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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 adult and pediatric patients 12 years and
older.

Adjuvant Treatment of Melanoma

OPDIVO is indicated for the adjuvant treatment of adult and pediatric patients 12 years and
older with completely resected Stage IIB, IIC, lll, or IV melanoma.

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).

Neoadjuvant and Adjuvant Treatment of Resectable Non-Small Cell Lung Cancer

OPDIVO, in combination with platinum-doublet chemotherapy, is indicated for the
neoadjuvant treatment of adult patients with resectable (tumors 24 cm or node positive)
NSCLC with tumour cell PD-L1 expression > 1% and no known epidermal growth factor
receptor (EGFR) mutations or anaplastic lymphoma kinase (ALK) rearrangements, followed by
single-agent OPDIVO as adjuvant treatment after surgery.

Metastatic Non-Small Cell Lung Cancer

¢ 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 OPDIVOisindicated for the treatment of adult 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 adult
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 adult
patients with advanced RCC.

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

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 adult 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 adult patients with urothelial
carcinoma (UC) who are at high risk of recurrence after undergoing radical resection of
ucC.

e OPDIVO, in combination with cisplatin and gemcitabine, is indicated for the first-line
treatment of adult patients with unresectable or metastatic urothelial carcinoma.

e OPDIVO (Nivolumab) is indicated for the treatment of adult 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.

Microsatellite Instability-High (MSI-H) or Mismatch Repair Deficient (d{MMR) Metastatic
Colorectal Cancer

e OPDIVO, in combination with ipilimumab, is indicated for the first-line treatment of adult
and pediatric patients 12 years and older with unresectable or metastatic microsatellite
instability-high (MSI-H) or mismatch repair deficient (AIMMR) colorectal cancer (CRC).

e 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 (dMMR) metastatic colorectal cancer (CRC) that
has progressed following treatment with a fluoropyrimidine, oxaliplatin, and irinotecan.

Hepatocellular Carcinoma

OPDIVO, in combination with ipilimumab, is indicated for the first-line treatment of adult
patients with Child-Pugh A unresectable or metastatic hepatocellular carcinoma (HCC).
OPDIVO, in combination with ipilimumab, is indicated for the treatment of adult patients
with hepatocellular carcinoma (HCC) Child-Pugh A who have been previously treated with
sorafenib.

Esophageal Cancer

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

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% .

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%.

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

Gastric Cancer, Gastroesophageal Junction Cancer, and EsophagealAdenocarcinoma

OPDIVO, in combination with fluoropyrimidine- and platinum-containing chemotherapy, is
indicated for the treatment of adult patients with unresectable advanced or metastatic gastric
cancer, gastroesophageal junction cancer, and esophageal adenocarcinoma.
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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 adult and pediatric patients 12 years and older.

1.2 Adjuvant Treatment of Melanoma

OPDIVO is indicated for the adjuvant treatment of adult and pediatric patients 12 years and older
with completely resected Stage 1IB, IIC, III, or IV melanoma.

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 (NSCLC).

1.4 Neoadjuvant and Adjuvant Treatment of Resectable Non-Small Cell
Lung Cancer

OPDIVO, in combination with platinum-doublet chemotherapy, is indicated for the neoadjuvant
treatment of adult patients with resectable (tumors >4 c¢cm or node positive) NSCLC with tumour
cell PD-L1 expression > 1% and no known epidermal growth factor receptor (EGFR) mutations
or anaplastic lymphoma kinase (ALK) rearrangements, followed by single-agent OPDIVO as
adjuvant treatment after surgery [see Dosage and Administration (2.1)].

441.5 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 adult patients with metastatic non-small cell lung
cancer (NSCLC) with progression on or after platinum-based chemotherapy.

4.51.6 Malignant Pleural Mesothelioma

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

61.7 Advanced Renal Cell Carcinoma

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

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



4-71.8 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.
4:81.9 Squamous Cell Carcinoma of the Head and Neck

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

1-91.10 Urothelial Carcinoma

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

e OPDIVO, in combination with cisplatin and gemcitabine, is indicated for the first-line
treatment of adult patients with unresectable or metastatic urothelial carcinoma.

e OPDIVO (Nivolumab) is indicated for the treatment of adult 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.

4:401.11__Microsatellite Instability-High (MSI-H) or Mismatch Repair Deficient
(dMMR) Metastatic Colorectal Cancer

e OPDIVO, in combination with ipilimumab., is indicated for the first-line treatment of adult
and pediatric patients 12 vyears and older with unresectable or metastatic microsatellite
instability-high (MSI-H) or mismatch repair deficient (AMMR) colorectal cancer (CRC).

e 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.

41411.12_Hepatocellular Carcinoma

e OPDIVO, in combination with ipilimumab, is indicated for the first-line treatment of adult
patients with Child-Pugh A unresectable or metastatic hepatocellular carcinoma (HCC).

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



41421.13 _Esophageal Cancer

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

¢ 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% _[see Dosage and Administration (2.1)].

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% _/see Dosage and Administration

(2.1)]-.

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

41431.14 _Gastric Cancer, Gastroesophageal Junction Cancer, and Esophageal
Adenocarcinoma

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

2 DOSAGE AND ADMINISTRATION
2.1 Patient Selection

Neoadjuvant and Adjuvant Treatment of Resectable Non-Small Cell Lung Cancer

Select patients with resectable (tumors >4 c¢cm or node positive) NSCLC and no known epidermal
growth factor receptor (EGFR) mutations or anaplastic lymphoma kinase (ALK) rearrangements
for treatment with OPDIVO in combination with platinum-doublet chemotherapy based on PD-L1
expression [see Clinical Studies (14.4)]

Esophageal cancer

Select patients with ESCC for first-line treatment with OPDIVO in combination with
fluoropyrimidine- and platinum-based combination chemotherapy or OPDIVO in combination
with ipilimumab based on PD-L1 expression [see Clinical Studies (14.4213)].

2.2 Recommended Dosage

The recommended dosages of intravenous OPDIVO as a single agent are presented in Table 1.



Table 1: Recommended Dosages for Intravenous OPDIVO as a Single

Agent

Indication

Recommended OPDIVO
Dosage

Duration of Therapy

Advanced renal cell carcinoma

Esophageal squamous cell
carcinoma

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)

Until disease
progression or
unacceptable toxicity

Unresectable or metastatic
melanoma

Adult patients and pediatric
patients age 12 years and older
and weighing 50 kg or more:

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)

Pediatric patients age 12 years
and older and weighing less
than 50 kg:

3 mg/kg every 2 weeks

(30-minute intravenous
infusion)

or
6 mg/kg every 4 weeks

(30-minute intravenous
infusion)

Until disease
progression or
unacceptable toxicity




Table 1: Recommended Dosages for Intravenous OPDIVO as a Single
Agent
Indication Recommended OPDIVO Duration of Therapy
Dosage

Adjuvant treatment of melanoma

Adult patients and pediatric
patients age 12 years and older
and weighing 50 kg or more:

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

(30-minute intravenous
infusion)

Pediatric patients age 12 years
and older and weighing less
than 50 kg:

3 mg/kg every 2 weeks

(30-minute intravenous
infusion)

or
6 mg/kg every 4 weeks

(30-minute intravenous
infusion)

Until disease
recurrence or
unacceptable toxicity
for up to 1 year

Metastatic non-small cell lung
cancer

Classical Hodgkin lymphoma

Squamous cell carcinoma of the
head and neck

3 mg/kg every 2 weeks

(30-minute intravenous
infusion)
or

240 mg every 2 weeks

(30-minute intravenous
infusion)

Until disease
progression or
unacceptable toxicity




Table 1: Recommended Dosages for Intravenous OPDIVO as a Single
Agent
Indication Recommended OPDIVO Duration of Therapy
Dosage
Locally advanced or metastatic
urothelial carcinoma
240 mg every 2 weeks
(30-minute intravenous
infusion) Until disease
Adjuvant treatment of urothelial or recurrence or
carcinoma (UC) = unacceptable toxicity
480 mg every 4 weeks for up to 1 year

(60-minute intravenous
infusion)

Microsatellite instability-high (MSI-
H) or mismatch repair deficient
(dMMR) metastatic colorectal
cancer that has progressed following
prior treatment for metastatic disease

Adult patients and pediatric
patients age 12 years and older
and weighing 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

Until disease
progression or
unacceptable toxicity

(30-minute intravenous
infusion)

infusion)

240 mg every 2 weeks

30-minute intravenous o

( infusion) Until disease
Adjuvant treatment of resected progression or
esophageal or gastroesophageal or unacceptable toxicity
j ti f total treat t
junction cancer 4830 mg every 4 weeks or a total treatmen

duration of 1 year




The recommended dosages of OPDIVO in combination with other therapeutic agents are presented
in Table 2. Administer OPDIVO on the same day as other therapeutic agents.

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 Intravenous OPDIVO in Combination with

Other Therapeutic Agents

Indication

Recommended OPDIVO Dosage

Duration of Therapy

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

earlier

Adult patients and pediatric patients
age 12 years and older and weighing
50 kg or more:
3 mg/kg every 2 weeks
(30-minute intravenous infusion)

or
Unresectable or 240 mg every 2 weeks
metastatic melanoma (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

Pediatric patients age 12 years and
older and weighing less than 50 kg:
3 mg/kg every 2 weeks

(30-minute intravenous infusion)

or
6 mg/kg every 4 weeks

(30-minute intravenous infusion)

unacceptable toxicity

Neoadjuvant treatment 3_60 mg every 3 we'eks _
of resectable non-small (30-minute intravenous infusion)
cell lung cancer 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 platinum-doublet chemotherapy
on the same day every 3 weeks

Neoadjuvant and
adjuvant treatment of
resectable non-small

Neoadjuvant: in combination with
platinum-doublet chemotherapy until
disease progression or unacceptable
toxicity, for up to 4 cycles

cell lung cancer

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

Adjuvant: following neoadjuvant
therapy and surgery, administer as a
single agent until disease progression,
recurrence, or unacceptable toxicity, for
up to 13 cycles (approximately 1 year)

Metastatic or recurrent
non-small cell lung
cancer

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

unacceptable toxicity, whichever occurs



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

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
carcinoma

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

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 with ipilimumab,

administer as single agent until disease
progression or unacceptable toxicity

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

or

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

Administer OPDIVO in combination

with cabozantinib 40 mg orally once
daily without food

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

Cabozantinib: Until disease progression
or unacceptable toxicity
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First-line unresectable or
metastatic urothelial
carcinoma

360 mg every 3 weeks

(30-minute intravenous infusion)
Administer OPDIVO in combination
with cisplatin and gemcitabine on the

same day every 3 weeks

In combination with cisplatin and
gemcitabine
for up to 6 cycles

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

or

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

After completing up to 6 cycles of
combination therapy, administer as
single agent until disease progression,
unacceptable toxicity, or up to 2 years
from first dose

First-line treatment of
microsatellite instability-

Adult patients and pediatric patients
age 12 years and older and weighing
40 kg or more:

240 mg every 3 weeks

(30-minute intravenous infusion)

with ipilimumab 1 mg/kg
intravenously
over 30 minutes on the same day

high (MSI-H) or

mismatch repair
deficient (AMMR)

metastatic colorectal
cancer

Pediatric patients age 12 years and
older and weighing less than 40 kg:

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 a
maximum of 4 doses

Adult patients and pediatric patients
age 12 years and older and weighing
40 kg or more:

240 mg every 2 weeks

(30-minute intravenous infusion)

or
480 mg every 4 weeks

(30-minute intravenous infusion)

Pediatric patients age 12 years and

older and weighing less than 40 kg:
3 mg/kg every 2 weeks

or
6 mg/kg every 4 weeks

(30-minute intravenous infusion)

After completing a maximum of 4 doses
of combination therapy, administer as
single agent until disease progression or
unacceptable toxicity, or up to 2 years

Microsatellite
instability-high (MSI-H)
or mismatch repair
deficient (AMMR)
metastatic colorectal

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




cancer that has
progressed following
prior treatment for
metastatic disease
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Adult patients and pediatric patients
age 12 years and older and weighing
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

Child-Pugh A who have

been previously treated
with sorafenib.

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 a maximum of 4 doses

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

(30-minute intravenous infusion

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

Hepatocellular
carcinoma

Child-Pugh A

First-line treatment

1 mg/kg every 3 weeks

(30-minute intravenous infusion)

with ipilimumab 3 mg/kg

(30-minute intravenous infusion on the

same day)

In combination with ipilimumab for a
maximum of 4 doses

240 mg every 2 weeks

(30-minute intravenous infusion)

or

480 mg every 4 weeks

(30-minute intravenous infusion)

After completing a maximum of 4 doses
of combination therapy, administer as
single agent until disease progression,
unacceptable toxicity, or up to 2 years

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
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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,

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

.Gastr.oesophageal platinum-containing Until disease progression, unacceptable
Junction cancer, and chemotherapy every 2 weeks toxicity, or up to 2 years
Esophageal or
adenocarcinoma 360 mg every 3 weeks

(30-minute intravenous infusion) with

fluoropyrimidine- and platinum-
containing chemotherapyevery 3 weeks
2.3 Dosage Modifications

24

Visually inspect for particulate matter and discoloration. OPDIVO is a clear to opalescent,
colorless to pale-yellow solution. Discard if cloudy, discolored, or contains extraneous particulate

Preparation and Administration

matter other than a few translucent-to-white, proteinaceous particles. Do not shake.

Preparation

Withdraw the required volume of OPDIVO and transfer into an intravenous container.

Dilute OPDIVO with either 0.9% Sodium Chloride Injection, USP or 5% Dextrose Injection,
USP to prepare an infusion with a final concentration ranging from 1 mg/mL to 10 mg/mL.
The total volume of infusion must not exceed 160 mL.

e For adult and pediatric patients with body weight 40 kg or greater, do not exceed a total

volume of infusion of 160 mL.

e For adult and pediatric patients with body weight less than 40 kg, do not exceed a total

volume of infusion of 4 mL/kg of body weight.

Mix diluted solution by gentle inversion. Do not shake.
Discard partially used vials or empty vials of OPDIVO.

The product does not contain a preservative.

After preparation, store the diluted solution either:
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e at room temperature at 20°C to 25°C and room light for no more than 8 hours from the
time of preparation to end of the infusion. Discard diluted solution if not used within 8
hours from the time of preparation; or

e under refrigeration at 2°C to 8°C 362F-te-46°F)-and protected from light for no more than
7 days from the time of preparation to end of infusion. Discard diluted solution if not used
within 7 days from the time of preparation.

Do not freeze.

Administration

Administer the infusion, after dilution, over 30 minutes or 60 minutes depending on the dose
(see Tables 1 and 2) through an intravenous line containing a sterile, non-pyrogenic, low
protein binding in-line filter (pore size of 0.2 micrometer to 1.2 micrometer).

Administer OPDIVO in combination with other therapeutic agents as follows:

Combination Therapy

Ipilimumab
Platinum-Doublet Chemotherapy

Ipilimumab and Platinum-Doublet Administer OPDIVO first, followed by
Chemotherapy the other therapeutic agent(s).

Fluoropyrimidine- and Platinum-
Containing Chemotherapy

Use separate infusion bags and filters for each infusion.
Flush the intravenous line at end of infusion.

Do not co-administer other drugs through the same intravenous line.
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3 DOSAGE FORMS AND STRENGTHS
4 (.:';'F:II:II'RAINDICATIONS

5 WARNINGS AND PRECAUTIONS
5.7 Opdivo Contains Polysorbate 80

This medicinal product contains 0.94 mg of polysorbate 80 in each 4 mL vial and 2.14 mg of
polysorbate 80 in each 10 mL vial. Polysorbates may cause allergic reactions.

6 ADVERSE REACTIONS

6.1 Clinical Trials Experience

Neoadjuvant and Adjuvant Treatment of Resectable Non-Small Cell Lung Cancer

The safety of OPDIVO in combination with neoadjuvant platinum-doublet chemotherapy followed
by surgery and continued adjuvant treatment with OPDIVO as a single agent after surgery was
evaluated in CHECKMATE-77T, a randomized, double-blind, multicenter trial in patients with
previously untreated resectable Stage IIA (>4 cm) to IIIB (T3N2 or T4N2) NSCLC (per the AJCC
Cancer Staging Manual 8th Edition) /see Clinical Studies (14.4)]. Patients with active autoimmune
disease or a medical condition that required immunosuppression were ineligible. The median
duration of exposure to OPDIVO was 10.3 months (range: 1 day to 22.3 months).

The study population characteristics were: median age 66 vears (range: 35 - 86):; 71% male; 72%
White, 25% Asian, 1.7% Black/African American, and 1.5% other race: and 6% Hispanic or
Latino.

Adverse reactions occurring in patients with resectable NSCLC receiving OPDIVO in combination
with platinum-doublet chemotherapy, given as neoadjuvant treatment and followed as a single
agent adjuvant treatment after surgery, were generally similar to those occurring in patients in
other clinical trials across tumor types receiving OPDIVO in combination with chemotherapy.

Neoadjuvant Phase of CHECKMATE-77T

A total of 228 patients received at least 1 dose of OPDIVO in combination with platinum-doublet
chemotherapy as neoadjuvant treatment and 230 patients received at least 1 dose of placebo in
combination with platinum-doublet chemotherapy as neoadjuvant treatment.
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Serious adverse reactions occurred in 21% of patients who received OPDIVO in combination with
platinum-doublet chemotherapy as neoadjuvant treatment; the most frequent (>2%) serious
adverse reactions was pneumonia. Fatal adverse reactions occurred in 2.2% of patients, due to
cerebrovascular accident, COVID-19 infection, hemoptysis, pneumonia, and pneumonitis (0.4%

each).

Permanent discontinuation of any study drug due to an adverse reaction occurred in 13% of
patients who received OPDIVO in combination with platinum-doublet chemotherapy as
neoadjuvant treatment; the most frequent (>1%) adverse reaction that led to permanent
discontinuation of any study drug was peripheral sensory neuropathy (2.2%).

Of the 228 OPDIVO-treated patients and 230 placebo-treated patients who received neoadjuvant
treatment, 5.3% (n=12) and 3.5% (n=8), respectively, did not receive surgery due to adverse
reactions. The adverse reactions that led to cancellation of surgery in OPDIVO-treated patients
were cerebrovascular accident, pneumonia, and colitis/diarrhea (2 patients each) and acute
coronary syndrome, myocarditis, hemoptysis, pneumonitis, COVID-19, and myositis (1 patient

each).

Of the 178 OPDIVO-treated patients who received surgery, 4.5% (n=8) experienced delay of
surgery (surgery more than 6 weeks from last neoadjuvant treatment) due to adverse reactions. Of
the 178 placebo-treated patients who received surgery, 3.9% (n=7) experienced delay of surgery
due to adverse reactions.

Of the 178 OPDIVO-treated patients who received surgery, 7% (n=13) did not receive adjuvant
treatment due to adverse reactions. Of the 178 placebo-treated patients who received surgery, 2.8%
(n=5) did not receive adjuvant treatment due to adverse reactions.

Adjuvant Phase of CHECKMATE-77T

A total of 142 patients in the OPDIVO arm and 152 patients in the placebo arm received at least 1
dose of adjuvant treatment.

Of the patients who received single agent OPDIVO as adjuvant treatment, 22% experienced
serious adverse reactions; the most frequent serious adverse reaction was pneumonitis/ILD (2.8%).
One fatal adverse reaction due to COVID-19 occurred. Permanent discontinuation of adjuvant
OPDIVO due to an adverse reaction occurred in 14% of patients; the most frequent (>1%) adverse
reactions that led to permanent discontinuation of adjuvant OPDIVO were pneumonitis (4.2%)
and diarrhea (1.4%).

MSI-H or dAMMR Metastatic Colorectal Cancer
Treatment of MSI-H or dMMR mCRC: In Combination with Ipilimumab

The safety of OPDIVO in combination with ipilimumab, or as a single agent, was evaluated in
CHECKMATE-8HW, a randomized, open-label, three arm trial in immunotherapy naive patients
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with MSI-H or dAMMR mCRC [see Clinical Studies (14.11)]. Patients received one of the
following:

— OPDIVO 240 mg every 3 weeks and ipilimumab 1 mg/kg every 3 weeks for a maximum
of 4 doses, then OPDIVO 480 mg every 4 weeks.

— OPDIVO 240 mg every 2 weeks for 6 doses, then OPDIVO 480 mg every 4 weeks.

— Investigator’s choice chemotherapy: mFOLFOX or FOLFIRI [see Clinical Studies
(14.11)].
In the OPDIVO and ipilimumab arm, the median duration of exposure to OPDIVO was 20.5
months (range: 0 to 35.9 months), 70% of patients were exposed for >6 months and 63% were
exposed for >1 year. In the OPDIVO arm, the median duration of exposure to OPDIVO was 16.4
months (range: 0 to 36 months), 64% of patients were exposed for >6 months and 54% were
exposed for >1 year.

Serious adverse reactions occurred in 46% of patients receiving OPDIVO in combination with
ipilimumab, and 39% of patients receiving OPDIVO alone. The most frequent serious adverse
reactions reported in >1% of patients who received OPDIVO with ipilimumab were adrenal
mnsufficiency (2.8%), hypophysitis (2.8%), diarrhea (2.0%), abdominal pain (2.0%), small
intestinal obstruction (2.0%), pneumonia (1.7%), acute kidney injury (1.4%), immune mediated
enterocolitis (1.4%), pneumonitis (1.4%), colitis (1.1%), large intestinal obstruction (1.1%), and
urinary tract infection (1.1%). The most frequent serious adverse reactions reported in >1% of
patients who received OPDIVO, as a single agent, were intestinal obstruction (2.3%), acute kidney
injury (1.7%), COVID-19 (1.7%), abdominal pain (1.4%), diarrhea (1.4%), ileus (1.4%), subileus
(1.4%), pulmonary embolism (1.4%), adrenal insufficiency (1.1%) and pneumonia (1.1%).

Fatal adverse reactions occurred in 2 (0.6%) patients who received OPDIVO in combination with
ipilimumab; these included myocarditis, and pneumonitis (1 each). Fatal adverse reactions
occurring in 3 (0.9%) patients who received OPDIVO as a single agent; these included
pneumonitis (n=2) and myasthenia gravis.

OPDIVO and/or ipilimumab were permanently discontinued in 19% of patients receiving the
combination. The most frequent adverse reactions (>1%) leading to permanent discontinuation
were adrenal insufficiency (1.4%), immune mediated enterocolitis (1.1%), and pneumonitis
(1.1%). OPDIVO was permanently discontinued in 13% of patients receiving single agent
OPDIVO. Adverse reactions leading to the delay of OPDIVO and/or ipilimumab occurred in 48%
of patients receiving the combination; single agent OPDIVO was delayed in 37% of patients due
to adverse reactions.

The most common adverse reactions reported in >20% of patients treated with OPDIVO in
combination with ipilimumab were fatigue, diarrhea, pruritus, abdominal pain, musculoskeletal
pain, and nausea. The most common adverse reactions reported in >20% of patients treated with
OPDIVO as a single agent, were fatigue, diarrhea, abdominal pain, pruritus, and musculoskeletal

pain.
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Tables 37 and 38 summarize selected adverse reactions and selected laboratory abnormalities for
OPDIVO in combination with ipilimumab and the single agent OPDIVO arms respectively. in
CHECKMATE-8HW.

Table 37: Adverse Reactions® in >10% in Patients with a Difference Between
Arms of >5% for All Grades in CHECKMATE-SHW
OPDIVO and ipilimumab OPDIVO
(n=352) (n=351)
Adverse Reaction
All Grades (%) Grades 3 or 4 All Grades (%) Grades 3 or4
(%) Y%
Gastrointestinal
Diarrhea® 35 | 4.5 | 30 | 34
Skin and Subcutaneous Tissue
Pruritus 30 | 0 | 23 | 0
Musculoskeletal and Connective Tissue
Arthralgia 20 | 0.6 | 15 | 0.6
Endocrine
Hypothyroidism 18 0.6 10 0
Hyperthyroidism 12 0 5 0
Toxicity was graded per NCI CTCAE v5.
2 Includes colitis, diarrhea, enterocolitis, immune mediated enterocolitis
Table 38: Laboratory Values Worsening from Baseline® in >10% of Patients

and a Difference Between Arms of >5% for All Grades -
CHECKMATE-SHW

OPDIVO and Ipilimumab OPDIVO
Laboratory Abnormality? (n=352) (m=351)
All Grades (%) | Grades 3-or 4 (%) | All Grades (%) | Grades 3 or -4 (%)

Hematology

Lymphocytes decreased 30 5 37 4

Neutrophils decreased 21 1.7 12 0.6
Chemistry

Lipase increased 44 10 32 11

Amylase increased 41 4.6 33 5

ALT increased 39 3.5 32 14

AST increased 38 3.2 29 14

Sodium decreased 36 3.2 30 2.3

Creatinine increased 32 2 25 14

Potassium increased 29 1.2 35 0.9

Glucose decreased 17 0 12 0

2 Bach test incidence is based on the number of patients who had both baseline and at least one on-study laboratory measurement
available: OPDIVO and ipilimumab group (range: 108 to 343 patients) or nivolumab group (range: 102 to 348 patients).

MSI-H or dMMR mCRC After Progression Following Treatment with a Fluoropyrimidine,
Oxaliplatin, and Irinotecan

The safety of OPDIVO administered as a single agent or in combination with ipilimumab was
evaluated in CHECKMATE-142, a multicenter, non-randomized, multiple parallel-cohort, open-
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label trial [see Clinical Studies (14.4+611)]. In CHECKMATE-142, 74 patients with mCRC
received OPDIVO 3 mg/kg by intravenous infusion over 60 minutes every 2 weeks until disease
progression or until intolerable toxicity and 119 patients with mCRC received OPDIVO 3 mg/kg
and ipilimumab 1 mg/kg every 3 weeks for 4 doses, then OPDIVO 3 mg/kg every 2 weeks until
disease progression or until unacceptable toxicity.

In the OPDIVO with ipilimumab cohort, serious adverse reactions occurred in 47% of patients.
Treatment was discontinued in 13% of patients and delayed in 45% of patients for an adverse
reaction. The most frequent serious adverse reactions reported in >2% of patients were
colitis/diarrhea, hepatic events, abdominal pain, acute kidney injury, pyrexia, and dehydration. The
most common adverse reactions (reported in >20% of patients) were fatigue, diarrhea, pyrexia,
musculoskeletal pain, abdominal pain, pruritus, nausea, rash, decreased appetite, and vomiting.

Tables 3739 and 3840 summarize adverse reactions and laboratory abnormalities, respectively,
in CHECKMATE-142. Based on the design of CHECKMATE-142, the data below cannot be used
to identify statistically significant differences between the two cohorts summarized below for any
adverse reaction.
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Table 3739: Adverse Reactions Occurring in 210% of Patients - CHECKMATE-142

Adverse Reaction

OPDIVO
(n=74)

OPDIVO and Ipilimumab
(n=119)

All Grades (%) | Grades 3-4 (%)

All Grades (%) | Grades 3-4 (%)

General
Fatiguea 54 5 49 6
Pyrexia 24 0 36
Edemab 12 0 7 0
Gastrointestinal
Diarrhea 43 2.7 45 34
Abdominal pain® 34 2.7 30 5
Nausea 34 1.4 26 0.8
Vomiting 28 4.1 20 1.7
Constipation 20 0 15 0
Musculoskeletal and Connective Tissue
Musculoskeletal paind 28 1.4 36 3.4
Arthralgia 19 0 14 0.8
Respiratory, Thoracic and Mediastinal
Cough 26 0 19 0.8
Dyspnea 8 1 13 1.7
Skin and Subcutaneous Tissue
Rash® 23 1.4 25 4.2
Pruritus 19 0 28 1.7
Dry Skin 7 0 11 0
Infections
Upper respiratory tract 20 0 9 0
infection
Endocrine
Hyperglycemia 19 2.7 6 1
Hypothyroidism 5 0 14 0.8
Hyperthyroidism 4 0 12 0
Nervous System
Headache 16 0 17 1.7
Dizziness 14 0 11 0
Metabolism and Nutrition
Decreased appetite 14 1.4 20 1.7
Psychiatric
Insomnia | 9 | 0 13 | 0.8
Investigations
Weight decreased | 8 | 0 10 | 0
Toxicity was graded per NCI CTCAE v4.
2 Includes asthenia.
> Includes peripheral edema and peripheral swelling.
¢ Includes upper abdominal pain, lower abdominal pain, and abdominal discomfort.
4 Includes back pain, pain in extremity, myalgia, neck pain, and bone pain.
¢ Includes dermatitis, dermatitis acneiform, and rash described as maculo-papular, erythematous, and generalized.
f

Includes nasopharyngitis and rhinitis.

Clinically important adverse reactions reported in <10% of patients receiving OPDIVO with
ipilimumab were encephalitis (0.8%), necrotizing myositis (0.8%), and uveitis (0.8%).
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Table 3840: Laboratory Abnormalities Worsening from Baseline® Occurring in >10%
of Patients - CHECKMATE-142

OPDIVO OPDIVO and Ipilimumab
Laboratory Abnormality (n=74) (n=119)
All Grades (%) | Grades3-4 (%) | All Grades (%) | Grades 3-4 (%)
Hematology
Anemia 50 7 42 9
Lymphopenia 36 7 25 6
Neutropenia 20 4.3 18 0
Thrombocytopenia 16 1.4 26 0.9
Chemistry
Increased alkaline 37 23 23 5
phosphatase
Increased lipase 33 19 39 12
Increased ALT 32 2.8 33 12
Increased AST 31 1.4 40 12
Hyponatremia 27 4.3 26 5
Hypocalcemia 19 0 16 0
Hypomagnesemia 17 0 18 0
Increased amylase 16 4.8 36 34
Increased bilirubin 14 4.2 21 5
Hypokalemia 14 0 15 1.8
Increased creatinine 12 0 25 3.6
Hyperkalemia 11 0 23 0.9

2 FEach test incidence is based on the number of patients who had both baseline and at least one on-study laboratory measurement
available. Number of evaluable patients ranges from 62 to 71 for the OPDIVO cohort and from 87 to 114 for the OPDIVO and
ipilimumab cohort.

Hepatocellular Carcinoma

Unresectable or Metastatic Hepatocellular Carcinoma (HCC)

The safety of OPDIVO in combination with ipilimumab was evaluated in CHECKMATE-9DW,
a randomized, open-label trial in adult patients with unresectable or metastatic HCC /[see Clinical
Studies (14.12)]. Patients received OPDIVO in combination with ipilimumab (n=332) or
investigator’s choice of lenvatinib (n=275) or sorafenib (n=50) at the following dosage:

e OPDIVO 1 mg/kg administered intravenously over 30 minutes in combination with
ipilimumab 3 mg/kg administered intravenously over 30 minutes every 3 weeks, for a
maximum of 4 doses, followed by single-agent OPDIVO at 480 mg administered intravenously
over 30 minutes every 4 weeks, or

e Investigator’s choice:

o Lenvatinib 8 mg orally daily (if body weight <60 kg) or 12 mg orally daily (if body weight

>60 kg), or

o Sorafenib 400 mg orally twice daily

In the OPDIVO and ipilimumab arm, the median duration of exposure to OPDIVO was 4.7 months
(range: <0.1 to 24.4 months), 45% were exposed for >6 months and 30% were exposed for >1

year.
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Serious adverse reactions occurred in 53% of patients treated with OPDIVO in combination with
ipilimumab. The most frequent non-liver-related serious adverse reactions reported in >2% of
patients who received OPDIVO in combination with ipilimumab were diarrhea/colitis (4.5%),
gastrointestinal hemorrhage (3%), and rash (2.4%).

Liver-related serious adverse reactions occurred in 17% of patients treated with OPDIVO in
combination with ipilimumab, including Grade 3-4 events in 16% of patients. The most frequently
reported all grade liver-related serious adverse reactions occurring in >1% of patients who received
OPDIVO in combination with ipilimumab were immune-mediated hepatitis (3%), increased
AST/ALT (3%), hepatic failure (2.4%), ascites (2.4%), and hepatotoxicity (1.2%).

Fatal adverse reactions occurred in 12 (3.6%) patients who received OPDIVO in combination with
ipilimumab; these included 4 (1.2%) patients who died due to immune-mediated or autoimmune
hepatitis and 4 (1.2%) patients who died of hepatic failure.

Permanent discontinuations of OPDIVO due to an adverse reaction occurred in 27% of patients.
Adverse reactions leading to permanent discontinuation of OPDIVO in >1% of patients included
immune-mediated hepatitis (1.8%), diarrhea/colitis (1.8%), hepatic failure (1.2%).

Dosage interruptions of OPDIVO due to an adverse reaction occurred in 62% of patients. Adverse
reactions which required dosage interruption in >5% of patients included increased AST (13%),
increased ALT (11%), and diarrhea/colitis (8%).

The most common (>20%) adverse reactions were rash, pruritus, fatigue, and diarrhea.

Tables 41 and 42 summarize the adverse reactions and laboratory abnormalities, respectively, in
CHECKMATE-9DW.

Table 41: Adverse Reactions Occurring in >10% of OPDIVO in combination
with Ipilimumab-Treated Patients - CHECKMATE-9DW
OPDIVO and Ipilimumab Lenvatinib or Sorafenib
Adverse Reaction (n=332) (n=325)
All Grades (%) | Grades 3-4 (%) | All Grades (%) | Grades 3-4 (%)

Skin and Subcutaneous Tissue
Rash® 36 3.6 15 12
Pruritus 34 L5 7 0.3
General
Fatigue® 33 24 39 4
Pyrexia® 15 0.6 9 L5
Edema® 13 1.2 13 L5
Gastrointestinal
Diarrhea® 25 6 39 34
Abdominal pain® 14 1.2 27 2.5
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Table 41: Adverse Reactions Occurring in >10% of OPDIVO in combination
with Ipilimumab-Treated Patients - CHECKMATE-9DW
OPDIVO and Ipilimumab Lenvatinib or Sorafenib
Adverse Reaction (n=332) (n=325)

All Grades (%) | Grades 3-4 (%) | All Grades (%) | Grades 3-4 (%)
Nausea 10 03 16 0.9
Musculoskeletal and Connective Tissue
Musculoskeletal pain® 17 0.6 23 0.3
Arthralgia 12 0.3 13 0.6
Metabolism and Nutrition
Decreased appetite 16 1.2 28 1.8
Endocrine
Hypothyroidism?® 14 0 27 0
Hyperthyroidism 11 0.6 1.5 0
Respiratory, Thoracic and Mediastinal
Cough® 13 0 8 0

Toxicity was graded per NCI CTCAE v5
3 Represents a composite of multiple related terms.

Clinically important adverse reactions reported in <10% of patients who received OPDIVO with
ipilimumab were hyperglycemia (8%), adrenal insufficiency (4.2%). pneumonitis (2.7%), and
pancreatitis (2.4%).

Table 42: Laboratory Values Worsening from Baseline? Occurring in >20%
of OPDIVO in combination with Ipilimumab-Treated Patients -
CHECKMATE-9DW

OPDIVO and Ipilimumab Lenvatinib or Sorafenib
Laboratory Abnormality . i
Grades 1-4 Grades 3-4 Grades 1-4 Grades 3-4
Yo (%) (%) (%)
Chemistry

Increased AST 62 29 51 14

Increased ALT 61 17 46 9

Increased lipase 58 16 39 5
Decreased albumin 48 0.9 57 0.6
Hyponatremia 45 6 42 3.8
Hyperglycemia 44 15 32 2.1

Increased bilirubin 44 10 44 8
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Laboratory Values Worsening from Baseline? Occurring in >20%

of OPDIVO in combination with Ipilimumab-Treated Patients -

CHECKMATE-9DW

OPDIVO and Ipilimumab Lenvatinib or Sorafenib
Laboratory Abnormality tn 441) tn 423
Grades 1-4 Grades 3-4 Grades 1-4 Grades 3-4
% % % Y%
Increased amylase 41 6 26 1
phosphitase 36 12 38 5
Hypocalcemia 29 0.9 46 0
Increased creatinine 26 24 23 0.6
Hypokalemia 21 2.1 20 2.6
Hematology
Anemia 44 5 40 3.8
Lymphopenia 40 6.1 40 8
Thrombocytopenia 27 4 44 4.8
Neutropenia 24 4 32 3.5

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 and ipilimumab group (range: 168 to 331 patients) and lenvatinib or sorafenib
group (range: 145 to 315 patients).

Previously Treated Hepatocellular Carcinoma

The safety of OPDIVO 1 mg/kg in combination with ipilimumab 3 mg/kg was evaluated in a
subgroup comprising 49 patients with HCC and Child-Pugh Class A cirrhosis enrolled in Cohort 4
of CHECKMATE-040, a multicenter, multiple cohort, open-label trial [see Clinical Studies
(14.4412)] who progressed on or were intolerant to sorafenib. OPDIVO and ipilimumab were
administered every 3 weeks for 4 doses, followed by single-agent OPDIVO 240 mg every 2 weeks
until disease progression or unacceptable toxicity. During the OPDIVO and ipilimumab
combination period, 33 of 49 (67%) patients received all 4 planned doses of OPDIVO and
ipilimumab. During the entire treatment period, the median duration of exposure to OPDIVO was
5.1 months (range: 0 to 35+ months) and to ipilimumab was 2.1 months (range: 0 to 4.5 months).
Forty-seven percent of patients were exposed to treatment for >6 months, and 35% of patients
were exposed to treatment for >1 year. Serious adverse reactions occurred in 59% of patients.
Treatment was discontinued in 29% of patients and delayed in 65% of patients for an adverse
reaction.

The most frequent serious adverse reactions (reported in >24% of patients) were pyrexia, diarrhea,
anemia, increased AST, adrenal insufficiency, ascites, esophageal varices hemorrhage,
hyponatremia, increased blood bilirubin, and pneumonitis.
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Tables 39—43 and 40—44 summarize the adverse reactions and laboratory abnormalities,
respectively, in CHECKMATE-040.

Table 3943: Adverse Reactions Occurring in 210% of Patients Receiving OPDIVO in
Combination with Ipilimumab in Cohort 4 of CHECKMATE-040

Adverse Reaction OPDIVO and Ipilimumab
(n=49)
All Grades (%) Grades 3-4 (%)

Skin and Subcutaneous Tissue

Rash 53 8

Pruritus 53 4
Musculoskeletal and Connective Tissue

Musculoskeletal pain 41 2

Arthralgia 10 0
Gastrointestinal

Diarrhea 39 4

Abdominal pain 22 6

Nausea 20 0

Ascites 14 6

Constipation 14 0

Dry mouth 12 0

Dyspepsia 12 2

Vomiting 12 2

Stomatitis 10 0
Respiratory, Thoracic and Mediastinal

Cough 37 0

Dyspnea 14 0

Pneumonitis 10 2
Metabolism and Nutrition

Decreased appetite 35 2
General

Fatigue 27 2

Pyrexia 27 0

Malaise 18 2

Edema 16 2

Influenza-like illness 14 0

Chills 10 0
Nervous System

Headache 22 0

Dizziness 20 0
Endocrine

Hypothyroidism 20 0

Adrenal insufficiency 18 4
Investigations

Weight decreased 20 0
Psychiatric

Insomnia 18 0
Blood and Lymphatic System

Anemia 10 4
Infections

Influenza 10 2
Vascular

Hypotension 10 0
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Clinically important adverse reactions reported in <10% of patients who received OPDIVO with
ipilimumab were hyperglycemia (8%), colitis (4%), and increased blood creatine phosphokinase
(2%).

Table 4044: Laboratory Abnormalities Worsening from Baseline Occurring in 210% of
Patients Receiving OPDIVO in Combination with Ipilimumab in Cohort 4 of
CHECKMATE-040

OPDIVO and Ipilimumab
Laboratory Abnormality (n=47)
All Grades (%) | Grades 3-4 (%)
Hematology
Lymphopenia 53 13
Anemia 43 43
Neutropenia 43 9
Leukopenia 40 2.1
Thrombocytopenia 34 43
Chemistry
Increased AST 66 40
Increased ALT 66 21
Increased bilirubin 55 11
Increased lipase 51 26
Hyponatremia 49 32
Hypocalcemia 47 0
Increased alkaline phosphatase 40 4.3
Increased amylase 38 15
Hypokalemia 26 2.1
Hyperkalemia 23 4.3
Increased creatinine 21 0
Hypomagnesemia 11 0

In patients who received OPDIVO with ipilimumab, virologic breakthrough occurred in 4 of 28
(14%) patients and 2 of 4 (50%) patients with active HBV or HCV at baseline, respectively. HBV
virologic breakthrough was defined as at least a 1 log increase in HBV DNA for those patients
with detectable HBV DNA at baseline. HCV virologic breakthrough was defined as a 1 log
increase in HCV RNA from baseline.

8 USE IN SPECIFIC POPULATIONS
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8.1 Pregnancy

8.2 L;I(;.tation

8.3 ;;.r.r.\ales and Males of Reproductive Potential
8.4 ;;.c.i.i.:;ltric Use

The safety and effectiveness of OPDIVO have been established in pediatric patients aged 12 years
and older for the following indications: as a single agent and in combination with ipilimumab for
the treatment of unresectable or metastatic melanoma, as a single agent for the adjuvant treatment
of completely resected Stage IIB, Stage IIC, Stage III, or Stage IV melanoma, in combination with
ipilimumab for the first line treatment of MSI-H or dIMMR unresectable and metastatic CRC, and;
as a single agent or in combination with ipilimumab for the treatment of MSI-H or dMMR mCRC
that has progressed following treatment with a fluoropyrimidine, oxaliplatin, and irinotecan. Use
of OPDIVO for these indications is supported by evidence from adequate and well-controlled
studies in adults with melanoma or MSI-H or dIMMR mCRC and additional pharmacokinetic data
in pediatric patients. Nivolumab exposure in pediatric patients 12 years and older is comparable to
that of adults and the courses of melanoma and MSI-H or AIMMR mCRC are similar in pediatric
patients aged 12 years and older to that of adults to allow extrapolation of safety and efficacy /see
Adverse Reactions (6.1), Clinical Pharmacology (12.3), Clinical Studies (14.1, 14.4611)].

The safety and effectiveness of OPDIVO have not been established for pediatric patients younger
than 12 years old with melanoma or MSI-H or dMMR mCRC.

The safety and effectiveness of OPDIVO have not been established in pediatric patients with non-
small cell lung cancer, malignant pleural mesothelioma, advanced renal cell carcinoma, classical
Hodgkin lymphoma, squamous cell carcinoma of the head and neck, urothelial carcinoma,
hepatocellular carcinoma, esophageal cancer, gastric cancer, gastroesophageal cancer and
esophageal adenocarcinoma.

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, 14.45, 14.67, 14.910, 144213, 14.4314)].

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 (14.78, 14.89, 14.4611)].

OPDIVO in Combination with Ipilimumab
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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 (14.56)]. 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

(14.67)].

Of the 354 patients with dIMMR or MSI-H metastatic CRC (mCRC) who were randomized to
OPDIVO in combination with ipilimumab, 44% were 65 years or older and 14% were 75 years or
older. Of the 353 patients randomized to OPDIVO, as a single agent, 45% were 65 years or older
and 13% were 75 years or older. There was a higher incidence of any Grade 3 or 4 adverse reactions
(55%) in patients aged 65 years or older receiving OPDIVO in combination with ipilimumab
compared to those younger than 65 receiving the combination (42%). There was also a higher
incidence of any Grade 3 or 4 adverse reactions (55%) in patients aged 65 years or older receiving
OPDIVO in combination with ipilimumab relative to patients aged 65 years or older receiving
single-agent OPDIVO (41%). There was a similar incidence of any Grade 3 or 4 adverse reactions
in patients receiving single-agent OPDIVO aged 65 years or older (41%) relative to patients
younger than 65 years (45%). Patients 65 years or older who received OPDIVO with ipilimumab
discontinued treatment due to adverse reaction at a higher rate (23%) relative to patients 65 years
or older receiving nivolumab (15%). No overall differences in effectiveness were reported between
elderly patients and younger patients receiving either OPDIVO in combination with ipilimumab
or single-agent OPDIVO [see Clinical Studies (14.11)].

Of the 335 patients with unresectable hepatocellular carcinoma who were randomized to OPDIVO
in combination with ipilimumab, 52% were 65 vears or older and 14% were 75 years or older. No
overall difference in safety was reported between elderly patients and younger patients, however,
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there were higher rates of serious adverse reactions and discontinuation due to adverse reactions
in patients aged 75 years or older (67% and 35%. respectively) relative to all patients who received
OPDIVO with ipilimumab (53% and 27%. respectively).

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 (14.4+12)].

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 (14.4213)].

OPDIVO in Combination with Platinum-Containing 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 years [see Clinical Studies (14.3)].

Of the 229 patients with NSCLC who were randomized to OPDIVO 360 mg in combination with
platinum-doublet chemotherapy every 3 weeks for up to 4 cycles, followed by OPDIVO 480 mg
every 4 weeks, 56% were 65 years old or older and 7% were 75 years old or older. No overall
differences in safety or effectiveness were reported between patients older and younger than 65

ycars.

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 years
or older and 10% were 75 years or older. No overall difference in safety was reported between
elderly patients and younger patients [see Clinical Studies (14.4213, 14.4314)].

Of the 304 patients with UC who were treated with OPDIVO in combination with gemcitabine
and platinum-doublet chemotherapy, 40% were 65 years or older and 11% were 75 years or older.
No overall differences in safety or effectiveness were observed between patients 65 years of age
and over and younger patients. Clinical studies of OPDIVO with platinum-doublet chemotherapy
did not include sufficient numbers of patients aged 75 years and over to determine whether safety
and effectiveness differs compared to younger patients. [see Clinical Studies (14.910)].

OPDIVO 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
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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 (14.45)].

OPDIVO 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 (14.67)].

12 CLINICAL PHARMACOLOGY
13 NONCLINICAL TOXICOLOGY
14 CLINICAL STUDIES

14.4 Neoadjuvant and Adjuvant Treatment of Resectable Non-Small Cell Lung
Cancer

The efficacy of OPDIVO, in combination with platinum-doublet chemotherapy, followed by
surgery, and continued adjuvant treatment with OPDIVO as a single agent, was investigated in
CHECKMATE-77T (NCT04025879), a randomized, double-blind trial in 461 patients with
resectable NSCLC. The trial included patients with resectable, suspected or histologically
confirmed Stage IIA (>4 cm) to IIIB (T3-T4 N2) NSCLC (per the 8th edition American Joint
Committee on Cancer (AJCC) Staging Manual), and ECOG performance status 0 or 1. Patients
with unresectable or metastatic NSCLC, EGFR mutations or known ALK translocations, brain
metastasis, Grade 2 or greater peripheral neuropathy, interstitial lung disease or active, non-
infectious pneumonitis (symptomatic and/or requiring treatment), active autoimmune disease, or
medical conditions requiring systemic immunosuppression were excluded from the study.
Randomization was stratified by tumor PD-L1 expression level (>1% versus <1% versus
indeterminate/not evaluable), disease stage (Stage II versus Stage III), and tumor histology
(squamous versus nonsquamous).

Patients were randomized (1:1) to receive either:
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e Neoadjuvant OPDIVO 360 mg administered intravenously over 30 minutes in

combination with one of the following platinum-doublet chemotherapy regimens every
3 weeks for four cycles:

o Paclitaxel 175 mg/m? or 200 mg/m? and carboplatin AUC 5 or AUC 6 (any

histology)
= Pemetrexed 500 mg/m?, and cisplatin 75 mg/m? or carboplatin AUC5 or
AUC 6 (nonsguamous histology)

o__Cisplatin 75 mg/m? and docetaxel 75 mg/m? (squamous histology).
Within 90 days after the surgery, OPDIVO 480 mg was administered intravenously over
30 minutes every 4 weeks.

e Neoadjuvant placebo administered intravenously over 30 minutes in combination with
platinum-doublet chemotherapy (see above) every 3 weeks for four cycles. Within 90 days
after the surgery, placebo was administered intravenously over 30 minutes every 4 weeks.

All study medications were administered via intravenous infusion. Treatment continued until
disease progression, recurrence, or unacceptable toxicity for up to 13 cycles (1 year). Tumor
assessments were performed every 12 weeks for 2 years, then every 24 weeks for up to 5 years or
until disease recurrence or progression was confirmed by BICR.

The trial was not designed to isolate the effect of OPDIVO in each phase (neoadjuvant or adjuvant)
of treatment.

The major efficacy outcome measure was event-free survival (EFS) based on BICR assessment.
Additional efficacy outcome measures included overall survival (OS). pathologic complete
response (pCR), and major pathologic response (MPR).

The median age was 66 years (range: 35 to 86); 71% were male; 72% were White, 25% were
Asian, 1.7% were Black, and 1.5% were mixed race/ race unknown/ not reported; and 6% were
Hispanic or Latino. Baseline ECOG performance status was 0 (62%) or 1 (38%); 56% had tumors
with PD-L1 expression >1% and 40% had tumors with PD-L1 expression <1%: 35% had stage 11
and 64% had stage III disease; 23% had N1 disease and 39% had N2 disease; 51% had tumors
with squamous histology and 49% had tumors with nonsquamous histology; and 90% were
former/current smokers.

Seventy-eight percent of patients in the neoadjuvant OPDIVO in combination with platinum-
doublet chemotherapy followed by adjuvant OPDIVO arm had definitive surgery compared to
77% of patients in the neoadjuvant placebo and platinum-doublet chemotherapy followed by

placebo arm.

In a pre-specified interim analysis in all randomised patients with a median follow-up of 25.4
months (range: 15.7-44.2 months), the study demonstrated statistically significant improvement
of EFS. Median EFS was not reached (95% CI: 28.94, NE) in the nivolumab in combination with
chemotherapy/nivolumab arm and 18.43 months (95% CI: 13.63, 28.06) in the placebo with
chemotherapy/placebo arm (HR = 0.58, 97.36% CI: 0.42, 0.81; stratified log-rank p-value
0.00025). In a pre-specified interim analysis in all randomised patients with a median follow-up




Probability of Event Free Survival per BICR

31

of 41 months (range: 31.3-59.8 months), median OS was not reached in both the nivolumab in
combination with chemotherapy/nivolumab arm and in the placebo with chemotherapy/placebo
arm (HR = 0.85. 97.63% CI: 0.58. 1.25).

Exploratory subgroup analysis by tumour PD-L1 expression
EFS for the subgroup of patients with tumour PD-L1 expression > 1%. with a median follow-up of

41 months (range: 31.3-59.8 months), are presented in Table 60 and Figure 7.

Table 60: Efficacy results in patients with tumour PD-L.1 > 1% (CA20977T)

nivolumab with placebo with
chemotherapy/ nivolumab chemotherapy/ placebo
(n=128) (n=128)
Event-free survival (EFS) per BICR
Events (%) 47 (37%) 70 (55%)
Median (months)* 46.55 15.08
95% CI (35.81, NE) (9.33,31.41)
Hazard Ratio® 0.53
95% CI 0.36,0.76

NE = non-estimable

Minimum follow-up for EFS was 31.3 months; data cut-off: 11-Nov-2024.
2 Kaplan-Meier estimate.

> Based on an unstratified Cox proportional hazard model.

Figure 7: Kaplan-Meier curves of EFS in patients with tumour PD-L.1 >1%

(CA20977T)
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Event Free Survival per BICR (Months)

Number of Subjects at Risk
Nivolumab + chemotherapy/Nivolumab

_ 128 119 95 89 83 80 78 75 73 70 61 55 44 35 17 11 2 1 1 1 0
Placebo + chemotherapy/Placebo
128 110 87 68 57 54 46 44 42 42 40 36 23 20 9 8 2 1 0 0 O

—A Nivolumab + chemotherapy/Nivolumab (events: 47/128), median and 95% CI:46.55 (35.81, NE)
- - -O- - -Placebo + Chemotherapy/Placebo (events: 70/128), median and 95% CI: 15.08 (9.33, 31.41)
Based on data cut-off 11-Nov-2024, minimum follow-up of 31.3 months

At the time of the updated EFS analysis, an interim analysis for OS was performed (minimum
follow-up of 31.3 months). The exploratory, descriptive HR for OS in patients with tumour
PD-L1 expression > 1% was 0.61 (95% CI: 0.39, 0.97) for the nivolumab in combination with
chemotherapy/nivolumab arm vs. the placebo with chemotherapy/placebo arm. The Kaplan-
Meier curves for OS for the subgroup of patients with tumour PD-L1 expression > 1% are shown

in Figure 8.

Figure 8: Kaplan-Meier curves of OS in patients with tumour PD-L.1 > 1%
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Overall Survival (Months)

Number of Subjects at Risk
Nivolumab + chemotherapy/Nivolumab

128 123 114108 103 99 96 94 92 90 90 80 67 55 42 26 154 2 1 0
Placebo + chemotherapy/Placebo
128 126 116106 101 96 88 86 77 77 73 65 54 36 25 17 10 5 4 0 O

—A Nivolumab + chemotherapy/Nivolumab (events: 31/128), median and 95% CI: NR
- - -O- - -Placebo + Chemotherapy/Placebo (events: 46/128), median and 95% CI: NR (38.08, NE)
Based on data cut-off 11-Nov-2024, minimum follow-up of 31.3 months
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14.11 Microsatellite Instability-High or Mismatch Repair Deficient Metastatic
Colorectal Cancer

Treatment of MSI-H or dAMMR mCRC In Combination with Ipilimumab

CHECKMATE-8HW (NCT03143153) was a randomized, 3-arm, open-label trial in
immunotherapy-naive patients across all lines of therapy with unresectable or metastatic CRC with
known tumor MSI-H or dIMMR (MSI-H/dMMR) status as determined in accordance with local
standard of practice using PCR, NGS, or IHC assays. Central assessment of MSI-H status using
PCR (Idylla MSI) test and dMMR status using IHC (Omnis MMR) test was conducted
retrospectively on patient tumor specimens used for local MSI-H/dAMMR status determination.
Patients with confirmed MSI-H/dMMR status by either central test comprised the primary study

population.
The trial excluded patients with brain metastasis that were symptomatic, had active autoimmune

disease, used systemic corticosteroids or immunosuppressants, or had been treated with checkpoint
inhibitors.

Patients were randomized to receive one of the following treatments:

e OPDIVO 240 mg every 3 weeks and ipilimumab 1 mg/kg every 3 weeks for a maximum
of 4 doses, then OPDIVO 480 mg every 4 weeks.

e  OPDIVO 240 mg every 2 weeks for 6 doses, then OPDIVO 480 mg every 4 weeks.

e Investigator’s choice chemotherapy

o mFOLFOX6 (oxaliplatin, leucovorin, and FU) with or without either bevacizumab
or cetuximab: Oxaliplatin 85 mg/mz, leucovorin 400 mg/mz, and FU 400 m,cz/m2

bolus followed by FU 2400 m,q/m2 over 46 hours every 2 weeks. Bevacizumab 5

mg/kg or cetuximab 500 mg/m2 administered prior to mFOLFOX6 every 2 weeks.

o FOLFIRI (irinotecan, leucovorin, and FU) with or without either bevacizumab or
cetuximab: Irinotecan 180 mg/m?, leucovorin 400 mg/m?, and FU 400 mg/m? bolus
and FU 2400 mg/m” over 46 hours every 2 weeks. Bevacizumab 5 mg/kg on or
cetuximab 500 mg/m> administered prior to FOLFIRI every 2 weeks.

Randomization was stratified by tumor location (right vs left) and by prior lines of therapy (0, 1,
21+). Patients randomized to the chemotherapy arm could receive OPDIVO in combination with
1pilimumab upon progression assessed by BICR.

Study treatment was administered until disease progression, unacceptable toxicity, or for up to 2
years for patients who received OPDIVO plus ipilimumab or nivolumab monotherapy. Patients
who discontinued combination therapy because of an adverse reaction attributed to ipilimumab
were permitted to continue OPDIVO as a single agent. OPDIVO with or without ipilimumab could
be administered beyond RECIST 1.1-assessed progressive disease if there was a clinical benefit as
determined by investigator and therapy was tolerated. Tumor assessments per RECIST v1.1 were
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conducted every 6 weeks for the first 24 weeks, then every 8 weeks thereafter up until week 96,
then every 16 weeks thereafter up until week 144, and then every 24 weeks.

The evaluation of efficacy relied on the comparison of patients with centrally confirmed MSI-
H/dMMR mCRC randomized to OPDIVO in combination with ipilimumab versus chemotherapy
in the first-line (1L) setting and the comparison of patients with centrally confirmed MSI-
H/dMMR mCRC randomized to OPDIVO plus ipilimumab vs nivolumab in all lines setting.

The major efficacy outcome measure was BICR-assessed PFS per RECIST 1.1. Additional
efficacy outcome measures included ORR and duration of response assessed by BICR and OS.

The baseline characteristics of the total of 839 patients randomized were: the median age was 63
years (range: 20 to 87), with 46% >65 years of age and 14% >75 years of age; 50% were male and
87% were White, 9.3% were Asian, 1.5% Black or African American, and 2.3% other race; 9.2%
were Hispanic or Latino, 50% Not Hispanic or Latino, 41% ethnicity unknown. Baseline ECOG
performance status was 0 (52%) and 1 (48%); number of prior lines of therapy was 0 (56%). 1
(24%), and >2 (19%); and tumor location was right-sided or left-sided for 69% and 31% of
patients. The baseline characteristics in patients with centrally confirmed MSI-H/dMMR is
consistent with that of all randomized patients.

First Line OPDIVO in combination with ipilimumab

Among 303 patients in the first-line setting who were randomly assigned to OPDIVO in
combination with ipilimumab (202) and to chemotherapy (101), 171 and 84 patients had centrally
confirmed MSI-H/dMMR status in OPDIVO in combination with ipilimumab arm and
chemotherapy arm, respectively.

In the 1L setting 200 of 202 patients assigned to receive OPDIVO combined with ipilimumab and
88 of 101 patients assigned to receive chemotherapy received at least 1 dose of study treatment.
Among the 88 patients who received chemotherapy, 58% and 42% of patients received oxaliplatin-
containing regimens and irinotecan-containing regimens, respectively, and 66 (75%) patients
received a targeted agent, either bevacizumab (64%) or cetuximab (11%).

The BICR-assessed PFS efficacy results for patients with centrally confirmed MSI-H/dMMR
randomized to the OPDIVO and ipilimumab arm compared with chemotherapy in the 1L setting
are presented in Table 75 and Figure 23. The comparative results of ORR and OS between arms
were not available at the time of the PFS analysis due to statistical testing strategy.

Table 75: Efficacy Results, First Line - CHECKMATE-8HW
OPDIVO and Ipilimumab Chemotherapy
(n=171) (n=84)
Progression-free Survival
Disease progression or death (%) 48 (28) 52 (62)
Median in months® (95% CI) NR 5.8
(38.4,NE) 4.4,7.8

Hazard ratio® (95% CI) 0.21(0.14,0.32)
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p-value® <0.0001
NR: Not Reached; NE: Not Estimable.

Minimum follow-up was 6.1 months at data cutoff date 120c¢t2023.
4 Based on log-rank test stratified by the same factors as used in the Cox proportional hazards model. The p-value

threshold for statistical significance was 0.0209.
b Based on Kaplan-Meier estimates.

° HR from a Cox proportional hazards model stratified by tumor sidedness (left vs right) per IRT.

Figure 23: Progression-free Survival (First Line OPDIVO + Ipilimumab vs
Chemotherapy) - CHECKMATE-SHW

04 i B —+— OPDIVO + Ipilimumab
—-6-— Chemotherapy
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Progression Free Survival per BICR (Months)

Number of Subjects at Risk
Arm B: OPDIVO + Ipilimumab
171 144 132 122 108 95 92 77 64 53 42 37 22 10 9 1 0

Arm C: Chemotherapy
84 53 29 20 10 6 5 5 3 2 0 0 0 0 0 0 0

All Lines OPDIVO in combination with ipilimumab

Among 707 patients across all treatment lines who were randomly assigned to OPDIVO in
combination with ipilimumab (354) and to OPDIVO (353) single agent, 296 and 286 patients had
centrally confirmed MSI-H/dMMR status in the OPDIVO in combination with ipilimumab arm
and in the OPDIVO arm, respectively. Patients receiving at least 1 dose of study treatment included
352 of 354 patients randomized to OPDIVO in combination with ipilimumab, and 351 of 353
patients randomized to single agent OPDIVO.

The BICR-assessed PFS and ORR efficacy results for patients with centrally confirmed MSI-
H/dMMR randomized to the OPDIVO in combination with ipilimumab compared with nivolumab
single agent across all treatment lines setting are presented in Table 76 and Figure 24. The
comparative results of OS between arms were not available at the time of the PFS analysis due to
statistical testing strategy.
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Table 76: Efficacy Results, All Lines - CHECKMATE-8HW
OPDIVO and Ipilimumab OPDIVO
(n=296) n=286
Progression-free Survival
Disease progression or death n (%) 101 (34) 136 (48
Median (months)” (95% CI) NR 39.3
(53.8, NE) 22.1,NE
Hazard ratio® (95% CI) 0.62 (0.48, 0.81)
p-value® 0.0003
Objective Response Rate (ORR)

Response Rate, n (%) 209 (71%) 165 (58%)
95% C1 (65.76) (52, 63)
Complete Response Rate, n (%) 90 (30%) 80 (28%)
Partial Response Rate, n (%) 119 (40%) 85 (30%)

p-value! 0.0011

NR: Not Reached; NE: Not Estimable.

Minimum follow-up was 16.7 months at data cutoff date 28 Aug2024.
a

Based on log-rank test stratified by the same factors as used in the Cox proportional hazards model. The p-value
threshold for statistical significance was 0.0095.

Based on Kaplan-Meier estimates.

HR from a Cox proportional hazards model stratified by tumor sidedness (left vs right) and prior lines of therapy
(0. 1,>2) per IRT.

Based on Cochran-Mantel-Haenszel test stratified by the same factors as used in the Cox proportional hazards
model. The p-value threshold for statistical significance was 0.006.
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Figure 24: Progression-free Survival (All lines OPDIVO + Ipilimumab vs
OPDIVO) - CHECKMATE-8HW
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Treatment of MSI-H or dAMMR mCRC after Progression Following Treatment with a
Fluoropyrimidine, Oxaliplatin, and Irinotecan

CHECKMATE-142 (NCT02060188) was a multicenter, non-randomized, multiple parallel-
cohort, open-label trial conducted in patients with locally determined dMMR or MSI-H metastatic
CRC (mCRC) who had disease progression during or after prior treatment with fluoropyrimidine--,
oxaliplatin--, or irinotecan-based chemotherapy. Key eligibility criteria were at least one prior line
of treatment for metastatic disease, ECOG performance status 0 or 1, and absence of the following:
active brain metastases, active autoimmune disease, or medical conditions requiring systemic
immunosuppression.

Patients enrolled in the single agent OPDIVO MSI-H mCRC cohort received OPDIVO 3 mg/kg
by intravenous infusion (IV) every 2 weeks. Patients enrolled in the OPDIVO and ipilimumab
MSI-H mCRC cohort received OPDIVO 3 mg/kg and ipilimumab 1 mg/kg intravenously every 3
weeks for 4 doses, followed by OPDIVO as a single agent at a dose of 3 mg/kg as intravenous
infusion every 2 weeks. Treatment in both cohorts continued until unacceptable toxicity or
radiographic progression.

Tumor assessments were conducted every 6 weeks for the first 24 weeks and every 12 weeks
thereafter. Efficacy outcome measures included ORR and DOR as assessed by BICR using
RECIST vl.1.

A total of 74 patients were enrolled in the single-agent MSI-H mCRC OPDIVO cohort. The
median age was 53 years (range: 26 to 79) with 23% >65 years of age and 5% >75 years of age,
59% were male and 88% were White. Baseline ECOG performance status was 0 (43%), 1 (55%),
or 3 (1.4%) and 36% were reported to have Lynch Syndrome. Across the 74 patients, 72% received
prior treatment with a fluoropyrimidine, oxaliplatin, and irinotecan; 7%, 30%, 28%, 19%, and 16%
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received 0, 1, 2, 3, or >4 prior lines of therapy for metastatic disease, respectively, and 42% of
patients had received an anti-EGFR antibody.

A total of 119 patients were enrolled in the OPDIVO and ipilimumab MSI-H mCRC cohort. The
median age was 58 years (range: 21 to 88), with 32% >65 years of age and 9% >75 years of age;
59% were male and 92% were White. Baseline ECOG performance status was 0 (45%) and 1
(55%), and 29% were reported to have Lynch Syndrome. Across the 119 patients, 69% had
received prior treatment with a fluoropyrimidine, oxaliplatin, and irinotecan; 10%, 40%, 24%, and
15% received 1, 2, 3, or >4 prior lines of therapy for metastatic disease, respectively, and 29% had
received an anti-EGFR antibody.

Efficacy results for each of these single-arm cohorts are shown in Table 7077.
Table 7077: Efficacy Results - CHECKMATE-142

OPDIVO? OPDIVO and Ipilimumab”
MSI-H/dMMR Cohort MSI-H/dMMR Cohort
All Patients Prior Treatment All Patients Prior Treatment
(n=74) (Fluoropyrimidine, (n=119) (Fluoropyrimidine,
Oxaliplatin, and Oxaliplatin, and
Irinotecan) Irinotecan)
(n=53) (n=82)
Overall Response Rate per 28 (38%) 17 (32%) 71 (60%) 46 (56%))
BICR; n (%)
(95% CI)® (27, 50) (20, 46) (50, 69) (45, 67)
Complete Response (%) 8 (11%) 5 (9%) 17 (14%) 11 (13%)
Partial Response (%) 20 (27%) 12 (23%) 54 (45%) 35 (43%)
Duration of Response
Proportion of responders 86% 94% 89% 87%
with >6 months response
duration
Proportion of responders 82% 88% 77% 74%
with >12 months response
duration

& Minimum follow-up 33.7 months for all patients treated with OPDIVO (n=74).
b

C

Minimum follow-up 27.5 months for all patients treated with OPDIVO and ipilimumab (n=119).

Estimated using the Clopper-Pearson method.

14.12 Hepatocellular Carcinoma
Treatment of Unresectable or Metastatic Hepatocellular Carcinoma (HCC)

CHECKMATE-9DW (NCT04039607) was a randomized (1:1), open-label trial in adults (18 years
of age or older) with unresectable or metastatic HCC. Patients had histologically confirmed HCC,
Child Pugh Class A, ECOG performance status 0 or 1, and no prior systemic therapy for advanced
disease. Esophagogastroduodenoscopy was not mandated prior to enrollment. The trial excluded
patients with known fibrolamellar HCC, sarcomatoid HCC, or mixed cholangiocarcinoma and
HCC, active autoimmune disease, brain or leptomeningeal metastases, a history of hepatic
encephalopathy (within 12 months of randomization), a platelet count <60,000, clinically
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significant ascites, medical conditions requiring systemic immunosuppression, infection with HIV,
or active co-infection with hepatitis B virus (HBV) and hepatitis C virus (HCV) or HBV and
hepatitis D virus (HDV).

Patients were randomized to receive either:

e OPDIVO 1 mg/kg administered intravenously over 30 minutes in combination with
ipilimumab 3 mg/kg administered intravenously over 30 minutes every 3 weeks, for a
maximum of 4 doses, followed by single agent OPDIVO at 480 mg administered intravenously
over 30 minutes every 4 weeks, or

e Investigator’s choice:

o Lenvatinib 8 mg orally daily (if body weight <60 kg) or 12 mg orally daily (if body
weight >60 kg), or

o Sorafenib 400 mg orally twice daily

Randomization was stratified by etiology (HBV vs. HCV vs. non-viral), macrovascular invasion
and/or extrahepatic spread (present or absent), and alpha-fetoprotein levels (=400 or <400 ng/mL).
Study treatment for OPDIVO in combination with ipilimumab continued until disease progression,
unacceptable toxicity, or up to 2 years. Patients who discontinued combination therapy because of
an adverse reaction attributed to ipilimumab were permitted to continue OPDIVO as a single agent.
Treatment beyond RECIST 1.1 defined disease progression was permitted if the patient was
clinically stable and considered to be deriving clinical benefit by the investigator. Tumor
assessments were performed at baseline, after randomization at week 9 and week 16, then every 8
weeks up to 48 weeks, and then every 12 weeks thereafter until disease progression, treatment
discontinuation, or initiation of subsequent therapy. The primary efficacy outcome measure was
OS in all randomized patients. Additional efficacy measures included BICR-assessed ORR and
DOR based on RECIST 1.1 criteria.

A total of 668 patients were randomized to receive OPDIVO in combination with ipilimumab
(n=335) or investigator’s choice (n=333) of lenvatinib or sorafenib. In the investigator arm, 85%
and 15% of treated patients received lenvatinib or sorafenib, respectively. The trial population
characteristics were median age 66 years (range: 20 to 89), with 53% >65 years old; 82% male;
53% White, 44% Asian, 2.2% Black; 12% Hispanic or Latino, 48% Not Hispanic or Latino, 40%
not reported. Baseline ECOG performance status was 0 (71%) or 1 (29%). Thirty-four percent
(34%) of patients had HBV infection, 28% had HCV infection, and 36% had no evidence of HBV
or HCV infection.

Nineteen percent (19%) of patients had alcoholic liver disease and 11% had non-alcoholic fatty
liver disease. The majority of patients had BCLC stage C (73%) disease at baseline, 19% had stage
B, and 6% had stage A. Patients with Child-Pugh scores of 5, 6, and 7 were 77%, 20%, and 3%,
respectively; 1 patient with Child Pugh 8 was enrolled. A total of 54% of patients had extrahepatic
spread; 25% had macrovascular invasion; and 33% had AFP levels >400 pg/L.

CHECKMATE-9DW demonstrated a statistically significant improvement in OS and ORR. The
minimum follow-up was 26.8 months. Efficacy results are shown in Table 78 and Figure 25.
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Table 78: Efficacy Results - CHECKMATE-9DW
OPDIVO and Ipilimumab Lenvatinib or Sorafenib
(n=335) (n=333)

Overall Survival
Deaths (%) 194 (58%) 228 (68%)
Median (months) 23.7 20.6
(95% CI) (18.8,29.4) (17.5,22.5)
Hazard ratio 0.79
(95% CI)* (0.65.0.96)
p-value® 0.0180
Overall Response Rate, n (%)° 121 (36.1) 44 (13.2)
(95% CI) (31.0.41.5) (9.8.17.3)
M <0.0001
Complete response (%) 23 (6.9) 6(1.8)
Partial response (%) 98 (29.3) 38(11.4)
Duration of Response (months)®
Median 304 129

95% CI (21.2,NR®) 10.2,31.2
Range 1.5+, 36.9+ 2.1+, 32.5+

3 Based on stratified Cox proportional hazard model.

 Based on a 2-sided stratified log-rank test. Boundary for statistical significance: p-value <0.0257.

¢ Assessed by BICR using RECIST 1.1.

4" Based on a 2-sided stratified Cochran-Mantel-Haenszel test. Boundary for statistical significance: p-value <0.025.

° NR: Not Reached.
+ Censored observation.
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Figure 25: Overall Survival - CHECKMATE-9DW
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Previously Treated Hepatocellular Carcinoma

CHECKMATE-040 (NCT01658878) was a multicenter, multiple cohort, open-label trial that
evaluated the efficacy of OPDIVO as a single agent and in combination with ipilimumab in
patients with hepatocellular carcinoma (HCC) who progressed on or were intolerant to sorafenib.
Additional eligibility criteria included histologic confirmation of HCC and Child-Pugh Class A
cirrhosis. The trial excluded patients with active autoimmune disease, brain metastasis, a history
of hepatic encephalopathy, clinically significant ascites, infection with HIV, or active co-infection
with hepatitis B virus (HBV) and hepatitis C virus (HCV) or HBV and hepatitis D virus (HDV);
however, patients with only active HBV or HCV were eligible.

Tumor assessments were conducted every 6 weeks for 48 weeks and then every 12 weeks
thereafter. The major efficacy outcome measure was confirmed overall response rate, as assessed
by BICR using RECIST v1.1 and modified RECIST (mRECIST) for HCC. Duration of response
was also assessed.

The efficacy of OPDIVO in combination with ipilimumab was evaluated in 49 patients (Cohort 4)
who received OPDIVO 1 mg/kg and ipilimumab 3 mg/kg administered every 3 weeks for 4 doses,
followed by single-agent OPDIVO at 240 mg every 2 weeks until disease progression or
unacceptable toxicity. The median age was 60 years (range: 18 to 80), 88% were male, 74% were
Asian, and 25% were White. Baseline ECOG performance status was 0 (61%) or 1 (39%). Fifty-
seven (57%) percent of patients had active HBV infection, 8% had active HCV infection, and 35%
had no evidence of active HBV or HCV. The etiology for HCC was alcoholic liver disease in 16%
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and non-alcoholic fatty liver disease in 6% of patients. Child-Pugh class and score was A5 for 82%
and A6 for 18%; 80% of patients had extrahepatic spread; 35% had vascular invasion; and 51%
had AFP levels >400 pg/L. Prior cancer treatment history included surgery (74%), radiotherapy
(29%), or local treatment (59%). All patients had received prior sorafenib, of whom 10% were
unable to tolerate sorafenib; 29% of patients had received 2 or more prior systemic therapies.

Efficacy results are shown in Table 779. The results for OPDIVO in combination with
ipilimumab in Cohort 4 are based on a minimum follow-up of 28 months.

Table 7479: Efficacy Results - Cohort 4 of CHECKMATE-040

OPDIVO and Ipilimumab
(Cohort 4)
(n=49)
Overall Response Rate per BICR,” n (%), RECIST v1.1 16 (33%)
(95% CI)° (20, 48)
Complete response 4 (8%)
Partial response 12 (24%)
Duration of Response per BICR,” RECIST v1.1 n=16
Range (months) 4.6, 30.5+
Percent with duration >6 months 88%
Percent with duration >12 months 56%
Percent with duration >24 months 31%
Overall Response Rate per BICR,? n (%), mRECIST 17 (35%)
(95% CI)° (22, 50)
Complete response 6 (12%)
Partial response 11 (22%)

? Confirmed by BICR.

Y Confidence interval is based on the Clopper and Pearson method.



]27X7 |17va DTy

?09NnNn 1T an%? .1

1 719107 NN ATOIN

ann'‘n aion 11y jvho

D'T71 DA1ANA 719'07 NTvIM (ipilimumab) axknin'7'9'R Dy 2'7'wa IX T'N* 719'00 DFT9IN ©
A(nmnaix nnma X7) naTEnn nninn oy nuni 12 1an

[IB 2%wa nnin7n oy n7vni 12 7an o791 0Maiana (adjuvant) o'wn 719'00 nIM TT9ING ©
XM non nrY IV i IIC,

(non-small cell lung cancer) D11V DI'XY O'XN 20N NIXM [VIO

,(platinum-doublet chemotherapy) ni1'0'7s 79onn 'onIN' 27wn Dy A17'wa ,IATOIN_ O
4 79 77122 0'71T2) NN NIRM V10 DY 0DNAIANA (neoadjuvant) 'NiINt 0T 719'07 NTYIM
.00 DI'RY D'RN 20N (N9N'™7 NIVI7A D'AWN IR N7vnl n"o

nTvi'n (platinum-doublet chemotherapy) ni1'v'7o 7'onn 'oanM'® 2A%wn Dy A7'wa AT9IR. ©
D0 DI'XY D'RN 20N NIXN VY0 DY DAIANA (heoadjuvant) 'ninti oTR 719'07
2w v oy L (non'? nivita 7w ninaiwn oy IX awnin"o 4 Y 71122 n'7ima) n'tma L(NSCLC)
Anx? .71ma ALK I EGFR nmaa oma'w X791 ,0'wwni 1% 2w aiv'wa 2iman 'kna PD-L1
.(adjuvant) n"7wn 719'07 NTVI'M T'N' 719'02 ATOIR ,NINID

700 '9nim A%wn Y 719'0 Nitnn awi (ipilimumab) aknin'7'o'x oy AW ,ATOIR ©
NIXM VY0 DY DMAIANA [IYK 17 '719'0d NTYIM ,(platinum-doublet chemotherapy) ni'u'o
M1maa ALK i EGFR praa nvi'w X7471,0m07 DI'RY D'RN 21010 TN IX 'MNNA

DN7NNY D10R DI'RY O'RN 2101 'MNNA NIXRA [VI0 DY DNAIANA 719'07 NTYIM AMT9IN ©
.011'079 NOOIAN N'D9ININA 719'0 INKYT IR 719'0 T N ANTPNN

NIt 'XN 7w jvHo - (malignant pleural mesothelioma) nqIx79n 7w a1 'xnn NIt
(7N NDVYN) VTR DN DX D'ADIND

NNI'7NITA DY 0NN IV 17 71907 N1y (ipilimumab) aknim'7'9'x oy 2'7'wa 12 ToIN
.MINT9N 7w DN X7 DR

(advanced renal cell carcinoma) nTznn ar'75a 'xn jvYo

INT |UN0 DY DMAIRNA [IWXD 17 719107 N7y (ipilimumab) Axnn'?'o'x Dy 217'w2 1A' TOIX ©
.NNI22 IX N1 [12'0 NANTA ,0TPNN YD

NI |UY0 DY DNAIDNA [IWXD 7 719'07 NTVI (cabozantinib) 21'vaTIAp Dy A7'Wa ' TOIX ©
.0Tpnn n'D

-'0IX 719'0 172'PY DTPNN N7 'KN |VI0 DY DMAIANA 719'07 NTYIM TN 719'00 DFTOIR ©
.DTIR 22NN

(0Th JuN0 7w 210) 'OX'7 10N ANION™? 'P"ATIN

NK? ANTRPNN IR DTAW 'OX7{7 2101 NNI9N'7 'P'2TIN DY DMAIAN2 719'07 NTVIM 12TOIN
IN brentuximab vedotin nonna 719'01 (N'A1710IX) 2MXY VAN VT2 'RNNMUN ©
.(M7101IX) MXY VAN YN 'RN NNUN 7710 0'Moo'o 7190 My MNIMIR 3 ©

(squamous cell carcinoma) XN YN YW Wjpwp 'R0 VYO
ARIXNT WRIN 7Y WpWR 'RN V10 7W NINNA IR NI DY D20 719'07 NTYIM 127T9IN
.D1'UY79 001NN 'DININ' 719'0 WNXYT IX *Td N NNTPNN DN7NNY

INUN N'NIDYY IX MWD DITA [VN0 - (urothelial carcinoma) 7nMIxn '"n YW ANy

[MUN N'NISYY IX NWN DT (V10 DY DMAINA (adjuvant) 0'7un 719'00 NTVIM 2MTOIX ©
H1Iman YW N7z T non nKY n7nnn nnwa nna 1>'oa

[MYN 'DITA VN0 DY DMAIANA [IYRY 17 719'07 NTYI'M ['AXV'NYNAL ['U790'Y DY AI7'WA A TOIR - ©
SNNNA IR NN 1'RY L, NYUN DNID7Y IX



N'NI9YY IN [NWA D772 'MINA IX N'AIZA DTPNA (V10 DY DMAIANA 719'07 NTvIM 1AMT9IR o
mwn

DI2'0UY79 NOOIAN N'OININ'D 719'0 TNKYT IX 17NN NNTPNN DN7NNY INR? - ©
N ,010'079 NOOoIAN N'9NIND 719'0N D'WTIN 12 17nN2 NN TpNn DN7NAY N7 - ©
.nim1 nxY (adjuvant) o'7wn 71910 IX (neoadjuvant) 7IT'an n1on7 NN 197

N7In7nA IX 0an 'yna ¥ 'MNa jvho
12 72an 0'171 DN WK 1R 7219'07 n1vi (ipilimumab) aknin'7'9'X Dy A17'wa 'TOIX ©

mismatch repair ) dAMMR xvann n7In'7nn IX 0an 'wnin 7v 'M1NA IX N'MA X7 |10 DY nwnl

.(microsatellite instability-high) MSI-H 1x (deficient

71 0771 0NaaN 719'0%7 NI (ipilimumab) axnm'7'o'x oy AI7'WA IX TN 719'00 IFTOIN ©
(mismatch repair deficient) dIMMR xvann n7in7nn Ix 0an 'van 7w 'NnNa jvho oy nwnl 12
T TMMDNIRITOA 719'0 WINK? NnTENN DN7nnw | (microsatellite instability-high) MSI-H 1x
RO [P07917077IR

(hepatocellular carcinoma) 72> Ju10

DY 72D |V10 DY DNAIANA 719'07 NTYIM (ipilimumab) AxnM''9'R DY 2I7'wa 12TOIR
.(sorafenib) 2n9x1102 719'0 AnX7? (Child-Pugh A) n'77 n'12> Ny

[UI0 DY DMARNA WX IR 719'07 nTvIm (ipilimumab) axnm'7'9'x Dy 21'7'wa 12 T9IX
.(Child-Pugh A) n7p n'125 ny'ao 0y ,'"MIN2A IX NN X7 12D

o

o

vYI JVNO

NNIX [0 IX VYI [VN0 7w X' NN TNKY (adjuvant) n'7wn 719'00 NTVIM 12 TOIXR
.NNMdN 197 M1ME-In' 719'02 17910W DNAIANA ,NAIZIND 17NN NNIXY DY ,VYI-NAY?
17 219'0%7 NTYIM DI'V791 PT'ANONIRITD 002NN '9ININ'D 17Wn DY 217'wA 127 TOIR
esophageal squamous ) wpwiz ‘KN 7U NNII'¥Ij7 210N VYI [UI0 DY DMAIANA [IYK]
n7vni 1% -2 PD-L1 Y@ 102 ny ,'NNa IXATIN,DTPnn Nt kv cell carcinoma)
MITan 'xnn

010 DY DMAN] [IWKR) 17 719'07 NI (ipilimumab) axnin'7'o'x oy 2A17'wa 12 T9IR
n'n1 n1'kw (esophageal squamous cell carcinoma) wipwiz 'RN 7w NI aion vwi
Sman 'xnn nni 1% -2 PD-L1 7w ot oy ,'mima X nin o Tnn

esophageal ) wpwiz 'RN 7¥ NNI'XIj7 2100 VYI [VI0 DY DNAIANA 719'07 NTYIM 1'TOINR
DTI 719'0 INKXY ,'MINA IR TN ,DTPNN NN 1'RY ,(squamous cell carcinoma
.DI'0Y91 FTNMI'9NIRIZO NO0IAN N'9ININDA

@)

VYIIN 7Y ANI'YXIPITRI DYI-NA'R NNIX (VIO ,NA'? [VIO
U0 DY DMAIANA 719'07 NTYIM DI'V?9I FTNRMDNIRITOY N7'DNN N'OININ'D DY 2U7'WA 12FTOIN
LOUIIN 7Y NNIARINTR IR VY NP DAY ,N2YN 7¢ 'MAma IR DTpnn Nl XY

LU079INI-'VIN IN'VION nxiye

N9NNA UIn'wn 1947 .2

(Polysorbate 80) 80 valio™1® n'7'on 1A' TOIX

2 105w ppiapa maa'n 2.14 -1"n 4 v pimiapa 792 80 21019 a'n 0.94 A'7'on N9INNN

DWW NINYX 72V 17 VIT DX KON DX VT W N Nian? nna? o717y n'oaliotin

209NN Ynnwn 1D .3

.N91ND NIXIINYT DXNNA T'AN 1'WON] UNnYa? vt
2'WONA 719100 [DINI [12'Y7 YA NIV 'K DX NPNN IR X9 DY 2ITa7 'y
.TA'72 X9 T 2y 1yap" 719'0n [9INI [12'ND

30 Ix nipT 60 YWNa NTIFIM NNIY NIYXARY TN NN IRIDIN NIXN "T-70 NIN1A 12MTOIN
.NONN YaR'y NN |17 OXNNA  NIpT
22N NNRY NN NITND Ny 4 73 IX 0w 73 795 0T NINA R, TA7 NN QFTOIN TWUNRD e



NINM V102 719'0 1Y LYY ,(ipilimumab) AaknM"7'o'x DY 2A71WN 719'02 NINM ATOIN UKD
YRR '719'0 1wl (non-small cell lung cancer) D1V DI*RY D'XN 210N 'NINA
Qwn7-3"Re? niviaw 3 73 775 10T NN 1TOIR ,(QWNNA NRD) NIRTON 7w N'RAn nnifnitn2
25 T27 [N 2T9IR L, PN NKY .o MK N (ipilimumab) axknm '7'ox 719'0 nion 41y
.2p7n DNRY N1 NN Nviaw 4 75 Ik DY

,nin1n 1947 (non-small cell lung cancer) n'av DI'XW D'RN 210N NIRM V102 719'0 NIAY

25 (no011 N'OYNIM' NONNI DI'YYTD N'7'INN N'9INIAY) 'OININ'D 27WN DY 217'WA NINY 1A'TOIN
1197 1IN '9ININ'D 2A7WN DY 217'WA 1ATOIR 0'AY0N DMPNA 719'0 Nithin 3 Ywn? niviaw 3

4 75 727 NINY IATOIR ,NINYN INK7 YN 71910 NIThn 4 TV Ywn? Dy awi?y 75 nimian
SN 797 nv Ty Ny

WX (non-small cell lung cancer) D1V DI'RY D'RN 10N 'NINA NIKN VIO 7190 QY
,(ipilimumab) axnn'7'o'x Dy 271Wn 719'02 NIN1I 2FTOIRWD ,§1A2 09011 DNITR? LYONN

2N 707 DM qwn? niviaw 6 7 nan (ipilimumab) aknm™'orxi niviaw 3 75 NN 12T9IR
M19'0 NIThn 1w qwn? niviaw 3 75 '9nm 219'0 YW NN Da 771N

NIIAY 3 70 IN D"YIAY 72 NI AMTOIXR ,NIIXON 7 NRAn ani'nima 71910 1y

AN 7% ovmw qwn? niviaw 6 75 [N (ipilimumab) axknim' 7o

NN Q'TOIX ,2'7'01TIARZ DY 271UN 719'02 NINY IAMTOIN AWKXD ,0TPNN N7 'RN [VI0] 719'0 V1Y
70T DI DYD [NI'N 2'0ITIR 72N NNRY 1IN NI7ND Nviaw 4 95 IX o'y 73 990 1M
.NoN

DY 217'w2 NINI 12FTOIR TWRD ,'MNNA IX DM 1I'RY [NYN N'NI9TY IX MW DT [U10 1IaY

257 '719'0 "uThn 6 YwN'7 niviaw 3 75 NIN ATOIR ,[FARVYNAL ['U790'X NI'DININ'DN NISNNN

4 75 Ix D"YIAY 7> T'N' 719'0D NN IAMTOIX |91 INKY .0 INIKA NN A'9ININDN NI

.7apn ANRY NN NITND NIvY

VYI |VN02 719107 DI'OY79I 'TMMI'DNIRITO 00IANN 'OININ' 27WN DY AI7'W NINI IA'TOIX TWUND
75 minn 12 19IX (esophageal squamous cell carcinoma) wpwiz '®n 7w Nni'¥7 aion

QNN D% oMy qun? niviaw 4 ' Ik 0tving

NN 7w NN aion bYi (V102 719107 (ipilimumab) axnmM'7'o'x DY 2I7'WA NINI 1AM TOIR TWUKD
niviaw 3 7 I 0riaw 75 nana 2r9IN (esophageal squamous cell carcinoma) wpwp
AN 7 ovmw qun? niviaw 6 75 nana (ipilimumab) axknm* 7o

NN 2FTOIN TWKD ,VWIIN W NIRRT VWI-NAR DALY V101 ,NA'7 (U102 7190 1Y

75 IN D"VIAY 7D NN ACTOIN ,DIY0YO1 PTNM9NINITO 07NN N'ONIN'D DY A71wn 719'01

.DI'N IMIX2 NN A'DININDN NI 727 DU'MIY (wn? 7270 NNXY N1 NN NIVIAY Nl
.IPT 72'0 0'719'0 NNdY7 V7N 790NN X9NN

DTN 790NN XONN DY YR JIX ,719'07 Y'an7 NNOY DX IX 17 YAj73¥ 719107 y'an? 712! J1'R DX
M21910% UTN TYIN YIap'? nan 7y MWONRN

X172 niysin .4

:NI90N 'XII'7 NIYSIN

:NI771D T'N' 719'0D 1A' TOIN 7V X7 NIYOIN

1100 yinn n'wnnwn 1-10-2 nIy'sIy niysin ,(common) NINDVY 'XII?7 NIYSIN

270 X7 27 avp

(iridocyclitis) mn 9l 'vn n'nwpa g7

N'M9IN'1) N9 NWINNA NI7AN AR IX YIXPY ,NW7IN ,NYINN 101N NXVANNN DAXy N77T
(n'op'nI nmwiInn

'Wna NIpInn

(0'v'univo) N 77N DA IX D'WYD

,NAXN 7¥ NNTMI97 NITA ,NITAN 0'NY7¢ NINFTR NI DY9INT NNYIAY NNInn iy n'a
(erythema multiforme) qian "xwi 0190 72y 0'MY9Y71 0''921 NIY'NNNY

(2'OXR'719077X 0'V'UNNT) DANNI DMITRA 9171 NIMINTRA IRVINNAY YA DINN NPT
(0'Tx™MI109) NNO0



,NAN'YI XIP7 DNA7 D717V AWK ("NINTD 0'79N) NINMN DX QOIYN YTRD 7702 771 NNQVXN e
DINYI NTN2 AXd7 DA DMWY

(NN DT WNR) MXM Q'NON e

NN'Y1 XIZ NN YRI 7YY DIETNN NN'wid N1Y9IRNN (0'0MNIMINID) AXMIN NN NPT e
21y

W' 71V'WI NN XA NIYOINAY (NRIX'U0N0I'XR NINM N7NN) AN W NMngd fan72nn e

NI NIP70¥N7 NNl

(DmM¥'p Nn'wl "wiz) N'Nn'wl n7'oo '

N9™MN N7 Yo

DT N7X

MIN'2N 2¥N2 N2 T

Fawaa-anen)(N'p7n nn'on 7712) n''yn nn'on

(o'v'717) 0an 'wnin U NPT

7201 Niva

a1y war

(nn'n) 07111 NN2VYNN NRXIND NNIS] [V

VWi NI DIN'T

N9 warr

NYoY N'INT N7nNn

nysw e

minminy e

'I7 NIYOINN AXXIMD NIM-~ ®

(neuritis) naxy np7T e

, DMWY NYZIN ,AYIND 10IN IX NYINNA AT ,7IW] DRI [U9INAN 7200 MR7IA'D9N QXY PIN'Y. e
(peroneal nerve palsy) Nn1"9Ix NY*7X IX NVINY 727 > DIMN DN

NN'YI DT DINT e

(N'MoIM) I8N ARYIND K7W DY NY7IN DN DY

(o'o'Tm) oW N

7M1 NIYNT NIVIZA 'Y NOPZIN [1I0'NN NN MY n7nn ,(Sjogren’s syndrome) Naw namon

(NMONMINI?TID0) NTYUN TINY 7190 N2WN 770 N TAW NND D'P9N Np7T__ e

DONIF NIVI7A T 7V D'YIDINN DIININD DNNA AT (7207TX) D220 DN NIVIZA NP'90 'R @
(n1'7220 7yn ningimnY ,n"on

11,000 3 inn o'wnnwn 1-10-2 niy'smv niysin ,(Uuncommon) NINDVY [I'XY X117 NIYOIN
|MNIDTYN? e

MIXNO NN
21>'vin N>Na DIN'T
mIn'T 07N

ovIn N71V0'9

771D (ipilimumab) axknIn'7'9'X DY 1A' T9IX 7Y A71WUN [NNa 'XI'7D NIYDIN

1100 yinn p'wnnwn 1-10-2 niy'simv niysin ,(common) NINDWY 'Xil'7 NIYSIN

2y 7Y 0NN 0'AND 0'Y'DIN DAY 7NN L,(NPna) 7o

NI 0T YNy

(nMp*19') DT 110 7w NN nm

"N Nipann

[21,NN'W1 X7 DNAT7 D717V WK ("1IR79 0'79N) NIRNN DX qUIVD VTR 7702 771 DN2VYD
DINYI NTN2 AXD7 DMWY

(NN DT WNR) MR q'NON e



(o'0'mo19'0) NN NN NLIPA NRYT
niwarnn

N9MN N7 Yo

T2 VIR

D'PN X7 12D "TIPON

12> N7'90 'N

N'T2D NI

VWi NI DIN'T

'NI7 NIYSDINN NRXIND NN

(N'MoIM) I8N ARYIND K7W DY NY7IN DN DY

(o'o'tim) oY NPT

(neuritis) n1axy np'7T

, DY NYZIN ,NYINN 101N IX NYINNA DTN ,ZIW2 DANDA [UOINAN 7202 MIX7IA'9N AXY] PIn'Y
(peroneal nerve palsy) n'1'oIx NY'™¥ IX NVIY 721 93 DIAN DAPNAI

701 NIYNT NIVIZA 1P'Ya NOFZIN [1I0'NN N> NAY n7nn ,(Sjogren’s syndrome) Naw namon
(N'MONMINI?'TAID0) NI TYUN TINY 71910 X N1YN 7720 NTAY N1Nd 019N N7t

(n'op'n N'MBIN) D720 IX DT NIDIA NANY IX YIXPY ,ARD ,NYIND 10IN

M"Y NNIYZN NN

(0an 'wnn IX P70 'vnin 7w) D''yn nn'on

|NYn '5772 DIN'T

212'y n>wna DT

(o'v'uxM719) 2727 N7

11,000 yinn o'wynnwn 1-10-2 NIy'sIny Niyoin ,(uncommon) NINDY [I'RY X117 NIYSIN

(0rv™79x¥18) NN 7w NPT

M7 NN Y 7w NpeT

(oru'xaIX) NN NP7T - ['Ya NIMINTRI AXD
(0'u'TpI) %0 Y NE7T

N901 N'9ININ'D A9INNI DI'V7O 27NN A'DININD DY IAMTOIX 7W A71WNn NN 'XI'7A NIYDIN

ni7'm

1100 yinn n'wnnwn 1-10-2 niy'smv niysin ,(common) NINDY 'XII'7 NIYSIN

NINM NP7T

(n'op7'91x NaNAN) NYWR NNYR NN
N9"MN NN NYIO

DT NN

"MXM 9'NON

'NII7 NIYOINA NXRYIND NN

11,000 y1nn p'wnnwn 1-10-2 niy'smy Niysin ,(uncommon) NIN'Y X7 'XiI7 NIYOIN

'‘NM yVN'x

NN'WI N7 ,NN'W "YWL 71Y'wa D17Nn NNn'waa NItoIXNN (0'01ININID) NX'NIN NN NP7T

21yl
(o'u'71p) 0an 'wnn v nphT

N9"N N'7'7 Ninon

mT vy

(o'v'TapI'n) 270 2w NpT

(o'o'ti') DY\W NPT






