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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 5 January 2018 an application for a variation.

The following variation was requested:

Variation requested Type Annexes
affected
C.1.6.a C.1.6.a - Change(s) to therapeutic indication(s) - Addition | Type Il I and I11B

of a new therapeutic indication or modification of an

approved one

Extension of indication to include the treatment of advanced (unresectable or metastatic) melanoma in
adults in combination with nivolumab for Yervoy. As a consequence, sections 4.1, 4.2, 4.4, 4.8, 5.1
and 5.2 of the SmPC are updated. The Package Leaflet and the RMP (version 20.0) are updated in
accordance. In addition, the Marketing Authorisation Holder (MAH) took the opportunity to update the
contact details of the Irish local representative in the Package Leaflet.

The requested variation proposed amendments to the Summary of Product Characteristics 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
P/0003/2017 on the agreement of a paediatric investigation plan (PIP) and an EMA decision
CW/1/2011 on the granting of a class waiver.

At the time of submission of the application, the PIP (P/0003/2017) was completed.

The PDCO issued an opinion on compliance for the PIP P/0003/2017.

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 applicant did not submit a critical report addressing the possible similarity with
authorised orphan medicinal products because there is no authorised orphan medicinal product for a
condition related to the proposed indication.

Scientific advice

The MAH did not seek scientific advice at the CHMP.
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1.2. Steps taken for the assessment of the product

The Rapporteur and Co-Rapporteur appointed by the CHMP were:

Rapporteur: Paula van Hennik Co-Rapporteur: N/A
Timetable Planned dates Actual dates
Start of procedure: 26 February 2018 26 February 2018
CHMP Rapporteur Assessment Report 26 March 2018 28 March 2018
PRAC Rapporteur Assessment Report 28 March 2018 28 March 2018
PRAC members comments 04 April 2018 04 April 2018
Updated PRAC Rapporteur Assessment Report 05 April 2018 N/A
PRAC Outcome 12 April 2018 12 April 2018
CHMP members comments 16 April 2018 16 April 2018
Updated CHMP Rapporteur(s) (Joint) Assessment 19 April 2018 N/A
Report
Opinion 26 April 2018 26 April 2018

2. Scientific discussion

2.1. Introduction

Each year in Europe, 62,000 new cases of melanoma are diagnosed?’. Although estimates suggest that
melanoma represents only 4% of all cases of skin cancer, it accounts for 80% of all skin cancer
deaths?. It is estimated that 20,000 people die of melanoma per year?®.

The outcome of melanoma depends on the stage at presentation. Approximately 85% of patients with
melanoma present with localised disease, 10% with regional disease and 5% with distant metastatic
disease. The 5-year survival rates in patients who present with localised disease and primary tumours
1.0 mm or less in thickness are very good, with more than 90% of patients surviving. The 5-year
survival rates decrease as the tumour spreads: for tumours of more than 1.0mm in thickness, survival
rates range from 50% to 90%, with regional node involvement survival rates are around 50%, for
within stage 11l (regional metastatic melanoma) 5-year survival rates range between 20-70%,
depending on primary nodal involvement. The long term survival for distant metastatic melanoma, the
5-year survival is less than 10%. Metastatic melanoma can spread to bone, lung, central nervous
system (CNS), liver, and skin. It can lead to pain, neurologic sequelae including chord compression
and nerve impingement, hemorrhage, and laboratory abnormalities. Generalized effects of metastatic
disease also include cachexia, thrombotic and embolic events, and infections.*

1 Ferlay J, Autier P, Boniol M, et al. Estimates of the cancer incidence and mortality in Europe in 2006. Ann Oncol 2007; 18:
581-592.

2 Miller AJ, Mihm MC. Melanoma. N Engl J Med 2006; 355:51-65. 77

3 Ferlay J, Soerjomataram I, Ervik M, et al. GLOBOCAN 2012 v1.0, Cancer Incidence and Mortality Worldwide: 1ARC
CancerBase No. 11 [Internet]. Lyon, France: International Agency for Research on Cancer; 2013. Accessed on 11-Aug-
2014.

4 DeVita, VT Jr, Hellman, S and Rosenberg, SA. Cancer: Principles and Available upon Request Practice of Oncology. 7th
Edition. 2005. (Chapter 119).
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Prior to 2011, approved therapies for the treatment of metastatic melanoma were limited and included
chemotherapy (DTIC) and immunotherapy (interleukin-2 [IL-2]). Since then, new therapeutic classes
have been added to the treatment armamentarium administered as monotherapy or in combination.
These include the B-RAF inhibitors vemurafenib (Zelboraf), dabrafenib (Tafinlar) and MEK inhibitors
trametinib (Mekinist) and cobimetinib (Cotellic), which are inhibitors of the serine threonine kinases
BRAF and MEK and monoclonal antibodies ipilimumab (Yervoy), an anti-CTLA-4 blocking antibody, and
nivolumab (Opdivo) and pembrolizumab (Keytruda) which bind to the programme cell death (PD-1)
receptor.

Yervoy (ipilimumab) is a human cytotoxic T-lymphocyte antigen 4 (CTLA-4)-blocking antibody and has
the following indication:

“for the treatment of advanced (unresectable or metastatic) melanoma in adults, and adolescents 12
years of age and older (see section 4.4)”.

OPDIVO is indicated for a number of indications, amongst others melanoma which is of interest for the
current variation application:

“Opdivo as monotherapy or in combination with ipilimumab is indicated for the treatment of advanced
(unresectable or metastatic) melanoma in adults.

Relative to nivolumab monotherapy, an increase in progression-free survival (PFS) and overall survival
(OS) for the combination of nivolumab with ipilimumab is established only in patients with low tumour
PD-L1 expression (see sections 4.4 and 5.1).”

The MAH has applied for an extension of indication to the MA of Yervoy with the proposed indication:

“YERVOQY in combination with nivolumab is indicated for the treatment of advanced (unresectable or
metastatic) melanoma in adults.

Relative to nivolumab monotherapy, an increase in progression-free survival (PFS) and overall survival
(OS) for the combination of nivolumab with ipilimumab is established only in patients with low tumour
PD-L1 expression (see sections 4.4 and 5.1).”.

The recommended dose is 1 mg/kg nivolumab administered as an intravenous infusion over 60
minutes every 3 weeks for the first 4 doses in combination with 3 mg/kg ipilimumab administered
intravenously over 90 minutes. This is then followed by a second phase in which 3 mg/kg nivolumab is
administered as an intravenous infusion over 60 minutes every 2 weeks. The first dose of nivolumab
monotherapy should be administered 3 weeks following the last dose of the combination of nivolumab
and ipilimumab.

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.

The proposed extension of indication is identical to the indication approved for Opdivo. Further, the
clinical data in support of the proposed indication are the same as for Opdivo and have been reviewed
by the CHMP during the variations EMEA/H/C/003985/11/003 (for final study report of phase 2
CA209069 and interim data from study CA209067) and EMA/H/C/00398/11/0032 (for the final results
from study CA209067).

2.2. Non-clinical aspects

No new non-clinical data have been submitted in this application, which was considered acceptable by
the CHMP.
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2.2.1. Ecotoxicity/environmental risk assessment

Nivolumab and ipilimumab are proteins, which are expected to be metabolised in the body and
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), ipilimumab is exempt
from the submission of an Environmental Risk Assessment as the product and excipients do not expect
to pose a significant risk to the environment.

2.2.2. Discussion on non-clinical aspects

The applicant did not submit studies for the ERA. According to the guideline, protein containing
products as active pharmaceutical ingredient(s) are exempt from ERA studies which is acceptable.

2.2.3. Conclusion on the non-clinical aspects

The lack of non-clinical studies is acceptable. No changes to the SmPC section 5.3 have been
proposed. Ipilimumab is not expected to pose a significant risk to the environment, thus the lack of an
ERA is acceptable.

2.3. Clinical aspects

2.3.1. Introduction

GCP

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.

e Tabular overview of clinical studies

Monotherapy and Combination Studies in Melanoma
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Study #Type

Study Objective

Study Design

Treatment Cohorts

# of Treated Subjects

Study Population

NIVOLUMAB MONOTHERAPY

MDX1106-03

To characterize the

Phase 1 multidose

Nivo 1. 3. or 10 mg/kg and 0.1 and 0.3

N=306 Treated

Metastatic NSCLC,

(CA209003) safety and tolerability  dose escalation mg/kg QIW CR.C. melanoma,
Safety, and determine the study of nivo RCC (clear cell), or
Efficacy, PK = MTD of multiple mCRPC
doses of nivo
CA209037 To estimate the ORR. ~ Phase 3, Nivo - 3 mg/kg IV QIW N=370 Treated Advanced melanoma
Efficacy in the nivo treatment  randomized (2:1) Investigator’s choice: DTIC 1000 (268 nivo and 102 IC) s/p anti-CTLA-4
Safety group and to compare  open-labelstudy  mg/m? TV Q3W or CAR (AUC 6) IV therapy. and if BRAF
- OS5 of nivo to of nivo vs and PAC 175mg/m2 Q3W First 120 nivo-treated subjects  mutation + s/p
mvestigator’s choice  investigator’s = . with 6 months follow-up for ~ BRAF inhibitor
choice (DTIC or OFRR analysis
PAC/CAR)
CA209066 To compare the OS Phase 3, Nivo - 3 mg/kg IV QIW N=411 Treated Previously untreated,
Efficacy, of nivo to DTIC randomuzed (1:1)  DTIC- 1000 me/m2 O3 W (206 Niva) BRAF WT
Safety double blind study mg/m2 Q3 unresectable or
of nivo vs DTIC metastatic melanoma
CA209067 To compare the PFS ~ Phase 3, Active dosing regimens: N=937 Treated Previously untreated,
Efficacy. and Oi ofnivo r:lu'lld'?mligdbl Nivo group: nivo 3 mg'kg IV Q2W Nivo group: 313 (215 BRAF ~ unresectable Olr
Sy mowbepem (D doutle S kg i3 WT a8 BRAT o) Ieastc melnons
nivoHpi to ipi - b mg'kg Q3W for 4 doses followed by Nivo+ipi group: 313 (212
i pi to 1pi nivo of nivo+ipt £ s H
(also included  monotherapy vs ipi nivo 3 mg/kg Q2W BRAF WT and 101 BRAF

with combo
studies
below)

Ipi group: ip1 3 mg'ke QIW for 4
doses

mutation +)
Ipi group:311 (215 BRAF WT
and 96 BRAF positive)

Study #Type

Study Objective

Study Design

Treatment Cohorts

# of Treated Subjects

Study Population

NIVOLUMARB & IPILIMUMAB COMBINATION THERAPY

CA209004 To assess the safety Open-label, Dose Escalation Cohorts 1-3: 127 Treated Unresectable Stage
Safety. and tolerability of multicenter, 8 doses of nivo Q3W + 4 doses of ip1 I or IV melanoma
Efficacy. PK  treatment with nivo multidose, dose-  Q3W then 8 doses of both drugs QI2ZW 1 01013 53 (0-3 prior therapies)
in combination with escalation trial of Cohort 1: 0.3 mg/kg / 3 mgkg m ,;7 BRAF WT
1ip1 when nive + 1p1 Cohort 2: 1 mg'kg / 3 mg'kg %}; (@7 T,
administered administered Cohort 2a- 3 mg/kg / 1 mg'kg Uf\]'K er%utatlon > &
concurrently or concurrently or Cohort 3: 3mg'kg / 3 mg'kg - )
sequentially afteript  sequentially. Sequential Dosing Cohorts 6-7: nivo Cohorts 6-7: 33
Q2W for 48 doses after prior 1p1
Cohort 6: 1 mg'kg No subjects were enrolled in
Cohort 7: 3 mg'kg Cohorts 4-5.
Expansion Cohort 8: nivo 1 mg/kg + ip1
3 mg'kg Q3W for 4 doses; then
nivolumab 3 mg/kg Q2W
y. 0 compare the ase 2, Active Dosing Regimens: N= reate revious Y
CA209069 T h ) Ph 2, g Reg N=140T: d P I
Efficacy. g}l’ﬂ&_as gietemunefd gm%timﬁ_edd(l:l) Nivo+Ipi group: nivo 1 me/ke + Nivotipi group: 94 (71 BRAF untreated,bl
Safety. Y mvestigators, o ‘01“:1 e—f 10 o 1p13 mglkg Q3W for 4 doses: then nivo WT and 23 BRAF mutation+) unresectable or
m\-oﬂtﬁl to i study of atvoHipt 3o ko QOW Ipi group:46 (37 BRAF WT meiasranc
uonotherapy Vet Ipi group: ipi 3 mg/ks Q3W for 4 doses  and 9 BRAF mutation +) melanoma
CA209067 Todcomp:}‘re_the PFS Pha;e 3, 4 Active Dosing Regimens: N=937 Treated Previou‘g}'
Efficacy. and OS of mvo randomize i - nivo 3 o TV O7W i - 313 (215 BRAF untreated,
Safety monotherapy to ip1 (1:1:1), double- M&.UE' e mefkg IV Q__W.' ?Vl"fo ggo;g.gl%‘_‘u{:_l_ BR " unresectable or
- monotherapy blind study of Nivo+Ipi group: nivo 1 mg/kg + 1pi 3 an mutationr+) metastatic
o nivo-+Hpi to i}{i nivo or nivo+ipi mg/kg Q3W for 4 doses followed by Nivo+ipi group: 313 (212 melanoma
(also included monotherapy Vs ipi nivo 3 mg'kg Q2W BRAF WT and 101 BRAF

with mono
studies
above)

Ipi group: ipi 3 mg'kg Q3W for 4 doses

mutation +)
Ipi group:311 (215 BRAF WT
and 96 BRAF positive)

Abbreviations: CAR: carboplatin, CRC: colorectal carcinoma, DTIC: dacarbazine, IV: Intravenous; ipi: ipilimumab. mCRPC: metastatic castrate resistant
prostate cancer, MTD: maximum tolerated dose, mivo: nivolumab, NSCLC: non-small cell lung cancer, ORR: objective response rate, OS: overall survival, PAC:
paclitaxel. PLA = placebo: PK: pharmacokinetics. PO: by mouth, Q2W: every 2 weeks: Q3W: every 3 weeks, RCC: renal cell carcinoma, s/p: status post. UNK:
unknown, WT: wild-type

2.3.2. Pharmacokinetics

The clinical pharmacology program of nivolumab in combination with ipilimumab was based on data
from three studies: two primary studies, a Phase 3, randomized, double-blind study of nivolumab
monotherapy or nivolumab combined with ipilimumab versus ipilimumab monotherapy in subjects with
previously untreated, unresectable or metastatic melanoma (CA209067) and a Phase 2, randomized,
double-blinded study of nivolumab (1 mg/kg) in combination with ipilimumab (3 mg/kg) vs ipilimumab
alone (3 mg/kg) in subjects with previously untreated, unresectable or metastatic melanoma
(CA209069); and a supportive Phase 1b, open-label, multidose, dose- escalation study of nivolumab in
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combination with ipilimumab in subjects with unresectable Stage Ill or Stage IV malignant melanoma
with 0-3 prior therapies (CA209004).

Population PK of the nivolumab+ipilimumab combination was characterised by combining data from
studies with data from selected ipilimumab and nivolumab monotherapy trials, which supported
previous monotherapy submissions of ipilimumab and nivolumab. The ipilimumab and nivolumab
exposures determined by PPK analyses were used to characterise the E-R relationships of efficacy and
safety. The immunogenicity of ipilimumab and nivolumab was also assessed in each of the above
studies as well as integrated for both the monotherapy and combination regimens.

Absorption

Pharmacokinetic characteristics of ipilimumab and nivolumab as previously described for their
respective melanoma monotherapy indications is summarised in Table 1.

Table 1: Summary of pharmacokinetic parameters for ipilimumab and nivolumab
monotherapies

Nivolumab Ipilimumab
Cl (ml/h) 9.5 (49.7%) 15.3 (38.5%)
Vss (L) 8.0 (30.4%) 7.2 (10.5%)
T1/2 (days) 27 (101%) 15 (30.6%)
Ctrough,ss (Hg/ml)
1 mg/kg 19 (38.8%)
3 mg/kg 57 (35.9%) 21.8 (51%)

Pharmacokinetic interaction studies

Study CA209004 was a dose-escalating study to assess the safety and tolerability of treatment with
nivolumab in combination with ipilimumab when administered concurrently or as sequenced regimens
in subjects with unresectable Stage Il or Stage IV malignant melanoma. Interaction of
pharmacokinetics between ipilimumab and nivolumab was evaluated by peak and trough
concentrations of each ipilimumab and nivolumab when given in combination using distinct regimens.

Ipilimumab and nivolumab were administered as an intravenous (1V) infusion at the protocol-specified
doses and rates. There were no dose adjustments allowed. After MTD was reached, 2 of the 6 subjects
who originally enrolled in Cohort 3 continued on study after de-escalation to Cohort 2 (1 mg/kg
nivolumab + 3 mg/kg ipilimumab).

The following table describes the dosing and duration of treatment for each cohort (Table 2).
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Table 2: Dosing and duration of treatment for each cohort

Cohort
Study Drug 1 2 2a 3 6 7 8"
Nivolumab, mg/kg 0.3 1 3 3 1
Ipilimumab, mg/kg 3 3 1 3 NA NA 3

* Combination treatment followed by 3 mg/kg nivolumab monotherapy Q2W

Abbreviations: NA = not applicable, Q2W: every 2 weeks

Cohort dosing (mg/kg): Cohort 1 =mivo 0.3:1p1 3; Cohort 2 =mvo 1:1p1 3; Cohort 2a = mvo 3:1p1 1; Cohort 3 = nivo
3:1p1 3; Cohort 6 = nivo 1: Cohort 7 =mn1vo 3: Cohort 8 =nivo 1:1p1 3/mvo 3.

Ipilimumab and nivolumab serum concentration time curves after the first dose for Cohorts 1-3 (Dose
Escalation Combination Therapy) and the Expansion Cohort 8 are shown in Figure 1 and Figure 2.

Figure 2: Plot of mean (+SD) ipilimumab serum concentration-time profiles following
coadministration of ipilimumab and nivolumab infusions on day 1

A dose-related increase in ipilimumab and nivolumab exposure was observed.

BMS-734016 StudyDay=1

Concentration (ug/mL)

T
0 50 100 150 200 250 300 350 400 450 500 550
Time (h)

Treatments  +=== 1 ss2 )
H+ 2 === 3

Figure 2: Plot of mean (+SD) ipilimumab serum concentration-time profiles following
coadministration of ipilimumab and nivolumab infusions on day 1
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Figure 1: Plot of mean (+SD) nivolumab serum concentration-time profiles following
coadministration of ipilimumab and nivolumab infusions on day 1

Ipilimumab peak concentrations at 3 mg/kg in combination with 1 mg/kg nivolumab after the first dose
were in the range of 63.5-68.5 pg/mL. Ipilimumab trough concentrations at 3 mg/kg in combination
with 1 mg/kg nivolumab after the first dose were in the range of 9.8-11.9 ug/mL. Ipilimumab peak and
troughs after Dose 1 were dose proportional between 1 and 3 mg/kg.

Nivolumab peak and trough concentrations after the first dose for 1 mg/kg of nivolumab in
combination with 3 mg/kg of ipilimumab Q3W were in the range of 18.1-21.5 pg/mL and 3.2-4.8
pg/mL, respectively. After the fourth dose, peak nivolumab concentrations increased dose proportional.

Interaction between ipilimumab and nivolumab PK was further evaluated in the popPK analysis
including sparse PK data from phase 2 study CA209069 and phase 3 study CA209067. The effect of
nivolumab coadministration on ipilimumab clearance in the popPK analysis ranged from -7.5% to 11%.
Ipilimumab co-administered with nivolumab appears to modestly increase nivolumab clearance.
Compared to nivolumab monotherapy, coadministration with ipilimumab 3 mg/kg resulted in a 35%
(Cl, 27% to 43%) higher nivolumab clearance whereas ipilimumab 1 mg/kg did not appear to have a
significant effect with a 2% (ClI, -21.4% to 24%) increase in nivolumab clearance. The geometric mean
model-predicted dose-normalised nivolumab Cmin, Cavg and Cmax at steady-state were
approximately 30.6%, 20.9% and 10.9% lower following nivolumab Q3W in combination with
ipilimumab 3 mg/kg compared to nivolumab Q3W without ipilimumab.

PopPK analyses

The final popPK models for ipilimumab and nivolumab monotherapy for melanoma were supplemented
with data from studies CA209004, CA209067 and CA209069 where ipilimumab was given in
combination with nivolumab.

For ipilimumab, the covariates assessed included ipilimumab antibody status, baseline LDH, baseline
BW and nivolumab co-administration on ipilimumab clearance. The magnitude of the effect of
continuous covariates, baseline body weight and LDH on clearance and baseline body weight on VC,
was outside the = 20% boundaries and is consistent with results from the previous analysis describing
ipilimumab PK for monotherapy, which determined baseline body weight and LDH to be statistically
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significant covariates. The typical values of Clearance and VC of 0.0134 L/hr and 4.04 L, respectively,
as well as the covariate effects of baseline body weight and LDH on clearance and baseline body
weight on VC of 0.692, 1.11, and 0.719, respectively.

The effect of positive anti-ipilimumab antibody status on clearance was assessed as a time-varying
covariate in the full model. A positive anti-ipilimumab antibody status from the current drug tolerant
assay (drug tolerance = 75 pg/mL), was estimated to have a negligible effect (magnitude of effect was
6%) on ipilimumab clearance in the analysis compared to a negative anti-ipilimumab antibody status.

The individual PK parameter estimates were obtained from the full model and are summarized in
Table 3.

Table 3: Summary statistics of individual measures of ipilimumab parameters in
ipilimumab combination therapy (Ipi: 3mg/kg Q3W, Nivo: 1Img/kg Q3W)

Exposure Estimate N Mean GeoMean Median (min, max) SD CV%
Baseline CL (BCL)
[mL/h] 260 13.9 13.4 13.5(5.67,33.4) 4.11 29.5
CLSS [mL/h] 260 10.6 10.2 10.3(4.39,25.6) 3.19 30.1
VCI[L] 260 3.78 3.69 3.74(1.32,6.54) 0.804 213
VSS [L] 260 6.67 6.62 6.63(4.21,9.43) 0.804 12.1
T-HALFa [h] 260 325 323 32.7(17.40.5) 3.22 9.9
T-HALFp [d] 260 20.6 20 20(10.9.41.4) 4.73 23
EMAXP 260 238 23.6 23.5(3.69,38.0) 2.64 11.1

Source: Analysis Directory: /global/pkms/data/CA/209/C20/prd/ipippk-combo2016/final/

For nivolumab, the following covariates were included in the full model: sex, body weight baseline
GFR, ECOG status, ipilimumab coadministration, nivolumab immunogenicity. They represent the effects
of ipilimumab coadministration and anti-nivolumab antibodies on nivolumab clearance, and the
significant covariates from the previous final model.

Compared to the reference of no anti-nivolumab antibody detected (antibody negative), the effect of
anti-nivolumab antibodies on nivolumab clearance was 25% (Cl, 16% to 34%) higher using the
current drug tolerant assay (3rd generation). In subjects with an ECOG performance status of >0,
nivolumab clearance was 22% higher (based on median values).

Male subjects had a 12% (CI, 9% to 16%) higher VC than females.

Baseline body weight was identified as a significant covariate for both clearance and VC with the
effects of BW at the 5th and 95th percentiles extending outside the + 20% boundaries, supporting the
dosing based on bodyweight.

The individual parameter estimates are obtained from the full popPK model and summarized in
Table 4.
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Table 4: Summary statistics of nivolumab PK parameters using post-hoc Bayesian
estimates of individual parameter from final popPK model

PK Pat'amem'“ Mean (SD) Geometric Mean Median (min, max)
(CVoo)
CL [L/h] 0.0108 (0.00532) 0.00983 (49.2) 0.00963 (0.00139. 0.0526)
VCI[L] 4.3 (1.1) 4.15 (25.6) 4.22(0.234, 9.83)
VP [L] 3.57(L.6) 3.32 (45) 3.33(0.492.25)
VSS[L] 7.86(2.1) 7.62 (26.6) 7.6 (3.19, 28.6)
T-HALFu [h] 40.3 (9.42) 39.2(234) 39.7 (4.73. 90)
T-HALFP [d] 26.4(19.3) 24.1(73.1) 24.3(5.02.617)

a , . .
T1/2p and T1/2u were calculated using formula as below:

KE=CL/VC: K12 =Q/VC; K21 = Q/VP; AA=KE + K12 + K21
8 =(AA-\-".-1A: - 4 x KE » K2l)‘ and , _ 0693

2 8 ={T)
e fa42_a. e
o =(.-L-i vAA 14 KE K'-l)‘ and ', =(0.Z§'3)

VSS was calculated using formula: VSS=VC+VP. Individual estimate of Q is 0.0297 L/h. as there are no random or
covariate effect parameters associated with Q in the full PPK model.

9
Source: Refer to Table 5.1.3.1-1 of the of the Population Pharmacokinetic and Exposure-Response Report

2.3.3. Pharmacodynamics

Primary and secondary pharmacology

Effect of ipilimumab and nivolumab on cytokine expression in human whole blood cells (MDX-1106-
010-008R 930036361)

Cytokine release assays of whole blood were performed to examine the potential of ipilimumab and
nivolumab alone and in combination to activate cytokine secretion from human peripheral blood cells.
Positive control anti-CD3 mAb (UCHT-1) induced cytokine secretion in all donors, while treatment with
ipilimumab and nivolumab mAbs alone or in combination did not stimulate cytokine secretion at
concentrations up to 100 pg/mL. Addition of the ipilimumab and nivolumab combination did not
promote nonspecific activation of lymphocytes.

PD-L1 Expression as a Potential Biomarker

The relevance of baseline PD-L1 expression in tumours as a potential biomarker of nivolumab efficacy
is discussed in the clinical efficacy section.

Activated T cells

Pharmacodynamic changes in activated (HLA-DR+) CD4 and CD8 T-cells were measured by flow
cytometry in subjects in Cohorts 1-3 and Cohort 8 at baseline and pre-dose at multiple timepoints
during treatment (Figure 3). Increases in activated CD4+ and CD8+ T-cells were observed with
concurrent dosing, while no increase was observed for nivolumab monotherapy. Following a single
dose of the treatment regimen, the mean percentage change from baseline of absolute levels of
activated CD4+T-cells and CD8+ T-cells, respectively, reached 106.8%/162.4% and 33.5%/111.9% in
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Cohorts 1-3 combined/Cohort 8. There was no consistent effect of the dose of nivolumab or ipilimumab

on the observed increases in activated CD4+ and CD8+ T-cells in Cohorts 1-3 and Cohort 8.

Associations between response and change in activated CD4+ and CD8+ T-cells were also not evident.
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Absolute lymphocyte counts (ALC) were measured from whole blood samples at pre-treatment and
during treatment. The maximum mean increase in absolute levels was 0.25 (x10*9 cells/liter) during
the first 12 weeks of the induction period in Cohorts 1-3 combined, and was 0.26 (x10*9 cells/liter)
during the combination period of Cohort 8.

Of the 12 serum cytokines included in the analyses (IFN-G, MIG, IP-10, IL-1a, IL-1b, IL-2ra, IL-6, IL-
10, TNFa, IL-12p40, IL-12p70 and IL-23), 6 had values that were measurable above the lower limits of
quantitation of the assay in >15 of the serum samples tested: MIG, IP-10, IL-2ra, IL-6, IL-10 and IL-
12p40. MIG, IP-10, IL-2ra and IL-10 were changed over time with treatment in Cohorts 1-3 (Dose
Escalation Combination Therapy) and Expansion Cohort 8.

2.3.4. PK/PD modelling

The E-R relationship of efficacy for PFS was developed using data from Study CA209067 in 927
subjects. The relationship between ipilimumab and nivolumab exposure (Cavgl) and time to PFS was
described by a semi-parametric Cox Proportional-Hazards (CPH) model. The model performance was
evaluated by comparing the cumulative probability of PFS predicted by the full model with that
determined by Kaplan-Meier analyses.

A graphical presentation of all of the estimated effects in the full model, showing the hazard ratios of
disease progression across the predictor ranges and the associated 95% confidence intervals is
presented in Figure 4.

The predictor variables with a significant effect on the PFS were PD-L1 expression status, gender, body
weight, and baseline LDH (95% CI of effect did not include 1). Nivolumab Cavgl was also significant
predictor of PFS. Cavgl of nivolumab produced from nivolumab 1 mg/kg+ ipilimumab 3 mg/kg had
improved PFS relative to Cavgl from nivolumab 3 mg/kg monotherapy. The 95% CI of all the other
predictor variables (M-stage, BRAF, ECOG status, age and baseline tumour size) evaluated did not
have a statistical significant effect on PFS.

Assessment report
EMA/291536/2018 Page 18/128



Covariate
Continuous = Reference (PO5 - P95)

Categorical = Comparator:Reference Hazard Ratio (95% CI)
M-Stage S 1.16 (0.954, 1.4)
MLc:MO/M1a/M1b (N=548:370)
PD-L1 —=- 0.668 (0.563, 0.794)
Positive: Negative (N=424:503)
BRAF Status ———— 1.01(0.825,1.23)
wild Type: Mutant (N=632:295)
ECOG - 1.04 (0.856, 1.27)
>0:=0 (N=247:680)
GENDER —=— 0.789 (0.646, 0.964)
Male:Female (M=597:330)
Baseline LDH [xULN] = i 2,07 (1i68..2.53}
L (056 . 3.56) 1 6.72 10.656, 0.791)
. [ 1.28 (1.03, 1.58
Body Weight [kg] e . 0E4 10723, 090 )
80 (56.5 - 113) N
Age [yr] L 0.965 (0.846, 1.1)
&0 (34 - £0) $ 1.05 (0.884, 1.24)
Baseline TS [mm] +L ?'géfg'ggg' 1?3;
50(13 - 192) = & ' R
Nivo Cavgl (Nivo 1/lpi 3) [ug/mL] —®— —f— TR I B
Nivo: 29.1 (5.25 - 10.5) ) ' ' e
Mivo Cavgl (Nivo 3 mTx) [ug/mL] -i . 0'50975(?1'46234'20'36335)
Nivo: 29.1 { 20.7 - 37.6) o ’ T
. g = | _ 708, 1.
Ipi Cavgl (Ipi 3 mTx) [ug/mL] —= G e Ay
Ipit0 (14.2 - 29.7)
I

0.1 Q.5 L.O 2.0 4.0

Hazard Ratic Relative to Reference Value
Estimate (95% Cl): Continuous (P95) —®8— Estimate (95% Cl): Categorical ——

Estimate (95% Cl): Continuous (P05 —#— Estimate (Continuous values > Reference)
Figure 3: Estimated covariate effects of exposure-PFS by Cox Proportional-Hazards
Analysis

The hazard ratio (HR) of PFS was predicted from the full model at various values of Cavgl, in order to
understand the impact of ipilimumab and nivolumab regimens on the risk of disease progression. The
median Cavgl at nivolumab 3 mg/kg monotherapy was used as the reference. The estimated hazard
ratios indicated a decreased risk of disease progression in the combination regimens (HR: 0.68)
compared with nivolumab 3 mg/kg monotherapy, while the risk was higher (HR: 1.87) in the
ipilimumab monotherapy group.

Exposure-Response Relationship for Safety

The E-R relationship of safety Adverse Events leading to dose discontinuation or death (AE-DC/D) was
developed using the data pooled from various regimens of ipilimumab and nivolumab in CA209004,
CA209037, CA209069, CA209066 and CA209067 in 1543 subjects. The popPK model predicted Cavgl
was used as the measure of exposure of both ipilimumab and nivolumab and the relationship between
ipilimumab and nivolumab exposure (Cavgl) and time to AE-DC/D was described by a semi-parametric
Cox Proportional Hazard model, and included assessments of the modulatory effect of covariates as
well as the potential interaction between ipilimumab and nivolumab Cavgl. The covariates for the full
model included age, BW, gender, baseline LDH, ECOG status, M stage, line of therapy and PD-L1
expression level.

The estimated covariate effects of E-R for safety are shown in Figure 5. The exposure effect was
represented by hazard ratios of ipilimumab 3 mg/kg and nivolumab 1 mg/kg + ipilimumab 3 mg/kg
compared with that of nivolumab 3 mg/kg (median Cavgl). It shows an increased hazard in both
ipilimumab monotherapy and combination therapy, with the combination therapy having a greater
increase.
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Covariate
Continuous = Reference (P05 — P95)

Categorical = Comparator:Reference Hazard Ratio (95% Cl}

PD-L1 Expression Level (>5%: <=5%) — 1.07 (0.864, 1.32)
S71:972

M Stage (MO/M1A/MIB:M1C) —i— 1.05 {(0.839, 1.31)
942:601

Line of Therapy (>=2nd line:1st line) e 0.748 (0.492, 1.13)
257:1286

ECOG (>=1:0) — 1.24 (0.979, 1.57)
424:1119

Sex (Male:Female) _— 1.2 (0.949, 1.52)
S61:982

Baseline LDH [xULN] N 0.853 (0 576, 6857
-

1 {(0.584 - 3. .44)

Body Weight [kg] [+ 1.18 (0.964. 1.44)
80 (55.5 - 112) == 0.883 (0.758. 1.03)

I 1.18 (1.06, 1.33)
Age [yr] e - 0.687 (0.533, 0_886)
65 (34 — 79)
Nivo Cavgl (Nivo 1/Ipi 3) [ug/mL] - 2813315358
Nivo:28.4 (4.96 - 10.3} '
Ipi Cavgl (pi 2 mTx) [ug/mlL] = = 163133398
Ipi:0 {(15.4 - 30.3) =
MNive Cavgl (Nivo 2 mTx) [ug/mL] T 0_; og.zci;;—,vg 1005;25;.
Nivo:28.4 (20.1 — 37.5]
0.1 0.5 1.0 2.0 4.0 B8B.0

Hazard Ratio Relative to Reference Walue

Estimate (95% ClI): Continuous (P95) —=— Estimate (95% Cl): Categorical e
Estimate (95% Ci): Continuous (POS) “F— Estimate (Continuous Values > Reference)

Note: hazard ratic at nivelumab 1 + ipilimumab 3 mg'kg was calculated by using median ipilimumab Cawvgl and

varying nivolumab Cavgl

Figure 4: Estimated covariate effects of exposure-safety (adverse events leading to
dose discontinuation or death) by Cox Proportional-Hazards analysis

Immunogenicity

Anti-ipilimumab antibodies

Of the 391 ipilimumab antibody evaluable subjects in the nivolumab+ipilimumab group, 24 (6.1%)
subjects were ipilimumab antibody positive at baseline and 33 (8.4%) subjects were ipilimumab
antibody positive after treatment. None of the subjects were considered persistent positive and only
one subject was considered neutralizing positive. The incidence of ipilimumab antibody in combination
was comparable to that reported for ipilimumab monotherapy.

Anti-nivolumab antibodies

Of the 394 subjects who were treated with nivolumab + ipilimumab in combination and evaluable for
the presence of anti-nivolumab antibodies, 149 (37.8%) subjects tested positive for anti-product
antibodies by an ECL assay. Twenty-five subjects were nivolumab antibody persistent positive (N=18,
4.6%) and/or NAb positive (N=18, 4.6%) in the combination group. The nivolumab antibody titers
appear to decrease after Week 12, corresponding to the beginning of the maintenance phase when
ipilimumab treatment was discontinued as per the schedule. The overall incidence of anti-nivolumab
antibodies in the assessed population was higher as compared to nivolumab monotherapy (12.3%).
Nivolumab clearance increased by 25% in the presence of anti-nivolumab antibodies.
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Immunogenicity — efficacy

Of the 25 subjects that were nivolumab antibody persistent positive and/or Nab positive in the
combination group, 5 (20%) subjects had a BOR of CR and 11 (44%) had a BOR of PR. Three (12%)
subjects had a BOR of SD and 6 (24%) had a BOR of PD. The 1 (4%) subject in the nivolumab +
ipilimumab combination group who was ipilimumab NAb positive had a BOR of PR. The one subject in
the nivolumab monotherapy group that was NAb positive had a BOR of CR.

An additional exposure-response (E-R) analysis of efficacy was conducted evaluating the effect of anti-
drug antibodies (ADA, positive-negative) with respect to progression free survival (PFS). The E-R
analysis of PFS was conducted using a full Cox proportional-hazards (CPH) model with data from 731
subjects who received either nivolumab monotherapy or 1 mg/kg nivolumab in combination with 3
mg/kg ipilimumab. The estimated HR of the occurrence of ADA on the risk of PFS was 1.03, and the
95% confidence interval (Cl) of HR included unity.

Immunogenicity — safety

The effect of immunogenicity on safety was assessed in studies CA209004, CA209069, and CA209067.
In studies CA209004 and CA209069, the safety profiles of the 4 persistent positive subjects and 1 NAb
positive subject were similar to those observed in nivolumab antibody negative subjects. There were
no hypersensitivity, acute infusion reactions, and new AEs observed in persistent or NAb positive
subjects compared to antibody negative subjects.

In Study CA209067 the number of subjects with hypersensitivity/infusion related reactions was similar
between the nivolumab+ipilimumab combination (n=14) and nivolumab monotherapy groups (n=16),
while slightly lower in the ipilimumab monotherapy group (n=9). In addition, in the nivolumab and
ipilimumab monotherapy groups, hypersensitivity/infusion related reactions were observed in antibody
negative subjects, whereas hypersensitivity and infusion related reactions were not observed in any
antibody positive subject.

2.3.5. Discussion on clinical pharmacology

Ipilimumab pharmacokinetics was similar when administered in combination with 1 mg/kg nivolumab
or as monotherapy. Nivolumab coadministration with ipilimumab 3 mg/kg resulted in a modest 35%
increase in nivolumab clearance, relative to the nivolumab clearance when given as monotherapy. The
modest effect of ipilimumab on nivolumab clearance is unlikely to be clinically relevant, because no
dose response of nivolumab in melanoma has been observed (range 0.1 — 10 mg/kg).

A dose finding study was conducted to evaluate safety and efficacy of the combination of nivolumab
and ipilimumab in patients with advanced melanoma. Treatment with 3 mg/kg nivolumab and 3 mg/kg
ipilimumab, the doses approved for monotherapy, resulted in dose-limiting toxicities that exceeded the
MTD. Treatment with 1 mg/kg nivolumab + 3 mg/kg ipilimumab or 3 mg/kg nivolumab + 1 mg/kg
ipilimumab were tolerable, establishing both dose combinations as the maximum tolerated dose.
Efficacy seemed comparable in both arms. The dose and exposure response evaluations for
monotherapy nivolumab suggested that increasing doses of nivolumab above 1 mg/kg did not change
the likelihood of response, while in monotherapy ipilimumab studies, increasing doses of ipilimumab
(0.3 mg/kg vs 3 mg/kg vs 10 mg/kg) increased the likelihood of clinical response. Therefore, the
selection of 1 mg/kg nivolumab + 3 mg/kg ipilimumab for the extension study and the clinical phase 2
& 3 study has been sufficiently substantiated.

The incidence of nivolumab antibodies was higher when nivolumab was combined with ipilimumab
relative to nivolumab monotherapy (37.8% vs. 12.3%). Neutralising antibodies were observed in 4.6%
of subjects treated with the combination and nivolumab clearance increased by 25% in the presence of
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nivolumab antibodies. The immunogenicity of ipilimumab when given in combination with nivolumab
was low (approximately 8.4% antibody positive), and had no impact on ipilimumab PK.

The risk of disease progression was lower for the combination of nivolumab and ipilimumab compared
to nivolumab monotherapy and ipilimumab monotherapy. The risk of disease progression was
evaluated in sensitivity analyses investigating further covariates. The risk of disease progression
appeared to increase with lower ipilimumab and nivolumab exposure, higher LDH and body weight, PD-
L1 positivity and in male melanoma subjects. Patients with ECOG status>0, high LDH, low albumin,
and poor appetite/low bodyweight tend to have lower antibody exposure. The risk of disease
progression decreased with increased tumour shrinkage data at Week 12 and in patients with positive
PD-L1 expression. The relevance of baseline PD-L1 expression as a potential biomarker of nivolumab
efficacy is discussed in the clinical efficacy section.

No association between baseline values or change from baseline of serum cytokines with response was
observed, nor was an association with dose of ipilimumab and/or nivolumab.

2.3.6. Conclusions on clinical pharmacology

Pharmacokinetics, pharmacodynamics and exposure-response relationships for the combination of
nivolumab with ipilimumab for treatment of advanced melanoma have been adequately investigated.
The SmPC has been updated in section 5.2 with PK data from the combination treatment.

2.4. Clinical efficacy

2.4.1. Dose response study(ies)

Dose selection

The dose of ipilimumab 3 mg/kg and nivolumab 1 mg/kg was based on the totality of available data
including anti-tumour activity and safety data in study CA209004.

Study CA209004

This was a Phase 1b, open-label, multi-center, multi-dose, dose-escalation study of nivolumab in
combination with ipilimumab. Study drugs were administered either concurrently (Cohorts 1 through 5
and Cohort 8) or in a sequenced regimen (Cohorts 6 and 7) (See Table 5).

For subjects enrolled in the concurrent dose cohorts, or dose-escalation cohorts (Cohorts 1 through 5),
the study consisted of Screening (up to 4 weeks), Treatment (induction for up to 24 weeks and
maintenance for up to 96 weeks), Follow-up (minimum of 12 weeks), and Survival Follow up (up to 3
years). During the treatment period, subjects were scheduled to receive nivolumab and ipilimumab in
combination for 4 doses, then nivolumab for 4 additional doses, followed by nivolumab and ipilimumab
in combination for 8 doses. The Cohort 3 dose regimen exceeded the maximum tolerated dose, thus no
subjects were enrolled in Cohorts 4 and 5.

For subjects enrolled in the sequenced regimen cohorts (Cohorts 6 and 7), the study consisted of 4
periods: Screening (up to 4 weeks), Study Treatment (up to 96 weeks), Follow-up (minimum of 12
weeks), and Survival Follow up (up to 3 years).

For subjects enrolled in the nivolumab/ipilimumab combination expansion cohort (Cohort 8), the study
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consisted of the screening period (up to 4 weeks), Treatment period (combination treatment for 12
weeks then nivolumab monotherapy for 96 weeks), Follow-up (minimum of 12 weeks), and Survival
Follow up (up to 3 years). During the treatment period, subjects were scheduled to receive nivolumab
and ipilimumab in combination for 4 doses Q3W, followed by nivolumab alone Q2W.

Table 5: Treatment regimen for cohorts 1 — 8 for combination of nivolumab and
ipilimumab — Study CA209004
Cohort
Study Drug 1 2 2a 3 6 7 g*
Nivolumab. mg/kg 03 1 3 3 1 3 1
Ipilimumab, mg'kg 3 3 1 3 NA NA 3

Combination treatment followed by 3 mg/kg nivolumab monotherapy Q2W
Abbreviations: NA = not applicable, Q2W: every 2 weeks
Cohort dosing (mg/kg): Cohort 1 =nivo 0.3:1p1 3; Cohort 2 =nive 1:p1 3; Cohort 2a = nivo 3:1p1 1; Cohort 3 = mvo
3:1pi 3; Cohort 6 = nivo 1; Cohort 7 = nivo 3; Cohort 8 = nivo 1:1pi 3/nivo 3.

Outcomes

The results of the various cohorts are presented in the Tables below (Table 6, Table 7 and Table 8).

Table 6: Subjects in cohorts 1-3 (Dose Escalation Combination Therapy) — Study
CA209004

Murber (%) of Subjects

Cohort 1 Cohort 2a Cohort 3 Total, Cohorts 1-3
N =14 N =16 N=¢& N =253
2(14) 3(18) 4(25) 0 9(17)
Partial Response (FR) L(7) 5(29) 4(25) 3(50) 13(25)
Progressive Disease 8(57) 7(41) 5(31) 1(17) 21 (40)
Stable Disease 2(14) 1(8) 3(19) 2(33) 8(15)
(8D >=24 weeks) 2(14) 0 3(19) 0 5(9)
Unable to Detemmine (7 L(e) 0 0 2(4)
Objective Response Rate 3(21) 8(47) 8(50) 3(5 (r(]) 22(42)
95% CI (4.7,50.8) (23.0,72.2) (24.7,75.3) (11.8,88.2) (28.1,55.9)
Disease Control Rate 5(36) 8(47) 11 (69) 3(50) 27(51)
95% CI (12.8,64.9) (23.0,72.2) (41.3,89.0) (11.8,88.2) (36.8,64.9)
Aggregate Response 5(36) 9(53) 11(69) 5(83) 30(57)
(CR,PR,uCR, uFR,irCR,irFR)
Rate
95% CI (12.8,64.9) (27.8,77.0) (41.3,89.0) (35.9,99.6) (42.3,70.2)
Abblz:matlu“nﬂ CI = confidence interval; CR = complete response; PD = progressive disease; PR = partial response; SD = stable

chort 3 = nivo 3:ipj_ 3.
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Table 7:

treated subjects, Cohort 8) — Study CA209004

Number (%) of Subjects

Response by mWHO criteria:

Cohort 8 (N=41)

Best overall response

Complete response (CR) 3(7)
Partial Response (PR) 15 (37)
Progressive disease (PD) 14 (34)
Stable disease 6(15)
Stable disease =24 weeks 2(5)
Unable to determine 3(7)
Objective response rate 18 (44)
95% CI 28.5,60.3
Disease control rate 20 (49)
95% CI 32.9.64.9
Aggregate response (CR. PR, uCR, uPR. irCR, irPR) 20 (49)
95% CI 32.9.64.9

Abbreviations: CI = confidence interval; CR = complete response;
SD = stable disease.
Cohort dosing (mg/kg): Cohort 8 =nivo 1:ipi 3/nivo 3.

PD = progressive disease; PR = partial response:

Note: Objective Response Rate (ORR) will be defined as the total number of subjects whose BOR 1s CR, PR divided

by the total number of subjects in the population of interest. Aggre

gate response rate 1s essentially immune-related

overall response rate (irORR). as there was no uPR or uCR in this study. Disease Control Rate is the total number of
subjects whose best overall response is CR. PR, or SD 224 weeks divided by the total number of treated subjects.

Overall response summary including mwHO and Immune-Related Criteria (all

Table 8: Summary of efficacy in all subjects treated with nivolumab sequential therapy
(Cohorts 6-7) - Study CA209004
Number (%) of Subjects
Cohort € Cohort 7 Total, Cohort -7
Besponse by mifHO criteria: N =16 N =17 N=33
Best Owerall Responss
C = Responss (CR) 2(1Z2) [u]
al Response (FR) 7(41) 2(19)
=ssive Dissass 5(29) 8 (50)
Stable Diseass 2{12) 5(31)
0 1(€)
1ig) o
Chjective Response Rats 5(53) 3(19) 12 (36)
95% CI (27.8,77.0) (4.0,45.6) (20.4,54.9)
Disease Control Rate S(53) 4(23) 13(39)
95% CI (27.8,77.0) (7.3,52.4) {22.9,57.9)

Ikbreviations: CI: confidence intsrval.
tne subject in Cchort 7 ach

Note: + indicates assessment

Cohort dosing (mg/kg) : Cchort € = niwvo 1; Cchort 7

2.4.2. Main study(ies)

Title of Study CA209067: A Phase 3, Randomized, Double-blind Study of Nivolumab

of response 1s CTLOITIC .

= niwvo 3.

Monotherapy or Nivolumab Combined With Ipilimumab Versus Ipilimumab Monotherapy in

Subjects With Previously Untreated Unresectable or Metastatic Melanoma
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Methods

Figure 5 Study design schematic - CA209067

Double-Blind

Group A
nivolumab 3 mg'kg -
IV QIW + rpilimumab- Treat until
placebo on weeks 1, 4 and RECIST 1.1
nivolumab-placebo on defmgd .
weeks 4 for cycles 1 and 2 Progression
or
unacceptable
Unresectable or ] Group B toxicIty
Metastatic Stratify by: nivolumab 1 mg/kg
Melanoma 1. PD-L1 IV combined with
. status ipilimumab 3 meg'kg
+  Previously 2. BRAF Y Q3W for 4 doses then
untreated st:{t‘usl nivolumab 3 mg/'kg
*  Tissue 3. AJceM IV Q2W + nivolumab-
available for stage at placebo on weeks 3 and 5 * Pre mav be
PD-L1 testing. Screcning. for cycles 1 and 2 . o
< treated bevond
prograssion
Group C under
ipilimumab 3mg/kg profocol-
IV Q3W for a total of defined
4 doses + nivolumab- circumstances
placebo on
weeks 1, 3.4, and 5 for
cycles 1 and 2 then Q2W

Study participants

Key inclusion criteria were as follows:
- ECOG performance status O or 1.

- Histologically confirmed Stage Il (unresectable) or Stage IV melanoma, as per AJCC staging
system.

- Treatment naive patients (ie, no prior systemic anticancer therapy for unresectable or metastatic
melanoma). Prior adjuvant or neoadjuvant melanoma therapy was permitted if it was completed at
least 6 weeks prior to randomisation, and all related adverse events had either returned to
baseline or stabilised.

- Measurable disease by computer tomography or magnetic resonance imaging (MRI) per RECIST
1.1 criteria.

- Known BRAF V600 mutation status or consent to BRAF V600 mutation testing per local institutional
standards during the Screening Period.

- Tumour tissue from an unresectable or metastatic site of disease must be provided for biomarker
analyses. In order to be randomised, a subject must have been classified as PD-L1 positive, PD-L1
negative, or PD-L1 indeterminate. If an insufficient amount of tumour tissue from an unresectable
or metastatic site was available prior to the start of the screening phase subjects must have
consented to allow the acquisition of additional tumour tissue for performance of biomarker
analyses.

Key exclusion criteria were as follows:
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- Active brain metastases or leptomeningeal metastases. Subjects with brain metastases were
eligible if these had been treated and there was no MRI evidence of progression for at least8 weeks
after treatment was complete and within 28 days prior to first dose of study drug administration.

- Ocular melanoma.

- Subjects with active, known or suspected autoimmune disease. Subjects with vitiligo, type |
diabetes mellitus, residual hypothyroidism due to autoimmune condition only requiring hormone
replacement, psoriasis not requiring systemic treatment, or conditions not expected to recur in the
absence of an external trigger were permitted to enrol.

- Subjects with 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.

- Prior treatment with an anti-PD-1, anti-PD-L1, anti-PD-L2, or anti-CTLA-4 antibody, or any other
antibody or drug specifically targeting T-cell costimulation or immune checkpoint pathways.

Treatments

This study consisted of 3 phases: screening, treatment, and follow-up.

One cycle of treatment was defined as 6 weeks. On-study tumour assessments began 12 weeks (+ 1
week) from randomisation and continued every 6 weeks (* 1 week) for the first 12 months up to week
49 from randomisation and every 12 weeks (£ 1 week) thereafter until disease progression. Subjects
continued to have tumour assessments in the follow up period if they discontinued treatment for
reasons other than progression (eg, toxicity). Treatment beyond initial investigator-assessed Response
Evaluation Criteria In Solid Tumours (RECIST) 1.1-defined progression was permitted if the subject
had investigator-assessed clinical benefit and tolerated the study drug.

Nivolumab at 3 mg/kg (nivolumab group), 1 mg/kg (nivolumab+ipilimumab group), or nivolumab
placebo (ipilimumab group) was administered IV over 60 minutes followed by ipilimumab at 3 mg/kg
(nivolumab+ipilimumab group and ipilimumab group) or ipilimumab placebo (nivolumab group)
administered IV over 90 minutes. Dosing schedule for the different cycles is shown in Table 9 and
Table 10 below.
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Table 9: Dosing schedule for cycle 1 and cycle 2 — Study CA209067

1 Cvcle = 6 weeks

Dayv 1 Dav1 Dayv 1 Dav 1l
Week 1 Week 3 Week 4 Week 5
Group A 3mg/kg Nivolumab 1 mgkg
Nivolumab Monotherapy Imgkg Nivolumab-Placebo 3Imgkg
3mg/kg + Placebo Nivolumab Imgkg Nivolumab
Imgkg .
- Ipilimumab-
Ipilimumab- Placebo
Placebo N
Group B 1 mg'kg 1 mg'ke
) . a o a,
Nivolumab 1mg/ke + Nivolumab 3 mg/ke Nivolumab 3 mgkg
Ipilimumab 3 mg/'kg Nivolumab- Nivolumab-
Placebo Placebo
3 mgkg Imgkg
Ipilimumab Ipilimumab
Group C Imgkg 1 mg'kg
Ipilimumab Monotherapy Nl;‘{;l;n];zb- Imgkg Nivolumab-Placebo Imgkg
3mg/kg+ Placebo Nivolumab- Nivolumab-
Placebo Placebo
Imgkg
3Imgkg Ipilimumab
Ipilimumab

Group B - In order to protect the blind. the Img/kg nivolumab administered on D1W1 and D1W4 in cycles 1 and
2 was to be diluted to the same velume as 3 mg/kg nivolumab-placebo prepared on D1W3, D1W5 and treatment
visits after Cycle 2.

Table 10: Dosing schedule cycle 3 and beyond — Study CA209067

1 Cycle = 6 weeks

Dayv1 Day1 Dayv 1

Week 1 Week 3 Week 5
Arm A (Nivolumab Monotherapy + 3 mg'kg Nivelumab 3 mg'kg Nivolumab 3 mg/kg Nivolumab
Placebo)
Arm B (Nivolumab + Ipilimumab) 3 mg'kg Nivelumab 3 mg'kg Nivolumab 3 mg/kg Nivolumab
Arm C (Ipilimumab Monotherapy + 3 mg/'kg Nivolumab- 3 mg/kg Nivolumab- 3 mg'kg Nivolumab-
Placebo) Placebo Placebo Placebo

Source: Protocol (Appendix 1.1)

Dose escalation or reduction was not permitted.

The protocol allowed for administration of study drugs to be delayed based on drug-related AEs
attributed to nivolumab, ipilimumab, or both.

The following medications were prohibited during the study:

- Immunosuppressive agents, except to treat a drug-related adverse event.

- Systemic corticosteroids > 10 mg daily prednisone equivalent, except to treat a drug-related
adverse event.

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

Supportive care for disease-related symptoms was allowed for all subjects in the trial.
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Objectives

Primary Objective

To compare PFS and OS of nivolumab monotherapy to ipilimumab monotherapy and that of nivolumab
combined with ipilimumab to ipilimumab monotherapy in subjects with previously untreated,
unresectable or metastatic melanoma.

Secondary Objective(s)

- To compare objective response rate (ORR) of nivolumab monotherapy to ipilimumab
monotherapy and that of nivolumab combined with ipilimumab to ipilimumab monotherapy in
subjects with unresectable or metastatic melanoma.

- evaluate differences in OS, PFS, and ORR between nivolumab combined with ipilimumab and
nivolumab monotherapy in subjects with unresectable or metastatic melanoma

- To evaluate whether PD-L1 expression is a predictive biomarker for OS

- To evaluate Health Related Quality of Life (HRQoL) as assessed by the European Organisation
for Research and Treatment of Cancer (EORTC) QLQ-C30

Outcomes/endpoints

Co-Primary Endpoints: The co-primary endpoints were PFS and OS

- PFS was defined as the time from randomisation to the date of first documented disease
progression, as assessed by the investigator per RECIST 1.1, or death due to any cause,
whichever occurs first.

- 0OS was defined as the time between the date of randomisation and the date of death due to
any cause. OS will be censored on the last date a subject was known to be alive.

Secondary endpoints

- ORR, defined as the number of subjects with a best overall response (BOR) of a complete
response (CR) or partial response (PR) divided by the number of randomised subjects for each
treatment group;

- Differences in OS, PFS and ORR between the groups;

- PD-L1 expression as a predictive biomarker for OS;

- Health-related quality of life (HRQoL) was assessed from European Organization for Research
and Treatment of Cancer (EORTC) QLQ-C30 responses.

PD-L1 Results

PD-L1 expression was based on two different assays: Verified DAKO PD-L1 IHC assay and Validated
DAKO PD-L1 IHC assay. At study initiation, the validated assay was not available. Analytical
comparison of the verified and validated assays by DAKO using 104 melanoma tissue samples
demonstrated an overall agreement in PD-L1 status between the assays of 97.1% using both 1% and
5% cut-off.
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PD-L1 expression was defined as the percent of tumour cells demonstrating plasma membrane PD-L1
staining in a minimum of 100 evaluable tumour cells per a DAKO PD-L1 IHC assay (this is referred to
as quantifiable PD-L1 expression). If the PD-L1 staining could not be quantified, it was further
classified as:

- Indeterminate: Tumour cell membrane staining hampered for pre-specified reasons attributed
to the biology of the tumour tissue sample, such as high melanin content or high cytoplasmic
staining, and not because of improper sample preparation or handling.

- Not evaluable: Tumour tissue sample was not optimally collected or prepared.
- Missing: Tumour tissue sample not available for evaluation.

For stratification purposes with the verified assay, quantifiable PD-L1 expression was dichotomized by
a 5% cut-off. PD-L1 positive status was defined as a tumour specimen with 5% tumour cell membrane
staining, and subjects were stratified based on a PD-L1 positive status or PD-L1 negative
/indeterminate status. Using this cut-off, the MAH determined in tumour biopsy specimens from Study
MDX1106-034, that 45% of melanoma subjects were defined as PD-L1 positive. Conversely, PD-L1
negative status was defined as a tumour specimen with <5% tumour cell membrane staining.

Exploratory endpoints included Duration of objective response (DOR), Time to objective response
(TTR), safety and tolerability, pharmacokinetics, immunogenicity, potential association between
biomarker (eg, PD-L1) expression and efficacy endpoints, potential association between natural genetic
variation and efficacy endpoints, and change in health status (EuroQoL EQ-5D).

Sample size

Approximately 915 subjects were planned to be randomised to 3 treatment groups in a 1:1:1ratio. The
sample size of the study accounted for the co-primary endpoints of PFS and OS, with an alpha
allocation of 0.01 for PFS and 0.04 for OS. Formal analyses of PFS and OS were planned to be
conducted at different time points.

- The PFS analysis was targeted to occur after all subjects had 9 months follow-up per sample size
and power considerations. However, the required minimum follow-up for analysis of PFS was 6
months.

For each PFS comparison, the number of events projected to be observed at 9 months follow-up
provide approximately 83% power to detect an average hazard ratio (HR) of 0.71 with a Type | error
of 0.005 (two-sided).

- The OS analysis was targeted to occur after all subjects had 28 months follow-up per sample size
and power considerations. However, the required minimum follow-up for analysis of OS was 22
months.

For each OS comparison, the number of events projected to be observed at 28 months of follow up
provide approximately 99% power to detect an average HR of 0.65 with a Type | error of 0.02 (two-
sided).

Approximately 9 months was required to enroll the required number of subjects.
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Randomisation

Subjects who met all eligibility criteria were randomized in a 1:1:1 ratio to Arm A: nivolumab+
placebo, Arm B: nivolumab + ipilimumab, or Arm C: ipilimumab + placebo, stratified byPD-L1 status
(positive or negative as determined by the verified assay), M Stage at screening (M0O/M1a/M1b vs
M1c), and BRAF V600 mutation status (wildtype [WT] vs mutation positive).

Blinding (masking)

The study was a double blinded study where the subjects and the investigator were blinded to the
study drug administered (nivolumab plus placebo, ipilimumab plus placebo, or nivolumab plus
ipilimumab). Upon progression of disease and treatment discontinuation, the investigator and subject
were unblinded to each subject’s treatment assignment through the IVRS.

Statistical methods

Analyses were conducted in following populations:

Formal analyses of PFS and OS were conducted at different time points with PFS being analysed first
(PFS analysis time point) followed by analysis of OS (OS analysis time point). Except where otherwise
noted, analyses were conducted at both time points.

Time to event distributions (i.e. PFS, OS, time to response, and duration of response) were estimated
using Kaplan Meier techniques. When appropriate, the median along with 95% CI was estimated based
on Brookmeyer and Crowley methodology (using log-log transformation for constructing the confidence
intervals). Rates at fixed time points (e.g. OS at 12 months) were derived from the Kaplan Meier
estimate along with their corresponding log-log transformed 95% confidence intervals. Confidence
intervals for binomial proportions were derived using the Clopper-Pearson method.

The difference in ORRs between the 2 treatment groups along with their two-sided 95% CI was
estimated using the following Cochran-Mantel-Haenszel (CMH) method of weighting, adjusting for the
stratification factors PD-L1 status, M stage, and BRAF status.

Primary Endpoint

a) PFS analyses were conducted on data from subjects classified as PD-L1 positive, PD-L1negative, or
PD-L1 indeterminate and regardless of BRAF status. These analyses were done using a 2-sided log-
rank test stratified by PD-L1 status, BRAF status, and M Stage at screening (IVRS source) in
randomised subjects to compare each of the 2 experimental treatments to the control group. Hazard
ratios (HRs) and corresponding two-sided 99.5% Cls were estimated using a Cox proportional hazards
model, with treatment group as a single covariate, stratified by the above factors.

b) OS for each of the two experimental arms will be compared to the control group using a two-sided
log-rank test stratified by PD-L1 status, BRAF status, and M Stage at screening (IVRS source) in all
randomised subjects using Hochberg’s procedure to address multiplicity.

Results

Nivolumab as monotherapy or in combination with ipilimumab was approved for the treatment of
advanced (unresectable or metastatic) melanoma in adults was approved on the submission of efficacy
and safety data from Study CA209067 for the first co-primary endpoint of PFS, based on a 17-Feb-
2015 DBL with a minimum follow-up of 9 months after first dose of study therapy, were provided. In
addition, reports providing descriptive OS results and PFS and ORR updates based on the 13-Nov-2015
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DBL with a minimum follow-up of at least 18 months after first dose of study therapy were submitted
during the procedure (EMA/H/C/003985/11/003, refer to EPAR Opdivo). Additional efficacy, including
the co-primary endpoint of overall survival (0OS), and safety data were based on the CA209067 Final
CSR based on a database lock (DBL) of 13-Sep-2016 and provides at least 28 months of follow-up for
all subjects. Additional OS data based on 36 months of follow-up (DBL 24 May 2017) were provided as
well and discussed in the CHMP (EMA/H/C/003985/11/032). The current description of results is
primarily derived from the latter procedure.

Participant flow

Of the 945 subjects randomized (316 to NIVO, 314 to NIVO+IPI, and 315 to IPI), 937 (99.2%) were
treated (NIVO: 313, NIVO+IPI: 313, and IPI: 311). As of the DBL for the CA209067 Final CSR, the
proportion of subjects continuing in the treatment period in the NIVO, NIVO+IPI, and IPI groups was
20.4% (64/313), 14.1% (44/313), and 5.1% (16/311), respectively (see Table 11).

Table 11: Subject Status Summary - End of Treatment Period, Treated Subjects
Hivolumab +
SUBJECTS 313 313 311 o937
SUBJECTS CCWNTINULING IN THE TRERTMENT PERICD (%) &4 ( 20.4) 44 ( 14.1) le { 5.1) 129 ( 13.2)
SUBJECTS NOT CONTINUING IN THE TREATMENT FERICD (%) 245 ( 79.8) 269 ( B5.9) 2585 ( 94.9) 513 ( B&.B)
BERSCHN FCOR NOT CONTINUING IN THE TREATMENT PEEICD (%)
DISERSE PROGRESSION 170 { 54.3) B8 ( 2B.1) 224 { 72.0 482 ( 51.4)
STUDY [RG TCEICITY 40 { 12.8) 131 ( 41.9) S0 ( 1e. 2Z1 ( 23.%8)
CERTH 1 { 0.3) 3 ( 1.0) 1 { 0.3) 5 ( 0.5)
AIWERSE EVENT MBELLTED TO STULY LB T 2.2) 15 ( 4.8) g ( 1.9 Z8 ( 3.0)
SUBJECT FECJUEST TO DISCOWTINUE STUDY TREATMFNT 17 { 5.4) 114 ( 4.5) 8 ( Z.8) 39 ( 4.2)
SUBJECT WITHLREW CCHSENT 0 3( 1.0) 0 3 (¢ 0.3)
1OST TO FOLLCW-UR 1 ( 0.3) 0 0 1 ( 0.1)
MEXTMM CILINTCAL BEMEFIT B ( 2.8) 11 { 3.5) 2 ( 0.g) 21 { 2.2)
POOR,/MCH-CCMELTANCE 1{ 0.3) 1 { 0.3) 1 { 0.3 3 ( 0.3)
FRERTNCY 0 a 0 a
SUBJECT MO LCWEER MEETS STUDY CRITERIR 0 1 ({ 0.3) 0 1 ({ 0.1)
LIMINISTRATIVE REASCN BY SPCHSCR 0 a 0 a
CTHER 4 ( 1.3) 2 ( 0.g) 2 ( 0.8) g ( 0.9)
HOT FEFCETED 0 o] 1 { 0.3) 1 ( 0.1)
SUBJECTS CCNTINUINMG IN THE STUDY (%) 1&7 { 53.4) 161 ( 57.8) 106 { 34.1) 454 ( 48.5)
SUBJECTS NOT COMTINUING IN THE STUDY (%) 146 { 46.€) 132 [ 42.2) 205 { €5.9) 483 ( 51.5)
Percentages bassd on subjects entering period.
Program Scurce: Sprodjects/ms2l7225/stats/primary/orog/takles,rt—ds—off.sas 13RPR2015:20:13:48
Recruitment

The enrolment period lasted approximately 10 months (Jun-2013 to Mar-2014). The last subject was
randomized on 31-Mar-2014 and the last subject first treatment was on 01-Apr-2014. Study
CA209067 completed its primary and secondary objectives; the clinical cut-off date for CA209067 was
01-Aug-2016 with a clinical DBL on 13-Sep-2016. Although the co-primary analysis of OS is
completed, the study is ongoing and additional survival follow-up may continue for up to 5 years from
this final analysis.

The study will end when survival follow-up is completed. 945 subjects were randomized at 137 sites in
21 countries (Australia, Austria, Belgium, Canada, Czech Republic, Denmark, Finland, France,
Germany, Ireland, Israel, Italy, Netherlands, New Zealand, Norway, Poland, Spain, Sweden,
Switzerland, United Kingdom, and United States of America.
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Conduct of the study

Relevant protocol deviations (significant protocol deviations that could potentially affect the
interpretability of study results) were reported in 0.7% of subjects (NIVO 1.6%, NIVO+IPI 0.3%, and
IP1 0.3%). No relevant protocol deviation at study entry was reported in > 1 subject.

The most common relevant protocol deviation during the treatment period was receipt of concurrent
anti-cancer therapy, affecting 1.3% of subjects in the NIVO group, no subjects in the NIVO+IPI group,
and 0.3% of subjects in the IPI group (see Table 12).

Table 12: Relevant Protocol Deviations Summary (all randomised subjects) — Study
CA209067
Numker of Subjects (%)
Mivelumsb +
Mivolumsb Ipilimmab Tpilimmab Total
N = 316 N = 314 N = 315 N = 545
SUBJECTS WITH AT IEAST CWE DEVIATION 5( 1.8) 1{ 0.3) 1 { 0.3) 7 0.7)
LT ENTRENCE
SUBJECT WITH BASFITHE ECOG PERFUBMEMCE STATUS > 1 1 ({ 0.3) 0 o 1 { 0.1)
PRICR SYSTEMIC ANTT-CANCER TREATMENT IN THE METASTATIC SETIING 0 1 { 0.3) 0 1( 0.1)
N> HISTOLOGICALLY DOOMENTED STARZE ITI CR STRGE IV METLAMIME, 0 0 o 0]
AS PFR ARJOC STRAGING SYSTEM
RENOWT BRAF Vel STATUS (CBE) 0 0 o 0]
Ci-TREATMENT L[EVIATICNS
SUBJECT RECEIVING CCHCOUBRENT ANTI-CRANCER THERAFPY 4 { 1.3) 0 1( 0.3) 5 { 0.5
SUBJECTS TREATED DIFFERENILY AS BANDCMIZED 0 0 o 0]

An additional Amendment to protocol (only applicable in DE sites) was introduced on 15-Jul-2015: At
the request of the local health authority, the contraception method of “Male Condom with Spermicide”
was reclassified under the “Less Effective Methods of Contraception” category.

Baseline data

Baseline demographic and disease characteristics are presented in Table 13, Table 14, Table 15 and
Table 16.

Assessment report
EMA/291536/2018 Page 32/128



Table 13: Demographic characteristics summary (all randomised subjects) — Study

CA209067
Nivolumab +
Nivolumalb Ipilimmab Ipilimmel Total
N = 3le N = 314 N = 315 N = 945
LEE (YERRS)
N 3le 314 315 943
MERN 58.7 59.3 60.8 58.6
MEDIZN 60.0 €1.0 62.0 61.0
MIN , MEX 25, 90 18 , 88 1z , 89 18 , %0
STANDARD CEVIATION 12.92 13.86 132.23 12.69
IACE CATEGORIZATION I (%)
< 65 188 ( €2.7) 185 ( 58.9) 182 ( 57.8) 565 ( 59.8)
>= 65 118 ( 37.3) 129 ( 41.1) 133 ( 42.2) 380 ( 40.2)
RAGE CRTEGORIZATICN IT (%)
< 65 188 ( €2.7) 185 ( 58.9) 182 ( 57.8) 565 ( 59.8)
>= £5 AND < 75 79 ( 25.0) a4 ( 25.9) 89 ( 28.3) 262 ( 27.7)
>= 75 39 ( 12.3) 35 ( 11.1) 44 ( 14.0) 118 ( 12.5)
CENCER. (%)
MELE 202 ( 63.9) 206 ( €5.6) 202 ( e4.1) 610 ( &4.€)
FEMALE 114 ( 3€.1) 108 ( 24.4) 113 ( 35.9) 235 ( 35.4)
RECE (%)
WHITE 308 ( 97.35) 310 ( 9B8.7) 303 ( 96.2) 921 ( 97.5)
ELACF CR RAFRICEN AMERTCEN 0 a o] 0
RSIEN 2 ( 0.8) 2 ( 0.8) e ( 1.9 10 ( 1.1)
AMERICAN INDIZN CR ALASKR NATIVE 1 ( 0.3) i} 0 1 ( 0.1)
NATIVE HAFRTITAN OR OTHER FPRCTFIC ISLANDER 1 ( 0.3) 4] o] 1 ( 0.1)
OTHER 4 ( 1.3) 2 ( 0.8) 3 ( 1.8) 11 { 1.2)
NOT REPCRTED 0 a 1 ( 0.3) 1 ( 0.1)
Table 14: Baseline PD-L1, M Stage, AJCC Stage, and BRAF Status summary (all
randomised subjects) — Study CA209067
Munler of Subjscts (%)
Nivolumab +
Nivolumab Ipilimmab Ipilimmeb Total
N = 3le N = 314 N = 315 N = 945
ED-L1 STATUS (IVRES)
POSTTIVE 143 ( 45.3) 144 ( 45.9) 144 ( 45.7) 431 ( 45.€)
NEGATIVE, INDETERMINATE 173 ( 54.7) 170 ( 54.1) 171 ( 54.3) 514 ( 54.4)
M STRGE AT STUDY ENTRY (IVRS)
MO0/MIB/MIB 132 ( 41.8) 133 ( 42.4) 132 ( 41.9) 397 ( 42.0)
Mlc 184 ( 58.2) 181 ( 57.€) 183 ( 58.1) 548 ( 58.0)
M STRGE AT STUDY ENTRY (CRF)
MO0/MIB/MIB 131 ( 41.5) 125 ( 41.1) 126 ( 40.0) 386 ( 40.8)
Mlc 185 ( 58.3) 185 ( 38.9) 189 ( €0.0) 359 ( 35.2)
AJOT STRAGE AT STUDY ENTEY
STRGE III 25 ( 7.9) 17 ( 5.4) 22 ( 7.0) &4 ( €.8)
STRGE IV 291 ( 92.1) 257 ( 94.8) 293 ( 93.0) 881 ( 93.2)
ERAF STRATUS (IVRS3)
MUTENT 100 ( 31.8) 101 ( 32.2 97 ( 30.8) 2%8 ( 31.3)
WILDTYPE 216 ( €8.4) 213 ( €7.8) 218 ( €9.2) 647 ( €B.3)
ERLF STRATUS (CRF)
MUTENT 98 ( 31.0) 100 ( 31.7) 300 ( 31.7)
WILDTYPE 218 ( €9.0) 215 ( €8.3) 645 ( €8.3)
ERRF MUTATICN TEST
COBAS+HTHXID 85 ( 26.9) 89 ( 28.3) 96 ( 30.3) 270 ( 2B.g)
OTHER 182 ( 57.€) 151 ( 48.1) 1le4 ( 52.1) 457 ( 32.8)
TUNEICWT 45 ( 15.3) 74 ( 23.8€) 35 ( 17.3) 178 ( 18.8)
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Table 15: Other baseline characteristics summary (all randomised subjects) — Study
CA209067
Mivolumsl +
Nivolumab Ipilimmab Ipilimmalb Total
N = 316 N = 314 N = 315 N = 945
EEGICN
us 68 ( 21.5) €4 ( 20.4) 75 ( 23.8) 207 ( 21.9)
EU 170 { 52.8) 177 ( 56.4) 170 ( 54.0) 517 ( 54.7)
AUSTRALIZL 38 ( 12.0) 40 ( 12.7) 37 ( 11.7) 115 ( 12.2)
REST OF WORID 40 ( 12.7) 33 ( 10.5) 33 ( 10.5) 106 ( 11.2)
BASET.TNE LDH
<= Uy 196 ( €2.0) 199 ( 62.4) 194 ( €L.€) 589 ( €2.3)
> UIN 112 ( 35.4) 114 ( 36.3) 115 ( 36.5) 341 ( 36.1)
<= 2N 271 { 85.8) 276 { 87.9) 279 ( 88.6) 826 ( 87.4)
> DMIIN 37 ( 11.7) 37 ( 11.8) 30 ( 9.5) 104 ( 11.0)
NOT REECRTED B ( 2.5 1({ 0.3) 6 ( 1.9) 15 ( 1.8
HISTCRY COF ERAIN METASTASES
YES B ( 2.5 11 ( 3.5) 15 ( 4.8) 24 ( 3.6)
No 308 ( 97.5) 303 ( 96.5) 300 ( 95.2 911 ( 96.4)
SMCFING STRTUS
YES 133 ( 42.1) 138 { 43.9) 139 ( 44.1) 410 ( 43.4)
NO 170 ( 52.8) 161 ( 51.3) 167 ( 52.0) 4%8 ( 52.7)
UNENCVN 13 ( 4.1) 15 ( 4.8) 9 ( 2.9) 37 ( 3.9)
Nivolumab +
Nivolumalb Ipilimmab Ipilimumals Total
N = 3l& N = 314 N = 315 N = 945
SUBJECTS WITH AT LERST CONE IESICN (B) (%) 315 ( 99.7) 314 (100.0) 315 (100.0) 944 ( 99.9)
SITE OF LESION (&) (B) (%)
BONE 29 ( 9.2) 30 ( 9.€) 37 (11.7) 9e ( 10.2
CENTRAL NERVOUS SYSTEM 4] 3 ( 1.0) T ( 2.2) 10 { 1.1)
INTESTINE 1z ( 3.8) 11 { 3.5) le { 5.1) 3% ( 4.1)
LIVER 8% ( 28.2) 93 ( 29.¢) 92 ( 29.2) 274 { 29.0)
LUNG 183 ( 57.9) 124 ( 58.6) 124 ( 58.4) 551 ( 58.3)
LiMEH NODE 180 ( 57.0) 174 ( 55.4) 196 ( €2.2 550 ( 58.2
OTHER 24 ( T.8) 27 ( 8.¢) 25 ( 7.9) T ( B.0)
SFIN 57 ( 18.0) 43 ( 13.7) 36 ( 11.4) 136 ( 14.4)
SOFT TISSUE 102 ( 32.3) 105 ( 33.4) 98 ( 31.1) 305 ( 32.3)
VISCERRL, OTHER 73 ( 23.7) 71 { 22.8) 75 ( 23.8) 221 ( 23.4)
NIMEER OF SITES WITH AT LEAST ONE ILESION (B) (%)
1 83 ( 26.3) 40 ( 28.7) 83 ( 26.3) 236 ( 27.1)
2 107 ( 33.9) 101 ( 32.2) 96 ( 30.3) 304 ( 32.Z2
3 69 ( 21.8) 64 ( 20.4) 75 ( 23.8) 208 ( 22.0)
4 38 ( 12.0) 40 ( 12.7) 46 ( 14.€) 124 { 13.1)
=5 18 { 5.7) 1% ( 6.1) 15 { 4.8) 32 { 3.3)
Table 16: Prior cancer therapy summary (all randomised subjects) — Study CA209067

Mumber of Subjects (%)

Nivolumalk +
Nivolumab Ipilimmalb Ipilimumal Total
N = 3le N = 314 N = 315 N = 945
FRICE NEC—ADJUVANT THERLRFY
YE3 1( 0.3 3 ( 1.49) 2 ( 0.€) & ( 0.€)
NO 315 ( 99.7) 311 ( 99.0) 313 ( 95.4) 939 ( 99.4)
FRICE ADJUVENT THERAPY
YE3 73 ( 23.1) 68 ( 21.7) 64 ( 20.3) 205 ( 21.7)
NO 243 ( 78.9) 24¢ ( 78.3) 251 ( 79.7) 740 ( 78.3)
TIME FROM COMELETICN COF PRICR ADJUVANT THERAFY TO BAENDOMIZATION (&)
< & MONTHS 21 ( 28.8) 25 ( 36.8) 21 ( 32.8) €7 ( 32.7)
»= & MONTHS 51 [ €5.9) 43 ( €3.2) 42 ( E5.€8) 136 { €6.3)
NCOT REPCRTED 1( 1.4) 0 1 ( 1l.8) 2 ( 1.0)
FRICE SURGERY FELATED TC CENCER
YE3 31z ( 98.7) 307 ( 97.8) 306 ( 97.1) 925 ( 97.9)
NO ( 1.3) T( 2.2) g ( 2.9) 20 ( 2.1)
FRICE FADTCTHERRPY
YE3 79 ( 25.0) 73 ( 23.2) 59 ( 18.7) 211 ( 22.3)
NO 237 ( 75.0) 241 ( 76.8) 25¢ ( Bl.3) T34 ( 77.7)
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For All Randomized subjects:
e The majority of the subjects were male (64.6%) and white (97.5%).
e Mean age was 59.6 years, with 12.5% of subjects aged 75 years or older.

e The percentage of subjects who were BRAF mutation positive was 31.7% as recorded in the
CSRs.

e The proportion of evaluable subjects with PD-L1 positive expression (> 5%) was 26.5%
(223/843) based on the validated assay.

e At trial entry, the majority of subjects (93.2%) were AJCC Stage IV and 58.0% of subjects had
tumours characterized as M1c.

e The percentage of subjects who received adjuvant therapy was 21.7%. The most frequently
received adjuvant therapy was interferon.

87.9% of treated subjects in the NIVO group received > 90% of the planned dose intensity, which was
similar to ipilimumab in the IPI group (88.4%) and greater than nivolumab and ipilimumab in the
NIVO+IPI group (69.0% and 70.6%, respectively).

The median duration of therapy was 6.60 months in the NIVO group, 2.83 months in the NIVO+IPI
group, and 3.02 months in the IPI group. A greater proportion of subjects were continuing in the study
at the time of analysis in the NIVO+IPI group (57.8%), as compared to the NIVO group and IPI group
(53.4% and 34.1%, respectively).

Numbers analysed

The All-Randomized population was the primary population used for the primary efficacy analysis and
the All-Treated population was the primary population used for safety analyses (Table 17 and
Table 18).
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Table 17:

Analysis populations — Study CA209067

Population

All Enrolled Subjects: All subjects who signed an

informed consent form and were registered into the IVRS.

This is the population for pre-treatment disposition.

All Randomized Subjects: All subjects who were

randomized to any treatment group. This is the primary
dataset for amalyses of study conduct, study population, and

efficacy analyses.

All Treated Subjects: All subjects who recerved at least

one dose of any study medication. This is the primary
dataset for analyses of exposure and safety.

Biomarker Subjects: All randomized subjects with
available biomarker data.

All ramdomized subjects with quantifiable tumor PD-L1
expression at baseline. See definitions of baseline and

quantifiable fumor PD-L1 expression in Table 3.5-1.

PD-L1 Evaluable Subjects, validated assay

NIVO Group NIVOAIPI Group
N N
NA NA
316 314
313 313
316 314
305 297
292 291 mivolumab

I genicity (ADA-evaluable) Subjects: All treated

subjects with baseline and at least | post-baseline
assessment for ADA.

290 ipilimumab

IPI Group

N
NA

s
n

315

296
296

Total

N
1296

945

945

898
879

Table 18: Summary of PD-L1 positive status in PD-L1 evaluable subjects — Study
CA209067
Number of subjects, n(%)
Assay Nivolumab Nivolumab-tipilimumab Ipilimumab
Type
Verified PD-L1 evaluable subyj ects” 316 314 315
PD-L1 Indeterminate 8(2.5) 15 (4.8) 9(2.9)
PD-L1 positive expression:
=5% 143 (45.3) 144 (45.9) 144 (45.7)
Validated PD-L1 evaluable \subjectsa 305 297 296
PD-L1 Indeterminate 17 (5.6) 19 (6.4) 19 (6.4)
PD-L1 quantifiable subj:ctsb 288 278 271
PD-L1 expression level:
=1% 171 (59.4) 155 (55.8) 164 (59.2)
25% 80(27.8) 68 (24.5) 75(27.1)
=10% 59 (20.5) 46 (16.5) 54(19.5)

* Number of quantifiable PD-L1 results plus the mumber of indeterminate PD-L1 results
b
Number of quantifiable PD-L1 results only; does not include the number indeterminate PD-L1 results (Table 4-1)

Abbreviations: PD-L1 = programmed cell death ligand 1

The PD-L1 subgroups represent nested populations defined by the PD-L1 expression levels (Figure 7).
The difference in patient numbers between the =1% vs the =5% subgroup was 267 subjects (490 vs
223, respectively), and between the =5% vs the =10% subgroup was 64 subjects (223 vs 159,

respectively).
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PD-L1 Quantifiable
N=843

PD-L121%
N=490

PD-L125%
N=223

PD-L1 2 10%
N=159

Figure 6: Frequency of pre-study (Baseline) PD-L1 expression at the 1%, 5%0, and 10%o
expression levels - All PD-L1 quantifiable subjects

Outcomes and estimation

Outcomes were submitted with various DBL as part of the extension of the indication for OPDIVO
(EMA/H/C/003985/11/003) and submission of the post-authorisation measure
(EMA/H/C/003985/11/032) to fulfil the condition in Annex Il to submit the final report for study
CA209067.

Final results at the time of the planned OS analysis after 28 months of follow-up (DBL 13-Sep-2016)
were submitted. During the procedure data, from an updated analysis from 36 months of follow-up
were also presented (DBL 24 May 2017). The results for the co-primary and secondary endpoints are
presented in Table 19.
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Table 19:

CA209067 Summary of Efficacy results — All randomised subjects

NIVO NIVO+IPI IPI
N=1316 N=314 N=1315
CO-PRIMARY ENDPOINTS
Orverall Survival
Events, o (%) 142 (44.9) 128 (40.8) 197 (62.5)
Stratified log-rank test p-value® =10.0001 =0.0001
HE. (98% confidence interval b _ I
[CI]) 0.63 (0.48, 0.81) 055(042,0.72)

Median OS (95% CI), months®
Eate at 6 months (953% CI), %

Rate at 12 months (95% CT). %
Bate at 24 months (95% CT), %

NA (20.05.NA)
0.85 (0.81, 0.89)
0.74 (0.69,0.79)
0.39 (0.53, 0.64)

NA
0.86 (0.81. 0.89)
0.73 (0.68. 0.78)
0.64 (0.59, 0.69)

1998 (17.08, 24.61)
0.82 (0.78, 0.86)
0.67 (0.61, 0.72)
0.45 (039, 0.50)

Progression-free Survival
Events, n (%)

HR (95% CI)

195 (61.7)
0.54 (0.45. 0.66)°

169 (53.8)
0.42 (0.34, 0.51)°

253 (80.3)

Median PFS (95% CT), months™ 6.87 (434, 946) 11.73 (8.90, 21.88) 286(2.79,3.15)
Rate at 6 months (95% CT), %o 0.52 (046, 0.58) 0.63 (0.57, 0.68) 028 (023, 0.33)
Rate at 12 moenths (95% CT), % 0.43(037,049) 0.50 (0.44, 0.535) 0.18(0.14, 0.22)
Rate at 24 months (95% CT). % 0.37(031,043 0.43(0.37,0.48) 0.12 (0.09, 0.17)
SECONDARY ENDPOINTS
Complete Response Rate (CR}f 47 (14.9%) 34 (17.2%) 14 (4.4%)
Objective Response Rate (CR+PR)S
N responders (%4) 141 (44.6%) 185 (58.9%) 60 (19.0%)
95% CI 39.1,503 533,644 149 238

Difference of ORRs (95% CD)

Odds ratio estimate (99.5% CD)¥

Difference of ORRs (95% CT)™

Odds ratio estimate (95% CI¥

25.7% (18.9, 32.5)

354 2.10.5.95)

39.7% (32.8. 46.5)
6.50™ (3.81. 11.08)
14.1%" (6.7. 21.6)

1.82™(1.32, 250
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EXPLORATORY ENDPOINTS

. . , NIVOo NIVO+IPI IP1
Randomized Subjects with a Response ~ =141 =183 N =60
Time to Objective Response
Median (Min, Max), months 279(23,329) 276 (1.1.28.8) 279(25,17.3)
Duration of Objective Response
Ongoing responder (as of the last 94/141 (66.7) 124/185 (67.0) 30/60 (50.0)

available tumor assessment), /N (%)

Median (95% CI), months® 31.11 (31.11. NA) NA 1320 (834, NA)
Min Max 0.0F, 32.3P 0.0.333F 0.0F, 31.5°

Proportion with DOR. =12 months. n (%) 98 (69.5) 118 (63.8) 32(33.3)
Proportion with DOR. 224 months, n (%) 69 (48.9) 93 (50.3) 19 (31.7)
Randomized Subjects with Confirmed 3 ) )
Responsed N=13 N=157 N=4§

Proportion with DOR. =12 months. n (%) 98 (75.4) 113 (72.0) 28 (60.9)

Proportion with DOE. 224 months, o (%) 73 (56.2) 87(354) 18 (39.1)

a Log-rank Test stratified by PD-L1 status, BRAF status, and M stage at screening as entered into the IVRS.

b Stratified Cox proportional hazard model. Ratio of NIVO over IPI.

¢ Stratified Cox proportional hazard model. Ratio of NIVO+IPI over IPI.

d Kaplan-Meier estimate. NA - not available/not estimable

e Kaplan-Meier estimate.

f Per RECIST 1.1, unconfirmed response.

g Confidence interval based on the Clopper and Pearson method.

h The estimate of the difference in ORR and corresponding 95% Cl is based on Cochran-Mantel-Haenszel method
of weighting, adjusting for PD-L1 Status, BRAF Mutation Status and M-stage at screening as entered into the
IVRS.

i Difference of NIVO - IPI.

j Difference of NIVO+IPI - IPI.

k Cochran-Mantel-Haenszel method stratified by PD-L1 Status, BRAF Status and M stage at screening as entered
into the IVRS.

| Ratio of NIVO over IPI.

m Ratio of NIVO+IPI over IPI.

n Difference of NIVO+IPI - NIVO.

0 Median computed using Kaplan-Meier product-limit method.

p Censored observation.

g Confirmed response is derived programmatically based on tumour assessments per investigator using RECIST 1.1
criteria.

Overall Survival (Co-primary Endpoint)

A statistically significant improvement in OS was observed in NIVO versus IPI monotherapy (HR = 0.63
[98% CI: 0.48, 0.81]; stratified log-rank test p-value = <0.0001) and NIVO+IPI versus IPI
monotherapy (HR = 0.55 [98% CI: 0.42, 0.72]; stratified log-rank test p-value = <0.0001); Figure 8.
OS rates at 6, 9, 12, 18, and 24 months are presented below in Table 20.Median OS for All
Randomized subjects was not reached in the NIVO group and NIVO+IPI group as compared to 19.98
months in the IPl group. The number of events observed at the time of the DBL (467 total deaths) was
lower than projected (644 deaths) for this time-based analysis at 28 months of follow-up for all
subjects.

- Based on descriptive analyses, NIVO+IPI relative to NIVO demonstrated a numeric difference
in OS favouring the combination of NIVO+IPI (24-month OS rate: NIVO+IPI 0.64, NIVO 0.59;
Table 20). Separation between the Kaplan-Meier curves, once present, for the NIVO+IPI group
relative to the NIVO group relative to the IPI group is maintained over time. (Figure 8).
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- At the time of the DBL (13-Sep-2016), 174 (55.1%), 186 (59.2%), and 118 (37.5%) subjects
were censored in the NIVO, NIVO+IPI, and IPI groups, respectively. Among those censored, a
higher proportion of subjects in the NIVO and NIVO+IPI groups relative to the IPI group were
still on treatment (20.3% and 14.0% relative to 5.1%, respectively), and a greater proportion
in the NIVO and NIVO+IPI groups were in follow-up (32.6% and 43.6% relative to 28.6%,
respectively). The proportion of subjects censored who were off study was similarly low in all 3
groups (NIVO 2.2%, NIVO+IPI 1.6%, and IPI 3.8%).

1.0
09
0.8
0.7
0.8
05
0.4

03

Probability of Overall Survival

0.2
01

0.0

0 3 <] 9 12 15 18 21 24 27 30 33 36 39

Overall Survival (Months)

Mumber of Subjects at Risk
Nivolumah

316 292 265 244 230 213 01 191 181 178 157 55 3 o]
Nivolumab + Ipilimumab

314 292 265 247 226 221 209 200 198 192 170 49 T 0
Ipilimumab

315 285 254 228 205 182 164 149 136 129 104 34 4 0
——=— Nivolumab (events: 142/316), median and 95% CI: N_A. (29.08, N.A.)
- = - Nivolumab + Ipiimumab (events: 128/314), median and 95% CI: N.A.
- = — |pilimumab (events: 197/315), median and 95% CI: 19.98 (17.08, 24.61)

Nivolumab vs Ipilimumab - hazard ratio and 98% CI: 0.63 (0.48, 0.81); p-value: <0.0001

Nivolumab + Iplimumab vs Ipilimumakb - hazard ratio and 98% CI; 0.55 (0.42, 0.72); p-value: <0.0001
Nivalumab + Ipilimumab vs Nivolumab - hazard ratio and 95% CI: 0.88 (0.69. 1.12)

Symbols represent censored cbservations.

Hazard ratios are estimated using Cox proportional hazard model with treatment group

as a single covariate, stratified by PD-L1 status, BRAF status and M stage at screening as entered

into the Interactive Voice Fesponse System (IVES) and p-values are from log-rank test stratified by the same

factors.
Figure 7: Kaplan-Meier Plot of Overall Survival - All Randomized Subjects
Table 20: Overall Survival Rates - All Randomized Subjects
Hivolmmak Hiveelumak + Tpd 1 imamak Tpd 1 imewmaky

Sorvival Bate (95% CI) H = 316 H = 314 N = 315
£ MONTH 0.85 (0.81, 0.89) 0.86 (0.91, 0.89) 0.82 (0.78, 0.86)
o MITTH 0.79 (0.74, 0.83) 0.80 (0.75, 0.84) 0.74 (0.€9, 0.79)
12 MONTH 0.74 (0.69, 0.79) 0.73 (0.68, 0.78) 0.67 (0.61, 0.72)
18 MONTH 0.65 (0.60, 0.70) 0.€8 (0.62, 0.73) 0.54 (0.48, 0.58)
24 MINTH 0.59 (0.53, 0.64) 0.64 (0.5%, 0.69) .45 {0.3%, 0.50)
Based on Kaplan-Meier Estimates.
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The OS analysis was not adjusted to account for subsequent therapies received.

Subsequent systemic therapy was received by 100 (31.8%), 140 (44.3%), and 196 (62.2%) subjects
in the combination, nivolumab monotherapy, and ipilimumab arms, respectively (Table 21).
Subsequent immunotherapy (including anti-PD1 therapy, anti-CTLA-4 antibody, or other
immunotherapy) was received by 46 (14.6%), 92 (29.1%), and 139 (44.1%) subjects in the
combination, nivolumab monotherapy, and ipilimumab arms. (Table 21).

Table 21: Summary of Subsequent Therapies - All Randomized Subjects
NIVO NIVO-IPI
N=316 N=2314 N=2315
Any subsequent therapy. n (%)* 169 (33.5) 129 (41.1) 225(71.4)
Systemic therapy, % 443 318 622
Anti-FD-1 agents 10.1 0.6 419
Anti-CTLA-4 263 6.1 38
BEAF imnhibitors 18.0 127 21.6
MEE/NEAS Inhibitors 12.0 9.6 12.4
Investizational agents 1.9 25 438
Median time to subsequent systemic therapy
(ummhsjh 26.8 NE 85
Free of subsequent therapy rate at 12 months, % 60.7 T6.6 379
Free of subsequent therapy rate at 24 months, % 338 65.8 247

? Subjects may have received more than 1 subsequent therapy (e g. radiation, surgery and systemic therapies)

b Median computed using Kaplan-Meier method.

A sensitivity analysis of OS censored for first subsequent systemic cancer therapy is presented in Table
22.
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Table 22: Overall Survival - Sensitivity Analysis: Subjects Censored at First Subsequent
Systemic Cancer Therapy - All Randomized Subjects in CA209067

Nivolumsb Nivolumab + Ipilimammeb Ipilimumslb
N = 316 N = 314 N = 315
% EVENTS / % SURIECTS (%) 54/316 (17.1) 4 (21.0) €4/315 (20.3
MEDIZN O (MONTHS) (95% <I) (1) N.A. N.A.
R (95% CI) 0.69 (0.48, 0.99) (z) 1.13) (B)
ER (55% CI) 1.67) (D)
O8 RATE AT & MONTH E:JEE CI) 0 Ez EC.%?, .,.Z-‘:g v} EE%'% ..,.E: ((..,.;Z, 0
O2 RATE AT 9 MONTH (95% C 0.8 0.79, 0.88 a. 0.80 (0.74, 0
o LaTE AT 12 JoNTH (553 983 (0. 7R. 0.87) 0.84) 0.75 (0.69, 0O
OS RATE AT 18 MONTH (95% 0.80 (D.75, 0.85) 0.82) 0.71 (0.€4, 0
OF RATE BT 24 MONTH (95% O 0.78 (0.72, 0.83) 0.81) 0.69 (0.61, 0O

(1) Based on Faplan—Msier Estimates.
(R) Cox proportional hazard modsl stratified by PD-L1 status, BRAF status and M stage at scresning as entered into the IVRS.
Hazard Ratio is Nivolumsb over Ipilimumab.

. =5 :

ERLF status and M stage at scresning as entered into the IVES.

ERLF status and M stage at scresning as entered into the TVRS.

immab over Nivolumslb.
228/stats/FR2/prog/tables/rt—ef-ossens.sas 20JEN2017:06:09:27

Follow-up for Overall Survival

Median follow-up for OS (time between randomization date and last known date alive or date of death)
was 29.95 months (range: 0.0 to 36.1 months) in the NIVO group, 30.41 months (range: 0.1 to 37.4
months) in the NIVO+IPI group, and 18.63 months (range: 0.0 to 36.9 months) in the IPI group.

Minimum follow-up for OS (the time between last subject randomized [31-Mar-2014] and clinical cut-
off date [01-Aug-2016]) was 28 months for all subjects.

Follow-up for OS was current for the majority of randomized subjects; 96.8%, 95.5%, and 94.0% of
subjects in the NIVO, NIVO+IPI, and IPI groups, respectively, either died or had a last known alive
date on or after the data cut-off date.

Multivariate Analysis of Overall Survival

Exploratory multivariate analyses identified subject and tumour characteristics of ECOG performance
status, M stage, baseline LDH, BRAF mutation status, PD-L1 status (tumour PD-L1 expression level
<1%, =21%, indeterminate or not evaluable), and gender which might contribute to the survival
outcome. The modeling showed that ECOG performance status, M Stage, baseline LDH, BRAF status,
PD-L1 expression, and gender were significantly associated with OS at a 5% significance level
irrespective of treatment group, and treatment-by-region was the only significant interaction term at a
20% significance level (p = 0.0858) (Table 23).
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Table 23: Overall Survival Multivariate Analysis-All Randomized subjects

HR (95% CI) Peralue (1) RIC (2)

()

—
(<)
]
w

TREATMENT NIVOLIMEE + IPTLIMBEE VS NIVOLIMER N.A.

ERAF MUTATTON STATUS MUIENT VS WILDTYEE 1.65 (0.49, 0.36)

M STACE AT STUDY ENIRY MIC VS M)/MIZ/MIB 1.88 (1.41, 2.51) <

GENCER MAIE VS FEMEIE 0.74 (0.58, 0.95) 0.0188

REGICH N.A. 0.1

EASEILDIE ECOG PERFORMINTE STRTUS >= 1 VS 0 2.05 (1.57, 2.83) <0.000

EASELINE IIH > UIN VS <= UIN 1.83 (1.40, 2.40) <0.0001

PD-L1 EXPRESSICN LEVEL 0.0488
= 1% V3 < 1% 0.72 (0.55, 0.94)
DIETERMINATE OR MOT EVALIREIE VS < 1% 0.68 (0.59, 1.32

TEENTMENT * BEGICH 0.0858
TEEATMENT NIVOLRMES + IPTLIMMEE VS NIVOL 0.89 (0.65

TREATMFNT NIVOLRMEE + IPTL.IMRMEB
TEERTMENT NIVOUREE + IPILIMILE 3 NI
TEEATMENT NIVOLMEE + TPTLIMMEE VS NIL

Progression-free Survival (Co-primary Endpoint)

The formal analysis of the PFS co-primary endpoint occurred at an earlier time point (9-month follow-
up, DBL 17-Feb-2015). An additional analysis of PFS was performed following the 13-Nov-2015 DBL
and was submitted. The results of a descriptive update to the PFS endpoint based on the 13-Sep-2016
DBL are provided in Table 24 (reference to summary table) and below, and are consistent with the
previous analysis.

Figure 9 provides the PFS Kaplan-Meier curves.

Based on the data from DBL 13-Sep-2016, at 24 months follow-up, the PFS rate was 0.43 in the
NIVO+IPI group, 0.37 in the NIVO group, and 0.12 in the IPI group. The median PFS was 6.9 months
in the NIVO group and 11.7 months in the NIVO+IPI group as compared with 2.9 months in the IPI
group, All Randomized population (HR = 0.54, 95% CI: 0.45, 0.66) and (HR = 0.42, 95% ClI: 0.34,
0.51), respectively. At both 9 months and at 18 months, median PFS was 6.87, 11.50, and 2.89
months for the NIVO, NIVO+IPI, and IPI groups, respectively.

Figure 9 provides the PFS Kaplan-Meier curves.

121 (38.3%) subjects in the NIVO group, 145 (46.2%) subjects in the NIVO+IPI group, and 62
(19.7%) subjects in the IPI group were censored in the PFS analysis. 34.5%, 43.0%, and 13.3% of
randomized subjects in the NIVO, NIVO+IPI, and IPI groups, respectively, had their PFS time censored
on the date of last on-study tumour assessment. The most common reasons for censoring among
these subjects was ‘still on treatment’ in the NIVO group and ‘in follow-up’ in the NIVO+IPI and IPI
groups (Table 24).
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Probability of Progression Free Survival

0.1_ = == {"‘:':GH_T-—EIH:_- I
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0 3 <] 9 12 15 18 21 24 27 30

Progression Free Survival per Investigator (Months)

Number of Subjects at Risk
Nivolumab

316 178 151 132 120 112 107 103 97 B8 62
Mivolumab + Ipilimumab

314 218 176 156 137 132 125 118 110 104 Fa
Ipilimumakb

315 136 77 &8 46 43 35 33 30 27 16
——=— Nivolumab (events: 195/316), median and 95% CI: 6.87 (4.34, 9.46)
- = - Nivelumab + Ipilimumab (events: 169/314), median and 95% CI: 11.73 (8.90, 21.88)
— = — |pilimumab (events: 253/315), median and 95% CI: 2.86 (2.79. 3.15)

Mivolumab vs Ipilimumab - hazard ratio and 95% CI: 0.54 (0.45, 0.66)
Nivolumab + Ipilimumab vs [pilimumab - hazard ratio and 95% CI: 0.42 (0.34, 0.51)
Nivolumab + Ipilimumab vs Nivolumakb - hazard ratio and 95% CI: 0.76 (0.62, 0.94)

Svmbols represent censored observations.
Hazard ratios are estimated vsing Cox proportional hazard model with treatment group

16

16

36

as a single covariate, stratified by PD-L1 status, BEAF status and M stage at screening as entered into the

VRS,

Figure 8: Kaplan-Meier Plot of Progression-free Survival - All Randomized Subjects
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Table 24: Status of Censored Subjects, Progression Free Survival per Investigator (all
randomised subjects)

Nivolumal Nivolumal + Ipilirnmel Ipilimmel
N = 31&6 N = 314 I = 315
MIMEER. CF EVENTIS (%) 185 ( €1.7) 189 ( 53.8) 253 ( B0.3)
TYPE OF EVENTS (%)
PROGRESSICON (1) 176 ( 55.7) 146 ( 4£.5) 227 ( 72.1)
LCEATH 19 [ &.0) 23 [ 7.3) 26 ( 8.3)
NIMEFR. CF SUBJECTS CENSCRED (%) 121 ( 38.3) 145 ( 4£.2) €2 ( 19.7)
CEMSCRED Y CRTE OF BANDOMIZATICH 12 ( 3.3) 0 { 3.2) 20 ( €.3)
N2 BRSELIMNE TIMCE ASSESIMENT AND MO DEATH (2) 1({ 0.3) 0
MEVER TREATED 1 2.3)
OTHER 0
MO C¥-STUCY TR ASSESIMENT AND MO DERATH (2) 11 ( 3.3) 10 { 3.2) 20 ( 6.3)
NEVER TREATED 2 ( 0.€) 1( 0.3) 4 ( 1.3)
JTHER 9 2.3 g ( 2.9) 16 { 5.1)
CEMSCBED CN CATE CF IAST TIMOR RSSESSMENT GM-STUDY 109 ( 34.5) 135 ( 43.0) 42 ( 13.3)
BECEIVED SUBSECUENT RNTI CANCER THERAFY (3) 24 | 7.8) 20 ( 14 {
STILL CH-TREATMENT E2 [ 1&.5) 3L ( 10 (
IN FOLLCW-TR 33 ( 10.9) 74 (2 17
CFF STUDY 0 2 1
LOST TO EOLLCW-UP 0 0 0
SUBJECT WITHLREW CCMSENT 0 2 ( 0.8) 1 ( 0.3)
CTHER 0 0 0
(1) BECIST 1.1 criteria.
(2) Tumor assessmencs and death if any, ocowrring after start of subsequent anti-—cancer therapy are not oonsidersd.
3) Includes subrjects, regardless of treatment status, wWho received subsequent anti— = vithout a prior reported FFS
evenc. Those subijects were censored at the last evalusble tumnor assessment prior to/on start dat subsequent anti-ca therapy.
Program Source: /projects/bms217228/stats/FAZ,/prog/tables/ro—ef-pfs—inv—reascens. sas 180CT2016:12:13:18

Objective Response Rate - Secondary Endpoint

The formal analysis of the ORR secondary endpoint occurred at an earlier time point and were reported
in the CA209067 Interim CSR (DBL 17-Feb-2015) at the time of the initial variation application for
Opdivo. An updated descriptive analysis of ORR at 18-months follow-up (DBL 13-Nov-2015) was
submitted. At both the 9-month (DBL 17-Feb-2015) and 18-month (DBL 13-Nov-2015) analyses, ORR
rates per Investigator were NIVO 43.7%, NIVO+IPI 57.6%, and IPlI 19.0%. The 9-month [DBL 17-Feb-
2015] CR rates were: NIVO 8.9%, NIVO+IPI 11.5%, IPI 2.2% and 18-month [DBL 13-Nov-2015] CR
rates were: NIVO 9.8%, NIVO+IPI 12.1%, and IPI 2.2%.

The results of a descriptive update to the ORR endpoint (DBL 13-Sep-2016) are provided in Table 25.
ORR results for this updated analyses were 44.6%, 58.9%, and 19.0% in the NIVO, NIVO+IPI, and IPI
groups, respectively and consistent with those previously reported.
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Table 25: Best Overall Response - All Randomized Subjects

Kimber of Subjects (%)

Hivolumsb Hivolmeb + Tpilimmab ili
N = 316 N =314 N =315
EEST OVERALL BESECHSE (2) :
COMPIETE BESECMSE (CR) 47 { 14.9) 54 ( 17.2) 14 ( 4.4)
PARTIAL EESECHSE (ER) %4 ( 29.7) 13L ( 41.7) 46 [ 14.€)
STAEIE DISEASE (SD) 3 (6.3 38 ( 11.5) &7 { 21.3)
EROGRESSIVE DISERASE (ED) 122 ( 33.6) 74 ( 23.6) 161 { 51.1)
MEEIE T0 [ETERMIE (UID) = ( 7.0) 18 { 6.1) 27 { 8.8)
CBJECTIVE RESECHSE RATE (1) 141/316 { 44.6%) 185/314 ( 58.9%) 80/315 ( 19.0%)
(9% CI) (32.1, 50.3) (53.3, £4.4) (14.8, 23.8)
DIFFFRENCE OF CBJECTIVE RESDCMSE BATES (2) 25.7% (B} 38.7% ()
(95% CI) [18.9, 32.3) (32.8, 4€.5)
ESTIMATE OF OLDS BATIO (3) 3.54 (D) £.50 (E)
(98.5% CI) (2.10, 5.95) (3.81, 11.08)
DIFFEFENCE OF CBJECTIVE BESECHSE BATES (2) 14.1% (F)
(95% CI) (6.7, 21.8)
ESTIMATE OF OLDS BATIO (3) 1.62 (@)
(95% CI) (1.3z, 2.52)

(&) Ber BECIST 1.1.

(1) CR+FR, confidence interval kased on the Clopper and Pearson rE‘r.hx.

(2) The estimate of the difference in CRR and corresponding 95% CI is based on Cochwan-Mantel-Hasnszel (M) method of weighting,
adjusting for PD-11 Status, BRAF Pir.atlo" Status and M-stage at scresning as entered into the IVRS.

(3) Cochran-Mantel-Hasns P1 Test Stratified by PD-I1 Status, BRAF Status and M stage at screening as entered into the IVRS.

iB) D:I_ffcIEn.CE of Mivolumsb — Ipilimmab. (C) Dl*'ferenoe of Nivolumab + Ipdlimmeb — Ipilimmeb.

(D) Ratioc of Nivolumeb over Ipilimmeb. (E) Ratio of NMivolureb + Ipilimmab over Ipdilirmmeb.

(F) Differsnce of Miveolumsl + Ip:L]_mmab — Nivolumsb. (G) Batio of Nivolumsb + Ipilimmel over Nivolumsb.
Program Source: /projects/ms217228/stats/FA2/prog/tacles/re—ef-bor. sas

27SEF2016:08:31:52

OS by response status from Month 6 showed that a BOR of CR correlated to improved OS in the NIVO

(Figure 10) and NIVO+IPI (Figure 11) groups.

Treatment Group: Nivolumab

oy N
r_}u ’ i L__L_1~. """" s i e
= 048 L k!
E A= e .
"—__l =L —_—
2 0.7 [ ‘_l'-.‘l___ -
2 0s et L i,
@ L5
5 05 I S
E - _1.
0.4 -
':? R PP SSRETS M
B 03
2
=] 0.2
o
0.1
0.0
T T T T T T T T T T T T
Q 3 7] 9 12 15 18 21 24 a7 20 33
Overall Survival from Landmark (Months)
Number of Subjects at Risk
CR 15 14 14 14 14 14 14 14 13 5 0 0
PR 113 111 108 105 102 101 100 99 aa 34 3 0
sD a8 a6 a6 a3 a2 37 34 32 29 B 0 0
PD a1 67 58 50 a2 38 33 30 27 8 0 0
o CR (events: 1/15). median and 95% CI: N.A,

PR (events: 18/113), median and 95% Cl: N.A.
SO (events: 18/48), median and 95% CI: M.A. (22.02, N.AL)
PD (events: 53/81), median and 95% Cl: 13.15 (10.03, 18.08)
CR vs. PD - hazard ratio: 0.06 (<0.01, 0.46)
PR vs. PD - hazard ratio: 0.15 (0.09, 0.26)
SD wvs. PD - hazard ratio: 0.40 (0.23, 0.69)

Figure 9:
Randomized Subjects (Nivolumab group)

Landmark Analysis Overall Survival from Month 6 by Response Status - All
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Treatment Group: Nivolumab + Ipilimumab
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2
o 0.2
o

0.1

0.0

T T T T T T T T T T T T
Q E] <] g 12 15 18 21 24 27 30 33

Owerall Survival from Landmark (Months)
Number of Subjects at Risk

CR 24 24 23 22 22 22 22 22 20 6 2 0
PR 137 133 128 128 121 116 115 115 103 36 4 0
sD 52 49 44 43 42 38 37 33 27 3 0 0
PD 47 37 28 25 21 21 21 18 17 4 1 0

o CR {events: 3/24), median and 95% CI: N.A,
PR (events: 23/137), median and 95% CI: N.A.
SD (events: 25/52), median and 95% Cl: 25.84 (20.84, N.A.)
" PD (events: 30/47), median and 95% Cl: 11.15 (5.53, 22.98)
CR vs. PD - hazard ratio: 0.12 (0.04, 0.39)
PR ws. PD - hazard ratio: 0.17 (0.10, 0.29)
SD vs. PD - hazard ratio: 0.54 (0.32, 0.91)

Figure 10: Landmark Analysis Overall Survival from Month 6 by Response Status - All

Randomized Subjects (Nivolumab+Ipilumimab group)

Time to Response and Duration of Response - Exploratory Endpoints

Median TTR was 2.8 months in all treatment groups. The median DOR was not reached in the
NIVO+IPI group and was 31.1 months (95% CI: 31.11, NR) and 18.2 months (95% CI: 8.34, NR) in
the NIVO group and IPI group, respectively, in all randomized subjects with a response (Table 26
Figure 12 below).

At the time of DBL, there was a greater proportion of responders with an ongoing response (as of the
last available tumour assessment) in the NIVO and NIVO+IPI groups than in the IPI group (94/141
[66.7%] subjects, 124/185 [67.0%] subjects, and 30/60 [50.0%] subjects, respectively, derived by
subtracting the number of subjects with an event [progression] from the number of responders).
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Table 26: Time to Objective Response and Duration of Objective Response - All
Randomized Subjects with Response
Hivolumab Mivolumab + Ipdlimmab Tpd 1imumaky
N=14 N = 185 N =60
TIME TO CBJECTIVE BESECHSE (MONTHS)
MIMBER OF FESECHLERS 141 185 €0
MEEN 4.45 3.92 4.32
MEDTAN 2.79 2.76 2.79
MIN, MEX 2.3, 32.9 1.1, 28.8 2.5, 17.3
STANIERD [EVIATION 4.844 3.407 2.913
DURATION OF CBJECTIVE RESEQNSE (MONIHS)
MIN, MBEX 0.0 (&), 32.3 (&) 0.0, 33.3 (Z) 0.0 (&), 31.5 (&)
MEDIAN (95% CI) (B) 31.11 (31.11, N.A.) .2, 18.20 (8.34, N.A.)
N EVENT/N BESE (%) 47/141 (33.3) €1/1685 (33.0) 30/60 (50.0)
PROPCETTICN >=12 MONTHS TN DURRTICH 5B ( £5.5) 118 { €3.8) 3z ( 53.3)
PROPCETTION >=24 MONTHS TN DURRTICH €o ( 43.9) 83 { 50.3) 15 ( 31.7)
RENDQMIZED SUBJECTS WITH OONFIRMED RESFQNSE (C) N = 130 N = 157 W= 4
TROPCETTON »>=12 MONTHS IN DURETICN 58 ( 75.4) 113 ( 72.0) 28 ( €0.9)
FROFORTION >=24 MONTHS IN DURATICN 73 ( 56.2) 87 ( 55.4) 18 ( 39.1)

EFECIST 1.1 Response Criteria.

(&) Censcred

abservation.

(B) Median comouted using Faplan-Meier product-limit method.

(C) Confirmed response is derived programatically based on tumor

assessmeEnts per investigator using RECIST 1.1 criteria.

1.04
0.91
0.81
0.71
0.61
0.51
0.44
0.34
0.24
0.1

Probability of Progression Free Survival

0.04 : . - : . - ; . ;

0 3 & 9 12 15 18 21 24 27

Dwration of Response per Investigator (Months)

Number of Subjects at Risk
Mivolumab

141 126 114 104 o8 93 92 B0 69 46
Mivolumab + Ipilimumab

185 156 141 124 118 114 111 101 93 67
Ipilimumakb

60 48 39 34 32 29 28 24 19 12

- Mivolumab (events: 47/141), median and 95% CI: 31.11(31.717, M.A)

- — - Mivolumab + Ipilimumab {events: 61/185), median and 95% CI; MN.A.
— = — |pilimumab (events: 30/60), median and 95% CI: 18.20 (8.34, N.A.)

30

16

19

Figure 11: Kaplan-Meier Plot of Duration of Response per Investigator — All Randomized
Subjects with Response
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Efficacy by Baseline Tumour PD-L1 Expression - Secondary Endpoint

Tumour Tissue Disposition and Frequency of Tumour PD-L1 Expression

Subjects were randomized 1:1:1 with stratification by tumour PD-L1 expression (Dako PD-L1 IHC
assay) status at a 5% expression level (along with BRAF status and AJCC M stage) to one of the 3
treatment groups. The majority (96.8%) of randomized subjects had tumour tissue samples that were
retrospectively assessed for tumour PD-L1 expression using the validated Dako assay.

Tumour PD-L1 Expression and Efficacy

There was a lower risk of death for NIVO +IPI combination therapy vs IPI monotherapy and for NIVO
monotherapy vs IPI monotherapy at all predefined levels of tumour PD-L1 expression. Descriptive
comparisons between the two NIVO-containing arms, suggest improved OS in the lower tumour PD-L1
expression groups (<1% and <5%) with combination therapy. OS was similar between NIVO and
NIVO+IPI in the > 1% and > 5% PD-L1 subgroups. Similar results were observed in the Kaplan-Meier
plots of OS by PD-L1 status and treatment at both the 1% and 5% tumour PD-L1 expression levels
(Figure 13, Figure 14). The combination of NIVO + IPI also demonstrated improved PFS compared to
IPI monotherapy across all PD-L1 expression groups (data not shown).

A receiver operating characteristic (ROC) curve for PD-L1 expression based on OS was constructed
(Figure 16). As indicated by the shape of the curve and area under the curve (AUC) of 0.6 for NIVO
and 0.5 for NIVO+IPI, ROC analysis does not clearly define an optimal PD-L1 cut-off that maximizes
sensitivity and specificity.

For subjects with tumours having > 5% tumour PD-L1 expression, the updated ORRs (CR +PR) for
NIVO monotherapy and NIVO+IPI combination therapy were 58.8% and 73.5%, respectively. In those
subjects with tumours that had < 5% tumour PD-L1 expression, the ORRs for NIVO monotherapy and
NIVO+IPI combination therapy were 42.3% and 56.2%, respectively (Table 27).
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Mumber of Events Unstratified

(Mumber of Subjects) Hazard Ratio
Mivolumahb Ipilimumahb (95% 1)
[
0%%-=1% PD-L1 Expression —.—:— 540117} 74(113) 0.80 (0.57,1.12)
1%%-=5% PDO-L1 Expression  —e— 35(91) 5r(ag) 0.48 (0.31, 0.73)
B0e-=20% PD-L1 Expression —e—— 12(35) 1R(36) 064 (D.217, 1.33)
== 20% PD-L1 Expression —I—: 16(45) 22(39) 0.52 (0.27, 0.99)
FP-L1 Indeterminates i 15428) 2238} o7 (D37, 1.34)
Mot Evaluable :
==10% PD-L1 Expression - 63171} GB(164) 0.52 (0.38, 0.71)
<1% PD-L1 Expression ot 540117} 74(113) 0.80 (0.57,1.12)
==8% PD-L1 Expression —— : 28(80) 41(75) 0.57 (D.35, 0.92)
=5% PD-L1 Expression - a9(208) 131(202) ©0.65 (0.50, 0.85)
==10% PD-L1 Expression ——1 22(59) 29(54) 0.60 (0.35, 1.05)
=10% PD-L1 Expression - : 105(229) 143(223)  0.64 (0.50, 0.82)
I
I JI 1
4] 1 2
Unstratified Hazard Ratio (95% C1)
Mumber of Events Unstratified
(Mumber of Subjects) Hazard Ratio
Mivelumab + Iplimumak Ipilimumakb (95% CI)
|
0%=-<1% PD-L1 Expression = I S6(123) TA{113) 060 (042, 0.84)
1%-=5% PD-L1 Expression —— : 33ET) S57F(2a) 048 (031, 0.74)
5-=20% PD-L1 Expression ——f—te— 12(35) 19(36) 0.72 (0.35 1.49)
== 20% PD-L1 Expression —.—!- 11433) 22(39) 0.51 (0.25, 1.05)
PD-L1 Indaterminate et | 16(36) 25(38) 0.48 (0.26, 0.91)
Mot Evaluable |
==1% PD-L1 Expression - : S6(155) SB(164) 0.53 (D.38, 0.74)
<1% FD-L1 Expression —-— | S6(123) Fa{113) 060 (042, 0.84)
==50% PD-L1 Expression —.—: 23(58) 41(75) 0.60 (0.36, 1.00)
<5% PD-L1 Enpression - 89210} 131(202) 0.55 (042, 0.72)
F=10% PO-L1 Expression —l—: 1546] 29(54) 0.53 (0.29, 0.99
=10% FD-L1 Expression - QF(23Z) 143(223)  0O.57 (D.44, 0.74)
!
I 1 1
4] 1 2
Unstratfied Hazard Ratio (95% CI)
Murmber of Events Unstratified
(Number of Subjects) Hazard Ratio
Mivalumab + Ipilimumab Mivalumab  (95% Cl)
|
0%-<1% PD-L1 Expression ——L 56(123) B4(117) 0.74 (D.52, 1.06)
1%-<5% PDO-L1 Expressicn —*— 3387 35(81) 1.00 (D.52, 1.61)
5%-<20% PD-L1 Expression —l— 12(35) 12(25) 1.12 (D.50, 2.49)
»= 20% PD-L1 Expression —*—- 11(33) 16(45) D.98 (D.46, 2.12)
PD-L1 Indeterminate/ —— 16(36) 15(28) 0.68 (0.34, 1.39)
Mot Evaluable 1
=»=1% PD-L1 Expression —}— 56(155) B3(171) 1.03 (D.72, 1.48)
<1% PD-L1 Expression . 56(123) B84(117) 0.74 (D.52, 1.08)
==5% PD-L1 Expression —P— 23(68) 28(80) 1.05 (0.5, 1.83)
<5% PO-L1 Expression — 89(210) o0(208) D.84 (0.3, 1.12)
»>=10% FPD-L1 Expression —— 15(46) 22(59) 0.88 (D.46, 1.71)
=10% PD-L1 Expression —.-:— g7(232) 105(229) 0.89 (0.68, 1.17)
1
|
T Y i T 1
] 1 2

Unsiratified Hazard Ratio (95% Cl)

PD-L1 expressicn results from validated assay.
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Figure 12:

Forest Plots of OS Hazard Ratios by Tumour PD-L1 Expression Result

Subgroup and PD-L1 Status Subgroup, All PD-L1 Tested Subjects

< 1% Tumor PD-L1 Expression

= 1% Tumor PD-L1 Expression
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L] 3 6 9 12 15 W% 0 W 37 3 33 3w/ 0B 0 3 b 9 12 15 1@ A 4 03B o 01
Ouerall Survival (Months) Overal Survival (Menths)
Murnber of Subjects at Risk Mumber of Subjects at Risk
Mivolumab Mivolumab
"My 10d e 78 73 &% B2 89 57 BE s0 18 2 ] 171 185 158 d4& 139 131 122 117 112 108 98 36 ']
Mivelimab ¢ pilmumab Mivelumak + Iplimurnak
123 13 102 9 B2 82 O™ T4 72 [ 18 4 o 155 144 132 127 M6 112 105 102 101 89 a5 27 3 1]
|piimumaty |pthimumat:
"y %% & 79 0 &1 57 5 44 43 ;W 1 ] 164 155 13% 126 M5 02 & &3 i FE il F ]
™ Nivalumzh (events: 64117), median and 95% Cl: 23.46 (13.01, N.A) " Mivolumab {events: 63/171), median and 5% CI- N.A,
© ™ " Nivolumab + Ipfimumeab (events: 561 23), median and 95% CI: N.A (2645, NA) * Nivalumab + |pilmumab (events: S6155), median and 95% CI: N.A,
=7 7 Ipdimumab (events: 740113), median and 95% CI 18.55 (1367, 23.20) === |plimumab fevenls: $8/164), median and 95% CI: 22.11 (17.08, 29.57)
Mivelumab vs |pilimumab - hazard ratio and 95% CI: 060 (.57, 1.12) Mivalumab vs Ipilimumab - hazard ratio and 95% CI: 0.52 (0,38, 0.71)
Mevolumab + Ipdmurmab vs |pilimumal - hazard ratie and 95% CI: 0.60 (0.42, 0.84) Mivelumab + Ipilimumab vs lpilimumab - hazard ratic and 85% Cl: 0.53 (038, 0.74)
Mevolumab + Iplmurnat v Nivelumab - hazard ratio and 95% CI: 0.74 (052, 1.08) Mivalumab + Ipilimumab vs Nivolumab - hazard ratio and 95% CI: 1.03 (0.72, 1.48)
Figure 13: Kaplan-Meier Plot of OS by PD-L1 Status and Treatment (1% and 5%b6 Expression
Levels) < 19 Tumour PD-L1 Expression
< 5% Tumor PD-L1 Expression = 3% Tumor PD-L1 Expression
1.0
=
09 M=
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.Tg g 0.7
\'.I?l u?'l 06
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0.0 o0
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Q 3 ] 9 1215 18 A 24 3 33 3B 3% 0 3 ] g9 12 15 18 ™M M4 37 3 3 3% 3
Cverall Survival (Monifs) Crveral Survival (Manths)
Mumber of Subjects a1 Riss Mumber af Subjects al Risk
Maalumab Mivahimaty
208 189 169 151 144 133 122 118 112 110 99 34 2 [/} a0 79 75 73 64 83 &1 53 57 54 43 18 1 1]
Mwalumab + [plimumnat Mivolsmats + Ipiimumab
M0 194 178 163 146 144 13 131 130 127 16 3 7 L] 68 63 56 55 52 50 45 45 45 4 3B 0N 0 4]
Ipilmumab Ipdimumab
202 179 158 140 125 106 100 S0 BY T8 43 1B 2 ] =T - TR - - B 85 45 43 40 39 33 13 1 1]

= Hivolumab [events: 93/208), median and 95% CI: KA, (23.08, N.A)
* 7 Wweiumak + Ipilenuemab (events: B9210), median and 95% ClNA (31,84 NA)
== = |pilimumab (events: 131/202), median and 95% CI- 18.50 (13.70, 22.51)

Mivolumah vs lpilimumab - hazard ratio and 85% CI: 0.65 (0,50, 0.85)
Mivalumab + |pilimumab vs lpilimurnab - hazard ratie and 85% CI: 0.55 (0.42. 0.72)
Nvolumab + |pilimumab vs Mivolumab - hazard rafio and 95% CI; 0,84 (0.63,1.12)

= Nivolumab (events; 28/80), median and 35% CI WA,
* 7 Nivoluriat + Ipimuimas (events: 23/68), median and $8% C: N.A.
=== ldimumah [events: 41775}, median and 95% CI: 2838 (1810, NLA.}

Mivolumab vs Ipilimumat - hazard ratio and 85% CI; 0.57 (0.35, 0.82)
Nivolumab + Ipilimuimat vs Ipilimurmab - hazard ralio and 95% CI: 0,60 (0.36, 1.00)
Molumab + Ipiimumat ws Nivelumak - hazard ratio and 95% CI; 1.05 (0.61, 1.83)
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Figure 14: Kaplan-Meier Plot of OS by PD-L1 Status and Treatment (1% and 5%b
Expression Levels) < 5% Tumour PD-L1 Expression
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NIVOLUMAB N = 288, NIVOLUMAB+IPILIMUMAB N = 278
Area Under the Curve:(Nivo Mono) = 0.6004 93% CI=( 0.35, 0.63). (Nivo Combo) = 0.5412 93% CI=( 0.49, 0.59)
Figure 15: Receiver Operating Characteristic (ROC) Curve Based on 2-Year OS per
Investigator -- All Randomized Subjects with Nivolumab Mono and Nivolumab
+ Ipilimumab Combo
Table 27: Investigator-assessed ORR and DOR by PD-L1 Expression Level (Validated
Assay) - PD-L1 Tested Subjects - CA209067
Nivolumab Group N=316
PD-L1 expression < 1% =1% < 504 = 500 Indeterminate or Not
Evaluable®
ORR (%)" 41/117 (35.0) 94/171 (55.0) 88/208 ( 42.3) 47/80 ( 58.8) 6/28 (21.4%)
Exact 93% CI 265, 44 4 472, 626 355,493 472 696 83,410
CE rate (%) 15/117(12.8) 321171 (18.7) 32208 (15.4) 15/80 (18.8) 0
Median DOR (95% CT)° NA (26638 NA) NA NA NA (2139, NA) NR
Nivolumab + Ipilimumab Group N=314
PD-L1 expression < 1% =1% < 5% = 5% Indeterminate gr Not
Evaluable
ORR. (%)" 67/123 (54.5) 101/155 (63.2) 118210 ( 56.2) S0/68 (73.5) 17/36 (47.2%)
Exact 93% CI 452,63.5 57.1.72.6 49.2.63.0 614,835 304,645
CE rate (%) 21123 (17.1) 28/155( 18.1) 36/210 (17.1) 13/68 (19.1) 5/36 (13.9)
Median DOR (95% D NA (2802, NA) NA NA N.A (1807, NA) NR
Ipilimumab Group N=315
PD-L1 expression < 1% =1% < 5% = 5% Indeterminate gr Not
Evaluable
ORR. (%) 21/113 (18.6) 31/164 (18.9) 36/202 (17.8) 16/75 (21.3) 8/38 (21.1%)
Exact 93% CI 11.9,27.0 13.2,25.7 12.8.238 12.7.323 9.6,37.3
CE.rate (%) 6/113 (5.3) 7164 ( 4.3) 9/202 ( 4.5) 475( 53.3) 1/38 (2.6%)
Median DOR (95% CI)F 11.60(417, N.A) NA (834 NA) 1820(532.NA) NA (608, NA) NR
a

CFR+PR. CI based on the Clopper and Pearson method.

b Median computed using Kaplan-Meier product-limit method.
NA - not available/not estimable: NE. - not reached
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Health-related Quality of Life - QLQ-C30 Secondary Endpoint

Quality of life measured by the EORTC QLQ-C30 Global Health Status remained stable in all treatment
groups, with no mean change in score from baseline reaching the minimal important difference for the
patient (i.e., mean change > 10 points) at any time point for any of the three treatment arms.

Ancillary analyses

Overall Survival in Subpopulations

Survival effect for most subgroups was consistent with that of the All Randomized subjects, including
BRAF[V600] mutation-positive and BRAF wild-type subjects and favoured the NIVO-containing arms
compared to IPI monotherapy (Figure 18 and figure 19).

Mivalumakb Ipilimumab Unstratified
M of events i of events Hazard Ratio
] {N of subjects) {95% iy (M of subjects) {95% [} (959 CI)

Owerall 45 142(316) MoA. (20.08. NA) 197(315) 19.98 (17.08, 24.61) 0.63 (0.51,. 0.78) L ]
BRAF Mutation Status

Mutant 300 40{98) MNA (2641, N.A) G0{100) 24.61 (17.91. 30.98) 0.60 (040, 0.89) -

Wildtype 645 102(218) MNoA (2582 N.A) 137(215) 18.50 (14.78. 23.03) 0.64 (0.49 0.83) -
M Stage at Study Entry

MO AMIE 388 40{(132) MLA, 65(127) 30.82 (26.15. N.A.) 0.54 (0.26, 0.80) -

MIC 557 102(184) 23.43 {16.53. 22.33) 132(188) 14.95 (11.47. 17.74}) 0.66 (0.51, 0.86) -
Age Category |

= 65 565  89(198) MoA (28,02, N.A) 117(182) 18.10 (14.98, 23,20} 0.59 (0.45, 0.77) -

»= G5 380 53{(118) MA. (21.06. N.A) 80(123) 22.51 (17.22. 30.78) 0.69 (0.49, 0.98) -
Age Category 1l

= @2 262 89(198) Mot (2802, MA) 117{182) 18.10 (14,88, 23.20) 0,59 (045, 0.77) -

== 65 and < 75 262 32(79) MLA. (26.97. N.A)  52(83) 23.49 (17.12.33.97) 0.62 (0.40, 0.98) .

>=75 118 21(38) 20.24 (7.20, NLAL) 28(44) 21.00 (7.33, 30.08) 0.85 (0.48, 1.49)
Sender

Male G610 B84(202) MNLA. (32.43, N.AL) 126(202) 1840 (15.08, 23.20) 055 (0.42, 0.73) -

Famale 335 58(114) 28,22 (19.45, M.A) 71113 22.70 {16.66, 20.14)  0.7%9 (0.56, 1.11) -t
Race

Wihite 221 136(308) MoAL (37.24, MNLAL) T8E(303) 20017 (16.79, 25.56] 0.63 (0.50, 0.78) -

Black 0 o) MLA, () ™LA

Asian 10 2(2) 10.07 (5.59, 14.55) G5} 18.43 (15.97, 27.40)

Other 13 4(&) 23.93 (4.96, 31.90) A5} T0.B7 (3.25, M.AL)
Region

us 207 28i68) LA (24.08, MN.AL) 43(75) 27.47 {(19.91. 34.43) . (0.43. 1.12) -

EU 517 790170 BLA, (2346, MN.A) 113(170) 1616 (11.53, 20.21) 0.58 (0.44, 0.78) -

Australia 115 14(38) MLAL (37,90, MoAL) 21(37) 2197 (1212, RLALD 0.48 (0,24, 0.95)

Rest of World 106 21{40) 24.92 (16.13, N.A) 20(33) 2320 (17.97, MN.A) 0.89 (0.48, 1.64)
Baseline ECOG Perfformance Status

Li] 591 G237 LA, 128(224) 2540 (18,73, 20.50) 0.58 (0.44. 0.76) -

1 252 50(78) 1416 (B.05, 25.82) B69(91) 12.45 (7.48, 17.97) 0.77 {(0.54,1.11) -
History of BEran Metastasoes

Yes 33 37 MLA, (D.B2. MN.AD 1015} 14.98 (5.65. N.A.}

Mo Q12 138(309) LA (2825, MNAL) 1TEF(300) X014 (1712, 25.40] 0.63 (051, 0.79) -
Smoking Status

a5 410 SEa{133) MLA, (2408, MOAL) BH{139) Z1.891 (16,56, 28,12) 0,63 (0,45, 0.87) -

No 498 FO170) MN.A. (2389, N.AL) 104(167) 18.56 (14.95, 25.56) 0.64 (0.48, 0.86) -
Easaline LDOH 1

== ULN 590 TS LA 107(194) 2B B1 (2270, 33.57) 057 (042 077) —-—

= LILM 3241 FOU1E) 14,98 (11.66, 23.43) BE&(115) TORY (8,47, 12,14} 0,72 (052, 0.99) -

Bas.elune LD 2

wm Z2HULRN azv 1127 2) LA 165(279) Z3.20 (19.29, 29.08) 0.59 (0.46, 0.75) -

= 2"UILMN 104 30(37) 6.31 (4.07. 14.55) 28(30) 4.57 {(2.76. 8.38) 0.66 (0.39. 1.12) -

AICC Stage at Study Enlly

Stage 111 7F(25) MLA. (31.24, N.AL) 13(22) 25.72 {(13.70. MN.AD 0.43 {017, 1.09) -

Stage W I!-EP 135(291) LA (2674, MNAL) 184{293) 18591 (16.66, 23.20] 0.64 (0.51, 0.80) -

o 1 x E]
Hivolumat Ipilimumiob
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Figure 16: Forest Plot of Treatment Effect on Overall Survival in Pre-Defined Subsets - All
Randomized Subjects, NIVO Relative to IPI

Mivolumab + |pilimumakb Iplllmumab Unstratified
M oof events mors Mol e mos Hazard Ratio
'l (N af su‘iul.:cts} (95% Iy (N of suvlu(.n.[a) (95% CI) (95% I
Owerall 945 128(314) [ 187(315) 19,98 (17.08, 24.61) 0.56 (0.44, 0.59) -
BRAF Mutation Status
Mutant 300 32(102) MNLA, S0(100) 24.61 (17.91, 30.98) 043 (0, 23 0.66) ——
wWildtype 645  96(212) MLA. (2760, MNLAL) 137(215) 18.50 (14.78, 23.03) 0.62 (0.48, 0.80) -
M Stage at Study Entry
MOM T AMIB g8 340129 LA, B5(127) 3082 (2615, N.AD 045 (0,320, 0.69) -
MI1C 557 94(18%) 30,52 (19.35, N.A) 132(188) 14.95 (11.47, 17.74) 0.60 (0.46, 0.78) -
Age Category |
= 65 565 7o(185) LA, 117(182) 1810 (14.98. 23.20) 048 (0.36. 0.65) -
>= 65 380 58(129) MLA, (2645 NAL) aB0133) 22.51 (17.22. 30.78) 0.68 (0.48. 0.95) =
Age Category |1
< B5 565 f0(185) LA 117182y 18.10 {1498, 23.20) 048 (0.36, 0.65) -
== 65 and = 75 262 AD{94} FLA. (2645, MLAL) S2(89) 23.49 (1712, 33.97) 0.67 (0.45 1.02) -
== 75 11a 1835} 32,72 (11.66, MN.AL) 28(44) 21.09 (7,33, 30,98) 072 (0.40.1.31) -
Gender
Male 610 78(206) LA 126(202) 18.40 (15.08, 23.20) 049 (0.37, 0.65) -
Female 335 S00108) MLA (19.78. NLA 710113 2270 (16.66. 29.14) 0.69 (0.48. 1.00) -
Race
White 921 126(310) MN.A 186(303) 2017 (16.79, 25.56) 0.57 (0.45, 0.71) -
Black 4] Oy NLA. 0{0) MLA
Asian 10 1(2) FA (1978, MLAL) B(5) 18.43 (15.97, 27.40)
Crther 13 1020 BA, (3BT, MLA) A(5) V087 (3,25, M.AL)
Reqgion
= 207 18(64) MNLA. A43(75) 27.47 {lg 91, 34.43) 0.40 (0.23, 0.70) -
EU 217 B1(177) MLA. (26.84. MLAL 1130170 16.16 (11.53. 20.211 0.56 (0.42. 0.74) —-—
Australia 115 11(40}) AL 21037 2107 (1212, M&) 0.43 (0.21, 0.849) =
Rest of World 106 18(33) 1814 (10.91, MLALY  20033) 23.20 (17.91, N.A) 1.00 (0,53, 1.90)
Baseline ECOG Performance Status
o 691 B2(230) LA, 128(224) 25,40 (18.73, 29.50) 0,53 (0.40, 0.70) -
1 252 45(83) 19,78 (10.02, N.A) 6991} 12.45 (7,49, 17.91) 0.63 (0.43, 0.91) -
History of Brain Melasiases
Yes 33 5{11}) 31.90 (2.76. M.A) 10(15) 1498 (5.65. M.AL) 0.51 (017, 1.52)
Mo 912 123{303) MN-A. 187(300) 20.14 {17.12, 25.40) 0.56 (0.24, 0.70) -
Smoking Status
Wes 410  SB(138) MLA. (3052, NLAL) BB(139) 21.91 {16.56, 26.12) 0.57 (0.41, 0.80) -
No ASE  60{161) LA 104{167) 18.56 {14.05, 25.556) 0.49 (0.35, 0.67) -
Baseline LOH 1
o= UM 590  64(199) MNLA. 107(134) 28.81 (22.70. 33.97) 0.50 (0.37. 0.68) -
= LILMN 341 B83(114) T7.47 (1077, NA) BE(115) 10.B7 (B.41. 13.14) 0.63 (0.46. O.87) -
Baseline LDH 2
= UL 827 102(276) L 165(279) 23.20 (19.29, 29.08) 0.54 (0.42, 0.69) -
= 24‘LILN 104 25(37) B8.31 (4.60, 11.70) Z2B(30) 4.57 (2.76, 8.38) 0.50 (0.29, 0.87) =
AICC Stage at Study I:ntry
Stage 1 416} MLAL (31.90, NoACY 1322y 2572 (1370, ML.A) 0.32 (010, 0.97) -
Stage IV 882 124(298) AL 184(293) 19.91 (16.66, 23.20) 057 (0.45 0.71) -
o 1 2 a
- -
Mivolumab + Ipilimumab Ipiimumab
Figure 17: Forest Plot of Treatment Effect on Overall Survival in Pre-defined Subsets - All
Randomized Subjects, NIVO+I1PI Relative to IPI
Mivolumakb + Ipilimumalt Mivolumab Umnstratified
M of events mos N of events mos Hazard Ratio
N (M of subjects) (95% CI) (N of subjects) (55% CI) (959 CI)
Owverall 945 128(314) LA 142(316) BLAL (29.08, N.ALY 0.89 (0.70,1.13) L
BRAF Mutation Status
hutant 300 32(102) MNLA, AQ(9B) MA (2641, WNAY 071 (045 113 .-
wildtype 645 96(212) MN.A. (2760, MN.A) 102(218) MoAL (2582, MM 0.97 (0.74, 1.28) -
M Stage at Study Entry
MOMTAMITE 388 34(129) MLA, A0{132) [ 0.84 (0.53, 1.33) -
MI1C 557 94{185) 30.52 (19.35, N.AL) 102(184) 23.43 (16,53, 32.33) 0.90 (0.68, 1.19 -
Age Category |
<= 65 565 70{1B5) MoA, B89(198) M.A, (28.02, NLAY 0.81 (0.59, 1.11) -
== 65 380 58(129) MA. (26.45, N.AL) 53(118) MLA, (27,06, MNA) 0.99 (0.68, 1.44) -
Age Category ||
=B85 565 JO(1BS) MLA, 89(198) MA, (28,02, N.AY 0.871 {(0.59, 1.11} -
== 65 and = 75 262 AQ{94) MN.A. (26.45, MN.A) 32(79) MN.A. (26,97, N.AY 1.09 {0.69, 1.74) e
== 175 118 18(35) | L3272 (11.66, MN.AD 210390 L 20,24 (7.20. NLAD 0.86 (0,46, 1.63) +
Gender
Male G0 TH(206) RLAL BA4A(202) BA, (3243 MNAG 0.89 (066, 1.21) -
RFema]e 335 50(108) MoA. (18,78, NLA)  SB{114) 28.22 (19.45 M.A})  0.89 (0.61. 1.30) -
ace
White 921 126{210) kLA 136(308) BLAL (27.24, WA 0.90 {0.71, 1.15) L
Black 0 (o) M. A, o) MN.A,
Asian 10 T(2) MN.A. (1978, MN.AL) 2(2) 10.07 (5.59, 14.55)
Oither 12 1i2) M.A. (3.81. MLAD A(5) 23,93 (4.95, 31.90)
Region
us 207 18({64) P A Z8(68) A, (2408, N.A) 0.59 (0.33, 1.08) -
EU 517 BI{(177) M.A. (26.B4, N.A) 78{170) MoA, (2346, NLAL) 0.96 (0.71. 1.31) -
Awustralia 115 11{40) MLAL 14{38) BA (31.90, MLA 0.83 (0.38, 1.82) -
Rest of World 106 18{33) 1814 (10,91, KAL) 21a0) 2492 (16,13, N.A) 1.14 {060, 2.14) e
Baseline ECOG Performance Status
0 691 82(230) RLA 91{237) LA 0.91 (0.68, 1.23) -
1 252 45(83) 19.78 (10.02, N.A) sofre) 14,16 (B.05, 25.82) 0.82 (0.55, 1.23) -
History of Brain Metastases
Yes 33 S(11) 31.90 (.76, M.A) 3(7) MoA. (D.82, NLA)
o 912 123(303) FLA 138(309) oA, (2B.25, N ALY 0. 88 (069, 1.12) -
Smoking Status
Yes 410 58(138) MN.AL (30.52, M.AL 59(133) M.A, (24.08, MN.AD 0.971 (064, 1.31) -
Mo 498 BO{1E1) LA F80170) MoA.  {(23.89, NAY 076 (054, 1.06) -
Baselme LDH 1
== 500 GA{189) MoA. FO{197) AL 0.89 (0.64, 1.25) -
= ULN 341 63(114) 17.41 (10.71. NLAY  70C112) 14.98 (11.66, 23.43) 0.86 (0.61. 1.21) -
Baseline LDH 2
== 2*ULN 827 102(276) MNoAL 110(272) N.A, 0.91 {0.70. 1.19) -
= 2*ULN 104 25(37) 8.21 (4.60. 11.70) 30(37) 6.31 (4.07. 14.55) 0.7 {0.47, 1.200 >
AJCC Stage at Study Entw
Stage 1l A(16) MoAL (3190, MA 7{28) MLAL (31,24, NoAY 0.76 (0.22, 2.59) -
Stage IV Bﬂ2 124(298) MoA. 135(291) M.A, (26.74, N.AY 0.88 (D.69, 1.12} -
o 1 2
Mivolumab + Il:lillmumsg Flhvaiumak
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Figure 18:

Randomized Subjects, NIVO+IPI Relative to NIVO

PES in Subpopulations

Results in are presented in Figure 20.

Figure 21 and Figure 22.

Forest Plots of Treatment Effect on Progression Free Survival per Investigator in Pre-
Defined Subsets at 18 Month Minimum Follow-up Analysis - All Randomized Subjects

Nivelumab
N of events mPFS
N (M of subjects) (95% )]
Owerall 945 183(316) 6.87 (4.34, 9.46)
BRAF Mutation Status
Mutant 300  63(98) 562 (2.79, 9.30)
Wildtype 645  120(218) 713 (4.86, 14.29)
M Stage at Study Entry
MOMTAMIBE 387  65(132) 9.46 (5.62, N.A.)
nMIC 558 118(184) 532 (2.83,7.13)
Age Category |
=65 565 118(198) 5.49 (2.96, 7.06)
== 65 380 65(118) 10.18 (5.39, 24.87)
Age Category Il
<65 565  118(198) 5.49 (2.96, 7.06)
== 65 and < 75 262 41(79) 16.13 (6.74, 24.87)
==75 118 24(39) 5.26 (2.63, N.A)
Nivelumab
M of events mPF5
M (N of subjects) {95% Cl)
Gender
Male 610  112(202) 887 (562, 16.49)
Female 335 71(114) 299 (2.76, 6.67)
Race
VWhite 921 178(308) 6.87 (434, 9.46)
Black 0 0(0) N.A,
Asian 10 1(2) 2.60 (N.A., N.AJ)
Other 13 4(6) 13,22 (256, 19.52)
Region
us 207 37(68) 6.87 (2.96,14.29)
EU 517 107(170) 5.13 (2.83, 7.89)
Australia 115 18(38) 21.95 (6.93, M.A)
Rest of World 106 27(40) 7.06 (276, M.A)
Basellne ECOG Performance Status
691  135(237) 7.06 (532 14.00)
1 252  47(78) 434 (2.63, 7.13)
Nivolumab
M of events mPF5
N (N of subjects) {95% [1)]
History of Brain Metastases
Yes 3347 969 (0.62. N.A)
Mo 912 179(309) 6.87 (4.34,9.30)
Smmoking Status
Yes 410 77(133) 8.18 (3.15, 16.49)
Mo 498 101(170) 549 (3.02,8.11)
Baseline LDH 1
<= ULN 589 106(196) 9.69 (6.87, 21.95)
= ULN 341 76(112) 2.79 (2.63, 4.04)
Baseline LDH 2
<= 2*ULN 826 152(271) 811 (5.49, 14.29)
= 2FULN 104 30(37) 256 (1.71, 2.76)
AJCC Stage at Study Entry
Stage Il 63 12(25) 7.38 (2,83, N.A)
Stage IV 882 171(291) 6.87 (4.21, 9.46)

Ipilimumab
N of events  mPFS
(N of subjects) (95% CI)

245(315) 2.89 (2.79, 3.42)
71(100) 404 (2.79, 552)
174(215) 2.83 (2.76,3.09)
99(126) 417 (2.95, 5.52)
146(189) 2.79 (2.73, 2.83)
136(182) 2.83 (2.79 3.06)
108(133) 3.09 (2.79,4.14)
136(182) 2.83 (2.79, 3.06)
76(89) 2.89 (2.69, 3.94)
33(44) 414 (2.79, 6.90)
|pilimumab

N of events

mPF5
(N of subjects) (95% CI)

154(202) 286 (2.79.3.38)
91(113) 2.89 (2.76, 4.27)
233(303) 2.92 (2.79, 3.94)
{0} MLA,

6(6) 2.84 (2.60, 6.97)
5(5) 2.60 (1.61,2.63)
57(75) 4,70 (2.89, 6.97)
132(170) 2.79 (2.76, 3.06)
30(37) 279 (2.63,4.14)
26(33) 3.00 (2.63,572)
172(224) 3.09 (2.83, 4.14)
73(91) 2.76 (2.63,2.89)
|pilimumab

N of events  mPFS
(N of subjects) (95% CI)

9(15) 2.89 (2.07. N.A)
236(300) 2.86 (2.79,3.42)
106(139) 348 (2.83,4.17)
132(167) 2.83 (2.76, 3.09)
148(194) 404 (3.02,5.19)
96(115) 2.63 (2.60, 2.76)
219(279) 3.00 (2.83,4.11)
25(30) 2.33 (1.7, 2.66)
17(22) 2.89 (2.60, 9.46)
228(293) 2.86 (2.79, 3.48)

Unstratified
Hazard Ratio
(95% CI)

0.55 (0.46, 0.67) ®

0.76
0.48

(0.54,
(0.38,

1.07) .
0.61) .

0.49
0.60

(0.36,
(0.47,

0.67) .
0.76) -

0.60
0.49

(0.47,
(0.36.

0.78) .
0.66) -

0.60
0.38
0.77

(0.47, 0.78) .
(0.26, 0.56) =
(0.45, 1.30)

Nivaluman

Unstratitied
Hazard Ratio
(95% Cl)

0.48 (0.37.0.61) L 3
0.72 (0.53,0.99) -

0.57 (0.47, 0.69) L

0.69 (0.45, 1.04) ¥
0.56 (0.43,0.73) -
0.33 (0.18, 0.60) -
0.56 (0.32, 1.00)

0.54 (0.43, 0.68) -
0.61 (0D.42, 0.88) -

L] 1
Nivolumah
Unstratified

Hazard Ratio
(95% CI)

0.54 (0.45, 0.66) L

(0.42,0.77)
(0.44, 0.74)

0.57
0.57

L I

0.54
0.59

(0.42, 0.69)
(0.43, 0.80)

' *

0.53
0.61

(0.43, 0.65)
(0.34, 1.07)

0.50
0.56

(0.24, 1.04)
(0.46, 0.68) L

0 1
Mivoluman

Forest Plot of Treatment Effect on Overall Survival in Pre-defined Subsets - All

2

-
Ipilimumakb

IEiumu mab

IEinmumah
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Figure 19:

NIVO Relative to IPI

Nivolumab + Ipilimumab lpilimumab Unstratitied
N of events ~ mPFS M of events Hazard Ratio
N (N of subjects) (95% CI) (N of subjects) (95% [=i)] (95% Cl)
Qwerall 945 161(314) 11.50 (8.90, 22.18) 245(315) 2.89 (2.79,3.42) 0.41 (0.33, 0.50) [ ]
BRAF Mutation Status
Mutant 300 51(102) 15.54 (8.02, N.AL) 710100) 4.04 (2.79,5.52) 0.43 (0.30, 0.62) -
Wildtype 645  110(212) 11.27 (8.34, 22.18)  174(215) 2.83 (2.76,3.09) 040 (0.31,051) e
M Stage at Study Entry
MOMTAMIE 387 530129) MA (1177, MA) 99(126) 417 (2.96, 5.52) 0.31 (0.22, 0.44) -
MIC 558 108(185) 851 (552,13.21) 146(189) 2.79 (2.73, 2.83) 0.48 (0.37,0.61) .
Age Category |
=65 565  93(185) 11.73 (7.00, NLAL) 136(182) 2.83 (2.79,3.06) 0.40 (0.30,0.52) .
=65 380  68(129) 11.17 (8.51, 23.03)  109(133) 3.00 (2.79,4.14) 043 (0.31,0.58) .
Age Category Il
<65 565  93(185) 11.73 (7.00, ALY 136(182) 2.83 (2.79,3.06) 040 (0.30,052) =
== 65 and < 75 262 51(94) 11.10 (8.34, N.AL) 76(89) 2.89 (2.69. 3.94) 0.37 (0.26. 0.54) +
==75 118 17135) 2218 (4,44, N.A) 33(44) 4.14 (2.79. 6.30) 0.52 (0,29, 0.93) =
0 1 !
Nivalumab + Ipilimum;T:n IEi:mu mab
Nivelumab + Ipilimumab Ipilimymab Unstratified
N of evenls mPFS M of events ~ mPFS Hazard Ratio
N (N of subjects) (95% CI) (N of subjects) (95% CI) {95% CI)
Gender
Male 610 101(206) 16.76 (10.84, N.A))  154(202) 286 (2.79,3.38) 036 (0.28,047) =
Female 335  60(108) 7.98 (4.67,1554) 91(113) 2.89 (2.78, 4.27) 0.51 (0.37,0.71) .
Race
White 921 158(310) 11.73 (8.90, 22.18)  233(303) 2.92 (2.79,3.94) 0.41 (0.34,051) @
Black 0 0(0) MN.A. 0(0) NLA.
Asian 0 2(2) 670 (2.66,10.74) &(6) 2.84 (2.60, 6.97)
Other 13 1(2) N.A, (2,60, N.AYD 5(5) 2.60 (1.61, 2.63)
Region
us 207 27(64) MN.A. (552, N.A) 57(75) 470 (2.89, 6.97) 0.42 (0.27, 0.67) .
EU 517  100{177) 10.15 (6.93, 16.53)  132(170) 2.79 (2.76, 3.06) 0.41 (0.31, 0.53) .
Australia 115 14(40) MA. (13.96, NLA)  30(37) 279 (2.63,4.14) 024 (0.12,0.48) -
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Forest Plot of Treatment Effect on Objective Response Rate per Investigator in Pre-Defined
Subsets at 18 Month Minimum Follow-up Analysis - All Randomized Subjects
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Smoking Status
Wes g 410 aot13a% 58.0% ?193, 66.3) 58 !33} 43.6% EBS.D. 52.5% 14.4% 52.5. 25.7 .
Mo i 498 94(161 58.4% (50.4, 66.1 74(170 43.5% (36.0, 51.3) 14.9% (4.1, 25.2) .
Baseline LDH 1
<= ULN 589 130(199) 65.3% 558.3. 71.9)  101(196) 51.5% (44.3, 58.?1 13.8% 54.1. 23.2) .
B:- Ull_N LDH 2 341 51(114) 44.7% (35.4,54.3) 34(112) 30.4% (22.0, 39.8) 14.4% (1.8, 26.4) *
aseline
<= 2"ULN 826 167(276) 60.5% 554.5. 66.3) 127(271) 46.9% }AD.E. 53.0) 13.6% ES 3 21.7) L]
= 2*ULN 104 14(37) 37.8% (225,552) B(37) 21.6% (9.8, 38.2) 16.2% (-4.6, 35.3) t -
AJCC Stage at Study I:ntry )
Stage |l 11(16) 08.8% Ed‘l .3, B9.0 14(25) 56.0% 534.9. 75.8) 12.8% E—ﬁ" 1. 38 3} T W e
Stage IV BE.Z 170(298) 57.0% (51.2,62.7) 124(291) 42 6% (369, 48.5) 14.4% (6.4, L ]
W 0 10 20 30 4 sa 60 70
\'nu"l"'.m 'lr\:.;um:lb* Ipilmumab

Figure 24: NIVO+IPI Relative to NIVO

Updated data following a database lock in 24-May-2017 (OS data at 3-years follow-up)

Slightly more mature results with the updated efficacy results at the data cut-off of May 2017, with +9
months additional follow up (OS data at 3-years available) in all randomized subjects show a
statistically significant improvement in OS for NIVO monotherapy vs IPI monotherapy (HR = 0.65
[98% CI: 0.53, 0.80]; stratified log-rank test p-value = < 0.0001) and the combination (NIVO+IPI) vs
IPI monotherapy (HR = 0.55 [98% CI: 0.45, 0.69]; stratified log-rank test p-value = < 0.0001).
Based on descriptive analyses, the combination of NIVO+IPI showed a numeric difference in OS vs
NIVO (HR = 0.85, 95% CI: 0.68, 1.07) not reaching statistical significance. Median OS for all
randomized subjects was not reached in the NIVO+IPI group whereas it was 37.59 months (95% ClI:
29.08, NA) for the NIVO group as compared to 19.94 months (95% Cl: 16.85, 24.61) in the IPI group.
3-year OS rates were 58% for the NIVO+IPI, 52% for NIVO, and 34% for IPI groups.

OS rates at 6, 9, 12, 18, 24, and 36 months are presented below in Table 28. Kaplan-Meier plot of OS
at 3-year follow-up is provided in Figure 26.
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Table 28: Summary of OS at 3-year Follow-up - All Randomized Subjects

NIVO NIVO+IPI 1P
N=316 N=314 N=315
Overall Survival
Events. 1 (%) 158 (50.0) 139 (44.3) 206 (65.4)
Median OS (95% CT). months® 37.59 (29.08. NA) NA (38.18.NA) 19.94 (16.85. 24.61)
HR (95% CT) 0.65 (0.53, 0.80)" 0.55 (0.45, 0.69)°
Stratified log-rank test p-\'alued <0.0001 <0.0001
HR (95% CI) 0.85 (0.68. 1.07)°
OS Rate at 6 months (95% CT) 0.85 (0.81, 0.89) 0.86 (0.81. 0.89) 0.82 (0.78. 0.86)
OS Rate at 12 months (95% CI)- 0.74(0.69. 0.79) 0.73 (0.68. 0.78) 0.67 (0.61. 0.72)
OS Rate at 24 months (95% CI) 0.59 (0.53. 0.64) 0.64 (0.59. 0.69) 0.45 (0.39. 0.50)
OS Rate at 36 months (95% CI) 0.52 (0.46, 0.57) 0.58 (0.52.0.63) 0.34(0.29. 0.39)

Based on Kaplan-Meier estimate. NA - not available/not estimable

b Stratified Cox proportional hazard model. Ratio of NIVO over IPL

Stratified Cox proportional hazard model. Ratio of NIVO+IPI over IPL

d Log-rank Test stratified by PD-L1 status, BRAF status, and M stage at screening as entered into the IVRS,

€ Stratified Cox proportional hazard model. Hazard Ratio is NIVO+IPI aver NIVO.

1.0g
0.9 ’
0.8
0.7
0.6
0.5
0.4
03
0.2
0.1

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48

Probability of Overall Survival

Overall Survival (Months)

Number of Subjects at Risk
Nivolumab

316 292 265 244 230 213 201 191 181 175 171 163 156 120 28 O 0
Nivolumab + Ipilimumab

314 202 265 247 226 221 209 200 198 192 186 180 177 131 27 3 0
Ipilimumab
315 285 253 227 203 181 163 148 135 128 113 107 100 68 20 2 0
Nivolumab (events: 158/316), median and 95% CI: 37.59 (29.08, N.A.)
- == - Nivolumab + Ipiimumab (events: 139/314), median and 95% CI: N.A. (38.18, N.A.)
— = — Ipilimumab (events: 206/315), median and 95% CI: 19.94 (16.85, 24.61)

Nivolumab vs Ipilimumab - hazard ratio and 95% CI: 0.65 (0.53, 0.80)

Nivolumab + Ipilimumab vs Ipilimumab - hazard ratio and 95% CI: 0.55 (0.45. 0.69)
Nivolumab + Ipilimumab vs Nivolumab - hazard ratio and 95% CI: 0.85 (0.68. 1.07)
Symbols represent censored observations.

Hazard ratios are estimated using Cox proportional hazard model with treatment group
as a single covariate, stratified by PD-L1 status, BRAF status and M stage at screening as entered
into the IVRS.
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Figure 25: Kaplan-Meier Plot of Overall Survival - All Randomized Subjects

Updated OS data (cut-off of May 2017) in patients with PD-L1 status below 1% vs PD-L1 above 1%
(HR = 0.70, 95% Cl: 0.49, 0.99 vs HR = 1.02, 95% CI: 0.73, 1.43; NIVO+IPI vs NIVO) show that
patients with PD-L1 status above 1% would obtain a similar benefit than those treated with the
monotherapy with nivolumab. A trend for greater benefit is observed with the combination vs nivo
monotherapy in thise subjects BRAF mutated vs WT (Figure 27).

Figure 26: Forest Plot of Treatment Effect on Overall Survival in Pre-defined Subsets - All
Randomized Subjects CA209067 (NI1VO+IPI relative to NIVO)
Nivolumab + Ipimumab Nivalumab Unstratified
N of events. mos 2 ¥Years N of events mos 3 Years Hazard Ratio
N (N of subjects) (95% CI) os (M of subjects) (95% CI) os (95% CI)
Overall 945 139 (214) N.A. (3818 NA) 058 158 (216) 37.58 (29.08, N.A) 052 0.85 (0.68 1.07) .
BRAF Mutation Status
Mutant 300 35(102) N.A. .68 44 (98) MN.A, (2641, NLA)  0.56 0.69 (0.44,1.07) -
Wildtype 645 104 (212) 39.06 (27.60, M.A) 053 114 (218 3575 (25.82, NLA) 0.50 0.94 (0.72,1.22) -
M Stage at Study Entry
MO/M1AMIB 388 41 (129) M.AL 0.72 50(132) MNLA. 0.64 0.79 (0.53,1.20) ——
M1C 557 98 (185) 3052 (1935 NA) 048 108 (184) 2343 (16,53, 35.08) 042 088 (0.67.1.16) L3
Age Category |
<85 5B5 76 (185) N_A a8l 99 (198) 37.95 (28.02, NA) 051 0.78 (0.58 1.05) .
>= 65 380 63 (129) MN.A. (2645 N.A) 054 59(118) 37.59 (21.06,N.A) 052 096 (0.68, 1.38) -
Age Category I |
<65 565 76 (185) NLA. 0.8l 99 (198) 37.95 (28.02, NLA) 051 0.78 (0.58 1.05) .
== 65 and < 75 262 44 (894) MN.A. (26.45 N.A) 057 38 (79) N.A. (26,97 NLA) 056 1.01 (0.65,1.56) .
==75 118 19 (35) 3154 (11.66.N.A) 044 21 (39) 2024 (7.20.N.A) 045 0.80 (0.48,1.68) -
Gender
Male 610 88 (206) MN.A, (39.06, N.A) 0 060 92 (202) M.A, {3213, N.A) 055 0.91 (0.68,1.22) -
Female 335 51 (108) M.A. (19.78 NA) D53 56 (114) 28.22 (19.45, 37.95) 045 0.78 (0.54,1.13) .
White 921 137 (210) N.A, (38,18, N.A) 0.58 152 (308) 39.00 (31.24,N.A) 052 0.87 (0.69, 1.09) *
Nen-White 23 2{4) N.A. (2.81.M.A)  0.50 6(8) 15.26 (4.96.N.A) 025
Region
us 207 21 (64) N.A, 0.70 32 (B8) N.A. (2408 NA) 057 059 (0.34,1.02) .o
EU 517 87 (177) 38,18 (26.84, N.A) 053 83 (170) 35,06 (2346, N.A) 049 0.91 (0.68,1.23) o
Australia 115 11 (40) M.A, 0.72 14 (28) N.A. (31.90,N.A) 083 0.82 (0.37,1.81) —t
Rest of World 106 20 (33) 18.14 (10.91, N.A) 045 23 (40) 2482 (16132, N.A) 042 112 (D.62, 2.06) - -
Baseline ECOG Performance Status
o 681 90 (230 N.A, 0.64 105 (237) MN.A. (3683.NA) 058 0.85 (0.64,1.13) -
>=1 53 48 (R3) 1978 (1002, NA) 043 53(79) 1347 (805 ?389) 032 0&a1 (NE5 120) ——t
History of Brain Metastases
Yes 33 5(1M) MN.A. (276, NA) 055 4(7) 3506 (0.82, N.A)  0.43 |
Ma 912 134 (303) MN.A. (3818 N.A) 058 154 (309) 3785 (2B25.M.A) 052 0.86 (0.68.1.08) -
Smoking Status
Yes 410 63 (138) N.A. (30.52,N.A) 058 &4 (133) NA. (2408 NA) 053 0.00 (0.64,1.28) o
No 498 65 (1861) N.A. 0.62 89 (170) 3575 (2389, N.A) 049 0.72 (0.52.0.99) .
o 1 2
Mivolumakb + Ipilimuma'g vaolu-hmab
Baseline LDH
<=ULN 590 74 (199) N.A 0.66 83 (197) NA. (4021, NA) 081 0.86 (0.63,1.18) *
= ULN 347 64 (114) 1741 (10.71. N.A) 0.44 73{(112) 14,98 (11.66, 23.43) 0.34 0.83 (0.58.1.16) ————
Baseline LDH
<=2*ULN 827 112 (2786) N.A, 0.62 126 (272) NA. (3601,NA) 056 0.86 (0.67,1.11) R
= 2*ULN 104 26 (37) 831 (4.60,11.700 0.31 30(37) 6.31 (4.07,14.55) 0.4 0.73 (0.43,1.23) -
AJCC Stage at Study Entry
Stage Ill 63 5(16) N.A (31.90, N.A)  0.68 8 (25) NA. (3124, NA) 085 0.83 (0.27. 253)
Stage V 882 134 (298) N.A (3736 NA) 057 150 (291) 36.53 (2674, NA) 050 0.85 (0.67.1.07) *
PD-L1 expression
<1% 353 58(123) NA (2645 N.A) 054 71(117) 2346 (13.01.36.53) 0.42 0.70 (0.49.0.99) .—
>=1% 480 63 (155) N.A. (38.06, N.A)  0.62 71{(171) NA. (4021, N.A) 080 1.02 (0.73,1.43) ——
PD-L1 expression
< B% 620 97 (210) MA. (3272, N.A) 056 110 (208) 3584 (2306, N.A) 05D 0.82 (0.62, 1.08) -
>=5% 223 25 (68) NA - (39.06,NA)  0.65 32 (80) N.A. (3575 NA) 081 0.99 (0.58, 1.67)
PD-L1 expression
<10% 584 106 (232) N.A  (34.83,NA) 057 117 (229) 36.93 (23.46,N.A) 051 D.87 (0.67.1.13) 'S
>=10% 159 16 (46) NA  (30.06,NA) 067 25 (59) NA  (3141,NA) 058 082 (0.44,154)
<= 0121 mm) 242 23(78) N.A, 0.72 27 (85) NA. 0.69 D.96 (0.55, 1.68) |
= Q131 mm) and <= Q3(87 mm} 471 68 (154) N.A - (37.06, N.A) 059 82 (150) 32.13 (19.84, N.A) - 0.48 0.74 (0.54,1.02) .
> Q3(97 mm) 231 48 (82) 17.64 (10.74, N.A) - 0.41 49 (80) 16.53 (9.10,35.94) 0.39 0.92 (0.62,1.37) .
Number of Lesion Sites
1 253 28 (89) N.A. 0.70 28 (80) LA 0.65 0.88 (0.52,1.49) ——
2-3 512 77 (166) N.A (3272, N.A) 057 94 (176) 3243 (2165 NA) 048 0.80 (0.59,1.08) *
>3 179 34 (59) 1814 (7.49, N.AL) 0.42 36 (59) 2017 (12,88, N.A)  0.44 1.06 (0.66,1.69) ——

[ 1 2
Nivelumab + Ipillimumab  Nivelumalb
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Summary of main study(ies)

The following table (Table 29) 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 29: Summary of the main study CA209067

Melanoma

Title: A Phase 3, Randomized. Double-blind Study of Nivolumab Meonotherapy or Nivolumab Combined with
Ipilinmmat versus Ipilimumab Meonotherapy in Subjects with Previously Untreated Unresectable or Metastatic

Study Identifier

CA209067

Design

Phase 3, randemized, double-blind study of mivelumab monotherapy or nivelumab
combined with Ipilinmmab versus Ipilimumab monotherapy in adult (= 18 years)
subjects with previously untreated, unresectable or metastatic melanoma (independent
of BRAF status). Subjects had unresectable or metastatic Stage Il or Stage IV
melanoma, as per the Amernican Jomt Commuttee on Cancer (AJCC) staging system,
and had not received prior systemic therapy for the treatment of nnresectable or
metastatic melanoma. Prior adjuvant or neoadjuvant therapy was allowed m the
setting of completely resectable disease. PD-L1 status was obtained by
immunohistochemical (THC) staining of PD-L1 protein prior to randomization.

Duration: FFFV 11-Tun-2013; Clinical cutoff date for Final CSE. 01-Ang-2016; the
study is ongoing i follow-up.
The study consists of 3 phases: screeming treatment. and follow-up.

Duration: FPFV: 11-Tun-2013;
LPLV for the Sep 2016 database lock: 01-Ang-2016

Duration of Ron-in - | Not Applicable
phase:

Duration of Ongoing
Extension phase:

Hypothesis

Treatment with nivolumab combined with ipidlimmab will lead to clinical benefit, as
demenstrated by an improved clinically meanmgfnl PFS compared to nivelumab
monotherapy and Ipilimumab monotherapy, including durable responses with
substantial magnitude of tumor reduction.

Treatment Groups

Nivelmab Nivelimab 3 mg/kg IV once every other week (Q2W)
+ipilimuemab-placebo on weeks 1, 4 and nivelumab on weeks
4 for cycles 1 and 2. One cycle of treatment was defined as 6
weeks. Dose reductions were not allowed.

Nivolumab + Nivolomab 1 mg'kg IV combined with ipilinmmab 3 mg'kg
Ipilimmmat IV Q3W for 4 doses then nivolumab 3mg/lg TV Q2W +
nrvolumab placebo on weeks 3 and 5 for cycles 1 and 2. Dose
reductions were not allowed.

Ipilimmmal Ipilimmmat 3 mgdeg IV Q3W for a total of 4 doses +
nivolumab-placebo on weeks 1, 3, 4 and 5 for cyele 1 and 2
then Q2W. Dose reductions were not allowed.
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Treatment Group Nivolumab + Nivolumab Ipilimumab
Ipilimumab
Number of Subjects N=2314 N=316 N=3135

Time from Completion of Prior

Adjuvant Therapy to

Randomization” (%)

< 6 Months 25(36.8) 21(28.8) 21 (32.8)

= 6 Months 43 (63.2) 51 (69.9) 42 (65.6)

Not Reported 0 1(1.4) 1(1.6)
Prior Surgery Related to Cancer (%)

Yes 307 (97.8) 312 (98.7) 306 (97.1)

No 72.2) 4(1.3) 9(29)
Prior Radiotherapy (%)

Yes 73(23.2) 79 (25.0) 59 (18.7)

No 241 (76.8) 237(75.0) 256 (81.3)
Efficacy Resulrs
CO-PRIMARY ENDFPOINTS
Overall Survival

Events, o (%) 128 (40.8) 142 (44.9) 197 (62.5)

Stratified log-rank test p-value” <0.0001 <0.0001

HR. (98% confidence interval [CI]) 0.55(0.42, 0.7)° 0.63 (0.48, 0.81 )d

Median OS (95% CT), months® NA (29.08,NA) NA 19-?3%11?}-03-

Rate at 6 months, % (95% CI)
Rate at 12 months, % (95% CI)
Rate at 18 months, % (95% CI)

0.86 (0.81, 0.89)
0.73 (0.68, 0.78)
0.68 (0.62.0.73)

0.85 (0.81, 0.89)
0.74 (0.69, 0.79)
0.65 (0.60. 0.70)

0.82 (0.78, 0.86)
0.67 (0.61, 0.72)
0.54 (0.48. 0.59)

Rate at 24 months, % (95% CT) 0.64 (0.59, 0.69) 0.59(0.53,0.64) 0.45 (0.39, 0.50)
Progression-free Survival

Events, o (%) 169 (53.8) 195 (61.7) 253 (80.3)

HR (95% CT) 0.42(0.34. 0.51)° 0.54 (045, O.GG)d

Median PFS (95% CT), months®
Rate at 6 months (95% CI), %

Rate at 12 months (95% CI), %
Rate at 24 months (95% CI), %

11.73 (8.90, 21.88)

0.63 (0.57. 0.68)
0.50 (0.44, 0.55)
0.43 (0.37.0.48)

6.87 (4.34,9.46)

0.52 (0.46. 0.58)
0.43 (0.37. 0.49)
0.37 (0.31, 0.43)

2.86 (2.79. 3.15)
0.28 (0.23, 0.33)
0.18 (0.14, 0.22

0.12 (0.09, 0.17)
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Treatment Group Nivolumab + Nivolumalb Ipilimumab
Ipilimumab
Number of Subjects N=314 N=316 N=315
SECONDARY ENDPOINTS
Complete Response Rate (C R}f 54 (17.2%) 47(14.9%) 14 (4.4%)
Objective Response Rate
(CR+PR)®
N responders (%) 185 (58.9%) 141 (44.6%) 60 (19.0%)
95% CI 533.64.4 39.1,503 149,238
Difference of ORRs (95% CT)" 3079 (32.8. 46.5) 25.799 (189, 32.5)
Odds ratio estimate (99.5% CT)¥ 6.50' (3.81, 11.08) 3.54™ (2.10, 5.95)
Difference of ORRs (95% CT)® 14.1%" (6.7. 21.6)
Odds ratio estimate (95% CD¥ 1.82°(1.32,252)
Overall Survival Nivolumab Ipilimumab 5
. ; . ! Hazard Ratio
Tumor PD-L1 ExpressionLevel | N Median 0S N | Median OS (95% (;_:;& 1)
(93% CT) )
>1% 171 | NR(NRLNR) | 164 | 22.11(17.08, | 0.52(038.0.71)
29.67)
<1% 117 | 2346(13.01, | 113 | 18.56(13.67. | 0.80(0.57.1.12)
NR) 23.20)
559 80 | NR(NR.NR) | 75 | 28.88(18.10,NR) | 0.57 (0.35,0.92)
<5% 208 | NR(23.06,NR) | 202 | 1850(13.70, | 0.65(0.50,0.85)
22.51)
Overall Survival N Nivolumab + N Ipilimumab Hazard Ratio
Tumor PD-L1 Expression Level Ipilimumab Median OS (95% (95% CT)
Median 05 )
(95% CT)
>1% 155 | NR(NR.NR) | 164 | 22.11(17.08, | 0.53(0.38.0.74)
20.67)
<1% 123 | NR(2645 NR) | 113 | 18.56(13.67, | 0.60(0.42, 0384)
23.20)
>5% 68 | NR(NR.NR) | 75 | 28.88(18.10.NR) | 0.60 (0.36. 1.00)
<5% 210 | NR(31.84,NR) | 202 | 1850(13.70, | 0.55(0.42,0.72)
2.51)
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Overall Survival N Nivolumab + N Nivolumab Hazard Ratio
Tumor PD-L1 Expression Level Ipilimumab Median OS (95% (95% CT)
Median OS CI)
(95% CT)
>1% 155 | NR (NE.NR) 171 NR (NR. NR) 1.03 (0.72, 1.48)
<1% 123 | NR (2645 NR) | 117 | 2346 (13.01,NR) | 0.74(0.52, 1.06)
25% 68 NR. (NR, NR) 80 NR.(NR, NR) 1.05(0.61, 1.83)
<5% 210 | NR(31.84.NR) | 208 | NR(23.06.NR) | 0.84(0.63,1.12)
Treatment Group Nivolumab + Nivolumab Ipilimumab
Ipilimumab
Number of Subjects N=1314 N=316 N=1315
EXPLORATORY ENDPOINTS
. . . Nivolumab + - e
Randomized Subjects with a Ipilimumab Nivolumab Ipilimumab
Response PN =185 N=141 N=60

Time to Objective Response
Median (Min, Max), months

(%)
Median (95% CI), months?
Min, Max
(%)

(%)

Duration of Objective Response

Ongoing responder (as of the last
available mumor assessment), n/N

Proportion with DOR. =12 months, n

Proportion with DOR 224 months, n

276(1.1,2858)

124/185 (67.0)

NR
0.0,33.39

118 (63.8)

93 (50.3)

279 (2.3,329)

94/141 (66.7)

31.11 31.11.NR)
0.09 3234

98 (69.5)

69 (48.9)

279 (2.5.17.3)

30/60 (50.0)

18.20 (8.34, NR)
0.09 3159

32 (53.3)

19 (31.7)

demonstrated higher response

Efficacy Conclusions: Based on both the final PFS and OS results. CA209067 was a positive study that met both
of its co-primary endpoints. The treatment difference for both NIVO and NIVO+IPI combination relative to IPI
were clinically and statistically significant for OS and PFS and in addition, both nivolumab-containing arms

rates and longer durability of response compared to IPI alone. At the time of this
final OS analysis (DBL 13-Sep-2017), the PFS and ORR benefits of NIVO and the combination of NIVO-+IPI
were maintained versus IPI monotherapy and results were consistent with the 9 month (DBL 17-Feb-2015) and
18 month (DBL 13-Nowv-2015) analyses. In descriptive analyses, NIVO+IPI resulted in numerically higher OS,
PFS, and ORE. with a reduction in the nisk of death of 12% relative to NIVO. It should be noted that the CR rates
have increased in all 3 treatment arms with longer follow up.
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Efficacy Endpoints Primary Endpoint Co-primary PFS was defined as the tume between the
and Definitions endpoints of PFS date of randomization and the first date
and OS m all of documented progression, as
randomized determined by the Investigator, or death
subjects due to any cause, whichever occurred
first.
Secondary Endpomnt | ORR The ORR. was defined as the number of
subjects with a best overall response
(BOR) of a complete response (CR) or
partial response (PR) divided by the
number of randomuzed subjects for each
treatment group.
Secondary Endpomt | OS, PFS, and See ORR and PFS definitions above.
ORR
0S: Time between the date of
randomization and the date of death.
Exploratory Duration of DOF. was defined as the time between
Endpoint objective response | the date of first documented response
(DOR) and time (CR or PR) to the date of the first disease
to objective progression, as assessed by the
response Investigator per RECIST 1.1 or death
due to any cause, whichever occurred
first.
TTR was defined as the time from
randomization to the date of the first
documented response (CR or PR). TTR
was evaluated in all randonuzed subjects
and for responders (i.e. subjects with a
BOR of CR or PR).
Database Lock 13-Sep-2016
Analysis Description os
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RESULTS AND ANALYSIS
Analysis Population All Randomized Subjects: nivelumab 316, nivolumab-+ipalimumab 314, ipihmumab
315. Total 945
PD-L1-evaluable Subjects: nivolumab 305, mvolumab+ipihimumab 297, ipilmumab
296, Total 898
Baseline Demographic Characteristics
Treatment Group Nivelumab + Nivolumalb Ipilimumab
Ipilimumab
Number of Subjects N=1314 N=1316 N=1313
Age (years)
Mean 59.3 58.7 60.8
Median 61.0 60.0 62.0
Min Max 18 88 25,90 18, 80
Standard Deviation 13.86 1392 13.23
Age Categorization (%)
< 65 185 (58.9) 198 (62.7) 182 (57.8)
Z65and <75 94 (29.9) 79 (25.0) 89 (28.3)
275 35(11.1) 30(123) 44 (14.0)
Gender (%)
Male 206 (65.6) 202 (63.9) 202 (64.1)
Female 108 (34.4) 114 (36.1) 113 (35.9)
Race (%)
White 310 (98.7) 308 (97.5) 303 (96.2)
Black or African Amernican 0 0 0
Asian 2(0.6) 2(0.6) 6(1.9)
American Indian or Alaska Native 0 1(0.3) 0
Native Hawatian or Other Pacific 0 1(0.3) 0
Islander
Other 2(0.6) 4(13) 5(1.6)
Not Reported 0 0 1(0.3)
Baseline Disease Characteristics and Tumor Assessments
ECOG Performance Status (%0)
0 230(73.2) 238(753) 224 (71.1)
1 83(264) 77 (24.4) 91 (28.9)
2 0 1(0.3) 0
Not Reported 1(0.3) 0 0

Supportive study(ies)

Study CA209069: Phase 2, randomised, double blinded study of nivolumab in combination
with ipilimumab vs ipilimumab alone in subjects with previously untreated, unresectable or
metastatic

Study CA209069 was a randomized, double-blind Phase 2 study of nivolumab-+ipilimumab vs
ipilimumab alone in subjects with previously untreated, unresectable or metastatic melanoma. The
primary objective was to compare the ORR, as determined by investigators, of nivolumab combined
with ipilimumab to ipilimumab monotherapy in subjects with BRAF WT unresectable or metastatic
melanoma (See Figure 28 below).
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Upon disease
progression and after
Advanced unblindin
(Unresectable or N=100 Nivolumab+Ipilimumab Group s
Metastatic) BRAF WT- Part I: nivolumab 1 mg/kg IV +
Melanoma ~50 BRAF ipilimumab 3 mg/lkg IV Q3W for 4 Follow-up: data
*  Previously Tmitation doses; then co]lecﬁmi Eor PFS &
untreated positive Part IT: nivolumab 3 meg/lg IV Q2W
- Tissue Randomuze
available for 21 .
biomarker Stratified by Ipilimumab Group Option to receive
testing BRAF status Part I nivolumab-placebo + orvolumab 3 mgkg IV
« ECOGPSO (WT or ipilimnmab 3 mg/kg IV Q3W for Q2W. treat to PD: then
orl mumtmn 4 doses; then > Follow-up: data
e Known pasitive) Part IT- nivolumab-placebo Q2W collection for PFS &
Qs
m&ggg Stratify by-
WT and -BRAF . : —
mntation status Treat uatil progression* or unacceptable toxicity
o *Treatment beyond initial imvestigator-assessed RECIST 1.1-defined
pa 51,1:“’ € were ton was considerad in subjects experfencing investigator-assessed
eligible) clinical benefit and tolerating study therapy. Such subjects discomfimued
therapy when firther progression was documented.

Lpon unblinding, subjects in the ipilimumab group had the option to start
mivolumab menotherapy 3 mg/'g IV Q2W (umfil firther PD)

Abbreviations: IV = intravenous; OS = overall survival; PD = progressive disease; PFS = progression-free survival;
QAW = every 2 weeks: Q3W = every 3 weeks; RECIST = Response Evaluation Criteria in Solid Tumors; WT =
wild type.

Figure 27: Design of study CA209069

Design

Enrolment continued until at least 100 BRAF WT subjects were randomized. Subjects were treated in a
blinded fashion until progression or unacceptable toxicity.

Tumour assessments using RECIST v1.1 criteria were performed at Week 12 and every 6 weeks for the
first year, and then every 12 weeks until disease progression (or discontinuation of study therapy in
patients receiving nivolumab beyond progression) or other protocol defined reasons.

The primary endpoint of CA209069 was confirmed ORR as assessed by the investigator using RECIST
v1.1 criteria in BRAF WT subjects. Analysis of the ORR was to occur at least 24 weeks after the last
subject’s first dose of study treatment. The primary analysis population of CA209069 was BRAF WT
subjects.

Key secondary efficacy endpoints were: PFS as assessed by the investigator in the BRAF WT population
and ORR and PFS in the BRAF Mutation-Positive population. PFS and ORR were also evaluated in the All
Randomized population (BRAF WT and BRAF mutation-positive subjects). Overall survival and the
association between ORR and PFS and PD-L1 status were exploratory efficacy endpoints.

A blinded Independent Radiology Review Committee (IRRC) reviewed all available tumour assessment
scans to determine response using RECIST v1.1 criteria. IRRC-determined response was used in
sensitivity analyses of ORR and PFS.

In order to preserve an experimental-wise type | error rate of 5%, a hierarchical testing approach was
applied to key secondary endpoints following analysis of the primary endpoint of ORR in BRAF WT
subjects. The hierarchical ordering of key secondary endpoints was as follows:
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1) ORR in All Randomized subjects

2) PFS in BRAFWT subjects

3) PFS in All Randomized subjects

Conduct of the study

Study CA209069 was conducted at 21 sites in 2 countries (US, France). All sites treated at least 1
subject. Of the 142 randomized subjects, 126 (88.7%) were from the US and 16 (11.3%) were from

France.

At the time of analysis, the minimum follow-up was approximately 24 weeks (—6 months) (from 06-
Feb-2014 [date last subject was randomized] to 24-Jul-2014 [clinical cut-off date for ORR]).

Subject disposition for all treated subjects (N = 140) is summarized below:

At the time of analysis, 26.6% of subjects in the nivolumab+ipilimumab group and 41.3% of
subjects in the ipilimumab group were continuing in the treatment period.

The proportion of subjects who discontinued in the treatment period due to study drug toxicity
was 45.7% in the nivolumab+ipilimumab group and 15.2% in the ipilimumab group.

The proportion of subjects who discontinued in the treatment period due to disease progression
was 16.0% in the nivolumab+ipilimumab group and 37.0% in the ipilimumab group.

The disposition of all treated subjects and all treated BRAF WT subjects was similar.

Baseline characteristics

Overall, baseline demographic and disease characteristics in CA209069 were representative of an

unresectable or metastatic melanoma population and were balanced between the
nivolumab+ipilimumab and ipilimumab groups for both the BRAF WT and All Randomized populations.
In the All Randomized population (N = 142):

The majority of subjects (76.8%) were BRAF WT and 23.2% of subjects were BRAF mutation
positive (BRAF V600 mutation status as determined by an FDA-approved test).

The majority of subjects were male (66.9%) and white (97.9%), and the median age was 65.0
years, with 52.1% and 12.0% of subjects aged 65 or > 75 years.

Subjects had advanced disease and a high proportion of subjects had poor prognostic factors,
which were balanced between the nivolumab+ipilimumab and ipilimumab groups:

Most subjects had > 2 sites of disease; the most common were lung (59.2%), lymph node
(47.9%), and liver (29.6%) metastases. Eighty-eight (62.0%) subjects had > 2 sites of
metastatic disease.

Baseline Eastern Cooperative Oncology Group (ECOG) performance status was 0 in81.7% of
subjects and 1 in 16.9% of subjects.

At trial entry, the majority of subjects were AJCC Stage 1V, with 16.2%, 27.5%, and 45.8%
M1la, M1b, or M1c, respectively.

24.6% of subjects had elevated LDH (>ULN).

A slight difference was observed in the proportion of subjects with the following melanoma
subtypes: cutaneous melanoma: 84.2% vs. 61.7% of subjects, and acral/mucosal melanoma:
8.5% vs. 21.3% of subjects.
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Outcomes

e ORR (Table 30)

Table 30:

Best overall response per investigator and IRRC in BRAF WT subjects and all

randomized subjects — Study CA209069

BRAFWT

All Randomized

Nivolumab +

Nivolumab +

Ipilimumab Ipilimumab Ipilimumab Ipilimumab
Efficacy Parameter N=T72 N=37 N=95 N=47
Investigator-assessed ORR®
(primary analysis)
Number (%) of responders 43 (59.7) 4(10.8) 53(55.8) 4(8.5)
Exact 95% CI 475,711 30,254 452,66.0 24,204

Rk . b
Estimate of odds ratio (95% CI)

12.23 (3.69, 51.40)

15.08 (4.85, 46.93)

Pvalue: <0.0001 <0.0001
BOR per Investigator, n (%)d
Complete response (CR) 12 (16.7) 0 16 (16.8) 0
Partial response (PR) 31(43.1) 4(10.8) 37 (389) 4(8.5)
Stable disease (SD) 10 (13.9) 12 (32.4) 15 (15.8) 14 (29.8)
Progressive disease (PD) 10 (13.9) 16 (43.2) 15 (15.8) 23 (48.9)
Unable to determine 9(12.5) 5(13.5) 12 (12.6) 6(12.8)
IRRC-assessed ORR *
(sensitivity analysis)
Number (%) of responders 42 (58.3) 5(13.5) 50 (52.6) 5(10.6)
Exact 95% CI 46.1, 69.8 45,288 421,630 35,231

. . b
Estimate of odds ratio (95% CI)

8.96 (2.93, 32.26)

10.72 (3.75, 30.61)

P_value® <0.0001 <0.0001

BOR per IRRC, n (%)d
Complete response (CR) 13 (18.1) 0 17(17.9) 0
Partial response (PR) 29 (40.3) 5(13.5) 33 (34.7) 5 (10.6)
Stable disease (SD) 11 (15.3) 12 (32.4) 15 (15.8) 15 (31.9)
Progressive disease (PD) 8(11.1) 13 (35.1) 15 (15.8) 18 (38.3)
Unable to determine 11 (153) 7(18.9) 15 (15.8) 9(19.1)

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

Ratio of nivo+ipi over ipilimumab.

© p_value for BRAF WT is 2-sided p-value from Fisher's exact test. P-Value for all randomized subjects 1s two-sided
p-value from CMH Test for the comparison of the odds ratio of nivo+ip1 over ipilimumab.

e PFS (Table 31)

Table 31.:

Progression Free Survival in BRAF WT patients — Study CA209069

BRAF Wildtype Subjects

211 Randomized Subjects

# EVENTS / # SUBJECTS (%)

MEDTIAN PES (MONTHS) (95% CI)
PES RATE AT 6 MONTHS (95% CI)

Hazard ratio (95% CT) (1)
P-Value (2)

0.67 (0.54, 0.77)
0.40 (0.22, 0.71)
0.0012

0.29 (0.14, 0.46)

Nivolumab+ipilimmab Ipilimmsb Nivolumakt+ipilimmab Ipilimumab

N=72 N = 37 N =095 N = 47
27/72 (37.5) 23/37 (62.2) 38/95 (40.0) 30/47 (83.8)
8.87 (7.03, N.A.) 4.73 (2.76, 5.32) 8.57 (7.03, N.A.) 3.73 (2.76, 5.13)

0.65 (0.54, 0.74) 0.26 (0.13, 0.40)

0.38 (0.23, 0.63)
<0.0001

(1) Cox proportional hazard model. Hazard Ratio is Nivolumabr+ipilimmab over Ipilimumab.

(2) Log-rank Test.

(3) Based on Kaplan-Meier Estimates.
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Results of the sensitivity analysis of IRRC-assessed PFS (HR: 0.31; 95% CI: 0.17, 0.55;P < 0.0001)
were consistent with the analysis of investigator-assessed PFS. For the BRAF WT population, the
median PFS as assessed by the IRRC was not reached in the nivolumab+ipilimumab group and was 4.4
months in the ipilimumab group.

In all additional sensitivity analyses of PFS, nivolumab-+ipilimumab treatment resulted in a statistically
significant improvement in PFS compared with the ipilimumab group, similar to the primary PFS
analysis. Notably, in a investigator- assessed sensitivity analysis incorporating both clinical and
radiographic progression events, the hazard ratio was 0.34 (95% CI: 0.19, 0.60; P < 0.0001) and the
estimated median PFS was 8.9 months for the nivolumab+ipilimumab group and 3.0 months for the
ipilimumab group.

For the BRAF Mutation-Positive population, the median PFS as assessed by the investigator was also
longer in the nivolumab+ipilimumab group (7.4 months) than the ipilimumab group (2.7 months; HR:
0.33; 95% CI: 0.12, 0.90).

e Time to Response and Duration of Response (Table 32)

Table 32: Time to response and Duration of response in BRAF WT patients — Study
CA209069
BRAF Wildtype Subjects All Randomized Subjects
Nivolumab + Nivolumsb +
Ipilimmab Tpilimmab Ipilimmab Ipilimmab
N=72 N = 37 N =95 N = 47

NUMEER OF RESPCNLERS 43 4 53 4
MEAN 2.84 2.64 2.9 2.64
MEDIAN 2.76 2.66 2.76 2.66
MIN, MAX 2.3, 5.3 2.3, 2.7 2.3, 7.2 2.5, 2.7
STENDARD DEVIATICN 0.512 0.078 0.847 0.078
DURATICN OF OBJECTIVE
BESECNSE (MCNTHS)
MIN, MBX (R) 0.0+, 7.2+ 2.7+, 5.6+ 0.0+, 7.2+ 2., 5.6t
MEDIAN (95% CI) (B) N.A. (6.11, N.A.) N.A. N.A. (6.11, N.A.) N.A.
N EVENT/N RESP (%) 5/43 (11.€) 0/4 7/53 (13.2) 0/4

Note: RECIST 1.1 Response Criteria where confimmation of response is required.
(2) Symbol + indicates a censored value (ongoing response) .

e OS

OS was an exploratory endpoint and the data were immature at the time of the analysis. While the
median OS was not reached in either treatment group no detrimental effect on OS in subjects treated
with combination therapy compared with ipilimumab monotherapy was observed at 6 months of follow-
up. The OS rate for BRAF WT subjects at 6 months was 83% in the nivolumab+ipilimumab group and
73% in the ipilimumab group. Notably, 43.2% of BRAF WT subjects in the ipilimumab group crossed
over to nivolumab. Median follow-up time for survival was 7.6 months (range, 0.0 to 10.3 months) in
the nivolumab+ipilimumab group and 7.0 months (range, 1.3 to 10.2 months) in the ipilimumab

group.
e PDL-1 results

In CA209069, the potential association between tumour PD-L1 expression and efficacy (ORR and PFS)
of nivolumab+ipilimumab combination therapy and ipilimumab monotherapy was evaluated. Among
the 118 subjects for whom PD-L1 status was quantifiable, 68/118 (57.6%) had tumours with at least
1% PD-L1 expression, 35/118 (29.7%) had tumours with at least 5% PD-L1 expression, and24/118
(20.3%) had tumours with at least 10% PD-L1 expression. Regardless of PD-L1 expression level (1%,
5%, or 10% tumour cell membrane expression), no meaningful difference in ORR was observed in
either of the treatment groups (Table 33).
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Table 33: Overall response rate by PD-L1 expression cut-off — Study CA209069

PD-L1 Expression Cut-off

<1% >1% < 5% >5% <10% >10%  Unknown
Nivo+Ipi (N = 94)*°
_ 1535 27/45 20/56 1324 33/64 9/16 10/14
0
ORRWN (%) 49 (60.0) (51.8) (54.2) (51.6) (56.3) (71.4)

Exact 95% CI 263,606 443,743 38.0,653 328,744 38.7,642 299, 80.2 41.9.91.6

Ipilimumab (N = 47)°

_ 0/15 2023 127 1 130 18 2/9
0

ORR u/N (%) ©) &7 G7) ©.1) (33) a2.5) 222)

Exact95% CI 00,218 11,280 01,190 02413 01,172 03,527 28 600

2 Subject CA209069- was excluded from PD-L1 analyses because the sample collection date was

incorrectly annotated as post-treatment.

Tumor samples from subjects CA209069]Jl] and CA20906HM were tested with the verified Dako PD-L1
IHC assay; all other samples tested with the validated Dako PD-L1 IHC assay.

Tumor samples from subjects CA209069 i and CA209069 ] were tested with the verified Dako PD-L1
THC assay; all other samples tested with the validated Dako PD-L1 IHC assay.
Abbreviations: CI = confidence interval; ORR = objective response rate; PD-L1 = programmed death-ligand 1.

2.4.3. Discussion on clinical efficacy

Design and conduct of clinical studies

The combination dose and schedule of nivolumab 1 mg/kg combined with ipilimumab 3 mg/kg Q3W for
4 doses followed by continuous nivolumab 3 mg/kg Q2W as single agent was selected for Phase 2/3
studies CA209069 and CA209067 based on an integrated assessment of nivolumab data from in vitro
and preclinical studies, as well as clinical PK, safety, and efficacy results from Phase 1 studies,
including CA209004. In study CA209004, treatment with 3 mg/kg nivolumab and 3 mg/kg ipilimumab,
the doses approved for monotherapy, resulted in dose-limiting toxicities that exceeded the MTD.
Treatment with 1 mg/kg nivolumab + 3 mg/kg ipilimumab (Cohort 2) or 3 mg/kg nivolumab + 1
mg/kg ipilimumab (Cohort 2a) were tolerable, establishing both dose combinations as the maximum
tolerated dose (MTD).

Evaluation of Exposure-Response (E-R) data suggested that increasing doses of nivolumab above 1
mg/kg did not change the likelihood of response. The dose schedule of 1 mg/kg nivolumab + 3 mg/kg
ipilimumab was therefore selected. Data from Cohorts 1-3 indicated maximum tumour reduction
occurred by Week 24 before ipilimumab/nivolumab maintenance treatment began suggesting
combination maintenance treatment may not add substantially to initial anti-tumour activity.
Maintenance treatment was replaced with continuous nivolumab (3 mg/kg) treatment Q2W matching
the recommended single agent nivolumab dose/schedule. Continuous nivolumab treatment may ensure
that potential counter-regulatory mechanisms of tumour evasion (eg, upregulation of PD-L1 by tumour
or TILs) will still be blocked. Results from Cohort 8 supported the clinical activity and safety observed
in Cohorts 1-3, despite the modification in dosing schedule.

Study CA209067, was a randomised, double-blind, Phase 3 study of nivolumab monotherapy or
nivolumab+ipilimumab vs ipilimumab monotherapy in subjects with previously untreated, unresectable
or metastatic melanoma. CA209067 included both BRAF V600 mutation-positive and BRAF WT
subjects. The co-primary endpoints were PFS and OS, which are considered acceptable. The type |
error of 0.05 was split between OS with 0.04 and PFS with 0.01 and statistical significance can be
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claimed for either PFS or OS (or both). From a methodological and statistical perspective, this was
considered acceptable.

The study recruited an untreated population, excluding patients with active autoimmune disease,
ocular/uveal melanoma, or active brain or leptomeningeal metastases and allowing only patients with
stable cerebral metastases. Patients were stratified by PD-L1 status (positive or negative as
determined by the verified assay), M Stage at screening (MO/M1a/M1b vs M1c), and BRAF V600
mutation status (wildtype [WT] vs mutation positive). Baseline characteristics were balanced across
the three treatment groups. The median age was 61 years (range: 18 to 90 years), 65% of patients
were men, and 97% were white. ECOG performance status score was 0 (73%) or 1 (27%). The
majority of the patients had AJCC Stage IV disease (93%); 58% had M1c disease at study entry.
Twenty-two percent of patients had received prior adjuvant therapy. Thirty-two percent of patients had
BRAF mutation-positive melanoma; 26.5% of patients had PD-L1 > 5% tumour cell membrane
expression. Four percent of patients had a history of brain metastasis, and 36% of patients had a
baseline LDH level greater than ULN at study entry (see section 5.1 of the SmPC). Significant protocol
deviations appear to be evenly balanced among the groups of the study. The majority of protocol
deviations were related to report SAEs, protocol assessment and incorrect dose and/or schedule. No
issues were raised during the assessment concerning the conduct of the studies submitted.

Efficacy data and additional analyses

The MAH submitted efficacy results from the phase 3 study CA209067 primarily based on the final CSR
(DBL 13-Sep-2016) and an update based on database lock (24 May 2017). As of the database lock
(13-Sep-2016), 249 (79.6%) subjects treated in the nivolumab group, 269 (85.9%) subjects treated
in the combination group, and 295 (94.9%) subjects treated in the Ipilimumab group had
discontinued study treatment. Although the co-primary analysis of OS is completed, the study is
ongoing and additional survival follow-up may continue for up to 5 years from this final analysis.

In All Randomized subjects nivolumab monotherapy 3 mg/kg IV Q2W has shown a statistically
significant improvement in OS vs Ipilimumab monotherapy 3 mg/kg every 3 weeks (Q3W) x 4 doses
(HR = 0.63 [98% CI: 0.48, 0.81]; stratified log-rank test p-value = < 0.0001) and the combination
(Nivo+Ipi) has shown a statistically significant improvement in OS vs IPI monotherapy (HR = 0.55
[98% CI: 0.42, 0.72]; stratified log-rank test p-value = < 0.0001). Based on descriptive analyses,
Nivo+Ipi vs Nivo has shown a numeric difference in OS favouring the combination (HR 0.88, 95% CI:
[0.69, 1.12]). Median OS for all randomized subjects was not reached in the Nivo+Ipi and Nivo
monotherapy groups as compared to 19.98 months in the Ipi group. These results are considered
clinically relevant as compared to Ipilimumab monotherapy, revealing a clinical meaningful survival for
the combination and supporting the previous data already obtained from other studies with nivolumab
in monotherapy. Updated efficacy results at the data cut-off of May 2017, with +9 months additional
follow up (OS data at 3-years available) are consistent with those observed at earlier time points.
Slightly more mature results in all randomized subjects show a statistically significant improvement in
OS for nivolumab monotherapy vs Ipilimumab monotherapy (HR = 0.65 [98% CI: 0.53, 0.80];
stratified log-rank test p-value = < 0.0001) and the combination (Nivo+Ipi) vs Ipi monotherapy (HR =
0.55 [98% CI: 0.45, 0.69]; stratified log-rank test p-value = < 0.0001). Based on descriptive
analyses, the combination of Nivo+Ipi showed a numeric difference in OS vs Nivo (HR 0.85, 95% CI:
[0.68, 1.07]) not reaching statistical significance which had been previously described. Median OS for
all randomized subjects was not reached in the Nivo+Ipi groups whereas it was 37.59 months (95%Cl:
29.08, NA) for Nivo monotherapy group as compared to 19.94 months (95%ClI: 16.85, 24.61) in the
IPI group. 3-year OS rates were 58% for Nivo+Ipi, 52% for Nivo and 34% for Ipi.
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Different sensitivity analyses carried out (unstratified analysis and analysis using stratification factors as
determined at baseline) were consistent with the main result.

The proportion of events (deaths) were 45%, 41% and 62.5% for Nivo monotherapy, Nivo+Ipi and Ipi
monotherapy respectively. Among those censored, a higher proportion of subjects in the Nivo and
Nivo+Ipi groups vs the Ipi group were still on treatment (20.3% and 14.0% vs 5.1%o, respectively),
and a greater proportion in the Nivo and Nivo+Ipi groups were in follow-up (32.6% and 43.6% vs
28.6%o, respectively). These figures could be reflecting the worse tolerability of the combination as
clearly shown by the discontinuation rates due to drug toxicity (41.9%, 12.8% and 16.1% Nivo+Ipi,
Nivo and Ipi respectively).

Results were supported by the co-primary endpoint PFS. For the all randomised population, the median
PFS was 11.7 months in the combination group versus 2.9 months in the IPI mono group and 6.9
months in the nivo mono group. The combination of ipi+nivo showed an improved PFS compared to ipi
(HR = 0.42, 95% ClI: 0.34, 0.51) as well as to nivo monotherapy (HR=0.76, 95% CI: 0.62, 0.94). Nivo
monotherapy showed improved PFS compared to ipi monotherapy (HR=0.54; 95% CI: 0.45, 0.66).
The investigator-assessed ORR using RECIST v1.1 in All Randomized subjects were significantly higher
in the NIVO+IPI group compared with the IPlI group and numerically higher compared to the nivo
monotherapy. Corresponding ORRs were 58.9% in the combination group, 19.0% with ipi and 44.6%
with nivo monotherapy. The median duration of response (DOR) was 31.1 months in the NIVO arm,
not reached in the NIVO+IPI group and 18.2 months in the IPI arm.

The proportion of patients that received subsequent anti-cancer therapies was 44.3%, 31.8%, and
62.2% of subjects in the Nivo, Nivo+Ipi, and Ipi treatment groups, respectively. Ipilimumab was the
most frequent therapy received in the Nivo group (26.3%) whereas dabrafenib (9.2%) and
pembrolizumab (39.4%) were in Nivo+Ipi and Ipi groups respectively.

Results of the sensitivity analysis that accounts for subsequent therapies received by patients (patients
initiating next-line therapies are censored) though affected by informative censoring, maintain a trend
for both nivolumab and the combination of Nivo+Ipi superiority over Ipi monotherapy, supporting the
improved OS observed with Nivo+Ipi. For the comparison of Nivo+Ipi vs. Nivo montherapy, the HR
crosses the 1 boundary. Although no clear conclusions can be reached, it appears that there may be a
lack of benefit of the combination over the nivolumab monotherapy in some patients. The analysis of
subgroups reveals important aspects to be considered, being PD-L1 expression and BRAF status the
most relevant. Regarding the latter, the mechanism of action and data from retrospective analyses
suggest that the anti-tumour effects of immunotherapies, including both ipilimumab and nivolumab,
are independent of the BRAFV600 mutation status. However, there seems to be a difference in terms
of OS between the combination of Nivo+Ipi and Nivo monotherapy, with a greater benefit with the
combination in those patients BRAF mutated (HR 0.71 95% CIl 0.45-1.11 vs HR 0.97 95% CI 0.74-
1.28), though Cls overlap and are not statistically significant. Analysis of subgroups according to the
most recent database lock have also been submitted and a similar trend for greater benefit is observed
with the combination vs. nivolumab monotherapy) in those patients BRAF mutated (vs. BRAF wild-
type) (HR 0.69 95% CI 0.44-1.07 vs HR 0.94 95% CIl 0.72-1.22). These OS results may have been
biased as a result of subsequent anticancer therapies (i.e. BRAF MUT patients may receive BRAF(/MEK)
targeted therapies while BRAF WT patients may not) and it could be accepted also that the
combination of baseline characteristics, better prognostic factors and maybe access to further drugs,
might have influenced the results. In terms of ORR, results are also favouring those patients with
BRAF[V600] mutation-positive; 66.7% vs 36.7% Nivo+Ipi vs Nivo in BRAF mutated respectively.
Corresponding data in BRAF WT patients were 53.3% (Nivo+ Ipi) vs 46.8% (Nivo). There is not a
straightforward explanation of this apparently higher activity of the combination in patients with
mutated BRAF.
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OS in the combination treatment appeared to be improved compared to nivo monotherapy in patients
with a designated PD-L1 low tumour expression (<1%) vs those that had a designated higher
expression of PD-L1 ( =21) (HR 0.74 95%CI 0.52-1.06 vs HR 1.03 95%CI 0.72-1.48). Despite the fact
that the results were not statistical significant in patients with low PD-L1 tumour expression, the
Kaplan-Meier plots of OS clearly separate which suggests that perhaps the study was underpowered to
test this hypothesis. ORR was found to be also higher in the combination in patients with low PD-L1
tumour expression (54.5% vs. 35%). In patients with PD-L1 expression =21%, no differences were
observed in the Kaplan Meier curves or the HR between the combination treatment and the nivo
monotherapy where the K-M curve for OS for the combination treatment overlaps with that of nivo
monotherapy. However, a 10% higher antitumour activity is still exhibited in patients with PD-L1
tumour expression > 1% in the combination arm compared to patients with PD-L1 tumour expression
<1%. The landmark analysis of OS from month 6 by response status suggests a survival benefit for
those patients who achieve a response (CR or PR). Updated OS data (cut-off of May 2017) in patients
with PD-L1 status below 1% vs. PD-L1 above 1% (HR 0.70 95% CIl 0.49-0.99 vs HR 1.02 959% CI
0.73-1.43; Nivo+Ipi vs Nivo) seem to show that patients with PD-L1 status above 1% would obtain a
similar benefit than those treated with the monotherapy with nivolumab. This information is reflected
in section 4.1. Before initiating treatment with the combination, physicians are advised to carefully
evaluate the individual patient and tumour characteristics, taking into consideration the observed
benefits and the toxicity of the combination relative to nivolumab monotherapy (see section 4.4 and
5.1).

While the available IHC assay (Dako/Agilent assay) can detect levels of PD-L1 tumor cell expression,
the test is not able to provide a clear demarcation of a bimodal population that could be defined by a
dichotomous cut-off. In addition, there are doubts related to the utility of using PD-L1 as a marker in
clinical practice, given the temporal variability of PD-L1 expression in tissues. There are many
uncertainties also regarding the heterogeneity of expression of PD-L1 within the patient’s tumours as
the expression can be discordant between primary tumors and metastases and between intrapatient
metastases, as well as the reproducibility and consistency of the testing methods used between the
different labs (tissue processing and storage). Therefore, considering the efficacy data and the issues
related to the PD-L1 test itself, it would not at this time be feasible to restrict the indication as there is
no clear way to define a population with a PD-L1 cut-off that would maximize the benefit while
outweighing the risk of toxicity.

The results of the combination vs ipilimumab were supported by the Study CA209069, a randomized,
double-blind Phase 2 study of nivolumab+ipilimumab vs ipilimumab alone in subjects with previously
untreated, unresectable or metastatic melanoma. In the all randomized population (N = 142), the
majority of subjects (76.8%) were BRAF WT and 23.2% of subjects were BRAF mutation positive.
Results for ORR were 55.8% vs. 8.5% (nivolumab-+ipilimumab vs ipilimumab) with 17% vs 0% of CR
(nivolumab+ipilimumab vs ipilimumab alone respectively). ORR compared with ipilimumab alone in
BRAF WT subjects was 59.7% vs. 10.8%. The HR for PFS was 0.38 with a mPFS 8.57 months in the
whole population.

2.4.1. Conclusions on the clinical efficacy

In the all randomised patient population, the combination of nivolumab and ipilimumab has shown a
clinically meaningful superiority over ipilimumab in terms of OS and PFS. This benefit is more modest
but still relevant when compared to nivolumab monotherapy.
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Treatment with the combination of ipilimumab-+nivolumab in patients that have tumours with low PD-
L1 tumour expression appear to have an increase in OS and PFS compared to those with a higher
tumour expression of PD-L1. This reflected in the indication in section 4.1. The SmPC has also been
updated in 5.1 to reflect the results of the study. Analysis of subgroups according to the most recent
database lock have shown potential differences to relevant subgroups of patients with BRAF mutated
vs. wildtype and PD-L1 > 1% vs. PD-L1 < 1% in tumours. No restriction or other measures are
currently needed within the SmPC. However, the CHMP has requested further analyses on the value of
biomarkers, including PD-L1 and PD-L2, in studies using the combination therapy of ipilimumab+
nivolumab as part of the Annex Il conditions for Opdivo and it is recommended that any relevant
information that arises from these studies should be included in parallel in the product information of
ipilimumab:

e To further investigate the value of biomarkers other than PD-L1 expression status at tumour cell
membrane level by IHC (e.g., other genomic-based methods / assays, and associated cut-offs,
that might prove more sensitive and specific in predicting response to treatment based on PD-L1,
PD-L2, tumour infiltrating lymphocytes with measurement of CD8+T density, RNA signature,
expression of components of antigen-presentation complexes and/or other inhibitory checkpoint
receptors/ligands within tumour, etc.) as predictive of nivolumab and/or nivolumab + ipilimumab
combination therapy efficacy. This will be provided for all the approved indications:

- Melanoma combination (with ipilimumab): studies CA209038, CA209067 and CA209069

In addition, levels of myeloid-derived suppressor cells in circulation will be explored in study
CA209038.

e To further investigate the relation between PD-L1 and PD-L2 expression in Phase 1 studies
(CA209009, CA209038 and CA209064).

Additional OS data (up to 5 years) from Study CA209069 is expected to be provided by the MAH when
available.

2.5. Clinical safety

Introduction

Updated safety data associated with the final analysis of the co-primary endpoint overall survival in
Study CA209067 (database lock (DBL) of 13-Sep-2016) and reference is made to the corresponding
EPAR for this variation (EMEA/H/C/003985/11/0032). Safety data generated at the time of the primary
progression-free survival (PFS) analysis (database lock [DBL] 17-Feb-2015) with a minimum follow-up
of 9 months after first dose of study therapy was reported in an interim clinical study report (CSR) and
served as the basis of approval for an EU Type |l variation (post-authorization measure).

Assessment report
EMA/291536/2018 Page 77/128



For the interim study report (DBL 17-Feb-2015) reference is made to the corresponding EPAR for the
variation EMEA/H/C/003985/11/0003. The EPAR contains pooled safety data for nivolumab
monotherapy from the nivolumab treatment groups in CA209067 (N = 313), CA209066 (N = 200), and
CA209037 (N = 268) and pooled safety data for nivolumab-+ipilimumab combination therapy is
presented from the nivolumab+ipilimumab treatment groups in CA209067 (N = 313) and CA209069
(N = 94). The safety data derived from the CA209067 study were generated at the time of the primary
PFS analysis (DBL 17-Feb-2015) with a minimum follow-up of 9 months after first dose of study
therapy. In addition, safety data from Cohort 8 of the Phase 1b study, CA209004 (N = 41 subjects),
were provided. Cohort 8 included subjects with unresectable or metastatic Stage Ill or IV melanoma
treated with a similar dosing regimen as CA209067 and CA209069 (nivolumab 1 mg/kg + ipilimumab 3
mg/kg Q3W for 4 doses followed by nivolumab 3 mg/kg Q2W), but up to 48 doses of nivolumab during
the monotherapy period.

Methods — analysis of data submitted

The characterization of the safety profile of nivolumab monotherapy and nivolumab-+ipilimumab
combination therapy is derived from 313 subjects treated with NIVO and 313 subjects treated with
NIVO+IPI in the primary Phase 3 study, CA209067, respectively. Updated safety data is based on the
final analysis of the co-primary endpoint overall survival in Study CA209067 (database lock (DBL) of
13-Sep-2016) which provides a minimum follow-up of 28 months for all patients. It was submitted in
support of a post-authorisation measure (ANX 016) which originated from procedure
EMEA/H/C/003985/11/003, Type Il variation to extend the approved OPDIVO indications to include
OPDIVO in combination with ipilimumab for treatment of advanced (unresectable or metastatic)
melanoma in adults (EC Decision granted on 11 May 2016).

Safety presentations of AEs, SAEs, AEs leading to discontinuation, select AEs, and laboratory
abnormalities are based on all treated subjects using a safety window of 30 days after last dose. The
30-day safety window was intended to provide a clean characterization of the safety experience of
nivolumab monotherapy and the combination of nivolumab and ipilimumab without influence of AEs
associated with subsequent therapies.

Table 34: Tabular Listing of MAH-sponsored Studies of Nivolumab Monotherapy and
Combination with ipilimumab

Study Identifier/

Report Location
Study in CTD Study
Type (Study Status) Study Objective  Study Design Treatment Cohorts No. of Treated Subjects Population

Anti-tumor therapy in melanoma

Efficacy. CA209067 / To compare the Phase 3, Active dosing regimens: N= 945 Treated Previously
Safety, 5.3.5.1 (study PFS and OS of randomized (1:1:1), Nive group: nivo 3 mg/kg IV Nivo group: 326 (218 vatreated,
completed, final nive monotherapy  double-blind study ~ Q2W BRAF WT and 98 BRAF  unresectable
report available) to ipi monotherapy.  of nive or nivo+ipi Nivo+ipi group: nivo 1 mg/kg + mutation+) ge?lait;;:gtm
nivo+ipl to ipd vs ipi ipi 3 mg/lg Q3W for 4 doses Nivo+Hpi group: 314 (212
menetherapy followed by nivo 3 me'kg Q2W BRAF WT and 102 BEAF
Ipi group: ipi 3 mg/kg Q3W for 4  ntation +)
doses Ipi group:315 (215 BRAF
Wi'and 100 B

positive)

Abbreviations: BMS = Bristol-Myers Squibb, CTD = common technical document, Ipi = Ipilimumab; IV = intravenous. Nive = nivolumab; No = number, OS =
overall survival; PFS = progression-free survival; Q2W = every 2 weeks, Q3W = every 3 weeks, WT = wild-type
The overall safety evaluation is based on data from 937 patients who received at least one dose of
study drug (NIVO Group: (n = 313) nivolumab monotherapy 3 mg/kg intravenous (1V) once every 2
weeks (Q2W), NIVO+IPI Group: (n = 313) nivolumab 1 mg/kg IV combined with ipilimumab 3 mg/kg
IV once every 3 weeks (Q3W) for 4 doses followed by nivolumab 3 mg/kg 1V Q2W and IPI Group: (n =
311) ipilimumab monotherapy 3 mg/kg IV Q3W for a total of 4 doses from the study CA209067.
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Patient exposure

Of the 945 subjects randomized (316 to NIVO, 314 to NIVO+IPI, and 315 to IPI), 937 (99.2%) were
treated (NIVO: 313, NIVO+IPI: 313, and IPI: 311). As of the database lock for the CA209067 Final OS
CSR, the proportion of subjects continuing in the treatment period in the NIVO, NIVO+IPI, and IPI
groups were 20.4% (64/313), 14.1% (44/313), and 5.1% (16/311), respectively (see Table 35).

Table 35: Subject Status Summary - End of Treatment Period, Treated Subjects in
CA209067
Hivolumab +
SUBJECTS 313 313 311 937
SUBJECTS CONTINUING IN THE TREATMENT FERICD (%) & (20.4) 43 ( 14.1) 16 ( 5.1) 24 ( 13.2)
SUBJECTS NOT CONTINUING IN THE TRERTMENT FERIOD (%) 244 ( 79.6) 269 | 85.9) 265 [ 94.9) 813 ( B6.8)
RERSCN FOR MOT CONTINUING IN THE TREATMENT FERTOD (3)
DISERASE PROGRESSION 170 | ) 88 ( 28.1) 224 ( 72.0) 482 ( 51.4)
STUDY DRUG TOXICITY E ] 131 { 41.9) 50 ( 16.1) 271 ( 23.6)
DEATH 1 ] 3 ( 1.0) 1( 0.3) 5 { 0.5
ADVERSE EVENT WMRELLTED TO STUDY [RUG 70 2.2) 15 ( 4.8) € 1.8) 28 ( 3.0
SUBJECT FEQUEST TO DISCONTINUE STUDY TREATVMENT 17 { 5.4) 14 [ 4.5) 8 ( 2.6) 39 ( 4.2
SUBJECT WITHIREW CONSENT 0 3 ( 1.0) 0 3{ 0.3
LOST TO FOLLOW-UP 1( 0.3) 0 0 1( 0.1
MENTMM CLINICAL BEMEFIT 8 2.8) 11 ( 2.5 2 ( 0.8) 21 ( 2.2
POCR,/ MON-COMPLIRNE 1 0.3 1{ 0.3 ( 0.3) 3( 0.3
PRERENCY 0 0 i i
SUBJECT NO LONGER MEETS STUDY (RITERIZ 0 1 ({ 0.3) 0 1( 0.1
AMMINISTRATIVE FERSCN BY SPCNSCR 0 0 0 0
OTHER 4 1.3) 2 0.6 2 0.8) 8 ( 0.9
NOT BEPCRTED 0 0 1( 0.3) 1{ 0.1)
SUBJECTS CONTINUING IN THE STUDY (%) 167 | 53.9) 181 ( 57.8) 106 ( 34.1) 454 ( 48.3)
SUBJECTS NOT CONTINULNG IN THE STUDY (%) 146 | 46.8) 132 ( 42.2) 205 ( €5.9) 483 ( 51.5)

Fercentages based on subjects encering period.
Source: Table 5.1-1 of the CA20%067 Final 05 CSR-

The enrolment period lasted approximately 10 months (Jun-2013 to Mar-2014). The last patient was
randomized on 31-Mar-2014 and the last patient first treatment was on 01-Apr-2014. The median
duration of therapy was 6.60 months in the NIVO group, 2.83 months in the NIVO+IPI group, and 3.02
months in the IPI group.

87.8% of treated subjects in the NIVO group received = 90% of the planned dose intensity, which was
similar to ipilimumab in the IPI group (88.4%) and greater than nivolumab and ipilimumab in the
NIVO+IPI group (69.0% and 70.6%, respectively); see Table 36.
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Table 36: Relative Dose Intensity and Number of Doses Received - All Treated Subjects -

CA209067
Hivolumak: Hivolumalh + Ipdlimamask Ipd 1immmalks
H = 313 H = 313 H = 311
Hivolmakh Hivolamalkh Tpi 1immaky Ipi 1immals
BEIATIVE DOSE INIEMSITY
>= 110% 1 { 0.3 ] 2 { 0.8 ]
G0% TO =< 110% 274 ( 87.5) 21a ( 89.0) 21% ( 70.0) 275 | BB.4)
T0% TO S0% 33 ( 10.5) 62 ( 19.8) g0 [ 19.Z2) Z5 [ EB.O)
50% TO < 70% 4 { 1.3) 24 ( 7.7 2B ( §8.9) 0 { 3.E)
< S0% 1{ 0.3 11 ( 3.5) 4 { 1.3) 1 ( 0.3)
NBEE CF DOSES FECEIVED
MEEM (5L 27.6 (25.35) 18.9 (23.67) 3.2 {1.05) 3.5 (D.87)
MEDTRN (ROIN — MRX) 15.0 (1 - 77) 4.0 (1 - 78) 4.0 (1 — 4) 4.0 (1 — 4)
HIBFR OF DOSES RECEIVED
0 0 0 ]
1 9) 29 ( 9.3) 30 { 9.8) la ( 5.1)
2 &) 59 ( 18.8) 60 ( 19.Z) 31 ( 10.0)
3 g) 4z ( 13.4) 45 ( 14.49) B { 15.4)
4 5) 36 ( 11.5) 178 ( 58.9) 21é { 69.5)
>4 3] 147 ( 47.0) o o
Source: Tabls 6.1-1 of the CR20%0&7 Final O CSR

Reasons for infusion interruption, infusion rate reduction, or dose delay are provided in Table 37. Dose
reductions/escalations were not permitted in any treatment group.
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Table 37:

Infusion Interruption,
Therapy - All Treated Subjects - CA209067

Infusion Rate Reduction, and Dose Delays of Study

SIBIECTS WITH AT IFAST ONE INFUSION
INTEFRETED

%)

NREER. OF INFUSIONS INIEFRUFIED FER SUBJECT

RS T R
if

3

TOTAL MMEFE. IMFUSIONS F
TOTAL HR-EER. INEUSIOHS FECEIVED

FEASCH FUR. INFUSICN INIEFRLFTICN (a)
HYPFERSFMSTTIVITY FEACTICN
INFUSION ATMIN ISSIES
OTHER.

(551

[

[ L ey L
]

SI=1=301

Ly
=]
[s1]

e

[RE¥TEN ]

oo

I
(AR

10/ 1086 { 0.9)

SRIBECTS WITH AT TFAST (HE TNFUSIIN WITH
TV RATE. REDUCFD (%)

MMEFR. OF THFUSIONS WITH IV FATE REDUCED
FEE SUBJECT

el B
0

3

TOIEL HIMEER INEFUSIONS WIIH IV FATE FEDUCED,
TOTAL HR-EER. INEUSIOHS FECEIVED

FERASCHN ELE. IMEUSICN TV FATE FEDUCTICN (D)
HYPERSEMSITIVITY FEACTICHN
INEUSION AIMIN ISSES
OTHER.
SOBJECTS WITH AT IFAST (ME DOSE DEIXYED (%)

NMEER OF DOSE [EI&YS FER SUBJECT

IR
0

3

TOTAL MIMEER DOSES [ELXYFLS
TOIAL HIFEER DOSES FECETVED (C)

'S

[

[ST=FSr
——
W

=

I
i ey

Jbas (A

e
=
L

LEMGTH OF DEIAY (d)
N TIME

4 - 7 TEYS
8_- 14 IEFS

1s — 4z TE¥s
- 42 TEYS

FEASCH FOR. ICSE [ELAY (=)
LINERSE EWVENT
OIHER
HOT FEPCRIED

{¥s}
[=T=TeTy]

= OO Ci ]

e e, e,

4/ 1086 ( 0.4)

(a) Counts include all infusions interm
) C,_,.:rus include all infusions with IV rate

|c:} TOTAL NIMEER L[CSES RECEIVED is excluding first doss.
() ]?=-":EEa:;l:—s ars campuced out of the total mmber of doses received excluding first doss.
(2} Comts include all dose delays.

Source: Table €.3-1 of the (B20%067 OS Final CSR

Adverse events

-v';,.,_r,.agrzs are comoutsd out of the ©
Percentages are oomputed

Eercentadges are oomouted out of the total mmber of dosss delanyed.

total mier of :|_'1_..31:r_5 J_Er'.:g——d

out of the total mmber of infusicns with IV rate

The characterization of the safety profile of NIVO or NIVO+IPI for the interim and the final analysis is
shown in Table 38. Slightly higher AE frequencies were reported at the updated database lock relative
to the CA209067 Interim CSR database lock (17-Feb-2015) consistent with the longer duration of

treatment and follow-up.
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Table 38:

Up — All Treated Subjects

Summary of Safety Results in CA209067 After 9 Months and 28 Months Follow

Number (%) Subjects
CA209067 Interim CSR CA209067 Final OS CSR
DEL: 17-Feb-2015 DEL 13-Sep-2016
Nivolumah Nivolumab + Ipilimumab Nivolumab Nivolumab + Ipilimumab
(N=313) (N=313) (N=313) (N=313)
Deaths
Within 30 days 14 (4.5) 20(6.4) 14043 21( 6.7)
Within 100 days 50 (16.0) 44(14.1) 52(16.6) 46 (14.7)
Study Drug Toxicity 1(0.3) 0 1{03) 2( 0.6)
Any Grade | Grade 34 | Any Grade | Grade 3-4 Any Grade | Grade 34 | Any Grade Grade 34
All SAEs 113 (36.1) 88 (28.1) 217 (69.3) 139 (50.8) 133 (42.3) 104 (332) | 223(71.2) 167 (53.4)
Drug-related SAEs 25 (8.0) 18 (5.8) 150 (47.9) 112 (35.8) 31( 99 25( 8.0 152 ( 48.6) 115(36.7)
All AFs Leading to DC 43 (13.7) 27 (8.6) 135 (43.1) 105 (33.5) 57(18.2) 38(12.1) 147 (47.0) 111 (33.3)
Drug-related AEs 24 (1.7) 16 (5.1) 114 (36.4) 92(29.4) 36(11.35) 24077 124 (39.6)) 97(31.0)
Leading to DC
All AFs (Regardless of 311(99.4) 136 (43.3) | 312(99.7) 215 (68.7) 312(99.7) 159 (508) | 312(99.7) 226 (722)
Causalitv)
Drug-related AEs 257 (82.1) 51 (16.3) 209 (95.5) 172 (55.0) 270 ( 86.3) 65 (20.8) 300 (95.8) 183 ( 58.5)
SELECT AE CATEGORY (All Causality)
Endocrine 54(17.3) 2 (0.6) 105 (33.5) 19 (6.1) 63 (20.1) 5( 1.8) 119 ( 38.0) 23(7.3)
Gastrointestinal 99 (31.6) 12(3.8) 171 (54.6) 50 (16.0) 114 ( 36.4) 18( 5.8) 177 ( 56.5) 53(16.9)
Hepatic 40(12.8) 16 (5.1) 103 (33.5) 62 (19.8) 43 (13.7) 16( 3.1) 115 (36.7) 66(21.1)
Pulmonary T(2.2) 2(0.6) 23 (7.3) 4(1.3) T(22 2( 0.6) 4077 4( 1.3)
Renal 10(3.2) 2(0.6) 32(10.2) 11 (3.5) 10( 3.2) 2( 0.6) 35(11.2) 11( 3.5)
Skin 167 (33.4) 6 (1.9) 201 (64.2) 19 (6.1) 178 ( 56.9) 9( 29 205 (65.5) 20( 6.4)
Hypersensitivity/Infusion 16 (5.1) 1(0.3) 14 (4.5) 0 17( 5.4) 1{03) 15( 4.8) 0
reaction
SELECT AE CATEGORY (Drug-Related)
Endocrine 45 (14.4) 2 (0.6) 94 (30.0) 15(4.58) 54(17.3) 3( 16) 104 (33.2) 20( 6.4)
Gastrointestinal 61 (19.3) 7(2.2) 145 (46.3) 46 (14.7) TO(22.4) 11( 3.5) 150 (47.9) 48(133)
Hepatic 22(7.0) 8 (2.6) 95 (30.4) 60 (19.2) 24( 7.7 8( 28) 102 (32.6) 62 ( 19.8)
Pulmonary 5(L.6) 1(0.3) 22 (7.0) 3(1.0) S5( 1.8) 1{ 03) 23( 7.3) 3( 1.0
Renal 3(L0) 1(0.3) 17(34) 6(1.9) 3010 1{ 03) 21( 6.7) 6( 1.9)
Skin 131 (41.9) 3 (1.6) 185 (59.1) 18(5.8) 143 (45.7) T( 22 192 (61.3) 19( 6.1)
Hypersensitivty/Infusion 13 (4.2} 1{03) 13(42) 0 14( 4.5) 1( 03) 130 42) 0
reactions

Source: Table 2-1 of the CA209067 5CS
¢ Common Adverse Events

Any grade AEs (regardless of causality) were reported in 99.7% of subjects in the NIVO group, 99.7%
in the NIVO+IPI group, and 99.0% of subjects in the IPI group.

In the NIVO group, the most frequently reported AEs (= 20% of subjects) were fatigue (47.9%),
diarrhoea (35.8%), nausea (30.4%), rash (29.7%), cough (27.5%), pruritus (26.5%), decreased
appetite (22.4%), headache (22.0%), constipation (21.4%), arthralgia (21.1%), and vomiting
(20.1%).

In the NIVO+IPI group, the most frequently reported AEs (= 20% of subjects) were diarrhoea
(54.0%), fatigue (51.8%), nausea (43.8%), pyrexia (39.9%), pruritus (39.0%), rash (32.9%),
vomiting (31.3%), decreased appetite (29.4%), headache (25.6%), cough (24.3%), dyspnoea
(23.0%), arthralgia (21.4%), and increased alanine aminotransferase (ALT) (20.8%).

In the IPI group, the most frequently reported AEs (= 20% of subjects) were diarrhoea (46.9%),
fatigue (42.8%), pruritus (39.9%), nausea (30.5%), rash (26.0%), headache (24.1%), decreased
appetite (23.5%), constipation (22.5%), cough (20.9%), and abdominal pain (20.3%).
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AEs Grade 3-4

Grade 3-4 AEs (regardless of causality) were reported in 50.8% of subjects in the NIVO group, 72.2%
in the NIVO+IPI group, and 57.9% of subjects in the IPI group (Table 39).

In the NIVO group, the most frequently reported Grade 3-4 AEs (= 5% of subjects) were malignant
neoplasm progression (6.4%) and hypertension and diarrhoea (each 5.1%) in the NIVO+IPI group
were lipase increased (12.5%), diarrhoea (11.2%), increased ALT (9.3%), colitis (8.3%), increased
aspartate aminotransferase (AST) (6.7%), and fatigue (6.4%) and in the IPI group were colitis
(7.7%), diarrhoea (7.4%), anaemia (6.4%), and malignant neoplasm progression (6.1%b).

Table 39: AEs (All Causality) by Worst CTC Grade Reported in = 10% of Treated Subjects
in CA209067
Hivoliamaks Hivolmmakb + Ipdlimmalks i1i
N = 313 = 313 N =311
Systam Organ Class (%)

Preferred Term (%) Eny Grade GCrade 3-4 Grade 5 Any Grade Grade 3-4 Grade 5 Any Grade Grade 3-4 Grade 5
TCOTAL SUBJECTS WITH BN 31z ( 99.7) 159 ( S0.8) 5 ( 1.8€) 31z ( 99.7) 226 ( 72.2) 15 4.8) 306 ( %9.0) 180 ( 57.9) 12 ( 3.9)
EVENT
ERSTROINTESTINEL 39 ( 12.5) 2 { 0.6) 252 ( 80.5) 7€ ( 24.3) 0 249 ( B0.1) €7 { 21.5) 0O
DISCRCERS

DIRFFHER 16 o] 169 ( 54.0) 35 ( 11.Z2) L] 146 ( 46.9) 23 ( 7.4) o

NRISER z 0 0 137 ( 43.8) 12 { 3.8 0 o5 ( 30.5) & ( 1.9} 0

CONSTIERTTON 1 0 60 ( 1%.2) 1 ( 0.3} © 70 ( 22.8) © Il

VCMITING 3 0 a3 ( 31.3) 12 { 2.3} 0 52 ( 16.7) 5 ( 1.8} O

EBDCMINEL BATNH 3 0 53 [ 18.5 5 ( 1.8} © 63 (20.3) € ( 1.9 0

DRY MIJTH ) o 32 ( 10.2) 0 L] 17 ( 5.5) ) o

COLITIS 3 0 41 ( 13.1) 26 { 8.3) O 35 ( 11.3) 24 ( 7.7) 0
ENEFLL. DISCROFRS RND 13 1 ({ 0.3) 255 ( B1.5) 34 ( 10.9) 3 1.0) 221 ( 71.1) 20 ( &€.4) o
AMMINISTRRTION SITE
CONDTITICNS

FATIGIE 150 ( 47.%) 4 ( 1.3) 0O 162 ( 51.8) 20 | ] 6 ( 1.9) ©

PYRENTZ 50 ( 16.0) © 0 125 ( 3@.9) 5 { 0 2 ({ 0.8) 0

LSTHENIZ 48 ( 14.7) 1 { 0 43 [ 15.3) 3 ( 0 7( 2.3) 0

CELFME FERT AT, 33 ( 10.5) 1 0 35 ( 11.2) o 0 2 ( 0.6 a

CHILLS 20 ( 6.4) O 0 32 ( 10.2) © 0 [5} 0
SKIN BND SUBCUTEMECUS 207 ( 66.1) 10 ( 3.2) O 231 ( 73.8) 23 ( 7.3) O 211 { €7.8) 13 ( 4.Z2) 0
TISSUE DISCRCERS

F a3 1 0 103 ( 32.9) 10 { 3.2) Bl { 26.0) B { Z.8) 0

PEIRITUS a3 1 0 122 ( 39.0 & ( 1.9) 124 ( 3@.9) 1 ( 0.3) 0O

VITILIGO 3z 1 i} za { B8.3) O 16 ( 5.1) o a

RASH MRCULO-PAPULRR 8 z | 0 43 ( 13.7) & ( 1.9) 0 4z ( 13.5) 1 ( 0.3) 0O
MISCULOSEELETAT, AMD 175 ( 55.9) 2= { o] 148 ( 47.3) 18 ( 5.8) 0 149 ( 47.9) 10 { 3.2) o
COMMECTIVE TISSUE
DISCECERS

ERTHRALGIR 66 ( 21.1) 0 67 (21.4) 1 ( 0.3) 0O 51 (1 1( 0.3) ©

BACK PRIN 53 ( 16.%) 0 38 ( 12.1) 2 { 0.€) 0 45 | 1 4 ( 1.3) 0

DLTN TN EXTREMITY 43 ( 13.7) 0 31 { ©.9) 1 | 0.3) ] ECI 0 i}

MYRIGIZ 30 ( 9.8) 0 32 (10.8) 1 ( 0.3) 0 2z 0 il

MUSCULOSKFELETET. BAIN 28 | B.%) 0 21 ( €.7) 1 { 0.3) 0 31 (1 2 ( 0.6) O
INFECLIONS AND 155 ( 49.5) 0 1542 ( 49.2Z) 3L ([ ©.9) 1 0.3) 125 23 ( F.4) [a]
INFESTATICNS
MASCPHRRYIGITIS 38 ( 1Z.1) o] 0 30 ( 9.8) o o 28 ( 9.0) 0 0
RESPIBATCRY, THORMCTC 52 ( 4B.86) 1& { 5.1} 1 ( 0.3) 184 ( 52.4) 28 { B8.9) 4 1.3) 130 ( €1.8) 10 { 3.Z) 1 ( 0.3)
END MEDIASTINAL
DISCROERS
COUGH Z ( D.8) o] 0.3) o €5 ( 20.9) o] [u]
DY SEMCET. 4 g .3) W] 2.3 o 4z [ 13.5) 2 { 0.8) 0
MEEOUS SYSTEM DISORLERS 1 11 { 3.5) o 7.0) o 143 ( 46.0) 15 { 4.8) .

e 1 ( 0.3} "] 0.6) o 5 ( 2%.1) 3 ( 1.00 o
LIZZIMESS o 0 o z8 ( 9.0} 5] 0
METEBOLISM BMD MUTRITICN 108 ( 34.5) 13 ( 4.Z2) o] 0.5) o 116 ( 37.3) 24 0
DISCROERS
CECPEASED APPETTTE OO 22.4) o] v 1.9) o 73 ( 23.5) 4 e
HYE kS N 9 ( Z.%9) 1 ( 0.3) o] 1.9) o 11 ( 3.5) 3 o
INVESTIGATIONS 92 ( 3l.€) Z8 ( 5.9) 0 0.10) o] o7 ( 3L.2) 33 [
1IPLSE IMCRER 27 ( B.8) 15 { 4.8) "] 2.5} o 21 ( &.8 13 [s]
ALZNINE 24 ( 7.7) 4 { 1.3) o] 9.3) o 16 ( 5.1) 7 s
H]:DICIR;L‘EEEERASE
LSERRTATE 23 3) S ( 1.8) o] 57 (18.2) 21 { €.7) o 17 { 5.5) 4 ( 1.3) [u]
:ﬁbmrc"mxmsEERASE
WEIGHT DECREASED 23 ([ 7.3) o] 38 ( 12.1) o o 21 ( 6.8) ( 0.3 0
MECPLASMS BEMNIGET, 75 ( 24.0) 36 ( 11.5) Z ( 0.6 42 ( 13.4) 1= ( 3.8) ] Z.€) 59 ( 19.0) 23 ( 9.0} 10 { 3.Z2)
MALIGHENT IND
UNSPECIFIED (INCL CYSTS
ZND POLYEPS)

MALT@ENT MEOPLASM ZE [ B.®) Z0 ( 6.4) 2 ( 0D.6) 18 ( 5.8) 5 ( 1.9 ] Z.€6) 36 ( 11.6) 1% ( &.1) 10 ( 3.Z2)
EREOEEESSION
PSYCHIRTRIC DISCRIERS 69 ( 22.0) Z ( D.8) 0 84 ( Z&.8) g ( Z.§) o 74 ( 23.8) 4 ( 1.3) o]
TSI 41 { 13.1) 1 { 0.3} 1] 45 [ 14.4) z { 0.8) o 39 ( 1z.5) 5] 5]
VRESCULER. DISCEIERS a7 | 1s { 6.1) 0 &6 ( 21.1) 1= (] 62 ( 19.%) 9 ( Z2.9) (o]

HYFERTEISTCR 3Z 16 ( 5.1) 0 23 ( 7.3 7 o 27 ( B.T) T ( Z.3) 0
EMDOCEIME DISCELERS a3 4 { 1.3) 0 108 ( 34.8 21 (o] 39 ( 12.5) 9 ( Z.9) 0

HYEOTHYROTIDISM 34 i} o] &0 | 19.Z2) =3 0 16 { 5.1} [u] o]

HYFERTHYROTDISM 19 ) [u] (o] 35 ( 11.Z2) 4 o 3 ( 1.0) [u] 0
BLOCD END L¥YMPHATIC 56 ( 17.9) 12 ( 3.8) 0 €6 ( 21.1) 10 o] 54 ( 17.4) 23 ( 7T.4) 0
SYSTEM DISCRLERS

DNREMIE 32 ( 10.2) 7 ( Z.2) [u] 35 ( 11.Z2) o 40 ( 12.9) 20 ( 6.4) 0

MedlBh Version: 19.0
CIC Version 4.0

Includes svents reported betwesn first dose and 30
Table 8.4-1 of the CRI0%

Source:

7 Final OS5 CSRC

dagrs after last

doss of study thersgy.
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e Drug-related AEs

Any grade drug-related AEs were reported in 86.3% of subjects in the NIVO group, 95.8% in the
NIVO+IPI group, and 86.2% of subjects in the IPI group (Table 40).

In the NIVO group, the most frequently reported drug-related AEs (= 15% of subjects) were fatigue
(35.5%), rash (23.0%), and diarrhoea and pruritus (each 21.4%), in the NIVO+IPI group were
diarrhoea (45.4%), fatigue (37.7%), pruritus (35.8%), rash (29.1%), nausea (28.1%), pyrexia and
decreased appetite (each 19.2%), ALT increased (18.8%), hypothyroidism and AST increased (each
16.3%), and vomiting (16.0%) and in the IPI group were pruritus (36.3%), diarrhoea (33.8%), fatigue
(28.6%), rash (21.9%), and nausea (16.4%0).

Exposure-adjusted incidence rates of AEs (all causality; incidence rate per 100 person-years) were
1300.8 in the NIVO group, 2150.2 in the NIVO+IPI group, and 2039.4 in the IPI group.

The overall frequency of AEs (regardless of causality) leading to a dose delay was 35.8% in the NIVO
group, 58.1% in the NIVO+IPI group, and 40.8% in the IPI group.
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Table 40:

Drug-related AEs by Worst CTC Grade Reported in =
CA209067

5% of Treated Subjects in

Hivolimely Hivolunsk + SE Amrsks Ted 1 imuemeds
N =33 H= HN=m1
System Orgem Class (%)

Prefeamed Term (&) Ay Grade Grade 3-4 Erade 5 By Grade Grade -4 Grade 5 Ay Grace Gade 3-4 Grade 5
TOTAL SIBJECTS WITH 24 270 [ 86.3) &5 ( 20.8) o 300 ( 95.8) 183 ( 58.5) o e [ 27.7) 1 ( 9.3)
EVEMT
SN 2D SUBCOINEDTS 1S58 ( 50.5) B ( 2.6) 0 207 ( €6.1) 21 { €.7) O 9 2.3 0
"IE\UE DISCRTFRS

72 23.0) 19 o 28.1y 10 ( 2.2) o 5{ l.g) 1]
&7 (21.4) 1 ] T|E e 1E 0 it o. a

WITILT 28 H.9) 1 ) o B.6) o u] o ]

IBY SKIN 17 S.4) 0 o 4.8 0 o L 1]

RASH MAOULO-FAFUIEAR. 1a {( 255 2( 0.6) 0 3 (121 &( 1.9 0 1¢ 0.3 0

S AD 145 ( 46.3) 5 ( 1.6) O 181 ( 57.8) 15 { 4.8) O 5 ( 2.6 0
)—ﬂIDJI:m-J_CH SITE
COOHDTTICNS

FRTIEIE 111 35.5) 30 1.0) o 118 13 «2) u] 3 } Q) ]

ASTHENIR 25 5.0) 1 ( 0.3) ] 31 1 0.3) o 2 0.&) 1]

DYRERIA 31 ({ &7 0 ] =] 2{ 08 0 I1{ 0.3y 0

CHILILS 1z 3.8) 0 u] 22 0 o O a
GASTROINTESTTMEL 123 | 39.3) 14 ( 4.%5) o 1ss | 57 o 39 ([ 12.5) o

5

DIZERERE &7 | 5 ( 2.8) 0O 142 30 o 18 ({ 5.8 0

NRIIEER 41 L 0 o jass} T o 2 0.8 1]

N 22 1 0.3 o g0 8 ) o 1 { 0.3) 1]

COSTIEATTCON 19 0 u] 2 o Ju] ] a

e MINERT, ERATH 18 0 o 28 8 1 { 0.3 o 2 ( 0.8) ]

By MOOTH 13 0 o 19 = o u] 1] 1]

ITIS 7 I 1. 0 40 (128} 26 ( 8.3 0 24 ( 7.7) Q
MERWUIS SYSTEM DISCRIFRS &6 E 3 ( 1.0} o B& E 27.5) 12 ( 3.8) o 1 (0 0.3) o
7 24 0 ] 3 (108) 2 oe 0 I 0.3 o
=1 13 0 o 14 4.5} 0 o 0 1]
CIZZINESS 15 |[: 0 o 17 E s.a) 0 o 0 ]
END E1 ( ( 1.8 0 T[22 T 2.3) 0 1 0.3 0

COECTTVE TISSUE

e LIEIL 29 9.3) 1 5 0.3 ] 42 13.4) 1 ] o 21 E.8) 0 1]

MERIGTA 15 {: ) 1 0.3y 0 17 E ea) 1! 03 o S | 2.9 0 a
IMVESTIGATIONS 53 13.5) 17 { 5.4) o 141 45.0) B2 o 5 17.7) 2 ( 7.1) 0

LIER THMCRERSED 24 7.7 12 [ 3.8) o 43 13.".‘:| 34 a 13 E—.E:l 12 { 3.9) a

EMYTASE INCFERSET) 17 S.4) 5 ; 1.6) o 23 7.3) ] o 15 4.8) 4 1.3) a

ASTARTATE 13 { 22) 3{ 1.0 o 51 | 16.3) 18 o = 38 z! olE 0

AMTNUTRAMSFTEASE

INCBELSFT)

ALENTHE 12 ( 3.8y 3( 1.0 0O 59 [ 13.8) 27 ( B.8) O 1Z( 3.9 5({ l.& 0

2MTNCTRAMSFTERSE

IM_PELSET)

VEIGT CBCRERSED 0 0 19 { &1) 0 0 4( 1.3) 14( 0.3 0
ENDOCRINE E_E[RIIPS 4 [ 1.3) o S 30.7) 18 ( o 33 [ 10.8) g 2.8 a

0 o E 16.3) 1 o 14 4.5) 0 a

P[Ymm 0 ] 24 0.59) 3 | o 3 1.0) o a

HYPORHYSITIS 2( 0.6 0 23 ( 7.3) 5| 0 Z( 3.8 5¢{ l.& 0
METRBOLISM ZND NUTRITICH S Ll.g) o B7 ( 27.8) 17 | o 52 | 1e.7) S { l.g) 0

]
[ECFERSET APEETTIE 0 o &0 ( 19.2) 4 ( 1.3 o 41 ( 13.2) { 0.3) a
THORACTC 44 (14.1) 4 ([ 1.3) O 69 (22.0) B ( 2.6 O 38 (12.5) 2 ( 0.8 0O
IND MEDLESTOL
o

=] 20 { €.4; 2 F o 2 7.7 0 . o 15 4.8) 0 a

DTSPHCER 20 G.4 1 o] 3% ( 1L.5) 20 1L.0) a 12 3.9) o a

BERMIITIS 4 { 1.3 1 0 (&7 3{ 1.0y 0 5( 1.6 1 0.3 0

P < - 7

Source: Table 8.

19.0

events reported betwesn first dose and 30 days after last doss of study thersoy.
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The number of subjects in CA209067 with at least 1 AE per individual standardized MedDRA query
(SMQ) occurring up to 30 days after last dose was analyzed by treatment group using both broad
scope and narrow scope SMQs. Results of these analyses did not lead to the identification of new types
of clinically important events.

Late-emergent drug-related AEs were defined as drug-related AEs with an onset date > 100 days after
the last dose of study therapy. The overall frequency of late-emergent drug-related AEs (any grade)
was greater in the NIVO+IPI group (17/313, 5.4%) compared to the NIVO and IPI groups (6/313,
1.9% and 7/311, 2.3%, respectively). Of subjects with late-emergent drug-related AEs, the majority of
the events in each treatment group were of Grade 1/2 intensity, except in the IPI group where 4/7
subjects reported Grade 3 events of diarrhoea, acute polyneuropathy, pruritus, and hypertension.

Grade 3-4 drug-related AEs were reported in 20.8% of subjects in the NIVO group, 58.5% in the
NIVO+IPI group, and 27.7% of subjects in the IPI group (Table 40).

In the NIVO group, no drug-related Grade 3/4 AEs in = 5% of subjects were reported. In the NIVO+IPI
group, the most frequently reported Grade 3-4 drug-related AEs (= 5% of subjects) were increased
lipase (10.9%), diarrhoea (9.6%), increased ALT (8.6%), colitis (8.3%), and increased AST (6.1%)
and in the IPI group were colitis (7.7%) and diarrhoea (5.8%).

Deaths, AEs, SAEs, and AEs leading to discontinuation in the pooled analysis for the monotherapy and
combination therapy groups are summarized in Table 38.
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Table 41: Summary of Safety Results - All Treated Subjects in CA209067

DEATHS
WITHIM 30 LRYS CF LAST DOSE
WITHIN 100 DRYS OF LAST DOSE
DUE TO STUDY DRUG TOXICITY

AL CAOSALTTY SEEs 133 ( 42.5) 104 ( 33.2 7 (
DROG-FELATED SAEs 31 ( 9.9) 25 ( 8.0) ( (
ATL CADOSALITY AEs IEADTNG TO DC 57 (18.2) 38 ( 12.1) ( (
DRIG-FELIATFD AEs IFADING TO DC 36 ( 11.5) 28 ( 7.7 7 ( 4 (
AL CAOSALITY AEs 312 ( 99.7) 159 ( 50.8 312 ( 99.7) 226 ( 72.2) 308 ( 99.0) 18O ( 57.%9)
Most Freguent BFs (2 20% of Any Grade in any treatment group)
FRTIFE 150 | 47. .3 20 ( 6.4) € ( 1.9)
DIZREHER 112 35 (11.2 23 ( 7.49)
HROSER 95 12 ( 3.8 6 ( 1.9)
RRESH o3 0 ( 3.2 8 ( 2.6)
COGH g8 | 1 { 0.3) [
PRIRTTUS 83 & ( 1.9 1( 0.3)
DECREASED RPFETITE 70 & ( 1.9 4 ( 1.3)
HEATRCHE 69 | 2 { 0.8) 3 ( 1.0)
COMSTIPATICH &7 | 1 { 0.3) [
APTHRRLGIR ge | 1 { 0.3) 1 ( 0.3)
VOHMITING 83 | 1z ( 3.8 5( 1.8)
ABDCHMTNAT, ERTN 53 (1 5 ( 1.8) g [ 1.9)
PYREXTR 50 (1 5 ( l.g) 2 ( 0.6
DYSENCER 45 | 9 ( 2.9 2 ( 0.8)
ALT TMCREASED 248 29 ( 9.3) T{ 2.3)
DRIG-FELATFD REs 270 | . 300 ( 95.8) 183 ( 58.5) 268 ( BE.2) B6 ( 27.T)
Most Freguent BEs (= 15% of Ay Grade in any treatment group)
FRTIFIE 111 { 35.5) 3 ( L.0) 118 ( 37.7) 13 { 4.2) B3 ( 28.8) 3( 1.0
RRESH 72 ) 1 ( 0.3) el (2%.1) 10 { 3.2) 63 ( Z1.9) S ( 1.8)
PRIRTTUS &7 | 1 { 0.3) 11z ( 35.8 & ( 1.9 113 ( 38.3) 1( 0.3)
DIAREHER &7 | 9 ( 2.9 142 ( 45.4) 30 ( 5.8) 105 ( 33.8) 18 ( 5.8
HROSER 41 0 88 ( 28.1) 7 ({ 2.2) 51 { 1&.4) 2 ( 0.6
LDECREASFD RPFETITE 28 (1 a g0 { 19.2) 4 { 1.3) 41 ( 13.2) 1( 0.3)
HYPCTHYROIDTSM 32 (1 o] 3l ( 16.3) 1 0.3) 14 { 4.5 o]
VOMITING A | 1{ 0.3) 50 16.0) a4 2.8 24 ( 7.7 1( 0.3)
FYREXTR Zl | o] g0 ( 1%.Z) 2 ( 0.9) 21 ( 6.8 1( 0.3)
AST THMCREASED 13 . 3 ) 51 ( 1&6.3) 1% { &.1) 12 { 3.9) 2 ( 0.8)
ALT INCREARSED 1z ( 3.8 3( 1.0 5% ( 13.3) 27 { B8.g) 12 { 3.9) 5 ( 1.8)
S ( 2.9 205 ( 85.5) 20 { &.4) 193 ( &3.7) 2 { 3.9
183 ( 5.8 177 { 56.5) 53 { 16.9) 155 ( 49.83) 40 ( 12.9)
S { 1.8 119 { 33.0) 23 { 7.3) 40 | 12.9) 8 ( 2.6)
16 ( 5.1) 115 { 36.7) &6 { Z1.1) 35 ( 11.3) 14 ( 4.5)
2 ( 0.8) 35 (1L.2) 11 { 3.5 15 { 4.8 4 ( 1.3)
2 ( 0.8 % 7.7) 4 { 1.3) 10 3.2 2 ( 0.6)
1( 0.3) 15 ( 4.8) 0 9 { 2.9 1( 0.3)
DRDG-FEIATFD SELRECT AFs, BY CATRGIRY
SEIN 143 ( 45.7) 7( 2.2 12 ( 61.3) 19 { &.1) 172 { 55.3) g ( 2.9
GASTROTNTESTTNAL 70 ( 22.4) 11 { 3.5 150 ( 47.9) 43 { 15.3) 117 ( 37.€) 36 ( 11.€)
ENLOCEINE o4 ( 17.3) 32 ( 1.8) 104 ( 33.2) 20 { &€.4) 36 ( 1l.g) g ( 2.8)
HEFRATIC 24 ( 7.7) g8 ( 2.8) 102 ( 32.6) &2 ( 19.8 23 ( 7.4) 5 ( 1.8)
PULMCHARY 5 ( 1.8 1( 0.3) 23 ( 7.3) 3 L.0) & ( 1.9 1( 0.3)
FEMRL 3( 1.0 1 { 0.3) 21 [ &.7) 6 ( 1.9) 8 { 2.8 1( 0.3)
HYPERSENSITIVITY/INFUSICH RERCTICN 14 ( 4.5 1( 0.3) 13 ( 4.2 0 g ( 2.g) 1{ 0.3)
MedDR2 Version: 19.0; CIC Version 4.0
Includes events reported between first dose and 30 days after last doss of study therapy unless otherwise stated.

Source: Table 8-1 of the CA209067 Final OS CSR?

In the updated adverse reactions in Section 4.8 of the SmPC (Table 3) and shown below (Table 42),
adverse reactions are presented by system organ class and by frequency grouping (eg, common,

uncommon, rare, or very rare). Within each frequency grouping, adverse reactions are presented in

the order of decreasing seriousness. Section 4 of the nivolumab Package Leaflet has been updated

accordingly.

Assessment report
EMA/291536/2018

Page 87/128



Table 42:

Adverse Reactions in Clinical Trials (Provided in Updated SmPC Table 2 of

Section 4.8)

Nivolumab monotherapy

Nivolumab in combination with
ipilimumah

Infection: and infestations

Common upper respiratery tract infection PLENmONIA, UPPer respiratory tract
infection
Uncommon poeumoma’, bronchitis bronchitis

Neoplasmn: benizn, maliznant and unspecified (including cysts and pohps)

Fars

histiocyvhe necrotizmg hymphadenitis
(Eikuchi lymphadenitis)

Blood and lrmphatic system dizorders

Very common | neutropaeniz®®
Common eosmophilia
Uncommon eosinophilia

Immune system

dizorders

Common mmfusion related reaction”, infusion related reaction,
byperzensitrvity” kypersensitivity

Uncommon sareoldosis

Rare anaphvlactic reaction®

Endocrine dizorders

Very common kypothyrondism

Common byvpothyroidism, hyvperthyroidism adrenzal insufficiency, hypopitutarism,
kypophysitis, hyperthyrendizm,
thyroudifis

Uncommon adrenal insufficiency, hypopitmtanizm, | diabefic ketoacidosis®, diabetes

bvpephysitis, thyrouditis, dizbetes mellitus*
mellitus

Rare diabetic ketoacidosis

Metabolizm and nutrition dizorders

Very common

decreased appefite

Common decreased appetite dehydration
Uncommeon dehydration, metabolic acidosis

Hepatobiliary dizorders

Common hepatitis*
Uncommon hepatitis”

Rare cholestasis

Nervous system dizorders

Very common headache

nenropathy (nchiding facial and
abducens nerve paresis)

Common penpheral neuropathy, headache, perpheral neuropathy, dizziness
dizziness
Uncommeon polyneurcpathy, autoimmune Guillain-Barre syndrome,

polyvneuropathy, neuntis, peroneal nerve
palsy, autoimmune neuropathy
{imcluding facial and abducens narve
paresis), encephalitis®
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Nivelumab monotherapy

Nivelumab in combination with
ipilimumab

Eare

Guillaim-Barre syndrome,
demvelination, myasthemic syndrome,
encephalifns™

Eve dizorder:

arrhythmia)?, atrial fibrillation.
mrvocarditis’

Common uvertis, blured vision

Uncommon uveifis, blured vision, dry eve

Cardiac disorders

Common tachyecardia

Uncommon tachycardia arthythoua (including ventnicular
:11']']:'_L'TJ:LEI.1.'i.1}"l. atrial fibnllation.
myocarditis*

Eare arrhythma (neluding ventricular

Vascular dizorders

Common bvpertenzion hypertension
Rare vasculifis

Respiratory, thoracic and mediaztinal dizerders

Very common dyspnoea

Common pneumomiiz®, dyspnoez®, cough prewmonttis®*, pulmonary embolism?,
cough

Uncommon plewral effusion pleural effusion

Fare lung mfiltration

Gastrointestinal disorders

Very common

diarthosa. nansea

colitis”, diarhoea, vomuting, nausea,
abdommal pain

Common colitis”, stomatitis, vomiting, stomatitis, pancreatitis, constipation,
abdomunal pain, constipation, drv dry mouth
mouth
Uncommon pancreatitis, gastrtis intestinal perforation ®, gastmts,
duodenitis
Fare duodenal ulcer

Skin and subeutaneous tissue disorders

Very commen

razh’, prunitus

rask’, prunitus

Common vitilizo, drv skin, ervthema, alopecia vitthgo, dry skm, erythema, alopecia,
urticaria
Uncommon erythema multiforme, psonasis, psonasls
rosacea, wrilcaria
Eare toxic epidermal necrolysis*’, Stevens- | toxic epidermal necrolysis", Stevens-
Johnsen syndrome®’ Johnzon syndrome’
Musculozkeletal and connective tizsue dizorders

Very common |

arthralzia
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Nivolumab monotherapy

Nivolumab in combination with
ipilimumahb

mrvositis {including polymyositis)®,
rhabdomvolysis*’

Common mmsculoskeletal paw®, arthralma, musculoskeletal pam?®

Uncommon polymyalgia rheumatica, arthrihs spondyloarthropathy, Sjogren’s
syndrome, arthritis, myopathy,
myositis (including polymyositis)*?,
rhabdomyolysiz*’

Rare Sjogren’s syndrome , myopathy,

Renal and urinary disorders

{including acute kidney injurv}™®

Common renal faihire (including acute kidney
injury }*°
Uncommon tubulointerstitial nephntis, renal failure | tubulointerstitial nephnts

Ceneral disorders and administration site conditions

Very common

fatigue

fatizue, pyrexia

Common pyrexmia, oedema (including penpheral oedema (including penpheral ocedema),
oedema) pain

Uncommeon pain, chest pain chest pain

Investigations"

Very common

mecreased AST, increased ALT,
increased alkaline phosphatase,
increased lipase, increased amylase,
byvpocaleaenma, inereased creatimine,
hyperglycaema®, hrmphopaenia,
leucopeoema, thrombocytopaema,
anzemma, hypercalcasmia,
bypeirkalaema, bypokalaemia,
hypomagnesaemia, hyponatrasmia

increased AST, increased ALT,
increased total bilimabin, increased
alkaline phosphatase, increased lipase,
wmereased amvlase, mereased
creatimne, hyperglycaemia®,
hypoglycaemia, lyvmphopaenia,
lencopoenia, neutropaenia,
thrombocytopaenia, anaemia,
hypocalcaenia, hyperkalaenma,
hypokalasmia, hypomagnesaemia,
hyponatraemia

Common mereased total biluvabin, hypercaleaemia, hypermagnesasmia,
hypoglycaemia, hypermagnesaenna, hypematraemia, weight decreased
hypematraemia, weight decreaszed

* Fatal cases have been reported in completed or ongeing clinical smdias
o Frequencies of laboratory tenms reflect the proporion of patients who experienced a worsening from baseline

n laboratory measurements. See “Description of selected adverse reactions; laboratory abnormalities™ balow .

s Life-threatening cases have besn reported in completed or ongoing clinical smdies.

o The frequency of adverse events in the cardiac disorders system organ class regandless of causality was
higher in the nivolumab group than in the chemotherapy group in post-CTLA4BPAF inhibitor metastatic
melanoma population Incidsnce rates per 100 person-years of exposurs were 9.3 ws_ ; serious cardiac events
were reportad by 4 9% patients in the nivolumab group vs. 0 in the investigator s choice group. The
frequency of cardiac adverse events was lower in the nivolumakb group than in the dacarbazine group in the
metastatic melanoma without prior treatment population All were considered not related to nivolimab by
imvestigators except arrhythonds (atrial fibrillation achycardia and ventricular arrbythmda).

Eash is a composite term which incluwdes maculopapular rash rash erythematons, rash pruritc, rash follicalar,

razh macalar, rash morbilliform, rash papular, rash pusmalar, rash papulosquamons, rash vesicular, rash
generalised, exfoliative rash, dermatitis, dermatits acpeiform, dermatis allergic, dermmatits sbopic,
dermeatitis bullous, dermatitis exfoliatve, dermatitis psonasifornm, and drug eruption.

J Feported in smadies outside the pooled dataset. The fiequency is based on the program-wide exposure.

B hiusculoskeletzl pain is & composite term which inchides back pain, bone pain, musculoskeletal chest pain,

muscnloskelbatal discomfor:, myalgia neck pain, pain in exoeminy, amnd spinal paing

e Select Adverse Events

Endocrinopathies, diarrhoea/colitis, hepatitis, pneumonitis, interstitial nephritis, and rash are currently
considered to be select AEs. Multiple event terms that may describe each of these were grouped into
endocrine, gastrointestinal (Gl), hepatic, pulmonary, renal, and skin select AE categories, respectively.

The majority of select AEs reported were Grade 1-2, and most were considered drug-related by the
investigator. The most frequently reported any-grade drug-related select AE categories (in order of
descending frequency) across all treatment groups were skin, GI, endocrine, and hepatic. Within these
categories, the most common drug-related select AEs across all 3 treatment groups were rash and
pruritus, diarrhoea, hypothyroidism, and ALT increased, respectively. Higher frequencies of drug-
related select AEs in these categories were observed in the NIVO+IPI combination group than in the
NIVO and IPI monotherapy groups.

Assessment report

EMA/291536/2018 Page 90/128



Across select AE categories, the majority of events were manageable, with resolution occurring when
immune-modulating medications (mostly systemic corticosteroids) were administered. Some endocrine
select AEs were not considered resolved due to the continuing need for hormone replacement therapy.
In Table 43 the frequency of selected immune-related AEs which required high-dose corticosteroids
across the pooled melanoma safety database of patients treated with Ipilimumab in combination with
nivolumab have been summarized.

Table 43: Immune-related adverse reactions leading requiring high-dose corticosteroids
| by dosing regimen

Ipilimumab 3 mg/kg in combination
with nivolumab 1 mg/kg
%
Immune-related adverse reaction requiring high-dose
corticosteroids®P
Pneumonitis 63
Colitis 46
Hepatitis 46
Nephritis and Renal Dysfunction 17
Endocrinopathies 27
Skin 7
Hypersensitivity/Infusion Reaction 6
a at least 40 mg daily prednisone equivalents
b frequency is based on the number of patients who experienced the immune-related adverse
reaction

Endocrine Events
The endocrine select AE category included the following subcategories: adrenal disorders, diabetes,
pituitary disorders, and thyroid disorders.

The overall frequency of endocrine select AEs (all-causality, by worst CTC grade) were greater in the
NIVO+IPI group (38.0%) compared to the NIVO group (20.1%) and the IPI group (12.9%).

Drug-related endocrine select AEs were reported in 17.3% subjects in the NIVO group, 33.2% in the
NIVO+IPI group, and 11.6% in the IPI group (Table 44). The most commonly reported drug-related
endocrine select AE in all 3 treatment groups was hypothyroidism. The majority of the drug-related
endocrine events were Grade 1-2, with Grade 3-4 events reported in 1.6% subjects in the NIVO group,
6.4% in the NIVO+IPI group, and 2.6% in the IPI group. No subjects in the NIVO group experienced
drug-related endocrine select events that led to permanent discontinuation. Endocrine drug-related
select AEs (any grade) led to permanent discontinuation of 2.6% and 0.3% of subjects in the
NIVO+IPI and IPI group, respectively.

The median time to onset of drug-related endocrine AEs was 13.71 weeks in the NIVO group, 8.07
weeks in the NIVO+IPI group, and 8.57 weeks in the IPI group. 4 (7.4%) subjects in the NIVO group,
28 (26.9%) subjects in the NIVO+IPI group, and 10 (27.8%) subjects in the IPI group were treated
with high-dose corticosteroids for a median duration of 2-3 weeks.

Overall, 48.1% in the NIVO group, 53.8% in the NIVO+IPI group, and 44.4% of drug-related
endocrine select AEs in the IPI group resolved. Median time to resolution was not available in the NIVO
group, was approximately 28 weeks in the NIVO+IPI group, and was 77 weeks in the IPI group.
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Table 44: Summary of Drug-related Endocrine Select Adverse Events Reported Up to 30
days After Last Dose - All Treated Subjects - CA209067
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Gastrointestinal Events
The overall frequency of Gl select AEs (all-causality, any grade) was greater in the NIVO+IPI group
(56.5%) compared to the NIVO and IPI groups (36.4% and 49.8%, respectively).

In the NIVO+IPI group, 47.9% had Gl select AEs that were considered to be drug related by the
investigator compared to 22.4% in the NIVO group and 37.6% in the IPI group (Table 45). The most
frequent drug-related event was diarrhoea and 2.9%, 9.6%, and 5.8% of the events were Grade 3-4 in
the NIVO, NIVO+IPI, and IPI groups, respectively. Drug-related gastrointestinal select AEs (any grade)
led to permanent discontinuation of study drug in 2.9%, 16.6%, and 11.6% of subjects in the NIVO,
NIVO+IPI, and IPI groups, respectively.

In the NIVO+IPI group, the median time to onset of drug-related Gl select AEs was 4.86 weeks
compared to 9.43 and 4.57 weeks in the NIVO and IPI monotherapy groups, respectively. 68 subjects
(45.3%) in the NIVO+IPI group, 11 subjects (15.7%) in the NIVO group, and 52 subjects (44.4%) in
the IPI group were treated with high-dose corticosteroids for a median duration of 4.21, 3.43, and
4.07 weeks, respectively. Infliximab was used for AE (any grade/any causality) management in 1.3%,
4.8%, and 5.1% of subjects in the NIVO, NIVO+IPI, and IPI groups, respectively.

Overall, 140/149 (94.0%), 61/68 (89.7%), and 109/116 (94.0%) subjects in the NIVO+IPI, NIVO, and
IPI groups, respectively, with drug-related Gl select AEs had resolution of their events, with a median
time to resolution of 2.86, 1.64, and 2.86 weeks, respectively.
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Table 45: Summary of Drug-related Gastrointestinal Select Adverse Events Reported Up
to 30 days After Last Dose - All Treated Subjects - CA209067
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Hepatic Events
The overall frequency of hepatic select AEs (all-causality, any grade) was greater in the NIVO+IPI
group (36.7%) compared to the NIVO and IPI monotherapy groups (13.7% and 11.3%o, respectively).

In the NIVO+IPI group, 32.6% of subjects had hepatic select AEs that were considered to be drug
related by the investigator compared to 7.7% in the NIVO group and 7.4% in the IPI group (Table 46).
The most frequent drug-related event across all 3 treatment groups was increased ALT and increased
AST. The majority of events were Grade 1-2. Drug-related hepatic select AEs (any grade) led to
permanent discontinuation of study drug in 1.9%, 11.2%,and 1.0% of subjects in the NIVO, NIVO+IPI,
and IPI groups, respectively.

In the NIVO+IPI group, the median time to onset of drug-related hepatic select AEs was 6.00 weeks
compared to 15.07 weeks in the NIVO group and 9.00 weeks in the IPI group. 45 subjects (44.1%) in
the NIVO+IPI group, 8 subjects (33.3%) in the NIVO group, and 3 subjects (13.0%) in the IPI group
were treated with high-dose corticosteroids for a median duration of 3.57, 3.29, and 3.57 weeks,
respectively. Mycophenolic acid was used for AE (any grade/any causality) management only in the
NIVO+IPI group (4 subjects [1.3%]).

Overall, 96/102 (94.1%), 22/24 (91.7%), and 23/23 (100%) subjects in the NIVO+IPI, NIVO, and IPI
groups, respectively, with drug-related hepatic select AEs had resolution of their events, with a median
time to resolution of 5.14, 8.43, and 4.14 weeks, respectively.

Table 46: Summary of Drug-related Hepatic Select Adverse Events Reported Up to 30
days After Last Dose — All Treated Subjects - CA209067
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Pulmonary Events
The overall frequency of pulmonary select AEs (all-causality, any grade) was greater in the NIVO+IPI
group (7.7%) compared to the NIVO and IPI monotherapy groups (2.2% and 3.2%, respectively).

In the NIVO+IPI group, 7.3% of subjects experienced pulmonary select AEs that were considered to be
drug-related by the investigator compared to 1.6% in the NIVO group and 1.9% in the IPI group
(Table 47). Most events were Grade 1-2 and were pneumonitis or interstitial lung disease. Drug-related
pulmonary select AEs (any grade) led to permanent discontinuation of study drug in 0.3%, 1.9%, and
0.3% of subjects in the NIVO, NIVO+IPI, and IPI groups, respectively.

In the NIVO+IPI group, the median time to onset of drug-related pulmonary select AEs was 9.43
weeks compared to 9.00 weeks in the NIVO group and 10.07 weeks in the IPI group. 16 subjects
(69.6%) in the NIVO+IPI group, 4 subjects (80.0%) in the NIVO group, and 3 subjects (50.0%) in the
IP1 group were treated with high-dose corticosteroids for a median duration of 4.43, 4.07, and 5.00

weeks, respectively.

Overall, 23/23 (100%), 3/5 (60.0%), and 5/6 (83.3%) subjects in the NIVO+IPI, NIVO, and IPI
groups, respectively, with drug-related pulmonary select AEs had resolution of their events, with a
median time to resolution of 6.43, 9.14, and 6.29 weeks, respectively.

Table 47: Summary of Drug-related Pulmonary Select Adverse Events Reported Up to 30
days After Last Dose - All Treated Subjects - CA209067
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Renal Events
The overall frequency of renal select AEs (all-causality, any grade) was greater in the NIVO+IPI group
(11.2%) compared to the NIVO and IPI monotherapy groups (3.2% and 4.8%, respectively).

In the NIVO+IPI group, 6.7% of subjects experienced renal select AEs that were considered to be
drug-related by the investigator compared to 3 subjects (1.0%) in the NIVO group and 8 subjects
(2.6%) in the IPI group (Table 48). Most events were Grade 1-2. The most frequently reported drug-
related event across all groups was increased blood creatinine. Drug-related renal select AEs (any
grade) led to permanent discontinuation of study drug in 0.3%, 1.3%, and 0.3% of subjects in the
NIVO, NIVO+IPI, and IPI groups, respectively.

In the NIVO+IPI group, the median time to onset of drug-related renal select AEs was 11.43 weeks
compared to 4.14 weeks in the NIVO group and 10.00 weeks in the IPI group. 4 subjects (19.0%) in
the NIVO+IPI group, 2 subjects (66.7%) in the NIVO group, and 3 subjects (37.5%) in the IPI group
were treated with high-dose corticosteroids for a median duration of 2.50, 0.29, and 4.00 weeks,
respectively.

Overall, 19/21 (90.5%), 1/3 (33.3%), and 7/8 (87.5%) subjects in the NIVO+IPI, NIVO, and IPI
groups, respectively, with drug-related renal select AEs had resolution of their events, with a median
time to resolution of 2.14, not achieved, and 2.50 weeks, respectively.
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Table 48: Summary of Drug-related Renal Select Adverse Events Reported Up to 30 days
After Last Dose — All Treated Subjects - CA209067
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Skin Events

The overall frequency of skin select AEs (all-causality, any grade) was similar between the NIVO+IPI
group and IPI group (65.5% and 63.7%, respectively), while slightly lower in the NIVO group (56.9%).

In the NIVO+IPI group, 61.3% of subjects experienced skin select AEs that were considered to be
drug-related by the investigator compared to 45.7% in the NIVO group and 55.3% in the IPI group
(Table 49). Most were Grade 1-2. Across all treatment groups, the most frequently reported drug-
related skin select AEs were rash and pruritus across all treatment groups. Drug-related skin select AEs
(any grade) led to permanent discontinuation of study drug in 0.6%, 1.3%, and 0.6% of subjects in
the NIVO, NIVO+IPI, and IPI groups, respectively.

In the NIVO+IPI group, the median time to onset of drug-related skin select AEs was 2.14 weeks
compared to 5.43 weeks in the NIVO group and 3.57 weeks in the IPI group. 12 subjects (6.3%) in the
NIVO+IPI group, 5 subjects (3.5%) in the NIVO group, and 9 subjects (5.2%) in the IPI group were
treated with high-dose corticosteroids for a median duration of 1.36, 3.00, and 1.43 weeks,
respectively.

Overall, 134/191 (70.2%), 84/142 (59.2%), and 134/172 (77.9%) subjects in the NIVO+IPI, NIVO,
and IPI groups, respectively, with drug-related skin select AEs had resolution of their events, with a
median time to resolution of 10.86, 32.43, and 11.00 weeks, respectively.
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Table 49: Summary of Drug-related Skin Select Adverse Events Reported Up to 30 days
After Last Dose — All Treated Subjects - CA209067
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Hypersensitivity/Infusion Reactions

Hypersensitivity/infusion reactions were analyzed along with the select AE categories because multiple
event terms may be used to describe such events and pooling of terms was therefore necessary for full
characterization. Hypersensitivity/infusion reactions do not otherwise meet criteria to be considered
select AEs.

The overall frequency of hypersensitivity/infusion reactions (all-causality, any grade) was similar
between the NIVO and NIVO+IPI groups (5.4% and 4.8%, respectively) while slightly lower in the IPI
group (2.9%).

In the NIVO group, 4.5% of subjects experienced hypersensitivity/infusion reactions that were
considered to be drug related by the investigator compared to 4.2% in the NIVO+IPI group and 2.6%
in the IPI group (Table 50). The most frequently reported drug-related event across all 3 treatment
groups was infusion related reaction and most events were Grade 1-2. No drug-related
hypersensitivity/infusion reactions (any grade) led to permanent discontinuation of respective study
therapy in the NIVO and NIVO+IPI groups. One subject (0.3%; 1 Grade 3-4) in the IPI group had a
drug-related hypersensitivity/infusion reaction that led to permanent discontinuation of study therapy.

In the NIVO group, the median time to onset of drug-related hypersensitivity/infusion reactions was
2.21 weeks compared to 3.14 weeks in the NIVO+IPI group and 4.29 weeks in the IPI group. 3
subjects (21.4%), 1 subject (7.7%), and 1 subject (12.5%) received immune modulating medication
for any grade drug-related hypersensitivity/infusion reactions in the NIVO, NIVO+IPI, and IPI groups,
respectively. No subjects in the NIVO+IPI and IPI groups and 2 subjects (14.3%) in the NIVO group
were treated with high-dose corticosteroids for a median duration of 0.64 weeks in the NIVO group.

Overall, 13/14 (92.9%), 11/13 (84.6%), and 8/8 (100%) subjects in the NIVO, NIVO+IPI, and IPI
groups, respectively, with drug-related hypersensitivity/infusion reactions had resolution of their
events, with a median time to resolution of 0.14, 0.29, and 0.14 weeks, respectively.
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Table 50: Summary of Drug-related Hypersensitivity/ Infusion Reactions Reported Up to
30 days After Last Dose - All Treated Subjects - CA209067
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e Other Events of Special Interest in CA209067

Other events of special interest (OESI) are events that do not fulfil all criteria to qualify as select AEs.
These events may differ from those caused by non-immunotherapies and may require
immunosuppression as part of their management. Analyses of OESIs had extended follow-up (100-day
window). OESI included the following event categories: demyelination, encephalitis, Guillain-Barré
syndrome, myasthenic syndrome, myocarditis, myositis, pancreatitis, rhabdomyolysis, and uveitis.

All OESIs (regardless of causality or immune-modulating medication treatment reported within 100
days of last dose of study drug) are presented in Table 51.

In the NIVO group, OESIs within 100 days of last dose of nivolumab were reported as follows: 5
subjects with a pancreatitis event (3 with pancreatitis, 2 with autoimmune pancreatitis), 4 subjects
with a uveitis event (3 with uveitis, 1 iridocyclitis) and 2 subjects with a myositis events (1
dermatomyositis, 1 polymyositis). In the NIVO+IPI group were reported: 1 subject with Guillain-Barré,
4 subjects with pancreatitis, 5 subjects with uveitis, 1 subject with encephalitis and 3 subjects with
myositis, and in the IPI group were reported: 1 subject with myasthenia gravis, 3 subjects with a
pancreatitis event (2 with pancreatitis, 1 with acute pancreatitis) and 3 subjects with uveitis.

Among all treatment groups, the following OESI were not reported: demyelination, myocarditis, and
rhabdomyolysis.
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Table 51: Summary of All Other Events of Special Interest (Regardless of Causality or
Immune Modulating Medication Treatment) by Worst CTC Grade - All Treated
Subjects - CA209067
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first dose and 10D days after last dose of study therapy.

Safety by Baseline Tumour PD-L1 Expression

Consistent with that reported in the CA209067 Interim CSR, the overall safety profile of NIVO
monotherapy and NIVO+IPI combination therapy is not impacted by tumour PD-L1 expression level.
Although interpretation is limited by small numbers of events, no consistent differences in the
frequencies of select AEs by tumour PD-L1 expression subgroup (using either a 1% or 5% tumour PD-
L1 expression level) were observed in any select AE across the treatment groups in CA209067.
Integration of Nivolumab Monotherapy and Nivolumab+Ipilimumab Combination Safety
Data

Safety data to support Section 4.8 of the SmPC were integrated across completed studies in multiple
indications using the intended dose and regimen for nivolumab monotherapy (3 mg/kg Q2W) and
unresectable or metastatic melanoma using the intended dose and regimen for nivolumab in
combination with ipilimumab (nivolumab 1 mg/kg IV plus ipilimumab 3 mg/kg IV Q3W for 4 doses then
nivolumab 3 mg/kg IV Q2W).

The integrated dataset for nivolumab monotherapy included safety with longer follow-up from studies
CA209037, CA209067 and CA209205. Depending on indication, minimum follow-up for patients in the
integrated nivolumab monotherapy safety database ranged from 2.3 months to 28 months.

The integrated dataset for nivolumab in combination with ipilimumab included safety with longer
follow-up from study CA209067 with a minimum follow-up of 28 months in all patients.

The studies included in the analyses of nivolumab monotherapy or nivolumab+ipilimumab combination
therapy and the database lock (DBL) for each study are provided in Table 52.
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Table 52: Summary of Studies Included in Integration of Safety Data for Nivolumab
Monotherapy and Nivolumab+Ipilimumab Combination Therapy

Indication Study number/Eeport Diatabase Lock Date

Nivolumab Monotherapy

SCCHM CAMRI41L/CSE 18-Dhec-2015
CA(e205 Cohort A CSE (Cohort

Classic Hodgkin lymphoma (cHL) A+B+C safety analyses) 28-Fun-2016
CA20903% CSE. (all cHL) 11-Aug-2015
Eenal cell carcinoma (FiCC) CA208205 CRR 18-Fum-2015
Melanoma Eﬁﬁi‘;ﬁﬁ C5R 13-Sep-2014
CA209037 Final OS5 C5R 20-Mar-2016
CA200066 CSR 05-Ang-2014
1";‘5&? cell hung cancer CA200057 Final CSR 18-Mar-2015
CA209017 Final CSE. 15-Dec-2014
CA200063 Addendum C5F 23-Ful-2014
Urothelial Carcinoma CA200275 C5R 30-May-2016
&ﬁiﬁﬂmii;.ntaﬁm C5E. (bladder 23 Mar-2016
Nivolomab+Ipilimumab Combination Therapy
Melanoma ijﬁm" Final 05 CSE. (pive+ipd 13-Sep-2016
CA200060 CRR 04-Sep-2014
CA200004 (Cohort &) 13-Fun-2014

Adverse Events in CA209067 and Across Pooled Monotherapy Studies

A summary of AEs (all causality and drug-related) for nivolumab-treated subjects in CA209067 is
shown side-by-side with the integrated safety data from all nivolumab monotherapy studies (including
CA209067) in Table 53, and from all nivolumab + ipilimumab combination studies (including
CA209067) in Table 54.
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Table 53:

using Re-mapped Terms

Adverse Events and Reactions with Nivolumab Monotherapy in Clinical Trials
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Table 54: Adverse Events and Reactions with Nivolumab + Ipilimumab Combination
Therapy in Clinical Trials using Re-mapped Terms

Preferred Term (%] 2y Grade Grade 34 Bryy Grade Grade 3—4
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MedDBR Versiom: 19.0, TIC Version 4.0

Includes events reporced betwesn first dose and 20 day=s after last dose of =tudy therapy.
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Source: Bppendix Mo 228-E0303 (all cousality) and Appendix M 420-FUSCE (doog—relatad)of Bppsndix 1

Serious adverse event/deaths/other significant events

Consistent with the CA209067 Interim CSR (Table 38), the overall frequencies of SAEs and drug-
related SAEs were lowest in the NIVO group and highest in the NIVO+IPI group (Table 55 and Table
56).

SAEs were reported in 42.5% of subjects in the NIVO group, 71.2% of subjects in the NIVO+IPI group,
and 55.0% of subjects in the IPI group (Table 55). Grade 3-4 SAEs were reported in 33.2%, 53.4%,
and 40.5% of subjects in the NIVO, NIVO+IPI, and IPI groups, respectively.

In the NIVO group, the most frequently reported SAE was malignant neoplasm progression (8.0%o), in
the NIVO+IPI group were diarrhoea (10.5%), colitis (9.9%), and pyrexia (8.3%) and in the IPI group,
the most frequently reported SAEs were malignant neoplasm progression (10.6%), colitis (8.4%) and
diarrhoea (8.0%).

Drug-related SAEs were reported in 9.9% of subjects in the NIVO group, 48.6% of subjects in the
NIVO+IPI group, and 22.5% of subjects in the IPI group (Table 56). Grade 3-4 drug-related SAEs were
reported in 8.0%, 36.7%, and 16.7% of subjects in the NIVO, NIVO+IPI, and IPI groups, respectively.
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In the NIVO group, drug-related SAEs reported in at least 2 subjects included colitis (1%), and

diarrhoea, adrenal insufficiency, hypophysitis, fatigue, autoimmune hepatitis, dyspnoea, and renal
failure (each 0.6%0), in the NIVO+IPI group were colitis (9.6%), diarrhoea (8.9%), and pyrexia (4.2%)
and in the IPI group were colitis (8.4%), and diarrhoea (7.4%b).

Table 55:
- CA209067

SAEs (All Causality) by Worst CTC Grade Reported in = 1% of Treated Subjects
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Table 56:

Drug-related SAEs by Worst CTC Grade Reported in at Least 2 Subjects -
Treated Subjects-CA209067
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Includes events reported betwsen Sirsc dose and 20 days afver last dose of study therapy.

Source: Table 8.2-2 of the CRZ0S06T Final 05 CHRC
Deaths

As of the 13-Sep-2016 database lock, a total of 141 (45%), 127 (40.6%), and 195 (62.7%) deaths
were reported in the NIVO, NIVO+IPI, and IPI groups, respectively (Table 57). Disease progression
was the most common cause of death for all groups, including deaths occurring within 30 days of last
dose and deaths occurring within 100 days of last dose.
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Table 57: Summary of Deaths - All Treated Subjects - CA209067

HREER OF S0BJECTS WHO DIED (%) 141 | 45.0) 127 { 40.6) 185 { &2.7)
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TR 41 L.3) 0.
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TR 1{ 0.3 0
CTHER. 4 L.3) 3( 1.0}
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11 1 41 32 ( 10.2)
STUDY [RIG TCHEICTTY 1 0
TR 3 1
| 3 |

es

Source: Table 8.1-1 of the (R208067 Final 5 C5R°

No additional drug-related deaths were reported within 100 days of the last dose of study drug since
the database lock for the CA209067 Interim CSR. In total:

e Two drug-related deaths were reported within 100 days after last dose of study drug: 1 subject in
the NIVO group died due to drug-related neutropenia and 1 subject in the IPI group died due to
drug-related colon perforation.

e No drug-related deaths were reported in the NIVO+IPI group within 100 days after last dose of
study drug.

e Two new drug-related deaths were reported >100 days after last dose of study drug, in the
NIVO+IPI group, one due to global cardiac insufficiency of autoimmune myocarditis, and one due to
liver toxicity/liver necrosis.

The verbatim terms reported for the ‘other’ reasons for death are provided below. Bolding in the list

below indicates newly reported (since the Interim CSR) deaths due to other reasons: NIVO 5,

NIVO+IPI 1, and IPI 3. These verbatim terms were consistent with events expected in the population

under study and none were considered related to study drug.

Nivolumab (13 subjects)

— CA209067 (disease progression, euthanasia)

— CA209067 (disease progression, euthanasia)

— CA209067 (metastatic disease)

— CA209067(intra-abdominal problem)

— CA209067(intracranial haemorrhage and subarachnoid haemorrhage)

— CA209067(sepsis)

— CA209067(perforated diverticulitis)

— CA209067(macrophagic activation syndrome)

— CA209067(intraparenchymal haemorrhage due to hemorrhagic metastases and
melanoma)

— CA209067(sepsis)

— CA209067(upper gastrointestinal bleeding)

- CA209067(gastro-intestinal bleeding)

— CA209067(sepsis)
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Nivolumab+ipilimumab (14 subjects):

— CA209067(pulmonary embolism)

— CA209067(pulmonary embolism)

- CA209067(emphysema & lung fibrosis)

— CA209067(pneumonia)

— CA209067(heart attack)

— CA209067(multi organ failure)

— CA209067(euthanasia)

— CA209067(presumed pulmonary embolism)
— CA209067(respiratory failure)

— CA209067(accident)

— CA209067(sudden cardiac death)

— CA209067(pneumonia)

— CA209067(worsening of general condition)
— CA209067(respiratory failure)
Ipilimumab (11 subjects):

— CA209067(euthanasia due to disease progression)

- CA209067(cardiac complications)

— CA209067(colitis/perforation due to subsequent ipilimumab)
- CA209067(pulmonary embolism)

— CA209067(cardiac arrest)

- CA209067(intracranial haemorrhage)

— CA209067(cardiac arrest)

— CA209067(sepsis)

— CA209067(severe acute lithium intoxication)

— CA209067(respiratory distress and cardiac decompensation)
— CA209067(respiratory failure)

Laboratory findings

Among all treated subjects, any grade shifts from baseline value were reported within 30 days of last
dose for selected laboratory tests including absolute neutrophils, haemoglobin, leukocytes,
lymphocytes, platelet count, alkaline phosphatase (ALP), total bilirubin, AST, ALT, creatinine, and
thyroid stimulating hormone (TSH). Laboratory measurements were recorded regardless of causality
and some were correlated with reported laboratory-based AEs.

Haematology
Abnormalities in haematology tests performed during treatment or within 30 days of last dose of study
drug were primarily Grade 1-2 across all treatment groups.

In the NIVO group, the only Grade 3-4 hematologic abnormality reported in = 5% of subjects was
decreased absolute lymphocytes (5.6% Grade 3 only), in the NIVO+IPI group was decreased absolute
lymphocytes (5.5% Grade 3 only) and in the IPI group were decreased haemoglobin (6.0% Grade 3
only) and decreased absolute lymphocytes (5.4% Grade 3; 0.3% Grade 4).

Serum Chemistry

Liver Function Tests

In all 3 treatment groups, abnormalities in hepatic parameters (all increases) were primarily Grade 1-
2.
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Five subjects in the NIVO group and 7 subjects in the NIVO+IPI group had concurrent ALT or AST
elevation > 3 x upper limit of normal (ULN) with total bilirubin > 2 x ULN within 30 days of last dose of
study therapy in subjects with available specific liver test results. Four subjects in the NIVO group and
7 subjects in the NIVO+IPI group had concurrent ALT or AST elevation > 3 x upper limit of normal
(ULN) with total bilirubin > 2 x ULN within 1 day of last dose of study therapy in subjects with available
specific liver test results. A summary of on-treatment laboratory abnormalities in specific liver tests is
provided in Table 58.

Table 58: Summary of On-Treatment Laboratory Abnormalities in Specific Liver Tests (Sl
Units) - All Treated Subjects - CA209067

H =313 H =313 H=131 H = 937
H = 305 H = 297 H = 299 H= 901
ALT OR RST > 3¥INH 23 T_5) TE [ 25.6 16 - 115 ( 12.8
ALT OR RST > SMULN 12 4.2) 52 17.5 5 3.0 T4 [ B.2
ALT OR B3T > 1EZEIOIN S 1.8) 22 7.4 & a2 [ 3.7
ALT OR RBST > 20HILH =] 1.0 B 2.7 2 0.7 12 1.2
H = 304 H = 295 H = 259 H = 89d
TOTRL EILTRUSTN > ZXILH -] 2.0 & 2.1 2 1.0 21 ( 2.2
H = 3D4 H = 295 H = 299 H = 838
COHCUBRENT ALT CF, AST ELEVET 4 1.2 7 Z.4 11 ( 1.2
WITH TOTEL EILIRUBIN > ZEIT.
CONCUBERENT ALT OF. AST EIFVATT 5 1.6) T 2.4 1z [ 1.3

WITH TOTRL EILTROBIN > I

Denanminator corresponds 5o mubjectss with at least ons oo tooatment messarement of the corresponding laborasory Daraeter.
Includes laboratory results reported after the first dose and within 20 dags of last dose of study therapsr.
Source: Table 8.12.2.1-1 of che CR20S067 Final OS5 SR

Kidney Function Tests

In all treatment groups, the majority of subjects with at least 1 on-treatment measurement had

normal creatinine values during the treatment reporting period.

In the NIVO group, on-treatment abnormalities in creatinine (increases) were Grade 1 or 2, except in 2
subjects with Grade 3 abnormalities. In the NIVO+IPI group, there were 7 subjects with Grade 3 and 1
subject with a Grade 4 on-treatment increased creatinine levels. In the IPI group, there were 4
subjects with Grade 3 on-treatment increased creatinine and no subject with Grade 4 abnormalities.

Thyroid Function Tests

The majority of subjects in all treatment groups had normal thyroid-stimulating hormone (TSH) levels
at baseline and throughout the treatment period (Table 59). The proportion of subjects with TSH
increases (= ULN) from baseline was numerically similar compared to the NIVO and NIVO+IPI groups,
and greater than the proportion of subjects with TSH increases in the IPI group. In the NIVO+IPI
group, the proportion of subjects with TSH decreases (< lower limit of normal [LLN]) from baseline
was greater than that reported in the NIVO and IPI groups.
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Table 59: Summary of On-Treatment Laboratory Abnormalities in Specific Thyroid Tests
- (SI Units) — Treated Subjects with at Least One On-Treatment TSH -
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Electrolytes

In all 3 treatment groups, most subjects had normal electrolyte levels during the treatment reporting
period. In all groups, abnormalities in electrolytes during treatment were primarily Grade 1 to 2 in
severity. In all groups, the only Grade 3-4 abnormalities in electrolytes reported in = 2% of subjects
were hyponatremia and hypokalaemia: NIVO group: hyponatremia (2.6% Grade 3, 0.7% Grade 4);
NIVO+IPI group: hypokalaemia (3.4% Grade 3, 1.0% Grade 4), hyponatremia (9.9% Grade 3, 0.7%
Grade 4); IPI group: hyponatremia (6.7% Grade 3, 0.3% Grade 4)

Vital Signs

Vital signs and oxygen saturation by pulse oximetry were monitored and recorded at the site per
institutional standard of care during screening and treatment visits. These assessments were intended
to be used as safety monitoring by the treating physician.

Safety in special populations
The frequencies of all-causality AEs for subgroups of gender, race, age, and region were similar in all
treatment groups and consistent with that reported in the CA209067 Interim CSR.

Safety by age in CA209067 Study

In CA209067, the frequency of total AEs, AEs leading to discontinuation, and AEs by MedDRA High-
level Group Term (HLGT)/SMQs/SOC by age group are presented for nivolumab monotherapy in Table
60, and for nivolumab + ipilimumab combination therapy in Table 61. Interpretation is limited by small
number of subjects in the 75 to 84 years of age subgroup (n = 29 in the NIVO group, and n = 31 in
the NIVO+IPI group) and in the = 85 years of age subgroup (n = 10 in the NIVO group, and n = 3 in
the NIVO+IPI group).
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Table 60: Summary of Safety Results by Age Group- All Nivolumab Monotherapy Treated

Subjects in CA209067

Mumber of Subjects [®0)

Age < 65 vears Age 65-T4 vears Age 75-84 year: Age 85+ vears

AMedDEA Terms N =192a) N ="T8) (N =12o) N =10)
Total AEs 185 80 5) TE ({ 100.0) 29 ( 100000 10 100.0)
Serious AEs -Total T3 (37.2) 37474 17 {58.8) 6 { S0.0)
Fatal B(4.1) 5064 5C172) 3 {30.0)
Hospitalization/prolong existing 60 [ 30.6) 28 (359 15(51.7) 3 ( 30.00
hospimlization
Lifa-threatening 1 (0.5 [} 134 [}
Cancer B(4.1) 338 4013.8) 1 10.0)
Congenital anomaly o (1] 1] (1]
Doz dependence/abusa o L1} ] L1}
Importsnt medical event B(4.1) 5(64) a 1 100
Persistentsignificant disability [« [} a [}
Other 1] 1{13) o o
AEs leading to drop-out 25 (12.8) 22 ({28.2) & ([ 20.7) 4 40.0)
Psychiarric disorders 45 (2300 15 ( 19.3) & 20.T) 3 (30,00
Harvous system disorders 01 (46.4) 3T (474 13 (44.8) & GO0
Accidents and Injuries 29 (14.8) T (9. B(27.a) 1 1000
Cardiac dizorders 18 (9.2} 4(05.1) 3(103) o
“ascular disorders 38 (19.49) 18 ([ 20.5) 9r31Lm 4 40.0)
Central nervous system vascular 3(1.5) 5 (6.4 1{34 L]
disorders (SMC)
Central mervous system wascular o 1(13) 134 (1]
disorders (HLGT)
Infecdons and infestations 09 ( 50.5) 41 ([ 32.8) 10 {34.5) 5 { 50.00
Anticholinergic syndrome 76 (38.8) 2B (35 13 (44.8) 4 {400
Crualiny of life decreased o] L] ] L]
Sum of postural hypotension, falls, 30 (15.3) 10 12.8) T(24.1) 3 { 30.0%

blackouts, syncope, dizminess,

ataxia, Saciures
MedDFE A Version: 19.0; CTC version 4.0
Imcludes evenis reporied between first dose and 30 days afrer last dose of study therspry.
Abbrevisdons: AE: sdverse event; HLGT: MedDF A High-Level Group Term; MedDF A: DMedical Dictonsry for
Regulatory Actwvities; SMQ: Standardized MedDF_ A Queries; SAE: serious adverse event; S0C: System Ornzan Class.
Source: Appendix M 431-EUSCS (total AEs), Appendix M.432-EUSCS (SAEs). Appendix M.433-EUSCS (AEs
leading to dropout), Appendix M.434-EUSCSE (AEs by HLGT/SOC/SMQY), Appendix M 435-EUSCS (summary of
posmral hypotension, fElls, blackouts, syncope, dizziness, ataxia, frscmres), Appendix M AIG-EUTSCS (5AFs by
categories), Appendix M 437T-ETTSCS (Qol) of Appendix 2.
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Table 61: Summary of Safety Results by Age Group- All Nivolumab + Ipilimumab

Combination Therapy Treated Subjects in CA209067

Nuomber of Subjects (%0)

Age < 65 years  Age §5-T4 years Age T5-84 vears Age 85+ yvears

MedDEA Terms N =185 N=04) W =231) w=13)
Total AEs 184 ( 89.5) 04 { 100.00) 31 (1000 3 100um
Serious AEs -Total 130 ( T0.3) GB(723) 22(TL.0) 3 (100.0)
Fatal 12 ({6.5) 10 10.6) EX N ]
Hospitalization prolong existing 119 64.3) 63 (67.0) 17 ( 54.8) 31000
hospitalization
Life-threatening 5027 3(3.) o ]
Cancer (1| 1(11) 1{3.2) L]
Congenital anomaly 0 0 o 0
Dmgz dependence abuse 0 ] o ]
Important medical event 20 (10.8) 11 (1.7 5(16.1) ]
Persistent significant disability 1{0.5) 0 o 0
Orther I(LE ] 1({3.2) ]
AEs leading to drop-out 01 (40.3) 42(44.7) 13 (41.9) {33.3)
Psychiatric disorders 47 (154 ED Ty T(22.6) ]
Wervous system disorders Rd ([ 51.%) 40 (42.6) 10 32.3) 1(33.3)
Accidents and Injuries 17(9.2) 16 (17.0) T(22.8) ]
Cardiac disorders 19 (10.3) 16 (17.0) T(22.6) ]
Vasoular disorders 350189 230145 T(22.6) 1({33.3)
Central nervons system vascular 4(2.2) 4(4.3) 2(6.5) 0
disorders (M)
Central nervons system vascular 2(LL) 1{1.1}) 2(6.5) 0
disorders (HLGT)
Infections and infestations P2 (40T 48(51.1) 13 (41.9) {33.3)
Anticholinergic syndrome 114 61.8) 51(54.3) 17 ( 54.8) {33.3)
Cruality of life decreased 0 0 o 0
Sum of postural hypotension, falls, 3I1(16.8) 18(019.1) B(258) {33.3)

blackouts, syncope, dizziness,

ataxia, fractures
MedDEA Version: 19.0; CTC version 4.0
Includes events reported berween first dose and 30 days after last dose of study therapy.
Abbreviadons: AE: adverse event; HLGT: MedDF.A High-Level Group Term; MedDEA: Medical Dictionary for
Begnlatory Actviges; SMQ): Standardized MedDPA Queries; SAE: serious adverse event; S0 System Crzan Class
Source: Appendixz M.431-EUSCS (total AEs), Appendin M.432-EUSCS (5AEs), Appendin M.433-EUSCS (AEs
leading to dropout), Appendix M 434-EUSCE (AEs by HLGT SOC/SMQ), Appendix M 435-EUSCS (summary of
posmral hypotension, falls, blackouts, syncope, dizziness, ataxia, fracmres), Appendix M.436-EUSCS (3AEs by
categories), Appendix M 437-EUSCS (Qol) of Appendix 2.

Effects on Ability to Drive or Operate Machinery or Impairment of Mental Ability
Nivolumab has minor influence on the ability to drive and use machines. Fatigue is a very common side

effect which may also impair the ability to drive and use machines. Patients should be advised not to

drive or use machines if they feel tired.

Safety related to drug-drug interactions and other interactions
Immunogenicity

The immunogenicity of nivolumab and ipilimumab in study CA209067 was updated with this final OS
analysis. The incidence of nivolumab anti-drug antibodies (ADA) was 12.3% (36/292 subjects) and
449% (128/291 subjects) following NIVO monotherapy and NIVO+IPI in combination, respectively, in

the updated analysis for CA209067. The presence of ADA did not appear to have an effect on the

safety of nivolumab when administered alone or in combination with ipilimumab (refer to Table 62).
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There was low to minimal impact on ipilimumab immunogenicity when ipilimumab was administered in
combination with nivolumab. Of the ADA evaluable subjects in the NIVO+IPI group, 24/290 (8.3%)
were ipilimumab ADA positive after treatment. This incidence of ADA to ipilimumab was similar, 5.7%,
in the IPI monotherapy group. Ipilimumab ADA results are consistent with those in the Interim CSR.

In the NIVO+IPI combination group, the nivolumab ADA titers appear to decrease after Week 12
(C3W1), corresponding to the beginning of the maintenance phase when ipilimumab treatment was
discontinued as per the schedule.

Table 62: Summary of Anti-drug Antibody Assessments - All Nivolumab or Ipilimumab
Treated Subjects with Baseline and at Least One Post-Baseline Assessment

Virber of Sabjects %)

ool nmeks Nireolomsb + Tpa 1imomei Ipa limameh
Havolomeh Hawnloeeih i i
ootz otz Plme il
n 2.8) a 2.1 15 6.2 12 4.4
26 {12.3) 24 E.3) 17 5.7
1 0.3) 0 U

10 2.4) a 2.8) 4 1.4
25 €l 16 5.5 1z 4.4
1 0.3) 17 5.8 1 0.3)

256 { 87T.T 163 | 56 266 { 5L.T 279 ( 943

i J’.‘I_"‘Jt'_.-. A subject with SBaselin= ZIE _"n-o-_"_:i'.t

Subject: A mirject with ab lsast o AR posdtl

:h': JbE“t Fositive: AR positive =sample at 2 or more oonsensbive timepodnts with the frst and last ATR posdtive saoples ot least

AR positive sample in the last sampling timepoint.

nm gemsssments Jre Jmssssyests peported after inis
Trd of Infimion samples are excluded from determnation :cE 1_11 stazim.
Source: Table 5.7.10

Effect of ADA on Safety

For nivolumab: 1/36 (2.8%) nivolumab ADA positive and 16/256 (6.3%) nivolumab ADA negative
subjects in the NIVO group and 8/128 (6.3%) nivolumab ADA positive and 7/163 (4.3%) nivolumab
ADA negative subjects in the NIVO+IPI combination group experienced AEs in the
hypersensitivity/infusion reaction category. (Table 63).

Table 63: Summary of select Adverse Evemnts of Hypersensitivity/Infusion reaction by

ADA Status (Positive, Negative). All Treated Subjects with ADA Positive or
ADA Negative

Select Adverse Events Category: HYPERSENSITIVITY/INFUSION BERCTICN

Hivolumalk Nivolumal + Ipdilirwemale Ipilimameds
HMivolumal AOR Mismolumalk ALR Ipilimanaly ALR
Positive Negative 3051t.1 i Negative Bositive HNegative
Ereferred Temm N =3¢ N = 256 N = 128 N =163 N=24 N = 266
TOTAL SUBJECTS WITH AN EVENT 1 ( 2.8) 16 ( €.3) 8 { €.3) 7T 4.3) 1{ 4.2) 14 | 5.3) 1{ 5.9 9 [ 3.2)
INFUSICN RELATED BERCTICN g ( 3.1) 4 ( 3.1) 4 ( Z2.5) 0 g ( 3.0 1( 5.9) 7T Z2.5)
HYPERSENSITIVITY a 9 ( 3.5) 3 { 2.3) 2 ( 1.2) 1{ 4.2) 4 ( 1.5) 0 1( 0.9
BRONCHOSPRS: 1 ( 2.8) 0 1 { 0.8) o 0 1( 0.4) o
ANECHYTACTIC BERCTICN 0 0 1( 0.8) 1( 0.9 o
AMNEPHYTACTIC SHOCH 0 0 o ] 1( 0.4

Discontinuation due to adverse events
The overall frequencies of AEs leading to discontinuation (regardless of causality and drug-related)
were lowest in the NIVO group and highest in the NIVO+IPI group.

AEs leading to discontinuation were reported in 18.2% of subjects in the NIVO group, 47.0% of
subjects in the NIVO+IPI group and 25.1% of subjects in the IPI group (Table 64). Grade 3-4 AEs
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leading to discontinuation were reported in 12.1%, 35.5%, and 21.9% of the subjects in the NIVO,
NIVO+IPI, and IPI groups, respectively.

In the NIVO group, the most frequently reported AEs leading to discontinuation were malignant
neoplasm progression (3.2%), and diarrhoea (2.2%), in the NIVO+IPI group were colitis (9.6%),
diarrhoea (8.0%), ALT increased (4.8%), and AST increased (4.5%) and in the IPI group were colitis
(7.1%), diarrhoea (4.8%), and malignant neoplasm progression (3.9%).

Drug-related AEs leading to discontinuation were reported in 11.5% of subjects in the NIVO group,
39.6% of subjects in the NIVO+IPI group, and 16.1% of subjects in the IPI group (Table 65). Grade 3-
4 drug-related AEs leading to discontinuation were reported in 7.7%, 31.0%, and 14.1% of the
subjects in the NIVO, NIVO+IPI, and IPI groups, respectively.

In the NIVO group, the most frequently reported drug-related AE leading to discontinuation reported
were diarrhoea (2.2%) and fatigue and ALT increased (each 1.0%), in the NIVO+IPI group were colitis
(9.6%), diarrhoea (8.0%), ALT increased (4.8%), and AST increased (4.5%) and in the IPI group were
colitis (7.1%) and diarrhoea (4.8%).

Immune related adverse reactions leading to permanent discontinuation across the pooled melanoma
safety database of patients treated with Ipilimumab in combination with nivolumab have been
summarized in Table 66. The percentage of patients with immune-related adverse reactions who were
permanently discontinued from treatment with ipilimumab in combination with nivolumab.
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Table 64: AEs Leading to Discontinuation (All Causality) by Worst CTC Grade Reported in
at Least 2 Treated Subjects - CA209067

Hivolumak Hivolmel + Ipd limmeh Tod 1imuwmaks
N=33 N =313 N=311
Pne:ﬁe:rmd']hnn{&}l{) Ay Grade Grade 3-4 (Grade 5 y Grade Grade 3-4 Goade 5 Ay Grade Grade 34 2 CGrade 5

TORRL SBJECTS WITH 24 57 ( 18.2) 38 ( 12.1) 2 { 0.6 147 ( 47.0) 111 ( 35.5) 5 ( 1.6 78 ( 25.1) €8 (21.9) 1 ( 0.3)

ESTROINIESTIL 15 { 4.8) 10 ( 3.2) 1{ 0.3) 55 ( 17.6) 45 { 14.4) 0O 39 ( 12.5) 35 (11.3) 0
S
TILAFRHER 7( 2.2) 4 1 0 25 ( B.0) ZL ( &7) O 13 ( 4.2 0
%m 2 % E-: 2 0 3@ E G.8) z { 7.3 rJ 2 Zil | &.E %
MCEFATITIS 2 .6} 2 i] [ 0 f 0 | [
7 DOLTTIS 1( 0.3 1 0 2( 0.8) 1({ 0.3 0 2( 0.8) 2{ 0.6 0a
e} 1( 0.3 0 0 3 E 0.6 0 Cooa 0 i il
2545 ERNIET 13 ( 4.2) 8 ( 2.6) 1 0.3 5 1.6 2 ( 0.6 1{ 0.3 14 ( 4.5 13 ( 4.2 0
e (o crets
2D ECLIES) o
MEITIRHT NEOPTARM W { 3.2) T 2.3 1{ 0.3 2 0.6 L1 { 0.3) 1{ 0.3 12{ 3.9 11 ( 3.5 0
PRORESSIO
MEIRSTASES T CENIREL 0 0 0 a 0 o 2 0.8) Z( 0.8 0
NERUS S5
MISOIOSEIERL MDD S 1.8) 2( 0.8 0 a( 2.6/ Z( 0.6 0 2( 0.8 1{ 0.3 0
5
2RTHRALGIR Q 0 0 3 )0 0 ] 0 Q
MYCSITIS a 0 0 2 0.e 0 a 0 0 a
THORLCIC S( 1.6) 2 { 1.0} 1{ 0.3 16 { 5.1) & ( 2.6 2 ( 1.0) 1.3) 3 ( 1.0y 0
2D MEITASTINL E ! { ‘ i
e 2( 9.9 1f 0 a 0 0 ] Q
jijiicisg o) 1( 0.3) 1 0 i L3 3 0 0 il
BEMONITIS I 2.3 1| il g 1.8) 2| 0 1y il
L 1( 0.3 0 i( o3y 2 08 I 1( 0.3 @ il
DTEIRAL EFEUSICN il 0 0 1 03 1 ] 2 { 0.8 0
HIMIREY il 0 0 I o0E 1 2( 0.6 1 { 0.3 0
INVESTTIRTIOS 4( 1.3) 4( 1.3 0 31 ( 9.9) 28 { 8.9) O 3 ( 1.0} 0
ﬁmnmn 3( 1.0 3( 1.0) 0 15 ( 4.8) 14 ( 4.5) 0 3 { 1.0 0
THFEAED
ASERRTATE 2( 0.6 2( 0.8 0 14 { 4.5 12 ( 3.8 0 2( 0.6) 2{ 0.6 0@
Simeier, o
HEZATIC ENZOVE a 0 0 2( 0.6 21( 0.8 0 0 0 0
1N
LIsA=F DiEERsED a 0 0 4( 1.3) 3( 1o 0 0 0 0
TRLERMDTSES a 0 0 70 023 B 1.8 0 il 0 a
i FELED
BIOOD BND LYMESRTIC 3( 1L.0) { 0.6 0 1( 03 1( 03 0 { 1.0) { 1.0} 0
=)
3 2 2( 0.6) L ©.3) 0 0 0 0 (0.3 ( 0.3 0
n S D 3( L0y 2( 0.6 0 9( 2.99 3( 1.0) 1 0.3 1 ( 0.3) 1{ 0.3 0
%ﬂmﬁrm ST
ERTIG 3( 1.0 2( 0.8 0 3 E 1.0 1 0.3 0 ] 0 0
GERAL P‘[—H‘SI@J;_ICH a ] 0 30 1.0 2z 0. a 0 0 i
a 0 0 2( 0.6 0 a 0 0 0
HEPATOEILIZRY DISCRIERS 3 ( 1.0) 2 ( 0. 0 12 ( 3.8) & ( 2.6 0O 1 0.3 14{ 0.3 0
2TTO HEELTITIS 2( 0.8 1{ 0. 0 2( 0.8 2(0.8 0 1( 23 1( 0.3 0
%MI-HT_ % 9.3 1{ o 0 g I'?" i Ly o0 0 i 2
E T 0 0 -0 2 ( 0.8) 0 lu] 0 a
HYEERETT IR EDEEMIE a 0 0 20 08 0 a 0 0 i
SKIN 2D SIBCUTREDIS 2( 0.6) L 0.3 0 S ( 1.6 4 ( 1.3 0 2( 0.6) 1{ 0.3 0@
TIS9E DIS0RERS
ERIRITIS a 0 0 2( 0.6) 2( 0.8 0 1( 03 0 0
BRSH a 0 0 3 E 1.0y 30 1) o I1( @3 1( 03 0
ENDOCEDNE DISCRCERS 1( 0.3 1¢ 0.3 0 3 2 0.6) 0 1( 0.3 1( 0.3 0
EYECEHISITIS 1{ 0.3y 0 0 2 1( 0.3 0 0 0 i
HYEOTHYROTDT ] 0 0 3 0 ] il 0 a
THYROIDITIS a 0 0 3 1( 03 0 0 0 i

MedTFA Version: 19.0, CIC wersion 4.0
Inchxles svents J:E1:-:>rted]:E1:fE\=_fi1 first dose and 30 days after last doss of study therspwy.
Source: Table 3.3-1 of the CA20%067 Final 05 CSR.
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Table 65: Drug-related AEs Leading to Discontinuation by Worst CTC Grade Reported in
at Least 2 Subjects - All Treated Subjects - CA209067

Nivolimek Mivolumeh + %‘]]‘m]ﬂ) Ty 1 Tmomedy
N =133 N= H=31
System Orcan Class
E‘rEEE:]:l.‘Bd'DE'.m{%) My Grade Grade 3-4 Gmade 5 y Grade Gmde 34 Goade 5 My Grade Grade 34 Grade 5
TCTAL SBJECTS WITH 2N ¥ (L5 24( 7.7) 0O 124 | 3%.€) 97 (31.00 O 50 ( 1e.1) 44 {14.1) 1 ( 0.3)
EVENT
GASIRCINIESTTHRL 11 | 3.5) B 2.9) a 54 (17.3) 43 (13.7y 0 36 (1l.0) 34 (10.9) 0
T
DIARDHER 7 2.2) 4 o 25 | B.O) 21 ( &T) 0 5 4.8) 13{ 4.2 0
OLITTS 2 0.g) 2 5 o 30 ( 9.e) 23 ( 7.3) 1] 2Z ( 1) 21 ( ©8.8) a
EENFEATTTIS 2 0.e) 2 0 i} 0 i 0 0 [u}
2 OCLTTIS 1{ 0.3 11| 0 2( 0. 1( 0.3 0 Z( 0.6) 2 0. 0
FRIEER 1 0.3) 0 1] 2 0.g) 0 a 0 1] a
MISTULOSEEIETAL 2D S 1.e) 2( 0.6) 0O &( L% 1( 0.3 0 1( 0.3 0 a
OMPECTLVE TISSE
M-IR%EG:.—-". a 0 1] 2 0.8) 1] o a L a
MCSTTIS a 0 1] 2 [ 0.8) 0 u] 0 1] a
ACIC 4 0 L1.3) 3 ( 1.0) o 10§ 3.2) { l.g) o 1( 0.3) o a
20T VETTASTIT,
S
200 2 0.8) 1 0.3) 0 a 0 0 a 0 a
DYSENCER 1 { 0.3) 0.3) 0 3( 1.0y 2( 0.6 0 il 0 il
PMETMOHTTIS 1( 0.3 1( 03 0 €1 1.9) 2 ( 0.6) 0 1( 2.3 0 0
BLOOD AND LYMPHRTIC 3( 1.0y 2 ( 0.9) o 1( 0.3) 1 { 0.3) o 1( 0.3) 1{ 0.3) o
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WETROORTL 2 0.8 1 0.3 0 0 0 o 1( 23 1 0.3 0
(EIEREL DISRIFRS AND 3( 1.0y 2 ( 0.9) o 3( 1.0) 0 o a 0 o
AIMINISTRATION SITE
COOTTIONS
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AJTODMMBE HEERTITIS 2( 0. 1( 0.3) 0 21 0.8) 2{ 0.8) 0O 1 03 1{( 0.3 0
]-[E..‘LLIC"K}IU_I‘-'_ 1{( 03 1( 0.3 0 [ [ 41 L3 0 a 0 ]
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MeTRA Wersi 18.0

CIC Version 4. '_'I

_n__l.x:.’esevem:s.tﬁ:-::rta:ibetrm first dose and 30 days after last doss of study theramy.
Source: Table 8.3-2 of the (A208067 Final 05 C5RC.
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Table 66: Immune-related adverse reactions leading to permanent discontinuation

Ipilimumab 3 mg/kg in combination
with nivelumab 1 mg/kg
%

Immune-related adverse reaction leading to

permanent discontinuation

Pneumonitis 2.0

Colitis 16

Hepatitis 9

Nephritis and Renal Dysfunction 1.1

Endocrinopathies 2.7

Skin 0.9

H Immune-related adverse reactions leading to 0

permanent discontinuation or requiring high-dose

corticosteroids by dosing regimen ypersensitivity/Infusion

Reaction

Post marketing experience

Nivolumab + Ipilimumab combination therapy was first approved on 30-Sep-2015 in the US and on
11-May-2016 in the EU for the treatment of patients with unresectable or metastatic melanoma under
BLA 125554/S-02 and Type Il variation EMEA/H/C/003985/11/0003, respectively, and has since been
approved in multiple countries.

On 21-Jun-2016, within a type Il variation (refer to EMEA/H/C/003985/11/00176) Section 4.2 of the
SmPC was updated with information aimed at guidance for atypical responses to treatment i.e., an
initial transient increase in tumour size or small new lesions within the first few months followed by
tumour shrinkage, associated with nivolumab monotherapy and combination therapy with ipilimumab.

On 27-Jul-2016, the MAH submitted a type Il variation (refer to EMEA/H/C/003985/11/00187) to revise
Sections 4.2, 4.4, and 4.8 of the OPDIVO (nivolumab) SmPC in order to update the safety information
for toxic epidermal necrolysis, Stevens-Johnson syndrome, myositis, myocarditis, and rhabdomyolysis
based on findings from routine pharmacovigilance activities related to both nivolumab monotherapy
and combination therapy with ipilimumab.

On 18-Apr-2017, a type IB variation was submitted (refer to EMEA/H/C/003985/1B/00359) to revise
Section 4.8 of the OPDIVO and Yervoy SmPC to implement agreed wording for the signal of
“pemphigoid,” on 06-Mar-2017 following Pharmacovigilance Risk Assessment Committee (PRAC)
adoption 09-Feb-2017 (endorsed by CHMP on 23-Feb-2017).

Further to the PRAC assessment of nivolumab PSUSA/10379/20160710, the Committee for Medicinal
Products for Human Use (CHMP) on 26-Jan-2017 issued a scientific conclusion following which Sections
4.4 and 4.8 of the OPDIVO (nivolumab) SmPC were updated to include encephalitis as an undesirable
effect for the combination therapy.

Further to the PRAC assessment of nivolumab PSUSA/10379/20170111, the CHMP on 20-Jul-2017
issued a scientific conclusion following Sections 4.4 and 4.8 of the OPDIVO (nivolumab) SmPC were
updated to add Vogt-Koyanagi-Harada syndrome as an undesirable effect for the combination therapy.
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2.5.1. Discussion on clinical safety

Based on updated analyses of safety data from CA209067, with a database lock of 13-Sep- 2016,
findings were consistent with the mechanisms of action of nivolumab and ipilimumab and with
expectations based on prior data reported in the CA209067 Interim CSR (DBL 17-Feb-2015) in terms
of type, frequency and severity of reported events. During the interval between the CA209067 Interim
CSR and this final analysis of safety, no new safety concerns were reported which could alter the
characterization of the safety profile of NIVO or NIVO+IPI. As expected with the longer duration of
treatment and follow-up, the safety profile is slightly worse at the updated database lock relative to
the CA209067 Interim CSR database lock (17-Feb-2015).

The median duration of therapy was 2.83 months in the NIVO+IPI group. 87.8% of treated subjects in
the NIVO group received = 90% of the planned dose intensity, which was similar to ipilimumab in the
IPI group (88.4%) and greater than nivolumab and ipilimumab in the NIVO+IPI group (69.0% and
70.6%, respectively).

In the NIVO+IPI group the most frequently reported AEs (= 20% of subjects) were diarrhoea (54.0%),
fatigue (51.8%), nausea (43.8%), pyrexia (39.9%), pruritus (39.0%), rash (32.9%), vomiting
(31.3%), decreased appetite (29.4%), headache (25.6%), cough (24.3%), dyspnea (23.0%),
arthralgia (21.4%), and increased alanine aminotransferase (ALT) (20.8%).

In the NIVO+IPI group the most frequently reported Grade 3-4 AEs (= 5% of subjects) were lipase
increased (12.5%), diarrhoea (11.2%), increased ALT (9.3%), colitis (8.3%), increased aspartate
aminotransferase (AST) (6.7%), and fatigue (6.4%).

In the NIVO+IPI group the most frequently reported drug-related AEs (= 15% of subjects) were
diarrhoea (45.4%), fatigue (37.7%), pruritus (35.8%), rash (29.1%), nausea (28.1%), pyrexia and
decreased appetite (each 19.2%), ALT increased (18.8%), hypothyroidism and AST increased (each
16.3%), and vomiting (16.0%0).

The overall frequency of AEs (regardless of causality) leading to a dose delay was 35.8% in the NIVO
group, 58.1% in the NIVO+IPI group, and 40.8% in the IPI group.

Grade 3-4 drug-related AEs were reported in 20.8% of subjects in the NIVO group, 58.5% in the
NIVO+IPI group, and 27.7% of subjects in the IPI group. In the NIVO+IPI group, the most frequently
reported Grade 3-4 drug-related AEs (= 5% of subjects) were increased lipase (10.9%), diarrhoea
(9.6%), increased ALT (8.6%), colitis (8.3%), and increased AST (6.1%).

Select AEs: The most frequently reported any-grade drug-related select AE categories (in order of
descending frequency) across all treatment groups were skin, Gl, endocrine, and hepatic. Within these
categories, the most common drug-related select AEs across all 3 treatment groups were rash and
pruritus, diarrhoea, hypothyroidism, and ALT increased, respectively. Higher frequencies of drug-
related select AEs in these categories were observed in the NIVO+IPI combination group than in the
NIVO and IPI monotherapy groups. Most select AEs were Grade 1-2. The majority of select AEs
resolved and were manageable using the recommended treatment guidelines for early evaluation and
intervention.
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The overall frequency of endocrine select AEs were greater in the NIVO+IPI group (38.0%) and drug-

related endocrine select AEs were reported 33.2%. The most commonly reported drug-related
endocrine select AE in all 3 treatment groups was hypothyroidism. Endocrine drug-related select AEs
(any grade) led to permanent discontinuation of 2.6% of subjects in the NIVO+IPI.

The overall frequency of Gl select AEs was greater in the NIVO+IPI group (56.5%), and 47.9% had Gl
select AEs that were considered to be drug related by the investigator. The most frequent drug-related
event was diarrhoea, 9.6% of the events were Grade 3-4 in the NIVO+IPI group. Drug-related
gastrointestinal select AEs (any grade) led to permanent discontinuation of study drug in 16.6% of
subjects in the NIVO+IPI group.

The overall frequency of hepatic select AEs was greater in the NIVO+IPI group (36.7%) and 32.6% of
subjects were considered to be drug related by the investigator. The most frequent drug-related event
across all 3 treatment groups was increased ALT and increased AST. Drug-related hepatic select AEs
led to permanent discontinuation of study drug in 11.2% of subjects in the NIVO+IPI group.

The overall frequency of pulmonary select AEs was greater in the NIVO+IPI group (7.7%) compared to
the NIVO and IPI monotherapy groups (2.2% and 3.2%, respectively). In the NIVO+IPI group, 7.3%
of subjects experienced pulmonary select AEs that were considered to be drug-related. Drug-related
pulmonary select AEs led to permanent discontinuation of study drug in 0.3%, 1.9%, and 0.3% of
subjects in the NIVO, NIVO+IPI, and IPI groups, respectively.

The overall frequency of renal select AEs was greater in the NIVO+IPI group (11.2%) compared to the
NIVO and IPI monotherapy groups (3.2% and 4.8%, respectively). In the NIVO+IPI group, 6.7% of
subjects experienced renal select AEs that were considered to be drug-related by the investigator
compared to 3 subjects (1.0%) in the NIVO group and 8 subjects (2.6%) in the IPI group. The most
frequently reported drug-related event across all groups was increased blood creatinine. Drug-related

renal select AEs (any grade) led to permanent discontinuation of study drug in 0.3%, 1.3%, and 0.3%
of subjects in the NIVO, NIVO+IPI, and IPI groups, respectively.

The overall frequency of skin select AEs was similar between the NIVO+IPI group and IPI group
(65.5% and 63.7%, respectively), while slightly lower in the NIVO group (56.9%). In the NIVO+IPI
group, 61.3% of subjects experienced skin select AEs that were considered to be drug-related by the
investigator compared to 45.7% in the NIVO group and 55.3% in the IPI group. Across all treatment
groups, the most frequently reported drug-related skin select AEs were rash and pruritus across all
treatment groups. Drug-related skin select AEs led to permanent discontinuation of study drug in
0.6%, 1.3%, and 0.6% of subjects in the NIVO, NIVO+IPI, and IPI groups, respectively.

The overall frequency of hypersensitivity/infusion reactions was similar between the NIVO and
NIVO+IPI groups (5.4% and 4.8%, respectively) while slightly lower in the IPI group (2.9%). In the
NIVO group, 4.5% of subjects experienced hypersensitivity/infusion reactions that were considered to
be drug related by the investigator compared to 4.2% in the NIVO+IPI group and 2.6% in the IPI
group. No drug-related hypersensitivity/infusion reactions led to permanent discontinuation.

In the NIVO+IPI group, OESIs within 100 days of last dose of nivolumab were reported as follows: 1
subject with Guillain-Barré, 4 subjects with pancreatitis, 5 subjects with uveitis, 1 subject with
encephalitis and 3 subjects with myaositis. In the NIVO group were reported: 5 subjects with a
pancreatitis event (3 with pancreatitis, 2 with autoimmune pancreatitis), 4 subjects with a uveitis
event (3 with uveitis, 1 iridocyclitis) and 2 subjects with a myositis events (1 dermatomyositis, 1
polymyositis). And in the IPI group, were reported as follows: 1 subject with myasthenia gravis, 3
subjects with a pancreatitis event (2 with pancreatitis, 1 with acute pancreatitis) and 3 subjects with
uveitis. Among all treatment groups, the following OESI were not reported: demyelination,
myocarditis, and rhabdomyolisis. Cases of fatal toxic epidermal necrolysis (TEN) were not reported.
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SAEs were reported in 42.5% of subjects in the NIVO group, 71.2% of subjects in the NIVO+IPI group,
and 55.0% of subjects in the IPI group. Consistent with the CA209067 Interim CSR, the overall
frequencies of SAEs and drug-related SAEs were lowest in the NIVO group and highest in the NIVO+IPI
group. Grade 3-4 SAEs were reported in 33.2%, 53.4%, and 40.5% of subjects in the NIVO,
NIVO+IPI, and IPI groups, respectively. In the NIVO+IPI group, the most frequently reported SAEs
were diarrhoea (10.5%), colitis (9.9%), and pyrexia (8.3%).

Drug-related SAEs were reported in 9.9% of subjects in the NIVO group, 48.6% of subjects in the
NIVO+IPI group, and 22.5% of subjects in the IPI group. Grade 3-4 drug-related SAEs were reported
in 8.0%, 36.7%, and 16.7% of subjects in the NIVO, NIVO+IPI, and IPI groups, respectively. In the
NIVO+IPI group, the most frequently reported drug-related SAEs were colitis (9.6%), diarrhoea
(8.9%), and pyrexia (4.2%).

Deaths: As of the 13-Sep-2016 database lock, a total of 141 (45%), 127 (40.6%), and 195 (62.7%)
deaths were reported in the NIVO, NIVO+IPI, and IPI groups, respectively. Disease progression was
the most common cause of death for all groups, including deaths occurring within 30 days of last dose
and deaths occurring within 100 days of last dose.

No additional drug-related deaths were reported within 100 days of the last dose of study drug since
the database lock for the CA209067 Interim CSR.

Two new drug-related deaths were reported >100 days after last dose of study drug, in the NIVO+IPI
group, one due to global cardiac insufficiency of autoimmune myocarditis, and one due to liver
toxicity/liver necrosis.

Consistent with the CA209067 Interim CSR, the overall frequencies of AEs leading to discontinuation
(regardless of causality and drug-related) were lowest in the NIVO group and highest in the NIVO+IPI
group. AEs leading to discontinuation were reported in 18.2% of subjects in the NIVO group, 47.0% of
subjects in the NIVO+IPI group and 25.1% of subjects in the IPI group. Grade 3-4 AEs leading to
discontinuation were reported in 12.1%, 35.5%, and 21.9% of the subjects in the NIVO, NIVO+IPI,
and IPI groups, respectively. In the NIVO+IPI group, the most frequently reported AEs leading to
discontinuation were colitis (9.6%), diarrhoea (8.0%), ALT increased (4.8%), and AST increased
(4.5%).

Drug-related AEs leading to discontinuation were reported in 11.5% of subjects in the NIVO group,
39.6% of subjects in the NIVO+IPI group, and 16.1% of subjects in the IPI group. Grade 3-4 drug-
related AEs leading to discontinuation were reported in 7.7%, 31.0%, and 14.1% of the subjects in the

NIVO, NIVO+IPI, and IPI groups, respectively. In the NIVO+IPI group, the most frequently reported
drug-related AEs leading to discontinuation were colitis (9.6%), diarrhoea (8.0%), ALT increased
(4.8%), and AST increased (4.5%).

In CA209067, the incidence rates of AEs leading to discontinuation, drug-related AEs, and drug-related
SAEs, reported within 100 days of last dose were consistent with those reported within 30 days of the
last dose.

Consistent with that reported in the CA209067 Interim CSR, the overall safety profile of NIVO
monotherapy and NIVO+IPI combination therapy is not impacted by tumour PD-L1 expression level.
Although interpretation is limited by small numbers of events, no consistent differences in the
frequencies of select AEs by tumour PD-L1 expression subgroup (using either a 1% or 5% tumour PD-
L1 expression level) were observed in any select AE across the treatment groups in CA209067.
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Clinical laboratory evaluations: Abnormalities in haematology laboratory results, liver tests, kidney

function tests, and electrolytes in subjects receiving NIVO monotherapy and NIVO+IPI therapy were
primarily Grade 1 or 2. In the NIVO+IPI group, the only Grade 3-4 hematologic abnormality reported
in = 5% of subjects was decreased absolute lymphocytes (5.5% Grade 3 only). 7 subjects in the
NIVO+IPI group had concurrent ALT or AST elevation > 3 x upper limit of normal (ULN) with total
bilirubin > 2 x ULN within 30 days of last dose of study therapy in subjects with available specific liver
test results. There were 7 subjects with Grade 3 and 1 subject with a Grade 4 on-treatment increased
creatinine levels, hypokalaemia (3.4% Grade 3, 1.0% Grade 4) and hyponatremia (9.9% Grade 3,
0.7% Grade 4). In the NIVO+IPI group, the proportion of subjects with TSH decreases (< lower limit
of normal [LLN]) from baseline was greater than that reported in the NIVO and IPI groups.

The incidence of nivolumab anti-drug antibodies (ADA) was 12.3% (36/292 subjects) and 44%
(128/291 subjects) following NIVO monotherapy and NIVO+IPI in combination, respectively, in the
updated analysis for CA209067. The presence of ADA did not appear to have an effect on the safety of

nivolumab when administered alone or in combination with ipilimumab. Nivolumab ADA results from
the final OS analysis are consistent with those in the Interim CSR. Of the ADA evaluable subjects in the
NIVO+IPI group, 24/290 (8.3%) were ipilimumab ADA positive after treatment.

During the interval between CA209067 Interim CSR and the updated safety analysis, no safety events
were reported which would alter the characterization of the safety profile of NIVO or the combination of
NIVO+IPI. The overall frequency and type of AEs, AEs leading to discontinuation, and serious adverse
events (SAEs) (all causality and related) were consistent with that previously reported for each
treatment group. In general, the frequency of AEs was lowest across AE categories in the NIVO group
and highest in the NIVO+IPI group.

No new safety signals were identified; generally the frequency and degree of severity of safety events
in the pooled combination therapy group was higher than that observed in the pooled monotherapy
group. The combination therapy of nivolumab +ipilimumab showed an increased toxicity compared
with the monotherapies as shown by a higher incidence of known AE’s, G 3-4 AEs, SAEs, and AEs
leading to study discontinuation. The number of discontinuations is considered high and suggests that
the combination therapy is poorly tolerated. Before initiating treatment with the combination,
physicians are advised to carefully evaluate the individual patient and tumour characteristics.

2.5.2. Conclusions on clinical safety

No new safety signals were identified; generally the frequency and degree of severity of safety events
in the pooled combination therapy group was higher than that observed in the pooled monotherapy
group. The combination therapy of ipilimumab+ nivolumab showed an increased toxicity compared
with the monotherapies as shown by a higher incidence of known AE’s, G 3-4 AEs, SAEs, and AEs
leading to study discontinuation. The number of discontinuations is considered high and suggests that
the combination therapy is poorly tolerated. The main uncertainties related to the unfavourable effects
of the combination therapy have been described previously in the initial marketing authorisation of
ipilimumab and in the variation 11-03. They have been included in the RMP. The combination of
ipilimumab with nivolumab has shown additional PFS and OS benefit relative to nivolumab
monotherapy only in patients with low tumour PD-L1 expression. Before initiating treatment with the
combination, physicians are advised to carefully evaluate the individual patient and tumour
characteristics, taking into consideration the observed efficacy and safety profile of the combination
relative to nivolumab monotherapy (see sections 4.8 and 5.1).
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2.5.3. PSUR cycle

The requirements for submission of periodic safety update reports for this medicinal product are set
out in the list of Union reference dates (EURD list) provided for under Article 107c(7) of Directive
2001/83/EC and any subsequent updates published on the European medicines web-portal.

2.6. Risk management plan

The MAH submitted an updated RMP version 20.0 with this application.

During the assessment of this extension of indication, it was considered that the safety profile of
nivolumab+ipilimumab was consistent with that already characterized for each agent when
administered as monotherapy. There were no new risks identified for the combination therapy and
therefore neither new additional pharmacovigilance activities nor additional risk minimisation measures
were proposed.

The CHMP received the following PRAC Advice on the submitted Risk Management Plan:
The PRAC considered that the risk management plan version 20.0 is acceptable.

The CHMP endorsed the Risk Management Plan version 20.1 (incorporating RMP version 18.6 which
was finalised with a different procedure in the meantime) with the following content:

Safety concerns

Important identified risks - Gl irARs (egq, diarrhea, colitis, Gl perforation)

- Hepatic irARs (eg, hepatitis)

- Skin irARs (eg, rash, pruritus, TEN, and DRESS)
- Neurologic irARs (eg, neuropathy)

- Endocrine irARs (eg, hypopituitarism, hypothyroidism,
adrenal insufficiency)

- Other irARs (eg, pneumonitis, nephritis, non-infective
myocarditis, and pancreatitis)

- Severe infusion reactions

Important potential risks - Immunogenicity

- Severe skin drug reactions from concurrent or sequential
(in any order) use of ipilimumab and vemurafenib or PD-
1/PD-L1 inhibitors

Missing information - Reproductive and lactation data

- Long-term safety in adolescent patients > 12 years of
age

- Data in ethnic groups

- Potential PD interaction with systemic
immunosuppressants
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- Patients with severe hepatic impairment
- Patients with severe renal impairment
- Patients with autoimmune disease

- Long-term safety

Pharmacovigilance plan

Ongoing and Planned Additional PV Studies/ Activities in the Pharmacovigilance Plan

CA184143 - Post- To estimate Post-marketing Ongoing Annual interim
marketing incidence of safety reports:
epidemiologic irARs and assess 21-May-2012
prospective their 23-May-2013
cohort study (3) management 21-May-2014
20-May 2015
May 2016
May 2017
Final study
report: 4Q 2018
CA184332 - A To assess AE frequency Concluded; 1-year interim
Multi-site outcomes in CSR in report: 2Q 2014
Retrospective subjects preparation
Observational prescribed
Study of US 3 mg/kg in the Final study
Patients with first-line setting report: 4Q 2017
Unresectable or
Metastatic
Melanoma
Receiving
Ipilimumab

(YERVOY) as
First-line Therapy
in a Community
Practice Setting

(3)
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Ongoing and Planned Additional PV Studies/ Activities in the Pharmacovigilance Plan

CA184338 - A To assess AE frequency Concluded; 1-year interim
Multi-site outcomes in CSR in report: 2Q 2014
Retrospective subjects preparation .

Observational prescribed Final study

Study of US
Patients with
Unresectable or
Metastatic
Melanoma
Receiving
Ipilimumab
(YERVOY) as
First-line Therapy

3)

3 mg/kg in the
first-line setting

report: 4Q 2017

MAH to sponsor To obtain
extension of the
DMTR to include
paediatric
subjects and to
their collect safety

data (3)

paediatric
patients

additional safety
information in

Long-term safety in  Planned
adolescent patients

>12 years of age

Synopsis of the
DMTR: 1Q 2018

Registration of
paediatric
patients in the
DMTR register:
4Q 2018

Interim safety
reporting: PSUR

Final study
report: 4Q 2028

Risk minimisation measures

Safety concern

Routine risk minimisation
measures

Additional risk
minimisation measures

Important Identified Risks

Immune-related Adverse
Reactions (Gl irARs, hepatic
irARs, skin irARs, neurological
irARs, endocrine irARs, and other
irARs)

SmPC Section 4.4 Specific
warning/precautions;

Sections 4.2 and 4.4 Guidelines
on monitoring, diagnosis, dose
modification, and corticosteroids
intervention; and

Section 4.8 ADR list

Additional risk minimization
plan to ensure HCPs are
informed of the key irARs
safety and management
messages and provide patient
education tools to HCPs.

Severe infusion reactions SmPC Section 4.3 N/A
Contraindication,
Section 4.4 Special warnings,
Section 4.8 Undesirable effects
Important Potential Risks
Immunogenicity SmPC section 5.1 N/A

Immunogenicity
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Safety concern

Routine risk minimisation
measures

Additional risk

minimisation measures

Severe skin drug reactions from SmPC Section 4.4 N/A
concurrent or sequential (in any

order) use of ipilimumab and

vemurafenib or PD-1/PD-L1

inhibitors

Missing Information

Reproductive and lactation data SmPC Sections 4.6 and 5.3 N/A
Long-term safety in adolescent SmPC Section 4.2, 4.4, 4.8 and N/A
patients > 12 years of age 5.2

Data in ethnic groups SmPC Section 5.2 N/A
Potential PD interaction with SmPC Section 4.5 N/A
systemic immunosuppressants

Patients with severe renal SmPC Sections 4.2 and 5.2 N/A
impairment

Patients with severe hepatic SmPC Sections 4.2 and 5.1

impairment

Patients with autoimmune SmPC section 4.4 N/A
disease

Long term safety N/A N/A

2.7. Update of the Product information

As a consequence of this new indication, sections 4.1, 4.2, 4.4, 4.8, 5.1 and 5.2 of the SmPC are being

updated and the Package Leaflet is being revised accordingly. In addition, the MAH took the

opportunity to implement minor editorial changes in the SmPC, Annex Il and Package Leaflet.

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 MAH and has been found acceptable for the following reasons: the
changes to the product information have been evaluated in a previous procedures and do not impact

the readability of the PL.
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3. Benefit-Risk Balance

3.1. Therapeutic Context

3.1.1. Disease or condition

Each year in Europe, 62,000 new cases of melanoma are diagnosed. It is estimated that 20,000 people
die of melanoma per year. The outcome of melanoma depends on the stage at presentation. The 5-
year survival rates in patients who present with localised disease and primary tumours 1.0mm or less
in thickness are very good, with more than 90% of patients surviving. The 5-year survival rates
decrease as the tumour spreads: for tumours of more than 1.0mm in thickness, survival rates range
from 50% to 90%, with regional node involvement survival rates are around 50%, for within stage |11
(regional metastatic melanoma) 5-year survival rates range between 20-70%, depending on primary
nodal involvement. The 5-year survival is less than 10% for distant metastatic melanoma.

3.1.2. Available therapies and unmet medical need

Prior to 2011, approved therapies for the treatment of metastatic melanoma were limited and included
chemotherapy (DTIC) and immunotherapy (interleukin-2 [IL-2]). Since then, new therapeutic classes
have been added to the treatment armamentarium administered as monotherapy or in combination.
These include the BRAF inhibitors vemurafenib (Zelboraf), dabrafenib (Tafinlar) and MEK inhibitors
trametinib (Mekinist) and cobimetinib (Cotellic), which are inhibitors of the serine threonine kinases
BRAF and MEK and monoclonal antibodies ipilimumab (Yervoy), an anti-CTLA-4 blocking antibody, and
nivolumab (Opdivo) and pembrolizumab (Keytruda) which bind to the programme cell death (PD-1)
receptor. There is still a need for more effective therapies as not all patients respond to treatment and
part of the patients relapse.

3.1.3. Main clinical studies

The main study in support of the extension of indication of nivolumab in combination with ipilimumab
for the treatment of adults with advanced (unresectable or metastatic melanoma), was study
CA209067. This was a Phase 3, randomized, double-blind 3-arm study evaluating nivolumab
monotherapy versus nivolumab combined with ipilimumab versus ipilimumab monotherapy in subjects
with previously untreated unresectable or metastatic melanoma. The primary objective was to
compare PFS and OS of nivolumab monotherapy vs ipilumimab monotherapy and of nivolumab
combined with ipilumimab to ipilumimab monotherapy.

3.2. Favourable effects

Based on the 28 month follow-up for OS (DBL 13 Sep 2016) the combination of nivolumab and
ipilimumab demonstrated a statistically significant improvement in OS vs Ipi monotherapy (HR = 0.55
[98% CI: 0.42, 0.72]; stratified log-rank test p-value = < 0.0001). Median OS was not yet reached
with the combination, whereas median OS was 19.98 months in the Ipi monotherapy group.

The result on OS is consistent with the improvement of PFS, median PFS was 11.73 months for the
combination compared to 2.86 months for the ipilimumab monotherapy (HR 0.42; 95%CI 0.34, 0.51).
A higher antitumor activity was also observed in the combination treatment compared with ipilimumab
(ORR, 58.9% vs 19.0%; CR, 17.2% vs 4.4%).
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Nivolumab monotherapy has shown a statistically significant improvement in OS vs Ipilimumab
monotherapy (HR = 0.63 [98% CI: 0.48, 0.81]) as well as a significant improvement in PFS (HR=0.54,
95% Cl: 0.45, 0.66). ORR rates were 44.6% and 19.0%, respectively.

Based on descriptive analyses, Nivo+Ipi vs Nivo has shown a numeric difference in OS favouring the
combination (median not reached in both groups; HR 0.88, 95% CI: [0.69, 1.12]). Corresponding
results for median PFS were 11.73 in the combination group vs 6.87 in the Nivo mono group (HR:
0.76, 95% CI: 0.62, 0.94). ORR rates were 58.9% and 44.6%, respectively.

Sensitivity analyses as well as subgroup analyses support the main results. An improvement of OS was
seen in both BRAF mutated subjects (HR 0.43, 95% CI: 0.28, 0.66) as well as BRAF WT subjects (HR
0.62, 95% CI: 0.48, 0.80) for the Nivo+Ipi vs Ipi monotherapy. There was also a lower risk of death
for Nivo+Ipi versus Ipi monotherapy at all predefined levels of tumour PD-L1 expression (e.g. HR
0.604 95%CIl 0.42-0.84 vs HR 0.53 95%CI 0.38-0.74 with a cut-off of 1%).

Updated study results at the data cut-off of May 2017, with +9 months additional follow up (OS data at
3-years available) and results from study CA209069 showed consistent results.

3.3. Uncertainties and limitations about favourable effects

There is uncertainty with regards to the subset of the patient population determined as having tumour
PD-L1 negative or positive and the selection of these patients. In patients with PD-L1 low expression,
the use of the combination appears to offer better results than those with a higher expression on PD-
L1 when comparing nivo+ipi to nivo monotherapy (HR 0.74 95%CI 0.52-1.06 vs HR 1.03 95%CI 0.72-
1.48 with a cut-off of 19%). This finding means that in those patients designated as having tumour PD-
L1 expression (cut-off >1%) no benefit of the treatment combination over nivolumab monotherapy in
terms of OS has been established. Based on the current data, a clear definition of the cutoff for PD-L1
tumour expression is lacking and hence, it is not feasible to select patients who could mostly benefit
from treatment, despite the available IHC assay (measuring PD-L1 tumour cell expression only). There
is uncertainty as to how this test would be used in a clinical setting taking into account the variability
and heterogeneity in the expression of PD-L1 in tumour and immune cells as well as the reproducibility
of the method used in the different laboratories. Furthermore, it is of note that a 10% higher
antitumour activity is exhibited by the combination even in the subgroup of PD-L1>1%. The landmark
analysis of OS from month 6 by response status is pointing towards a promising survival for those
patients who achieve a response (CR or PR). Therefore, combination treatment may be beneficial for
some patients with high PD-L1 tumour expression as well. Therefore, the indication was not restricted
based on PD-L1 tumour expression and a statement to specify the treatment effect was included in
4.1. Efficacy results at all predefined levels of tumour PD-L1 expression are adequately reflected in
section 5.1 of the SmPC.

3.4. Unfavourable effects

The final safety data from study CA2090672 (database lock (DBL) of 13-Sep-2016) are reported below
(refer to EMEA/H/C/003985/11/0032). The safety of the nivolumab and ipilimumab used in combination
is consistent with the known effects of the two products as used in monotherapy. However, a higher
frequency and severe toxicity were observed in the treated combination group.

The median duration of therapy was 2.83 months in the NIVO+IPI group. 87.8% of treated subjects in
the NIVO group received > 90% of the planned dose intensity, which was similar to ipilimumab in the
IP1 group (88.4%) and greater than nivolumab and ipilimumab in the NIVO+IPI group (69.0% and
70.6%, respectively).
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Any grade AEs (regardless of causality) were reported in 99.7% of subjects in the NIVO group, 99.7%
in the NIVO+IPI group, and 99.0% of subjects in the IPI group. Any grade drug-related AEs were
reported in 86.3% of subjects in the NIVO group, 95.8% in the NIVO+IPI group, and 86.2% of
subjects in the IPI group. In the NIVO+IPI group the most frequently reported AEs (= 20% of
subjects) were diarrhoea (54.0%), fatigue (51.8%), nausea (43.8%), pyrexia (39.9%), pruritus
(39.0%), rash (32.9%), vomiting (31.3%), decreased appetite (29.4%), headache (25.6%), cough
(24.3%), dyspnoea (23.0%), arthralgia (21.4%), and increased alanine aminotransferase (ALT)
(20.8%).

Grade 3-4 AEs (regardless of causality) were reported in 50.8% of subjects in the NIVO group, 72.2%
in the NIVO+IPI group, and 57.9% of subjects in the IPI group. In the NIVO+IPI group the most
frequently reported Grade 3-4 AEs (> 5% of subjects) were lipase increased (12.5%), diarrhoea
(11.2%), increased ALT (9.3%), colitis (8.3%), increased aspartate aminotransferase (AST) (6.7%),
and fatigue (6.4%o).

SAEs were reported in 42.5% of subjects in the NIVO group, 71.2% of subjects in the NIVO+IPI group,
and 55.0% of subjects in the IPI group. The overall frequencies of SAEs and drug-related SAEs were
lowest in the NIVO group and highest in the NIVO+IPI group. Grade 3-4 SAEs were reported in 33.2%,
53.4%, and 40.5% of subjects in the NIVO, NIVO+IPI, and IPI groups, respectively. In the NIVO+IPI
group, the most frequently reported SAEs were diarrhoea (10.5%), colitis (9.9%), and pyrexia (8.3%).

As of the 13-Sep-2016 database lock, a total of 141 (45%), 127 (40.6%), and 195 (62.7%) deaths
were reported in the NIVO, NIVO+IPI, and IPI groups, respectively. Disease progression was the most
common cause of death for all groups, including deaths occurring within 30 days of last dose and
deaths occurring within 100 days of last dose. No additional drug-related deaths were reported within
100 days of the last dose of study drug since the database lock for the CA209067 Interim CSR.

In the final CSR four drug-related deaths were reported >100 days after last dose of study drug, in the
NIVO+IPI group.AEs leading to discontinuation were reported in 18.2% of subjects in the NIVO group,
47.0% of subjects in the NIVO+IPI group and 25.1% of subjects in the IPI group.

The overall frequency of pulmonary select drug related AEs was greater in the NIVO+IPI group (7.7%)
compared to the NIVO and IPI monotherapy groups (2.2% and 3.2%, respectively). In the interim
study report of CA209067, a total of 8 out 13 deaths classified as “other” reason were
pulmonary/respiratory events. Most pneumonitis cases resolved with appropriate immunosuppressant
therapy. By contrary, 3 cases of pulmonary embolism led to death in the overall safety database.
Pulmonary toxicity, including pulmonary embolism, are relevant toxicities associated with this
treatment combination. These are already reflected in the SmPC to inform physicians and in the RMP
for further follow up.

Cardiac adverse events have also been reported with combination therapy. Tachycardia and atrial
fibrillation were the most frequently reported. The incidence of cardiac arrest/failure was low and
similar to that of ipilimumab. A precautionary statement is included in the SmPC recommending
periodic monitoring (SmPC Section 4.4).

The immunogenic potential of nivolumab monotherapy was low. The immunogenicity of nivolumab
increased when nivolumab was used in combination with ipilimumab. However, no impact on the
efficacy and/or safety of the presence of antibodies against nivolumab or ipilimumab could be
observed.
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3.5. Uncertainties and limitations about unfavourable effects

The main uncertainties have been described previously in the initial marketing authorisation of
ipilimumab and in the variation 11-03. They have been included in the RMP. There is limited data on the
incidence of immune-related adverse reactions and how they are managed in clinical practice. Hence a
post-marketing epidemiologic cohort study is ongoing to address this concern. In addition, the results
of two multi-site retrospective observational studies in patients with unresectable or metastatic
melanoma receiving ipilimumab as first line therapy in a community practice setting will provide
further evidence on the outcomes of subjects prescribed 3 mg/kg in the first-line setting.

3.6. Effects Table

Effects Table for Yervoy in combination with nivolumab (data cut-off: 13-Sep-2016).

Effect Short description Unit Treatment Control Uncertainties / References

Strength of evidence
Favourable Effects

oS Patients alive Median Nivo —not Ipilimumab HR combination vs
(all randomised (months) reached -19.94 nivolimumab 0.85 (95% ClI:
patients) 0.68, 1.07)
Nivo+Ipi
- not HR combination vs
reached ipilimumab 0.55 (95%
Cl1:0.45, 0.69)

Robustness in sensitivity
analyses and most
subgroups (including BRAF

mutated)
oS Patients alive Median Nivolumab Ipilimumab HR combination vs
(PD-L1 positive (months) - Not -21.49 nivolumab HR 1.02 (95% 36 months
>1%) reached Cl: 0.73-1.43) follow up
Nivo+ipi -
Not
reached
(OS] Patients alive Median Nivolumab - Ipilimumab HR 0.70 (95% Cl: 0.49-
(PD-L1 negative (months) 23.46 - 18.56 0.99)
<1%)
Nivo+ipi —
Not reached
PFS Patients alive Median Nivolumab Ipilimumab - HR combination vs 0.76 18 months
and free of (months) - 6.87 2.86 (95% Cl: 0.62-0.95) follow up
progression (all
randomised Nivo+ipi - HR combination vs
patients) 11.70 ipilimumab 0.42 (95% ClI:
0.32-0.56)
Unfavourable Effects
AEs Percentage of Adverse % 99.7 % 99.7% Subjects in the monotherapy
events regardless (combination) (monotherap group had lower event rates than
causality y) subjects in the combination
therapy group for the majority of

AEs.

The most frequently reported AEs
were diarrhoea, fatigue, nausea,
pyrexia, pruritus, rash, vomiting,
decreased appetite, headache,
cough, dyspnea, arthralgia, and
increased alanine
aminotransferase.
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Effect Short description Unit Treatment Control Uncertainties / References

Strength of evidence

AEs grade 3- Percentage of Adverse % 72.2% 50.8%
4 events grade 3-4 (combination) (monotherap
regardless causality Y)
SAEs Percentage of serious % 71.2% 42.5%
Adverse events (combination) (monotherap
regardless causality Y)
Deaths Percentage of deaths % 40.6% 45% Disease progression was the most
regardless of causality (combination) (monotherap common cause of death for all
y) groups, including deaths occurring

within 30 days of last dose and
deaths occurring within 100 days
of last dose.

Abbreviations: AE- adverse event

3.7. Benefit-risk assessment and discussion

3.7.1. Importance of favourable and unfavourable effects

The benefit observed in terms of PFS and OS for the combination of nivolumab and ipilimumab
compared to ipilimumab as monotherapy in the overall population is considered clinically relevant in
the target population. This also holds true for the various subgroups, including patients with different
levels of PD-L1 expression. An exception is the comparison of combination treatment vs nivolumab
monotherapy in patients with high levels of PD-L1 expression for which no difference in PFS and OS
was observed. However, a 10% difference in ORR was observed which may be of clinical relevance.

The safety of the combination is consistent with what has been observed in the monotherapy
treatments. No new ADRs have been identified. Important identified risks associated with the
combination regimen include immune-mediated adverse reactions of pneumonitis, colitis, hepatitis,
endocrinopathies, nephritis, and rash. Nevertheless, the tolerability and severity of the AEs is clearly
worse as, overall, there was significantly higher rate of AEs, grade 3-4 AEs and serious AEs observed in
the combination arms compared to the monotherapy arms. This increased toxicity is reflected in the
higher rate of discontinuations due to AEs.

Given the increased toxicity with the combination and the absence of an OS benefit of the combination
versus nivolumab monotherapy in patients with high PD-L1 expression (=1%) a precautionary
statement is included in section 4.4. Before initiating treatment with the combination of nivolumab and
ipilimumab, physicians are advised to carefully evaluate the individual patient, taking into
consideration the anti-tumour activity and tolerability of the combination relative to nivolumab
monotherapy (see section 4.4, 48 and 5.1). This is acceptable.

Additional proposed revisions to section 4.2, 4.4, 4.8, and 5.2 were all assessed within previous
procedures for Opdivo and were found to be acceptable.

3.7.2. Balance of benefits and risks

The benefits of ipilimumab in combination with nivolumab in adult patients with metastatic melanoma
are considered to outweigh the risks.
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3.7.3. Additional considerations on the benefit-risk balance

Since there are concerns on the use of tumour expression of PD-L1 as a marker, especially its use as a
reliable tool in clinical practice to select a population to be treated, and there is a lack of appropriate
evidence-based rationale for a cut-off value, the indication was not be restricted according to the
expression of tumour PD-L1. Hence, the combination of nivolumab with ipilimumab is indicated for the
treatment of advanced (unresectable or metastatic) melanoma in adults. Relative to nivolumab
monotherapy, an increase in OS and PFS for the combination of nivolumab with ipilimumab is
established only in patients with low tumour PD-L1 expression. This information is reflected in section
4.1, with a reference to sections 4.4 and 5.1.

3.8. Conclusions

The overall B/R of Yervoy in combination with nivolumab for the treatment of advanced (unresectable
or metastatic) melanoma in adults is positive.

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 C.1.6.a - Change(s) to therapeutic indication(s) - Addition | Type Il I and I11B

of a new therapeutic indication or modification of an
approved one

Extension of indication to include the treatment of advanced (unresectable or metastatic) melanoma
in adults in combination with nivolumab for Yervoy. As a consequence, sections 4.1, 4.2, 4.4, 4.8, 5.1
and 5.2 of the SmPC are updated. The Package Leaflet and the RMP (version 20.1) are updated in
accordance. In addition, the Marketing Authorisation Holder (MAH) took the opportunity to update the
contact details of the Irish local representative in the Package Leaflet.

5. EPAR changes

The EPAR will be updated following Commission Decision for this variation. In particular the EPAR
module 8 "steps after the authorisation” will be updated as follows:

Scope

Extension of indication to include the treatment of advanced (unresectable or metastatic) melanoma
in adults in combination with nivolumab for Yervoy. As a consequence, sections 4.1, 4.2, 4.4, 4.8, 5.1
and 5.2 of the SmPC are updated. The Package Leaflet and the RMP (version 20.1) are updated in
accordance. In addition, the Marketing Authorisation Holder (MAH) took the opportunity to update the
contact details of the Irish local representative in the Package Leaflet.
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