subject undergoes ASCT and subsequently
relapses, the outcomes are generally poor and efficacious therapeutic options are limited. The median OS
of patients who relapse after ASCT was initially reported to be < 1 year; more recent data suggests that
the median OS is evolving and may be closer to 2 years because of the availability of newer therapies like
brentuximab vedotin (see Table 1).

Nivolumab is a programmed death receptor 1 (PD-1) blocking antibody that is currently approved as
OPDIVO in the US, EU, Japan and other countries. Nivolumab is a human immunoglobulin G4 (1gG4)
monoclonal antibody that binds to the PD-1 receptor on T cells and blocks its interaction with PD-L1 and
PD-L2, releasing the T cells from PD-1 pathway-mediated inhibition of the immune response, including
the anti-tumour immune response. The genes encoding the PD-1 ligands, PD-L1 and PD-L2, are located
on chromosome 9p24.1. Recurrent genetic alterations in 9p24.1 in R-S cell in cHL (including
amplification, copy gain, and polysomy) and associated overexpression of PD-L1 and PD-L2 in R-S cells
may have prognostic significance and may also be predictive of response to nivolumab.

The applicant applied for the following indication:

Classical Hodgkin lymphoma (cHL)

OPDIVO as monotherapy is indicated for the treatment of adult patients with relapsed or refractory
classical Hodgkin lymphoma (cHL):

e after autologous stem cell transplant (ASCT) and treatment with brentuximab vedotin, or
e after at least two prior therapies in patients who are not candidates for ASCT.

The final agreed indication is as follows:

Assessment report
EMA/CHMP/741329/2016 Page 6/85



Classical Hodgkin lymphoma (cHL)

OPDIVO is indicated for the treatment of adult patients with relapsed or refractory classical Hodgkin
lymphoma (cHL) after autologous stem cell transplant (ASCT) and treatment with brentuximab vedotin.

Section 4.2

Posology

Treatment must be initiated and supervised by physicians experienced in the treatment of cancer.
OPDIVO as monotherapy

The recommended dose of OPDIVO is 3 mg/kg nivolumab administered intravenously over 60 minutes
every 2 weeks.

Treatment with OPDIVO, either as a monotherapy or in combination with ipilimumab, should be continued
as long as clinical benefit is observed or until treatment is no longer tolerated by the patient.
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Table 1:

Treatment of Relapsed or Refractory Hodgkin Lymphoma, after ASCT - Prospective Studies within the Past 15 Years

Agent(s) Pub Target Population No. Prior ORR CR PFS DOR Overall
Date Treate  ASCT (%0) (%0) Survival
d
Brentuximab 2012 Relapsed Refractory 102 102 75% 34% 6 Month PFS: ~45% 6.7 6 Month OS:
vedotin® after ASCT 1 Year PFS: ~35% months ~95%
1 Year 0S:89%
Panobinostat? 2012 Relapsed Refractory 129 129 27% 4% 6 Month PFS: ~ 60% 6.7 6 Month OS:
after ASCT 1 Year PFS: — 40% months ~90%
(median) 1 Year OS: 78%
Everolimus® 2010 Relapsed Refractory 19 16 47% 5% 6 Month PFS: ~ 50% 7.1 6 Month OS:
HL 1 Year PFS: — 26% months ~85%
(median) 1 Year OS: ~75%
Bortezomib* 2006 Relapsed Refractory 14 13 7% 0 NS NS NS
HL with 2 prior
regimens including
stem cell transplant
Gemcitabine® 2004 Relapsed of 27 16 22% 0 1 Year PFS: 24% NS 1 Year OS: 64%
chemo-refractory HL; 2 Year OS: 55%
received = 2 prior
different chemo
regimens
Rituximab® 2003 Recurrent cHL with 22 18 22% 5% NS 7.8 NS
minimum 2 prior months
treatment regimens (median)

Abbreviations: ASCT = autologous stem cell transplant; cHL = classical Hodgkin lymphoma; CR = complete response; DOR = duration of response; HL = Hodgkin lymphoma; NS

= not stated; ORR = objective response rate; OS = overall survival; PFS = progression free survival.
Note: Approximate (—) indicates estimation from Kaplan-Meier curve.
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2.2. Non-clinical aspects

No new non-clinical data have been submitted in this application, which was considered acceptable by the

CHMP.

2.2.1. Ecotoxicity/environmental risk assessment

Nivolumab is a protein, which is expected to biodegrade in the environment. Thus, according to the

“Guideline on the Environmental Risk Assessment of Medicinal Products for Human Use”
(EMEA/CHMP/SWP/4447/00), nivolumab is unlikely to result in a significant risk to the environment and
as such a justification is provided for not submitting an Environmental Risk Assessment.

2.2.2. Discussion on non-clinical aspects

The applicant did not submit studies for the ERA. The justification was acceptable as nivolumab contains
proteins as active pharmaceutical ingredient(s) and no risk to the environment is expected.

2.2.3. Conclusion on the non-clinical aspects

No new non-clinical data was submitted in this application. It is not anticipated to lead to a significant

increase in environmental exposure to the use of nivolumab. Therefore, nivolumab is not expected to
pose a risk to the environment.

2.3. Clinical aspects

2.3.1.

GCP

Introduction

The Clinical trials were performed in accordance with GCP as claimed by the applicant.

The applicant has provided a statement to the effect that clinical trials conducted outside the community

were carried out in accordance with the ethical standards of Directive 2001/20/EC.

. Tabular overview of clinical studies

Table 2:

Study Design/Key Study Characteristics - CA209205 and CA209039

Study No (Phase)/
Subject
Population/Study

Number of

Nivo Dose/

Design Treated Subjects Regimen Study Objectives

CA209205 (Phase Treated with Nivo monotherapy: Nivo Primary: To assess the clinical benefit of Nivo

2) N = 240 3 mg/kg IV (ORR per IRRC), and defined as proportion of
n = 63 Cohort A Q2w subjects achieving either a PR or CR

Subjects with cHL
who received prior
high-dose
conditioning
chemotherapy and
failed ASCT and:

(Cohort A)
brentuximab
vedotin-naive

(Cohort B)
received
brentuximab
vedotin treatment
as salvage after

are

n = 80 Cohort B
n = 97 in Cohort C

Median extent of follow-up
(months) as of DBL
(05-Oct-2015):

e Cohort A: 5.09

e Cohort B: 8.92

e Cohort C: 2.83

Median duration of study therapy
was not reached in any cohort.

according to the revised International
Working Group criteria for Malignant
Lymphoma (2007 IWG criteria).

Secondary: To assess the: DOR per IRRC; CR
and PR rate and duration of CR and PR per
IRRC; ORR and DOR based on investigator
assessment.

Exploratory: To assess PFS per IRRC; OS;
overall safety and tolerability of Nivo;
investigate the association between
biomarkers in the peripheral blood and tumor
tissue, such as PD-L1 expression, with safety
and efficacy measures; characterize PK and
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Study No (Phase)/
Subject
Population/Study

Number of

Nivo Dose/

Design Treated Subjects Regimen Study Objectives
failure of ASCT immunogenicity; evaluate health related QoL
(Cohort C) and cancer specific QoL.
received prior
treatment with
brentuximab
vedotin at any time
Open-label,
non-comparative,
multi-cohort,
single-arm, study of
Nivo in cHL. Subjects
in Cohort C who
achieved and
maintained CR for 1
year could
discontinue Nivo and
restart Nivo upon
progression.
CA209039 (Phase  Expansion cohort treated with Nivo Primary: To establish the dose limiting
1 Nivo 3 mg/kg monotherapy in 1-3 mg/kg toxicities, MTD, and recommended Phase 2
Relapsed/refractory HL: N = 23 (all cHL) IV Q2w dose for Nivo up to a maximum dose of
hematologic e n = 15 received prior (dose - 3 mg/kg administered Q2W to_subje_cts with
malignancies (dose brentuximab vedotin after escalation) relapsed/refractory hematologic malignancy
escalation phase with failure of ASCT Secondary (monotherapy cohorts): To
Nivo 1 and 3 mg/kg) e n = 8 with alternative history Nivo characterize/assess the: PK of Nivo,
followed by 4 of prior treatment 3 mg/kg preliminary antitumor activity of various dose

expansion cohorts
(multiple myeloma,
B-cell, T-cell, and HL
[any type]).

All HL subjects had
cHL.

Open-label,
multicenter, study of
Nivo with a dose
escalation phase
followed by 4
expansion cohorts
studying different
types of hematologic
malignancy.

This study also
included expansion
cohorts of subjects
with
relapsed/refractory
hematologic
malignancies treated
with Nivo +
ipilimumab or
lirilumab.

Median extent of follow-up for all
cHL subjects as of 11-Aug-2015
DBL was 23.3 months.

Median duration of study therapy
was 8.18 months.

(mono-thera
py expansion
cohorts)

levels of Nivo; immunogenicity of Nivo;
potential association between PD-L1
expression on tumor cells as measured by
immunohistochemistry and clinical efficacy
measures

Exploratory (monotherapy cohorts): To

investigate/assess the: PD effects of Nivo on
selected markers of immune modulation in
peripheral blood and tumor samples;
potential association between selected
biomarker measures and clinical efficacy
measures; OS up to 5 years.

CA209205: Interim CSR available based on a 05-Oct-2015 database lock.

CA209039: Interim CSR available based on an 11-Aug-2015 database lock.

2.3.2. Pharmacokinetics

The nivolumab clinical pharmacology profile, including single- and multiple-dose pharmacokinetics,
drug-drug interaction potential, and dose selection for phase 2/3 studies was well characterized and
described in the marketing authorization procedure (see EPAR Opdivo).
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Pharmacokinetics and pharmacodynamics of nivolumab in patients with relapsed or refractory classical
Hodgkin Lymphoma (cHL) who have failed autologous stem cell transplant (ASCT) have been
characterized with data from phase 2 Study CA209205 and Phase 1 Study CA209039.

These studies have been used to update the population pharmacokinetics model and to perform the
exposure-response (E-R) (efficacy and safety) models (pharmacodynamic section).

Additionally, an immunogenicity analysis across studies CA209205 and CA209039 and an integrated
immunogenicity analysis across tumour types were performed to assess the incidence and potential effect
of immunogenicity on nivolumab treatment.

The recommended dose and schedule of nivolumab monotherapy for cHL is the same as that approved for
melanoma, squamous non-small cell lung cancer (SQ NSCLC) and renal cell carcinoma (RCC)
monotherapy: 3 mg/kg IV infusion over 60 minutes Q2W.

Special populations
Population Pharmacokinetic (PPK) Model

The PPK analysis was performed using data from 4 Phase 1 studies (MDX1106-01, MDX1106-03,
ONO-4538-01 [CA209005], and CA209039), 4 Phase 2 studies (CA209010, ONO-4538-02, CA209063,
and CA209205) and 3 Phase 3 studies (CA209017, CA209057, and CA209025), with a total of 1677
patients included. Data from Study CA209037 was not included as baseline serum albumin levels were
not available in this study. Inclusion of data from studies CA209039 (cHL cohort treated with nivolumab
monotherapy)* and CA209205 (all subjects treated with nivolumab monotherapy, cohort A+B+C)**
allowed for the assessment of nivolumab PK in subjects with relapsed or refractory cHL. Bioanalytical
methods used for quantifying nivolumab serum concentrations across the development program were
cross-validated, thereby allowed merging of the exposure data for PPK analysis.

*CA209039: PPK (cHL: all cohorts; N = 23 patients); E-R efficacy (cHL: ASCT — brentuximab failure
cohort; N = 15 patients); E-R safety (cHL: all cohorts; N = 23 patients). Nominal PK Sampling Schedule:
Wwi1D1: 0, 1, 3, 24-72, 168, 336, 504 h; W6D1: 0 h; W12D1: 0, 1 h; W20D1: 0 h; Q16W: O h (1st year);
Q32W: 0 h (2nd year); FU visit 1 and 2.

**CA209205: PPK (cHL: all cohort; N=170 patients [239 subject treated; 206 subjects in PK database
and 36 subjects excluded since only pre-treated sample were available for them]); E-R efficacy (cHL:
failure of brentuximab following ASCT cohort; N=77 patients); E-R safety (cHL: all cohort; N=170
patients). Nominal PK Sampling Schedule: C1D1: predose: C3D1: predose: C7D1: predose; C13D1:
predose; Q12C: predose; FU visit 1 and 2.

The PPK model was developed using a previously developed final model and included the effect of tumour
type (cHL, RCC, NSCLC, or other), immunogenicity, and albumin on CL. The final model was a
2-compartment model with zero-order 1V infusion input and first-order elimination with a proportional
residual error model. The final PPK model included effects of baseline WT, eGFR, PS, ALB, tumour type,
and anti-drug antibody (ADA) status on CL and baseline WT, sex, and NSCLC histology (using the
combined SQ and NSQ groups) on VC.

Estimates of Individual Exposure

A summary of the individual PK parameter estimates obtained from the final PPK model for patients with
solid tumours and cHL is provided in Table 3 and Table 4, respectively. A separate table summarising the
individual measures of exposure for only the subjects enrolled in studies CA209205 and CA209039 (who
received nivolumab 3 mg/kg Q2W) is provided in Table 5.

Assessment report
EMA/CHMP/741329/2016 Page 11/85



Table 3: Summary statistics of individual PK parameters for subjects with solid tumours
(final model, n=1484)

Geometric Mean

Parameter Mean (SD) (% CV) Median (Min. Max)
Clearance [L/h] 0.01 (0.00454) 0.00923 (45.2) 0.00912 (0.00138, 0.0436)
Volume of the Central Cmt [L] 4.15(1.28) 3.94(30.8) 4.01(0.141.9.87)
Volume of the Peripheral Cmt [L] 3.89(1.64) 3.64(42.2) 3.65(0.808.22.1)
Volume of Distribution [L]a 8.04 (2.32) 7.74 (28.8) 7.74(2.5,27.1)
Alpha half-life [h] 41.1(10.7) 39.7(26.1) 40.2 (2.56, 102)
Beta half-life [d] 28.6(20.4) 26.2 (71.2) 26.1(5.78, 554)

Source: M:\bms'nivolumab'010017\d1pk'tables'stfisumstat-exp-solid.rtf

? Volume of Distribution (L) at steady-state = Volume of the Central Compartment (L) + Volume of the Penipheral

Compartment (L)
Table 4: Summary statistics of individual PK parameters for subjects with cHL (n=193)
Geometric Mean

Parameter Mean (SD) (% CV) Median (Min, Max)

Clearance [L/h] 0.00622 (0.00264) 0.00583 (42.4) 0.0057 (0.00292, 0.024)

Volume of the Central Cmt [L] 413 (0.992) 4.02 (24) 403 (2.56.8.92)

Volume of the Peripheral Cmt [L] 3.65(0.918) 3.55(25.1) 3.47 (2.06. 8.35)

Volume of Distribution [L]" 7.78 (1.63) 7.63 (20.9) 7.6(4.72.17.2)

Alpha half-life [h] 42.1 (8.05) 41.4(19.1) 40.9 (26.3, 86.4)

Beta half-life [d] 40.6 (8.57) 39.6 (21.1) 40.6 (11.5. 64.4)

Source: M:'bms'nivolumab\010017\d1pk'tables'stf\sumstat-exp-chl rtf
2 Volume of Distribution (L) at steady-state = Volume of the Central Compartment (L) + Volume of the Peripheral
Compartment (L)

SD: standard deviation; %CV: coefficient of variation expressed as a percentage; Min: minimum:; Max: maximum;
Cmt: compartment

Table 5: Summary statistics of individual measures of nivolumab exposure for subjects
enrolled in studies CA209039 and CA209205 (3mg/kg Q2W; n=193)

Parameter Mean (SD) Geometric Mean (22CV) Median (Min, Max)

Cpnin] (mecg/mL) 20.8 (4.86) 20.2(23.3) 20.9 (4.73.348)

Cpmas] (meg/mL) 54.4 (8.48) 53.7(15.6) 53.2(15.7.79.1)

Cavgl (meg/mL) 27.9 (5.94) 27.2(21.3) 28.2(4.9452)

C minss (meg/mL) 97.3(27.7) 92.8(28.5) 98.8 (25. 186)

Cmasss (meg/mL) 152(33.2) 148 (21.9) 152 (40.7, 246)
115(29.7) 111 (25.8) 116 (29.6. 206)

Cavgss (meg/mL)

Source: M:'\bms'nivolumab'010017\d1pk\tables'stfis39_205-sumstat-exp-q2wh rtf

SD: standard deviation; %CV: coefficient of vanation expressed as a percentage; Min: mmmmum: Max: maximum;
Cmt: compartment; Cminl: minimum concentration after first dose; Cmaxl: maximum concentration after first
dose: Cavgl: time-averaged concentration after first dose; Cminss: minimum concentration at steady state; Cmaxss:
maximuim concentration at steady state; Cavgss: time-averaged concentration at steady state

Evaluation of the Effect of Tumor Type on Nivolumab CL and Exposure

Nivolumab CL and exposure (measured as dose-normalized Cavgss, other exposure measurements are
highly correlated with Cavgss) appear to be similar across NSCLC, RCC, and other tumour types as shown
in Figure 1and Figure 2, suggesting that nivolumab PK is independent of tumour type for the types tested.
cHL tumour type was associated with a 32% lower nivolumab CL relative to the reference value as
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determined in NSCLC. The decrease in CL resulted in a 43% increase in nivolumab exposure (Cavgss) in
cHL subjects.

Figure 1: Distribution of nivolumab clearance estimates by tumour type
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Source: M:\bms'\nivolumab'010017\d1pk'\graphs'pnghi‘spt-b-cl-typen3 .png

Note: The boxes represent the 25th, 50th, and 75th percentiles of the distbution. The whiskers extend from the 5th
to 95th percentiles. The predicted GM is shown at the bottom of each boxplot for the various tumor type groups.

GM: geometric mean; NSCLC: non-small cell lung cancer; RCC: renal cell carcinoma; cHL: classical Hodgkin
Lymphoma

Figure 2: Distribution of nivolumab exposure (dose-normalised Cavgss) by tumour type
following 3 mg/kg Q2W administration
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Note: The boxes represent the 25th. 50th, and 75th percentiles of the distnbution. The whiskers extend from the Sth
to 95th percentiles. The predicted GM is shown at the bottom of each boxplot for the various tumor type groups

GM: geometric mean: MEL: melanoma; NSCLC: non-small cell lung cancer; RCC. renal cell carcinoma; cHL:
classical Hodgkin Lymphoma

Evaluation of the Effect of Immunogenicity on Nivolumab CL

The effects of immunogenicity on nivolumab PK in cHL subjects were consistent with previous analyses.
Nivolumab clearance was approximately 13% greater in the presence of nivolumab ADA.

Evaluation of the Effect of Age on Nivolumab CL

Given the relatively younger age in the cHL population (median age of 35 years versus 61 years in the

overall analysis population), the effect of age on nivolumab CL was also evaluated. The effects of age on
nivolumab PK in cHL subjects were consistent with the previous analyses. Age did not affect nivolumab
CL. There was no change in nivolumab CL with either an increase in age from the median value of 61 years
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to the 95th percentile value of 77 years (increase of 0.5%), or with a decrease in age from the median
value to the 5th percentile value of 31 years (decrease of 1.5%).

2.3.3. Pharmacodynamics

Primary and secondary pharmacology

The recommended dose for nivolumab monotherapy is 3 mg/kg Q2W which has been investigated across
melanoma, NSCLC, RCC, and cHL indications. Combined results from both CA209205 and CA209039
showed that patients with cHL after failure of ASCT and brentuximab treated with nivolumab 3 mg/kg
Q2W had an ORR of 65.3% by IRRC assessment and 74.7% by investigator assessment. These results are
further supported by E-R analyses, which examined the relationship between exposure and IRRC and
investigator-assessed OR and the relationship between nivolumab exposure and probability of Grade 3+
drug-related adverse events. The E-R efficacy analysis showed a relationship between exposure and
IRRC-assessed OR; however, the proportion of OR plateaued at greater exposures. Further, E-R analysis
on investigator-assessed OR indicated that there was a flat relationship between nivolumab exposure and
OR. No trend was observed between nivolumab exposure and the risk of G3+ DR-AEs, as nivolumab
Cavgss was not a significant predictor of G3+ DR-AEs.

Immunogenicity Results from Study CA209205 and CA209039

A summary of the ADA assessments for nivolumab subjects on Study CA209205 and CA209039 who had
evaluable ADA data at baseline and on treatment is presented in Table 6.
Table 6: Summary of anti-drug antibody assessment in study CA209205 and CA209039,

based on 16-week definition for persistent positive - all nivolumab treated
subjects with baseline and at least one post-baseline assessment

Number of Subjects (%0)

CA209205 CA209039

Cohort A+B+C cH_L: all (_\?jlm,'-‘ls)
(N=159) (N=19)
Baseline ADA Positive 744 3(15.8) 10 (5.6)
ADA Positive 1(0.6) 1(5.3) 2(L1)
Persistent Positive 0 0 0
Only Last Sample Positive” 1(0.6) 1(5.3) 201D
Other Positive 0 0 0
Neutralizing ADA Positive 0 0 0
ADA Negative 158 (99.4) 18 (94.7) 176 (98.9)

? See the namatives for Subject CA209205-8-103 and CA209039-2-96 in Appendix 7.4A of the CA209205 and
CA205039 Interim CSR

There were 2 (1.1%) subjects who were ADA positive (last sample positive). No subject was considered
persistent positive and no subjects were neutralizing ADA positive. The greatest titer value was 32.

Among those two subjects who were ADA positive, one subject developed ADA after 2 doses (Day 29) of
nivolumab, went on to experience a partial response, and continued treatment to Day 169. The other
subject had stable disease while on study and ADA was developed after 18 doses of nivolumab (Day 249).

2.3.4. PK/PD modelling

The exposure-response relationship was characterized for nivolumab exposure (Cavgss) and OR using
data from 92 previously treated subjects with cHL after failure of both ASCT and brentuximab vedotin
treatment from studies CA209205 (cohort B) and CA209039 (ASCT-Bren failure cHL cohort), who had

Assessment report
EMA/CHMP/741329/2016 Page 14/85



exposure data available. The relationship between the nivolumab exposure and OR was characterized
using a logistic regression model that incorporated the effects of covariates that may modulate the E-R
relationship. The covariate variables investigated in the E-R analysis of OR included age, baseline body
weight, sex, PD-L1 status, chromosome 9p24.1, ECOG, number of prior therapies, and nivolumab
Cavgss.

Figure 3: Effect of predictors on investigator-assessed OR (full model) for cHL (Studies
CA209205 and CA209039)

Covariate
Categorical = Comparator:Reference Effect Value (95% CI)
Continuous = Reference (P05 - P95)

Number of Prior Therapies

>4:<=4 (N=46:46) m = 2.21 (0.798, 6.12)
ECOG Status |
>=1:0 (N=45:47) e 1.84 (0.657, 5.14)
Sex
FEMALE:MALE (N=32:60) N 1.23 (0.387, 3.92)
[N

1.12 (0.348, 3.66)

Body Weight [kg]
75 (18.81 - 118.9) 0.932 (0.461, 1.88)

0.796 (0.304, 2.09
Age [y1] { )
38 (23.55 - 61.45)

1.15 (0.634, 2.08)

Cavgss [meg/mL] S 1.02 (0.887, 1.17)
148.4 (67.03 - 161.9) | 0.837 (0.234, 2.99)
T T T T 1
0.01 0.10 1.00 2.00 10.00
Odds Ratio
=== Estimate (95%Cl): Continuous (P95) —s— Estimate (95%Cl): Categorical
—=— Estimate (95%Cl): Continuous (P05) Estimate (Continuous > Reference)

A visual predictive check of the ER analysis on investigator-assessed OR (Figure 4) showed that the
observed proportion of investigator-assessed OR at each quartile of log(Cavgss) lies well within the
corresponding 90% PI (Pred proportion), obtained by simulation from the final model, indicating that the
model is consistent with the observed data.
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Figure 4:

Visual predictive check of probability of investigator-assessed OR versus

Cavgss in cHL (studies CA209205 and CA209039)

I

Pr{OR)

45 50
Log(CAVGSS) [megimL]

Pred Prob (95% CI Cbs Prop: (4.59.4.8) Cbs Prop: (4.9,5.33]
Obe Prep: [3.39,4.59] »  Obe Prap: (4.8,4.9) Prad Prep (80% Plj

Program Source: M:bms'nivolumab'01001 7'd1 pkpd-eff R\ R-inv\cog-inv-plot-vpe.r
Source: M:bms'nivolumab'01001 7\d1 pkpd-eff B\ R-inv'plots\inv-vpe-response-cavess png

Note: Pred Prob (95% CI): lowess smooth line of the predicted probability and #5% CI. Obs: open symbols
representing the observed proportion of OR responders for each log(Cavgss) quartile, plomed at the median of the
quartile: Pred Proportion (90% PIL): vertical bars represent the 90% PI cormresponding to the observed proportion

of OR.

Exposure-Response Analysis for Safety in cHL: G3+ DR-AEs

The E-R relationship for safety was characterized for nivolumab exposure (Cavgss) and G3+ DR-AEs in
193 previously treated subjects with cHL who failed ASCT with or without brentuximab vedotin in studies
CA209205 (cohort A+B+C) and CA209039 (all cHL cohort), and who had exposure data available. The

relationship between nivolumab exposure (Cavgss) and time to G3+ DR-AEs was described by a

semi-parametric CPH model, and included assessments of the modulatory effect of covariates on the E-R
relationship. Figure 5 presents the estimated effects of all of the predictor variables on the hazard of G3+
DR-AEs in the Full Model.

The covariate ECOG status was a significant predictor of experiencing a Grade 3+ DR-AE in the final
model. A patient with ECOG score > 1 is 2.14 times more likely to experience a Grade 3+ DR-AE
compared to a subject with ECOG status of 0. Baseline weight, age, sex, and prior brentuximab therapy

were not significant predictors of the risk of Grade 3+ DR-AEs in patients with cHL.
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Figure 5: Estimated covariate effects of E-R (AE-DC/D) full model for cHL

Covariate
Categorical = Comparator:Reference Effect Value (95% CI)
Continuous = Reference (P05 - P95)

ECOG Status
>=1:0 (N=91:102) 2.05 (0.971, 4.32)

Prior Brentuximab Therapy

Yes:No (N=146:47) 1.26 (0.508, 3.11)
Sex
FEMALE:MALE (N=83:110) 1.78 (0.826, 3.83)
Weight [kg] 1.52 (0.654, 3.49)
71(48.82-119.7) - 0.826 (0.566, 1.21)
B 1(0.483, 2.07
Age [y] ( )

35 (20-61.4) _ 0.998 (0.661, 1.51)

Cavgss [mcg/mL] -+ 0.98 (0.922, 1.04)
148.4 (67.44 - 155.6) 1.41 (0511, 3.88)
[ T T T 1
0.1 0.5 1.0 2.0 5.0

Hazard Ratio

—=— Estimate (95%CI): Continuous (P95) —=— Estimate (95%CI): Categorical
—=— Estimate (95%CI): Continuous (P05) Estimate (Continuous > Reference)

2.3.5. Discussion on clinical pharmacology

Studies CA209205 and CA209039, conducted with cHL patients, have been used to update the population
pharmacokinetics model and to performed the exposure-response (efficacy and safety) models. The ORR
observed in this population and the flat E-R safety relationship support the recommended dose and
schedule of nivolumab 3 mg/kg Q2W in the treatment of cHL after failure of ASCT and brentuximab.

In the population PK model, differences in clearance (cHL tumour type was associated with a 32% lower
nivolumab CL relative to the reference value as determined in NSCLC) and beta half-life parameters have
been observed between patients with solid tumours and patients with cHL. These differences could be
attributed to the limited and sparse sampling in cHL. However, main reasons for these differences should
be other factors in relations with performance status due to previous treatments or in relation with course
of disease. It should be noted that the distribution of subjects with better PS (PS =0) was slightly different
in subjects with cHL (52.8%) versus subjects with solid tumours (41.5%). Although nivolumab clearance
was approximately 13% greater in the patients with worse PS (PS=1), the effect was not considered
clinically meaningful because the magnitude was modest. Thus, while having a slightly different
distribution of PS may contribute to the cHL tumour type effect, it may not fully explain the difference due
to the relatively small effect. Age could be also a potential factor with impact on these results. It should
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be noted that a relevant proportion of younger population in the population PK model has been included
due to cHL population. However, age has been analysed as covariate and it is not expected to have a
relevant impact on nivolumab PK. While a conclusive reason for lower CL (i.e., longer beta half-life in cHL)
is unknown, it may be associated with the lower expression of PD-1 in cHL versus solid tumours. It has
been reported that tumour-infiltrating T cells from cHL biopsy samples express lower levels of PD-1
compared to corresponding T cells from solid tumours. Because the target of nivolumab is PD-1 on T cells,
these differences in PD-1 expression between tumour types may have an effect on the PK of nivolumab.
Additionally, differences in CL among different diseases due to altered target cell binding have been
observed for another monoclonal antibody.

The results of the E-R analysis indicated that the risk of AEs did not increase with increasing nivolumab
exposure (represented by Cavgss). The findings are consistent with the overall safety profile of
nivolumab, which has been shown to be well tolerated over a wide dose range (0.1 mg/kg to 10 mg/kg
Q2W).

With current available safety data (266 treated cHL patients), this increase exposure does not seem to be
clinically meaningful, although data cannot be considered fully conclusive. The safety profile following
administration of nivolumab to subjects with cHL can be considered more or less similar to that observed
in other tumour types, with the exception of the higher frequency of infusion-related reactions (acute
infusion related and delayed hypersensitivity reactions) and pyrexia in cHL patients. A total of 30 (26 from
CA209205 and 4 from CA209039) nivolumab treated subjects experienced hypersensitivity/infusion
reactions and all were ADA negative. Thus, the presence of ADA was not associated with the occurrence
of hypersensitivity and/or infusion-related reactions (see also clinical safety).

Hence, considering the currently available data, no specific recommendations about dose adjustments or
specific precaution are required in cHL patients. However, the information included in the SmPC section
5.2 has been updated and highlights that the decrease in CL observed in cHL patients is not clinically
meaningful.

Immunogenicity

Additionally, an immunogenicity analysis across studies CA209205 and CA209039 and an integrated
immunogenicity analysis across tumour types were performed to assess the incidence and potential effect
of immunogenicity on nivolumab treatment. Results in cHL population can be considered in line with the
results observed previously in other type of tumour. Nivolumab has low immunogenic potential. There
was no evidence of loss of efficacy in subjects with neutralizing antibodies.

2.3.6. Conclusions on clinical pharmacology
The clinical pharmacology in cHL patients is considered to be adequately characterised.
2.4. Clinical efficacy

2.4.1. Dose response study

The dose of nivolumab 3 mg/kg Q2W was selected to be studied in heavily pretreated subjects with cHL.
Combined results from both CA209205 and CA209039 showed that subjects with cHL after failure of ASCT
and brentuximab treated with nivolumab 3 mg/kg Q2W had an ORR of 65.3% per IRRC and 74.7% per
investigator. These results are further supported by ER analyses, which examined the relationship
between exposure and IRRC and investigator-assessed OR and the relationship between nivolumab
exposure and probability of >Grade 3 dose-related adverse events (AEs) (see PD section).
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2.4.2. Main study(ies)

Study CA209205: Non-Comparative, Multi-Cohort, Single-Arm, Open-Label, Phase 2 Study of
Nivolumab (BMS-936558) in Classical Hodgkin Lymphoma (cHL) Subjects After Failure of
Autologous Stem Cell Transplant (ASCT)

Methods
Figure 6: Study design schematic for CA209205
CA209-205 Study
Previous Treatment History Screening Treatment Follow-Up
Cohort A . Failure Nivolumab
ASCT of ASCT Imgikg Q2wk
. Failureof
Cohort B . Brentuximab ) - o
ASCT Treatment Brentuximab Nivolumah
treatment 3mgkg Q2wk
4"""- And/Or — o Poz5ibiEY to re-inifiate treatment
Cohort C* | Brentuximab Brentuximahb Nivolumab e
Treatment ASCT Treatment 3mg/kg Q2wk =
(must discontinue after r&lﬂpSﬂ
perzistent CR for oneyear)
Eachcohort will be independently recruifed

*Cohort C: Subjects who failed autologous stem cell transplant (ASCT) and who have received prior treatment with
brentuximab vedotin at any tumepoint. Patients may have brentuximab vedotin treatment only before ASCT and
fatlure of ASCT. Patients may have failure of ASCT, and failure of post-ASCT brentuximab vedotin treatment. Or,
patients may have brentuximab vedotin treatment before and after ASCT, and failure of brentuximab vedotin at
enrollment.

Study participants

Key Inclusion Criteria

e Must have had a confirmed documentation of cHL after failure of ASCT or after failure of ASCT and
brentuximab vedotin.

e Must have had at least 1 lesion that was >15 mm (1.5 cm) in the longest diameter on cross-sectional
imaging and measureable in 2 perpendicular dimensions on CT (or MRI) and FDG avid by positron
emission tomography (PET)

e Eastern Cooperative Oncology Group (ECOG) performance status O or 1.

e Must have received prior high-dose conditioning chemotherapy followed by ASCT as a part of salvage
therapy for cHL.

e Cohort A: Subjects who were naive to brentuximab vedotin treatment and who met 1 of the following
criteria according to the 2007 IWG criteria:

- Documented absence of CR after 90 days from stem cell infusion for the most recent ASCT;

or,

- Documented relapsed disease (after CR) or disease progression (after PR or SD).
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Cohort B: Subjects who failed treatment with brentuximab vedotin which was administered following
failure of ASCT, and who met one of the following criteria according to the 2007 IWG criteria:

- Documented failure to achieve at least PR after the most recent treatment; or,
- Documented relapse disease (after CR) or disease progression (after PR or SD).

Cohort C: Subjects who failed ASCT and who received prior treatment (this included brentuximab
vedotin treatment as an initial therapy or salvage therapy before ASCT, and/or brentuximab vedotin
treatment after ASCT (eg, salvage and maintenance therapy after ASCT) with brentuximab vedotin at
any time point, and who met one of the following criteria according to the 2007 IWG criteria:

- Documented absence of CR after 90 days from stem cell infusion for the most recent ASCT;
or,

- Documented failure to achieve at least PR after the most recent chemotherapy or radiation
therapy; or,

- Documented relapse disease (after CR) or disease progression (after PR or SD).

A prior history of chemotherapy-induced or radiation-induced pulmonary toxicity required
confirmation of diffusing capacity of the lung for carbon monoxide (DLCO) over 60% (adjusted for
haemoglobin) by a pulmonary function test prior to study enrolment.

Submission of tumour tissue (formalin-fixed, paraffin-embedded [FFPE] tumour tissue block or 10
unstained slides) from a biopsy performed during screening or archival tumour tissue from a biopsy
performed previously was mandatory.

Key exclusion criteria

Known central nervous system lymphoma or nodular lymphocyte-predominant Hodgkin lymphoma
(HL).

Active, known or suspected autoimmune disease.
A condition requiring systemic treatment with either corticosteroids (=10 mg daily prednisone
equivalents) or other immunosuppressive medications within 14 days of study drug administration.

Inhaled or topical steroids, and adrenal replacement doses >10 mg daily prednisone equivalents were
permitted in the absence of active autoimmune disease.

Subjects with the following prior treatment history were excluded:

- Prior treatment history with brentuximab vedotin administered before first ASCT, for
Cohorts A and B.

- ASCT <90 days prior to first dose of study drug.

- Prior chemotherapy within 4 weeks, nitrosureas within 6 weeks, therapeutic anticancer
antibodies within 4 weeks, radio- or toxin immunoconjugates (excluding brentuximab
vedotin) within 10 weeks and brentuximab vedotin within 4 weeks or major surgery within
2 weeks prior to first dose of study drug.

- Carmustine (BCNU) >600 mg/m* received as part of the pre-transplant conditioning

regimen.

- Prior radiation therapy within 3 weeks, or chest radiation <24 weeks prior to first dose of the
study drug.
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- Prior treatment with an anti-programmed death-1 (PD-1), anti-PD-L1, anti-programmed
death ligand 2 (PD-L2), anti-CD137, or anti-CTLA-4 antibody (including ipilimumab or any
other antibody or drug specifically targeting T-cell co-stimulation or checkpoint pathways).

- Prior allo-SCT

Treatments

Nivolumab at 3 mg/kg, on Day 1 of each 2-week cycle, was administered as an 1V infusion over 60
minutes. Subjects were to be dosed no less than 12 days between doses and no more than 3 days after
the scheduled dosing date. Dosing calculations were based on the subject’s body weight.

Doses reductions and escalations of nivolumab were not permitted. Dose delays were permitted. Subjects
were permitted to continue treatment beyond progression.

Subjects were permitted to use topical, ocular, intra-articular, intranasal, and inhalational corticosteroids
(with minimal systemic absorption). Physiologic replacement doses of systemic corticosteroids were
permitted, even if >10 mg/day prednisone equivalents were administered. A brief course of
corticosteroids for prophylaxis (e.g., contrast dye allergy) or for treatment of non-autoimmune conditions
(e.g., delayed-type hypersensitivity reaction caused by contact allergen) was permitted.

The following medications were prohibited during the study:
- Immunosuppressive agents (except to treat a drug-related AE)
- Systemic corticosteroids >10 mg daily prednisone equivalent

- Any concurrent antineoplastic therapy (i.e., chemotherapy, hormonal therapy, immunotherapy,
radiation therapy except for palliative radiation therapy, or standard or investigational agents for
treatment of cancer)

Objectives

The primary objective was to assess the clinical benefit of nivolumab, as measured by ORR based on IRRC
assessment, and defined as proportion of subjects achieving either a PR or CR according to the 2007 IWG
criteria.

The secondary objectives of this study were to assess the duration of objective response (DOR) based on
IRRC assessments; the CR rate and the duration of CR based on IRRC assessment; the PR rate and the
duration of PR based on IRRC assessment; and the ORR and DOR based on investigator assessments.

Assessment report
EMA/CHMP/741329/2016 Page 21/85



Outcomes/endpoints

Ohjective

Endpoint

Endpoint Definition

Primary

To assess the clinical benefit of nivolumab,
as measured by ORR based on IRRC
assessment, and defined as proportion of
subjects achieving either a PR or CR
according to the 2007 IWG cnitenia

(OFR based on IRRC

[Assessments

The ORR was defined as the number of subjects with a
BOR. of CE. or PE_ according to the 2007 IWG critenia,
lbased on IRR.C assessment, divided by the number of
treated subjects. The BOR. 1s defined as the best response
designation recorded between the date of first dose and the
date of initial objectively documented progression per the
2007 IWG critenia or the date of subsequent therapy.,
whichever occurred first. allo-SCT and ASCT were
considered as subsequent anticancer therapy. For subjects
without documented progression or subsequent anticancer
therapy. all available response designations contributed to
the BOR. determination. For subjects who continued
treatment beyond progression. the BOR. was determuned
[based on response designations recorded up to the tune of
the mitial 2007 IWG defined progression.

The objective response was further characterized by TTR.
TTR was defined as the time from first dosing date to the
date of the first response. based on IRRC assessment.

Secondary

To assess DOR. based on IRRC
assessments

DOER. based on IRRC
assessments

DOFR. was defined as the time from first response (CR or
PE.) to the date of the first documented tumor progression
as determuned by the investigator using the 2007 IWG
criteria or death due to any cause, whichever occurred first
For subjects who neither progressed nor died, the DOR
[was to be censored on the date of their last evaluable
tumor assessment. Subjects who started subsequent
therapy without a prior reported progression was to be
censored at the last evaluable tumor assessment prior to
initiation of the subsequent anticancer therapy. This
endpoint was only to be evaluated mn subjects with a BOR
of CR or PR

To assess the CR rate and the duration of
CE. based on IRRC assessment

CE. rate and duration of
CE. based on IRRC
assessments

The CE. rate was defined as the number of subjects with a
BOR of CR. according to the 2007 IWG cnteria, based on
IRR.C assessment, divided by the number of treated
subjects. The duration of CR. was only evaluated in
subjects with BOR of CR. and was defined as the time
from first documentation of CR. (the date of first negative
FDG-PET scan or the date of first documentation of no
disease mvolvement m the bone marrow (if required),
whichever occurred later) to the date of imtial objectively
documented progression as determuned using the 2007
IWG criteria or death due to any cause, whichever
occurred first. Censoring was applied as per DOR
definition.

To assess the PR rate and the duration of
PR based on IRRC assessment

PR rate and duration of
PR. based on IRRC

Aassessments

The PR rate was defined as the number of subjects with a
BOR of PR according to the 2007 IWG cnteria. based on
IRR.C assessment, divided by the number of treated
subjects. The duration of PR was only evaluated in
subjects with BOR. of PR and was defined as the time from
first documentation of PR to the date of imitial objectively
documented progression as deternuned using the 2007
TWG cnteria or death due to any cause, whichever
occurred first. Censoring was applied as per DOR.
definition.

To assess the ORR and DOFR_ based on

mvestigator assessments

}:xpluratorya

(OFR and DOR based on

Investigator assessments

[nvestigator-assessed ORR and DOR. were defined
sinularly as described for ORR and DOR. per IRRC
assessment above, but were assessed per investigator using
the 2007 IWG criteria. It was further characterized by

TTR. time to CR and duration of CR.

To assess the PFS based on IRRC
assessment

PFS based on IRRC
assessments

PFS was defined as the time from the first dosing date to
the date of the first documented tumor progression as
determined by the investigator (per 2007 IWG critenia) or
death due to any cause whichever occumred first. Subjects
[who died without a reported prior progression were to be
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considered to have progressed on the date of their death.
Subjects who did not progress or die were to be censored
on the date of their last evaluable tumor assessment.
Subjects who did not have any on-study tumor
assessments and did not die were to be censored on the
date they were randomized. Subjects who received any
subsequent anti-cancer therapy without a prior reported
[progression were to be censored at the last evaluable tumor|
assessment prior to or on the date of the mitiation of the
subsequent anti-cancer therapy.

To assess the OS 0Ss OS was defined as the time from first dosing date to the
date of death. For subjects without documentation of

death. OS was censored on the last date the subject was
lknown to have been alive.

Subjects were assessed for response by imaging (computed tomography [CT] or magnetic resonance
imaging [MRI]) at screening and on-treatment. Subjects received first dose of nivolumab on Day 1 of
Week 1. On-treatment assessment began at Week 9 (x 7 days) after the start of nivolumab therapy and
continued at Weeks 17, 25, 37, and 49 during the first year of treatment, then every 16 weeks (+ 14
days) up to Week 97, continuing every 26 weeks (*+ 21 days) beyond Week 97, until disease progression
was documented. [18F]Fluorodeoxyglucose positron emission tomography (FDG-PET) scan was required
at screening, Weeks 17 and 25 in all subjects, and at Week 49 for subjects who did not have two
consecutive negative FDG-PET scans after Week 1 and prior to Week 49, and to confirm CR.

The method used to assess PD-L1 expression was an exploratory assay employing the Dako 28-8
antibody, similar to the verified or validated versions used in other nivolumab solid tumor studies, but
notably, differed in estimating the percentage of PD-L1 expression based on the number of any detected
R-S cells rather than on a minimum of 100 malignant cells.

Sample size

The planned sample size for this study was to be approximately 320 treated subjects, placed into three
cohorts of subjects: brentuximab vedotin-naive (n=60; Cohort A), treatment with brentuximab vedotin
after failure of ASCT (n=60; Cohort B) and treatment with brentuximab vedotin before or after ASCT
(n=200; Cohort C).

The sample size for Cohorts A and B was determined based on 2 considerations: the ability to produce a
confidence interval (Cl), which would exclude an ORR of 20%b that is not considered clinically relevant and
providing sufficient information for a reliable understanding of the safety profile. The sample size for
Cohort C was empirically determined to support expanded assessment of the benefit-risk profile of
nivolumab in cHL through observation of less common safety events.

Randomisation

The investigator (or designee) enrolled subjects into the study via an IVRS. Since this was a single-arm
study, all enrolled subjects who met eligibility criteria were treated with nivolumab at 3 mg/kg IV Q2W.

Blinding (masking)

This was an open-label study.

Statistical methods

Continuous variables were summarized using descriptive statistics, ie, median, minimum, maximum, and
mean with standard deviations (SDs). Categorical variables were summarized by frequencies and
percentages. Percentages were rounded and may not always add up to 100. Times to event distributions
(ie, DOR, time to response [TTR], PFS, and OS) were estimated using Kaplan-Meier (K-M) methodology.
When appropriate, the median along with 95% CI was provided using Brookmeyer and Crowley
methodology. Rate at fixed time point (e.g., PFS at 6 months) was derived from the K-M estimate and
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corresponding Cl was derived based on Greenwood formula. Cls for binomial proportions were derived
using the Clopper-Pearson method.

Analyses of efficacy endpoints were to be performed separately for each cohort. Efficacy data for Cohorts
A was immature for efficacy analyses. Statistical methods used to analyse these endpoints were the same
for both IRRC assessments and investigator assessments.

As sensitivity analyses for ORR, IRRC-assessed ORR and investigator-assessed ORR in response
evaluable subjects instead of all treated subjects was summarized. Response evaluable subjects were
subjects with i) a BOR of CR, PR, SD, or progressive disease (PD), ii) target lesion(s) assessed at baseline,
and iii) at least 1 on-study time point with all baseline target lesion(s) assessed.

Sensitivity analyses were also performed for DOR based on both IRRC assessment and investigator
assessment. Subjects who remained alive and had not progressed were censored on the last visit date
prior to initiation of subsequent cancer therapy. The last visit date was the last date of dosing, evaluable
tumour assessment or laboratory assessment, whichever occurred last.

To assess the association between baseline PD-L1 expression and response to nivolumab, the following
analyses were performed for PD-L1 expression subgroups using a 1% cutoff and for the subgroup of
subjects without quantifiable PD-L1 in all treated subjects:

- Frequency and percentage of BOR per IRRC.
- ORR per IRRC along with its 95% CI using the Clopper-Pearson method.

Subjects with an available tumour biopsy specimen tested for 9p24.1 status were classified into the
following subgroups: polysomy positive, polysomy negative, copy gain positive, copy gain positive,
amplification positive, amplification negative, and not evaluable for 9p24.1. To assess the association
between baseline 9p24.1 alteration and response to nivolumab, the following analyses were performed
for each of the subgroups based on 9p24.1 status:

- Frequency and percentage of BOR per IRRC.

- ORR per IRRC along with its 95% CI using the Clopper-Pearson method.
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Results

Participant flow

Table 7: Subject status summary - All enrolled and treated subjects

Cohort & Cohort B Cahort C Caohort Z4B+HC
SUBJECTS ENROLIED 276
SUBJECTS NOT ENTERING THE TREATMENT PERIOD (%) 36 ({ 13.0)
SUBJECTS ENTERING THE TREATMENT FERIOD 63 B0 &7 240
SUBJECTS CONTINUING IN THE TRERTMENT PERICD (%) 54 ( 85.7) 51 { 83.8 90 | 92.8) 195 { E1.3

£

SUBJECTS NOT CONTINUINMG IN THE TREATMENT FEEIOD (%) 9

FERSCN FUR NOT CONTINUING IN THE TREATMENT FERICD (%)
[ISEASE PROGRESSION 4
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PERSISTENT (R SUBJECTS (%) (C) IN.A. H.A. 1] 0

_:c',_'lta.g,_s based on subjects entering pericd or continuing study

(&) Includes subjects still egtrent and st lbj—C't3 off t“—atn—_'lt contimuing in the Follow—ap period.
(B) Subject status at end of treatment.

{C) Treated subjects in Cohort C who discontinued treatment following a R of 1 year duration.

Recruitment

This study was conducted at 34 sites in 10 countries (Austria, Belgium, Canada, Czech Republic,
Germany, ltaly, Netherlands, Spain, United Kingdom, and US). The first patient’s first treatment (FPFT)
date was 26-Aug-2014 for Cohort B, 19-Sep-2014 for Cohort A, and 13-Feb-2015 for Cohort C, the LPFT
date was 20-Feb-2015 for Cohort B, 06-Aug-2015 for Cohort A, and 03-Sep-2015 for Cohort C, and the
LPLV date was 20-Aug-2015 for all 3 cohorts. Thus, the minimum follow-up relative to LPFT was 6
months, 2 weeks, and 0 day for Cohorts B, A, and C, respectively. The clinical DBL occurred on
05-0Oct-2015 and the IRRC DBL occurred on 20-Oct-2015 for all 3 cohorts.

Conduct of the study

The original protocol for this study was dated 25-Apr-2014. The revised protocol incorporated 3
country-specific amendments, 3 global amendments, and 1 administrative letter. The major amendments
were related to the how patients were managed for safety and assessed for disease progression during
the trial. A change in the first assessment for early disease progression would occur at week 9, the first
PET scan would occur at week 17 instead of week13, permitted subjects to continue treatment beyond
investigator-assessed disease progression. At the request of a health authority, an IDMC was established
for amendment 04. The administrative letter announced the change of duration of follow-up for the
primary endpoint.
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Baseline data

Table 8: Baseline demographic characteristics - All treated subjects
Cohort & Cohort B Cahare © Cohort Z4BHC
W= 4¢3 W =30 W=7 W =240
e
i €3 97 240
MEZN 36.3 36.2 3.1
VEDTAN 33.0 32.0 34.0
MIN , MEX 18 , €5 8, 19 , &9 1B, 72
STANIERD [EVIATICH 12.54 12.47 12.67
ACE CATEGORIZATION (%)
< €5 77 (%6 94 ([ 96.9) 233 ( 97.1)
= 65 D < 75 3( 3.2 3( 3.0) 7 ( 2.9)
»=T75 AND < 85 o 0 0
=3 a i i
»= 75 o 0 0
= €5 3( 3.8 3 7
<30 27 { 33.8) 3 | BB
>= 30 D < 45 28 (3.9 B B2 |
= 45 B < €0 18 ( 22.5) 25 | 55 |
= &0 7 ( 8.9) 3 15 |
GENCER. (3)
MAIE, 34 { 54.0) 51 ( £3.8) 56 ( 57.7) 141 ( 58.8)
FRMEIE 28 { 26.0) 23 | 36.3) a1 | 42:3) a3 ({ 41.3)
BAME (%)
WHIIE 54 { 85.7 71 { B8.8 83 ( 85.8) 208 ( 86.7)
ELACK (R AFRICEN AMERICEN 2 { 3.2) 4 { 5.0) g | 6.2) 12 ( 5.0)
251N 3 4. 1( 1.3 5 5.2) o 3.8
IMERTCAN INDIEN CR ALASKL METTVE i 0 2 { 2.1) 2 ( 0.8
WATTVE HEWATTEN R OTHER FACIFIC TSLANTER a 0 0 0
OTHER 4 | £.3) 4 [ 5.0) 1 1.0) 9 ( 3.8)
ETENICITY (%)
HISEANIC (R LATING 3 ( 4.8 1 1.0 5 ( 2.1)
WOT HISEANIC OR LATTNO 30 { 47. 54 { 55.7) 147 { 61.3)
WOT REECRTED 30 { 47.6) 42 { 43.3) B8 ( 36.7)
Table 9: Baseline disease characteristics - All treated subjects

Wmiber of Subjects (%)

Cohort A Cohort B Cohort C Cohort B4+B4C
N = &3 N =80 N=97 N =240

PERFCRMENCE STRTUS (ECOG) [%]

0 40 ( €3.5) 49 { 50.5) 131 { 54.6)

1 23 ( 36.5) 48 ( 49.5) 109 { 45.4)
SMOETING STATUS

CUREENT/FORMER 22 ( 34.9) 34 { 35.1) BB { 36

NEVER. SMOBED A | £0.3) &0 ( £1.9) 143 ( 59.6)

THENCWRT 3 ( 4.8) 3 ( 3.1) g 3.8)
REEICN

US/CENRIR 26 ( 41.3) 47 ( 58.8) 41 ( 42.3 114 ( 47.5)

EIROFE 37 ( 58.7) 33 ( 41.3) 56 ( 57.7) 126 { 52.5)

FEST OF THE WCELD ] i 0 0
DISFLASE STAGE AT INITTAL CTARICSIS

STAE I 2 3. 3( 3.1) 70 2.9

STAE IT 28 ( 44. 38 ( 40.2) g | 41.3)

STAE III 22 ( 3.9 22 { 22.7) &7 ( 27.9)

STAE IV 10 i 15.¢ 31 { 32.0) €3 ( 26.3)

NOT FEPCRIED 1 1. 2 2.1) 1 | T
IPS AT INITIZL DIECSIS

0-2 8 { 22.5) 13 ( 13.4) 50 ( 20.8)

= 3 13 { 23.8) 15 { 15.5) 4z 5)

WoT 43 ( 53.8) €9 ( 7L.1) 148 | ]
DISERSE STREE AT STUDY ENIRY

STAE T 1{ 1.§) 2 { 2.1) 4( 1.7

STRE II 20 i 31.7) 20 { 20.6) 51 ( 21.3)

STAE III 17 { 27.0) 17 { 17.5) g { 20.0)

STAE IV 24 ( 38.1) g { 59.8 136 { 56.7)

NOT EEPCRIED 1{ Ll.g 0 1 0.4)
B-SYMPTCMS AT INITIAL DIAENOSIS

PRESENT 34 ( 54.0) 46 ( 57.5) 4% ( 50.5) 128 { 53.8

EBSENT 28 ( 44.4) 34 ( 42.5) 42 ( 43.3) 104 { 43.3)

NOT FEPCRTED 1{ 1.§) i & ( 6.2) 70 2.9
BULEY DISEASE AT BASELINE

YES 10 ( 15.9) 17 { 21.3) 21 { 21.6) 8 ( 20.0)

o 53 ( 84.1) &3 ( 78.8) 76 { 78.4) 192 { 80.0)
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Wxiber of Subjects (%)

Cohort 2 Cohort B Cohort C Cohart 24+B+C
W= &3 W= a0 N =17 W= 240
EXTRE LYMPHATIC INVOLVEMENT AT BASFLINE
TES 24 { 38.1) 36 i‘;s.a;. 33 i‘m'd 99 ( 41.3)
10 33 { £1.9) 14 | 55.0) 23 {58l 141 | 58.8)
ECQIE MERROW INVCLVEMENT AT BASFLTNE
TES 3 ( 4.8) 8 ( 10.0) 7 ( 7.2) 18 ( 7.5
W0 €0 { 95.2) 72 { 90.0) 90 { 92.8 222 ( 92.5)

TIME FR{M INITIAL DTRRNOSIS TO
FIRST TRAENSFLANT (YE2RS)

N 2 |
MEDTEZN (MIN - MRX) 1.62 (0.6 - 24.5) 1.34 (0.1 - 15.7) 1.63 (0.5 - 14.5)

TIME FROM MOST PECENT TRANSELANT TO
FIRST LOSE OF STUDY THERAFY (YERARS)

N €3 80 o7 240
MEDIEN (MIN - MEX) 1.03 (0.3 - 18.2) 3.37 (0.2 - 13.0) 1.70 (0.2 - 17.0) 2.02 (0.2 - 19.0)
TIME FROM MOST RECENT TRENSPLANT TO
FIRST SUBSECUENT THERRFY (MOWIHS)
N €3 a0 a7 240
MEDTAN (MIN - MRX) 8.54 (0.0 - 136.9) 12.85 (0.0 - 158.0) 8.15 (0.0 - 200.9) 8.33 (0.0 - 200.9)
TIME FR{M INITIAL DIREIOSIS TO
FIRST [OSE OF STUDY THERLPY (YEZRS)
N €2 80 o7 239
MEDIAN (MIN - MEX) 3.02 (1.0 - 30.8) €.15 (1.3 - 25.1) 3.41 (1.0 - 24.9) 4.43 (1.0 - 30.8)
Arbreviation: IPS = Internaticnal Prognostic Score.
Table 10: Prior cancer therapy - All treated subjects
Mmber of Subjects (&)
Cohort B Cohort B Cohort C Cohort L4BHC
N = &3 N =80 N=197 N = 240
NIMEER, OF PRICE. SYSTEMIC FEGIMEN RECEIVED (&)
1 2 { 3.2) i 0
2 29 ha.m 0 6 ( 6.2)
3 19 | 30.2) 19 ( 23.8 28 ( 28.9)
4 10 { 15.9) 22 { 27.5) 33 { 34.0)
=5 3 { 4.8) 39 ( 48.8 30 { 30.9)
MVEDIEN (MIM, MRX) 3(1, 5 4 {3, 15) 4(z2 9
FIRST LINE REGIMEN
LEVD 45 [ 71.4) €2 [ 85.0) 83 ( 85.8) 196 { B1.7
ESCAIATED BEACOPP 1( 1.8 o 2 { 2.1) 3
CTHER, 17 { 27.0) 12 ( 15.0) 12 { 12.4) a1 (17
SECCHD LTNE FEGIMEN
BEVD 4 2 [ 2.5) a( 4. 10 ( 4.
ESCAIATED BEACOPP 2 2 ( 2.5) 2 ( 2. & z.
[HLP 11 9 ( 11.3) 70 7. 27 ( 11.3
ESHRP 5 { a) E( 7.5 5{ 5 16 | 6.7
IE 13 { 20.8) 28 { 35.0) 23 { 23.7 64 ( 26
VD il 1 1.3) 2 { 2. 30 1.
I=v 2 3.2) g { 10.0) 18 { 18. 28 ( 1l.
CTHER, 23 ( 36.5) 24 { 30.0) 34 { 35. gl ( 33.
NIMEER. OF PRICR ASCT
1 €2 ( 98.4) 74 [ 92.5) 97 {100.0) 233 ( 97.1)
w= 2 { 1.8) & ( 7.5 0 7{ 2.9)
TYPE OF ASCT PREPARATIVE REGIMEN RECEIVED
FOR. MOST RECENT PRICR TRANSFLANT
LNY PREFLRRATIVE REGIMEN 35 ( 55.8) 51 ( 83.B 47 { 48.5) 133 ( 55.4)
EEIM 15 { 23.8 22 ( 27.5) 15 { 15.5} 52 { 21.7)
BV . 3( 4.8 5 [ _8.3) 4 ( 4.1) 12 { 5.0)
SURJECTS WITH OTHER. FREFARATIVE REGTMEN 17 { 27.0) 24 | 30.0) 28 | 28.9) 69 | ZB.8
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EBEST PESPQNSE TO BEGIMEN FRICR TO MOST BECENT ASCT

52 { B2.5 71 { BB.B 79 ( Bl.4 202 ( e4.2
%CRER E% ?n% 3% S.Eg EE Ezg igg gz%
BELAPSE/FD S 7.9) 4 ( 5.0) B { B.2) 7.
UMABLE TO [ETERMIME/NCT REFCRIED 1{ 1.8 2 ( 2.5) 2 [ 2.1) 5 ( 2.1)
RESPCNSE AT MGST RECENT ASCT
B CR R 35 ( S55.8 50 ( 82.5 &0 E 61.93 145 E 60.43
5D S 7.9 © 7.5 g g.2 19 7.9
BELAPSE/FD 7 ( 11.1}) 4 ( 5.0) le { 16€.5) 27 { 11.3})
UMAELE TO [ETERMINE/NCT BEPCEIED 16 { 25.4) 20 { 25.0) 13 { 13.4) 49 ( 20.4)
BEST REFCSNSE TO MOST RECENT ASCT
B R R 38 ( 57.1) 29 { 3g8.3) 42 ( 43.3) 107 ( 44.8)
5D 2 ( 3.2) & [ 7.5) 4% E 4?1 %% l%% E ﬁ%
BELAPSE/FD 20 ( 31L.7) 37 ( 48.3) 0 .1
UMABLE TO [ETERMIME/NCT REFCRIED 5{ 7.9 8 ( 10.0) 9 { 9.3) 22 { 9.2)
BEST FESECNSE TO BEGIMEN PCST MOST RECENT ASCT
R R R 6 [ 9.5) 37 ( 46.3) 31 { 32.0) 74 { 30.B)
5D 1 ( l.g) 10 { 12.5) lé { lé.g} gg 9 é}
RELLPSE/FD 2 3.2 25 ( 31.3 28 ( 28. 22
UMABLE TO [ETERMIME/NCT REFCRIED 54 E 8s5. g g E 10 ﬁg 27 E 2?.8; B9 E .1§
TIVE FR{M COMPLETTCN OF MOST RECENT FRICR REGIMEN
TO TREATMENT
< 3 MONTHS 7 % ll.lg 44 % 55.03 48 % 42.43 a7 E 40.4;
3-& MONTHS 7 (11.1 18 { 22.5 16 { 1&.5 41 ( 17.1
> & MONTHS 49 { 77.8) 18 { 22.5) 35 ( 3e.1) 102 ( 42.5)
PRICE. SURCERY BELATED TO CRNCER
YES 34 ( 54.0) 46 { 57.5) 41 { 42.3) 121 ( 50.4)
o] 29 ( 4g.0) 34 ( 4Z.5) 56 ( 57.7) 119 ( 49.8)
FRICR. RACTCTHERAFY
TES 36 ( 57.1) 59 ( 73.8) 66 ( 68.0) lel { €7.1)
L] 27 ( 42.9) 21 { 26.3) 31 ( 32.0) 79 { 32.9)
Mmber of Subjects (%)
Cohort A Cohort B Cohore C Cohort I4B4C
N =83 N =230 N =297 N = 240
DMMMOTHERAFY BY MOWOCLOMRL ANTIBODIES 3 (12.7) B0 (100.0) 97 (100.0) 185 ( 77.1)
BEVRACTIZIMER 1 1.8) 0 0 1 0.4)
ERENTUXTMER VEDOTIN a t 30 }ll:ll:l.':ljﬁl 97 (100.0) 177 , 7§.E€i
TNVESTTEATICAAL ENTINEOFLASTIC 1({ 1.8} 4 5.0 1] 5 2.1
RITUHIMER & ( 9.5) 14 ( 17.5) 9 ( 9.3) 29 { 12.1)
STERCID 40 { €3.5) 45 { 5€.3) &0 { 61.9) 145 | &0.4)
23 [ 44.4) 31 ( 33.8) 30 ( 30.9) 89 { 37.1)
METHYLPREINT SCLIVE & [ 9.5) E ( 10.0) 12 { 12.4) 26 ( 10.8)
PREDWISOLNE 3 (12.7) 11 { 13.3) g ( B.2) 27 ( 11.3)
PRETWISGHE 12 { 19.0) 18 { 22.5) 31 ( 32.0) el { 25.4)
CHEMOTHERLAFY - OTHER THEN ENTHRACYCLIMES &3 (100.0) 30 (100.0) 97 (100.0) 240 (100.0)
EENTRMISTINE 4 &.3) 26 { 32.5) 21 { Zl1.8) 51 ( 21.3)
BLECMYTCTIHN &3 (100.0) 'II‘I { Hi.g:l 9? { 97.9) 432 { SI.g}
5] 2 3.2 . 1] .
CZFBOFLATIN 23 & §}?t 37 & 4§.3t 32 ( 33.0) B9 : 37.%}
Z2RMISTINE 14 ( 22.2) 5 &.3) le { 16.5) 35 ( 14.8)
L 2 3.2) 4 { 5.0} 3 5.2) 11 { 4.8)
CISFLATIN 35 ( 55.8) 40 { 50.0) 4z 43.%} ll; { 4;.5}
CECLOPHOSPHRMITE 21 { 33.3 22 ( 27.5 26 ( 26.8 & 28.8
... 33 & 52.4 28 & 35.[& 35 : 36.li 96 : 4El.Eli
D 2RPATTHE 51 { Bl.0) 72 ( 90.0) BE ( 90.7) 211 { 87.9)
ETOPCSILE 47 { 74.8) &5 ( BL.3) 72 { 74.2) 184 { T&.7T)
1] 1{ 1.3) 1] it ?'i}
FOTEMISTINE 1.6 1] 1] 0.
EMCITRERINE 20 } 31.7; 54 { 67.5) 55 ( 56.7) 128 , §3§i
IFOSFAMITE 35 { 55.6 59 ( 73.8) 73 { 75.3) 1&7 ( €9.8)
TRINOTECEN 1] 1{ 1.3) 1] 1 ( 0.4)
ELeTa B {38 wi(zd {38 £33
VELFHRTAN 23.8 0 2. . 2 .
METHOTRESLTE l& l.Et 2& gst 6: 6.2; g: §E’l
NITROGEN MUSTARD o 5 &.3) 1( 1.0 6 ( 2.5
CERLIPLATIN 1( 1l.§) i{ fg:l ?: 2.1) E: I{.i}
PACLTTRNEL 1] . 1] 0.
PROCARERZTNE 21 { 33.3) 23 & 23.3; 23 ( 23.7) &7 : c.'T.Qi
THIOTEPR 1] 2 2.5) 1 ({ 1.0} 3 ( L3)
TROFOSFRMITE a 1({ 1.3) 1 ({ 1.0) 2 [ 0.B)
VINBLASTINE 5& ( BE8.9) 72 ( 90.0) 91 { 93.8) 219 ( 91.3)
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CHEMOTHERRAPY — ENTHRACYCLINES
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. All subjects received at least 1 prior

systemic regimen before ASCT and all but 1 subject received at least 1 prior systemic regimen after
brentuximab vedotin. Only one-third of the subjects had at least 1 systemic regimen between ASCT and

brentuximab vedotin.

Table 11:

Cohort B - All treated subjects

Therapy Timing Relative to R3CT and Brentuximal

NUMBER OF FRICR SYSTEMIC REGIMEN FECEIVED

1
3
4

EEFCEE ASCT EETWEEN ASCT AFTER EREN TOTEL
ZND BREN

N = 80 N = 80 N = 80 N = BO
o] 530 ( 62.5) 1 ( 1.3 a

4 ( 5.0) 14 ( 17.%) 36 ( 45.0) 0
49 ( €1.3) 8 ( 10.0) 22 ( 27.5 a
13 ( 18.8) 2 ( 2.3) 9 ( 11.3) 1% ( 23.8)
g ( 10.0) 0 & ( 7.2 22 ( 27.9)
4 ( 5.0) & { 7.3) 6 ( 7.5 3% ( 48.8

Timing Relative to most recent ASCT -

Numbers analysed

Brentuximebh sscqusnce

Within each cohort the following key populations were defined.

Timing of prior systemic regimen relative of ASCT and brentuximab vedotin -

- Enrolled subjects: All subjects who signed an informed consent form and were registered into the

IVRS.

- Treated subjects: All subjects who received at least one dose of nivolumab. This is the primary

population for efficacy and safety.

- Response evaluable subjects: All treated subjects who have baseline and at least one on-study

evaluable tumour measurement. Response evaluable subjects were those subjects with (i) a BOR

of CR, PR, SD or PD, (ii) target lesion(s) assessed at baseline, and (iii) at least 1 on-study

timepoint with all baseline target lesion(s) assessed.

Efficacy analyses were performed for treated subjects in Cohort B (Table 12).
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Table 12: Analysis populations

Cohort

Population Cohort A Cohort B Cohort C  A+B+C
Enrolled subjects: All subjects who signed an ICF and were NA NA NA 276
registered into the IVRS.
Treated population: All subjects who received at least 1 dose 63 80 97 240
of nivolumab. This 1s the primary population for efficacy and
safety.
Response-evaluable subjects per IRRC: Subjects with (1) a NA 74 NA NA
BOR of CR, PR, SD, or PD, (11) target lesion(s) assessed at
baseline, and (1i1) at least 1 on-study timepoint with all baseline
target lesion(s) assessed.
All responders per IRRC: All subjects with a BOR of CR or NA 53 NA NA
PR
All responders per investigator: All subjects with a BOR of NA 58 NA NA
CRor PR
PD-L1 tested subjects: All subjects who had a tumor tissue 51 76 55 182
sample available for assessment of PD-L1 expression.
PD-L1 quantifiable subjects: All treated subjects with 36 63 3l 130
quantifiable PD-L1 expression at baseline
Outcomes research subjects: All treated subjects who have an
assessment at baseline (Visit 1 assessment prior to
admunistration of drug) and at least 1 subsequent assessment

EORTC QLQ-C30 subjects 49 64 52 165

EQ-5D subjects 49 62 51 162
Immunogenicity subjects: All nivolumab-treated subjects with 42 73 44 159

baseline and at least 1 post baseline assessment for ADA

Abbreviations: ADA = antidrug antibody; BOR = best overall response; CR = complete remission; EORTC-QLQ-C30 =

European Organisation for Research and Treatment of Cancer-Quality of Life; Questionnaire-C30; EQ-5D = a

standardized instrument for use as a measure of health outcome; ICF = informed; consent form; IVRS = interactive

voice response system; NA = not applicable; PD-L1 = programmed death ligand-1.

Outcomes and estimation

Primary endpoint: ORR

Treatment with nivolumab resulted in a rate of IRRC-assessed ORR= 66.3% in Cohort B and 72.5% in
Investigator-assessed ORR. Concordance rate between IRRC and investigators for objective response

was 76.3%. The CR rate was 8.8% (7/80) per IRRC and 27.5% (22/80) per investigators.
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Table 13: Summary of best overall response per IRRC and investigator - Cohort B - All

treated subjects

Cohort B, N=50

IRRC Investigator

Best Overall RES]JD].ISE“ (BOR). n (%)
Complete Remussion (CR) 7(8.8) 22 (27.5)

(95% CI) (3.6.17.2) (18.1.38.6)
Partial Renussion (PR) 46 (57.5) 36 (45.0)

(95% CI) (45.9, 68.5) (33.8.56.5)
Stable Disease (SD) 18 (22.5) 18 (22.5)
Relapsed or Progressive Disease (PD) 6(7.5) 3(38)
Unable to Determine (UTD) 3(3.8) 1(13)
Objective Response Rate (ORR)b, n (%) 53 (66.3) 58 (72.5)

(95% CI) (54.8, 76.4) (61.4,81.9)

? Per Revised International Working Group Criteria for Malignant Lymphoma (2007)

b ) .
CR+PR, confidence interval based on the Clopper and Pearson method

In a sensitivity analysis, the IRRC-assessed ORR in response evaluable subjects in Cohort B (n=74) was

71.6% (95% Cl: 59.9, 81.5).

Figure 7: Waterfall plot of best changes in target lesion per IRRC - Cohort B - All response

evaluable subjects

IRRC Investigator
Cohart B Caohort B

100 {3 10043
SEECE g
8 g
§ 504 § 504
ad ]
= 25 = 25 |
£ £
2 2 |
£ . s 1l
| j I
E £
g 254 £ 254 *
s 8 *
=3 *
R T R JORRARRARIVR AR AN RASTRARARRRSRARRANY g T P 4] L
x & =

*
- h&wc -
& 75 e & 5
*
*;
w Bkt e,
100 100 i
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Fesponse Evaluable: Subjects with 1) a BOR of CE, PR, SD or PD. ii) target lesion(s)
assessed at baseline, and iii) at least one on-study timepoint with all baseline target
lesion(s) assessed.

Negative/positive value means maximum tumor reduction /minimum tumer increase

Best change is based on evaluable target lesion measurements up to progression or start of
subsequent therapy

Horizontal reference line indicates the 50% reduction consistent with a response per revised
2007 IWG criteria

Asterisk symbol represents responders; Square symbol represents % change truncated to
100%

Duration of response (DOR)

Response Evaluable: Subjects with i) a BOR of CE. PR. SD or PD. ii) target lesion(s)
assessed at baseline. and iii) at least cne on-study timepoint with all baseline target

lesion(s) assessed.

Negative/positive value means maximum tumeor reduction /minimum tumar increase
Best change is based on evaluable target lesion measurements up to progression or start of

subsequent therapy

Horizontal reference line indicates the 50% reduction consistent with a response per revised

2007 IWG criteria

Astenisk symbol represents responders; Square symbol represents % change truncated to

100%

Objective responses achieved with nivolumab in Cohort B were durable; 62.3% (33/53) of IRRC-assessed

responders and 67.2% (39/58) of investigator-assessed responders had their response ongoing at the
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data cut-off date. Of the 20 responders not considered to have ongoing response (IRRC-assessed), 11
had events of progression (n=10) or death (n=1), 5 had subsequent anti-cancer therapy (4 underwent
SCT), 3 were excluded due to censoring prior to 14 weeks of the clinical data cut-off date (2 still on
treatment), and 1 decided to discontinue the study.

In order to account for non-uniform and infrequent tumor assessment schedules, a sensitivity analysis
was performed on DOR by censoring subjects who remained alive and did not progress on the last visit
date prior to initiation of subsequent cancer therapy. In this analysis, the median DOR per IRRC was not

. b
Median (95% CI)

463 (NA.NA)

874 (NA_NA)

N Event/N Response (%) 1/7(14.3) 1/22 (4.5)
. d
Duration of PR (Months)
Min, Max" 0.0+ 9.5+ 0.0+ 78
. b
Median (95% CI) 7.79 (6.64. N.A) 7.79 (6.74, 7.79)
N Event/N Response (%) 10/46 (21.7) 836 (22.2)
Number of Subjects with DOR of at
least (%)
3 Months 38 (71.7) 37 (63.8)
6 Months 14 (26.4) 13 (22.4)

. . . e
Subjects with Ongoing Response

33/53 (62.3)

39/58 (67.2)

Subjects with Ongoing Response of

Duration of 24 1\-1t3-r1ths"3

20/53 (37.7)

21/58 (36.2)

10/58 (17.2)

reached.
Table 14: Duration of response per IRRC and per investigator - Cohort B - All responders
Cohort B Responders
IRRC Investigator
N=53 N=38
DOR. (Months)
Min, Max" 0.0+ 9.5+ 0.0+ 9.5+
Median (95% c:I)b 7.79 (6.64. NA) 910 (6.74. N.A)
N Event/N Response (%) 11/53(20.8) 9/58 (15.5)
Duration of CR. {Monrhs')c
Min, Max" 0.7+.4.6 0.0+ 8.7

Subjects with Ongoing Response of 9/53 (17.0)
Duration of 26 Months®

Abbreviations: BOR = best overall response; CI = confidence interval; CR = complete remission: DOR = duration
of response; IRRC = Independent Radiologic Review Commitiee; N.A= = not available, minimum follow-up not
reached; PR = partial response.

Symbol + indicates a censored value

Median computed using Kaplan-Meier method
Subyects with BOR of CR.

d Subjects with BOR of PR

Sulbjects with Ongoing Response mclude responders who had neither progressed nor initiated subsequent therapy
at the time of analysis, and excludes responders censored prior to 14 weeks of the chinical data cutoff date.

Assessment report
EMA/CHMP/741329/2016 Page 32/85



Figure 8:

Event chart for time to response and duration of response - Cohort B - All
responders as assessed by IRRC and by investigators

IRRC Investigator
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Time to Response (TTR)

Objective responses achieved with nivolumab in Cohort B subjects occurred early during treatment. The
median TTR was 2.10 months with a range of 1.6 months to 5.7 months. 31 of the 53 (58.5%) responders
achieved their response by the time of first scan (9 weeks), and all of the responses were achieved within
6 months of treatment initiation. The median time to CR was 4.44 months with a range of 3.3 months to
6.9 months. The median time to PR was 2.10 months with a range of 1.6 months to 5.7 months.

IRRC-assessed PFS

With 24 events (23 progressions and 1 death), the median PFS per IRRC was 9.99 months (95% CI: 8.41,
NA). The 6-month PFS rate was 76.9% (95% CI: 64.9, 85.3).

Of the 56 subjects censored for PFS, 53 were censored on-study on last tumour assessment date and the
remaining 3 subjects on date of first dose. Among the 53 subjects censored on-study on last tumour
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assessment date, the reasons for censoring included receiving subsequent anti-cancer therapy (n=9),
still on-treatment (n=39), progression-free in follow-up (n=4), and off-study due to consent withdrawal
(n=1). Among the 3 subjects censored on date of first dose, the reasons for censoring were no-baseline
tumour assessment/no death (n=1) and no on-study tumour assessment/no death (n=2).

Overall Survival (0S)

With a median follow-up time for OS of 8.9 months and 3 death events in Cohort B, the median OS was
not reached. The OS rate at 6 months was 98.7%.

Survival follow-up was current with 52.5% of subjects in Cohort B having either died or having a last
known alive date on or after the data cut-off date of 20-Aug-2015.

Of the 77 subjects who were censored for OS, 51 (63.8%) were still on treatment, 21 (26.3%) were in
follow-up, and 5 (6.3%) were off study

Updated efficacy

The Applicant provided updated efficacy results (DOR, PFS, OS) from the pivotal Study CA209205 Cohort
B (n=80) with a 12-month minimum follow-up (per the 19-Apr-2016 database lock; 14-Jun-2016 for
IRRC database lock). Study CA209039 data (n=15) were not updated since mature efficacy data with a
median follow-up of 23.26 months were presented previously. The efficacy results on the Integrated
Population (Study CA209205 Cohort B + Study CA209039, n=95) are also provided. Median follow-up in
the Integrated Population was 15.77 months and CA209205 Cohort B was 15.44 months.

Among the responders in the Integrated Population, the median DOR using Kaplan-Meier methodology
increased from 8.74 to 13.14 months per IRRC. The PR rate in the Integrated Population per IRRC with
longer follow-up appeared durable (57.9% with 6-month follow-up vs 60.0% with 12-month follow-up).
By extending the follow-up duration in CA209205, the median PFS per IRRC in the Integrated Population
was updated from 12.55 to 14.78 months and from 9.99 to 14.78 months in CA209205 Cohort B. In
addition, OS was 97.9% with 6-month follow-up vs 94.5% with 12-month follow-up in the Integrated
Population.

Table 15: Updated overall summary of efficacy in cHL subjects after failure of ASCT and
brentuximab
Results and Analysis - Efficacy Summary per IRRC Assessment
20-Oct-2015 Database Lock 19-Apr-2016 Database Lock

Treatment Group Integrated Population CA209205 Cohort B Integrated Population CA209205 Cohort B
Analysis population N=95 N=80 N=05 N=80
Efficacy
ORR”.n (%) 62 (65.3) 53 (66.3) 63 (66.3) 54 (67.5)

95% CI (54.8.74.7) (54.8.76.4) (55.9.75.7) (56.1. 77.6)
CR Rate, n (%) 7(7.4) 7(8.8) 6(6.3) 6(7.5)

95% CI (3.0, 14.6) (3.6.17.2) (24.132) (2.8, 15.6)
PR Rate, n (%) 55(57.9) 46 (57.5) 57 (60.0) 48 (60.0)

95% CI (47.3. 68.0) (45.9, 68.5) (49.4. 69.9) (48.4. 70.8)
SD Rate, 1 (%) 23 (24.2) 18 (22.5) 22(23.2) 17 (21.3)

b

DOR. (months)

Events/Responders 15/62 11/53 22/63 18/54

Median® (95% CI) 8.74 (6.83. NA) 7.79 (6.64. NA) 13.14(9.46.NA) 13.14 (8.74. NA)

Min, Max® 0.0+, 23.1+° 0.0+, 9.5+ 0.0+, 23.1+° 0.0+, 14.2+
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Results and Analysis - Efficacy Summary per IRRC Assessment
Oct-2015 Database Lock 19-Apr-2016 Database Lock
Treatment Group Integrated Population CA209205 Cohort B Integrated Population CA209205 Cohort B
Analysis population N=95 N=80 N=05 N=80
. f
Duration of CR (months)
Events/Responders 1/7 1/7 1/6 1/6
Median® (95% CI) 4.63 (NA, NA) 4.63 (NA, NA) NA (4.63.NA) NA (4.63.NA)
Min, Maxd 0.7+ 4.6 0.7+ 46 0.7+, 104+ 0.7+ 104+
Duration of PR® (months)
Events/Responders 14/55 10/46 21/57 17/48
Medizmc (95% CI) 8.74 (6.83. NA) 7.79 (6.64, NA) 13.14 (8.74. NA) 13.14 (7.79.NA)
Min, Maxd 0.0+ 23.1+ 0.0+, 9.5+ 0.0+, 23.1+ 0.0+ 134+
. b
Median TTR (months) 207 210 2.04 2.10
Min, Max 0.7.5.7 16,57 0.7,11.1 16 111
. . f
Median Time to CR. (months) 444 444 411 411
Min, Max 33.69 33,69 33.69 33.69
Median Time to PRg (months) 194 2.10 1.97 2.10
Min, Max 0.7.5.7 16,57 0.7,11.1 16 111
Subjects with Ongoing 36/62 (58.1) 33/53 (62.3) 13/63 (20.6) 10/54 (18.5)
h
Response , n/Responders (%)
pFS'
Median (95% CI) months 12.55 (8.54.NA) 9.99 (3.41. NA) 14.78 (11.33,NA) 14.78 (11.33. NA)
Oct-2015 Database Lock 19-Apr-2016 Database Lock
Treatment Group Integrated Population CA209205 Cohort B Integrated Population CA209205 Cohort B
Analysis population N=95 N=80 N=95 N=80
PFS Rate (95% CI). %
At 6 months 76.8 (658, 84.7) 76.9 (64.9. 85.3) 79.5 (69.4. 86.6) 79.8 (68.6. 87.3)
At 12 months NA NA 57.1(44.7.67.7) 54.6 (40.9. 66.4)
At 18 months NA NA NA NA
os'
Median (95% CI) months NA (21.13. NA) NA NA NA
OS Rate (95% CI). %
At 6 months 98.9(92.5.99.8) 98.7(91.0. 99.8) 97.9(91.7,99.5) 97.5(90.2.99.4)
At 12 months NA NA 94.5(87.3.97.7) 94.9 (86.9. 98.0)
At 18 months NA NA NA NA
Median Follow-up (months) 9.46 892 15.77 1544
Min, Max 19,276 19,117 19,276 19.185

Abbreviations: ASCT = autologous stem cell transplant; cHL = classical Hodgkin Lymphoma; Cl = confidence interval; CR = complete
remission; CSR = clinical study report; DOR = duration of objective response; INV = investigator; IRRC = Independent Radiologic
Review Committee; IWG = Revised International Working Group Criteria for Malignant Lymphoma; Max = maximum; Min = minimum;
NA = not available, minimum follow-up not reached; ORR = objective response rate; OS = overall survival; PD = progressive disease;
PFS = progression-free survival; PR = partial remission; SD = stable disease; TTR = time to response.

Note: IRRC-assessed BOR (CR, PR, SD, PD) was based on the 2007 IWG criteria in both CA209205 and CA209039.

Note: Summary of Clinical Efficacy database lock for Study CA209205: 05-Oct-2015 (clinical database) and 20-Oct-2015 (IRRC); for
Study CA209039: 19-Jun-2015 (Oracle database) and 11-Aug-2015 (IRRC).

Note: Updated data per database lock for Study CA209205: 19-Apr-2016 (clinical database) and 14-Jun-2016 (IRRC). Study CA209039
was not updated in the 12-month follow-up analysis.

a CR + PR, Cl based on the Clopper and Pearson method.

b Determined for CR + PR.

¢ Median computed using Kaplan-Meier method

d The symbol + indicates a censored value.

e Maximum value from Subject CA209039-2-63; Study CA209039 data were not updated in the 12-month follow-up analysis.

f Subjects with BOR of CR.

g Subjects with BOR of PR.

h Subjects with Ongoing Response include responders who had neither progressed nor initiated subsequent therapy at the time of
analysis, and excludes responders censored prior to 14 weeks or 26 weeks of the clinical data cutoff date for CA209205 and CA209039,
respectively.
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i Median and rates computed using Kaplan-Meier method
Cohort C

Cohort C subjects (n=100) from the CA209205, provided additional data in the intended target
population of adult patients with cHL who have received autologous stem cell transplant (ASCT) and
treatment with brentuximab vedotin. The primary analysis was recently conducted using the data from
the April 2016 DBL. The clinical outcomes are summarized below.

The number of the subjects from each subgroup, per the April 2016 DBL, are shown below:

e ASCT and post-transplant treatment with brentuximab vedotin: n=57 (equivalent to Cohort B in
CA209205)

e Brentuximab vedotin treatment only prior to ASCT: n=33
e Brentuximab vedotin treatment before and after ASCT: n=8

e Others: n=2 (subjects whose sequence of prior brentuximab vedotin and ASCT was unable to be
determined)

The median age of Cohort C was 32.0 years, which is similar to that of Cohort A+B+C. There were 3
subjects (3.0%) aged 65 years or older from Cohort C. The remaining characteristics (eg, gender, race)
from Cohort C were similar to Cohort A+B+C. The median number of prior systemic regimen received was
4 for both cohorts. In Cohort C, 29.0% of subjects received 5 or more previous systemic regimen, which
is lower than 48.8% in Cohort B.

The median extent of follow-up, 8.84 months, in Cohort C was comparable with median follow-up, 8.92
months, in Cohort B as of the 06-Oct-2016 DBL (October 2015 DBL) when the primary analysis was
conducted for Cohort B.

At the time of the April 2016 DBL, 70.0% of Cohort C subjects were still continuing in the treatment
period; the most common reason for treatment discontinuation reported was disease progression
(9.0%), followed by others (8.0%) and study drug toxicity (5.0%). 94.0% of Cohort C subjects were
continuing in the study (ie, either still on-treatment or off-treatment but in survival follow-up). 9 subjects
underwent stem cell transplant after discontinuation of nivolumab; all subjects received allogeneic SCT.
Efficacy endpoints related to tumor response were assessed by IRRC and investigators according to the
2007 IWG criteria.
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Table 16:

Overall summary of efficacy in study CA209205 - Cohort C (DB lock: 19 April

2016)
N=100
IRRC Investigator
ORR". 1 (%) 73 (73.0) 66 (66.0)
95% CI (63.2.81.4) (55.8.75.2)
CR Rate. 1 (%) 17 (17.0) 26 (26.0)
95% CI (10.2, 25.8) (17.7,35.7)
PR Rate. n (%) 56 (56.0) 40 (40.0)
95% CI (45.7,65.9) (30.3,50.3)
SD Rate. n (%) 17 (17.0) 24 (24.0)
DORb {months)
Events/Responders 14/73 9/66
Medianc (95% CI) 7.00 (6.74, WA) 9.76 (6.97, NA)
Min, Mfaxd 0.0+, 9.3+ 0.0+, 9.9+
Duration of CR® (months)
Events/Responders 117 0/26
Median" (95% CI) NA (4.17. NA) NA (NA. NA)
Min, l\r{axd 0.0+, 9.3+ 0.0+, 74+
Duration of PRf (months)
Events/Responders 13/56 9/40
Median® (95% CT) 7.00 (536, NA) 9.76 (6.93. NA)
Min, Mfaxd 0.0+, 9.0+ 0.0+, 9.9+
Median TTRb (months) 2.10 2.14
Min, Max 0.8, 6.5 14.88
Median Time to CR" (months) 384 375
Min, Max 19,83 14,115
Median Time to PRf (months) 210 217
Min, Max 0.8.5.8 1.6.8.8
Subjects with Ongoing Responseg_ 29/73 (39.7) 35/66(53.0)
n/Responders (%)
PFSh
Median (95% CI) months 11.17(8.51.N.A) 11.40 (11.17,NA)
N=100
IRRC Investigator
PFS Rate (95% CI). %
At 6 months 76.6 (66.3, 84.2) 79.4 (69.2, 86.6)
At 12 months NA NA
At 18 months NA NA
OSh
Median (95% CI). months NA
OS Rate (95% CI) at 6 months, % 93.9(86.9, 97.2)

Abbreviations: ASCT = autologous stem cell transplant; cHL = classical Hodgkin Lymphoma; Cl = confidence interval; CR = complete
remission; DOR = duration of objective response; INV = investigator; IRRC = Independent Radiologic Review Committee; IWG =
Revised International Working Group Criteria for Malignant Lymphoma; Max = maximum; Min = minimum; NA = not available,
minimum follow-up not reached; ORR = objective response rate; OS = overall survival; PD = progressive disease; PFS =
progression-free survival; PR = partial remission; SD = stable disease; TTR = time to response.

Note: IRRC-assessed BOR (CR, PR, SD, PD) was based on the 2007 IWG criteria in both CA209205 and CA209039.
Investigator-assessed BOR (CR, PR, SD, PD) was based on the 2007 IWG criteria in CA209205 and the International Workshop to
Standardize Response Criteria for Lymphomas in CA209039.

Note: Database lock for Study CA209205: 19-Apr-2016 (clinical database) and 14-Jun-2016 (IRRC).
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a CR + PR, Cl based on the Clopper and Pearson method.
b Determined for CR + PR.
¢ Median computed using Kaplan-Meier method.
d The symbol + indicates a censored value.

e Subjects with BOR of CR.
f Subjects with BOR of PR
g Subjects with Ongoing Response include responders who had neither progressed nor initiated subsequent therapy at the time of
analysis, and excludes responders censored prior to 14 weeks of the clinical data cutoff date for CA209205.
h Median and rates computed using Kaplan-Meier method.

Efficacy was described by subgroup in Cohort C according to the sequence of prior brentuximab vedotin
treatment relative to prior ASCT.

Table 17:

Summary of response rates and best overall response by IRRC in CA209205
Cohort B and CA209205 Cohort C subgroups

20-Oct 2015 DBL

14-Jun-2016 (IRRC) DBL

Cohort C
(n=100)
ASCT and Post-
Transplant Brentuximab
Treatment With Brentuximab Vedotin Treatment
Brentuximab Vedotin Treatment Before and After
Cohort B Vedotin Only Prior to ASCT ASCT
(n=80) (n=57) (N=33) (n=8)
ORRa_ n (%) 53 (66.3) 41(71.9) 23 (69.7) 7(87.5)
959 CI (54.8,76.4) (58.5,83.0) (513,84 4) (47.3,99.7)
C:Rb_ n (%) 7(8.8) 7(12.3) 6(18.2) 3(37.5)
95% (I (36,17.2) (5.1,23.7) (7.0.35.5) (8.5,75.5)
PRb: n (%) 46 (57.5) 34 (59.6) 17 (51.5) 4(50.0)
95% CIT (45.9, 68.5) (45.8,72.4) (33.5.69.2) (15.7. 84.3)

Abbreviations: ASCT = autologous stem cell transplant; BOR = best overall response; CI = confidence interval;
CE. = complete remission; DBL = database lock; FDG = fluorodeoxyglucose; IRRC = Independent Radiologic
Review Committee; IWG = Revised International Working Group Criteria for Malignant Lymphoma; ORR =

objective response rate; PET = positron emission tomography; PR = partial remission.

Note: The sequence of prior brentuximab vedotin and ASCT was unable to be determined in 2 subjects whose BOR
by IRRC were CR and PR, respectively.

 CR + PR, CI based on the Clopper and Pearson method.

Per Revised International Working Group Criteria for Malignant Lymphoma (2007) FDG-PET at baseline used in
lien of a bone marrow biopsy/aspirate. No evidence of FDG-avid disease in bone mamow required for CR

regardless of FDG-PET baseline.

Ancillary analyses

e Subgroup analyses were conducted to assess the impact of age, gender, race, region, smoking

status, B-symptoms at initial diagnosis, baseline ECOG performance status, time from initial
diagnosis to first transplant, time from recent transplant to first subsequent therapy, and number
of prior lines of cancer therapy excluding preparative regimens on ORR as assessed by IRRC.

e In addition, best overall response to nivolumab treatment by prior response to brentuximab as
documented in subject’s medical record was examined on a post-hoc basis. This analysis was
performed in CA209205 Cohort B only.
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Table 18: Best overall response with nivolumab by best response to most recent prior
brentuximab therapy - Cohort B - All treated subjects
Mumler of Suojects (%)
EBest Response to Most Recent Brentwdmsb (L)
R = sD REILESE/FD UTD/ME
N = N =17 N=29 N =34 N=14
BECR. EER
INVESTIGRTCOR (B)
R 0 4 ( 23.5) 4 ( 44.4) 12 ( 35.3) 2 { 14.3)
R 2 ( 33.3) 7 ( 41.2) 2 ( 22.2) 17 { 50.0) 8 ( 57.1)
aD 4 ( E6.7) & ( 35.3) 3 (33.3) 3 ( 8.8) 2 ( 14.3)
PD ] ] ] 2 ( 5.9 1 ( 7.1)
UTD 0 0 ] 0 1( 7.1)
BOR EER IERZ (B)
R ] 1 ({ 5.9) 2 ( 22.2) 3 ( 8.8) 1 ( 7.1)
ER 4 { 868.7) 8 ( 47.1) 4 ( 44.4) 22 ( &4.7) 8 { 57.1)
aD 2 ( 33.3) 7 ( 41.2 1 (11.1) 5 ( 14.7) 3 ( 21.4)
ED 0 1{ 5.9 1 11.1) 3 ( 8.8) 1 ( 7.1)
UTD 0 ] 1 (11.1) 1( 2.9 1( 7.1)

UID: Unable to Determine. NA: Not Applicable.

(&) Es deocumented in suodject's mecical record. Belapss is not an option as best response to
most recent brentuximab.

(B) Per Revissd International Working Group Criteria for Maligmant Lymphoma (2007) .

Table 19:

subjects

Subgroup analysis of objective response rate per IRRC - Cohort B - All treated

Ckjective Fesponss Rate (%) (B)

95% CI
Cchort B
N = 380
ACE CATECCRIZATTION
< 65 S5L/77 ( €6.2%)
(54.6, T6.€)

ERECION

GENLER

RACE

SMOFING STRTUS

>= 65 END < 75
>= 65
< 30
>= 30 BND < 45
>= 45 BEND < &0

>= &0

US/CENRDR
EURCEE

MEIE

FEMALE

WHITE
BLACK CR RFRFICAN AMERICEN
ASIEN

OTHER

CURRENT/ FORMER.

NEVER. MOFED

(46.0, 83.5)

18/28 ( 64.3%)
(44.1, 21.4)
13/18 ( 72.2%

(46.5, 90.3)
a/7 ('57.1%)
(13.4, 90.1)

| 2.
20/33 ( 60.6%)
(42.1, 77.1)

33/51 (_64.7%)
(50.1, 77.€)
20/29 ( 69.0%)
(49.2, 84.7)

47/71 (_66.2%)
(54.0, 77.0)
2/4 ( 50.0%)
(6.8, 93.2)
0/1

(0.0, 97.5)
4/4 (100.0%)
(39.8, 100.0)

22/32

68.8%)
83.9)
( 64.4%)
(46.8, 78.1)
2/3 [ €6.7%
(9.4, 99.2)
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PERFURMENCE STRTUS (ECOG)
0 26/42 ( 61.9%)
(45.6, 76.4)
1 27/38 ( 71.1%)
(54.1, 24.6)
B-SYMPTOMS AT INITTAL DIAGNOSIS

ERESENT 3L/46 (_67.4%)
(52.0, 80.5)

EBSENT ZZ2/34 ( 64.7%)
(46.5, 80.3)

TIME FROM INITIAL DIACGNOSIS TO
FIRST TEANSPIANT (YEARS)

< 1 YEAR
1- < Z YEERS
»= 2 YEARS
NUMEER OF PRICR LINE OF THERAFY RECEIVED
EXCTODING PREFARATTIVE BEGIMEN
<=3
4- 6
=17 2
(42.7, 83.9)
TIME FRCM MOST EECENT TERANSELANT TO
FIRST SUBSEJUENT THERAPY (MONTHS) _
< & MINTHS 15/22 { 68.2%)
(45.1, B86.1)
6— < 12 MONTHS 10/16 ( 62.5%)
(35.4, 54
»>= 12 MONTHS 28/42 ( 66.7%)

(50.5, 80.4)

e Subjects Treated Beyond Investigator-assessed Progression

9 Cohort B subjects who had progressed according to the 2007 IWG criteria as assessed by the
investigators were subsequently considered eligible per protocol to receive continued nivolumab therapy.
Among these 9 subjects, the investigator-assessed BOR was PR in 6 subjects, SD in 2 subjects, and PD in
1 subject before treatment beyond progression was initiated. The number of doses received beyond
progression ranged from 1 to 14 and the duration of treatment beyond progression ranged from 0.5 to
6.4+ months.

e PD-L1 status

Of the 80 Cohort B subjects, 63 had quantifiable PD-L1 expression in R-S cells. Reasons for PD-L1
expression not being quantifiable include the following: (1) sample not collected (n=3); (2) sample
collected on study only (n=1), (3) not evaluable for R-S cells (n=10), and (4) R-S status not reported
(n=3). Among 63 subjects with a quantifiable PD-L1 expression result, 57 (90.5%) had PD-L1 =1%
expression using a 1% PD-L1 expression cutoff.
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Table 20: Best overall response and objective response per IRRC for each PD-L1
expression status at baseline - Cohort B - All treated subjects

Cohort B
Basslins PO-L1 Status N = 80
SUBJECTS WITH BASELINE PD-L1 EXFRESSICON >= 1% 57 ( 71.3)

BEST OVERALL RESPONSE:
COMPLETE REMISSICN (CR) 4
EERTIAL REMISSICN (BR) 24
STRRIE DISEASE (SD) 11
RELAPSED/PROGRESIIVE DISEASE (ED) 5

=

L on L baln
[55]

UNRELE TO DETERMINE (UTD) 8)
OBJECTIVE RESPONSE RATE (1) 38/57 ( 66.7%)
(95% CI) (52.9, 78.€)
SUBJECTS WITH BASELINE PD-L1 EXPRESSION < 1% & ( 7.5
BEST OVERALL RESPONSE:
COMPLETE REMISSION (CR) 0
PARTIAL REMISSION (FR) 5 ( 6.3)
STRELE DISEASE (SD) 1{( 1.3)
RELAPSED/PROGRESSIVE DISELSE (FD) 0
UNRELE TO [ETERMINE (UTD) 0
CBJECTIVE EESDCNSE RATE (1) 5/6 ( B3.3%)
(95% CI) (35.9, 99.€)
SUBJECTS WITHOUT PD-L1 (IENTIFIAEIF AT BASFLINE 17 ( 21.3)

EE3T OVERALL RESEONSE:
COMELETE REMISSICON (CR)
PARTIAL REMISSICN (ER)
2TREIE DISEASE (3
BELAPSED/CROGRESIIVE DISELSE (ED)
UMRELE TO DETEEMINE (UTD)

[ )
[l RE=R S ]
n

OBJECTIVE BESECNSE RATE (1) 10/17 ( 58.8%)
(95% CI) (32.5, Bl.¢)

(1) CR+FR, 95% CI bassd on Clopper and Pearson method
e Efficacy by 9p24.1 Alteration

Chromosome 9p24.1 analyses are presented for Cohort B subjects only according to mutually exclusive
categories of 9p24.1 alteration.
Table 21: Objective response per IRRC by baseline chromosome 9p24.1

9p24.1 Quantifiable Subjects (N=45)

Subjects in the Responders/All Subjects
Category/Quantifiable Subjects in the Category
Op14.1 Alteration Category (%0) (ORR %a)
Amplification 12/45(27.7) 10/12 (83.3)
Copy Gamn 26/45 (57.8) 17/26 (65.4)
Polysomy 7145 (15.6) 5/7(714)

9p24.1 alteration was categorized based on highest observed level of 9p24.1 alteration with amplification being the
highest followed by copy gamn and polysomy. When amplification was detected from at least 1 R-S cell. subjects
were categorized as ‘amplification’ regardless of copy gain or polysomy. When no amplification was detected,
but copy gain was identified from at least 1 R-S cell. subjects were categorized as “copy gain’ regardless of
polysomy. When neither amplification nor copy gain were found in at least 1 R-S cell. subjects were categorized

as ‘polysomy.’

Summary 1s based on last pre-treatment record with an evaluable result.

Responders = CR+PR

Abbreviations: CR = complete remission; ORR = objective response rate; PR = partial remission; R-S = Reed-
Sternberg.

e QoL

Health related Quality of Life (HRQoL) was assessed in CA209205 using the patient reported EQ 5D VAS
(QOL) and EORTC-QLQ-C30 (overall health status). Mean EQ-5D VAS scores increased over time. EORTC
QLQ-C30 scores remained stable over time with mean changes from baseline trending towards an
improvement on treatment across functional and symptom scales.

e Resolution of B-symptoms
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Nivolumab treatment resulted in resolution of B-symptoms (median time to resolution of 1.9 months) in
most (16/18, 88.9%) of the subjects with B-symptoms at baseline.

Table 22: Time to complete resolution of B-symptoms (Cohort B) — All treated subjects

Cohort B
N=E80

Time to Complete Resolution of B-Symptoms (Moaths)

Number of Subjects with B-Symptoms Present at 18

Baseline

Number of Subjects with Complete Fesolution 16
Mean 231
Median 191
Min, Max 18,56
Q1,Q3 1.87, 212
Sundard Deviaton 0879

Time to complete resolution of B-Svmptoms was deSoed as difference between the date of first dose and the earliest
dare in which there were no B-symproms of fever, night swears, and weight loss

¢ Next line systemic treatment post nivolumab for Cohort B (n=80) - as of 28-Jun-2016

Information of the next line treatment post nivolumab therapy based on Oct-2015 DBL for the Study
CA209205 for Cohort B was submitted. The next line systemic treatment post nivolumab therapy, as of
28-Jun-2016, is presented below.

Of the 80 subjects in Cohort B of CA209205, 37 (46.3 %) subjects are continuing nivolumab therapy, 43
(53.8 %) discontinued nivolumab. Of the 43 subjects,

= No subsequent therapy: n=23

=  Subsequent therapy: n=20

=  Subjects who had post-nivolumab allogeneic HSCT immediately after nivolumab discontinuation:
n=8

= Subjects who had next line systemic cancer treatments: n=12 (10 subjects who discontinue
nivolumab due to disease progression and 2 subjects who discontinue nivolumab due to other
reason, respectively). Of these, 3 subjects proceeded to allogeneic HCST after receiving systemic
cancer treatments. The remaining 9 subjects did not receive allogeneic HCST.

Thus, a total of 11 subjects from Cohort B, at the 28-Jun-2016 DBL had post-nivolumab allogeneic HSCT.
Of these 11 subjects, 8 proceeded directly to allogeneic HSCT after nivolumab therapy, while 3 received
next line treatment before allogeneic HSCT.

In a post hoc analysis of the 80 patients in CA209205 Cohort B, it was found that 37 had no response to
prior brentuximab vedotin treatment. Among these 37 patients, treatment with nivolumab resulted in an
ORR of 59.5% (22/37). The median duration of response is 13.14 months (13.14, N.A.) for the 22

responders to nivolumab who had failed to achieve response with prior brentuximab vedotin treatment.

As of the 28-Jun-2016 DBL, 3 out of 12 subjects in Cohort B who had next line systemic treatments
died due to disease progression (these 3 subjects are among the 9 subjects who did not receive allogeneic
HSCT). Death occurred on Days 284, 309, and 488 from the last dose of nivolumab in these 3 subjects.
The median observation time after nivolumab exposure in the 9 subjects who are alive was 10 months
(range: 4.3-16.0). The subjects received their first subsequent systemic cancer therapy shortly after the
discontinuation of nivolumab, with the median duration of 1.9 months (range: 0.4-7.0). After starting the
first subsequent systemic cancer therapy, these subjects were followed up for a median duration of 8.4
months (range: 2.6-15.6).
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Summary of main study

The following tables summarise the efficacy results from the main studies supporting the present
application. These summaries should be read in conjunction with the discussion on clinical efficacy as well
as the benefit risk assessment (see later sections).

Table 23:

Summary of Efficacy for trial CA209205

Study identifier

CA209205

Design CA209205 is a non-comparative, parallel-cohort, single-arm Phase 2 study in
classical Hodgkin lymphoma (cHL) subjects =18 vyears old who failed
autologous stem cell transplant (ASCT).

Duration of main phase: Updated
Hypothesis To assess the clinical benefit of nivolumab, as measured by ORR based on IRRC

assessment, and defined as proportion of subjects achieving either a PR or CR
according to the 2007 IWG criteria.

Treatments groups

nivolumab Nivolumab was administered at 3 mg/kg
intravenously (1V) over 60 min on the first day
of each 14-day cycle (i.e., every 2 weeks

[Q2wW]).

Endpoints and

definitions

The ORR was defined as the number of
subjects with a best overall response (BOR) of
CR or PR based on IRRC assessment
according to the 2007 IWG criteria divided by
the number of treated subjects

IRRC-asse
ssed ORR

Primary
endpoint

The CR rate was defined as the number of
subjects with a BOR of CR according to the
2007 IWG criteria, based on IRRC assessment,
divided by the number of treated subjects.

Secondary CR rate

endpoint

PR rate The PR rate was defined as the number of
subjects with a BOR of PR according to the
2007 IWG criteria, based on IRRC assessment,

divided by the number of treated subjects.

Secondary
endpoint

DOR DOR was defined as the time from first
response (CR or PR) to the date of the first
documented tumour progression as
determined by the investigator using the 2007
IWG criteria or death due to any cause,

whichever occurred first.

Secondary
endpoint

Database lock

DBL date: 19-Apr-2016 (clinical database) and 14-Jun-2016 (IRRC data)

Results and Analysis

Analysis description

Primary Analysis

Analysis population | final results for Cohort B: subjects after failure of autologous SCT and
and time point | posttransplant treatment with brentuximab vedotin
description
Descriptive statistics | Treatment group | IRRC Investigator
and estimate
variability Number of | 80 80
subject
ORR Number (% | 54 (67.5) 60 (75)
responders)
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Exact 95% CI 56.1, 77.6 64.1, 84.0

DOR events 18/54 15/60

Median (95% CI) | 13.14 (8.74, NA) | NA (9.56, NA)
Subjects with | 10/54 (18.5) 19/60 (31.7)
ongoing
response (%)

CR rate 6 (7.5) 26 (32.5)
Number (%) of

Responders

Exact 95% CI 2.8, 15.6 22.4, 43.9
PR rate 48 (60.0) 34 (42.5)
Number (%) of

Responders

Exact 95% CI 48.4, 70.8 31.5,54.1

Supportive study(ies)

Study CA209039 is a Phase 1, open-label, multi-center, dose-escalation, and multi-dose study of

nivolumab as monotherapy and/or nivolumab in combination with ipilimumab or lirilumab in subjects with
relapsed/refractory hematologic malignancy, with expansion cohorts in selected hematologic
malignancies including cHL. The primary objective of the study was to assess safety and tolerability in
subjects treated with nivolumab monotherapy after a minimum follow-up of 18 months. The study
includes a nivolumab monotherapy portion. Subjects in the expansion cohorts received nivolumab at 3
mg/kg at Week 1, Week 4, and then every 2 weeks until disease progression or CR or for a maximum of
2 years

e Patients

While this study allowed enrollment for any type of HL including NLPHD, all Hodgkin subjects who enrolled
in the nivolumab monotherapy cohort (n =23) had cHL. Subjects with prior allo-SCT transplant or
autoimmune disorders were excluded. Of them, 15 subjects (referred as CA209039 ASCT-Bren Failed
group) had analogous characteristics to CA209205 Cohort B. Data are based on the 19-Jun-2015 data
cutoff after a minimum follow-up of approximately 18 months.

e Endpoints

The investigator-based efficacy endpoints are the primary efficacy endpoints (which was a secondary
objective of the study), and the IRRC-based efficacy endpoints are the secondary efficacy endpoints. To
assess the preliminary antitumor activity of nivolumab in cHL subjects, efficacy endpoints included
objective response rate (ORR), progression free survival (PFS), duration of response (DOR), duration of
CR, duration of PR, time to response (TTR), time to CR, time to PR and overall survival (OS). Importantly,
investigator assessed BOR in CA209039 was defined as the best response designation over the study as
a whole, recorded between the date of first dose and the last efficacy assessment prior to subsequent
anticancer therapy. Therefore, BOR may have been identified based on response designations after
investigator-assessed initial progression.

Tumor assessments were performed radiographically and by FDG-PET scan at screening and
on-treatment at 4, 8, 16, 24 and every 16 weeks thereafter.

e Baseline characteristics

Among all cHL subjects, the median age was 35 years (range 20-54 years).The majority of all cHL
subjects were white 20 (87%) non-hispanic or latino 19 (83%) subjects. There was a similar male to
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female ratio: 12(52%) male and 11 (48%) female. All subjects had a baseline ECOG PS of O or 1. The
most common site of lesions other than lymph nodes were lung (34.8%) and other sites included liver
(13.0%) and kidney (4.3%). No subjects in the study had CNS disease. The median diameter and range
(min-max) of tumour burden for all subjects was 1311.0 mm? (180 - 14206 mm?).

The median number of prior systemic regimens excluding preparative regimens for ASCT was 5 (range:
2-15) in the ASCT-Bren Failed group.

Table 24: End of treatment subjects status-summary of all treated cHL subjects receiving
monotherapy nivolumab

cHL: ASCT-Bren Failed cHL: Other HL: 211

SUBJECTS 15 8 23
SUBJECTS CONTINUING IN THE TREATMENT FERICD (%) 2 (13.3) 1 (12.5) 3 (13.0)
SUBJECTS NOT CONTINUING IN THE TREATMENT PERICD (%) 13 ( 86.7) 7 (87.5 20 ( 87.0)
REASON FUR NOT CONTINUING IN THE TREATMENT PERICD (%)

DISEASE PROGRESSTCN 5 (33.3 1 (12.5 6 ( 26.1)

STUDY [RUG TOXICITY 2 ( 13.3) 0 2 ( 8.7)

SUBJECT FECQUEST TO DISCONTINUE STUDY TREATMENT 2 13.3 0 2( 8.7

MEXTMM CLINICAL BENEETT 3 ( 20.0) 3 (37.5 & ( 26.1)

OTHER 1( &7 3 (37.5 4 (17.4)
SUBJECTS CONTINUING IN THE STUDY (%) (R) (B) 14 ( 93.3) 8 (100.0) 22 ( 95.7)
SUBJECTS NOT CONTINUING IN THE STUDY (%) (B) 1 ( &6.7) 0 1 ( 4.3)
FEASON FCOR NOT CONTINUING IN THE STUDY (%)

OTHER 1( 6.7 0 1( 4.3)

Percentages based on subjects entering pericd or continuing study. o ) )
(&) Includes subjects still on treatment and subjects off treatment continuing in the Follow-ip periocd.
(B) Sukject status at end of treatment.

e Results
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Table 25: Summary of key efficacy results per IRRC and per investigator all treated cHL
subjects receiving monotherapy

Number of Subjects (%)
Efficacy Parameters IRRC Investigator IERC Investigator IRRC Investigator
Total Subjects Total Subjects ASCT-Bren Failed ASCT-Bren Failed  ¢HL Other  ¢HL Other
m=13) (n=13) (n=15) (n=15) (n=8) (n=8)
ORE 14 (61) 20(87) 9 (60) 13 (87) 3(63) 7(88)
CR 3(13) 5(22) 0 2(13) 3(38) 3(38)
PR 11 (48) 15 (65) 9 (60) 1173 2(25) 4 (500
sD T(30) 3(13) 5(33) 2(13) 2(25) 1(13)
Ohjective Response
Achieved
Within 9 weeks 13(57) 11(48) 8(53) 8 (53) 5(63) 3(38)
Within 4 months 13(57) 16 (70) 8(33) 11(73) 3(63) 3(63)
Within 6 months 14 (61) 18(78) 9 (60) 1387 5(63) 5(63)
Within 12 months 14 (61) 20(87) 9 (60) 13 (87) 3(63) 7(88)
No. of Subj. Evaluated 14 18 4 12 5 (i
for TTF. and DOR. (F)
Time to Response 12{0.7.4.1) 17(0.7,9D 08(0.7.41) 1707571 16(07,18 26(16.92)
(months) Median (Min,
Max)
Time to CR. (months) 125(5.4,21.8) 53(1.6,199) NC 108 (1.6, 199 124034, 5.3(44,90)
Median (Min Max) (C) 21.8)
Time to PE. (months) 08(0.7,41) 17(0.7,89) 0.82(0.7.41) 170757 1.17(0.7,16) 35(1.6.89)
Median (Min, Max) (D)
DOR. Median (95% CI) NA (T43,NA) NA (155 NA) 120(1.8 NA) NA (B3 NA) N.A. (19, NA (170,
®B) NA) NA)
No. of Suby. with DOE.
of at Least
12 months 6(43) 9(50) 3(33) 7(38) 3(60) 2(33)
18 months 4(29) 4(22) 2(22) 323 2 (40) 1(17)
Ongoing Response (E) 3(36) T(39) 3(33) 3(42) 2 (40) 2 (33)

(B) Median computed using Kaplan-Meier Method (C) Subjects with BOR of CE. (D) Subjects with BOR. of PE. (E) Subjects with Ongoing Response mclude
responders who had neither progressed nor mifiated subsequent therapy at the time of analysis, and excludes responders censored prior to 26 weeks of the clinical
cutoff date. (F) Subjects CA209039-141 and CA209039-2-29 who had mvestigator-assessed disease progression per the protocol critena before achieving
response are excluded from calculation.
N.A: Not available; NC: Not calculated

A total of 12 cHL subjects reported subsequent cancer therapy: 8 were from the cHL ASCT-Bren failed
group and 4 from the cHL other group. The subsequent cancer therapies included radiotherapy,
immunotherapy, chemotherapy, allo-SCT, ASCT, and steroid treatment. 6 subjects went on to SCT
(allo-SCT n=5, ASCT n=1)- following a BOR of CR (n=1), PR (n=4) on study prior to transplant.

Subjects were enrolled in this study regardless of PD-L1 expression status; however, pre-study (baseline)
tumor tissue specimens were systematically collected prior to first treatment, in order to conduct
pre-planned analyses of efficacy according to PD-L1 expression status. Ten subjects out of 23 had
quantifiable PD-L1 expression at baseline. Among these 10 subjects, there were 9 subjects with >21%
PD-L1 expression and 1 subject with <1% PDL1 expression. Out of the 9 subjects with =1% PD-L1
expression, the ORR per investigator was 89% (8/9 subjects): 1 subject with CR, 7 subjects with PR and
1 subject with SD. The 1 subject with <1% PD-L1 expression achieved a PR.

e Efficacy in ASCT-naive Subjects

Of the 23 subjects enrolled in the cHL expansion of CA209039 and treated with nivolumab (3 mg/kg
Q2W), 5 were ASCT-naive. The efficacy observed in these ASCT-naive subjects was similar to that in cHL
subjects after failure of ASCT and brentuximab. Of these 5 ASCT-naive subjects, 3 were
brentuximab-naive and 2 had prior brentuximab. All subjects had at least 2 lines of prior systemic cancer
therapy (median: 3; range: 3-8). Two of the 5 subjects had received prior brentuximab.
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Two subjects, both responders, elected to discontinue nivolumab treatment and proceeded to subsequent
transplant (Subject CA209039-5-57, ASCT; Subject CA209039-9-66, allogeneic SCT).

Out of these 5 ASCT-naive subjects, 4 had an objective response both per IRRC and investigator, (Table
26). Response occurred early during treatment (TTR range per IRRC: 0.7-1.6 months) and the DOR was
long in 2 subjects (almost 2 years per IRRC).

Table 26: Summary of BOR, TTR, and DOR - ASCT-naive Subjects
Subject BOR TTR DOR Prior Disposition
Months Months Bren
IRRC INV IRRC INV IRRC INV
CA209039-1-49 CR PR 1.6 1.6 24.0 23.8 YES Reached maximum clinical
benefit per protocol.
CA209039-5-57 SD PR NA 3.4 NA 2.3 NO Elected to stop Nivo after

response and underwent
subsequent ASCT.

CA209039-9-10 PR SD 1.6 NA 1.9 NA NO DC for disease progression
(new lesion). Subsequent
therapy: brentuximab and
radiotherapy.

CA209039-9-66 CR CR 1.6 1.6 4.4 3.8 NO Elected to stop Nivo after
response and underwent
subsequent allogeneic SCT.

CA209039-12-100 CR PR 0.7 8.9 21.7 11.9 YES Still continuing in treatment
period.

Abbreviations: ASCT = autologous stem cell transplant; BOR = best overall response; Bren = brentuximab; CR = complete remission;
DC = discontinued; DOR = duration of objective response; INV = investigator; IRRC = Independent Radiologic Review Committee; NA
= not applicable; PR = partial remission; SCT = stem cell transplant; SD = stable disease; TTR = time to first response.

Analysis performed across trials (pooled analyses and meta-analysis)

A prospectively planned integrated analysis included a total of 95 cHL subjects from the 2 studies (80
subjects from CA209205 and 15 subjects from CA209039) along with the data from individual studies. All
95 subjects had prior brentuximab treatment after failure of ASCT and were treated with nivolumab 3
mg/kg Q2W. The uniform pre-treatment history of subjects in the studies allowed integration of the
efficacy data as assessed by an Independent Radiologic Review Committee (IRRC) using the 2007 revised
International Working Group criteria for Malignant Lymphoma (2007 IWG criteria).
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Table 27:

Integrated analysis for cHL subjects studies CA209205 and CA209039

CA209205 Cchort B +

CRZ05039 cHL: CAZ09039 cHL:
ASCT-Bren Failed CA209205 Cohort B RSCT-Bren Failed
N =355 N =80 N =15
BEST OVERRELL RESPCNSE (1) :
COMELETE REMISSICN (CR) 6 [ ©8.3 & ( 7.5 0
(95% CI) (2.4, 13.2) (2.8, 15.8) (0.0, 21.8)
PARTTIAL. FEMISSICH (FR) 57 80.0 48 ( e0.0) 9 ( 60.0)
(95% CT) (49.4, £9.9) (45.4, 70.8) (32.3, 83.7)
STRELE DISEASE (SD) 22 ( 23.2) 17 ( 21.3) 5 ( 33.3)
FEIAPSED CF. FROGRESSIVE DISEASE (BD) 80 B8.4) 7 ( 8.8) 1( &7
MRELE TO DETERMINE (UTD) 2( 2.1 2 ( 2.5 0
NO BASEIINE T SCEN AVATTARTE 0 0 0
NOT ELIGIEIE FOR FADIOLOGY REVIEW: OTHER RERASCN 0 0 0
NO EVIDENCE CF DISEASE 0 0 0
NO POST-BASELINE TUMOR ASSESSMENT AVATIAEIE BEFORE CR
CN THE [BY OF SUBSECUENT THEREPY (IF ANY) 2 ( 2.1) 2 ( 2.5 0
ATI, BOST-BASELTNE TUMOR ASSESSMENTS BEFCEE CR
CN THE TRY OF SUBSECUENT THERAPY (IF ENY) ARE UNENOAT 1] 0 0
CBJECTIVE RESECHSE FATE (2) €3/95 ( €6.3%) S4/80 ( €7.5%) 9/15 ( 60.0%
(95% CI) (55.9, 75.7) (56.1, 77.€) (32.3, 83.7)
NIMEER OF SUBJECTS WHO ACHIEVED PR CR (R (%)
WITHIN THE FIRST 9 WEEES (3) 40 | 42.1) 32 ( 40.0) 8 ( 53.3)
WITHIN THE FIRST 4 MINTHS 55 ( 57.9) 7 ( 58.8) 8 ( 53.3)
WITHIN THE FIRST & MONTHS g0 [ €3.2) 51 ( €3.8) 9 ( 60.0)
(1) Per Revised Internaticnal Working Group Criteria for Malignant Iymphoma (2007)
(2) CR+FR, confidence interval bassd cn the Clopper and Pearscn method
(3) On= wesk window applisd per tumor assesarent scheduls
CA209205 Cchort B +
CR209039 cHL: CA209039 cHL:
ASCT-Bren Failed CA209205 Cohort B RASCT-Bren Failed
N =63 N=>54 N=5
DURATICH OF RESPECNSE (MONTHS)
M, MEX (B) 0.04, 23.1+ 0.0+, 14.2+ 1.8, 23.1+
MEDIEN (95% CI) (B) 13.14 (9.4€, N.A.) 13.14 (8.74, N.R.) 11.9% (1.84, N.A.)
N EVENT/N RESP (%) 22/63 (34.9) 18/54 (33.3) 4/9 (44.4)
DUFATICN OF COMPLETE REMISSICN (MONTHS) (C)
M, MEX (B) 0.7+, 10.4+ 0.74, 10.4+
MEDIZN (95% CTI) (B) N.A. (4.63, N.A.) N.A. (4.63, N.A.)
N EVENT/N BESE (%) 1/6 (16.7) 1/6 (16.7)
DURATION OF DARTIAL EEMISSICN (MONTHS) (D)
M, MEX (B) 0.0+, 23.1+ 0.0+, 13.4+ 1.8, 23.1+
MEDIEN (95% CI) (B) 13.14 (8.74, N.R.) 13.14 (7.79, N.A.) 11.% (1.84, N.R.)
N EVENT/N EFESP (%) 21/57 (36.8) 17/48 (35.4) 4/9 (44.4)
TIME TC RESPCNSE (MONTHS)
NIMEER. OF FESECONLERS €3 o4 9
MERN 2.60 2.80 1.40
MEDIEN 2.04 2.10 0.82
MI, MR 0.7, 11.1 l.g, 11.1 0.7, 4.1
Ql, o3 1.64, 2.53 1.87, 2.56 0.72, 1.58
STENCRRD DEVIATICN 1.820 1.547 1.097
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CRZ209205 Cchort B

CA209039 cHL:
ASCT-Bren Failed

N = 54 N=9
TIME TO COMPLETE REMISSICN (MONTHS) (C)
NUMBER OF RESPONLERS [ 6 0
MEZN 4,47 4.47
MEDTEN 4.11 4.11
M, MEX 3.3, 6.9 3.3, 6.9
ol, @3 3.75, 4.67 3.75, 4.67
STENDERD DEVIATICON 1.311 1.311
TIME TO DERTTAL, REMISSICN (MONTHS) (D)
NIMEER OF RESDONIERS 57 48
MERN 2.60 2.8
MEDIEN 1.97 2
MIN, MEX 0.7, 11.1 1.
Ql, o3 1.84, 2.50 1.4
STANDERD DEVIATION 1.888 1.¢
NUMBER OF SUBJECTS WITH DURARTION OF RESEONSE
51 ( 81.0) 44 ( 8L.5) 7 ( 77.8)
42 { 66.7) 36 ( €66.7) & ( 66.7)
CA209205 Cchort B +
CA209039 cHL: CR209039 cHL:
ASCT-EBren Failed CA209205 Cohort B A3CT-Bren Failed
N = 63 N = 54 N=9
SURJECTS WITH CNEOING RESPCNSE (E) 13/63 ( 20.8€) 10/54 ( 18.5 3/9 ( 33.3)

SUBJECTS WITH CNGOING FESPCNSE
OF DUFATICN >= 4 MINTHS (E)

13/63 ( 20.8) 10/54 ( 18.5)

SUBJECTS WITH CNGOTNG RESPCONSE

CF DUBATICN »>= & MINTHS (E) 13/63 ( 20.6) 10/54 ( 18.5)

CR209205 Cchort B

N =80

CA209039 cHL:
RSCT-Bren Failed
N =15

# EVENTS / # SUBJECTS (%)

e e = s S (40.0) 32/80 (40.0)
Al g ATNTHS =

.33, N.ARY) 14.78 (11.33, N.R.)

PFS FATE (95% CI)

& MONTHS 79.5 (69.4, 8&.€) 79.8 (€8.6, 87.3)
NO. AT RISK el 52

12 MONTHS 57.1 (44.7, €7.7) S54.6 (40.9, €6.4)
NO. AT RISK 29 22

18 MONTHS N.A. N.A.

NO. AT RISK 4 0

24 MONTHS N.A. N.A.

NO. AT RISK ] 0

2.4.3. Discussion on clinical efficacy

Design and conduct of clinical studies

Two ongoing clinical trials have been submitted to support this application:

6/15 (40.0
12.65 (5.91, N.A.

78.0 (45.5, 92.5)
9

=]
-]
tn

69.3 (36.8,
7

49.5 (19.4, 74.0)
4

N.A.
0

- CA209205, is a Phase 2, open-label, non-comparative, multi-cohort, single arm study,
investigating the activity of nivolumab monotherapy in cHL subjects

- CA209039 is a Phase 1, open-label, multi-center, dose-escalation, and multi-dose study of
nivolumab as monotherapy and/or nivolumab in combination with ipilimumab or lirilumab in
subjects with relapsed/refractory hematologic malignancy, with expansion cohorts in selected
hematologic malignancies including cHL
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The dosing is similar to other indications registered for nivolumab.

Both studies are single arm, open label trials with different cohorts of patients. Overall, patients included
in the analyses patients with relapse or refractory cHL after ASCT and brentuximab vedotin (cohort B
study CA209205), patients that relapsed followed ASCT (brentuximab vedotin naive; cohort A study
CA209205), patients that relapsed after ASCT but were treated with brentuximab vedotin before and/or
after ASCT (cohort C study CA209205) and finally, patients that were ASCT naive (study CA209039).

In cohort C, 57 out of 100 patients received ASCT followed by brentuximab. Overall, the baseline
characteristics seem similar to the patients in cohort B, even though more patients in cohort B received
5 or more previous systemic regimen (49% vs 29%). The median follow-up is almost 9 months (April
2016 DBL).

The data available for assessment included patients after failure of ASCT and brentuximab vedotin (80
patients from cohort B in the study CA209205 along with 15 subjects from the study CA209039) and 100
subjects from the cohort C (study CA209205). Data from cohorts A in the study CA209205 were not
available. Only 5 patients ASCT naive have been treated with nivolumab (study CA209039). In total, data
from the 1% interim analysis at 6 months (DBL 20.10.15) and updated data with a 12 month minimum
follow up were submitted (DBL 19.04.16). The studies are single arm trials with no comparator arm. The
design of the trials are considered acceptable as classic Hodgkin lymphoma is a rare disease with an
incidence of 1-5/10 000 and that the treatment is for a last line indication where patients have few
remaining options. The endpoints (ORR, DOR, CR, PFS) are also considered relevant for this type of
disease. There were no concerns raised with the conduct of the studies. The patients recruited in the
cohort B represent a heavily pretreated population. The patients enrolled in the study are representative
of the patient population that is seen in the clinic at this stage of the disease.

Efficacy data and additional analyses

With at least 12 months follow up, patients had a high rate of tumour responses with nivolumab (66%
IRRC analysis, in the integrated population; n=95), although according to the IRRC review only 6.3%
were complete responses. Duration of responses was found to be durable, with a median of 13.14 months
in the integrated population. The values were lower with IRRC, however, the trend was similar.

The median time to response was 2 months for study CA209205, whilst in study CA209039, the median
was near one month. This could be due to the different time point of the first assessment (at week 4
instead of at week 9 in the CA209205 study).

The PFS results are still too immature to draw any conclusions. Preliminary PFS results show a median of
14.78 months but the number of events is still low (38/95). In comparison, PFS data from the most recent
prior systemic cancer therapy prior to the first dose of nivolumab in Study CA209205 showed a median
PFS of 5.19 months (95% ClI: 4.27, 7.59).

OS data are also too immature to draw any firm conclusions. Among the patients who received
subsequent anti-cancer treatment following nivolumab, 40 subjects underwent allo-SCT (35 subjects in
study CA209205 and 5 in study CA209039) and only 1 subject (study CA209039) who underwent
autologous SCT after discontinuation of nivolumab. Post-SCT efficacy data were currently available for 2
subjects; investigator-assessed response at 100 days from transplant was CR in both subjects.

Patients in cohort C that underwent ASCT followed by brentuximab showed similar results compared to
cohort B where ORR was 72% with 12% of CR .Subgroup analysis of patients with treatment of
brentuximab before ASCT or before and after ASCT also seem to offer similar results (assuming that the
apparently better results in the “before and after” subgroup, could be overestimated due to the low
number of patients).
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The data seems consistent across the cohorts C and B and it is expected that the durable response
observed will lead to a prolonged PFS and eventually a longer survival. The subgroups analyses are also
consistent with the results from the whole studied population. Putting the efficacy of nivolumab into
context, few efficacy alternatives are available after failure to ASCT and brentuximab. Retreatment with
brentuximab vedotin could offer in patients with previous response to brentuximab (CR/PR) an ORR of
around 60%b, which could be considered similar to nivolumab. Nonetheless, these data come from only 20
evaluable patients. The alternatives generally do not provide response rates above 30-40%. In fact, the
ESMO guideline recommends the use of palliative single agent chemotherapy with gemcitabine or
bendamustine and/or regional RT in patients with multiple relapses who have no other treatment options.

There was some discordance between the IRRC and investigator assessment of endpoints. It is possible
that the discordance in CRs was due mainly to different interpretation (positive or negative) of FDG-PET
scans required for confirmation of a CR since the majority (13/19) of investigator-assessed CRs
considered not CRs by IRRC were assessed as PRs by IRRC and also since tumour reductions were similar
between IRRC and Investigators. This discordance in CRs is not considered to have a meaningful impact
on the interpretation of the clinical results (SmPC section 5.1).

Results according to PD-L1 expression (with a designated cutoff value of above or below 1%) do not show
any meaningful differences. It is of note that 90% of the quantifiable population (63 subjects) had PD-L1
>1%.

Eleven subjects who had progressed based on investigator assessment were considered eligible (per
protocol) to receive continued nivolumab therapy. Tumour reduction continued over time in 8/11 subjects
despite the appearances of new lesions in some cases. It is unclear whether there is a benefit of treatment
continuation beyond progression. Currently the SmPC states that treatment duration of nivolumab should
be continued as long as clinical benefit is observed or until treatment is no longer tolerated by the patient.
Cohort C in the pivotal study will provide initial data in cHL concerning whether discontinuation of
nivolumab monotherapy is safe in patients who have remained in CR for one year on nivolumab. Some
patients who have achieved CR may remain on study therapy indefinitely unless disease progression
occurs. Therefore, the CHMP recommends the MAH to submit efficacy and safety data from study
CA209205 cohort C in order to explore whether discontinuation of nivolumab monotherapy is safe in
patients who have remained in CR for one year on nivolumab.

The value of TILs, lymphocyte activation and proliferation markers have not been analysed in CA209039
and CA209205 (all cohorts), and will not be further investigated because tumour tissue was exhausted for
the studies. Details of the exploratory analysis of the tumour specimens from 45 patients from Study
CA209205 were published in The Lancet Oncology (Younes et al, published online July 2016). According
to this paper, in all evaluable biopsy specimens, Reed—Sternberg cells had PD-L1 and PD-L2 gene copy
number alterations and copy-number-associated increased PD-L1 expression, which is consistent with
previous studies on PD-L1 on RS cells. Patients whose RS cells had 9p24.1 amplification and increased
PD-1 expression seemed more responsive to PD-L1 blockade; the association between best overall
response and H score was significant (p=0,013). Nonetheless, most patients with 9p24.1 polysomy or
PD-L1 expression in the first quartile achieved partial remission. Therefore, a clear relationship between
9p24.1 polysomy or PD-L1 expression and efficacy of treatment cannot be made. The applicant is
encouraged to aim at further studying the correlation of biomarkers with efficacy in further studies in
order to better select the population that responds to treatment. Additional biomarker analyses may lead
to improved understanding of the relationship between biomarkers and the efficacy of nivolumab in cHL.

Additionally, secondary efficacy measures were resolution of B-symptoms and quality of life. The median
time to B-symptom resolution was 1.9 months in most (16/18, 88.9%) of the subjects with B-symptoms
at baseline (SmPC section 5.1). Mean EQ-5D VAS scores increased over time, but the EORTC-QLQ-C30
scores remained stable over time. Importantly, no detrimental effects on QoL were observed.
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For ASCT naive subjects, data was only provided in a very limited number of subjects in study CA209039,
which enrolled 5 ASCT-naive subjects that were heavily pre-treated with at least 2 lines of prior systemic
cancer therapy. Of these 5 ASCT-naive subjects, 3 were brentuximab-naive and 2 had prior brentuximab.
All subjects had at least 2 lines of prior systemic cancer therapy (median: 3; range: 3-8), 2/5 subjects
had received prior brentuximab. The efficacy observed in these ASCT-naive subjects seems similar to that
in cHL subjects after failure of ASCT and brentuximab (4 out of 5 had an objective response both per IRRC
and investigator). Two subjects, both responders, elected to discontinue nivolumab treatment and
proceeded to subsequent transplant. The CHMP considered that the claimed indication for the use of
nivolumab in the treatment of an ASCT- naive cHL population prior to brentuximab was too broad in light
of the limited evidence submitted. In particular, for patients who were not candidates for ASCT, there are
other effective treatment options available and the data on nivolumab presented were too scarce to allow
for a proper assessment of the benefit. Therefore, the indication was restricted to: “OPDIVO as
monotherapy is indicated for the treatment of adult patients with relapsed or refractory classical Hodgkin
lymphoma (cHL) after autologous stem cell transplant (ASCT) and treatment with brentuximab vedotin.”

2.4.4. Conclusions on the clinical efficacy

Patients treated with nivolumab have shown to achieve a high ORR in a cHL population heavily
pre-treated (after ASCT and brentuximab) who had exhausted effective available treatment options. The
magnitude of the effect is clinically meaningful. This antitumor activity appears durable, which is expected
to delay tumour progression and may potentially result in a prolonged survival benefit. In the setting of
patients who are not candidates for ASCT and have other effective treatment options, the level of
evidence with nivolumab in this patient population is too limited to draw any firm conclusions.

The CHMP considers the following measures necessary to address issues related to efficacy:

e Annex Il condition Post-authorisation efficacy study (PAES): The MAH should submit the final
clinical Study report for study CA209205: a Phase 2, non-comparative, multi-cohort, single-arm,
open-label study of nivolumab (BMS-936558) in cHL subjects after failure of ASCT. The final
clinical study report should be submitted by 30th June 2017

The CHMP recommends the following measures to address issues related to efficacy:

e The additional PD-L1 expression in R-S cells and 9p24.1 status in cHL patients treated with
Opdivo from CheckMate CA209205 will be presented in an updated report.

e In order to explore whether discontinuation of nivolumab monotherapy is safe in patients who
have remained in CR for one year on nivolumab, update data from Cohort C (study CA209205)
should be submitted.

2.5. Clinical safety
Introduction

The safety of nivolumab in cHL is based on safety data from the 2 ongoing studies (CA209205 and
CA209039). Safety data from CA209205 (Cohort A+B+C; n= 240) and CA209039 (all cHL, n = 23) were
integrated for analyses of safety in cHL (n = 263 subjects), this is the primary Integrated cHL
population. The applicant has provided data from a database lock (DBL) of 09-Feb-2016 for the
CA209205 study and 08-Feb-2016 for the CA209039 study (hereafter, 120-day SUR DBL). In 120-day
SUR DBL, the number of the safety population increased from 263 to 266 because the last three subjects
started the first dose of nivolumab after the cut-off date for DBL. In addition, safety is presented for the
population of all subjects analysed for efficacy. The Integrated Efficacy (SCE) Population was the
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population of 95 subjects who received brentuximab vedotin treatment following failure of ASCT (80
subjects in CA209205 Cohort B + 15 subjects in CA209039).

In addition to presenting safety data for the integrated cHL population, also presents safety data for the
following smaller subgroups:

e CA209205 Cohort A+B+C: 243 subjects in 120-day SUR DBL
- Cohort A: 63 subjects with autologous stem cell transplant (ASCT) failure who have not received
prior therapy with brentuximab vedotin
- Cohort B: 80 subjects who received brentuximab vedotin treatment following failure of ASCT,
supporting the proposed indication
- Cohort C: 100 subjects (April 2016 DBL) adult patients with cHL failing ASCT who received prior
treatment with brentuximab vedotin at any time (as initial therapy, salvage therapy before ASCT,
and/or after ASCT [eg, salvage and maintenance therapy after ASCT]).
e CA209039 all cHL: n =23 subjects
- 15 subjects who received brentuximab vedotin treatment following failure of ASCT (same
population as Cohort B)
- 8 subjects who had an alternative history of prior treatment
0 5 ASCT-naive subjects (3 also naive to brentuximab vedotin)
0 3 Other: 2 brentuximab vedotin-naive subjects; 1 subject who received brentuximab
before ASCT

The population of ‘All SCS Subjects’ was defined as all CA209205 (Cohort A+B+C) and CA209039 cHL
subjects who received at least 1 dose of nivolumab monotherapy.

Safety data were further integrated across studies in multiple indications using the approved dosage and
administration of nivolumab monotherapy. The 9 studies included in the analyses for nivolumab
monotherapy (3 mg/kg Q2W) were CA209205 (Cohort A+B+C) and CA209039 (all cHL) in cHL,
CA209025 in RCC, CA209037, CA209066, and CA209067 (monotherapy arm) in melanoma, CA209063,
CA209017, and CA209057 in NSCLC.

Patient exposure
In the safety database, the majority of cHL subjects (76.7%) received =90% of the planned nivolumab
dose intensity, the median number of nivolumab doses received was 16 (Table 28).

Table 28: Cumulative Dose and Relative Dose Intensity Summary - All SCS Subjects
(120-day SUR DBL)

CR209205 Cobort AABHC
N =243

CRAA9(0E9 a1l cHL

N =23

17.7 {9.44) 17.1 {8.38) 3.7 (1a.07)
MAX) 16.0 {1 - 53) 16.0 {1 - 35) 18.0 {6 - 53)
CIMILATIVE DOSE  (M3/HG)
MERN (503 52.47 (27.927) 50,78 (24.885) 65.46 (32.282) TO.35 (47.045)
MEDTAN (MIN - MAX) 47.15 (3.0 - 153.8) 47.13 (3.0 - 105.1) TO.64 (9.0 - 149.0) 53.97 (18.0 - 153.8)
EEIATTVE DDSE TNTENSTTY
> C Q
24 { N T8.0) 71 1 2.3)
5T ( 21.4) 21.4) 21
20 1.9 2.1

Adverse events
A summary of safety in the Integrated cHL Population and CA209205 Cohort B is presented in Table 29.
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Table 29: Summary of Safety - Integrated cHL Population and CA209205 Cohort B

CA205205 Cohort ASBHC & CA209039 all cHL [A203205 Cohort B
N = 263 = g0
DERTES
HMEER OF SUBJECTS WHO DIED (%) 12 { 2 { 3.8}
WITEIN 30 DBYS QF LAST DOSE 4 1{ 1.3
WITEIN 100 DEYS OF IAST DOSE S 1 { 1.3}
STUDY IRDG TCOHICITY 1 [1]
Bny Grade Grade 3-4 Grade 5 Aoy Grade Grade 34 Grade 5
ALL EES 246 [ 93.5) T30 30.0) 3 { 1.1} 79 { %8.8) 32 { 40,0} 1{ 1.3
MOST FREQUENTLY FEPCRTED AES (= 208 OF SUBJECTS)
FATIEIE T30 ) 3 o 29 { 1] 1]
jpazceany 2 { a 25 { 1 1.3) a
LIZRCHECER 2 0 2l 0 Q
COUCE 0 Qa 2z { 0 Q
IMEUSER 0 0 18 { 0 Q
ERLRITUS 0 Q 18 { 0 Q
FREH =) a 17 { 2 2_.5) [}
UEEER BESDTERETCRY TRACT DFECIICH 1 a 15 { 1{ 1.3) [}
THEUJSICH BEIATED BERCTION 1 a 16 { 0 [}
EBTHERLEIR 0 o 17 { 1] a
MRSCERENNGITIS 0 a 16 { 1] a
DFIG-FELATEN EES 188 ( 71.5) 42 [ 1le.0) 3 { 1.1} T2 20 { 25.0 1{ 1.3
IFIG-FETATED ARS (& 10% OF SUBJECTS)
FATIGE 42 | 1e.0) 1 ( 0.4 0 20 { [1] a
INEUSICH RELRTED FERCTION 1 Qa 16 { 0 Q
DIEFEHCER L 0 8 { 0 Q
MEUSER 0 Q 10 { 0 Q
ERZH 2 ( 0.8 0 13 { 1{ 1.3 Q
jazoaany 0 a 11 { [1] [}
ER[EITUS 0 a 8 { 1] a
ERTHERLEIR 0 o 11 1] a
ALL SAES 30 3{ 1.1 20 { 25.0 10 {12.5 14{ 1.3
DFIG-FELATEN SHES 9 ( 3 51 6.3 1] 1{ 1.3
AT, BES TEANTH= TO DC 11 [ 4.2) 7 2 3{ 3.8 z2{ Z2.5) 1 { 1.3)
DFIG-FELATEN EES TEANTMG TO DC 11 [ 4.2) 7 2 3{ 3.8 zZ { Z2.5) 1{ 1.3
MedDBL Versiom: 18.0; CIC Version 4.0; Except for deaths, includes events reported between first dose and 30 days after last doss of

-Stﬂd‘f therspy_

A summary of safety in Integrated cHL Population and CA209205 Cohort B (120-day SUR DBL by severity
is presented in Table 30.
Table 30: Summary of any adverse events by worst CTC grade (any grade, grade 3-4,

grade 5) CA209205 Cohort A+B+C & CA209039 all cHL, CA209205 Cohort B —
All SCS subjects (120-day Safety Update)

CA209205 Cohort A+BHC & CA209039 all cHL CA209205 Cohort B
N = 266 N = 80
System Organ Class (%)

Preferred Term (%) Any Grade Grade 3-4 Grade 5 Eny Grade Grade 3-4 Grade 5
TOTAL SUBJECTS WITH AN EVENT 261 ( 98.1) 93 ( 35.0) 3( 1.1) 80 (100.0) 37 ( 46.3) 1( 1.3)
GENERAL DISCRIERS AND 160 ( 60.2) 9 ( 3.4) 0 54 ( 67.5) 2 ( 2.5) 0
ATMINISTRATION SITE CONDITIONS

FATIGUE 86 ( 32.3) 5 ( 1.9 ] 31 ( 38.8) ] ]

PYFEXIA 72 (27.1) 1( 0.9 0 27 ( 33.8) 1( 1.3) 0

INFECTIONS AND INFESTATICNS 157 ( 59.0) 17 ( 6.4) 0 6l ( 76.3) T 8.8) 0

UPFER. FESPTRATCRY TRACT INFECTION a7 ( 17.7) 1( 0.4 0 22 ( 27.5) 1( 1.3) 0
NASOE NZITIS 38 ( 14.3) 0 0 18 ( 22.5) 0 0
ENEUMONTA 2 8.3 50 L9 0 13 (16.3) 20 2.5 0
GASTROINTESTINAL DISORDERS 150 ( 56.4) 1 { 4.1) 0 51 ( 63.8) 3( 3.8) 0
DIARFHOEA T ( 28.9) 2 ( 0.8 0 25 ( 3L.3) 0 0
NAUSEA 53 ( 19.9) 0 0 19 ( 23.8) 0 0
VOMITING 46 { 17.3) 2 ( 0.8 0 14 ( 17.5) 1{ 1.3) 0
CONSTIFATION 32 ( 12.0) 1( 0.4) 0 13 ( 16.3) 0 0
AROOMINAL PAIN 26 ( 9.8) 2 ( 0.8) 0 11 ( 12.8) 2 ( 2.5) 0
RESPTRATCRY, THCRACIC AND 132 ( 49.6) 9 ( 3.4) 0 44 ( 55.0) 4 ( 5.0) 0
MEDIASTINAL DISCRCERS
COUGE 69 ( 25.9) 0 0 24 ( 30.0) 0 0
Desenoen 28 (10.9) 4013 0 13 (16.3) 3039 0
SKIN AND SUBCUTENEOUS TISSUE 112 ( 42.1) 5 ( 1.9) ] 40 ( 50.0) 3( 3.8) ]
DISORDERS
PRURTTUS 48 ( 18.0) 0 0 18 ( 22.5) 0 0
RASH 41 ( 17.7) 3 1D 0 19 ( 238) 2( 2.5 0

INVESTIGATICNS 107 ( 40.2) 33 ( 12.4) 1( 0.4 39 ( 48.8) 14 ( 17.5) 1( 1.3)
LIPASE INCREASED 22 8.3) 13 ( 4.9) 0 10 { 12.5) 7 ( £.8) 0
ALANINE AMINOTRANSEERASE 19 ( 7.1) T 2.6 0 5 { 6.3) 2 { 2.5) 0
TNCREASED )

ASFARTATE AMINOTRANSFERASE 17 ( 6.4) 5( 1.9 0 7 ( 8.8) 3( 3.8) 0
INCREASED
CA209205 Cohort A+B+C & CA209039 all cHL CRA209205 Cohort B
N = 266 N = 80
System Organ Clas
Preferred Term Any Grade Grade 34 Grade 5 Any Grade Grade 3—4 Grade 5
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MISCULOSKELETAL AND CONNECTIVE 98
TISSUE DISORDERS

PRTHFATGTA 39 4.7y
BACK PATN 26 3. 8)
MYRTGTA 26 3. 8)
NERVOIS SYSTEM DISORDERS 85 32.0)
HERDACHE 40 0y
NEURCEATHY PERIPHERAL 22 3.3)
METABOLTSM AND NUTRITION LDISORDERS 65 ( 24.4)
HYFERGLYCRAEMTA 25 4)
BLOCOD AND LYMPHATIC SYSTEM 62 ( 23.3)
DISCRDERS
ENEEMIA 30 .3)
THRCMBOCYTOFPENIA 22 3. 3)
NEUTFOFENIA 19 1.1
INJUEY, EOISCNING AND PROCEDURAL a6 ( 17.3)
COMELICATIONS )
P,L lC‘j l?g}fx'EED FEACTICN 35 (132 {')
ENDOCRINE DISCECERS 36 ( 13.5)
HYPOTHYROTIDISM 23 . B)
ESYCHTATRIC DISCRTEERS 33 2.4)
INSOMNTA 17 6.4)
EYE DISORDERS 30 ( 11.3)
VASCULAR DISORDERS 30 (11.3)
FENAL AND URIMNAERY DISCRTEERS 18 ( 6.8)
CAFDIAC DISCRTEERS 17 ( 6.4)
EAR END IABYRINTH DISCRIERS 14 .3)
IMMMNE SYSTEM DISCRIERS 14 | 3)
FEFRODUCTIVE SYSTEM AND BEEAST 13 ( 4.9)
DISOFDERS
NECPTASMS BENIGN, MALIGNANT AND 12 .3)
MNSFECIFIED (INCL CYSTS AND POLYES)
HEPATOBILIARY DISCRIERS 6 ( 2.3
CONGENITAL, FAMILIAL AND GENETIC 1 0.4)
DISORDERS
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In CA209205 Cohort B, frequencies of all-causality AEs (any grade and Grade 3-4) were slightly higher
than in the Integrated cHL Population, consistent with the longer duration of exposure and follow up in

CA209205 Cohort B.

Drug-related Adverse Events

The frequency, type, and severity of drug-related AEs as assessed by the investigator (any grade and

grade 3-4) are shown in Table 31.

e Drug-related AEs of any grade were reported in 77.1% of subjects. The most frequently reported
drug-related AEs (=210% of subjects) were fatigue (19.9%), infusion-related reaction (12.8%),
diarrhea (13.5%), nausea (10.2%), and rash 12.0%).

e Drug-related Grade 3-4 AEs were reported in 19.5% of subjects. The most frequently reported
Grade 3-4 drug-related AEs (=1% of subjects) were lipase increased (3.8%), ALT increased
(2.3%), AST (1.5%), amylase increased (1.5%) and neutropenia (2.3%).
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Table 31: Summary of drug-related AEs by worst CTC grade (any grade, grade 3-4, grade
5) CA209205 Cohort A+B+C & CA209039 all cHL, CA209205 Cohort B- All SCS

subjects 120—day safety update

CR209205 Cohort A+B4C & CA209039 all cHL CAZ09205 gghort B
N =2 N =
System Organ Class (%)

Preferred Term (%) Any Grade Grade 3-4 Grade 5 Any Grade Grade 3-4 Grace 5
TOTAL SUBJECTS WITH AN EVENT 205 ( 77.1) 52 ( 19.5) ] 72 ( 90.0) 23 ( 28.8) ]
GENEFAL DISCRLCERS AND 87 ( 32.7) 3( L1 0 34 ( 42.5) 0 0
ADMINISTRATION SITE CONDITICNS

FATIGIE 53 ( 19.9) 2 ( 0.8 0 22 ( 271.5) 0 0

PYREXTA 23 ( 8.6 0 0 11 ( 13.8) 0 0
GASTROINTESTINAL DISORDERS 82 ( 30.8) 5 ( 1.9) 0 31 ( 38.8) 2 ( 2.5) 0

DIARFIOEA 36 ( 13.5) 1{ 0.4) 0 10 ( 12.5) 0 0

WAUSER 27 { 10.2) ] 0 9 { 11.3) 0 i]

VOMITING 20 ( 7.5) 1{ 0.4 0 6 ( 7.5) 0 0

ABDOMINAL PATN 14 ( 5.3) 2 ( 0.8 0 6 ( 7.5) 2 ( 2.5) 0
SKIN AND SUBCUTANEOUS TISSUE 66 ( 24.8) 3( 1.1) 0 26 ( 32.5) 2 ( 2.5) 0
DISORDERS

FASH 32 (12.0) 2 ( 0.8 0 14 ( 17.5) 1( 1.3) 0

PRIRTITUS 26 { 9.8 0 0 9 ( 11.3) 0 0

INVESTTGATICNS 6l ( 22.9) 22 8.3) 0 25 ( 31.3) 12 ( 15.0) 0
LIPASE INCREASED 17 { 6.4) 10 {( 3.8 0 g8 ( 10.0) 6 { 7.9 0
ASPARTATE AMINOTRANSFERASE 14 ( 5.3) 4 ( 1.5) 0 6 ( 7.5) 3 ( 3.8) 0
INCREASED
ALANINE AMINOTRANSFERASE 13 ( 4.9) 6 ( 2.3) 0 4 ( 5.0) 2 ( 2.5) 0
INCREASED
AMYLASE INCEEASED 8 ( 3.0) 4 ( 1.5 0 4 ( 5.0) 2 ( 2.5 0
ELOOD ALKALINE PHOSPHATASE T 2.6) 1( 0.4 0 3 ( 3.8) 0 0
INCREASED
MISCULCSKELETAL AND CONMECTIVE 43 ( 16.2) 1( 0.4) 0 22 ( 27.5) 1( 1.3) 0
TISSUE DISORDERS

THRATGTA 20 ( 7.5) i] ] 12 ( 15.0) ] 0

MYALGIA 14 ( 5.3) 0 0 T( 8.8) 0 0

BACK PAIN 4 ( 1.5 0 0 2 ( 2.5) 0 0
MERWVOUS SYSTEM DISORDERS 42 ( 15.8) 3 1.1) 0 16 ( 20.0) 1( 1.3) ]

HEADACHE 14 ( 5.3) 0 0 2 { 2.5) 0 ]

NEURCPATHY PERTPHUERAL g8 ( 3.0) 0 ] 3 ( 3.8) 0 ]

RESPIRATCRY, THORACIC AND 42 (15.8) 1( 0.4 0 15 ( 18.8) 1( 1.3) 0
MEDIASTIMAL DISCRLOERS
OOUGH 1 ( 4.1) ] 0 3( 3.8 0 ]
ENEUMOWITIS 9 ( 3.4) 0 0 1 ( 1.3) 0 0
DY SENCEA 51( 1.9 1( 0.4 0 3( 3.8) 1( 1.3) ]
INJURY, EOISONING AND PROCEDUFAL 35 ( 13.2) 1( 0.4 0 16 ( 20.0) 0 0
COMPLICATIONS
INFUSION FEIATED FEACTION 34 ( 12.8) 1( 0.4) 0 16 ( 20.0) 0 0
BLOOD AND LYMPHATIC SYSTEM 32 (12.0) 9 ( 3.9 0 7 ( 8.8) 4 ( 5.0) 0
DISORDERS

NEUTROPENIA 14 ( 5.3) 6 ( 2.3) 0 7 ( 8.8) 4 ( 5.0) 0

THROMBOCYTOPENTA 13 ( 4.9) 0 i] 1 { 1.3) 0 0

ENREMIA 6 ( 2.3) 1 ( 0.4) 0 2 ( 2.5) 0 0
ENDOCRINE DISCRCERS 28 ( 10.5) 0 0 12 ( 15.0) 0 0

HYEOTHYROIDLSM 16 ( 6.0 0 0 7 ( 8.8) 0 0

PRIMARY HYPOTHYROIDISM g ( 3.0) 0 0 3 ( 3.8) 0 0

HYPERTHYROIDISM 4 { 1.5) 0 0 1 ( 1.3) il 0
METABOLISM AND NUTRITION DISORDERS 24 ( 9.0) 3( L1 0 T( 8.8) 0 0

[ECREASED AFPETITE 9 ( 3.4) ] 0 2 { 2.5) 0 0

UYPERGIYCAEMIA 6 ( 2.3) 0 0 5 { 6.3) 0 0
INFECTIONS AND INFESTATIONS 22 ( 8.3) 3 ( L1 0 14 ( 17.5) 1 ( 1.3) 0
FESPTRATCRY TRACT INFECTICN 3 ( 1.1) 0 0 3 ( 3.8) 0 0
UPFER RESPIFATORY TFACT INFECTICN 3( 1.1 0 o I 3.8 o 0

EYE DISORDERS 10 ( 3.8 0 o 6 ( 7.5) 0 ]
IMMUNE SYSTEM DISCRIERS 8 ( 3.0 1( 0.4 0 2 ) 0 0

HYPERSENSITIVITY __ 6 ( 2.3 1( 0.9 0 1( 1.3 0 0
VASCULER DISORDERS 8 ( 3.0 0 ] 5 ( 6.3) 0 0

PSYCHIATRIC DISCRIERS T 2.6) 0 ] 5 ( 6.3) 0 0
HEPATOEILTARY DISCRLERS 5( 1.9 3( 1.1 0 2 ( 2.5 1( 1.3) 0
NEOPLASMS BENIGN, MALIGNANT AND 3I( L1 1( 0.4 0 2 ( 2.5 0 0

INSPECIFIED (INCL CYSTS AND POLYPS)

Select Adverse Events

Endocrinopathies, diarrhea/colitis, hepatitis, pneumonitis, interstitial nephritis, and rash are currently
considered to be select AEs. Hypersensitivity/infusion reactions are also considered AEs of special clinical
interest that are potentially associated with the use of nivolumab. Hypersensitivity/infusion reactions
were analysed along with the select AE.
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Endocrine Events

Endocrine selected AEs (all causality, any grade) were reported in 16.2% of subjects. The majority of
endocrine select AEs were considered drug-related by the investigator. For the 31 subjects (11.7%) with
drug-related endocrine select AEs, all events were thyroid disorders, with hypothyroidism and primary
hypothyroidism as the most frequently reported terms (> 2% of subjects). All events were Grade 1-2.
The incidence of immune-related endocrinopathies has been updated and is depicted as selected adverse
reaction in the SmPC section 4.4 and 4.8.

Table 32: Summary of any select AEs by worst CTC grade (any grade, grade 3-4, grade 5)
— All SCS and SCE subjects (120-day safety update)

CA209205 Cohort B &

CA209205 Cohort A+B+C & (CAZ09039 all cHL CA209039 cHL: ASCT-Bren Failed
N = 266 N = 95
Sub Category (%)

Preferred Term (%) Any Grade Grade 3-4 Grade 5 Any Grade Grade 3-4 Grade 5
TOTAL SUBJECTS WITH AN EVENT 43 ( 16.2) 1( 0.4 0 20 ( 21.1) 0 0
THYROID DISCRIER 40 ( 15.0) 0 0 19 ( 20.0) 0 0

HYBOTHYROTIDISM 23 ( B.g) 0 0 12 ( 12.6) 0 0

PRIMARY HYPOTHYROIDISM 8 ( 3.0 0 0 3( 3.2) 0 0

BLOOD THYROID STIMILATING HCRMINE 6 { 2.3) 0 0 3 ( 3.2) 0 0

TNCREASED

HYPERTHYROIDISM 4 { 1.5) 0 0 1 { 1.1) 0 0

THYROIDITIS 2 ( 0.8 0 0 2 ( 2.1) 0 0
DIRBETES 2 ( 0.8 1( 0.4 0 0 0 0

CIABETES MELLITUS 2( 0.8 1( 0.4 0 0 0 0
ADRENAL. DISCRCER 1( 0.4 0 0 1{ 1.1) 0 0

ADFENAL. INSUEFLCIENCY 1( 0.4 0 0 1( 1.1) 0 0

Table 33: Summary of drug-related select AEs by worst CTC grade (any grade, grade 3-4,
grade 5) - Integrated cHL population and SCE population — 120-day Safety
Update
CA209205 Cohort B &
CA209205 Cchort A+B+C & CR209039 all cHL CRA209038 cHL: ASCT-Bren Failed
N = 266 N=095
Sub Category (%)

Preferred Term (%) Any Grade Grade 3-4 Grade 5 Any Grade Grade 3-4 Grade 5
TOTAL SUBJECTS WITH AN EVENT 31 ( 11.7 ] 0 15 ( 15.8) 0 0
THYROID DISORTER 31 ( 11.7 0 0 15 ( 15.8) 0 0

HYPOTHYROTDISM 16 ( 6.0) 0 0 9 ( 9.5) 0 0

PRIMARY HYPOTHYROIDISM 8 ( 3.0 0 0 3 ( 3.2) 0 0

HYPERTHYROIDISM 4 ( 1.5 0 0 1( 1.1) 0 0

ELOOD THYROID STIMITATING HOEMONE 3( 1.1) ] 0 1( 1.1) 0 0

INCREASED

THYROIDITIS 2 ( 0.8 C 0 2 ( 2.1) 0 C

Gastrointestinal Events

The frequency of Gl selected AEs (all causality, any grade) was 28.9%. For the 36 subjects (13.5%) with
drug-related Gl select AEs, all subjects reported diarrhoea and 1 subject also reported colitis. The
majority of events were Grade 1-2; there was 2 Grade 3-4 event (diarrhoea) reported. There was no
Grade 5 events reported. The incidence of immune-related colitis has been updated and is depicted as
selected adverse reaction in the SmPC section 4.4 and 4.8.
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Table 34: Summary of any select AEs by worst CTC grade (any grade, grade 3-4, grade 5)
— All SCS and SCE subjects (120-day safety update)

Select Adverse Events Category: GASTROINTESTINAL ADVERSE EVENT

CA209205 Cohort B &

CR209205 Cohort A+B+C & CR209039 all cHL CA209039 cHL: ASCT-Bren Failed
N = 266 N=295
Preferred Term (%) Any Grade Gracde 3-4 Grade 5 Any Grade Grade 3-4 Grade 5
TOTAL SUBJECTS WITH AN EVENT 77 ( 28.9) 2 ( 0.8) 0 32 33.7) 1( 1.1) 0
DIARRHCEA 77 ( 28.9) 2 ( 0.8) 0 32 ( 33.7) 1( 1.1) 0
COLITIS 1( 0.4 0 0 0 0 0
Table 35: Summary of drug-related select AEs by worst CTC grade (any grade, grade 3-4,

grade 5) Integrated cHL population (CA209205 Cohort A+B+C & CA209039 all
cHL), and SCE population- 120—day safety update

Select Adverse Events Category: GASTROINTESTINAL ADVERSE EVENT

205 Cohort B &
CA209205 Cohort A+B+C & CA209039 all cHL CAZ09039 ¢ ASCT-Bren Failed

N = 266 N = 95
Preferred Term (%) Any Grade Grade 3-4 Grade 5 Any Grade Grade 3-4 Grade 5
TOTAL SUBJECTS WITH AN EVENT 36 ( 13.5) 1( 0.4) 0 12 ( 12.6) 0 0
DIARRHCEA 36 ( 13.5) 1 ( 0.4) 0 12 ( 12.6) 0 ]
COLITIS 1 ( 0.4) 0 0 0 0 0

Hepatic Events

The frequency of hepatic selected AEs (all causality, any grade) was 13.5%, of which the majority were
considered drug-related by the investigator. For the 23 subjects (8.6%) with drug-related hepatic select
AEs, ALT increased, AST increased, and blood ALP increased were the most frequently reported terms
(>2.0% of subjects). The majority of events were Grade 1-2. Grade 3-4 events were reported in 13
subjects (GGT increased was the only Grade 4 event and was reported in 1 subject). There were no Grade
5 events reported. The incidence of immune-related hepatitis has been updated and is depicted as
selected adverse reaction in the SmPC section 4.4 and 4.8.

Table 36: Summary of any Select AEs by worst CTC grade (any grade, grade 3-4, grade 5)
— All SCS and SCE subjects (120-day Safety Update)

Sfmr:ary of Rny Select Rdverse Events by Worst CTC Grade (Any Grade, Grade 3-4, Grade 5)

All 5CS and SCE Sulby

Select Adverse Events Category: HEPATIC ADWVERSE EVENT

CA209205 Cohort B &
CR2089205 Cohort A+B+C & CAZ0903%9 all cHL CR2Z08039 c ASCT-Bren Failed
N = 266 N =95
Preferred Term (%) Any Grade Grade 3-4 Grade 5 Any Grade Grade 3-4 Grade 5
TOTAL SURTECTS WITH AN EVENT 36 13 ( 4.9) 0 14 ( 14.7) 5( 5.3 0
ALANINE AMINOTRANSFERASE INCREASED 19 T 2.8) 0 T T.4) 2 ( 2.1) 0
ASFARTATE AMINOTRRANSFERASE INCREASED 17 5( 1.9) ] g ( 8.4 3( 3.2) ]
BLOOD ALFALINE PHOSPHATASE INCREASED 15 4 { 1.5) 0 6 ( 6.3) 1{ 1l..1) 0
BLOOD BILTRUBIN INCEEASED 4 1( 0.4) 1] 2 2.1) 0 1]
AJTOIMMINE HEPATITIS i 2 ( 0.8) 0 1( 1l.L) 1{ 1..1) 0
LIVER FUNCTION TEST ABNCRMAL 2 1( 0.4) ] 1( 1.1) 0 ]
TRANSAMINASES INCREASED 2 1( 0.4 0 0 0 0
CAMMA-GLUTAMYTTRANSFERASE INCEEASED 1 19 .4 0 0 0 0
HEFATITIS 1 11 ] o 0 ]
HEEATOTOXICITY 1 0 ] 0 0 ]
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Table 37: Summary of drug-related select AEs by worst CTC grade (any grade, grade 3-4,
Grade 5) Integrated cHL population (CA209205 cohort A+B+C & CA209039 all
cHL), and SCE population- 120—day safety update

Select Adverse Events Category: HEPATIC AINVERSE EVENT

09205 Cohort B &
T.: ASCT-Eren Failed

CR209205 Cohort A+B+C & CAZ0903% all cHL

N = 266 N=95
Preferred Term (%) Any Grace Grade 3-4 Grade 5 Any Grade Grade 3-4 Grade 5
TOTAL SUBJECTS WITH AN EVENT 23 ( B.6) a ( 3.4) 0 11 ( 11.8) 4 4.2) 0
ASPARTATE AMINDTRANSFERASE INCREASED 14 ( 5.3) 4 ( 1.5) 0 6 ( 6.3) 3( 3.2) 0
ALZNINE RMINOTRENSFERASE INCREASED 13 ( 4.9) 6 ( 2.3) 0 4 ( 4.2) 2 2.1 0
BLOOD ALKALINE PHOSPHATASE INCREASED 7 ( 2.6) 1( 0.4) 0 4 ( 4.2) ] 0
AJTOIMMINE HEFATITIS 2 ( 0.8) 2 ( 0.8 0 1( 1.1) 1 ( 1L.1) 0
EBLOOD EILTRUBIN INCEEASED 2 ( 0.8) 0 0 2 ( 2.1) 0 0
TRANSAMINASES INCEEASED 2 ( 0.8) 0 0 0 0 0
GAMMA—GLUTAMYTTRANSEEFASE TNCREASED 1 ( 0.4) 1 0 ] 0 ]
HEEATITIS 1 1 0 ] 0 ]
HEEATOTOXICITY 1 ] 0 ] 0 ]
LIVER FUMCTICN TEST ABNCEMAL 1 ] 0 1( 1.1) 0 ]

Pulmonary Events

The frequency of pulmonary selected AEs (all causality, any grade) was 4.9%. The majority of pulmonary
select AEs were considered drug-related by the investigator. The incidence of immune-related pulmonitis
has been updated and is depicted as selected adverse reaction in the SmPC section 4.4 and 4.8.

Table 38: Summary of Any Select AEs by Worst CTC Grade (Any Grade, Grade 3-4, Grade
5) — All SCS and SCE Subjects (120-day Safety Update)

Select Adwverse Events Category: PUIMNARY ADVERSE EVENT

C 05 Cohort B &

CA209205 Cohort A+B+C & CA209039 all cHL CA209039 ASCT-Bren Failed
N = 266 N =95

Preferred Term (%) Any Grade Grade 3-4 Grade 5 Any Grade Grade 3-4 Grade 5
TOTAL SURTECTS WITH AN EVENT 13 ( 4.9) 1{ 0.4) 0 4 ( 4.2 0 0

T ] 11 ( 4.1) ] 0 3 3.2) 0 0
ACUTE RESPIFATORY DISTRESS SYNDROME 1 ( 0.4) 1( 0.4) 0 0 0 0
LONG INFILTRATION 1 ( 0.4) 0 0 1( 1.1) 0 0

Table 39: Summary of Drug-Related Select AEs by Worst CTC Grade (Any Grade, grade

3-4, Grade 5) Integrated cHL population (CA209205 Cohort A+B+C &
CA209039 all cHL), and SCE Population- 120—day Safety Update

Select Adwverse Events Category: PULMONARY ADVERSE EVENT

o ) ) _ CR209205 Cohort B &
CA209205 Cohort A+BH+C & CA209039 all cHL CA209039 cHL: ASCT-Bren Failed
N = 266 N =95
Preferred Term (%) Any Grade Grade 3-4 Grade 5 Pny Grade Grade 3-4 Grade 5
TOTAL SUBJECTS WITH AN EVENT 10 ( 3.8) 0 0 2 ( 2.1 0 0
ENEUMONITIS 9 ( 3.4) 0 0 1( 1.1) 0 0
LUNG INEILTRATICN 1( 0.4) 0 0 1( 1.1) 0 0

Renal Events

The frequency of renal selected AEs (all causality, any grade) was 3.8%. For the 4 subjects (1.5%) with
drug-related renal select AEs: Elevations in serum creatinine levels and autoimmune nephritis were
reported.

The majority of events were Grade 1-2. One Grade 3 event (autoimmune nephritis) was reported. There
were no Grade 5 events reported. The 1 event of autoimmune nephritis led to discontinuation of study
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therapy. The incidence of immune-related nephritis and renal dysfunction has been updated and is

depicted as selected adverse reaction in the SmPC section 4.4 and 4.8.

Table 40: Summary of Any Select AEs by Worst CTC Grade (Any Grade, Grade 3-4, Grade
5) — All SCS and SCE Subjects (120-day Safety Update)
Select Adverse Events Category: FENAL ADVERSE EVENT
CA209205 Cohort B &
CA209205 Cohort AAB+C & CA209039 all cHL CAZ09039 cHL: ASCT-Bren Failed
N = 266 N =95

Preferred Term (%) Any Grade Grade 3-4 Grade 5 Any Grade Grade 3-4 Grade 5
TOTAL SUBJECTS WITH AN EVENT 10 ( 3.8) 1 ( 0.4) o 6 ( 6.3 0 0
BLOOD CREATININE INCREASED 9 ( 3.4) 0 0 6 ( 6.3) 0 0
AJTOIMMINE NEPHRITIS 1( 0.4) 1 ( 0.4) ] 0 0 0

Table 41:

Summary of Drug-Related Select AEs by Worst CTC Grade (Any Grade, grade
3-4, Grade 5) Integrated cHL population (CA209205 Cohort A+B+C &
CA209039 all cHL), and SCE Population- 120—day Safety Update

Select Adverse Events Category: RENAL RDVERSE EVENT

Preferred Term (%)

)5 Cohort B &

CA209205 Cohort A4B4C & CA209039 all cHL CA209039 ASCT-Bren Failed
N = 266 N =95
Any Grade Grade 3-4 Grade 5 Any Grade Grade 3-4 Grade 5

TOTAL SUBJECTS WITH AN EVENT 4 1.5) 1( 0.4) 0 2 ( 2.1 0 0
ELOOD CREATTININE INCREASED 3 1.1) 0 0 2 ( 2.1) 0 0
ADTOTMMMNE NEPHRITIS 1{ 0.4) 1( 0.4 0 0 0 0

Skin Events

The frequency of skin select AEs (all causality, any grade) was 33.8%. The majority of skin select AEs

were considered drug-related by the investigator. For the 56 subjects (21.1%) with drug-related skin

select AEs,_rash, pruritus, and rash maculo-papular were the most frequently reported terms. The

majority of events were Grade 1-2. Grade 3 events were reported in 3 subjects (rash in 2 subjects, rash

maculo-papular in 1 subject). The incidence of immune-related rash has been updated and is depicted as
selected adverse reaction in the SmPC section 4.4 and 4.8.

Table 42:

Summary of Any Select AEs by Worst CTC Grade (Any Grade, Grade 3-4, Grade
5) — All SCS and SCE Subjects (120-day Safety Update)

Select Adverse Events Category: SKIN ADVERSE EVENT

CR209205 Cohort B &

CA209205 Cohort A+B+C & CA209039 all cHL CA209038 cHL: ASCT-Bren Failed
N = 266 N =295
Freferred Term (%) Any Grade Grade 3-4 Grade 5 Any Grade Grade 3-4 Grade 5
TOTAL SUBJECTS WITH AN EVENT 90 4 ( 1.5) 0 43 ( 45.3) 3( 3.2 ]
PRURTTUS 48 0 0 24 ( 25.3) 0 0
FASH 47 3( 1.1) i] 25 ( 26.3) 2 2.1 i]
FASH MACULO-PADULAR 8 1( 0.4) ] 4 ( 4.2) 1{ 1.1) ]
FASH PRIRITIC 3 0 0 2 ( 2.1) 0 0
URTICARTA 3 0 0 1( 1.1) 0 0
FRYTHEMA 2 0 ] 1( 1.1) 0 ]
FASH BAPULAR 2 0 ] 1( 1.1) 0 ]
TERMATITIS 1 0 0 1( 1.1) 0 0
TERMATITIS EXFCLIATIVE 1 0 0 1( 1.1} 0 0
ECZEMA 1 0 0 0 0 0
PHOTOSENSITIVITY REACTION 1 0 0 0 0 0
X 1 0 ] 1( 1.1) 0 ]
FASH MACULAR 1 0 ] 1( 1.1) ] ]
SKIN EXFOLTATION 1 0 0 0 0 0
SKIN HYPCPTGMENTATTICN 1 ] 0 1( 1.1) 0] 0
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Table 43:

Summary of Drug-Related Select AEs by Worst CTC Grade (Any Grade, grade
3-4, Grade 5) Integrated cHL population (CA209205 Cohort A+B+C &
CA209039 all cHL), and SCE Population- 120—day Safety Update

Select Adverse Events Category: SEIN ADVERSE EVENT

CA209205 Cohort B &
CAZ09205 Cohort A+B+C & (R20903% all cHL CA209039 cHL: ASCT-Bren Failed
N = 266 N =05
EPreferred Term (%) Ay Grade Grade 3-4 Grade 5 Eny Grade Grade 3-4 Grade 5
TOTAL SUBJECTS WLITH AN EVENT 56 ( 21.1) 3 1.1) 0 29 ( 30.5) 2 ( 2.1 ]
RASH 32 ( 12.0) 2 0.8) 0 17 ( 17.9) 1( 1.1) 0
PRURITUS 26 ( 9.8) 0 0 13 ( 13.7) 0 0
FASH MACULO-FPAPULAR 6 ( 2.3) 1 0.4) 0 3( 3.2) 1( 1.1) 0
RASH PRURITIC 3( 1.1) 0 0 2 2.1) 0 0
ERYTHEMA 2 { 0.8) 0 0 1( 1.1) 0 0
ECTEMA 1 ( 0.4) 0 0 0 0 0
RASH PAPULRAR 1 ( 0.4) 0 0 0 0 0
SKIN HYPOPIQMENTATION 1 ( 0.4) 0 0 1( 1.1) 0 0
URTICARTA 1 ( 0.4) 0 0 1( 1.1) 0 0

Hypersensitivity/Infusion Reactions

The frequency of hypersensitivity/infusion reactions (all causality, any grade) were 16.9%. The majority
of hypersensitivity/infusion reactions were considered drug-related by the investigator. The most
frequently reported events were infusion-related reactions (13.2%, 35/45 subjects). The majority of
events were Grade 1-2. Two Grade 3-4 events were reported (infusion related reaction and
hypersensitivity). No Grade 5 events were reported. The incidence of infusion reactions has been updated
and is depicted as selected adverse reaction in the SmPC section 4.4 and 4.8.

Table 44:

Summary of Any Select AEs by Worst CTC Grade (Any Grade, Grade 3-4, Grade

5) — All SCS and SCE Subjects (120-day Safety Update)

Select Adverse Events Category: HYPERSENSITIVITY/INFUSICN REACTION

CA209205 Cohort B &

CR2(9205 Cohort A+B+C & CR2089039 all cHL CAZ09039 cHL: ASCT-Bren Failed
N = 266 N =95
Preferred Term (%) Any Grade Grade 3-4 Grade 5 Pny Grade Grade 3-4 Grade 5
TOTAL SUBJECTS WITH AN EVENT 45 ( 16.9) 2 0.8) 0 20 ( 21.1) 0 ]
INFUSION REIATED REACTION 35 (13.2) 1 0.4) 0 17 (17.9 0 0
HYPERSENSITIVITY g ( 3.0) 1 0.4) 0 1( 1.1) 0 0
BRONCHOSPASM 5 ( 1.9) 0 0 4 ( 4.2 0 0

Table 45:

Summary of Drug-Related Select AEs by Worst CTC Grade (Any Grade, grade
3-4, Grade 5)

Integrated cHL population (CA209205 Cohort A+B+C &
CA209039 all cHL), and SCE Population- 120—day Safety Update

Select Adverse Events Category: HYPERSENSTITIVITY/INFUSION REACTION

CR208205 Cohort B &
CAZ209205 Cohort A+B+C & CA209039 all cHL CA209039 o ASCT-Bren Failed
N = 266 N =95
Preferred Term (%) Ay Grade Grade 3-4 Grade 5 Pny Grade Grade 3-4 Grade 5
TCTAL SUBJECTS WITH AN EVENT 40 ( 15.0) 2 0.8) 0 19 ( 20.0) 0 0
INFUSION REIATED REACTION 34 ( 12.8) 1 0.4) 0 17 ( 17.9) 0 0
HYPERSENSITIVITY 6 ( 2.3) 1 0.4) 0 1{ 1.1) 0 0
BRONCHOSEASM 1( 0.4) 0 0 1( 1.1) 0 0

Other Events of Special Interest
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There were 6 subjects that had OESIs (3 with pancreatitis, 3 with a uveitis event [2 uveitis, 1 iritis], and
1 with encephalitis). One subject had a Grade 3 SAE of encephalitis, which was not treated with
immune-modulating medication and was not considered related to study drug by the investigator.

Increased lipase level (any Grade or Grade 3/4) as an AE of abnormal investigation was higher frequency
in the Integrated cHL Population than the Pooled Population of the subjects who were treated with
nivolumab monotherapy. However, not all nivolumab monotherapy Phase 2 and 3 studies systematically
monitored lipase test. Thus, an estimate of the frequency of asymptomatic lipase/amylase elevations is
unknown.

Increased lipase as AE (any grade) was reported more frequently in cHL subjects than in the pooled
nivolumab safety population (6.8% versus 3.1% and drug-related 4.9% versus 2.1%). Approximately
50% was grade 3-4 in both populations.

Table 46: Increased Lipase Level Reported as an AE of Abnormal Investigation
Integrated SCS ¢HL Pooled Population®
Population n=263 N=1991
Lipase Increased reported Any grade 8 (6.8 %) 61 (3.1%)
as AE (All Causality) Grade 34 10 (3.8 %) 34 (1.7%)
Lipase Increased reported Amny grade 13 (4.9 %) 420(2.1%)
as AE (Drug-related) Grade 34 7.7 %) 24 (1.2%)

*Comprised of nivolumab monotherapy treatment group from studies CA200063, CA200017, CA209057,
CAZ09037, CAZ09066, CA209067, CAZ09025, CAZ09205 and CAZ09039.

Table 47: Frequency of Worsened Lipase Relative to Baseline On-Treatment Worst CTC
Grade Laboratory Parameters

Integrated SCS ¢HL population Pooled Population*
n=246 N=>hi
Worsened to Grade 1-4 39(15.9%) 149 (22.6%)
Worsened to Grade 3-4 16 (6.5%) 49 (7.4%)

*Comprised of nmivolumab monotherapy treatment group from studies CA209063, CA209017, CA209057,
CA200037, CAZ09066, CAZ09067, CAZ00025, CA209205 and CA209039

However, not all nivolumab monotherapy Phase 2 and 3 studies systematically monitored lipase.

Pancreatitis was reported in 2 subjects in the cHL integrated population and 10 subjects in the pooled
population, with a similar incidence (0.8% versus 0.5%). Lipase increase and pancreatitis are reported in
the SmPC section 4.8.

Systemic Inflammatory Response Syndrome

Another event of special interest first observed in RCC Study CA209025 was systemic inflammatory
response syndrome. In the Integrated cHL Population, no events of systemic inflammatory response
syndrome were reported.

Toxic Epidermal Necrolysis

Toxic epidermal necrolysis (TEN) was identified as an event of special interest based on 3 cases with fatal
outcome identified in ongoing studies in the nivolumab program (1 case occurred on nivolumab
monotherapy; 1 case occurred on subsequent Bactrim after discontinuation from nivolumab and
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ipilimumab [1 dose] due to ulcerative colitis; 1 case occurred on subsequent ipilimumab after
discontinuation from nivolumab due to erythema multiforme).

In the Integrated cHL Population, no events of TEN were reported.

Serious adverse event/deaths/other significant events

The frequency, type, and severity of drug-related SAEs (any grade and Grade 3-4) are reported in Table
48.

Table 48: Summary of Drug-Related Serious Adverse Events by Worst CTC Grade (Any
Grade, Grade 3-4, Grade 5) CA209205 Cohort A+B+C & CA209039 all cHL,
CA209205 Cohort B- All SCS Subjects 120—day safety update

CA209205 Cohort A+B+C & CAZ09039 all cHL CA209205 Cohort B
N = 266 N =80
System Organ Class (%)

Preferred Term (%) Any Grade Grade 3-4 Grade 5 Any Grade Grade 3-4 Grade 5
TOTAL SUBJECTS WITH AN EVENT 27 ( 10.2) 13 (4.9 0 5 ( 6.3) 1 ( 1.3) 0
DNJURY, FOISONING AND FROCELURAL 5 ( 1.9) 1 ( 0.4) 0 2 ( 2.5) 0 0
COMPLICATTIONS

INFUSION RFEIATED REACTION 5( 1.9 1 ( 0.4 0 2 2.5 0 0
RESPIRATORY, THORACIC AND 5( 1.9 0 0 0 0 0
MEDTASTINAL DISCROERS

ENEUMONTTTS 3 0 0 0 0 0

FLEURAL EFFUSION 2 0 0 0 0 0
GASTROINTESTINAL DISORDERS 4 2 ( 0.8) 0 0 ] 0

PANCREATITIS 2 1 ( 0.4) 0 0 0 0

ABDOMINAL PATN 14 0 0 0 0 0

DIARFHOEA 14 1 ( 0.4 0 0 0 0

NAUSEA 19 0 0 0 ] 0

VOMITING 1 o] 0 0 ] 0
INFECTIONS AND INFESTATIONS 3 2 ( 0.8 0 1( 1.3) 0 0

MENINGITIS 1 ¢ 0 0 1( 1.3) 0 0

DNELMONTA 1 1 ( 0.4) 0 0 0 0

SEBSIS 1 1( 0. 0 0 0 0
METABOLI M AND NUTRITION DISOEDERS 3 3 0 0 0 0

GLUCOSE TCLERANCE IMPATRED 1 1 0 0 ] 0

HYPERCALCAEMIA 1 1 0 0 0 0

HYEONATRAEMIA 14 11 0 0 0 0
ENEFAL DISCROERS AND 2 ( 0.8 0 0 1( 1.3) 0 0
ACDMINISTRATION SITE CONDITICNS

PYREXIA 2 ( 0.8 0 0 1( 1.3) ] ]
INVESTIGATICNS 2 ( 0.8 2 ( 0.8 0 1( 1.3) 1( 1.3) 0

ALANTNE AMINOTRANSFERASE 1( 0.4) 1( 0.4 0 C o o

INCREASED

ASPARTATE AMINDTRANSFERASE 1( 0.4 1( 0.4) 0 1( 1.3) 1( 1.3) ]

INCREASED
BLOCD AND LYMPHATIC SYSTEM 1( 0.4 ] 0 0 0 0
LISCRDERS

LYMPH NOLE PAIN 1( 0.4 ] 0 0 0 0
CARDTAC DISORICERS 1( 0.4 1( 0.4) 0 0 0 0

FERICARDCTAL EFFUSICN 1( 0.4 1( 0 0 0 0 0
HEFATOBILIARY DISCRLCERS 1 1( 0.4 0 0 0 0

ATTOIMMINE HEPATTITIS 14 1( 0 0 0 0 0
NECPTASMS BENIGN, MALIGNANT AND 1( 0.4 1( 0.4 0 0 0 0
NSPECIFIED (INCL CYSTS AND PCLYPS)

MYELCDYSPLASTIC SYNIR(ME 1( 0.4 1( 0.4 0 0 0 0
NERVCOUIS SYSTEM DISCRDERS 1( 0.4 ] 0 0 0 0

SEIZURE 1( 0.4 0 0 0 0 0
SKIN AND SUBCUTANEOUS TISSUE 1( 0.4 1( 0.4 0 G G G
DISORDERS

FASH 1( 0.4) 1( 0.4 0 0 ] 0

MedDRA Version: 18.1
CTC Version 4.0
Includes events reported between first dose and 30 days after last dose of study therapy.

e Drug-related SAEs of any grade were reported in 10.2% of subjects. The most frequently
reported drug-related SAEs (=1% of subjects) were infusion-related reaction (1.9%) and
pneumonitis (1.1%0).
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e Drug-related Grade 3-4 SAEs were reported in 4.9% of subjects.

Deaths

A total of 18 subjects (6.8%) died (Table 49). 3.4% of the death was due to disease progression and one
death (within 30 days of last dose) was attributed to a reason of “study drug toxicity “grade 5 SAE
atypical pneumonia), this was changed by the investigator to unrelated post database lock. One subject
whose death was attributed to disease progression had a Grade 5 drug-related SAE of dyspnea 2 days
prior to his death. Eight deaths (3.0%) were attributed to a reason of “other”. One death (within 30 days
of last dose) was attributed to a reason of “unknown” (subject was lost to follow up).

Table 49: Death Summary - All SCS Subjects and SCE Subjects — 120 Day Safety Update

WIMEER OF SUBJECTS WHO DIED (%) 18 ( 6.8) 13 ( 5.3) 7 7.4) 5 ( 21.7)
PRIMARY FEASON TOR [EATH (%)
DISEASE PROGRESSICN 9 ( 3.4) 7 ( 2.9) 3( 3.2 2 ( 8.7
STUDY DRUG TOXICITY 1( 0.4 1( 0.4) 0 0
TNENOWN 0 0o 0 ) 0
OTHER 8 ( 3.0 5 ( 2.1) 4( 4.2) 3 ( 13.0)
MUMBER OF SUBJECTS WHO DIED 5 ( 1.9) 5 ( 2.1) 1( 1.1)
WITHIN 30 DAYS CF LAST [DSE (%)
PRIMARY REASON TUR TEATH (%)
DTSEASE PROGRESSICN 2 { 0.8 2 { 0.8)
STUDY DRUG TOXICITY 1( 0.4) 1( 0.4)
TNENCHN 0
OTHER 2 { 0.8) 2 ( 0.8) 1( 1.1)
WMEER OF SUBJECTS WHO DIED 8 ( 3.0 g ( 3.3 1( 1.1
WITHDN 100 TAYS OF IAST DOGE (%)
PRIMARY REASON FUR [EATH (%)
DISEASE PROGRESSICN 4 ( 1.5 4 ( 1.6)
STUDY DRUG TOXICITY 1( 0.4 1( 0.4)
TNENOWN 0 0 0
OTHER 3( 1.1) 3( 1.2) 1( 1.1)

In the SCE Subjects (cohort B + 15 patients from CA209039), 3 deaths were attributed to a reason of
“other”, 1 from CA209205 study and 2 from the 15 subjects of CA209039 study who received
brentuximab vedotin treatment following failure of ASCT. The one subject in study CA2090205 was found
to have died from Epstein Barr virus (EBV) positive peripheral T cell lymphoma which was deemed
unrelated to study drug. The 2 deaths from study CA209039 were related to GVHD and complications
associated with allo-SCT 224 days after the last dose of nivolumab.

Laboratory findings (Integrated cHL Population)

The incidence of laboratory abnormalities has been updated and is depicted as selected adverse reaction
in the SmPC section 4.8.

Hematology

The majority of subjects did not have on-study worsening in hematology, the majority of hematology
laboratory abnormalities were Grade 1-2. The only Grade 3-4 hematologic abnormality reported in = 5%
of subjects was decreased absolute lymphocytes (8.3%). Treated subjects (n = 263) who experienced a
=2-grade shift from baseline to a Grade 3 or 4 laboratory abnormality were as follows: 3 (1.1%) subjects
with decreased hemoglobin (Grade 3), 5 (1.9%) subjects with decreased platelet count (3 Grade 3, 2
Grade 4), seven (2.7%) subjects with decreased leukocytes (6 Grade 3, 1 Grade 4), 5 (1.9%) subjects
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with decreased lymphocytes (4 Grade 3, 1 Grade 4), 9 (3.4%) subjects with decreased absolute
neutrophil count (6 Grade 3, 3 Grade 4).

Table 50: Summary of on-treatment worst CTC grade haematology tests that worsened
relative to baseline - Sl Units - integrated cHL population

Munber of Subjects (%)
CAZ09206 (ohort RHBHC & CA209039 all cHL CAZ09205 Cobort A+BIC & CA209039 all cHL
0S8 Population (CSR OCT 2015 DEL) 120-day IR Feb 2016 [EL

1ab Test Description N @) Gade 1-4 Grade 34 N @) Gade 1-4 Grade 34
HEMOGLEETN (5) 253 56 ( 22.1) T( 2.8 25 67 ( 25.3) 70 2.6
PLATELET OOUNT 253 71 { 28.1) 6 ( 2.4 285 @ (34T 8 ( 3.0
LEIFOCYTES 253 83 ( 32.8) 9 ( 3.6 265 5. 6) 12 ( 4.5)
LYMPHOCYTES (RRSCLITIE) 252 61 ( 24.2) 21 ( 8.3 285 2 (30,9 2 {10.6)
ARSOLITIE NEUTROPHIL OO 253 T4 (29.2) 9 ( 3.6 265 8 ( 32.5) 15 ( 4.9)

Toxdoity Scale: CTC

here iz mo grade 4 for hemoglobin,

Liver Function Tests

The majority of subjects did not have on-study worsening in liver function tests. Most abnormalities in
liver function were Grade 1-2. Grade 3-4 increases in the following liver function tests occurred in = 2%
of subjects: AST (2.4%) and ALT (2.0%). The number of treated subjects (n = 263) who experienced a
=2-grade shift from baseline to a Grade 3 or 4 laboratory abnormality was low: 2 (0.8%) subjects for ALP
increased (Grade 3), 6 (2.3%) subjects for AST increased (5 Grade 3, 1 Grade 4), 4 (1.5%) subjects for
ALT increased (3 Grade 3, 1 Grade 4), 1 (0.4%) subject for total bilirubin increased (Grade 3), 3/255
(1.2%) subjects had concurrent ALT or AST elevation > 3 x ULN with concurrent (within 1 day) total
bilirubin > 2 x ULN.

In CA209205 and CA209039, 3 subjects met the protocol-specified criteria for drug-induced liver injury
(DILI; concurrent [within 1 day] ALT or AST > 3 x ULN and total bilirubin > 2 x ULN within 100 days of the
last dose of nivolumab).

Kidney Function Tests

The majority of subjects had normal serum creatinine values during the reporting period; serum
creatinine that worsened relative to baseline (any grade) was reported in 10.3% of subjects. There were
no Grade 3-4 abnormalities in serum creatinine.

Thyroid Function Tests

The majority of subjects had normal TSH levels at baseline and throughout the treatment period. 16.3%
of subjects had elevated on-study TSH (> ULN) with normal baseline TSH (< ULN). 5.9% of subjects had
low on-study TSH (< LLN) with normal baseline TSH (= LLN).

Safety in special populations

In the Integrated cHL Population, the frequencies of all-causality and drug-related AEs for subgroups of
gender, race, age, and region were similar to the AE frequencies in the overall treated population.

In the integrated cHL cohort only 7 subjects were =65 years. The limited experience with elderly has
updated the SmPC (SmPC section 4.8 and 5.1).
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Table 51: Summary of on-treatment AEs by age group - All treated subjects - Integrated
cHL population

Number of Subjects (%)

Apge = 65 years

Age 65-T4 years

Age TE-84 vears

Age 85+ years

AedDFA Terms (N =156) =T N =10} =0
Total AE= 239(93.4) T (100.00 [} o
Senous AEs -Total 55(21.5) [} [} o
Fatal 4.8} [} [} o
Hospitalization/prolong existing 52(20.3) 0 o 0
hospitalization
Life-threatening 1 (0.4 [} [} o
Cancer o [} [} o
Dhisability/incapacity o [} [} o
AFEs leading to drop-out 10 (3.9) 1{14.3) [} o
Psychiatne disorders 21 (8.2) [} [} o
Mervous system disorders a9 (27.0) 3(42.5) [} o
Accidents and Injurnies 9{3.5) [} [} o
Cardiac dizorders 13 (5.1} [} [} o
Wazcular dizorders 21 (8.2} 1(14.3) [} o
Cerebrovascular disorders 1 (0.4 [} [} o
Infections and infestations 115 (44.9) 2(28.6) [} o
Anticholinergic syndrome 86 (33.6) [} [} o
Chuality of life decreased o 0 [} o
Sum of postural hypotension, falls, 9(3.5) 0 [} o

blackouts, syncope, dizzrimess,
ataxmia, fractures

MedDFA Version: 18.0; CTC version 4.0
Includes events reported between first dose and 30 days after last dose of study therapy.
Abbreviations: AE: adverse event; HLGT: MedDFRA High-Level Group Term; MedDFA: Medical Dhictionary for
Regulatory Activiies; SMQ: Standardized MedDEA (Chuenes; SAE: senous adverse event; SOC: System Organ

Class.

Table 52: Summary of on-treatment AEs by age group - All treated subjects - Nivolumab
monotherapy data integrated across indications

Number of Subjects (%)

Aonotherapy Data Integrated Across Indications”

Age = 65 vears

Age 65-T4 vears

Age T5-34 vears

Age 85+ vears

MedDFA Terms (N = 1301) N =3504) N = 163) N =21)
Total AF= 1260 (96.8) 492 (97.6) 162 (98.2) 21 (100.0)
Serious AE= -Total 501 (38.59) 236 (46.8) 82 (49.7) 12 (57.1)
Fatal 104 (8.0) 45 (8.9) 21 (12.7) 3(14.3)
Hospitalizationprolong existing 445 (34.7) 209 (41.5) 73 (44.3) 8(38.1)
hospitzlization
Life-thraatening 20 (1.5) 7(1.4) 2(1.:) 0
Cancer 13 (1.0 11 2.2) 9(5.5) 1(4.8)
Disability/incapacity 1(=0.1) 1(0.2) 0 0
AFs leading to drop-out 153 (1L.5) 77(153) 38 (23.0 5(23.8)
Pswchiatric disorders 237 (17.1) 78 (15.5) 26 (15.8) 6 (25.6)
Mervous system disorders 449 (34.5) 180 (35.7) 57 (34.5) 13 (61.9)
Accidents and injuries 88 (6.8) 46 (9.1 14 (8.5) 3(14.3)
Cardize disorders 113 (8.7) 51¢10.1) 13 (7.9) 5(23.8)
Vascular disorders 195 (15.0) 91 (18.1) 26 (15.8) 9 (42.9)
Carebrovascular disorders 9 (0.7 9 (1.8 1 (0.6) 1(48)
Infections and infestations 493 (37.9) 215 (42.7) 62 (37.6) 10 (47.6)
Anticholinergic syndroms 439 (35.7) 160 (31.7) 56 (33.9) 9 (42.9)
Quality of life decreasad 0 0 0 0
Sum of postural hypotension, fal 128 (9.8) 68 (13.5) 24 (14.5) 4(19.00

ataxia, fractures

* Includes nivolumab monotherapy data from studies CA209039, CA209205, CA209025, CA209063, CA209017,
CA209057, CA209037, CA209066, and CA209067 (monotherapy arm only).
MedDE A Version: 18.0; CTC version 4.0. Events reported withm 30 days after last dose of siedy therapy.
Abbreviatons: AF: adverse event; HLGT: MedDFE A High-Level Group Termy; MedDFEA: Medical Dhehonary for
Eegulatory Activities; SMQ: Standardized MedDEA Chienes; SAE: senious adverse event; S(OMC: System Chzan

Class.
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Subjects receiving subsequent stem cell transplantation (SCT)

Information on the updated outcome of 17 subjects having post-nivolumab allogenic SCT was reported.
Out of 266 cHL subjects who were treated with nivolumab monotherapy (an additional 7 subjects since
the database lock for the SCS (10 subjects, 5 subjects in a Phase 1 (CA209039) and 2 (CA209205) trial,
respectively).

The median age at HSCT was 33 (range: 18 - 56). Most subjects received a non-myeloablative regimen
prior to SCT (15 of the 17 subjects). A median of 9 doses (range 4-16) nivolumab were administered prior
to allo-SCT with a time from last nivolumab dose to SCT ranging from 11 to 94 days. Acute GvHD was
reported in 14 subjects, of which 5 patients with grade 3-4. Six out of the 17 subjects died from
complications post nivolumab alloSCT. Two subjects experienced hyperacute graft-versus-host disease
(GVHD), defined as occurring within the first 14 days after stem cell infusion. Two subjects experienced
encephalitis (1 case of grade 3 lymphocytic encephalitis without an identified infectious cause and 1 case
of grade 3 suspected viral encephalitis). One subject was reported with hepatic veno-occlusive disease
(sinusoidal obstruction syndrome) who received reduced-intensity conditioning and died due to
multiorgan GVHD. From the updated safety data, an additional 23 subjects receiving alloSCT after
nivolumab were submitted. In the 23 new cases only 2 subjects developed a grade 3- 4 GvHD, while of
the previous 17 subjects 5 patients developed a grade 3- 4 GvHD. There were no cases of treatment
related mortality (TRM) among the 23 newly reported patients, leaving the total number of TRM events at
6.

Figure 9: Plot of Cumulative Incidence Rate of Transplant Related Death -CA209039 all

cHL and CA209205 Cohort A+B+C - All Treated Subjects who underwent
Subsequent Allogeneic Transplant
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A multivariate analysis for transplant related death was performed applying a standard Cox PH model to
study the effects of the covariates. Again, since all the deaths are transplant-related mortality (TRM) and
no progression dates were collected after allogeneic HSCT for the 40 subjects, the competing risk model
was not used.

Acute GVHD after allogeneic HSCT (n=40)
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The incidence and grade of acute GVHD reported from the 40 subjects are described in Table 53. Two
subjects experienced hyperacute GVHD, defined as occurring within the first 14 days after stem cell
infusion. For this analysis, subjects with unknown grade of acute GVHD were imputed to Grade 4. In the
40 subjects who received allogeneic HSCT after nivolumab from CA209039 and CA209205, the overall
frequencies of Grade 2-4 and Grade 3-4 acute GVHD was 32.5% and 17.5%. As cited in literature’, the
frequency of moderate to severe acute GVHD was approximately 40% of all recipients of allogeneic HSCT.

Table 53: Incidence and grade of acute GVHD in the 40 subjects who received allogeneic
HSCT after nivolumab treatment at any timepoint after allogeneic HSCT

Any grade ZGrade 2 Z2Grade 3

All subjects

0 18 (45%) 13 (32.5%) 7* (17.5%)

*Two subjects (CAZ09205-4-50 and CA209203-17-138) with unknown grade of acute GVHD was imputed to
Grade 4

Grade 2-4 Acute GVHD after allogeneic HSCT

Cumulative incidence rate of Grade 2-4 acute GVHD from subsequent allogeneic HSCT was calculated

using Kaplan-Meier method. The cumulative incidence rate of Grade 2-4 acute GVHD (95% CI) at Day

100, 6 months, and 1 year are 34.2 % (20.5, 53.4), 41.5 % (24.7, 63.7) and 51.2 % (30.3, 76.1),

respectively.

Figure 10: Plot of Cumulative Incidence Rate of Worst Grade Acute GVHD Grade 2-4 from
Subsequent Allogeneic Transplant - CA209039 all cHL and CA209205 Cohort

A+B+C - All Treated Subjects who underwent Subsequent Allogeneic
Transplant
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A multivariate analysis for Grade 2-4 acute GVHD was performed applying a standard Cox PH model to
study the effects of the covariates. The number of prior systemic cancer therapy prior to nivolumab was
associated with an increased risk for Grade 2-4 acute GVHD. Subjects with more prior systemic cancer
therapies (i.e. more advanced) were more likely to experience acute GVHD. No association with Grade
2-4 acute GVHD was detected for time from last dose of nivolumab to allogeneic HSCT, number of
nivolumab doses received, and age at allogeneic HSCT was not associate. The non-significance of these
covariates may be due to a small sample size and small number of events.

Grade 3-4 Acute GVHD after allogeneic HSCT

Cumulative incidence rate of Grade 3-4 acute GVHD from subsequent allogeneic HSCT was calculated in
the same method as for Grade 2 -4 acute GVHD.

There is one subject who had a death without Grades 3-4 acute GVHD. The cumulative incidence rate of
Grade 3-4 acute GVHD (95% Cl) at Day 100, 6 months, and 1 year are 19.0 % (9.0, 37.6), 25.7 % (12.4,
48.7) and 44.3 % (18.5, 81.2), respectively (Figure 11).

The median time from transplant to Grade 3-4 acute GVHD (including two subjects with unknown grade
of acute GVHD) cannot be estimated due to the small number of the subjects (n=7). The range of the
onset of Grade 3-4 acute GVHD in 5 subjects (all Grade 4) was 14-43 days from transplant date. The
onset of acute GVHD in the 2 subjects with unknown grades of acute GVHD was 22 and 162 days,
respectively, from transplant date.

Figure 11: Plot of Cumulative Incidence Rate of Worst Grade Acute GVHD Grade 3-4 from
Subsequent Allogeneic Transplant - CA209039 all cHL and CA209205 Cohort
A+B+C - All Treated Subjects who underwent Subsequent Allogeneic
Transplant
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Other complications following allogeneic HSCT:
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e One subject was reported with hepatic veno-occlusive disease (VOD) who received reduced-intensity
conditioning and died due to multiorgan GVHD. The onset of hepatic VOD was 11 days after allogeneic
HSCT.

e Chronic GVHD was reported in 2 subjects; both are limited stage of chronic GVHD.

e Steroid-responsive febrile syndrome, defined as fever (which may have been accompanied by skin,
joint, or liver symptoms) without infection, which responded to steroids, was reported for 6 subjects.

e Two subjects experienced encephalitis: 1 case of grade 3 lymphocytic encephalitis which occurred and
resolved on corticosteroids, and 1 case of grade 3 suspected viral encephalitis which resolved with
antiviral therapy.

Discontinuation due to adverse events
Dose Delays and Interruptions

The majority of subjects received all doses of nivolumab without any infusion interruptions (95.1%) or
dose delays (62.4%0). Infusion interruptions were reported for 4.9% (n=13) of subjects. Of the doses
interrupted (15/3140, 0.5%), 53.3% (8/15) were interrupted due to a hypersensitivity reaction.

Dose delays were reported for 37.6% of subjects, dose delays due to AEs were reported for 3.3%
(96/2877) of all doses received. 98,4% of the delays were restarted within 42 days (47,2% within 4-7
days).

Table 54: Dose modification summary - All SCS subjects
CA205205 Cohort AEHC
& CA20903% all cHL CA205205 Cchort AHEHT 2095205 Cohort B CR205903% all oHL
H = 263 N = 240 K = 80 N =23
SUBJECTS WITH AT IELST CHME INFUSION INIERELETED (%) 13 { 4.9 1a 4.2 5[ &.3) 3 [ 13.0)

HREEFR OF INEUSICHS INIERRIETED EER SUEJECT (%)

=]

1O

TOTAL NMMESR [OSES INIERRUFIEDS 15/3140 ([ 0.5)
TOTAL NMIMEER DOSES BECEIVED

i INTERRUPTICH (R}

n
.
[
iy
1
s
n
|
[

BERSCH FCR TNFUS

HYPERSERSITIVITY BERCTICN 8 { 53.3} 4 { 1
INFUSICH AMMIN ISSUES { 13.3} 1 { 0
CTHER -3} 51 4
SUBJECTS WITH AT ILERST CHE DOSE [ELEYED (%) 23 { 37.g) B8 { 3&.7 4

HREBER OF DOSES DELAYED FER SUEJECT (%)

7/1208

In the Integrated cHL Population, AEs leading to dose delay were reported in 60/263 (22.8%) subjects.

CA209205 Cohort A+B+C: AEs leading to dose delay were reported in 60/240 (25.0%) subjects. The
most frequently reported AEs leading to dose delay (=1% of subjects) were diarrhea (2.5%), ALT
increased (1.7%), bronchopneumonia (1.7%), anemia (1.7%), neutropenia (1.3%), and pyrexia (1.3%o).

e CA209039 all cHL: no subjects had AEs leading to dose delay.
In CA209205 Cohort B, AEs leading to dose delay were reported in 32/80 (40.0%) subjects.

All AEs Leading to Discontinuation (All Causality)
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Table 55:

Summary of adverse events leading to discontinuation by worst CTC grade (any

grade, grade 3-4, grade 5) CA209205 Cohorts A+B+C & CA209039 all cHL,

CA209205 Cohort B - All SCS subjects (120-day safety update)

CR209205 Cohort B+B+C & CA209039 all cHL

CR2059205 Cohort B

N = 266 W= 80
System Organ Class (%)

Preferred Term (%) By Grade Grade 3-4 Grade 5 Any Grade Grade 3-4 Grade 5
TOTAL SUBJECTS WITH BN EVENT 14 5.3) 10 ( 3.8) 1 0.4 40 5.0) 3 3.8) 1 (¢ 1.3)
TNVESTIGATTONS 4 1.5) 30 1.1) 1 ( 0.4) 3( 3.8) 2 2.5) 1 ({ 1.3)

BSFPRETATE RMIMOTRANSFERASE 3 1.1) 3I{ 11 0 2 ( 2.5) 2 2.5) 4]

TNCRERSED

ATANTNE BMIMOTRANSFERASE 2 0.8) 24 0.8) 0 1 1.3) 1 1.3) 4]

INCRERSED

EFSTEIN-BARR VIRUS TEST FOSITIVE 1 0.4) 0 10 0.4) 1( 1.3) 4] 1( 1.3)
HEFATUEILIARY DISORDERS 2 0.8) 24 0.8) 0 1 1.3) 1 1.3) Q

AUTOIMMINE HEFRTITIS 1 0.4) 1 0.4 0 1( 1.3) 1 1.3) 4]

HEFATITIS 1 0.4) 1 ( 0.4) 0 4] 4] 4]
INFECTIONS AND INFESTRTIONS 2 0.8) 2 0.8) 0 Q 4] 4]

PELMNIA 2 0.8) 2( 0.8) o} 1] 1] Q

ATYFICAL PREIRMMIA 1 0.4) 1 0.4 0 4] 4] 4]
FESPIRETORY, THORACIC BND 2 0.8) 4] 0 4] 4] 4]
MEDTASTIMAL DISORDERS

FLEIFAL EFFUISTON 1 0.4) 0 0 4] 4] 4]

PERMMNITIS 1 0.4) 4] 0 4] 4] 4]
CRAROTAC DISCRCERS 1 0.4) 1 0.4) 0 4] 4] 4]

FERICAROTAL EFFUSTON 1 0.4) 1 0.4) 0 4] 4] 4]
GASTROINTESTINAL DISORDERS 1 0.4) 1 0.4 0 [4] [4] 4]

FRNCFEATITIS 1 0.4) 10 0.4) 0 4] 4] 4]
GEMERAL DISCORDERS RND 1 0.4) 4] 0 4] 4] 4]
AMMINISTRATION SITE OOMDITIONS

PYREXTA 1 0.4) 4] 4] 4] 1] 1]
MEQFLASMS BENIE, MRLIGIENT AND 1 0.4) 1( 0.4) 0 0 4] 4]
INSFECIFIED (INCL CYSTS BND FOLYFS)

MYELODYSFLASTIC SYNDR(ME 1 0.4) 1 ( 0.4 4] 4] 4] 4]
NERWVOOS SYSTEM DISORDERS 1 0.4) 10 0.4 4] 4] 4] 4]

SYNOOFE 1 0.4) 1 0.4) 4] 4] 1] 1]
FENRL BEND TRIMREY DISCRDERS 1 0.4) 0 4] 4] 4] 4]

ATOIMMNE NEFHRITIS 1 0.4) 4] 4] 4] 4] 4]

Drug-related Adverse Events Leading to Discontinuation
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Table 56: Summary of drug-related adverse events leading to discontinuation by worst
CTC grade (any grade, grade 3-4, gcrade 5) CA209205 Cohort A+B+C &
CA209039 all cHL, CA209205 Cohort B- All SCS subjects 120—day safety update

CA209205 Cohort A+B+C & CRAZ09039 all cHL CAZ209205 Cohort B
N = 266 N =80
System Organ Class (%)

Preferred Term (%) Any Grade Grade 3-4 Grade 5 Any Grade Grade 3-4 Grade 5
TOTAL SUBJECTS WITH AN EVENT 11 ( 4.1) 9 ( 3.4 0 3( 3.8) 3( 3.8) 0
INVESTIGATICNS 3( 1.1) 3( 1.1 0 2 ( 2.5) 2 ( 2.5 0

ASEARTATE AMIMNOTRANSFERASE 3( 1.1 3( 11 0 2 ( 2.5) 2 ( 2.5 0

TNCREASED

AILANTNE AMINOTRANSFERASE 2 ( 0.8 2 ( 0.8 0 1( 1.3) 1( 1.3) 0

INCREASED
HEPATOEILIARY DISORIERS 2 ( 0.8) 2 0 1( 1.3) 1( 1.3) 0

AJTOIMMONE HEPATITIS 1 ( 0.4) 1 0 1 ( 1.3) 1( 1.3) 0

EEPATITIS 1 ( 0.4) 1 0 0 0 0
FESPTRATCRY, THORACIC AND 2 ( 0.8 0 0 0 0 0
MEDTASTINAL DISCRIERS

FLEJRAL EFFUSICN 1( 0.4 0 0 0 0 0

ENEUMCMITIS 1( 0.4 0 0 0 0 0
CARDIAC DISCRLERS 1( 0.4 1( 0.4 0 0 0 (

PERTCARDTAL EFFUSION 1 1( 0.4 0 0
GASTROINTESTINAL DISORDERS 1 ) 19

PANCFEATITIS 1( 0 1( 0 0 0 0 0
INFECTIONS AND INFESTATIONS 1( 0.4 1( 0.9 0 0 0 0

BNELMONIA 1 ( 0.4) 1( 0.4) 0 0 0 0
NEOPIASMS BENIGN, MALIGNANT AND 1 ( 0.4) 1 ( 0.4) 0 0 0 0
NSPECIFIED (INCL CYSTS AND EOLYPS)

MYELODYSETASTIC SYNCRCME 1( 0.9 1( 0.9 0 0 0 0
NERNVOUS SYSTEM DISORDERS 1 ) 1( 0.4 0 0

SYNCO 1( 0 1 ( 0.4) 0 0 0 0
FEMNAL AND URTNARY DISCRCERS 1 ( 0.4) 0 0 0 0 0

AJTOIMMINE NEFHRITIS 1 ( 0.4) 0 0 0 0 0

Immunogenicity

In study CA209205, there was 1/159 (0.6%) subject who was ADA positive and who was not considered
persistent positive or neutralizing ADA positive. The highest titer value observed in this ADA-positive
subject was 4. Of the 159 subjects with a baseline and least 1 post-baseline ADA measurement, 26
subjects experienced select AEs in the hypersensitivity/infusion reaction category and all were ADA
negative.

In study CA209039, there was 1/19 (5.3%) subject who was ADA positive and who was not considered
persistent positive or neutralizing ADA positive. The highest titer value observed in this ADA-positive
subject was 32. Of the 19 subjects with a baseline and least 1 post-baseline ADA measurement, a total of
4 subjects experienced select AEs in the hypersensitivity/infusion reaction category and all were ADA
negative.

An integrated analysis of nivolumab immunogenicity assessments was performed with data across
indications from subjects treated with 3 mg/kg Q2W nivolumab (Studies CA209037, CA209063,
CA209066, CA209017, CA209057, CA209067 [nivolumab monotherapy arm only]), CA209025,
CA209205, and CA209039. Of 1586 subjects who were treated with nivolumab 3 mg/kg Q2W and
evaluable for the presence of ADA, 157 subjects (9.9%) tested positive for treatment-emergent ADA.
Only 2 subjects (0.1% of the total) were persistent positive, and neutralizing antibodies were detected in
only 9 (0.6% of the total) of the ADA positive subjects. There were no acute infusion reactions,
hypersensitivity events, or new or additional AEs observed in patients with neutralizing antibodies.

The incidence of immunogenicity has been updated and is depicted as selected adverse reaction in the
SmPC section 4.8.
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Table 57: Summary of hypersensitivity/infusion reactions by nivolumab ADA status
across studies - All treated subjects receiving nivolumab monotherapy with
ADA positive or ADA negative

Number of Subjects (%)

Nivolumah ADA Nivolumab ADA

Paositive Negative

Select AE Category: Hypersensitivity/Infusion Reaction (N=167T) (N =1468)
Total Subjects with an Event 424 105 (7.2)
Anaphylactic Shock 0 1(0.07)
Bronchospasm 1(0.6) 10 (0.7
Hypersensitivity 1(0.6) 42 (2.9)
Infusion Related Reaction 2(L.2) 58 (4.0)

Integrated data from studies CA209063. CA209037, CA2090606, CA209017, CA209057, CA209067 (monotherapy
arm), CA209025, CA209203 (Cohort A+B+C) and CA209039 (all cHL).

ADA positive: subject with at least 1 ADA positive sample relative to baseline at any tume after start of treatment.
ADA negative: subject with no ADA positive sample after the start of treatment. Post-baseline are assessmenits
reported after initiation of treatment.

Post marketing experience

Nivolumab was first approved on 04-Jul-2014 in Japan for unresectable melanoma and has since been
approved across multiple countries, including the US and the EU, and for other indications (eg, metastatic
NSCLC, advanced RCC). Based on routine pharmacovigilance activities conducted by the MAH
Pharmacovigilance and Epidemiology, review of postmarketing data confirms the clinical trial data for
nivolumab. To date, no new significant safety concerns have been identified based on the global
postmarketing reports.

2.5.1. Discussion on clinical safety

The safety of nivolumab monotherapy was assessed primarily based on the data from the integrated CHL
population (CA209205 cohort A+B+C (n=240) and CA209039 all cHL (n=23 subjects). The median
extent of follow-up was prolonged from 5.55 months to 9.49 months, the median number of doses
received increased from 10.0 to 16.0, and the number of the subjects who had at least 12 months
follow-up has been changed from 10 to 88.The safety data from the separate studies were in line with the
data from integrated analysis. The frequencies of immune-related pneumonitis, colitis, hepatitis,
nephritis and renal dysfunction, endocrinopathies, rash, infusion reactions, laboratory abnormalities and
immunogenicity have been updated in section 4.8 of the SmPC.

Patients with active autoimmune disease and symptomatic interstitial lung disease were excluded from
clinical trials of cHL, thus a warning has been included in section 4.4 of the SmPC. In the absence of data,
nivolumab should be used with caution in these populations after careful consideration of the potential
risk-benefit on an individual basis.

All-causality AEs and drug-related AEs were slightly higher in cohort B study CA209205 which is likely due
to the longer exposure duration and follow-up. In general, the types and frequencies of AEs were
consistent with prior nivolumab experience from other indications. In the 120-day safety update, the
majority of subjects (76.5%) received 290% of the planned nivolumab dose intensity, the median
number of nivolumab doses received was 16.

All-causality AEs of any grade were reported in 98.1% of subjects. The most frequently reported AEs
(=220% of subjects) were fatigue (32.3%), diarrhoea (28.9%), pyrexia (27.1%) and cough (25.9%).
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Drug-related AEs of any grade were reported in 77.1% of subjects. The most frequently reported
drug-related AEs (=10% of subjects) were fatigue (19.9%), infusion-related reaction (12.8%), diarrhoea
(13.5%), nausea (10.2%), and rash (12.0%).

All-causality Grade 3-4 AEs were reported in 35.0% of subjects. The most frequently reported Grade 3-4
AEs (=2% of subjects) were lipase increased (4.9%), neutropenia (3.0%), alanine aminotransferase
increased (2.6%) and anaemia (2.3%).

Drug-related Grade 3-4 AEs were reported in 19.5% of subjects. The most frequently reported Grade 3-4
drug-related AEs (= 1% of subjects) were lipase increased (3.8%), ALT increased (2.3%), neutropenia
(2.3%), amylase increased (1.5%) and AST (1.5%).

Increased lipase as AE (any grade) was reported more frequently in cHL subjects than in the pooled
nivolumab safety population (6.8% versus 3.1% and drug-related 4.9% versus 2.1%). Approximately
50% was grade 3-4 in both populations. The reported higher frequency of increased lipase in cHL
population was possibly due to systematic monitoring of serum lipase in the Phase 1 (CA209039) and
Phase 2 (CA209205) studies.

Pancreatitis was reported in 2 subjects in the cHL integrated population and 10 subjects in the pooled
population, with a similar incidence (0.8% versus 0.5%). Lipase increase and pancreatitis are reported in
the SmPC section 4.8.

The increased frequency of neutropenia is likely attributed to the cHL patient population since the
majority of subjects had previous exposure to high-dose chemotherapy and ASCT.

Among the most frequently reported AEs pyrexia was reported more frequently (= 5% difference) in cHL
than in RCC, melanoma, and NSCLC, this could be attributed to the underlying disease.

All-causality SAEs of any grade were reported in 23.3% of subjects. The most frequently reported SAEs
(=21% of subjects) were infusion-related reaction (1.9%), pneumonia (1.9%), pleural effusion (1.5%),
pyrexia (1.5%), malignant neoplasm progression (1.5%), dyspnoea (1.1%) and pneumonitis (1.1%0o).

Drug-related SAEs of any grade were reported in 10.2% of subjects. The most frequently reported
drug-related SAEs (=21% of subjects) were infusion-related reaction (1.9%) and pneumonitis (1.1%o)

All-causality Grade 3-4 SAEs were reported in 15.4% of subjects. The most frequently reported Grade 3-4
SAEs (=1% of subjects) were pneumonia (1.1%), dyspnoea (1.1%) and malignant neoplasm progression
(1.1%).

Drug-related Grade 3-4 SAEs were reported in 4.9% of subjects.

The frequencies of Select AEs (endocrine, gastrointestinal, hepatic, pulmonary, renal, and dermatological
events) showed similar frequencies as other indications.

A higher incidence of drug-related infusion reactions was observed in cHL versus other tumour types, this
is likely due to a high rate of reporting at one single site. The infusion-related reactions were reported at
higher frequencies in cHL (13.2%) compared with other tumour types: RCC (5.2%), melanoma (4.8%),
and NSCLC (2.2%). In the Integrated cHL Population -120-day safety update, the frequency of
hypersensitivity/infusion reactions (all causality, any grade) was 16.9%. Therefore, these
hypersensitivity/infusion reactions are not considered significantly clinically relevant to nivolumab
treatment.

In the integrated analysis, 18 subjects (6.8%) died, 3.4% of the death was due to disease progression
and one death (within 30 days of last dose) was attributed to a reason of “study drug toxicity” , eight

deaths (3.0%) were attributed to a reason of “other” and 0.4% due to study drug toxicities.
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Interpretation of the frequencies in the >65 years age group is limited for the total nivolumab
monotherapy group due to the small number of subjects. In the integrated cHL cohort only 7 subjects
were 265 years. The limited experience with elderly has been reflected in the SmPC.

There was am increase in number of cases with (moderate and severe) acute GvHD (87%), and alloSCT
associated death observed after nivolumab treatment which is of concern since it exceeds the percentage
of similar cases published in the literature (which has been reported close to 40%). The MOA as well as
limited published non-clinical and clinical studies suggest a relation between nivolumab and aGVHD. It is
notable that among the new cases reported in the safety update, there was a remarkable lower incidence
of acute GVHD and TRM. When comparing the median observation time after alloSCT, i.e. 308 days for
the initial 17 subjects and 41 days for the additional 23 subjects, the shorter follow-up in the additionally
reported patients is likely the most important factor contributing to the lower incidence rates for aGvHD
and TRM. Multivariate analysis results showed that for both aGvHD and OS, no relevant association
between transplant procedures and nivolumab treatment could be found. However, patient number is
small and the patient population is very heterogeneous, particular regarding follow-up duration. Based on
these data, a relationship between an increased risk for aGvHD and TRM following alloSCT after previous
exposure to nivolumab cannot be excluded. Therefore, acute GvHD has been included as an important
potential safety concern in the RMP and will be managed through routine pharmacovigilance (warning in
section 4.4 of the SmPC) and additional risk minimisation activities with updated educational material. In
addition, the CHMP has requested for the MAH to perform a registry study in patients who underwent
post-nivolumab allogenic HSCT.

2.5.2. Conclusions on clinical safety

The overall safety of nivolumab monotherapy in cHL appears to be consistent with the safety in approved
indications. In heavily pretreated cHL patients who received prior ASCT and brentuximab vedotin, the
safety profile of nivolumab monotherapy was consistent with the Integrated cHL Population, with higher
AE frequencies. The SmPC has been updated with the pooled frequencies for the adverse reactions. No
new safety concerns have been raised except for the increased risk for acute GvHD and TRM following
alloSCT after nivolumab exposure (see RMP). Because of the limited data available, it is not possible to
exclude causality between aGvHD and nivolumab following alloSCT. Therefore, complications of
allogeneic HSCT following nivolumab therapy has been included as an important potential risk and risk
minimisation measures will be put in place. There are few data on the safety of elderly patients with cHL
= 65 years of age, which has been include as missing information in the RMP.

The CHMP considers the following measures necessary to address issues related to safety:

e PASS: A registry study in patients who underwent post-nivolumab allogeneic hematopoietic stem
cell transplantation (HSCT) should be carried out.

2.5.3. PSUR cycle

The PSUR cycle remains unchanged.
The next data lock point will be 03/01/2017.

The annex Il related to the PSUR refers to the EURD list which remains unchanged.
2.6. Risk management plan

The CHMP received the following PRAC Advice on the submitted Risk Management Plan (RMP):

The PRAC considered that the RMP version 5.0 (dated 05 October 2015) could be acceptable if the
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applicant implements the changes to the RMP as described in the PRAC endorsed PRAC Rapporteur
Updated assessment report dated 09 June 2016.

The CHMP endorsed this advice.
The applicant implemented the changes in the RMP as requested by the PRAC the CHMP.

The CHMP endorsed the Risk Management Plan version 5.3 (dated 12 October 2016) with the following
content:

Safety concerns

Table 58: Summary of the safety concerns
Important e Immune-related pneumonitis
identified risks e Immune-related colitis

e Immune-related hepatitis

e Immune-related nephritis and renal dysfunction
e Immune-related endocrinopathies

e Immune-related rash

e Other immune-related ARs

e Severe infusion reactions

Important ¢ Embryofetal toxicity

potential risks e Immunogenicity

e Cardiac arrhythmias (previously treated melanoma indication, only)
e Complications of allogeneic HSCT following nivolumab therapy

Missing e Pediatric patients <18 years of age
information e Elderly patients with cHL > 65 years of age
e Patients with severe hepatic and/or renal impairment

e Patients with autoimmune disease

e Patients already receiving systemic immunosuppressants before starting
nivolumab

Pharmacovigilance plan

Table 59: Ongoing and planned additional PV Studies/Activities in the Pharmacovigilance
Plan

Study/ Activity Safety concern addressed Status Estimated date for

Type Title and Objectives submission of

Category (1-3 interim or final

study report

CA209835: A To assess Post-marketing safety Planned Final CSR
registry study in transplant-related assessment of the outcome of submission: 4Q
patients who complications post-nivolumab allogeneic HSCT 2022
underwent following prior

Qost_nivo|umab W

allogeneic HSCT
Category 3
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CA209234:
Pattern of Use,
Safety, and
Effectiveness of
Nivolumab in
Routine Oncology
Practice.

Category 3

To assess use
pattern,
effectiveness, and
safety of nivolumab,
and management of
important identified
risks of nivolumab in
patients with lung
cancer or melanoma
in routine oncology
practice

Post-marketing use safety
profile, management and
outcome of immune-related
pneumonitis, colitis, hepatitis,
nephritis and renal dysfunction,
endocrinopathies, rash, and
other immune-related adverse
reactions (uveitis, pancreatitis,
demyelination, Guillain-Barre
syndrome, and myasthenic
syndrome), and infusion

reactions

Started Final CSR

submission: 4Q2024

Risk Minimisation Measures

Table 60:

Summary table of the risk minimisation measures

Safety Concern

Routine Risk Minimization Measures

Additional Risk Minimization
Measures

Important Identified Risks

. Immune-related
pneumonitis

. Immune-related colitis
. Immune-related hepatitis

. Immune-related nephritis
and renal dysfunction

. Immune-related
endocrinopathies

. Immune related rash
. Other immune-related ARs

SmPC wording in section 4.2, 4.4,4.8

To further raise awareness of HCPs
on important risks and their
appropriate management,
additional risk minimization activity
includes a Communication Plan.
The Plan comprising 2 tools to be
distributed to potential prescribers
at launch by BMS:

e Adverse Reaction Management

Guide
e Patient Alert Card

Severe infusion reactions SmPC wording in section 4.4,4.8 None
Important Potential Risks

Embryofetal Toxicity SmPC wording in section 4.6, 5.3 None
Immunogenicity SmPC wording in section 4.8 None
Cardiac arrhythmias (previously | SmPC wording in section 4.8 None

treated melanoma indication,
only)

Complications of allogeneic
HSCT following nivolumab

therapy

SmPC wording in

section 4.4, 4.8

Adverse Reaction Management
Guide

Missing Information

Pediatric patients SmPC wording in section 4.2 None
Elderly patients with cHL > 65 SmPC wording in section 4.8, 5.1 None
years of age
Severe hepatic and/or renal SmPC wording in section 4.2, 5.2 None
impairment
Patients with autoimmune SmPC wording in section 4.4 None

disease
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Additional Risk Minimization
Safety Concern Routine Risk Minimization Measures Measures

Patients already receiving SmPC wording in section 4.4, 4.5 None

systemic immunosuppressants
before starting nivolumab

2.7. Update of the Product information

As a consequence of this new indication, section 4.1, 4.4, 4.8, 5.1 and 5.2 of the SmPC have been
updated. New warnings on interstitial lung disease and complications of allogenic HSCT post-nivolumab
treatment have been included. The Package Leaflet has been updated accordingly. For further details,
please refer to the full Pl in attachment.

In addition, the list of local representatives in the PL has been revised to amend contact details for the
representative(s) of Croatia.

2.7.1. User consultation

A justification for not performing a full user consultation with target patient groups on the package leaflet
has been submitted by the applicant and has been found acceptable. This variation does not involved
major changes to the Pl or impact the readability of the PL.

3. Benefit-Risk Balance

Benefits

The application for an extension of indication in cHL is based on the clinical data derived from two ongoing
single arm, open label studies, the phase Il study CA209205 (in patients having progressed after ASCT
with different cohorts having received or not brentuximab vedotin) and phase | study CA209039 (with
expansion cohorts studying different types of hematologic malignancies patients). Overall, patients
relapse or refractory after ASCT and brentuximab vedotin (cohort B study CA209205), patients having
progressed after ASCT but not treated with brentuximab vedotin (brentuximab naive; cohort A study
CA209205), patients having progressed after ASCT but treated with brentuximab before and/or after
ASCT (cohort C study CA209205) and finally, patients not eligible for ASCT (ASCT naive:; study
CA209039) have been included in the analyses.

Beneficial effects
¢ Nivolumab treatment after ASCT and treatment with brentuximab vedotin

In the integrated population (n=90) from study CA209205 (n=80) (cohort B) and CA209039 (n=15),
treatment of patients with nivolumab led to an ORR of 66.3% (IRRC analysis) with a CR of 6.3% and
median DOR of 13.14 months. Data from cohort C in patients with the same previous sequence of
treatment than in the cohort B (n=57) are consistent with the efficacy showed in the integrated
population. The efficacy results from this cohort look similar to cohort B, ORR was 72% (vs 66.3% in
cohort B Oct 2015 DBL) with 12% of CR (vs 9% CR in cohort B). Median time to reach a response was 2
months, according to the phase Il trial results, and almost 1 month when the phase | study is observed
but the difference could just be due to differences in the time point for assessment within studies (at week
4 in the phase | instead of week 9 in the CA209205 study).

Regarding the subgroups analyses (by age, gender, race, region, smoking status, B-symptoms at initial
diagnosis, baseline ECOG performance status, time from initial diagnosis to first transplant, time from
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recent transplant to first subsequent therapy, and number of prior lines of cancer therapy excluding
preparative regimens) the results are in line with those of the whole study population, even when the
previous response to brentuximab is included in the analysis.

Analysis of biomarkers such as 9p24.1 showed that patients with 9p24.1 amplification and increased PD-1
expression seemed more responsive to PD-L1 blockade; the association between best overall response
and H score was significant (p=0.013).

This antitumor activity appears to translate into a delay in the tumour progression, with a median PFS of
14.78 months. However, the number of events is still low (38/95 in the integrated population) and there
is no OS data.

¢ Nivolumab treatment after at least 2 prior therapies in patients who are not candidates for ASCT

Study CA209039 enrolled 5 ASCT-naive subjects (3 were brentuximab-naive and 2 had prior brentuximab
treatment) that were heavily pre-treated with at least 2 lines of prior systemic cancer therapy. Four out
of five ASCT naive subjects had an objective response both per IRRC and investigator. Two subjects, both
responders, were elected to discontinue nivolumab treatment and preceded to subsequent transplant.

Uncertainty in the knowledge about the beneficial effects

In patients heavily pre-treated (ASCT and brentuximab), mature PFS and OS data are still unavailable.
Therefore, the CHMP has requested the MAH to submit PFS and OS data from study CA209205 as part of
an Annex Il condition.

Results from PD-L1 expression according to the pre-specified cutoff of 1%, do not show meaningful
differences, although 90% of the quantifiable population (63 subjects) had PD-L1 =1%.

The value of TILs, lymphocyte activation and proliferation markers have not been analysed in CA209039
and CA209205 (all cohorts). Analysis of patients with 9p24.1 polysomy or PD-L1 expression showed that
in the first quartile were able to achieve partial remission and as such a clear relation between 9p24.1
polysomy or PD-L1 expression and efficacy of treatment can currently not be made. At this stage the
number of biopsies is small and analyses seem exploratory. The applicant is encouraged to aim at further
studying the correlation of biomarkers with efficacy in further studies. Additional biomarker analyses may
lead to improved understanding of biomarkers and the efficacy of nivolumab in cHL. Therefore, the CHMP
recommends for the MAH to pursue biomarker analysis in the context of cHL.

In ASCT-naive subjects with a median of 2 prior treatments, although efficacy was shown in 4/5 subjects,
the sample size was too limited for any meaningful conclusion and comparative data to a brentuximab

vedotin treatment arm was lacking. The CHMP had concerns that there were too few data to support an
expanded indication in patients that were ASCT- naive at this time considering that there are currently

other effective treatment options for this patient population.

It is unknown whether discontinuation of nivolumab monotherapy is safe in patients who have
discontinued and remained in CR for one year on nivolumab. Currently the SmPC states that treatment
duration of nivolumab should be continued as long as clinical benefit is observed or until treatment is no
longer tolerated by the patient. For cHL, this would mean that some patients who have achieved CR may
remain on therapy for a prolonged period of time until disease progression occurs. Therefore, the CHMP
recommends the MAH to submit efficacy and safety data from study CA209205 cohort C in order to
explore whether discontinuation of nivolumab monotherapy is safe in patients who have remained in CR
for one year on nivolumab.
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Risks

Unfavourable effects

The safety profile of nivolumab monotherapy was assessed primarily based on the data from the
integrated CHL population (CA209205 cohort A+B+C (n=240) and CA209039 all cHL (n=23 subjects).
Drug-related AEs of any grade were reported in 77.1% of subjects. The most frequently reported
drug-related AEs (=10% of subjects) were fatigue (19.9%), infusion-related reaction (12.8%), diarrhoea
(13.5%), nausea (10.2%), and rash (12.0%). Drug-related Grade 3-4 AEs were reported in 19.5% of
subjects. The most frequently reported Grade 3-4 drug-related AEs (= 1% of subjects) were lipase
increased (3.8%), ALT increased (2.3%), neutropenia (2.3%), amylase increased (1.5%) and AST
(1.5%). Lipase increased and neutropenia were the only Grade 3-4 AE reported more frequently (>1%
difference) in cHL than in the other tumour types.

In the integrated cHL Population (120-day safety update), there was a low frequency of AEs leading to
discontinuation (5.3% of subjects). Drug-related AEs leading to discontinuation of any grade were
reported in 4.1% of subjects. Drug-related Grade 3-4 AEs leading to discontinuation were reported in
3.4% of subjects.

In the integrated analysis (120-day Safety update), 18 subjects (6.8%) died. 3.4% of the death was due
to disease progression and one death (within 30 days of last dose) and 0.4% due to study drug toxicities.
Eight deaths (3.0%) were attributed to a reason of “other” and not thought to be related to the treatment.

The immunogenic potential of nivolumab monotherapy is low (0,6% in CA209205 and 5,3% in
CA209039). The incidence of infusion-related reactions is numerically higher in the cHL population than in
the nivolumab monotherapy treatment group. Delayed hypersensitivity can be observed beyond 6
months from the first dose of nivolumab at a very low frequency. Therefore, these
hypersensitivity/infusion reactions are not considered significantly clinically relevant to nivolumab
treatment.

Uncertainty in the knowledge about the unfavourable effects

Fatal events have occurred in patients who received allogeneic Stem Cell Transplantation (allo-SCT) after
nivolumab and there were a higher than expected number of patients who suffered aGvHD and TRM
compared to historical controls. The data is still preliminary and further follow up of patients undergoing
allogeneic HSCT after previous exposure to nivolumab would be needed to ascertain this risk.
Nevertheless, complications of allogeneic HSCT following nivolumab therapy has been included as an
important potential risk in the RMP and will be monitored through routine pharmacovigilance (SmPC
section 4.4). Additional risk minimisation activities have been included with an update to the educational
material on the risk of complications of allogenic HSCT following nivolumab therapy. In addition, the
CHMP has requested the MAH to follow up patients who underwent post-nivolumab allogeneic
hematopoietic stem cell transplantation (HSCT) in a registry study.

Interpretation of the frequencies in the >65 years age group is limited for the total nivolumab
monotherapy group due to the small number of subjects. The limited experience with elderly has been
reflected in the updated SmPC and added to the RMP as missing information.
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Effects Table

Table 61.:

Effects Table for Nivolumab in cHL adult patients with relapsed or refractory
classical Hodgkin lymphoma (cHL) after autologous stem cell transplant
(ASCT) and treatment with brentuximab vedotin. (data cut-off: April 2016)

Short

Description

Unit

Treatment

Control

Uncertainties/ References

Strength of evidence

Favourable Effects

% of patients

Data from 2 single arm

ORR with BOR of CR - . .
(Integrated or PR according studies with only 95 patients
opulation) to the 2007 IWG % 66.3 / Results seem robust
pop criteria (IRRC regardless of the study and
assessment) subgroup analyses
Time from the
st
(Intzorgted & rszg:résfe to Data not mature enough
o ulgation) roaression or months 13.14 (subjects with ongoing See Clinical
pop pdegth (IRRC No control response 13/63) ?fﬂcgg';a
assessment)
PES Tsltme from the
(Integrated I el 2 Median
o ulgation) to date of (months) 14.78 Data not mature
pop progression or
death
oS Time from 1% Median
(Integrated dosing date to (months) NA Data not mature
population) death
Unfavourable Effects
All AEs Adverse events
regardless % 98.1 Limited safety dataset
causality
Most frequent o
Fatigue drug-related AE /O .
Infusion
related DS 1RO % 12.8
- drug-related AE
reaction
. Most frequent ®
Diarrhoea drug-related AE %% 13.5
Most frequent o
nausea drug-related AE 4 o
No new safety
Percentage of concerns with
Adverse events nivolumab
AEs3(_3£ade grade 3-4 % 35 monotherapy
regardless treatment were
causality No control identified in cHL,
Percentage of except the
serious Adverse transplant-relat
All SAEs events % 23.3 ed deaths after
regardless nivolumab
causality treatment
Percentage of
Drug-related drug-related o
SAEs serious Adverse 4 o
events
frequency of
A".AES AEs leading to
leading to . . . % 5.3
Dose Delay discontinuation
%
frequency of
%;S;égﬁt}ed drug-related
g AEs leading to % 4.1
to Dose . . .
discontinuation
Delay

%
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Benefit-Risk Balance

Importance of favourable and unfavourable effects

The treatment of cHL patients with nivolumab showed an ORR with a high order of magnitude which in
itself is considered clinically meaningful. In the group of patients heavily pretreated (after ASCT and
brentuximab) and with limited treatment options available, tumour responses following treatment with
nivolumab are considered clinically relevant. In addition, support for this outcome is observed in the
prolonged durability of the responses. It is realistic to assume that the delay in tumour progression will
result in a higher PFS and longer OS in the long term. This is supported by the analysis from the most
recent prior systemic cancer therapy in Study CA209205 and comparing those to the median PFS offered
by nivolumab (14.78 months vs 5.19 months).

From a safety point of view, data are limited but so far no unexpected AEs have been identified.
Nonetheless, the potential complications (acute GvHD and TRM) in patients pretreated with nivolumab
and then with alloScT are uncertain, since the patient number is small and the patient population is very
heterogenous, especially regarding follow-up duration. This will be follow up by routine and additional
pharmacovigilance activities.

Benefit-risk balance
Discussion on the Benefit-Risk Balance

Hodgkin Lymphoma is a potentially curable disease in patients at first line, with a cure rate of
approximately 80% with the use of modern therapies. For patients who relapse, treatment of choice
consists of a chemotherapy regimen (different than that used in the first line) followed by high dose
chemotherapy and autologous stem cell rescue with or without radiation therapy. Once a subject
undergoes ASCT and subsequently relapses, the outcomes are generally poor and efficacious therapeutic
options are limited. The median OS of patients who relapse after ASCT was initially reported to be < 1
year; more recent data suggests that the median OS is evolving and may be closer to 2 years because of
the availability of newer therapies like brentuximab.

Data from the clinical development of nivolumab in cHL come from two small open label single arm
studies. In spite of the uncertainties generated by the lack of control group, the tumour response rates
achieved with nivolumab in a heavily pre-treated population (including ASCT and brentuximab, with a
median of number of prior systemic regimens excluding preparative regimen of 4) are considered
outstanding. Few efficacy alternatives are available after failure to ASCT and brentuximab vedotin.
Retreatment with brentuximab vedotin in those patients with a previous response to brentuximab
(CR/PR) appears to show an ORRs around 60%?2, which could be considered similar to nivolumab. The rest
of alternatives can hardly provide response rates above 30-40%. In fact, the ESMO guideline
recommends the use of palliative single agent chemotherapy with gemcitabine or bendamustine and/or
regional RT in patients with multiple relapses who have no other treatment options.

It is clear that in a relapse/refractory population heavily pre-treated with ASCT and brentuximab, the
treatment with nivolumab is able to provide high and durable tumour responses. This improvement in
antitumour activity is expected to translate into a clinical benefit in terms of PFS and OS, however, the
data are immature at this stage to draw any conclusions. As a follow up, the CHMP has request the MAH
to submit PFS and OS data from study CA209205.

It is of note that a higher than expected number of cases with (moderate and severe) acute GvHD, and
alloSCT-related deaths occurred after nivolumab treatment. As nivolumab releases the regulatory breaks
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that keep the immune system under control, the relationship between nivolumab and aGVHD cannot be
ruled out. According to the current guidelines, as alloSCT is currently not the preferred approach in the
post- autoSCT setting, nivolumab use prior to alloSCT does not result in a loss of chance per se. The
decision of treating patients with nivolumab following alloAST should be taken following careful
consideration to the potential benefits of SCT and the possible increased risk of transplant related
complications. This decision should be made on a case by case. Close monitoring of patients undergoing
alloSCT for hyperacute graft-versus-host-disease (GVHD), grade 3-4 acute GVHD, steroid requiring
febrile syndrome, hepatic veno-occlusive disease, and other transplant related complications is
recommended.

The CHMP considers the following measures necessary to address issues related to efficacy and safety:

e Annex Il condition Post-authorisation efficacy study (PAES): The MAH should submit the final
clinical Study report for study CA209205: a Phase 2, non-comparative, multi-cohort, single-arm,
open-label study of nivolumab (BMS-936558) in cHL subjects after failure of ASCT. The final
clinical study report should be submitted by 30th June 2017

e PASS: Aregistry study in patients who underwent post-nivolumab allogeneic hematopoietic stem
cell transplantation (HSCT) should be carried out.

4. Recommendations
Outcome

Based on the review of the submitted data, the CHMP considers the following variation acceptable and
therefore recommends the variation to the terms of the Marketing Authorisation, concerning the following
change:

Variation accepted Type Annexes
affected
C.1.6.a Change(s) to therapeutic indication(s) - Addition of a new | Type Il I, 11, I11A and
therapeutic indication or modification of an approved one 1B

Extension of Indication to include the treatment of adult patients with relapsed or refractory classical
Hodgkin lymphoma (cHL) after autologous stem cell transplant (ASCT) and treatment with brentuximab
vedotin; as a consequence, sections 4.1, 4.4, 4.8, 5.1 and 5.2 of the SmPC are updated in order to add
the proposed new indication, add a warning that patients with active autoimmune disease and
symptomatic interstitial lung disease were excluded from clinical trials of cHL, and update the safety and
pharmacodynamic information. The Package Leaflet is updated in accordance. Furthermore, the Pl is
brought in line with the latest QRD template version 10.0. Moreover, the updated RMP version 5.3 was
agreed during the procedure.

This recommendation is subject to the following amended condition:

Conditions and requirements of the marketing authorisation
- Additional risk minimisation measures

Prior to launch of OPDIVO in each Member State the Marketing Authorisation Holder (MAH) must agree
about the content and format of the educational programme, including communication media,
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distribution modalities, and any other aspects of the programme, with the National Competent
Authority.

The educational programme is aimed at increasing the awareness about the potential immune mediated
adverse events associated with OPDIVO use, how to manage them and to enhance the awareness of
patients or their caregivers on the signhs and symptoms relevant to the early those adverse events.

The MAH shall ensure that in each Member State where OPDIVO is marketed, all healthcare
professionals and patients/carers who are expected to prescribe and use OPDIVO have access to/are
provided with the following educational package:

e Physician educational material
e Patient alert card
The physician educational material should contain:

e The Summary of Product Characteristics

e Adverse Reaction Management Guide

The Adverse Reaction Management Guide shall contain the following key elements:

¢ Relevant information (e.g. seriousness, severity, frequency, time to onset, reversibility of the AE
as applicable) for the following safety concerns:

¢ Immune-related pneumonitis

e Immune-related colitis

¢ Immune-related hepatitis

e Immune-related nephritis or renal dysfunction
e Immune-related endocrinopathies

e Immune related rash

e Other immune-related ARs

¢ Potential risk of ‘Complications including acute graft-versus-host-disease and transplant
related mortality of allogeneic Haematopoietic Stem Cell Transplant following nivolumab
therapy’

¢ Details on how to minimise the safety concern through appropriate monitoring and management
e The patient alert card shall contain the following key messages:
e That OPDIVO treatment may increase the risk of:

¢ Immune-related pneumonitis

e Immune-related colitis

¢ Immune-related hepatitis

e Immune-related nephritis or renal dysfunction

e Immune-related endocrinopathies

e Immune related rash

e Other immune-related ARs
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e Signs or symptoms of the safety concern and when to seek attention from a HCP
e Contact details of the OPDIVO prescriber

The recommendation is further subject to the following new condition:

- Obligation to conduct post-authorisation measures

Description Due date

3. Post-authorisation efficacy study (PAES): The MAH should submit the The final clinical
final Study report for study CA209205: a Phase 2, non-comparative, study report should
multi-cohort, single-arm, open-label study of nivolumab (BMS-936558) in | be submitted by 30"
cHL subjects after failure of ASCT. June 2017
Appendix
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