OPDIVO

Concentrate for solution for infusion
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Unresectable or Metastatic Melanoma

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

Adjuvant Treatment of Melanoma

OPDIVO is indicated for the adjuvant treatment of adult and pediatric patients 12 years and
older with completely resected Stage 1B, IIC, I, 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).

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

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

Metastatic Non-Small Cell Lung Cancer

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

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

Advanced Renal Cell Carcinoma

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.

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

Classical Hodgkin Lymphoma

OPDIVO in combination with doxorubicin, vinblastine and dacarbazine (AVD) is indicated
for the treatment of adult and pediatric patients 12 years and older with previously
untreated Stage Il or IV classical Hodgkin lymphoma (cHL).

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

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

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
ucC.

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

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

- have disease progression during or following platinum-containing chemotherapy

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

Hepatocellular Carcinoma

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

Esophageal Cancer

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

OPDIVO 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.

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

OPDIVO 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 2 1% .

Malignant Pleural Mesothelioma

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

Gastric Cancer, Gastroesophageal Junction Cancer, and EsophagealAdenocarcinoma

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

OPDIVO may be administered either without dilution or after dilution as described below.

e  After preparation of infusion:

Chemical and physical in-use stability from the time of preparation has been demonstrated
as follows (times are inclusive of the administration period):

Chemical and physical in-use stability

Infusion preparation Storage at 2°C to Storage at room tem.perature
8°C protected from | (£25°C) and room light
light

Undiluted or diluted with

sodium chloride 9 mg/mL 30 days 24 hours

(0.9%) solution for injection (of total 30 days storage)

Diluted with 50 mg/mL (5%) 8 hours

7 days

glucose solution for injection (of total 7 days storage)

From a microbiological point of view the prepared solution for infusion, regardless of the
diluent, should be used immediately. If not used immediately, in-use storage times and
conditions prior to use are the responsibility of the user and would normally not be longer
than 7 days at 2°C to 8°C or 8 hours (of the total 7 days of storage) at room temperature (<
25°C). Aseptic handling should be ensured during the preparation of infusion.

Administration

e Administer the infusion;—after-dilation, 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).

11 DESCRIPTION

OPDIVO (nivolumab) injection for intravenous use is supplied in single-dose vials. Each mL
of OPDIVO solution contains nivolumab 10 mg, mannitol (30 mg), sodium citrate dihydrate
(5.88 mg), sodium chloride (2.92 mg), polysorbate 80 (0.2 mg), pentetic acid (0.008 mg),
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Water for Injection, USP. May contain hydrochloric acid and/or sodium hydroxide to adjust
pH to 6.

16 HOW SUPPLIED/STORAGE AND HANDLING

Store under refrigeration at 2°C to 8°C (36°F to 46°F). Protect from light by storing in the
original package until time of use. Do not freeze or shake.

The unopened vial can be stored at controlled room temperature up to 25°C with room light
for up to 48 hours.

After preparation of infusion:

Chemical and physical in-use stability from the time of preparation has been demonstrated as
follows (times are inclusive of the administration period):

Chemical and physical in-use stability

Infusion preparation Storage at 2°C to Storage at room tem.perature
8°C protected from | (£25°C) and room light
light

Undiluted or diluted with 24 hours

sodium chloride 9 mg/mL 30 days
(0.9%) solution for injection

(of total 30 days storage)

Diluted with 50 mg/mL (5%)
glucose solution for injection

8 hours
(of total 7 days storage)

From a microbiological point of view the prepared solution for infusion, regardless of the
diluent, should be used immediately. If not used immediately, in-use storage times and
conditions prior to use are the responsibility of the user and would normally not be longer than
7 days at 2°C to 8°C or 8 hours (of the total 7 days of storage) at room temperature (< 25°C).

Aseptic handling should be ensured during the preparation of infusion.
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Information for Healthcare professionals
Preparation and Administration

OPDIVO may be administered either without dilution or after dilution as described below.

e After preparation of infusion:

Chemical and physical in-use stability from the time of preparation has been demonstrated
as follows (times are inclusive of the administration period):

Chemical and physical in-use stability

: : Storage at 2°C to Storage at room temperature

Infusion preparation

usion prep I 8°C protected from | (£ 25°C) and room light

light

Undiluted or diluted with 24 hours
sodium chloride 9 mg/mL 30 days — .
(0.9%) solution for injection (of total 30 days storage)
Diluted with 50 mg/mL (5%) 7 davs 8 hours
glucose solution for injection L days (of total 7 days storage)

From a microbiological point of view the prepared solution for infusion, regardless of the
diluent, should be used immediately. If not used immediately, in-use storage times and
conditions prior to use are the responsibility of the user and would normally not be longer
than 7 days at 2°C to 8°C or 8 hours (of the total 7 days of storage) at room temperature
(£ 25°C). Aseptic handling should be ensured during the preparation of infusion.
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Administration

e Administer the infusion;—after-dilution; 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).

e Administer OPDIVO in combination with other therapeutic agents as follows:

Combination Therapy

Ipilimumab

Platinum-Doublet Chemotherapy
Ipilimumab and Platinum-Doublet Administer OPDIVO first, followed by the
Chemotherapy other therapeutic agent(s).
Fluoropyrimidine- and Platinum-
Containing Chemotherapy
Doxorubicin, Vinblastine, and Administer OPDIVO last.
Dacarbazine (AVD)
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