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Unresectable or Metastatic Melanoma

OPDIVO, as monotherapy or in combination with ipilimumab is indicated for the treatment of advanced
(unresectable or metastatic) melanoma in adults and pediatric patients 12 years and older.

Adjuvant Treatment of Melanoma

OPDIVO is |nd|cated for the ad]uvant treatment of adult and Dedlatnc patlents 12 years and older with

Feseetren comDIeter resected Staqe IIB IIC III 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 =4 cm or node positive) non-small cell lung cancer (NSCLC).

Metastatic Non-Small Cell Lung Cancer

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

e OPDIVO is indicated for the treatment of 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 UC.

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

Hepatocellular Carcinoma

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

Esophageal Cancer

e OPDIVO is indicated for the adjuvant treatment of completely resected esophageal or
gastroesophageal junction cancer with residual pathologic disease in 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%.

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.

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.

Nivolumab 10mg/ml :%'van 212 nn



NYWINY DIINNN NIANTNY7 OXNNA 1D2TIV [27X71 X917 01217UN0

.D'N2N D'TINVA D'apIwn [27X7 [17Va1 KaNY (1902 DMPUN DM'W

SRHRHR2 DOV NP'NNL[INNN 1173 NINI0N bOPL NADIN

D717 NI NINMAN-TIWA INRAW NIQINNN 12RA2 DID197 IN7W1 0'pan 21X [17VUn1 Kan? [17un

.n"va (78W1) MO DIMRN-21DDNA DIYAN 2V17 N9 TV D'0ATIN

,N1111
["701 N1Y
NN NNPNINNX2101 N20InN

(787w1) 2'po 01'NN-210b0MNA



:N9IN7 |17V2 D'Mpy DY
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 adults and pediatric patients 12 years and older.

1.2 Adjuvant Treatment of Melanoma

OPDIVO is 1nd1cated for the adJuvant treatment of adult and pedmtrlc patlents 12 years and older
Wlth m 1A h men oy h O
eem-pleﬁﬁe&e&rea completely resected Stage IIB IIC III, or IV melanomd

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

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.

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 (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.

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.

1.11 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%.



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.

1.13 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.

2 DOSAGE AND ADMINISTRATION

2.1Recommended 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

. . Recommended OPDIVO Duration of
Indication
Dosage Therapy
l erf‘ee{']b e eF mettl{xtrltie me llﬂemll
3 mg/kg every 2 weeks

Advanced renal cell carcinoma

Esophageal squamous cell carcinoma

(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

(6030-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 forup to 1
year

Metastatic non-small cell lung cancer

Classical Hodgkin lymphoma

Squamous cell carcinoma of the head
and neck

Locally advanced or metastatic
urothelial carcinoma

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

Recommended OPDIVO Duration of
Dosage Therapy

Indication

Hepatocellular carcinoma

240 mg every 2 weeks
Until disease

(30-minute intravenous infusion)
recurrence or

Adjuvant treatment of urothelial

. or unacceptable
carcinoma (UC) toxicity for up to 1
480 mg every 4 weeks year

(60-minute intravenous infusion)

Adult patients and pediatric
patients age 12 years and older
and weighing 40 kg or more:
3 mg/kg every 2 weeks

Microsatellite instability-high (MSI- Unil disease

H) or mismatch repair deficient (30-minute intravenous infusion) progression or
. unacceptable
(dMMR) metastatic colorectal cancer or °P
toxicity

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)

240 mg every 2 weeks Until disease

. 30-minute intravenous infusion rogression or
Adjuvant treatment of resected ( ) prog

unacceptable
esophageal or gastroesophageal or toxicity for a total
junction cancer .
] 480 mg every 4 weeks treatment duration
of 1 year

(30-minute intravenous infusion)

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

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

In combination with ipilimumab
for 4 doses

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

or

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

Administer OPDIVO in combination

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

Cabozantinib: Until disease progression

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

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

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

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

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

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




Hepatocellular
carcinoma

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

over 30 minutes on the same day

In combination with ipilimumab

for 4 doses

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

(30-minute intravenous infusion

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

Esophageal squamous
cell carcinoma

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

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

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

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

Chemotherapy: Until disease
progression or unacceptable toxicity

3 mg/kg every 2 weeks

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

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

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

Gastric cancer,
Gastroesophageal
junction cancer, and
Esophageal
adenocarcinoma

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

or
360 mg every 3 weeks

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

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

[...]




6 ADVERSE REACTIONS
The following clinically significant adverse reactions are described elsewhere in the labeling.
e Severe and Fatal Immune-Mediated Adverse Reactions [see Warnings and Precautions (5.1)]
e Infusion-Related Reactions [see Warnings and Precautions (5.2)]
e Complications of Allogeneic HSCT [see Warnings and Precautions (5.3)]
6.1 Clinical Trials Experience
[...]
Adjuvant Treatment of Melanoma
CHECKMATE-76K

The safety of OPDIVO as a single agent was evaluated in CHECKMATE-76K, a randomized
(2:1), double-blind trial in 788 patients with completely resected Stage IIB/C melanoma who
received OPDIVO 480 mg by intravenous infusion over 30 minutes every 4 weeks (n=524) or
placebo by intravenous infusion over 30 minutes every 4 weeks (n=264) for up to 1 year [see
Clinical Studies (14.2)]. The median duration of exposure was 11 months in patients treated with
OPDIVO and 11 months in patients treated with placebo.

Serious adverse reactions occurred in 18% of patients treated with OPDIVO. A fatal adverse
reaction occurred in 1 (0.2%) patient (heart failure and acute kidney injury). Permanent
discontinuation of OPDIVO due to an adverse reaction occurred in 17% of patients. Adverse
reactions which resulted in permanent discontinuation of OPDIVO in >1% of patients included
diarrhea (1.1%), arthralgia (1.7%), and rash (1.7%).

Dosage interruptions of OPDIVO due to an adverse reaction occurred in 25% of patients. Adverse
reactions which required dosage interruption in >1% of patients included COVID-19 infection,
infusion related reaction, diarrhea, arthralgia, and increased ALT.

The most common adverse reactions (reported in >20% of patients) were fatigue, musculoskeletal
pain, rash, diarrhea, and pruritus.

Tables 11 and 12 summarize the adverse reactions and laboratory abnormalities, respectively, in
CHECKMATE-76K.




Table 11: Adverse Reactions Occurring in >10% of Patients Treated with OPDIVO -

CHECKMATE-76K

OPDIVO Placebo
Adverse Reaction (n=524) (n=264)
All Grades Grades 3-4 All Grades Grades 3-4
(%) (%) (%) (%)
General
Fatigue® \ 36 0.4 34 04
Musculoskeletal and connective tissue
Musculoskeletal pain® | 30 0.4 26 0.4
Skin and Subcutaneous Tissue
Rash® 28 1.1 15 04
Pruritus 20 0.2 11 0
Gastrointestinal
Diarrhea’ 23 1.3 16 0
Nausea 14 0 11 0
Endocrine
Hypothyroidism® ‘ 14 0 2.3 0
Nervous system
Headache! | 12 0.2 14 0.8

a

Includes asthenia.

b

Toxicity was graded per NCI CTCAE v5.

Includes arthralgia, arthritis, back pain, bone pain, musculoskeletal chest pain, musculoskeletal discomfort

musculosketal stiffness, myalgia, neck pain, non-cardiac chest pain, spinal pain, pain in extremity.

Includes dermatitis, dermatitis acneiform, dyshidrotic eczema, eczema, eczema asteatotic, eyelid rash, genital rash

pemphigoid, penile rash, rash erythematous, rash follicular, rash macular, rash maculo-papular, rash papular, rash

pruritic, rash pustular, rash vesicular, skin exfoliation, toxic skin eruption.

Includes autoimmune colitis, colitis, diarrhea, enteritis, enterocolitis

Includes autoimmune hypothyroidism, blood thyroid stimulating hormone increased.

Includes cluster headache, migraine.

Table 12: Laboratory Abnormalities Worsening from Baseline? Occurring in >10% of

OPDIVO-Treated Patients - CHECKMATE-76K

OPDIVO Placebo
. (n=524) (n=264)
Laboratory Abnormality All Grades Grades 3-4 All Grades Grades 3-4
(%) (%) (%) (%)

Hematology




Table 12: Laboratory Abnormalities Worsening from Baseline? Occurring in >10% of
OPDIVO-Treated Patients - CHECKMATE-76K

Anemia 19 0 14 0

Lymphopenia 17 1.1 17 1.7

Neutropenia 10 0 10 04

Chemistry

AST increased 25 2.2 16 04
Lipase increased 22 2.9 21 2.3
ALT increased 20 2.1 15 04
Amylase increased 17 04 9 0
Creatinine increased 15 04 13 0
Sodium decreased 13 0.6 11 04
Potassium increased 13 1.0 15 1.1

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 group (range: 262 to 513 patients) and placebo group (range: 138 to 261 patients).

CHECKMATE-238

[...]




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 1IB, Stage IIC, Stage III, or Stage IV melanoma 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 dAMMR 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 dAMMR mCRC are similar in pediatric
patients aged 12 vears 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, 14.10)].

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

[...]

12 CLINICAL PHARMACOLOGY
12.1 Mechanism of Action
[...]
12.2 Pharmacodynamics

There are no clinically significant exposure-response relationships for efficacy or safety for
nivolumab monotherapy, and in combination with ipilimumab and/or chemotherapy, over the
approved dosing regimens, regardless of cancer type.

12.3 Pharmacokinetics
[...]

Specific Populations

The following factors had no clinically important effect on the clearance of nivolumab: age (29 to
87 years), weight (35 to 160 kg), sex, race, baseline LDH, PD-L1 expression, solid tumor type,
tumor size, renal impairment (eGFR > 15 mL/min/1.73 mz), and mild (total bilirubin [TB] less
than or equal to the ULN and AST greater than ULN or TB greater than 1 to 1.5 times ULN and
any AST) or moderate hepatic impairment (TB greater than 1.5 to 3 times ULN and any AST).
Nivolumab has not been studied in patients with severe hepatic impairment (TB greater than
3 times ULN and any AST).

Pediatric Patients

The exposures of nivolumab in pediatric patients 12 years of age or older are comparable to those
in adults at the recommended dosage. [see Dosage and Administration (2.2).]

Drug Interaction Studies

When OPDIVO 3 mg/kg every 3 weeks was administered in combination with ipilimumab 1
mg/kg every 3 weeks, the CL of nivolumab and ipilimumab were unchanged compared to
nivolumab or ipilimumab administered alone.



When OPDIVO 1 mg/kg every 3 weeks was administered in combination with ipilimumab 3
mg/kg every 3 weeks, the CL of nivolumab was increased by 29% compared to OPDIVO
administered alone and the CL of ipilimumab was unchanged compared to ipilimumab
administered alone.

When OPDIVO 3 mg/kg every 2 weeks was administered in combination with ipilimumab
1 mg/kg every 6 weeks, the CL of nivolumab was unchanged compared to OPDIVO administered
alone and the CL of ipilimumab was increased by 30% compared to ipilimumab administered
alone.

When OPDIVO 360 mg every 3 weeks was administered in combination with ipilimumab 1 mg/kg
every 6 weeks and chemotherapy, the CL of nivolumab was unchanged compared to OPDIVO
administered alone and the CL of ipilimumab increased by 22% compared to ipilimumab
administered alone.

12.6 Immunogenicity

The observed incidence of anti-drug antibodies is highly dependent on the sensitivity and
specificity of the assay. Differences in assay methods preclude meaningful comparisons of the
incidence of anti-drug antibodies in the studies described below with the incidence of anti-drug
antibodies in other studies, including those of OPDIVO or of other nivolumab products.

Anti-drug antibody and neutralizing antibody responses were monitored throughout the treatment
period where the benefit to risk ratio was assessed. Incidence of anti-drug antibodies and
neutralizing antibodies are presented in Table 47.

Table 47: OPDIVO Anti-Drug Antibody (ADA) and Neutralizing Antibody (NAb) Incidence

Treatment Regimen? Indication(s) ADA NADbP
) e 11% 7%
OPDIVO as a single agent Multiple® (22972.085) | (15/229)
Melanoma 38% 12%
— (149/394) (18/149)
OPDIVO with ipilimumab for 4 doses HCC 56% 41%
followed by OPDIVO as a single agent E— (27/48) (11/27)
26% 3%
RCC and CRC (132/516) | (4/132)
. Malignant Pleural 26% 2.9%
OPDIVO with ipilimumab Mesothelioma 69269) | (2/69)
OPDIVO with ipilimumab and 2 cycles of NSCLC 34% 8%

platinum-doublet chemotherapy (104/308) | (8/104)

* Details of each treatment regimen are described in Section 14 [see Clinical Studies (14)].

® NAb incidence is reported among the subset of patients positive for ADA.
¢ Includes unresectable or metastatic melanoma, metastatic NSCLC, advanced RCC, cHL, recurrent or metastatic SCCHN, and UC indications.
ADA= treatment-emergent anti-nivolumab antibodies, NAb= neutralizing antibodies, HCC = hepatocellular carcinoma, RCC = renal cell

carcinoma, CRC = colorectal cancer, NSCLC = non-small cell lung cancer.

Effects of Anti-Drug Antibodies




Presence of treatment-emergent anti-nivolumab antibodies increased nivolumab clearance by up
to 20% after administration of nivolumab as monotherapy or in combination with ipilimumab.
These anti-drug antibody-associated pharmacokinetic changes were not considered to be clinically
significant. There was no identified clinically significant effect of anti-drug antibodies on
incidence of infusion-related reactions. The effects of anti-drug antibodies on effectiveness have
not been fully characterized.

14 CLINICAL STUDIES
[...]
14.2 Adjuvant Treatment of Melanoma
CHECKMATE-76K

CHECKMATE-76K (NCT04099251) was a randomized, double-blind trial in 790 patients with
completely resected Stage IIB/C melanoma. Patients were randomized (2:1) to receive OPDIVO
480 mg or placebo by intravenous infusion every 4 weeks for up to 1 year or until disease
recurrence or unacceptable toxicity. Enrollment required complete resection of the primary
melanoma with negative margins and a negative sentinel lymph node within 12 weeks prior to
randomization, and ECOG performance status of 0 or 1. The trial excluded patients with
ocular/uveal or mucosal melanoma, autoimmune disease, any condition requiring systemic
treatment with either corticosteroids (=10 mg daily prednisone or equivalent) or other
immunosuppressive medications, as well as patients with prior therapy for melanoma except
surgery. Randomization was stratified by AJCC 8" staging system edition (T3b vs. T4a vs. T4b).
The major efficacy outcome measure was recurrence-free survival (RES) defined as the time
between the date of randomization and the date of first recurrence (local, regional, or distant
metastasis), new primary melanoma, or death, from any cause, whichever occurred first and as
assessed by the investigator. Tumor assessments were conducted every 26 weeks during years 1-
3 and every 52 weeks thereafter until year 5.

The trial population characteristics were: median age 62 years (range: 19 to 92), 61% were male,
98% were White, 0.4% Black or African American, 0.1% Asian, and 1.1% race unknown, 2.2%
Hispanic or Latino, 58% Not Hispanic or Latino, 40% ethnicity unknown, and 94% had an ECOG
performance status of 0. Sixty one percent had stage IIB and 39% had stage IIC melanoma.

CHECKMATE-76K demonstrated a statistically significant improvement in RFS for patients
randomized to the OPDIVO arm compared with the placebo arm. Efficacy results are shown in
Table 50 and Figure 4.




Table 50: Efficacy Results - CHECKMATE-76K

OPDIVO Placebo
N=526 N=264
Recurrence-free Survival
Number of events, n (%) 66 (13% 69 (26%
Median (months) ° NR® NR®
95% CI (28.5.NR) (21.6, NR)
Hazard ratio® 0.42
95% CI (0.30, 0.59)
p-value! p<0.0001

2 Not reached.

b Based on Kaplan-Meier estimates.

¢ Hazard Ratio is OPDIVO over placebo based on a stratified Cox proportional hazard model.

4 Based on a 2-sided stratified log-rank test. Boundary for statistical significance: p-value <0.033.

Figure 4: Recurrence-free Survival -CHECKMATE-76K
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