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Unresectable or Metastatic Melanoma

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

Adjuvant Treatment of Melanoma

OPDIVO is indicated for the adjuvant treatment of patients with melanoma with involvement of lymph
nodes or metastatic disease who have undergone complete resection.

Neoadjuvant Treatment of Resectable Non-Small Cell Lung Cancer

OPDIVO, in combination with platinum-doublet chemotherapy, is indicated as neoadjuvant treatment
of adult patients with resectable (tumors 24 cm or node positive) non-small cell lung cancer (NSCLC).

Metastatic Non-Small Cell Lung Cancer

e OPDIVO, in combination with ipilimumab and 2 cycles of platinum-doublet chemotherapy, is
indicated for the first-line treatment of adult patients with metastatic or recurrent non-small cell
lung cancer (NSCLC), with no EGFR or ALK genomic tumor aberrations.

e OPDIVO is indicated for the treatment of patients with metastatic non-small cell lung cancer
(NSCLC) with progression on or after platinum-based chemotherapy.

Malignant Pleural Mesothelioma

OPDIVO, in combination with ipilimumab, is indicated for the first-line treatment of adult patients with
unresectable malignant pleural mesothelioma

Advanced Renal Cell Carcinoma

e OPDIVO, in combination with ipilimumab, is indicated for the first-line treatment of patients with
intermediate or poor risk, advanced renal cell carcinoma (RCC).

e OPDIVO, in combination with cabozantinib, is indicated for the first-line treatment of patients with
advanced RCC.

e OPDIVO as a single agent is indicated for the treatment of patients with advanced renal cell
carcinoma (RCC) who have received prior anti-angiogenic therapy.
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Classical Hodgkin Lymphoma

OPDIVO is indicated for the treatment of adult patients with classical Hodgkin lymphoma (cHL) that
has relapsed or progressed after:

e autologous hematopoietic stem cell transplantation (HSCT) and brentuximab vedotin, or
e 3 or more lines of systemic therapy that includes autologous HSCT.
Squamous Cell Carcinoma of the Head and Neck

OPDIVO is indicated for the treatment of patients with recurrent or metastatic squamous cell
carcinoma of the head and neck (SCCHN) with disease progression on or after platinum-based therapy.

Urothelial Carcinoma

e OPDIVO is indicated for the adjuvant treatment of patients with urothelial carcinoma (UC)
who are at high risk of recurrence after undergoing radical resection of UC.

e OPDIVO (Nivolumab) is indicated for the treatment of patients with locally advanced or
metastatic urothelial carcinoma who:

o have disease progression during or following platinum-containing chemotherapy

o have disease progression within 12 months of neoadjuvant or adjuvant treatment
with platinum-containing chemotherapy.

Microsatellite Instability-High (MSI-H) or Mismatch Repair Deficient (dMMR) Metastatic Colorectal
Cancer

OPDIVO, as a single agent or in combination with ipilimumab, is indicated for the treatment of adult
and pediatric patients 12 years and older with microsatellite instability-high (MSI-H) or mismatch
repair deficient (IMMR) metastatic colorectal cancer (CRC) that has progressed following treatment
with a fluoropyrimidine, oxaliplatin, and irinotecan.

Hepatocellular Carcinoma

OPDIVO, as a single agent or in combination with ipilimumab, is indicated for the treatment of patients
with hepatocellular carcinoma (HCC) Child-Pugh A who have been previously treated with sorafenib.

Esophageal Cancer

e OPDIVO is indicated for the adjuvant treatment of completely resected esophageal or
gastroesophageal junction cancer with residual pathologic disease in patients who have received
neoadjuvant chemoradiotherapy (CRT).

e OPDIVO in combination with fluoropyrimidine- and platinum-based combination chemotherapy
is indicated for the first-line treatment of adult patients with unresectable advanced, recurrent
or metastatic esophageal squamous cell carcinoma (ESCC) with tumor cell PD-L1 expression >
1%.

e OPDIVO in combination with ipilimumab is indicated for the first-line treatment of adult patients
with unresectable advanced, recurrent or metastatic esophageal squamous cell carcinoma
(ESCC) with tumor cell PD-L1 expression = 1%.

e OPDIVO is indicated for the treatment of patients with unresectable advanced, recurrent or
metastatic esophageal squamous cell carcinoma (ESCC) after prior fluoropyrimidine- and
platinum-based chemotherapy.
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Gastric Cancer, Gastroesophageal Junction Cancer, and Esophageal Adenocarcinoma

OPDIVO, in combination with fluoropyrimidine- and platinum-containing chemotherapy, is
indicated for the treatment of patients with unresectable advanced or metastatic gastric
cancer, gastroesophageal junction cancer, and esophageal adenocarcinoma.
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FULL PRESCRIBING INFORMATION

[...]
1 INDICATIONS AND USAGE
11 Unresectable or Metastatic Melanoma

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

1.2 Adjuvant Treatment of Melanoma

OPDIVO is indicated for the adjuvant treatment of patients with melanoma with involvement of
lymph nodes or metastatic disease who have undergone complete resection.

1.3 Neoadjuvant Treatment of Resectable Non-Small Cell Lung Cancer

OPDIVO, in combination with platinum-doublet chemotherapy, is indicated as neoadjuvant
treatment of adult patients with resectable (tumors >4 cm or node positive) non-small cell lung
cancer (NSCLQC).

1314 Metastatic Non-Small Cell Lung Cancer

e OPDIVO, in combination with ipilimumab and 2 cycles of platinum-doublet
chemotherapy, is indicated for the first-line treatment of adult patients with metastatic or
recurrent non-small cell lung cancer (NSCLC), with no EGFR or ALK genomic tumor
aberrations.

e OPDIVO is indicated for the treatment of patients with metastatic non-small cell lung
cancer (NSCLC) with progression on or after platinum-based chemotherapy.

441.5 Malignant Pleural Mesothelioma

OPDIVO, in combination with ipilimumab, is indicated for the first-line treatment of adult patients
with unresectable malignant pleural mesothelioma.

51.6 Advanced Renal Cell Carcinoma

e OPDIVO, in combination with ipilimumab, is indicated for the first-line treatment of patients
with intermediate or poor risk advanced renal cell carcinoma (RCC).

e OPDIVO, in combination with cabozantinib, is indicated for the first-line treatment of patients
with advanced RCC.



e OPDIVO as a single agent is indicated for the treatment of patients with advanced renal cell
carcinoma (RCC) who have received prior anti-angiogenic therapy.

1.61.7 Classical Hodgkin Lymphoma

OPDIVO is indicated for the treatment of adult patients with classical Hodgkin lymphoma (cHL)
that has relapsed or progressed after:

e autologous hematopoietic stem cell transplantation (HSCT) and brentuximab vedotin, or
e 3 or more lines of systemic therapy that includes autologous HSCT.
4-71.8 Squamous Cell Carcinoma of the Head and Neck

OPDIVO is indicated for the treatment of patients with recurrent or metastatic squamous cell
carcinoma of the head and neck (SCCHN) with disease progression on or after platinum-based
therapy.

4:81.9 Urothelial Carcinoma

OPDIVO is indicated for the adjuvant treatment of patients with urothelial carcinoma (UC) who
are at high risk of recurrence after undergoing radical resection of UC.

OPDIVO (Nivolumab) is indicated for the treatment of patients with locally advanced or metastatic
urothelial carcinoma who:

e have disease progression during or following platinum-containing chemotherapy

e have disease progression within 12 months of neoadjuvant or adjuvant treatment with
platinum-containing chemotherapy.

4.91.10 _ Microsatellite Instability-High (MSI-H) or Mismatch Repair Deficient
(dMMR) Metastatic Colorectal Cancer

OPDIVO, as a single agent or in combination with ipilimumab, is indicated for the treatment of
adult and pediatric patients 12 years and older with microsatellite instability-high (MSI-H) or
mismatch repair deficient (IMMR) metastatic colorectal cancer (CRC) that has progressed
following treatment with a fluoropyrimidine, oxaliplatin, and irinotecan.

4:101.11_Hepatocellular Carcinoma

OPDIVO, as a single agent or in combination with ipilimumab, is indicated for the treatment of
patients with hepatocellular carcinoma (HCC) Child-Pugh A who have been previously treated
with sorafenib.

41411.12__Esophageal Cancer

e OPDIVO is indicated for the adjuvant treatment of completely resected esophageal or
gastroesophageal junction cancer with residual pathologic disease in patients who have
received neoadjuvant chemoradiotherapy (CRT).

e OPDIVO in combination with fluoropyrimidine- and platinum-based combination
chemotherapy is indicated for the first-line treatment of adult patients with unresectable
advanced, recurrent or metastatic esophageal squamous cell carcinoma (ESCC) with tumor
cell PD-L1 expression > 1% .




e OPDIVO in combination with ipilimumab is indicated for the first-line treatment of adult
patients with unresectable advanced, recurrent or metastatic esophageal squamous cell
carcinoma (ESCC) with tumor cell PD-L1 expression > 1%.

e OPDIVO is indicated for the treatment of patients with unresectable advanced, recurrent or
metastatic esophageal squamous cell carcinoma (ESCC) after prior fluoropyrimidine- and
platinum-based chemotherapy.

41421.13 _Gastric Cancer, Gastroesophageal Junction Cancer, and Esophageal
Adenocarcinoma

OPDIVO, in combination with fluoropyrimidine- and platinum-containing_—chemotherapy, is
indicated for the treatment of patients with unresectable advanced or metastatic gastric cancer,
gastroesophageal junction cancer, and esophageal adenocarcinoma.

2 DOSAGE AND ADMINISTRATION
2.1 Patient Selection

Select patients with ESCC for fist-line treatment with OPDIVO in combination with
fluoropyrimidine- and platinum-containing chemotherapy or OPDIVO in combination with
ipilimumab based on PD-L1 expression [see Clinical Studies (14.12)].

212.2 Recommended Dosage
[...]

The recommended dosages of OPDIVO in combination with other therapeutic agents are presented
in Table 2. Refer to the respective Prescribing Information for each therapeutic agent administered
in combination with OPDIVO for the recommended dosage information, as appropriate.



Table 2: Recommended Dosages of OPDIVO in Combination with Other

Therapeutic Agents
Indication Recommended OPDIVO Dosage Duration of Therapy
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Unresectable or
metastatic melanoma

1 mg/kg every 3 weeks
(30-minute intravenous infusion)
with ipilimumab 3 mg/kg
intravenously
over 90 minutes on the same day

In combination with ipilimumab for a
maximum of 4 doses or until
unacceptable toxicity, whichever occurs
earlier

3 mg/kg every 2 weeks
(30-minute intravenous infusion)

or

240 mg every 2 weeks
(30-minute intravenous infusion)
or
480 mg every 4 weeks
(60-minute intravenous infusion)

After completing 4 doses of
combination therapy, administer as
single agent until disease progression or
unacceptable toxicity

Neoadjuvant treatment
of resectable non-small

cell lung cancer

Metastatic or recurrent
non-small cell lung
cancer

360 mg every 3 weeks
(30-minute intravenous infusion)
with platinum-doublet chemotherapy
on the same day every 3 weeks

In combination with platinum-doublet
chemotherapy for 3 cycles

360 mg every 3 weeks
(30-minute intravenous infusion)
with ipilimumab 1 mg/kg every
6 weeks
(30-minute intravenous infusion)
and histology-based platinum
doublet chemotherapy every 3 weeks

In combination with ipilimumab until
disease progression, unacceptable
toxicity, or up to 2 years in patients
without disease progression

2 cycles of histology-based
platinum-doublet chemotherapy




Malignant pleural
mesothelioma

3 mg/kg every 2 weeks

(30-minute intravenous infusion)
with ipilimumab 1 mg/kg every 6 weeks
(30-minute intravenous infusion)
or

360 mg every 3 weeks
(30-minute intravenous infusion)
with ipilimumab 1 mg/kg every 6

weeks
(30-minute intravenous infusion)

In combination with ipilimumab until
disease progression, unacceptable
toxicity, or up to 2 years in patients
without disease progression

Advanced renal cell

3 mg/kg every 3 weeks
(30-minute intravenous infusion)
with ipilimumab 1 mg/kg
intravenously
over 30 minutes on the same day

In combination with ipilimumab
for 4 doses

240 mg every 2 weeks
(30-minute intravenous infusion)

or

480 mg every 4 weeks
(60-minute intravenous infusion)

Administer OPDIVO in combination

OPDIVO: Until disease progression,
unacceptable toxicity, or up to 2 years

Cabozantinib: Until disease progression

carcinoma or unacceptable toxicity
with cabozantinib 40 mg orally once
daily without food
3 mg/kg every 2 weeks
(30-minute intravenous infusion)
or After completing 4 doses of
240 mg every 2 weeks combination therapy with ipilimumab,
(30-minute intravenous infusion) administer as single agent until disease
or progression or unacceptable toxicity
480 mg every 4 weeks
(60-minute intravenous infusion)
3 mg/kg every 3 weeks
(30-minute intravenous infusion) In combination with ipilimumab
with ipilimumab 1 mg/kg for 4 doses
intravenously
over 30 minutes on the same day
Adult patients and pediatric patients
Microsatellite age 12 years and older and weighing

instability-high (MSI-H)
or mismatch repair
deficient (AIMMR)
metastatic colorectal
cancer

40 kg or more:
3 mg/kg every 2 weeks
(30-minute intravenous infusion)
or

240 mg every 2 weeks
(30-minute intravenous infusion)

Pediatric patients age 12 years and
older and weighing less than 40 kg:
3 mg/kg every 2 weeks
(30-minute intravenous infusion)

After completing 4 doses of
combination therapy, administer as
single agent until disease progression or
unacceptable toxicity




Hepatocellular
carcinoma

1 mg/kg every 3 weeks
(30-minute intravenous infusion)
with ipilimumab 3 mg/kg
intravenously
over 30 minutes on the same day

In combination with ipilimumab

for 4 doses

3 mg/kg every 2 weeks
(30-minute intravenous infusion)
or
240 mg every 2 weeks
(30-minute intravenous infusion

After completing 4 doses of
combination therapy, administer as
single agent until disease progression
or unacceptable toxicity

Esophageal squamous
cell carcinoma

240 mg every 2 weeks

(30-minute intravenous infusion)
or

480 mg every 4 weeks
(30-minute intravenous infusion)

Administer OPDIVO in combination
with fluoropyrimidine- and
platinum-containing chemotherapy

OPDIVO: Until disease progression,
unacceptable toxicity, or up to 2 years

Chemotherapy: Until disease
progression or unacceptable toxicity

3 mg/kg every 2 weeks

(30-minute intravenous infusion)
or
360 mg every 3 weeks

(30-minute intravenous infusion)
with ipilimumab 1 mg/kg

every 6 weeks
(30-minute intravenous infusion)

In combination with ipilimumab until
disease progression, unacceptable
toxicity, or up to 2 years

Gastric cancer,
Gastroesophageal
junction cancer, and
Esophageal
adenocarcinoma

240 mg every 2 weeks
(30-minute intravenous
infusion) with
fluoropyrimidine- and
platinum-containing
chemotherapy every 2 weeks

or
360 mg every 3 weeks

(30-minute intravenous infusion) with
fluoropyrimidine- and platinum-
containing chemotherapyevery 3 weeks

Until disease progression, unacceptable
toxicity, or up to 2 years

[.]




6 ADVERSE REACTIONS

The following clinically significant adverse reactions are described elsewhere in the labeling.

e Severe and Fatal Immune-Mediated Adverse Reactions [see Warnings and Precautions (5.1)]
e Infusion-Related Reactions [see Warnings and Precautions (5.2)]

e Complications of Allogeneic HSCT [see Warnings and Precautions (5.3)]

6.1 Clinical Trials Experience

Because clinical trials are conducted under widely varying conditions, adverse reaction rates
observed in the clinical trials of a drug cannot be directly compared to rates in the clinical trials of
another drug and may not reflect the rates observed in practice.

The data in WARNINGS AND PRECAUTIONS reflect exposure to OPDIVO as a single agent in
1994 patients enrolled in CHECKMATE-037, CHECKMATE-017, CHECKMATE-057,
CHECKMATE-066, CHECKMATE-025, CHECKMATE-067, CHECKMATE-205,
CHECKMATE-039 or a single-arm trial in NSCLC (n=117); OPDIVO 1 mg/kg with ipilimumab
3 mg/kg in patients enrolled in CHECKMATE-067 (n=313), CHECKMATE-040 (n=49), or
another randomized trial (n=94); OPDIVO 3 mg/kg administered with ipilimumab 1 mg/kg
(n=666) in patients enrolled in CHECKMATE-214 or CHECKMATE-142; OPDIVO 3 mg/kg
every 2 weeks with ipilimumab 1 mg/kg every 6 weeks in patients enrolled in CHECKMATE-743
(n=300); OPDIVO 360 mg with ipilimumab 1 mg/kg and 2 cycles of platinum-doublet
chemotherapy in CHECKMATE-9LA (n=361); and OPDIVO 240 mg with cabozantinib 40 mg in
patients enrolled in CHECKMATE-9ER (n=320).

[.]

Neoadjuvant Treatment of Resectable (Tumors >4 cm or Node Positive) Non-Small Cell Lung
Cancer

The safety of OPDIVO in combination with platinum-doublet chemotherapy was evaluated in
CHECKMATE-816, a randomized, open-label, multicenter trial in patients with resectable
NSCLC [see Clinical Studies (14.3)]. Patients received either OPDIVO 360 mg administered in
combination with platinum-doublet chemotherapy administered every 3 weeks for 3 cycles; or
platinum-doublet chemotherapy administered every 3 weeks for 3 cycles.

The median age of patients who received OPDIVO in combination with platinum-doublet
chemotherapy or platinum-doublet chemotherapy was 65 years (range: 34 — 84); 72% male:; 47%
White, 50% Asian, and 2% Black/African-American.

Serious adverse reactions occurred in 30% of patients who were treated with OPDIVO in
combination with platinum-doublet chemotherapy. Serious adverse reactions in >2% included
pneumonia and vomiting. No fatal adverse reactions occurred in patients who received OPDIVO
in combination with platinum-doublet chemotherapy.

Study therapy with OPDIVO in combination with platinum-doublet chemotherapy was
permanently discontinued for adverse reactions in 10% of patients and 30% had at least one
treatment withheld for an adverse reaction. The most common adverse reactions (>1%) resulting




in permanent discontinuation of OPDIVO in combination with platinum-doublet chemotherapy
were anaphylactic reaction (1.7%), acute kidney injury (1.1%), rash (1.1%), and fatigue (1.1%).

The most common (>20%) adverse reactions were nausea, constipation, fatigue, decreased
appetite, and rash.-The most common Grade 3 or 4 laboratory abnormalities (>2%) were
neutropenia, hyperglycemia, leukopenia, lymphopenia, increased amylase, anemia,
thrombocytopenia, and hyponatremia.

Tables 13 and 14 summarize selected adverse reactions and laboratory abnormalities, respectively,
in CHECKMATE-816.

Table 13: Adverse Reactions in >10% of Patients with Early Stace NSCLC Receiving
Neoadjuvant OPDIVO and Platinum-Doublet Chemotherapy in
CHECKMATE-816

OPDIVO and Platinum-Doublet Platinum-Doublet Chemotherapy
Chemotherapy (n=176)
Adverse Reaction (n=176)
All Grades Grades 3 or 4 All Grades Grades 3 or 4
(%) e (%) &
Gastrointestinal
Nausea 38 0.6 45 1.1
Constipation 34 0 32 1.1
Vomiting 11 1.1 13 0.6
General
F atigue.,g 26 23 23 11
Malaise 15 0.6 14 0.6
Metabolism and Nutrition
Decreased appetite | 20 1.1 23 | 2.3
Skin and Subcutaneous Tissue
Rash® 20 23 7 0
Alopecia 11 0 15 0
Nervous System
Peripheral neuropathy £ 13 0 0

Toxicity was graded per NCI CTCAE v4.

2 Includes fatigue and asthenia

b—v,Includes rash, dermatitis, acneiform dermatitis, atopic dermatitis, bullous dermatitis, drug eruption, maculopapular
rash, and pruritic rash.

€ Includes peripheral neuropathy, dysesthesia, hypoesthesia, peripheral motor neuropathy, peripheral sensory
neuropathy.




Table 14: Select Laboratory Values Worsening from Baseline2 Occurring in >20% of
Patients with Early Stage NSCLC Receiving Neoadjuvant OPDIVO and
Platinum-Doublet Chemotherapy in CHECKMATE-816

OPDIVO and Platinum-Doublet | Platinum-Doublet Chemotherapy?
Chemotherapy*
Laboratory Abnormality
All Grades Grades 3 or 4 All Grades Grades 3 or 4
(%) % (%) %
Hematology
Anemia 63 3.5 70 6
Neutropenia 58 22 58 27
Leukopenia 53 5 51 11
Lymphopenia 38 4.7 31 1.8
Thrombocytopenia 24 2.9 22 3.0
Chemistry
Hyperglycemia 37 6 35 2.9
Hypomagnesemia 25 1.2 29 1.2
Hyponatremia 25 24 28 1.8
Increased amylase 23 3.6 13 1.8
Increased ALT 23 0 20 1.2

I

Each test incidence is based on the number of patients who had both baseline and at least one on-study laboratory
measurement available: OPDIVO and platinum-doublet chemotherapy group (range: 73 to 171 patients) and
platinum-doublet chemotherapy group (range: 68 to 171 patients).

[.]

First-line Treatment of Unresectable Advanced or Metastatic ESCC

The safety of OPDIVO in combination with chemotherapy or in combination with ipilimumab was
evaluated in CHECKMATE-648, a randomized, active-controlled, multicenter, open-label trial in
patients with previously untreated unresectable advanced, recurrent or metastatic ESCC [see
Clinical Studies (14.12)]. Patients received one of the following treatments:

e (OPDIVO 240 mg on days 1 and 15, 5-FU (fluorouracil) 800 mg/m ;,,/day intravenously on
days 1 through 5 (for 5 days), and cisplatin 80 rng/mv2 intravenously on day 1 (of a 4-week

cycle).

e  OPDIVO 3 mg/kg every 2 weeks in combination with ipilimumab 1 mg/ke every 6 weeks.

e 5-FU (fluorouracil) 800 mg/m2/day intravenously on days 1 through 5 (for 5 days), and

cisplatin 80 mg/m?2 intravenously on day 1 (of a 4-week cycle).

Among patients who received OPDIVO with chemotherapy, the median duration of exposure was
5.7 months (range: 0.1 to 30.6 months). Among patients who received OPDIVO and ipilimumab,
the median duration of exposure was 2.8 months (range: 0 to 24 months).

Serious adverse reactions occurred in 62% of patients receiving OPDIVO in combination with
chemotherapy and in 69% of patients receiving OPDIVO in combination with ipilimumab. The

most frequent serious adverse reactions reported in >2% of patients who received OPDIVO with
chemotherapy were pneumonia (11%), dysphagia (7%), esophageal stenosis (2.9%), acute kidney




injury (2.9%), and pyrexia (2.3%). The most frequent serious adverse reactions reported in >2%
of patients who received OPDIVO with ipilimumab were pneumonia (10%), pyrexia (4.3%),
pneumonitis (4%), aspiration pneumonia (3.7%), dysphagia (3.7%), hepatic function abnormal
(2.8%). decreased appetite (2.8%), adrenal insufficiency (2.5%). and dehydration (2.5%).

Fatal adverse reactions occurred in 5 (1.6%) patients who received OPDIVO in combination with
chemotherapy; these included pneumonitis, pneumatosis intestinalis, pneumonia, and acute kidney
injury and in 5 (1.6%) patients who received OPDIVO in combination with ipilimumab; these
included pneumonitis, interstitial lung disease, pulmonary embolism, and acute respiratory distress

syndrome.
OPDIVO and/or chemotherapy were discontinued in 39% of patients and were delayed in 71% of

patients for an adverse reaction. OPDIVO and/or ipilimumab were discontinued in 23% of patients
and were delayed in 46% of patients for an adverse reaction.

The most common adverse reactions reported in >20% of patients treated with OPDIVO in
combination with chemotherapy were nausea, decreased appetite, fatigue, constipation, stomatitis,
diarrhea, and vomiting. The most common adverse reactions reported in >20% of patients treated
with OPDIVO in combination with ipilimumab were rash, fatigue, pyrexia, nausea, diarrhea, and

constipation.

Tables 39 and 40 summarize the adverse reactions and laboratory abnormalities, respectively, in
CHECKMATE-648.

Table 39: Adverse Reactions in >10% of Patients - CHECKMATE-648

OPDIVO with Cisplatin OPDIVO and Cisplatin and 5-FU
and 5-FU Ipilimumab (m=304)
Adverse Reaction (n=310) (n=322)
All Grades | Grades 3-4 | All Grades | Grades 3-4 | All Grades | Grades 3-4
% % % % % %

Gastrointestinal

Nausea 65 4.2 22 0.6 56 2.6

Constipation 44 1.0 20 0.3 43 1.0

Stomatitis ® 44 9 11 0.6 35 3.0

Diarrhea 29 2.9 22 1.9 20 2.0

Vomiting 23 2.3 15 1.6 19 3.0

Dysphagia 14 7 12 5 12 49

Abdominal pain® 13 1.9 10 0.9 11 0.7
Metabolism and Nutrition

Decreased appetite 51 | 7 | 17 | 4.0 | 50 | [
General

Fatigue® 47 3.5 28 2.5 41 49

Pyrexia$ 19 0.3 23 0.9 12 0.3

Edema® 16 0 7 0 13 0
Nervous System

Peripheral } 18 13 28 0 13 1.0

neuropathy?
Psychiatric

Insomnia | 16 | o [ 8 | o [ 10 | 03




Table 39: Adverse Reactions in >10% of Patients - CHECKMATE-648

OPDIVO with Cisplatin OPDIVO and Cisplatin and 5-FU
and 5-FU Ipilimumab (m=304)
Adverse Reaction (0=310) (n=322)
All Grades | Grades 3-4 | All Grades | Grades 3-4 | All Grades | Grades 3-4
(%) (%) (%) (%) (%) (%)

Skin and Subcutaneous Tissue

Rash# 16 0.6 31 3.1 7 0

Pruritus 11 0 17 0.9 3.6 0

Alopecia 10 0 11 0
Respiratory, Thoracic and Mediastinal

Cough® | 16 [ 03 13 | 03 3 [ 03
Infections and Infestations

Pneumonia' | 13 | s 14 | 8 10 | 26
Endocrine

Hypothyroidism | 7 | 0 14 | 0 0.3 | 0
Investigations

Weight decreased | 12 | 0.6 12 | 1.9 11 | 1.0
Musculoskeletal and Connective Tissue

Mgsquloskeletal 11 03 14 0.6 3 03

pain!

Toxicity was graded per NCI CTCAE v4.

4 _TIncludes aphthous ulcer, mouth ulceration, and mucosal inflammation.

b

Includes abdominal discomfort, abdominal pain lower, and abdominal pain u

~_Includes abdominal discomfort, abdominal pain lower, and abdominal pain upper.

Includes asthenia and malaise.

c
d
e
£

£ Includes tumor associated fever.

€_Includes swelling, generalized edema, edema peripheral, and peripheral swelling.
:_Includes hyperaesthesia, hypoaesthesia, peripheral motor neuropathy, peripheral sensorimotor neuropathy, and peripheral

sensory neuropathy.

2 Includes dermatitis, dermatitis acneiform, dermatitis allergic, dermatitis bullous, drug eruption, exfoliative rash, rash

erythematous, rash follicular, rash macular, rash maculo-papular, rash papular, and rash pruritic.

h

2 Includes productive cough.

! Includes organizing pneumonia, pneumonia bacterial, and pneumonia pseudomonal.
1 Includes back pain, bone pain, musculoskeletal chest pain, myalgia, neck pain, pain in extremity, and spinal pain.

Table 40: Laboratory Values Worsening from Baseline2 Occurring in >10% of Patients -

CHECKMATE-648

OPDIVO with Cisplatin OPDIVO and Cisplatin and 5-FU
and 5-FU Ipilimumab (m=304)
Laboratory (n=310) (n=322)

Abnormality

Grades 1-4 | Grades 3-4 | Grades 1-4 | Grades 3-4 | Grades 1-4 | Grades 3-4

% (%) % % (%) (%)
Hematology

Anemia 81 21 52 7 66 14
Lymphopenia 67 23 50 13 44 8
Neutropenia 61 18 13 1.3 48 13
Leukopenia 53 11 39 S
Thrombocytopenia 43 3.3 12 1.0 29 2.8




Table 40: Laboratory Values Worsening from Baseline2 Occurring in >10% of Patients -
CHECKMATE-648

OPDIVO with Cisplatin OPDIVO and Cisplatin and 5-FU
and 5-FU Ipilimumab (n=304)
Laboratory (n=310) (n=322)
Abnormality
Grades 1-4 | Grades 3-4 | Grades 1-4 | Grades 3-4 | Grades 1-4 | Grades 3-4
% % % (%) % %
Chemistry

Hyponatremia 52 15 45 11 40 8
Hypocalcemia 43 3.0 32 0 23 0.7
Incregged 41 23 15 0.7 31 0.7
creatinine
Hypomagnesemia 35 1.7 15 0 25 1.8
Hyperglycemia 34 0 43 43 36 0.8
Hyperkalemia 33 2.3 23 1.6 24 0.7
Hypokalemia 29 9 19 5 17 6
Increased alkaline 26 13 31 33 15 0
phosphatase
Increased AST 23 3.3 39 6 11 14
Increased ALT 23 2.3 33 6 8 0.7
Hypoglycemia 18 04 15 1.2 7 0
Hypercalcemia 11 2.6 15 2.0 8 0

2 Each test incidence is based on the number of patients who had both baseline and at least one on-study laboratory measurement
available: OPDIVO with cisplatin and 5-FU group (range: 60 to 305 patients), OPDIVO and ipilimumab group (range: 59
to 307 patients) or cisplatin and 5-FU group (range: 56 to 283 patients).

Previously Treated Unresectable Advanced, Recurrent or Metastatic Esophageal Squamous Cell
Carcinoma (ESCC)

[...]

8 USE IN SPECIFIC POPULATIONS
[...]

8.5 Geriatric Use

Single Agent

Of 3569 patients with melanoma, NSCLC, renal cell carcinoma, urothelial carcinoma, ESCC, and
esophageal or gastroesophageal junction cancer who were randomized to single agent OPDIVO in
clinical studies, 41% were 65 years and over and 10% were 75 years and over. No overall
differences in safety or effectiveness were observed between elderly patients and younger patients
[see Clinical Studies (14.1, 14.2, 14.34, 14.56, 14.89, 14.4112,)].

In patients with cHL, recurrent head and neck SCC, or dAMMR or MSI-H metastatic CRC (mCRC)
who were treated with single agent OPDIVO in clinical studies did not include sufficient numbers

of patients aged 65 years and over to determine whether they respond differently from younger
patients [see Clinical Studies (14.67, 14.78, 14.910)].



In Combination with Ipilimumab

Of the 314 patients with melanoma who were randomized to OPDIVO in combination with
ipilimumab, 41% were 65 years or older and 11% were 75 years or older. No overall differences

in safety or effectiveness were reported between elderly patients and younger patients /see Clinical
Studies (14.1)].

Of the 303 patients with malignant pleural mesothelioma who were randomized to OPDIVO in
combination with ipilimumab, 77% were 65 years old or older and 26% were 75 years or older.
No overall difference in safety was reported between older patients and younger patients; however,
there were higher rates of serious adverse reactions and discontinuation due to adverse reactions
in patients aged 75 years or older (68% and 35%, respectively) relative to all patients who received
OPDIVO with ipilimumab (54% and 28%, respectively). For patients aged 75 years or older who
received chemotherapy, the rate of serious adverse reactions was 34% and the discontinuation rate
due to adverse reactions was 26% relative to 28% and 19% respectively for all patients. The hazard
ratio for overall survival was 0.76 (95% CI: 0.52, 1.11) in the 71 patients younger than 65 years
compared to 0.74 (95% CI: 0.59, 0.93) in the 232 patients 65 years or older randomized to
OPDIVO in combination with ipilimumab [see Clinical Studies (14.45)]. The hazard ratio for
overall survival was 0.67 (95% CI: 0.54, 0.84) in the patients younger than 75 years compared to
1.01 (95% CI: 0.70, 1.47) in the patients 75 years or older randomized to OPDIVO in combination
with ipilimumab.

Of the 550 patients with renal cell carcinoma who were randomized to OPDIVO in combination
with ipilimumab, 38% were 65 years or older and 8% were 75 years or older. No overall difference
in safety was reported between elderly patients and younger patients. In elderly patients with
intermediate or poor risk, no overall difference in effectiveness was reported /see Clinical Studies
(14.56)].

Of the 49 patients with hepatocellular carcinoma who were treated with OPDIVO in combination
with ipilimumab, 29% were between 65 years and 74 years of age and 8% were 75 years or older.
Clinical studies of OPDIVO in combination with ipilimumab did not include sufficient numbers
of patients with hepatocellular carcinoma aged 65 and over to determine whether they respond
differently from younger patients [see Clinical Studies (14.4611)].

Of the 325 patients with ESCC who were randomized to OPDIVO in combination with
ipilimumab, 43% were 65 years old or older and 7% were 75 years or older. No overall difference
in safety was reported between older patients and younger patients; however, there was a higher
discontinuation rate due to adverse reactions in patients aged 75 years or older (38%) relative to
all patients who received OPDIVO with ipilimumab (23%). For patients aged 75 years or older
who received chemotherapy, the discontinuation rate due to adverse reactions was 33% relative to
23% for all patients [see Clinical Studies (14.12)].

In Combination with Platinum-Doublet Chemotherapy

Of'the 179 patients with NSCLC who were randomized to OPDIVO in combination with platinum-
doublet chemotherapy, 48% were 65 years old or older and 6% were 75 years old or older. No

overall differences in safety or effectiveness were reported between patients older and younger
than 65 vears [see Clinical Studies (14.3)].




In Combination with Ipilimumab and Platinum-Doublet Chemotherapy

Of the 361 patients with NSCLC who were randomized to OPDIVO in combination with
ipilimumab and platinum-doublet chemotherapy , 51% were 65 years or older and 10% were 75
years or older. No overall difference in safety was reported between older patients and younger
patients; however, there was a higher discontinuation rate due to adverse reactions in patients aged
75 years or older (43%) relative to all patients who received OPDIVO with ipilimumab and
chemotherapy (24%). For patients aged 75 years or older who received chemotherapy only, the
discontinuation rate due to adverse reactions was 16% relative to all patients who had a
discontinuation rate of 13%. Based on an updated analysis for overall survival, of the 361 patients
randomized to OPDIVO in combination with ipilimumab and platinum-doublet chemotherapy, the
hazard ratio for overall survival was 0.61 (95% CI: 0.47, 0.80) in the 176 patients younger than 65
years compared to 0.73 (95% CI: 0.56, 0.95) in the 185 patients 65 years or older [see Clinical
Studies (14.34)].

In Combination with Cabozantinib

Of the 320 patients with renal cell carcinoma who were treated with OPDIVO in combination with
cabozantinib, 41% were 65 years or older and 9% were 75 years or older. No overall difference in
safety was reported between elderly patients and younger patients [see Clinical Studies (14.6)].

In Combination with Fluoropyrimidine- and Platinum-Containing Chemotherapy

Of the 1.110 patients with ESCC, GC, GEJC, or EAC who were randomized to OPDIVO in
combination with fluoropyrimidine- and platinum-containing chemotherapy), 42% were 65 vears
or older and 10% were 75 vyears or older. No overall difference in safety was reported between

elderly patients and younger patients /see Clinical Studies (14.12, 14.13)].

14 CLINICAL STUDIES
]

14.3 Neoadjuvant Treatment of Resectable (Tumors 24 cm or Node Positive)
Non-Small Cell Lung Cancer

CHECKMATE-816 (NCT02998528) was a randomized, open label trial in patients with resectable
NSCLC. The trial included patients with resectable, histologically confirmed Stage IB (>4 cm), 11,
or IITA NSCLC (per the 7th edition American Joint Committee on Cancer/Union for International
Cancer Control (AJCC/UICC) staging criteria), ECOG performance status 0 or 1, and measurable
disease (per RECIST version 1.1). Patients with unresectable or metastatic NSCLC, known EGFR
mutations or ALK translocations, Grade 2 or greater peripheral neuropathy, active autoimmune
disease, or medical conditions requiring systemic immunosuppression were excluded from the

study.




Patients were randomized to receive either:

e OPDIVO 360 mg administered intravenously over 30 minutes and platinum-doublet
chemotherapy administered intravenously every 3 weeks for up to 3 cycles, or

e platinum-doublet chemotherapy administered every 3 weeks for up to 3 cycles.

Platinum-doublet chemotherapy consisted of paclitaxel 175 mg/m 2 6r200 mg/m.vz—v,and carboplatin

AUC 5 or AUC 6 (any histology): pemetrexed 500 mg/m2 and cisplatin 75 mg/m2 (non-squamous

histology): or gemcitabine 1000 mg/m;, or 1250 mg/m;, and cisplatin 75 mg/m;, (squamous
histology). In the platinum-doublet chemotherapy arm, two additional treatment regimen options

included vinorelbine 25 mg/m?2 or 30 mg/m2 and cisplatin 75 mg/m2; or docetaxel 60 mg/m?2 or

75 mg/m; and cisplatin 75 mg/m,z—,( any histology).

Stratification factors for randomization were tumor PD-L1 expression level (>1% versus <1% or
non-quantifiable), disease stage (IB/II versus IIIA), and sex (male versus female). Tumor
assessments were performed at baseline, within 14 days of surgery, every 12 weeks after surgery
for 2 years, then every 6 months for 3 years, and every year for 5 years until disease recurrence or
progression. The major efficacy outcome measures were event-free survival (EFS) based on BICR
assessment and pathologic complete response (pCR) as evaluated by blinded independent
pathology review (BIPR). Additional efficacy outcome measures included OS.

A total of 358 patients were randomized to receive either OPDIVO in combination with
platinum-doublet chemotherapy (n=179) or platinum-doublet chemotherapy (n=179). The median

age was 65 years (range: 34 to 84) with 51% of patients >65 years and 7% of patients >75 years,
50% were Asian, 47% were White, 2% were Black, and 71% were male. Baseline ECOG
performance status was 0 (67%) or 1 (33%): 50% had tumors with PD-L.1 expression >1%: 35%
had stage IB/II and 64% had stage IIIA disease; 51% had tumors with squamous histology and
49% had tumors with non-squamous histology:; and 89% were former/current smokers.

Fighty-three percent of patients in the OPDIVO in combination with platinum-doublet
chemotherapy arm had definitive surgery compared to 75% of patients in the platinum-doublet
chemotherapy arm.

The study demonstrated statistically significant improvements in EFS and pCR. Efficacy results
are presented in Table 48 and Figure 5. Efficacy results by PD-L1 expression are presented in
Table 49.

Table 48: Efficacy Results - CHECKMATE-816

OPDIVO and Platinum- Platinum-Doublet
Doublet Chemotherapy Chemotherapy
(n=179) (n=179)
Event-free Survival (EFS) per BICR
Events (%) 64 (35.8) 87 (48.6
Median (months) 2 31.6 20.8
(95% CI) (30.2, NR) 14.0,26.7




Table 48: Efficacy Results - CHECKMATE-816

OPDIVO and Platinum-

Platinum-Doublet

Doublet Chemotherapy Chemotherapy
(0=179) (0=179)
Hazard Ratio,b 0.63
(95% CI) 0.45, 0.87
Stratified log-rank p-value € 0.0052
Pathologic Complete Response (pCR) per BIPR
Number of patients with pCR 43 4
pCR Rate (%). (95% CNY 24.0 (18.0.31.0 2.2(0.6.5.6

Estimated treatment difference (95%

Q)Q

21.6 (15.1,28.2)

p-value f

<0.0001

Minimum follow-up for EFS was 21 months.

a

(S

Je

Kaplan-Meier estimate.

Based on a stratified Cox proportional hazard model.

__Based on a stratified log-rank test. Boundary for statistical significance: p-value <0.0262.

c
4 Based on Clopper and Pearson method.

Strata-adjusted difference based on Cochran-Mantel-Haenszel method of weighting.

From stratified CMH test.




Figure 5: Event-Free Survival - CHECKMATE-816

Probability of Event Free Survival per BICR

CaED—6 =9
0.4 LA A ————AAA
0.3
B —o&— 0PDIVO + platinum-doublet chemotherapy
019 —-A—- Pplatinum-doublet chemotherapy
0.0-

rrrrrrrrrrrrrirr1rrrrrrrrrrrrTrTrTrTrTTrTTrTrrTrTrTTrTrTrrTrTd

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42
Event Free Survival per BICR (Months)
Number of Subjects at Risk
OPDIVO + platinum-doublet chemotherapy
179 151 136 124 118 107102 87 74 41 34 13 6 3 0
Platinum-doublet chemotherapy
179 144 126 109 94 83 75 61 52 26 24 13 11 4 0

At the time of the EFS analysis, 26% of the patients had died. A prespecified interim analysis for
OS resulted in a HR of 0.57 (95% CI: 0.38, 0.87), which did not cross the boundary for statistical

significance.




Table 49: Efficacy results by PD-L.1 Expression - CHECKMATE-816

PD-L1<1% PD-L1>1%
Nivo+Chemo Chemo Nivo+Chemo Chemo
N=78 N=77 N=89 N=89
EFS per BICR (Primary Definition)
Events, n 37 41 21 41
Median, mo. 25.10 18.40 Not reached 21.06
95% CI1 (14.62,NA)  (13.86,26.22) (NA, NA) (11.47, NA)
HR (95% CDH)? 0.85 (0.54,1.32) 0.41 (0.24, 0.70)
PCR per BIPR
Responses, n 13 2 29 2
_PCR, % 16.7 2.6 32.6 22
(95% CI) (9.2,26.8) (0.3,9.1) (23.0,43.3) (0.3.7.9)
Difference (95% cnh 14.1 (4.8, 24.0) 30.3(19.9,40.7)

a

Statistical model for hazard ratio: Unstratified Cox proportional hazard model.
h,. Two-sided 95% confidence interval for un-weighted difference was calculated using Newcombe method.
Database locks: 16-Sep-2020 for pCR and 20-Oct-2021 for EFS and OS.

[.]

14.12 Esophageal Cancer
[...]

First-line Treatment of Unresectable Advanced or Metastatic ESCC

CHECKMATE-648 (NCT03143153) was a randomized, active-controlled, open-label trial in
patients with previously untreated unresectable advanced, recurrent or metastatic ESCC
(squamous or adenosquamous histology). The trial enrolled patients whose tumor was evaluable
for tumor cell (TC) PD-L1 expression [also called PD-L1 tumor proportion score (TPS)], which
was evaluated using the PD-L1 IHC 28-8 pharmDx assay at a central laboratory. A retrospective
scoring of a patient’s tumor PD-L1 status using Combined Positive Score (CPS), was also
conducted using the PD-L1-stained tumor specimens used for randomization. Patients were not
amenable to chemoradiation or surgery with curative intent. Prior treatment with curative intent
was allowed if completed more than six months prior to trial enrollment. The trial excluded patients
with brain metastasis that were symptomatic, had active autoimmune disease, used systemic
corticosteroids or immunosuppressants, or patients at high risk of bleeding or fistula due to
apparent invasion of tumor to organs adjacent to the esophageal tumor. Patients were randomized
to receive one of the following treatments:




e (OPDIVO 240 mg on days 1 and 15, fluorouracil 800 mg/m2/day intravenously on days 1
through 5 (for 5 days), and cisplatin 80 mg/m?2 intravenously on day 1 (of a 4-week cycle).

e  OPDIVO 3 mg/kg every 2 weeks in combination with ipilimumab 1 mg/ke every 6 weeks.

e Fluorouracil 800 mg/m2/day intravenously on days 1 through 5 (for 5 days), and cisplatin
80 mg/m?2 intravenously on day 1 (of a 4-week cycle).

Patients received OPDIVO until disease progression, unacceptable toxicity, or up to 2 years. In
patients who received OPDIVO in combination with chemotherapy and in whom either
fluorouracil and/or cisplatin were discontinued, other components of the treatment regimen were
allowed to be continued. Patients who discontinued combination therapy because of an adverse
reaction attributed to ipilimumab were permitted to continue OPDIVO as a single agent.

Randomization was stratified by TC PD-L1 expression (>1% vs. <1% or indeterminate), region
(East Asia vs. Rest of Asia vs. Rest of World), ECOG performance status (0 vs. 1), and number of
organs with metastases (<1 vs. >2). The major efficacy outcome measures were OS and BICR-
assessed PFES in patients with TC PD-L1 expression > 1%. Additional efficacy measures included
OS in all randomized patients, BICR-assessed PFS in all randomized patients, and ORR assessed
by BICR in TC PD-L1 expression > 1% and in all randomized patients. The tumor assessments
per RECIST v1.1 were conducted every 6 weeks up to and including week 48, then every 12 weeks
thereafter.

A total of 970 patients were randomized in CHECKMATE-648 study among whom 965 and 906
patients had quantifiable TC PD-L1 expression and CPS at baseline, respectively. The trial
population characteristics for all randomized patients were median age 64 years (range: 26 to 90),
47% were >65 years of age, 82.% were male, 71% were Asian, 26% were White, and 1.1% were
Black. Patients had histological confirmation of squamous cell carcinoma (98%) or
adenosquamous cell carcinoma (1.9%) in the esophagus. Baseline ECOG performance status was

0(47.0%) or 1 (53%).
Efficacy results are shown in Table 66 and Figures 19 and 20.
Table 66: Efficacy Results - CHECKMATE-648

OPDIVO OPDIVO Cisplatin OPDIVO OPDIVO Cisplatin
with and and with and and
Cisplatin and | Ipilimumab | Fluorouracil | Cisplatin and | Ipilimumab | Fluorouracil
Fluorouracil (n=325) (n=324) Fluorouracil (n=158) (m=157)
(n=321) (n=158)
All Patients TC PD-L1 expression > 1%
Overall Survival
Deaths (%) 209 (65) 216 (66) 232 (72) 98 (62) 106 (67) 121 (77)
o 132 128 107 154 137 9.1
(11.1,15.7) (11.3,15.5) (9.4.11.9) (11.9,19.5) (11.2,17.0) (7.7, 10)
(95% CI)
Hazard ratio 0.74 0.78 0.54 0.64
(95% CI)® (0.61,090) | (0.65,0.95) - (0.41,071) | (0.49.0.84) -
p-value® 0.0021 0.0110%2 - <0.0001% 0.0010% -
Progression-free Survival?
Disease
progression 235 (73) 258 (719) 210 (65) 117 (74) 123 (78) 100 (64)
or death (%)




Median

a
b

chemotherapy within each analysis population.

c

£ Based on a stratified 2-sided log-rank test.

5.8 5.6 6.9 4.0 4.4
(9%) G670 |22ELAD 45750 (5.7.83) (2.4, 4.9) 29.5.8
Hazard ratio 0.81 1.26 0.65 1.02
(95% CI)® (0.67,099) | (1.04,1.52) - (0.49,0.86) | (0.78,1.34) -
p-value® NS NT - 0.0023s5 NS -
Overall
Response 152 (47.4) 90 (27.7) 87 (26.9) 84 (53.2) 56 (35.4) 31(19.7)
Rate, n
(%) NI
(95% CI) (41.8,53.0) (22.9,32.9) (22.1,32.0) (45.1,61.1) (28.0,43.4) (13.8,26.8)
Complete
response 43 (13.4) 36 (11.1) 20(6.2) 26 (16.5) 28 (17.7) 8(5.1)
(%)
Partial
response 109 (34.0) 54 (16.6) 67 (20.7) 58 (36.7) 28 (17.7) 23 (14.6)
%
Duration of Response (months)?
Median 8.2 111 71 8.4 11.8 5.7
(95% CI) (6.9,9.7) (8.3,14.0) (5.7,8.2) (6.9,12.4) (7.1,27.4) (4.4,8.7)
Range 1.4+, 35.9+ 1.4+, 34.5+ 1.4+,31.8+ 1.4+, 34.6 1.4+, 34.5+ 1.4+, 31.8+
Assessed by BICR.

_ Based on stratified Cox proportional hazard model. Hazard ratios are reported for each OPDIVO containing arm compared to

S51.82.83.54.55 Sionificant p-value compared to stopping boundary of 0.009, 0.018, 0.005, 0.014, and 0.015 respectively.
NS: Not Statistically significant, NT: Not evaluated for statistical significance as per pre-specified hierarchical testing procedure




Figure 19: Overall Survival - CHECKMATE-648

(A) OS in All Randomized Patients

(B) OS in TC PD-L1 >1%
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Figure 20: Progression Survival - CHECKMATE-648

(A) PFS in All Randomized Patients

(B) PES in TC PD-L1 >1%
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Exploratory subgroup analyses of patients with

TC PD-L1 expression<l% (n=492) were

conducted. OS results for each OPDIVO containing arm compared to chemotherapy were:

e OPDIVO with Chemotherapy (n=163) vs. Chemotherapy (n=165): unstratified OS HR was

0.99 (95% CI: 0.76, 1.29) with median OS of 12 months (95% CI: 9.9, 15.5) on the

OPDIVO with Chemotherapy arm and 12.2 months (95% CI:

10.7,

14) on the

Chemotherapy arm

e  OPDIVO with Ipilimumab (n=164) vs. Chemotherapy (n=165): unstratified OS HR was

0.97 (95% CI: 0.74, 1.26) with median OS of 12 months (95% CI: 10.1, 16.0) on the

OPDIVO with Ipilimumab arm and 12.2 months (95% CI: 10.7, 14) on the Chemotherapy

arm



Exploratory subgroup analyses were also conducted by PD-L1 status per CPS (>1 and <1) for each
OPDIVO containing arm compared to chemotherapy. Among the 906 patients with quantifiable
PD-L1 CPS at baseline, 278 in the OPDIVO with chemotherapy arm, 266 in the OPDIVO with
Ipilimumab arm, and 280 in the chemotherapy arm had PD-L1 CPS>1. A total of, 27 patients in
the OPDIVO with chemotherapy arm, 31 patients in the OPDIVO with Ipilimumab arm, and 24
patients in the chemotherapy arm had PD-L1 CPS<].

OS results for each comparison by PD-L1 CPS status were:

e  OPDIVO with Chemotherapy vs. Chemotherapy: unstratified OS HR was 0.69 (95% CI:
0.56, 0.84) for PD-L1 CPS>1 subgroup and 0.98 (95% CI: 0.50, 1.95) for PD-L1 CPS<1
subgroup.

e  OPDIVO with Ipilimumab vs. Chemotherapy: unstratified OS HR was 0.76 (95% CI: 0.62,
0.93) for PD-L1 CPS>1 subgroup and 1.0 (95% CI: 0.52, 1.94) for PD-L1 CPS<l1

subgroup.

Previously Treated Unresectable Advanced, Recurrent or Metastatic Esophageal Squamous Cell
EanecerCarcinoma (ESCC)

]
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