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

Adjuvant Treatment of Melanoma:
Opdivo is indicated for the adjuvant treatment of patients with melanoma with involvement of lymph nodes or metastatic
disease who have undergone complete resection

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.

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

Renal Cell Carcinoma:

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

Opdivo in combination with ipilimumab is indicated for the treatment of patients with intermediate or poor risk,previously
untreated advanced renal cell carcinoma (RCC).

Classical Hodgkin Lymphoma:

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

* autologous hematopoietic stem cell transplantation (HSCT) and brentuximab vedotin, or

* 3 or more lines of systemic therapy that includes autologous HSCT.

Squamous Cell Carcinoma of the Head and Neck:



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

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.

Urothelial carcinoma:

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

- have disease progression during or following platinum-containing chemotherapy

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

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

Small Cell Lung Cancer (SCLC):
Opdivo is indicated for the treatment of patients with metastatic small cell lung cancer (SCLC) with progression after
platinum based chemotherapy and at least one other line of therapy.
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1 INDICATIONS AND USAGE

1.3  Metastatic Non-Small Cell Lung Cancer

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, in combination with ipilimumab and 2 cycles of platinum-doublet chemotherapy, is indicated for the first-

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

1.10 Hepatocellular Carcinoma

hepatocellular carcinoma (HCC) Child-Pugh A who have been previously treated withattersorafenib-therapy.

‘ | OPDIVO, as a single agent or in combination with ipilimumab, is indicated for the treatment of patients with

2 DOSAGE AND ADMINISTRATION

21 Recommended Dosage

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

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




Table 2: Recommended Dosages of OPDIVO in Combination with IpilimumabQOther 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

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

or

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

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

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

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, administer as single agent until disease
progression or unacceptable toxicity

Microsatellite instability-
high (MSI-H) or mismatch
repair deficient (AMMR)
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) After completing 4 doses of

combination therapy, administer as
single agent until disease progression

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

or

2.3 PREPARATION AND ADMINISTRATION

Administration

e Administer the infusion 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).

o  Whenadministered-Administer OPDIVO in combination with other therapeutic agents as follows:

With ipilimumab;-: administer OPDIVO first followed by ipilimumab on the same day.

With platinum-doublet chemotherapy: administer OPDIVO first followed by platinum doublet
chemotherapy on the same day

o With ipilimumab and platinum-doublet chemotherapy: administer OPDIVO first followed by
ipilimumab and then platinum-doublet chemotherapy on the same day.

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.

5 WARNINGS AND PRECAUTIONS

























5.1 Severe and Fatal Inmune-Mediated Adverse Reactions

OPDIVO is a monoclonal antibody that belongs to a class of drugs that bind to either the programmed death-
receptor 1 (PD-1) or the PD-ligand 1 (PD-L1), blocking the PD-1/PD-L1 pathway, thereby removing inhibition
of the immune response, potentially breaking peripheral tolerance and inducing immune-mediated adverse
reactions. Important immune-mediated adverse reactions listed under Warnings and Precautions may not include
all possible severe and fatal immune-mediated reactions.

Immune-mediated adverse reactions, which may be severe or fatal, can occur in any organ system or tissue.
Immune-mediated adverse reactions can occur at any time after starting treatment with a PD-1/PD-L1 blocking
antibody. While immune-mediated adverse reactions usually manifest during treatment with PD-1/PD-L1
blocking antibodies, immune-mediated adverse reactions can also manifest after discontinuation of PD-1/PD-L1
blocking antibodies.

Early identification and management of immune-mediated adverse reactions are essential to ensure safe use of
PD-1/PD-L1 blocking antibodies. Monitor patients closely for symptoms and signs that may be clinical




manifestations of underlying immune-mediated adverse reactions. Evaluate liver enzymes, creatinine, and thyroid
function at baseline and periodically during treatment. In cases of suspected immune-mediated adverse reactions,
initiate appropriate workup to exclude alternative etiologies, including infection. Institute medical management
promptly, including specialty consultation as appropriate.

Withhold or permanently discontinue OPDIVO depending on severity [see Dosage and Administration (2.1)]. In
general, if OPDIVO requires interruption or discontinuation, administer systemic corticosteroid therapy (1 to 2
mg/kg/day prednisone or equivalent) until improvement to Grade 1 or less. Upon improvement to Grade 1 or less,
initiate corticosteroid taper and continue to taper over at least 1 month. Consider administration of other systemic
immunosuppressants in patients whose immune-mediated adverse reactions are not controlled with corticosteroid

therapy.

Toxicity management guidelines for adverse reactions that do not necessarily require systemic steroids (e.g..
endocrinopathies and dermatologic reactions) are discussed below.

Immune-Mediated Pneumonitis

OPDIVO can cause immune-mediated pneumonitis, which is defined as requiring use of steroids and no clear
alternate etiology. The incidence of pneumonitis is higher in patients who have received prior thoracic radiation.

OPDIVO as a Single Agent

Immune-mediated pneumonitis occurred in 3.1% (61/1994) of patients receiving OPDIVO as a single agent,
including Grade 4 (<0.1%), Grade 3 (0.9%), and Grade 2 (2.1%) adverse reactions. Pneumonitis led to permanent
discontinuation of OPDIVO in 1.1% and withholding of OPDIVO in 0.8% of patients.

Systemic corticosteroids were required in 100% (61/61) of patients with pneumonitis. Pneumonitis resolved in
84% of the 61 patients. Of the 15 patients in whom OPDIVO was withheld for pneumonitis, 14 reinitiated
OPDIVO after symptom improvement: of these, 4 (29%) had recurrence of pneumonitis.

Immune-Mediated Colitis

OPDIVO can cause immune-mediated colitis, defined as requiring use of corticosteroids and no clear alternate
etiology. A common symptom included in the definition of colitis was diarrhea. Cytomegalovirus (CMV)
infection/reactivation has been reported in patients with corticosteroid-refractory immune-mediated colitis. In
cases of corticosteroid-refractory colitis, consider repeating infectious workup to exclude alternative etiologies.

OPDIVQO as a Single Agent

Immune-mediated colitis occurred in 2.9% (58/1994) of patients receiving OPDIVO as a single agent, including
Grade 3 (1.7%) and Grade 2 (1%) adverse reactions. Colitis led to permanent discontinuation of OPDIVO in 0.7%
and withholding of OPDIVO in 0.9% of patients.

Systemic corticosteroids were required in 100% (58/58) of patients with colitis. Four patients required addition
of infliximab to high-dose corticosteroids. Colitis resolved in 86% of the 58 patients. Of the 18 patients in whom
OPDIVO was withheld for colitis, 16 reinitiated OPDIVO after symptom improvement; of these, 12 (75%) had
recurrence of colitis.

OPDIVO with Ipilimumab

OPDIVO 1 mg/kg with Ipilimumab 3 mg/kg: Immune-mediated colitis occurred in 25% (115/456) of patients
with melanoma or HCC receiving OPDIVO 1 mg/kg with ipilimumab 3 mg/kg every 3 weeks, including Grade
4 (0.4%), Grade 3 (14%), and Grade 2 (8%) adverse reactions. Colitis led to permanent discontinuation of
OPDIVO with ipilimumab in 14% and withholding of OPDIVO with ipilimumab in 4.4% of patients.




Systemic corticosteroids were required in 100% (115/115) of patients with colitis. Approximately 23% of patients
required addition of infliximab to high-dose corticosteroids. Colitis resolved in 93% of the 115 patients. Of the
20 patients in whom OPDIVO with ipilimumab was withheld for colitis, 16 reinitiated treatment after symptom
improvement; of these, 9 (56%) had recurrence of colitis.

OPDIVO 3 mg/kq with Ipilimumab 1 mg/kqg: Immune-mediated colitis occurred in 9% (60/666) of patients
with RCC or CRC receiving OPDIVO 3 mg/kg with ipilimumab 1 mg/kg every 3 weeks, including Grade 3
(4.4%) and Grade 2 (3.7%) adverse reactions. Colitis led to permanent discontinuation of OPDIVO with
ipilimumab in 3.2% and withholding of OPDIVO with ipilimumab in 2.7% of patients with RCC or CRC.

Systemic corticosteroids were required in 100% (60/60) of patients with colitis. Approximately 23% of patients
with immune-mediated colitis required addition of infliximab to high-dose corticosteroids. Colitis resolved in
95% of the 60 patients. Of the 18 patients in whom OPDIVO with ipilimumab was withheld for colitis, 16
reinitiated treatment after symptom improvement; of these, 10 (63%) had recurrence of colitis.

Immune-Mediated Hepatitis

OPDIVO can cause immune-mediated hepatitis, defined as requiring the use of corticosteroids and no clear
alternate etiology.

OPDIVQO as a Single Agent

Immune-mediated hepatitis occurred in 1.8% (35/1994) of patients receiving OPDIVO as a single agent, including
Grade 4 (0.2%), Grade 3 (1.3%), and Grade 2 (0.4%) adverse reactions. Hepatitis led to permanent discontinuation
of OPDIVO in 0.7% and withholding of OPDIVO in 0.6% of patients.

Systemic corticosteroids were required in 100% (35/35) of patients with hepatitis. Two patients required the
addition of mycophenolic acid to high-dose corticosteroids. Hepatitis resolved in 91% of the 35 patients. Of the
12 patients in whom OPDIVO was withheld for hepatitis, 11 reinitiated OPDIVO after symptom improvement;
of these, 9 (82%) had recurrence of hepatitis.

OPDIVO with Ipilimumab

OPDIVO 1 mg/kg with Ipilimumab 3 mg/kq: Immune-mediated hepatitis occurred in 15% (70/456) of patients
with melanoma or HCC receiving OPDIVO 1 mg/kg with ipilimumab 3 mg/kg every 3 weeks, including Grade
4 (2.4%), Grade 3 (11%), and Grade 2 (1.8%) adverse reactions. Immune-mediated hepatitis led to permanent
discontinuation of OPDIVO with ipilimumab in 8% or withholding of OPDIVO with ipilimumab in 3.5% of

patients.

Systemic corticosteroids were required in 100% (70/70) of patients with hepatitis. Approximately 9% of patients
with immune-mediated hepatitis required the addition mycophenolic acid to high-dose corticosteroids. Hepatitis
resolved in 91% of the 70 patients. Of the 16 patients in whom OPDIVO with ipilimumab was withheld for
hepatitis, 14 reinitiated treatment after symptom improvement: of these, 8 (57%) had recurrence of hepatitis.

OPDIVO 3 mg/kg with Ipilimumab 1 mg/kqg: Immune-mediated hepatitis occurred in 7% (48/666) of patients
with RCC or CRC receiving OPDIVO 3 mg/kg with ipilimumab 1 mg/ke every 3 weeks, including Grade 4
(1.2%), Grade 3 (4.9%). and Grade 2 (0.4%) adverse reactions. Immune-mediated hepatitis led to permanent
discontinuation of OPDIVO with ipilimumab in 3.6% and withholding of OPDIVO with ipilimumab in 2.6% of
patients with RCC or CRC.

Systemic corticosteroids were required in 100% (48/48) of patients with hepatitis. Approximately 19% of patients
with immune-mediated hepatitis required addition of mycophenolic acid to high-dose corticosteroids. Hepatitis
resolved in 88% of the 48 patients. Of the 17 patients in whom OPDIVO with ipilimumab was withheld for
hepatitis, 14 reinitiated treatment after symptom improvement; of these, 10 (71%) had recurrence of hepatitis.




Immune-Mediated Endocrinopathies

Adrenal Insufficiency

OPDIVO can cause primary or secondary adrenal insufficiency. For grade 2 or higher adrenal insufficiency,
initiate symptomatic treatment, including hormone replacement as clinically indicated. Withhold OPDIVO
depending on severity [see Dosage and Administration (2.1)].

OPDIVO as a Single Agent

Adrenal insufficiency occurred in 1% (20/1994) of patients receiving OPDIVO as a single agent, including Grade
3 (0.4%) and Grade 2 (0.6%) adverse reactions. Adrenal insufficiency led to permanent discontinuation of
OPDIVO in 0.1% and withholding of OPDIVO in 0.4% of patients.

Approximately 85% of patients with adrenal insufficiency received hormone replacement therapy. Systemic
corticosteroids were required in 90% (18/20) of patients with adrenal insufficiency. Adrenal insufficiency
resolved in 35% of the 20 patients. Of the 8 patients in whom OPDIVO was withheld for adrenal insufficiency, 4
reinitiated OPDIVO after symptom improvement and all required hormone replacement therapy for their ongoing
adrenal insufficiency.

OPDIVO with Ipilimumab

OPDIVO 1 mg/kg with Ipilimumab 3 mg/kq: Adrenal insufficiency occurred in 8% (35/456) of patients with
melanoma or HCC receiving OPDIVO 1 mg/kg with ipilimumab 3 mg/kg every 3 weeks, including Grade 4
(0.2%), Grade 3 (2.4%), and Grade 2 (4.2%) adverse reactions. Adrenal insufficiency led to permanent
discontinuation of OPDIVO with ipilimumab in 0.4% and withholding of OPDIVO with ipilimumab in 2.0% of

patients.

Approximately 71% (25/35) of patients with adrenal insufficiency received hormone replacement therapy,
including systemic corticosteroids. Adrenal insufficiency resolved in 37% of the 35 patients. Of the 9 patients in
whom OPDIVO with ipilimumab was withheld for adrenal insufficiency, 7 reinitiated treatment after symptom
improvement and all required hormone replacement therapy for their ongoing adrenal insufficiency.

OPDIVO 3 mg/kg with Ipilimumab 1 mg/kq: Adrenal insufficiency occurred in 7% (48/666) of patients with
RCC or CRC who received OPDIVO 3 mg/ke with ipilimumab 1 mg/kg every 3 weeks, including Grade 4 (0.3%),
Grade 3 (2.5%), and Grade 2 (4.1%) adverse reactions. Adrenal insufficiency led to permanent discontinuation
of OPDIVO with ipilimumab in 1.2% and withholding of OPDIVO with ipilimumab in 2.1% of patients with
RCC or CRC.

Approximately 94% (45/48) of patients with adrenal insufficiency received hormone replacement therapy,
including systemic corticosteroids. Adrenal insufficiency resolved in 29% of the 48 patients. Of the 14 patients
in whom OPDIVO with ipilimumab was withheld for adrenal insufficiency, 11 reinitiated treatment after
symptom improvement; of these, all received hormone replacement therapy and 2 (18%) had recurrence of adrenal

insufficiency.
Hypophysitis

OPDIVO can cause immune-mediated hypophysitis. Hypophysitis can present with acute symptoms associated
with mass effect such as headache, photophobia, or visual field defects. Hypophysitis can cause hypopituitarism.
Initiate hormone replacement as clinically indicated. Withhold or permanently discontinue OPDIVO depending
on severity [see Dosage and Administration (2.1)].

OPDIVQO as a Single Agent




Hypophysitis occurred in 0.6% (12/1994) of patients receiving OPDIVO as a single agent, including Grade 3
(0.2%) and Grade 2 (0.3%) adverse reactions. Hypophysitis led to permanent discontinuation of OPDIVO in
<0.1% and withholding of OPDIVO in 0.2% of patients.

Approximately 67% (8/12) of patients with hypophysitis received hormone replacement therapy, including
systemic corticosteroids. Hypophysitis resolved in 42% of the 12 patients. Of the 3 patients in whom OPDIVO
was withheld for hypophysitis, 2 reinitiated OPDIVO after symptom improvement; of these, none had recurrence
of hypophysitis.

OPDIVO with Ipilimumab

OPDIVO 1 mg/kq with Ipilimumab 3 mg/kqg: Hypophysitis occurred in 9% (42/456) of patients with melanoma
or HCC receiving OPDIVO 1 mg/kg with ipilimumab 3 mg/kg every 3 weeks, including Grade 3 (2.4%) and
Grade 2 (6%) adverse reactions. Hypophysitis led to permanent discontinuation of OPDIVO with ipilimumab in
0.9% and withholding of OPDIVO with ipilimumab in 4.2% of patients.

Approximately 86% of patients with hypophysitis received hormone replacement therapy. Systemic
corticosteroids were required in 88% (37/42) of patients with hypophysitis. Hypophysitis resolved in 38% of the
42 patients. Of the 19 patients in whom OPDIVO with ipilimumab was withheld for hypophysitis, 9 reinitiated
treatment after symptom improvement; of these, 1 (11%) had recurrence of hypophysitis.

OPDIVO 3 mg/kg with Ipilimumab 1 mg/kq: Hypophysitis occurred in 4.4% (29/666) of patients with RCC or
CRC receiving OPDIVO 3 mg/kg with ipilimumab 1 mg/kg every 3 weeks, including Grade 4 (0.3%), Grade 3
(2.4%), and Grade 2 (0.9%) adverse reactions. Hypophysitis led to permanent discontinuation of OPDIVO with
ipilimumab in 1.2% and withholding of OPDIVO with ipilimumab in 2.1% of patients with RCC or CRC.

Approximately 72% (21/29) of patients with hypophysitis received hormone replacement therapy, including
systemic corticosteroids. Hypophysitis resolved in 59% of the 29 patients. Of the 14 patients in whom OPDIVO
with ipilimumab was withheld for hypophysitis, 11 reinitiated treatment after symptom improvement; of these, 2
(18%) had recurrence of hypophysitis.

Thyroid Disorders

OPDIVO can cause immune-mediated thyroid disorders. Thyroiditis can present with or without endocrinopathy.
Hypothyroidism can follow hyperthyroidism. Initiate hormone replacement or medical management as clinically
indicated. Withhold or permanently discontinue OPDIVO depending on severity [see Dosage and Administration

(2.1)].
Thyroiditis
OPDIVQO as a Single Agent

Thyroiditis occurred in 0.6% (12/1994) of patients receiving OPDIVO as a single agent, including Grade 2 (0.2%)
adverse reactions. Thyroiditis led to permanent discontinuation of OPDIVO in no patients and withholding of
OPDIVO in 0.2% of patients.

Systemic corticosteroids were required in 17% (2/12) of patients with thyroiditis. Thyroiditis resolved in 58% of
the 12 patients. Of the 3 patients in whom OPDIVO was withheld for thyroiditis, 1 reinitiated OPDIVO after
symptom improvement without recurrence of thyroiditis.

Hyperthyroidism
OPDIVQO as a Single Agent




Hyperthyroidism occurred in 2.7% (54/1994) of patients receiving OPDIVO as a single agent, including Grade 3
(<0.1%) and Grade 2 (1.2%) adverse reactions. Hyperthyroidism led to the permanent discontinuation of
OPDIVO in no patients and withholding of OPDIVO in 0.4% of patients.

Approximately 19% of patients with hyperthyroidism received methimazole, 7% received carbimazole, and 4%
received propylthiouracil. Systemic corticosteroids were required in 9% (5/54) of patients. Hyperthyroidism
resolved in 76% of the 54 patients. Of the 7 patients in whom OPDIVO was withheld for hyperthyroidism, 4
reinitiated OPDIVO after symptom improvement; of these, none had recurrence of hyperthyroidism.

OPDIVO with Ipilimumab

OPDIVO 1 mg/kg with Ipilimumab 3 mg/kq: Hyperthyroidism occurred in 9% (42/456) of patients with
melanoma or HCC who received OPDIVO 1 mg/kg with ipilimumab 3 mg/ke every 3 weeks, including Grade 3
(0.9%) and Grade 2 (4.2%) adverse reactions. Hyperthyroidism led to the permanent discontinuation of OPDIVO
with ipilimumab in no patients and withholding of OPDIVO with ipilimumab in 2.4% of patients.

Approximately 26% of patients with hyperthyroidism received methimazole and 21% received carbimazole.
Systemic corticosteroids were required in 17% (7/42) of patients. Hyperthyroidism resolved in 91% of the 42
patients. Of the 11 patients in whom OPDIVO with ipilimumab was withheld for hyperthyroidism, 8 reinitiated
treatment after symptom improvement; of these, 1 (13%) had recurrence of hyperthyroidism.

OPDIVO 3 mg/kg with Ipilimumab 1 mg/kg: Hyperthyroidism occurred in 12% (80/666) of patients with RCC
or CRC who received OPDIVO 3 mg/kg with ipilimumab 1 mg/kg every 3 weeks, including Grade 3 (0.6%) and
Grade 2 (4.5%) adverse reactions. Hyperthyroidism led to permanent discontinuation of OPDIVO with
ipilimumab in no patients and withholding of OPDIVO with ipilimumab in 2.3% of patients with RCC or CRC.

Of the 80 patients with RCC or CRC who developed hyperthyroidism, approximately 16% received methimazole
and 3% received carbimazole. Systemic corticosteroids were required in 20% (16/80) of patients with
hyperthyroidism. Hyperthyroidism resolved in 85% of the 80 patients. Of the 15 patients in whom OPDIVO with
ipilimumab was withheld for hyperthyroidism, 11 reinitiated treatment after symptom improvement; of these, 3
(27%) had recurrence of hyperthyroidism.

Hypothyroidism
OPDIVQO as a Single Agent

Hypothyroidism occurred in 8% (163/1994) of patients receiving OPDIVO as a single agent, including Grade 3
(0.2%) and Grade 2 (4.8%) adverse reactions. Hypothyroidism led to the permanent discontinuation of OPDIVO
in no patients and withholding of OPDIVO in 0.5% of patients.

Approximately 79% of patients with hypothyroidism received levothyroxine. Systemic corticosteroids were
required in 3.1% (5/163) of patients with hypothyroidism. Hypothyroidism resolved in 35% of the 163 patients.
Of the 9 patients in whom OPDIVO was withheld for hypothyroidism, 3 reinitiated OPDIVO after symptom
improvement; of these, 1 (33%) had recurrence of hypothyroidism.

OPDIVO with Ipilimumab

OPDIVO 1 mg/kg with Ipilimumab 3 mg/kq: Hypothyroidism occurred in 20% (91/456) of patients with
melanoma or HCC receiving OPDIVO 1 mg/kg with ipilimumab 3 mg/kg every 3 weeks, including Grade 3
(0.4%) and Grade 2 (11%) adverse reactions. Hypothyroidism led to the permanent discontinuation of OPDIVO
with ipilimumab in 0.9% and withholding of OPDIVO with ipilimumab in 0.9% of patients.

Approximately 89% of patients with hypothyroidism received levothyroxine. Systemic corticosteroids were
required in 2.2% (2/91) of patients with hypothyroidism. Hypothyroidism resolved in 41% of the 91 patients. Of




the 4 patients in whom OPDIVO with ipilimumab was withheld for hypothyroidism, 2 reinitiated treatment after
symptom improvement: of these, none had recurrence of hypothyroidism.

OPDIVO 3 mg/kg with Ipilimumab 1 mg/kg: Hypothyroidism occurred in 18% (122/666) of patients with RCC
or CRC who received OPDIVO 3 mg/kg and ipilimumab 1 mg/kg every 3 weeks, including Grade 3 (0.6%) and
Grade 2 (11%) adverse reactions. Hypothyroidism led to permanent discontinuation of OPDIVO with ipilimumab
in 0.2% and withholding of OPDIVO with ipilimumab in 1.4% of patients with RCC or CRC.

Of the 122 patients with RCC or CRC who developed hypothyroidism, approximately 82% received
levothyroxine. Systemic corticosteroids were required in 7% (9/122) of patients with hypothyroidism.
Hypothyroidism resolved in 27% of the 122 patients. Of the 9 patients in whom OPDIVO with ipilimumab was
withheld for hypothyroidism, 5 reinitiated treatment after symptom improvement; of these, 1 (20%) had
recurrence of hypothyroidism.

Type 1 Diabetes Mellitus, which can present with Diabetic Ketoacidosis

Monitor patients for hyperglycemia or other signs and symptoms of diabetes. Initiate treatment with insulin as
clinically indicated. Withhold OPDIVO depending on severity [/see Dosage and Administration (2.1)].

OPDIVQO as a Single Agent

Diabetes occurred in 0.9% (17/1994) of patients receiving OPDIVO as a single agent, including Grade 3 (0.4%)
and Grade 2 (0.3%) adverse reactions, and two cases of diabetic ketoacidosis. Diabetes led to the permanent
discontinuation of OPDIVO in no patients and withholding of OPDIVO in 0.1% of patients.

No patients (0/17) with diabetes required systemic corticosteroids. Diabetes resolved in 29% of the 17 patients.
Of the 2 patients in whom OPDIVO was withheld for diabetes, both reinitiated OPDIVO after symptom
improvement; of these, neither had recurrence of diabetes.

Immune-Mediated Nephritis with Renal Dysfunction

OPDIVO can cause immune-mediated nephritis, which is defined as requiring use of steroids and no clear
alternate etiology.

OPDIVQO as a Single Agent

Immune-mediated nephritis and renal dysfunction occurred in 1.2% (23/1994) of patients receiving OPDIVO as
a single agent, including Grade 4 (<0.1%), Grade 3 (0.5%). and Grade 2 (0.6%) adverse reactions. Immune-
mediated nephritis and renal dysfunction led to permanent discontinuation of OPDIVO in 0.3% and withholding
of OPDIVO in 0.4% of patients.

Systemic corticosteroids were required in 100% (23/23) of patients with nephritis and renal dysfunction. Nephritis
and renal dysfunction resolved in 78% of the 23 patients. Of the 7 patients in whom OPDIVO was withheld for
nephritis or renal dysfunction, 7 reinitiated OPDIVO after symptom improvement; of these, 1 (14%) had
recurrence of nephritis or renal dysfunction.

Immune-Mediated Dermatologic Adverse Reactions

OPDIVO can cause immune-mediated rash or dermatitis, defined as requiring the use of steroids and no clear
alternate etiology. Exfoliative dermatitis, including Stevens-Johnson Syndrome, toxic epidermal necrolysis
(TEN), and DRESS (Drug Rash with Eosinophilia and Systemic Symptoms) has occurred with PD-1/L-1 blocking
antibodies. Topical emollients and/or topical corticosteroids may be adequate to treat mild to moderate non-
exfoliative rashes. Withhold or permanently discontinue OPDIVO depending on severity [see Dosage and
Administration (2.1)].

OPDIVQO as a Single Agent




Immune-mediated rash occurred in 9% (171/1994) of patients, including Grade 3 (1.1%) and Grade 2 (2.2%)
adverse reactions. Immune-mediated rash led to permanent discontinuation of OPDIVO in 0.3% and withholding
of OPDIVO in 0.5% of patients.

Systemic corticosteroids were required in 100% (171/171) of patients with immune-mediated rash. Rash resolved
in 72% of the 171 patients. Of the 10 patients in whom OPDIVO was withheld for immune-mediated rash, 9
reinitiated OPDIVO after symptom improvement: of these. 3 (33%) had recurrence of immune-mediated rash.

OPDIVO with Ipilimumab

OPDIVO 1 mag/kqg with Ipilimumab 3 mqg/kq: Immune-mediated rash occurred in 28% (127/456) of patients
with melanoma or HCC receiving OPDIVO 1 mg/kg with ipilimumab 3 mg/ke every 3 weeks, including Grade

3 (4.8%) and Grade 2 (10%) adverse reactions. Immune-mediated rash led to permanent discontinuation of
OPDIVO with ipilimumab in 0.4% and withholding of OPDIVO with ipilimumab in 3.9% of patients.

Systemic corticosteroids were required in 100% (127/127) of patients with immune-mediated rash. Rash resolved
in 84% of the 127 patients. Of the 18 patients in whom OPDIVO with ipilimumab was withheld for immune-
mediated rash, 15 reinitiated treatment after symptom improvement; of these, 8 (53%) had recurrence of immune-
mediated rash.

OPDIVO 3 mg/kg with Ipilimumab 1 mg/kqg: Immune-mediated rash occurred in 16% (108/666) of patients
with RCC or CRC who received OPDIVO 3 mg/kg with ipilimumab 1 mg/kg every 3 weeks, including Grade 3
(3.5%) and Grade 2 (4.2%) adverse reactions. Immune-mediated rash led to permanent discontinuation of
OPDIVO with ipilimumab in 0.5% of patients and withholding of OPDIVO with ipilimumab in 2.0% of patients
with RCC or CRC.

Systemic corticosteroids were required in 100% (108/108) of patients with immune-mediated rash. Rash resolved
in 75% of the 108 patients. Of the 13 patients in whom OPDIVO with ipilimumab was withheld for immune-
mediated rash, 11 reinitiated treatment after symptom improvement; of these, 5 (46%) had recurrence of immune-
mediated rash.

Other Immune-Mediated Adverse Reactions

The following clinically significant immune-mediated adverse reactions occurred at an incidence of <1% (unless
otherwise noted) in patients who received OPDIVO or OPDIVO in combination with ipilimumab, or were
reported with the use of other PD-1/PD-L1 blocking antibodies. Severe or fatal cases have been reported for some
of these adverse reactions.

Cardiac/Vascular: Myocarditis, pericarditis, vasculitis

Nervous System: Meningitis, encephalitis, myelitis and demyelination, myasthenic syndrome/myasthenia gravis
(including exacerbation), Guillain-Barre syndrome, nerve paresis, autoimmune neuropathy

Ocular: Uveitis, iritis, and other ocular inflammatory toxicities can occur. Some cases can be associated with
retinal detachment. Various grades of visual impairment, including blindness, can occur. If uveitis occurs in
combination with other immune-mediated adverse reactions, consider a Vogt-Koyanagi-Harada-like syndrome,
as this may require treatment with systemic steroids to reduce the risk of permanent vision loss

Gastrointestinal: Pancreatitis to include increases in serum amylase and lipase levels, gastritis, duodenitis

Musculoskeletal and Connective Tissue: Myositis/polymyositis, rhabdomyolysis, and associated sequelae
including renal failure, arthritis, polymyalgia rheumatic

Endocrine: Hypoparathyroidism




Other (Hematologic/Immune): Hemolytic anemia, aplastic anemia, hemophagocytic lymphohistiocytosis,
systemic inflammatory response syndrome, histiocytic necrotizing lymphadenitis (Kikuchi lymphadenitis),
sarcoidosis, immune thrombocytopenic purpura, solid organ transplant rejection

5.29 Infusion-Related Reactions

OPDIVO can cause severe infusion-related reactions, which have been reported in <1.0% of patients in clinical
trials. Discontinue OPDIVO in patients with severe or life-threatening infusion-related reactions. Interrupt or slow
the rate of infusion in patients with mild or moderate infusion-related reactions /see Dosage and Administration

2.2)].

OPDIVO with Ipilimumab
OPDIVO 1 mg/kg with Ipilimumab 3 mg/kg

Infusion-related reactions occurred in 2.5% (10/407) of patients with melanoma reeetving-and in 8% (4/49) of
patients with HCC who received OPDIVO 1 mg/kg with ipilimumab 3 mg/kg every 3 weeks.

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

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

e Infusion-Related Reactions [see Warnings and Precautions (5.92)]

e Complications of Allogeneic HSCT [see Warnings and Precautions (5.463)]
6.1 Clinical Trials Experience

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

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




Metastatic Non-Small Cell Lung Cancer

First-line Treatment of Metastatic or Recurrent NSCLC: In Combination with Ipilimumab and Platinum-Doublet
Chemotherapy

The safety of OPDIVO in combination with ipilimumab and platinum-doublet chemotherapy was evaluated in
CHECKMATE-9LA [see Clinical Studies (14.3)]. Patients received either OPDIVO 360 mg administered every
3 weeks in combination with ipilimumab 1 mg/kg administered every 6 weeks and platinum-doublet
chemotherapy administered every 3 weeks for 2 cycles; or platinum-doublet chemotherapy administered every 3
weeks for 4 cycles. The median duration of therapy in OPDIVO in combination with ipilimumab and platinum-
doublet chemotherapy was 6 months (range: 1 day to 19 months): 50% of patients received OPDIVO and
ipilimumab for >6 months and 13% of patients received OPDIVO and ipilimumab for >1 year.

Serious adverse reactions occurred in 57% of patients who were treated with OPDIVO in combination with
ipilimumab and platinum-doublet chemotherapy. The most frequent (>2%) serious adverse reactions were
pneumonia, diarrhea, febrile neutropenia, anemia, acute kidney injury, musculoskeletal pain, dyspnea,
pneumonitis, and respiratory failure. Fatal adverse reactions occurred in 7 (2%) patients, and included hepatic
toxicity, acute renal failure, sepsis, pneumonitis, diarrhea with hypokalemia, and massive hemoptysis in the
setting of thrombocytopenia.

Study therapy with OPDIVO in combination with ipilimumab and platinum-doublet chemotherapy was
permanently discontinued for adverse reactions in 24% of patients and 56% had at least one treatment withheld
for an adverse reaction. The most common (>20%) adverse reactions were fatigue, musculoskeletal pain, nausea,
diarrhea, rash, decreased appetite, constipation, and pruritus.

Tables 12 and 13 summarize selected adverse reactions and laboratory abnormalities, respectively, in
CHECKMATE-9LA.

Table 12: Adverse Reactions in >10% of Patients Receiving OPDIVO and Ipilimumab
and Platinum-Doublet Chemotherapy - CHECKMATE-9LA

OPDIVO and Ipilimumab and Platinum-Doublet Chemotherapy
Platinum-Doublet Chemotherapy (n=349)
Adverse Reaction (n=358)
All Grades (%) | Grades 3-4 (%) All Grades (%) Grades 3-4 (%)

General

Fatigue® 49 5 40 4.9

Pyrexia 14 0.6 10 0.6
Musculoskeletal and Connective Tissue

Musculoskeletal pain® | 39 4.5 27 | 2.0
Gastrointestinal

Nausea 32 1.7 41 0.9

Diarrhea® 31 6 18 1.7

Constipation 21 0.6 23 0.6

Vomiting 18 2.0 17 14

Abdominal pain? 12 0.6 11 0.9
Skin and Subcutaneous Tissue

Rash® 30 4.7 10 0.3

Pruritusf 21 0.8 2.9 0

Alopecia 11 0.8 10 0.6
Metabolism and Nutrition

Decreased appetite | 28 | 2.0 22 | 1.7
Respiratory, Thoracic and Mediastinal

Cough® 19 0.6 15 0.9

Dyspnea 18 4.7 14 32
Endocrine




Table 12: Adverse Reactions in >10% of Patients Receiving OPDIVO and Ipilimumab
and Platinum-Doublet Chemotherapy - CHECKMATE-9LA

OPDIVO and Ipilimumab and Platinum-Doublet Chemotherapy
Platinum-Doublet Chemotherapy (n=349)
Adverse Reaction (n=358)
All Grades (%) | Grades 3-4 (%) All Grades (%) Grades 3-4 (%)
Hypothyroidism! 19 0.3 3.4 0
Nervous System
Headache 11 0.6 7 0
Dizziness' 11 0.6 6 0

Toxicity was graded per NCI CTCAE v4.

2 Includes fatigue and asthenia

> Tncludes myalgia, back pain, pain in extremity, musculoskeletal pain, bone pain, flank pain, muscle spasms, musculoskeletal chest
pain, musculoskeletal disorder, osteitis, musculoskeletal stiffness, non-cardiac chest pain, arthralgia, arthritis, arthropathy, joint
effusion, psoriatic arthropathy. synovitis

¢ Includes colitis, ulcerative colitis, diarrhea, and enterocolitis

¢ Includes abdominal discomfort, abdominal pain, lower abdominal pain, upper abdominal pain, and gastrointestinal pain

¢ Includes acne, dermatitis, acneiform dermatitis, allergic dermatitis, atopic dermatitis, bullous dermatitis, generalized exfoliative
dermatitis, eczema, keratoderma blenorrhagica, palmar-plantar erythrodysaesthesia syndrome, rash, erythematous rash, generalized
rash, macular rash, maculo-papular rash, morbilliform rash, papular rash, pruritic rash, skin exfoliation, skin reaction, skin toxicity,
Stevens-Johnson syndrome, urticaria

T Includes pruritus and generalized pruritus

¢ Includes cough, productive cough, and upper-airway cough syndrome
h

Includes dyspnea, dyspnea at rest, and exertional dyspnea
I Includes autoimmune thyroiditis, increased blood thyroid stimulating hormone, hypothyroidism, thyroiditis, and decreased free tri-

iodothyronine
Includes dizziness, vertigo and positional vertigo

—.

Table 13: Laboratory Values Worsening from Baseline® Occurring in >20% of Patients
on OPDIVO and Ipilimumab and Platinum-Doublet Chemotherapy -
CHECKMATE-9LA

OPDIVO and Ipilimumab and Platinum-Doublet Chemotherapy
Laboratory Abnormality Platinum-Doublet Chemotherapy
Grades 1-4 (%) | Grades 3-4 (%) | Grades 1-4 (%) | Grades 3-4 (%)
Hematology
Anemia 70 9 74 16
Lymphopenia 41 6 40 11
Neutropenia 40 15 42 15
Leukopenia 36 10 40 9
Thrombocytopenia 23 43 24 S
Chemistry
Hyperglycemia 45 7 42 2.6
Hyponatremia 37 10 27 7
Increased ALT 34 4.3 24 1.2
Increased lipase 31 12 10 2.2
Increased alkaline phosphatase 31 1.2 26 0.3
Increased amylase 30 7 19 1.3
Increased AST 30 3.5 22 0.3
Hypomagnesemia 29 1.2 33 0.6
Hypocalcemia 26 14 22 1.8
Increased creatinine 26 1.2 23 0.6
Hyperkalemia 22 1.7 21 2.1




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 and ipilimumab and platinum-doublet chemotherapy group (range: 197 to 347 patients) and platinum-doublet
chemotherapy group (range: 191 to 335 patients).

Second-line Treatment of Metastatic NSCLC

Squamous Cell Carcinoma of the Head and Neck

The safety of OPDIVO was evaluated in CHECKMATE-141, a randomized, active-controlled, open-label,
multicenter trial in patients with recurrent or metastatic SCCHN with progression during or within 6 months of
receiving prior platinum-based therapy /[see Clinical Studies (14.7)]. The trial excluded patients with active
autoimmune disease, medical conditions requiring systemic immunosuppression, or recurrent or metastatic
carcinoma of the nasopharynx, squamous cell carcinoma of unknown primary histology, salivary gland or non-
squamous histologies (e.g., mucosal melanoma). Patients received OPDIVO 3 mg/kg by intravenous infusion
over 60 minutes every 2 weeks (n=236) or investigator’s choice of either:

» cetuximab (x—=13) 400 mg/m2 initial dose intravenously followed by 250 mg/m2 weekly), or
» methotrexate (7=46)40 to 60 mg/m? intravenously weekly), or
s docetaxel (v=52)-30 to 40 mg/m? intravenously weekly).

Hepatocellular Carcinoma

The safety of OPDIVO 3 mg/kg every 2 weeks as a single agent was evaluated in a 154-patient subgroup of
patients with HCC and Child-Pugh_Class A cirrhosis who progressed on or were intolerant to sorafenib. These
patients enrolled in Cohorts 1 and 2 of CHECKMATE-040, a multicenter, multiple cohort, open-label trial /see
Clinical Studies (14.10)]. Patients were required to have an AST and ALT <5 x ULN and total bilirubin <3 mg/dL.
The median duration of exposure to OPDIVO was 6-5 months (range: 0 to 22+ months). Serious adverse reactions
occurred in 49% of patients. The most frequent serious adverse reactions reported in at least 2% of patients were
pyrexia, ascites, back pain, general physical health deterioration, abdominal pain, pneumonia, and anemia.

The toxicity profile observed in these patients with advanced HCC was generally similar to that observed in
patients with other cancers, with the exception of a higher incidence of elevations in transaminases and bilirubin
levels. Treatment with OPDIVO resulted in treatment-emergent Grade 3 or 4 AST in 27 (18%) patients, Grade 3
or 4 ALT in 16 (11%) patients, and Grade 3 or 4 bilirubin in 11 (7%) patients. Inmune-mediated hepatitis
requiring systemic corticosteroids occurred in 8 (5%) patients.

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 trial 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 >4% of patients) were pyrexia, diarrhea, anemia,
increased AST, adrenal insufficiency, ascites, esophageal varices hemorrhage, hyponatremia, increased blood
bilirubin, and pneumonitis.




Tables 26 and 27 summarize the adverse reactions and laboratory abnormalities, respectively, in CHECKMATE-
040. Based on the design of the study, the data below cannot be used to identify statistically significant differences
between the cohorts summarized below for any adverse reaction.

Table 26: Adverse Reactions Occurring in >10% of Patients Receiving OPDIVO in Combination with
Ipilimumab in Cohort 4 or OPDIVO in Cohorts 1 and 2 of CHECKMATE-040

OPDIVO and Ipilimumab OPDIVO
Adverse Reaction (n=49) (n=154)
All Grades (%) | Grades 3-4 (%) All Grades (%) | Grades 3-4 (%)

Skin and Subcutaneous Tissue

Rash 53 8 26 0.6

Pruritus 53 4 27 0.6
Musculoskeletal and Connective Tissue

Musculoskeletal pain 41 2 36 19

Arthralgia 10 0 8 0.6
Gastrointestinal

Diarrhea 39 4 27 1.3

Abdominal pain 22 6 34 39

Nausea 20 0 16 0

Ascites 14 6 9 2.6

Constipation 14 0 16 0

Dry mouth 12 0 9 0

Dyspepsia 12 2 8 0

Vomiting 12 2 14 0

Stomatitis 10 0 7 0

Abdominal distension 8 0 11 0
Respiratory, Thoracic and Mediastinal

Cough 37 0 23 0

Dyspnea 14 0 13 19

Pneumonitis 10 2 13 0.6
Metabolism and Nutrition

Decreased appetite 35 2 22 1.3
General

Fatigue 27 2 38 3.2

Pyrexia 27 0 18 0.6

Malaise 18 2 6.5 0

Edema 16 2 12 0

Influenza-like illness 14 0 9 0

Chills 10 0 3.9 0
Nervous System

Headache 22 0 11 0.6

Dizziness 20 0 9 0
Endocrine

Hypothyroidism 20 0 4.5 0

Adrenal insufficiency 18 4 0.6 0
Investigations

Weight decreased | 20 | 0 | 7 | 0
Psychiatric

Insomnia | 18 | 0 | 10 | 0
Blood and Lymphatic System

Anemia | 10 | 4 | 19 | 2.6
Infections

Influenza 10 2 19 0

Upper. Respiratory Tract 6 0 12 0

Infection
Vascular

Hypotension 10 0 0.6 0




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 27: 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 OPDIVO*
Laboratory Abnormality (n=47)
All Grades (%) |  Grades 3-4 (%) All Grades (%) |  Grades 3-4 (%)
Hematology
Lymphopenia 53 13 59 15
Anemia 43 4.3 49 4.6
Neutropenia 43 9 19 1.3
Leukopenia 40 2.1 26 33
Thrombocytopenia 34 4.3 36 7
Chemistry

Increased AST 66 40 58 18
Increased ALT 66 21 48 11
Increased bilirubin 55 11 36 7
Increased lipase 51 26 37 14
Hyponatremia 49 32 40 11
Hypocalcemia 47 0 28 0
Increased alkaline 40 43 44 7
phosphatase

Increased amylase 38 15 31 6
Hypokalemia 26 2.1 12 0.7
Hyperkalemia 23 43 20 2.6
Increased creatinine 21 0 17 1.3
Hypomagnesemia 11 0 13 0

The denominator used to calculate the rate varied from 140 to 152 based on the number of patients with a baseline value and at least one
post-treatment value.

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. In patients who received single-
agent OPDIVO, virologic breakthrough occurred in 5 of 47 (11%) patients and 1 of 32 (3%) 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.

6.2 Immunogenicity

Of the patients with melanoma, advanced renal cell carcinoma, metastatic colorectal cancer, metastatic or
recurrent non-small cell lung cancer who were treated with OPDIVO and ipilimumab and evaluable for the
presence of anti-nivolumab antibodies, the incidence of anti-nivolumab antibodies was 26% (132/516) with
OPDIVO 3 mg/kg followed by ipilimumab 1 mg/kg every 3 weeks and 38% (149/394) with OPDIVO 1 mg/kg
followed by ipilimumab 3 mg/kg every 3 weeks. The incidence of neutralizing antibodies against nivolumab was
0.8% (4/516) with OPDIVO 3 mg/kg followed by ipilimumab 1 mg/kg every 3 weeks and 4.6% (18/394) with
OPDIVO 1 mg/kg followed by ipilimumab 3 mg/kg every 3 weeks.

Of the patients with hepatocellular carcinoma who were treated with OPDIVO and ipilimumab every 3 weeks for
4 doses followed by OPDIVO every 2 weeks and were evaluable for the presence of anti-nivolumab antibodies,
the incidence of anti-nivolumab antibodies was 45% (20/44) with OPDIVO 3 mg/kg followed by ipilimumab 1




meg/kg and 56% (27/48) with OPDIVO 1 mg/kg followed by ipilimumab 3 mg/kg: the corresponding incidence
of neutralizing antibodies against nivolumab was 14% (6/44) and 23% (11/48), respectively.

Of the patients with NSCLC who were treated with OPDIVO 360 mg every 3 weeks in combination with
ipilimumab 1 mg/kg every 6 weeks and platinum-doublet chemotherapy, and were evaluable for the presence of
anti-nivolumab antibodies, the incidence of anti-nivolumab antibodies was 34% (104/308); the incidence of
neutralizing antibodies against nivolumab was 2.6% (8/308).

There was no evidence of increased incidence of infusion-related reactions er—effects—on—efficacy—with anti-
nivolumab antibody development.

8.5 Geriatric Use

Of the 49 patients who received OPDIVO 1 mg/kg in combination with ipilimumab 3 mg/kg in CHECKMATE-
040 (hepatocellular carcinoma), 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.

Of the 361 patients randomized to OPDIVO 360 mg every 3 weeks in combination with ipilimumab 1 mg/kg
every 6 weeks and platinum-doublet chemotherapy every 3 weeks (for 2 cycles) in CHECKMATE-9LA
(NSCLCQC), 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 in CHECKMATE-9LA, 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.

12.3 PHARMACOKINETICS

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/ke 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 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.




When administered in combination, the CL of nivolumab increased by 20% in the presence of anti-nivolumab
antibodies.

14 CLINICAL STUDIES

14.3 Metastatic Non-Small Cell Lung Cancer

First-line Treatment of Metastatic or Recurrent NSCLC: In Combination with Ipilimumab and Platinum-Doublet
Chemotherapy

CHECKMATE-9LA (NCT03215706) was a randomized, open-label trial in patients with metastatic or recurrent
NSCLC. The trial included patients (18 years of age or older) with histologically confirmed Stage IV or recurrent
NSCLC (per the 7th International Association for the Study of Lung Cancer classification [IASLC]), ECOG
performance status 0 or 1, and no prior anticancer therapy (including EGFR and ALK inhibitors) for metastatic
disease. Patients were enrolled regardless of their tumor PD-L1 status. Patients with known EGFR mutations or
ALK translocations sensitive to available targeted inhibitor therapy, untreated brain metastases, carcinomatous
meningitis, active autoimmune disease, or medical conditions requiring systemic immunosuppression were
excluded from the study. Patients with stable brain metastases were eligible for enrollment.

Patients were randomized 1:1 to receive either:

e OPDIVO 360 mg administered intravenously over 30 minutes every 3 weeks, ipilimumab 1 mg/kg
administered intravenously over 30 minutes every 6 weeks, and platinum-doublet chemotherapy
administered intravenously every 3 weeks for 2 cycles, or

e platinum-doublet chemotherapy administered every 3 weeks for 4 cycles.

Platinum-doublet chemotherapy consisted of either carboplatin (AUC 5 or 6) and pemetrexed 500 mg/mz, or
cisplatin 75 mg/m2 and pemetrexed 500 mg/m2 for non-squamous NSCLC: or carboplatin (AUC 6) and paclitaxel

200 mg/m? for squamous NSCLC. Patients with non-squamous NSCLC in the control arm could receive optional
pemetrexed maintenance therapy. Stratification factors for randomization were tumor PD-L1 expression level
(>1% versus <1% or non-quantifiable), histology (squamous versus non-squamous), and sex (male versus
female). Study treatment continued until disease progression, unacceptable toxicity, or for up to 2 years.
Treatment could continue beyond disease progression if a patient was clinically stable and was considered to be
deriving clinical benefit by the investigator. Patients who discontinued combination therapy because of an adverse
reaction attributed to ipilimumab were permitted to continue OPDIVO as a single agent as part of the study.
Tumor assessments were performed every 6 weeks from the first dose of study treatment for the first 12 months,
then every 12 weeks until disease progression or study treatment was discontinued. The primary efficacy outcome
measure was OS. Additional efficacy outcome measures included PFS, ORR, and duration of response as assessed

by BICR.

A total of 719 patients were randomized to receive either OPDIVO in combination with ipilimumab and platinum-
doublet chemotherapy (n=361) or platinum-doublet chemotherapy (n=358). The median age was 65 years (range:
26 to 86) with 51% of patients >65 years and 10% of patients >75 years. The majority of patients were White
(89%) and male (70%). Baseline ECOG performance status was 0 (31%) or 1 (68%), 57% had tumors with PD-
L1 expression >1% and 37% had tumors with PD-L1 expression that was <1%., 32% had tumors with squamous
histology and 68% had tumors with non-squamous histology, 17% had CNS metastases, and 86% were former or
current smokers.

The study demonstrated a statistically significant benefit in OS, PFS, and ORR. Efficacy results from the
prespecified interim analysis when 351 events were observed (87% of the planned number of events for final
analysis) are presented in Table 31.




Table 31: Efficacy Results - CHECKMATE-9LA

OPDIVO &}nd Ipilimumab and Platinum-Doublet
Pt Dol Chomuberans
(n=361) (n=358)
Overall Survival
Events (%) 156 (43.2) 195 (54.5)
Median (months) 14.1 10.7
(95% CI) (13.2,16.2) (9.5,12.5)
Hazard ratio (96.71% CI)® 0.69 (0.55, 0.87)
Stratified log-rank p-value® 0.0006
Progression-free Survival per BICR
Events (%) 232 (64.3) \ 249 (69.6)
Hazard ratio (97.48% CI)? 0.70 (0.57, 0.86)
Stratified log-rank p-value® 0.0001
Median (months)? 6.8 5.0
(95% CI) (5.6.7.7) (4.3,5.6)
Overall Response Rate per BICR (%) 38 25
(95% CI)® 33,43 21,30
Stratified CMH test p-value® 0.0003
Duration of Response per BICR
Median (months) 10.0 5.1
(95% CI)¢ 8.2,13.0 4.3,7.0

Based on a stratified Cox proportional hazard model.

b p-value is compared with the allocated alpha of 0.033 for this interim analysis.

¢ p-value is compared with the allocated alpha of 0.0252 for this interim analysis.

4 Kaplan-Meier estimate.

¢ Confidence interval based on the Clopper and Pearson Method.

f p-value is compared with the allocated alpha of 0.025 for this interim analysis.

With an additional 4.6 months of follow-up, the hazard ratio for overall survival was 0.66 (95% CI: 0.55. 0.80)
and median survival was 15.6 months (95% CI: 13.9, 20.0) and 10.9 months (95% CI: 9.5, 12.5) for patients
receiving OPDIVO and ipilimumab and platinum-doublet chemotherapy or platinum-doublet chemotherapy,
respectively (Figure 5).




Figure 5: Overall Survival - CHECKMATE-9LA
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14.10 Hepatocellular Carcinoma

The-efficacy of OPDINVO-was-evaluatedin-a154-patient subgroup-of CHECKMATE-040 (NCT01658878), was

a multicenter, multiple cohort, open-label trial eondueted 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 trial-pepulation—characteristies—were:—efficacy of OPDIVO as a single agent was evaluated in a pooled

subgroup of 154 patients across Cohorts 1 and 2 who received OPDIVO 3 mg/kg by intravenous infusion every
2 weeks until disease progression or unacceptable toxicity. The median age was 63 years (range: 19 to 81), 77%
were male, and 46% were White. Across-the-population.-Baseline ECOG performance status was 0 (65%) or 1
(35%). Thirty-one percent (31%) of patients had active HBV infection, 21% had active HCV infection, and 49%




had no evidence of active HBV or HCV. The etiology for HCC was alcoholic liver disease in 18% and non-

alcoholic fatty liver disease in 6.5% of patients. Baseline ECOG-performance statuswas065%)or+35%)
Child-Pugh class and score was A5 for 68%, A6 for 31%, and B7 for 1% of patients. Seventy-one percent (71%)

of patients had extrahepatic spread, 29% had macrovascular invasion, and 37% had alfa-fetoprotein (AFP) levels
>400 pg/L. Prior treatment history included surgical resection (66%), radiotherapy (24%), or locoregional
treatment (58%). All patients had received prior sorafenib, of whom 36 (23%) were unable to tolerate sorafenib;
19% of patients had received 2 or more prior systemic therapies.

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.

Efficacy results are shown in Table 42. Based on the design of this study, the data below cannot be used to identify
statistically significant differences in efficacy between cohorts. The results for OPDIVO in Cohorts 1 and 2 are
based on a minimum follow-up of approximately 27 months. The results for OPDIVO in combination with
ipilimumab in Cohort 4 are based on a minimum follow-up of 28 months.

Table37:— Effieacy Results —CHECKMATE-040




Table 42: Efficacy Results - Cohorts 1, 2, and 4 of CHECKMATE-040

OPDIVO and Ipilimumab OPDIVO
(Cohort 4) (Cohorts 1 and 2)
(n=49) (n=154)
Overall Response Rate per BICR,? n (%),
16 (33%) 22 (14%)
RECIST vl.1 2 %
(95% CI)° (20. 48) 9.21)
Complete response 4 (8%) 3 (2%)
Partial response 12 (24%) 19 (12%)
Duration of Response per BICR,? RECIST vl.1 n=16 n=22
Range (months) 4.6,30.5+ 3.2,51.1+
Percent with duration >6 months 88% 91%
Percent with duration >12 months 56% 59%
Percent with duration >24 months 31% 32%
Overall Response Rate per BICR, n (%), 17 (35%) 28 (18%)
mRECIST
(95% CI)° 22.50 12,25
Complete response 6 (12%) 7 (5%)
Partial response 11 (22%) 21 (14%)

2 Confirmed by BICR.

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




:PXY [17V2 D' NInN DRDTY

?209Nna NI an? A1

(non-small cell lung cancer) D1V DI'RY D'RN AION 'MINA NIXM VIO @
N70n0 N'oNInD 7w 719'0 Nitnn v (Ipilimumab) axknm'7'9'x Dy AI7'wa 1A' T9IX ©
NIXM |VI0 DY DA D'7INYT IYX] 71910 172 NIN1 ,N9011 N'9ININ'D NOINNI DIN'Y'79
S ALK Ik EGFR nhiaa nmi'w X791 ,0M057 DI'RY D'KN 2100 TIN IX VYIoNn
219'0 ANX7 IX 719'0 D )N ANTPNN DN7NNY D'72IN2-H2Y 719'07 NINY IAMTOIN. O
.011'0'79 7y nooiann ' ININDA

(hepatocellular carcinoma) Ta> jvho o
N2 Ny oy 0'72in?_nant L (Ipilimumab) axnm!'7'9'x oy A17'wa IX T'N' 719'02-A3R3 LIATOIN
.(sorafenib) 2n9x110-2 719'0 X7 (child-pugh A) Ny

:N9NNA win'wn 194 .2

N9NN2 YIN'Y7 NIyana NITAIM NNATR

10X 7712 ,'R1910 Jaxn 72 7 89117 190 ,1arT9INA 719'0n 119

TIANT IX 0N 'VNN 7¢ NAD NRYT L[N N7NN (120 [I0'NN NDWNA NNIYRN NI'van 7210 110 e
(o1917)

DMARNMYUN NNAY e

PINO-RHYA-IN-ARA-RHYAR- 7O PR
e T
SRS RA R RS HeS R s e S

(n'X1217X) DAINA XD D7NWNN IWKRD LWTA RN N7NWN IAY7 TR DDRY IKNNAY - e

12'TOIXY? NINITD DNNNX NIDINN D721 NTNN D' NTK? 'MIP 719'0ayanay - e

IX (0'212 N'ANOK'M) NMINMN DY NYWTIN (120 17W D'AYYN NDWN 2V y'swnn axnn 7210 10 e
Guillain-barre nwa nimon

("Dan " 9o 'R1) [IMN7 012'07 NMIDNN X [N N e

("n@ani " 9o 'R1) N7 JNUDA IK NP NN e

:0"™aanni oYy
JA'TOIX NIN'VAI NI 227 YT 0P KY
Mismatch Repair) dMMR xvann 'nana n7in7ni 0a'vn jvho oy 12 737 nnnn o172 @
IX ,(Microsatellite Instability-High) MSI-H x_(Deficient
|UI0N 10 N 719'07 18 A7 NN D T2 e

NIMONN "2 NIAN/NIYPRIVIN

7V 190 ,NAITN '90INI DYIN X'77 NIDINN 771D NNNK NISINN ,NMINNKY? NNEZY7 DX IX,N717 NNX DX
.NENY7 IX x9N P

Shepoampe s ionan b s s s s mnis Sin e Do Soasue munimn s e s

HFHR-ASHRA

209NN YNNwN 1D .3

30 IX NiT 60 YWN2 DTN NNIPY NIYXARD TUI7 DN IRIDIN NHXN MY NINI ITOIR @
.NOINN Y2A7'W NNTTNYI M7 DRNNA  DIpT

NN 17N Niviaw 4 75 IN DWW 72770 10T NIN R, TA7 NN ITOIR UKD e
apn nnrv

V102 719'0 N1ay VN7 ,(Ipilimumab) 127 Dy A7IWUN 719'02 NINYI I TOIR UKD @
(non-small cell lung cancer) nVE DI'XY D'RXN 210N 'NNNA NIXNA




127" .219'0 NIM 4 2"N07 ~Nwiaw 3 75 775 1T NI IATOIRSBEAHTHNA- TIRIR-RHORRN___ e
497 NI 4 95 IR 0"V 9D T17 NN 2ATOIR L[N INK7_.0N NIk [N1n (Ipilimumab)
S2pn AR NN nind

2wX (non-small cell lung cancer) D'V DI'RY O'RN 210N 'NMINA NIKA [V 719'V Y @
[N 1ar79IR L (ipilimumab) 120 oy 271wn 719'02 NINM AMTOINWI 9122 0'901 DMITX7 LYONN
v N7 DA PRI QNN 797 0w Yun? nviaw 6 70 i (ipilimumab) 1ant niviaw 3 '
.219'0 NIThn 1w Ywn? niviaw 3 75 'onnim' 719'0

INI7 nyoIn 4

'N'YA NN NTa-7@ DNmn RN Nysin

7Y 'N'Y N2 |RTa NLN 0'W'SINN DY'NONNN TNXK YN NNX DX DT NINKY IX 790100 X917 NIIT
JArTOIN

TV IRNNINNY @

N9 IXTIA e

npnon e

NN'YIN NYQ 0'OIXON IN NN'WI INIPAAILIYR e
L]
L]
[ ]
L]

MINTNo
[197'VRHSZYRR NYINN
nIin

Ssbiem s mnss

ANIXD IX 222 AX)=——2

DNA7 V717V 12TOIR .7V [10'NN DN 71V9Y T-7Y 0'M'IoN |VYO 'A102 N790NN NDINN NI'N 1AM TOIR
NI7'Y9 .0NI7'WO [9IX 7V Y'OUNTI 17W 9122 IT'R 722 0'RM2 DRI NP 917N 17w [10'Nn N>wn?
722 v'o1n? NI7I7Y DR RIT DIYODIN NN X'AN7-84A-R1E3202 IX NN 'RI7 NIsInT oMt a7 1t
.JATD ININA NNX 'RI7 DYOINN NI DINDI PN .719'0N DI'0 TNK7 X IX 719'0N |NT2 27

20" DY 2I7'W2 NINY ATOIRWI NI NN NN WNINNY Ni17p 1990 'Ki7n nivsinn 77n
.(Ipilimumab) Yervoy

IX D'IN'02 DINNN W' DX IX DY) D'WTN D'MON IX D'IN'O AliN q72'n DX 290nn X917 TN MO

DINAD BITON AINAN NIYWL DN IN B'NAD DRMONAN WD Pnon: 17 ,0"1'NoNa

Bletoaranas) A Ea R RADaS R R Rape R eren e s ons mabs cneepasoo) QNMIA NI
129

7'wa nNn IRYTN 7Y e

AFRIO—

NN e

NTNA DAN) @

BaRte—SF A s SR pran s Rusint penab spbabus Leas sas mobs cusibuol poynpa NYa
7000 N1E N'OY-33 0y NI7ZIYO 1901 IX (N1 NNIX) 7YY e

QM IX 0T DY DRIX IR ASTAARFASARD-YAND ;NPT NOT? NNITN MINY NRIN-ARKNE- BT @

VAN TR MMN NIYAN IXNIMN AR @

SRR TA-RPIT Y- BHAORFE A0 -{(RANR/TIOA-RPT) . TADA NI'Y]

7Y VN 217 7w IR YW YN 7Y nanxn e

Mmn ARPN IR N7'N e

{Juaa)PEFA- WD Y ' TYAARD e

nIRYL—e

(M Yw m) nndyaxa Ny e

NI7Z MNAFAARR-FHEZ2 R NNIANY IN DT N'v) - @
AIN-AYHRRIATY e

ATAARIN—e




A MR RIS AR IRL AL AN-RAVITA-TAMAY) .0IIMNNIN NNXT'NY NIVI7A] NIYa

D"I"OIN X7 UKD 'AND IN D'O7IN DI'RW UK 'AND @
X7 D"MIWA NIYIAY e

DUV NI'YY e
2N 2723xp e
[ ]

[ ]

[ ]

NN2AIN YT
NIIX'7 NI9"Y
77wn TIAR IR 7pwna Nty

HOY-RHRIRO—=

7'200n D122 QYD IR [INRX YN L

2'00n NN DNTNA MY NN

W'Y N
21 NYINN

N Py 7177 1A Y

[ ]
[ ]
[ ]
NNy e
[ ]
[I97'V IX DININO  ®

;.N"102 nIya

17¥ MWD NINdA N e
17v¥ |Nwa 0T NYSIN
17w 0"7101{72 NIN'O)
[IAR'T TIA'R

SAHATECHIY-R-B9R 1Y NIYa

nnNMo e

T e

q1Y2 0'917'7 IX VYA NIFNID7Y NySIn - e

AN MK TR IX (DAL ORRPR-FHEIS-FHAF IN NON 7702 0AKID DD IN D'YXD e

110'NN N2IYNA NI'Ya 7w 011'MONNI DMN'oN 70 X7 19X .0MINK NINPYI DMK Y'DIN? DA Ni7I7y niva
DNY70 0'YUTN DY'MON IX DMN'0 11V 790nn 790NN X91N'7 T'N N9 LI TOIN DY Win'vA V'oIin? nii7vn
221757 0'719'0 ,0"1'NONA IN D'IN'02 NNNN W' DN IX

D'"710172 NIN'OY IX NNA'WA IXIFZ 0 TO X727 2% ATNA DAND @

'Y NI'YA NYRIRIY LNININN "I'Y X NN 2¥NA DAY L[ND'T NIV NiMnY' 737
.0"'7202 IN DIYINTA DYINN Q01N IX YIXPY ,77wnin

D'~ DAY DMWY XD IR DY, NYOYION DR ,N7I9D DK e

DY NIMIXIDNN L, DNIMN IX DDYANA QYZIN IX DY 'ARD) e

NNIANY 0"Vl ,0MITR DT 'XN 7Y 1dIN1 N1'90 @




INI9O0NI NINMN 'XI7 NIYSIN

{(n'xa17x) DN X' ANYAN YWD YTA NN DTN D20

IN '197 nNWY1 N7Nwnn DX Y'9IN7 0717V 0'D12'0N N7 X'an?i orimn nirn'? o'y 1770 0oiaron
VT2 'RN N7NWN 112YN DX 0'DI2'0 7W D'IN'07 27yn YX¥A' 17 790100 XKONN_I2MT9INA 719'00 NX
.00Inn

774 (Ipilimumab) Yervoy 't ny 1ar 191X YW 271wn [nna AN ninodwn 'Rin NIysin

nivty e

ARSO— o

NN e

N9 e

T2 o

NN e

DH—-e

D'19N21 NINXYY ,DMYIIND_ @
nin e
PHHAUARNATRII TR E—e
T

joaaN——o

ANFA—se

vy e

jaxN T e

DNIXPN__ e

VIIXD ®

nN'WI X e

NNI'2YN NN'YIN DYTA D'IN'T e
UNIIND e

(DT T'RN'MIDTN) T'RNND [ININ YW NDINA NN @
27YnNa T e

NMININO e

a9 NI (Ipilimumab) Yervoy a1 py 191X YW A%71wn [Nna NI NN XITD NIYSIN
NI

Ny e

D'719N21 NINXYA ,DMYA XD e

NN e
WY e
[ ]

[ ]

[ ]

nnn"Mo
IAXN] AT
nn'xy

Ta—o



IXI9ON NIX7 yTM
bl iUl il slae

Information for Healthcare professionals

Preparation and Administration

Administration

o Administer the infusion over 30 minutes or 60 minutes depending on the dose
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).

o  \Whepn—administered—Administer OPDIVO in combination with other
therapeutic agents as follows:

o With ipilimumab;-: administer OPDIVO first followed by ipilimumab on
the same day.

o _With platinum-doublet chemotherapy: administer OPDIVO first
followed by platinum doublet chemotherapy on the same day

o With ipilimumab and platinum-doublet chemotherapy: administer
OPDIVO first followed by ipilimumab and then platinum-doublet
chemotherapy on the same day.
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