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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, Ill, 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).

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 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

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.

OPDIVO, in combination with cisplatin and gemcitabine, is indicated for the first-line

treatment of adult patients with unresectable or metastatic urothelial carcinoma.

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 (dIMMR) Metastatic
Colorectal Cancer

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

Hepatocellular Carcinoma

OPDIVO, asa-singleagenter 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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OPDIVO (nivolumab 10 mg/mL)

Concentrate for solution for infusion

FULL PRESCRIBING INFORMATION

1 INDICATIONS AND USAGE

1.1 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 IIB, 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 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 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.

1.5 Malignant Pleural Mesothelioma

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

1.6 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.



1.7 Classical Hodgkin Lymphoma

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

e autologous hematopoietic stem cell transplantation (HSCT) and brentuximab vedotin, or
e 3 or more lines of systemic therapy that includes autologous HSCT.
1.8 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.

1.9 Urothelial Carcinoma

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.

OPDIVO, in combination with cisplatin and gemcitabine, is indicated for the first-line treatment

of adult patients with unresectable or metastatic urothelial carcinoma.

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

¢ 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.

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

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

1.1 Hepatocellular Carcinoma

OPDIVO,-as-a-single-agent-or 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.

1.12 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).

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



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

¢ 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.

1.13 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 Recommended Dosage

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



Table 1: Recommended Dosages for 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 OPDIVO as a Single Agent

Indication

Recommended OPDIVO
Dosage

Duration of Therapy

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 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

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)

Until disease
progression or
unacceptable toxicity

Adjuvant treatment of resected
esophageal or gastroesophageal
junction cancer

240 mg every 2 weeks

(30-minute intravenous
infusion)
or

480 mg every 4 weeks

(30-minute intravenous
infusion)

Until disease
progression or
unacceptable toxicity
for a total treatment
duration of 1 year




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



Table 2: Recommended Dosages of OPDIVO in Combination with Other
Therapeutic Agents

Indication

Recommended OPDIVO Dosage

Duration of Therapy

Unresectable or
metastatic melanoma

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

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

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)

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

Neoadjuvant treatment
of resectable non-small
cell lung cancer

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

In combination with platinum-doublet
chemotherapy for 3 cycles

Metastatic or recurrent
non-small cell lung

cancer

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

6 weeks
(30-minute intravenous infusion)
and histology-based platinum
doublet chemotherapy every 3 weeks

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

progression

2 cycles of histology-based
platinum-doublet chemotherapy




Malignant pleural
mesothelioma

3 mg/kg every 2 weeks
(30-minute intravenous infusion)
with ipilimumab 1 mg/kg every 6

weeks
(30-minute intravenous infusion)
or

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

weeks
(30-minute intravenous infusion)

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

progression

Advanced renal cell
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

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

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

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

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

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

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

over 30 minutes on the same day

In combination with ipilimumab

for 4 doses

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

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

Esophageal squamous
cell carcinoma

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

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

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

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

Chemotherapy: Until disease progression
or unacceptable toxicity

3 mg/kg every 2 weeks

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

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

In combination with ipilimumab until
disease progression, unacceptable toxicity,
or up to 2 years
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240 mg every 2 weeks
(30-minute intravenous
infusion) with

Gastric cancer, fluoropyrimidine- and

Gastr_oesophageal che nrl) é?ﬂ:;m_cggamznfeeks Until disease progression, unacceptable

JEuHCtLOH Calncer, and py every toxicity, or up to 2 years
sophagea or

adenocarcinoma 360 mg every 3 weeks

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

6 ADVERSE REACTIONS

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

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

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

6.1 Clinical Trials Experience

First-line Treatment of Unresectable or Metastatic UC

The safety of OPDIVO was evaluated in CHECKMATE-901, a randomized, open-label trial in
cisplatin-eligible patients with unresectable or metastatic UC [see Clinical Studies (14.9)]. Patients
received either OPDIVO 360 mg with cisplatin and gemcitabine every 3 weeks for up to 6 cycles
followed by single-agent OPDIVO 480 mg every 4 weeks up to 2 years (n=304), or cisplatin and
gemcitabine chemotherapy every 3 weeks for up to 6 cycles (n=288). Patients discontinuing
cisplatin alone were permitted to switch to carboplatin.

Among patients who received OPDIVO with chemotherapy, the median duration of OPDIVO
exposure was 7.4 months (range: 0.03 to 47.9 months). Serious adverse reactions occurred in 48%
of patients receiving OPDIVO in combination with chemotherapy. The most frequent serious
adverse reactions reported in >2% of patients who received OPDIVO with chemotherapy were
urinary tract infection (4.9%), acute kidney injury (4.3%), anemia (3%), pulmonary embolism
(2.6%), sepsis (2.3%), and platelet count decreased (2.3%). The most common adverse reactions
(reported in >20% of patients) were nausea, fatigue, musculoskeletal pain, constipation, decreased
appetite, rash, vomiting, and peripheral neuropathy.

Fatal adverse reactions occurred in 3.6% of patients who received OPDIVO in combination with
chemotherapy; these included sepsis (1%).

OPDIVO and/or chemotherapy were discontinued in 30% of patients and were delayed in 67% of
patients for an adverse reaction.
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Tables 33 and 34 summarize the adverse reactions and laboratory abnormalities, respectively, in

CHECKMATE-901.

Table 33: Adverse Reactions Occurring in >10% of Treated Patients -
CHECKMATE-901
OPDIVO and Platinum- Platinum-Doublet
Doublet Chemotherapy Chemotherapy (n=288)
Adverse Reaction (n=304)
All Grades Grades 3-4 All Grades Grades 3-4 (%)
(%) Y% Y%
Gastrointestinal disorders
Nausea 52 0.3 53 1
Constipation 30 0 28 0.7
Vomiting 23 1.3 19 2.1
Diarrhea® 19 2 14 0
Abdominal painb 14 0.3 9 0.3
General
Fatigue® 48 3.9 43 4.2
Edema’ 18 0 9 0.3
Pyrexia® 14 1 14 0
Musculoskeletal and Connective Tissue
Musculoskeletal pain® 33 3 21 0.3
Metabolism and Nutrition
Decreased appetite 30 1.6 19 1
Skin and Subcutaneous Tissue
Rash® 25 23 7 0.3
Pruritus 17 0.7 3.5 0

Nervous System Disorders

Peripheral neuropathy” 20 0.7 14 0

Headache' 11 0 S 0
Infections

Urinary tract infection’ 19 8 18 8
Endocrine disorders

Hypothyroidismk 17 0 0.3 0
Renal and Urinary Disorders

Renal dysfunction' 14 6 11 1.7
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Table 33: Adverse Reactions Occurring in >10% of Treated Patients -
CHECKMATE-901
OPDIVO and Platinum- Platinum-Doublet
Doublet Chemotherapy Chemotherapy (n=288)
Adverse Reaction (n=304)
All Grades Grades 3-4 All Grades Grades 3-4 (%)
% % %
Hematuria 11 1 7 14
Investigations
Weight decreased 11 0.3 6 0

Toxicity was graded per NCI CTCAE v4.

? Includes colitis, immune-mediated enterocolitis.

® Includes upper abdominal pain, lower abdominal pain, abdominal discomfort, epigastric discomfort,
gastrointestinal pain, and hepatic pain.

¢ Includes asthenia.
4 Includes peripheral edema, swelling, peripheral swelling, localized edema, swelling, face edema, testicular edema,

gravitational edema, and edema genital.
¢ Includes hyperthermia, body temperature increased and hyperpyrexia.
" Includes back pain, arthralgia, bone pain, arthritis, musculoskeletal chest pain, non-cardiac chest pain, myalgia,
neck pain, pain in extremity, and spinal pain.
¢ TIncludes maculopapular rash, erythematous rash, macular rash, papular rash, pustular rash, acneiform dermatitis,
dermatitis, allergic dermatitis, atopic dermatitis, exfoliative rash, eczema asteatotic, erythema multiforme, palmar-
plantar erythrodysesthesia syndrome, eczema, dermatitis exfoliative generalized, and skin exfoliation.
Includes paresthesia, peripheral sensory neuropathy, hypoesthesia, dysesthesia, neuralgia, hyperesthesia, peripheral
motor neuropathy, polyneuropathy.
Includes occipital neuralgia.

Includes urosepsis, cystitis, pyelonephritis, pyelonephritis acute, urinary tract infection enterococcal, escherichia
urinary tract infection.

Includes blood stimulating hormone increased.
Includes acute kidney injury, renal failure, renal impairment, glomerular filtration rate decreased, anuria, azotemia.

h

i

k

Table 34: Selected Laboratory Abnormalities Worsening from Baseline®
Occurring in >20% of Patients - CHECKMATE-901

OPDIVO and Platinum- Platinum-Doublet Chemotherapy
Laboratory Abnormality Doublet Chemotherapy (n=288)
(n=304)
Gra(:/(:)s 1-4 Gra(:/(:)s 34 Gra(:/(:)s 1-4 Grades 3-4 (%)

Hematology

Anemia 88 21 80 21

Neutropenia 82 35 76 28

Lymphopenia 71 17 56 13

Thrombocytopenia 60 13 51 8

Chemistry
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Table 34: Selected Laboratory Abnormalities Worsening from Baseline®
Occurring in >20% of Patients - CHECKMATE-901

OPDIVO and Platinum- Platinum-Doublet Chemotherapy
Laboratory Abnormality Doublet Chemotherapy (n=288)
(n=304)

Increased creatinine 53 24 42 1.1
Hypomagnesemia 48 3.8 39 1.5
Hyponatremia 43 13 39 8

Hyperglycemia 41 3.9 37 3.2
Hypocalcemia 36 2.1 24 1.1
Hyperkalemia 33 3.0 32 1.1
Increased amylase 32 4.2 23 3.6
Increased AST 31 24 17 0.7
Increased ALT 29 24 19 0.7

? Each test incidence is based on the number of patients who had both baseline and at least one on-study laboratory
measurement available: OPDIVO group (range: 289-301 patients) and chemotherapy group (range: 265-281
patients).

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 the-CHECKMATE-040, a multicenter, multiple cohort, open-label trial /see Clinical Studies

(14.11)] who progressed on or were intolerant to sorafenib. OPDIVO and ipilimumab were
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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.

Tables 2739 and 2840 summarize the adverse reactions and laboratory abnormalities,

respectlvely, n CHECKMATE 040 B&%%d—eﬂ—ﬁ&%d%%gP%ﬁFh%%&d—y—Ph%dﬂ%ﬂ—b%%&ﬁiﬁﬁFbe

Table 3739: Adverse Reactions Occurring in 210% of Patients Receiving OPDIVO in
Combination with Ipilimumab in Cohort 4 er-OPDIVO-in-Coherts1-and 2-of
CHECKMATE-040

Adverse Reaction OPDIVO and Ipilimumab OPBIVO

(n=49) m=154)
All Grades (%) Grades 3-4 (%) S Cendes 040 | Cndes 200000

Skin and Subcutaneous

Tissue

Rash 53 8 26 e
Pruritus 53 4 27 e
Musculoskeletal and
Connective Tissue
Musculoskeletal pain 41 2 36 +9
Arthralgia 10 0 g e
Gastrointestinal
Diarrhea 39 4 27 13
Abdominal pain 22 6 34 39
Nausea 20 0 Bas 9
Ascites 14 6 9 26
Constipation 14 0 Bas 9
Dry mouth 12 0 9 9
Dyspepsia 12 2 g 9
Vomiting 12 2 s 9
Stomatitis 10 0 7 9
Sbdeminnldiienden 8 9 — 0
Respiratory, Thoracic and
Mediastinal
Cough 37 0 23 0
Dyspnea 14 0 13 +9
Pneumonitis 10 2 13 -6
Metabolism and Nutrition
Decreased appetite 35 2 22 13
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General
Fatigue 27 2 38 32
Pyrexia 27 0 18 06
Malaise 18 2 65 0
Edema 16 2 12 0
Influenza-like illness 14 0 9 0
Chills 10 0 39 0
Nervous System
Headache 22 0 H 0:6
Dizziness 20 0 9 0
Endocrine
Hypothyroidism 20 0 45 9
Adrenal insufficiency 18 4 06 9
Investigations
Weight decreased 20 0 7 0
Psychiatric
Insomnia 18 0 10 0
Blood and Lymphatic System
Anemia 10 4 19 26
Infections
Influenza 10 2 +9 0
Upper Respiratory Fraet 6 0 12 0
Lplzetes
Vascular
Hypotension 10 0 0b 9

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 3840: Laboratory Abnormalities Worsening from Baseline Occurring in >10% of
Patients Receiving OPDIVO in Combination with Ipilimumab in Cohort 4 or

OPDIVO as a Single Agent in Cohorts 1 and 2 of CHECKMATE-040

OPDIVO and Ipilimumab OPDRO=
Laboratory Abnormality (n=47)
All Grades (%) | Grades3-4 (%) | Al Grades(%) | Grades3-4(%)

Hematology

Lymphopenia 53 13 B 15

Anemia 43 43 49 46

Neutropenia 43 9 19 13

Leukopenia 40 2.1 26 33

Thrombocytopenia 34 4.3 5 7
Chemistry

Increased AST 66 40 58 18

Increased ALT 66 21 48 +

Increased bilirubin 55 11 36 7

Increased lipase 51 26 37 -

Hyponatremia 49 32 ) L

Hypocalcemia 47 0 28 9
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Table 3840: Laboratory Abnormalities Worsening from Baseline Occurring in 210% of
Patients Receiving OPDIVO in Combination with Ipilimumab in Cohort 4 6¢

OPPIVO-as-aSingle Agent-in Cohorts1-and 2-of CHECKMATE-040

OPDIVO and Ipilimumab oPBbIVO=
Laboratory Abnormality (n=47)
All Grades (%) Grades 3-4 (%) S dles (040 Crpades 24

Increased alkaline 40 43 44 7
phosphatase

Increased amylase 38 15 34 6
Hypokalemia 26 2.1 12 07
Hyperkalemia 23 43 20 26
Increased creatinine 21 0 17 13
Hypomagnesemia 11 0 13 9

A -‘-‘. = ‘.‘

In patients who received OPDIVO with ipilimumab, virologic breakthrough occurred in 4 of 28
(14%) patlents and 2 of 4 (50%) patlents with actlve HBV or HCV at basehne respectlvely it

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
8.5 Geriatric Use

OPDIVO Ia-in Combination with Platinum-ContainineBeublet-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 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 (14.12, 14.13)].

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
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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 (14.9)].

OPDIVO Ia-in Combination with Ipilimumab and Platinum-Doublet Chemotherapy

Of the 361 patients with NSCLC who were randomized to OPDIVO in combination with
ipilimumab and platinum-doublet chemotherapy, 51% were 65 years or older and 10% were 75
years or older. No overall difference in safety was reported between older patients and younger
patients; however, there was a higher discontinuation rate due to adverse reactions in patients aged
75 years or older (43%) relative to all patients who received OPDIVO with ipilimumab and
chemotherapy (24%). For patients aged 75 years or older who received chemotherapy only, the
discontinuation rate due to adverse reactions was 16% relative to all patients who had a
discontinuation rate of 13%. Based on an updated analysis for overall survival, of the 361 patients
randomized to OPDIVO in combination with ipilimumab and platinum-doublet chemotherapy, the
hazard ratio for overall survival was 0.61 (95% CI: 0.47, 0.80) in the 176 patients younger than 65
years compared to 0.73 (95% CI: 0.56, 0.95) in the 185 patients 65 years or older [see Clinical
Studies (14.4)].

OPDIVO Ia-in Combination with Cabozantinib

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

14 CLINICAL STUDIES

14.9 Urothelial Carcinoma

First-line Treatment of Unresectable or Metastatic UC

CHECKMATE-901 (NCT 03036098) was a randomized, open-label study in patients with
previously untreated unresectable or metastatic UC. Prior neoadjuvant or adjuvant chemotherapy
were permitted as long as the disease recurrence took place >12 months from completion of
therapy. Patients who were ineligible for cisplatin and those with active CNS metastases were
excluded. Stratification factors for randomization were PD-L1 status (>1% vs. <1% or
indeterminate) and liver metastasis. Patients were randomized 1:1 to receive either:
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e OPDIVO 360 mg and cisplatin 70 mg/m? on Day 1 and gemcitabine 1000 mg/m? on Days 1
and 8 of a 21-day cycle of a 21-day cycle for up to 6 cycles followed by single-agent OPDIVO
480 mg every 4 weeks until disease progression or unacceptable toxicity. In the absence of
disease progression or unacceptable toxicity, OPDIVO was continued for up to 2 years from
first dose.

e Cisplatin 70 mg/m2 on Day 1 and gemcitabine 1000 rng/m2 on Days 1 and 8 of a 21-day cycle
for up to 6 cycles, until disease progression or unacceptable toxicity.

The major efficacy outcome measures were OS and PFS as assessed by BICR using RECIST v1.1.
Additional efficacy outcome measures included ORR as assessed by BICR.

The median age was 65 years of age (range: 32 to 86) with 51% of patients >65 years of age and
12% of patients >75 years of age, 23% were Asian, 72% were White, 0.3% were Black, 0.3% were
American Indian or Alaska Native, 4.9% were Other, 12% were Hispanic or Latino, and 77% were
male. Baseline ECOG performance status was 0 (53%) or 1 (46%). At baseline, 87% of patients
had metastatic UC, including 20% with liver metastases, 11% had locally advanced UC, and 51%
had UC histologic variants. Forty-nine (16%) in the OPDIVO in combination with cisplatin-based
chemotherapy arm and 43 (14%) in the cisplatin-based chemotherapy arm switched from cisplatin
to carboplatin after at least one cycle of cisplatin.

Efficacy results are presented in Table 68 and Figures 19 and 20.

Table 68: Efficacy Results —- CHECKMATE 901
OPDlVg;:gitE‘LsiI::ﬁn and Cisplatin and Gemcitabine
 (=304) R
Overall Survival (OS)
Events. n (%) 172 (56.6) 193 (63.5)
Median (months) 21.7 18.9
(95% CI)* 18.6,26.4 14.7,22.4
Hazard ratio 0.78
(95% CI)° 0.63, 0.96
p-value® 0.0171
Progression-free Survival (PFS)d
Events, n (%) 211 (69.4) 191 (62.8)
Median (months) 7.9 7.6
(95% CI)* (7.6,9.5) 6.0,7.8
Hazard ratio 0.72
(95% CI)° (0.59, 0.88)
p-value® 0.0012
Objective Response Rate (ORR)?
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Table 68: Efficacy Results - CHECKMATE 901
OPDIVO and. ClS.Dlatlll and Cisplatin and Gemcitabine
Gemcitabine =304
(n=304) (n=304)
Response rate, n (%) 175 (57.6%) 131 (43.1%)
(95% CI) (51.8,63.2) (37.5.48.9)
Complete response rate, n (%) 66 (22%) 36 (12%)
Partial response rate, n (%) 109 (36%) 95 (31%)
Duration of Response (DoR)
Median (months) 9.5 7.3
(95% CI)® 7.6, 15.1 5.7,8.9
? Based on Kaplan-Meier Estimates
® Stratified Cox proportional hazard model.
¢ 2 sided p values from stratified log-rank test.
4 Assessed by BICR.
Figure 19: Overall Survival - CHECKMATE-901
1.0
09 —a— O0PDIVO with gemcitabine +cisplatin
' — =©)— = Gemcitabine +cisplatin
0.8
©
=
= 0.71
3
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=
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Figure 20: Progression-free Survival - CHECKMATE-901
1043
09] °

—a— OPDIVO with gemitabine +cisplatin
— -©—~ Gemcitabine +cisplatin

0.84
0.7
0.6
0.5
0.4
0.3
0.2

Probability of Progression Free Survival per BICR

0.14

0.0

LB L L L L L L L L LB L L L L L L L LB LB BB |
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57
Progression Free Survival per BICR (Months)
Number of Subjects at Risk
OPDIVO with gemcitabine +cisplatin
304253179 116 82 65 57 49 41 36 31 26 19 14 11 10 6 5 1 0
Gemcitabine+cisplatin
304223119 63 35 25 177 12 10 9 8 6 5 2 1 1 0 0 0 0O

14.11 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.




22

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%
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.

e ’

Efficacy results are shown in Table 6&71.

e e b Lo e Lol e o b e s The
results for OPDIVO in combination with ipilimumab in Cohort 4 are based on a minimum follow-
up of 28 months.
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Table 6871: Efficacy Results - Cohorts1;2;-and 4 of CHECKMATE-040

OPDIVO and Ipilimumab
(Cohort 4) (Cohortst-and-2)
(n=49) (n=154)
Overall Response Rate per BICR,” n (%), 1 o 22 (14%)
RECIST vl.1 6(33%)

(95% CI)° (20, 48) ©.21
Complete response 4 (8%) 329
Partial response 12 (24%) +9-42%)

Duration of Response per BICR,* RECIST v1.1 n=16 =
Range (months) 4.6, 30.5+ B
Percent with duration >6 months 88% O
Percent with duration >12 months 56% 39%
Percent with duration >24 months 31% 22

Overall Response Rate per BICR,” n (%), 1 o 28(18%)

mRECIST 7(35%)

(95% CI)° (22, 50) @2.25)
Complete response 6 (12%) Lt
Partial response 11 (22%) 2H-45%)

& Confirmed by BICR.

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