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Indication: Opdivo is a programmed death receptor-1 (PD-1) blocking
antibody indicated for the treatment of:

e patients with BRAF V600 wild-type unresectable or
metastatic melanoma, as a single agent. (1.1)

e patients with BRAF V600 mutation-positive unresectable
or metastatic melanoma, as a single agent.? (1.1)

e patients with unresectable or metastatic melanoma, in
combination with ipilimumab.2 (1.1)

e patients with melanoma with lymph node involvement or
metastatic disease who have undergone complete
resection, in the adjuvant setting. (1.2)

e patients with metastatic non-small cell lung cancer and
progression on or after platinum-based chemotherapy.
Patients with EGFT or ALK genomic tumor aberrations
should have disease progression on FDA-approved therapy
for these aberrations prior to receiving OPDIVO. (1.3)

e patients with advanced renal cell carcinoma who have
received prior anti-angiogenic therapy. (1.4)

e adult patients with classical Hodgkin lymphoma that has
relapsed or progressed after®: (1.5)



o0 autologous hematopoietic stem cell transplantation
(HSCT) and brentuximab vedotin, or

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

e patients with recurrent or metastatic squamous cell
carcinoma of the head and neck with disease progression
on or after a platinum-based therapy (1.6)

e patients with locally advanced or metastatic urothelial
carcinoma who":

o0 have disease progression during or following
platinum-containing chemotherapy

0 have disease progression within 12 months of
neoadjuvant or adjuvant treatment with platinum-
containing chemotherapy. (1.7)

e adult and pediatric (12 years and older) patients with
microsatellite instability-high (MSI-H) or mismatch repair
deficient (dMMR) metastatic colorectal cancer that has
progressed following treatment with a fluoropyrimidine,
oxaliplatin, and irinotecan.” (1.8)

e patients with hepatocellular carcinoma who have been
previously treated with sorafenib.? (1.9)

4 This indication is approved under accelerated approval based
on progression-free survival. Continued approval for this
indication may be contingent upon verification and description
of clinical benefit in the confirmatory trials.

b This indication is approved under accelerated approval based
on overall response rate and duration of response. Continued
approval for this indication may be contingent upon verification
and description of clinical benefit in confirmatory trials.
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Food and Drug Administration
Silver Spring MD 20993

BLA 125554/S-048, S-049, S-050, S-051,
S-052, S-061, S-062, S-064, S-065, and S-066
SUPPLEMENT APPROVAL

Bristol-Myers Squibb Company
Attention: Kathleen O'Donnell

Group Director, US Liaison — Oncology
Global Regulatory Sciences

P.O. Box 4000

Princeton, NJ 08543-4000

Dear Ms. O’Donnell:

Please refer to your Supplemental Biologics License Applications (SBLAS) and to the
amendments, submitted under section 351(a) of the Public Health Service Act for OPDIVO
(nivolumab) injection, 40 mg/4 mL, 100 mg/10 mL, and 240 mg/24 mL, dated and received:

e May 5, 2017, for supplements S-048, S-049, S-050, S-051, and S-052;
e January 5, 2018, for supplements S-061 and S-062; and,
e February 13, 2018, for supplements S-064, S-065, and S-066.

These Prior Approval supplemental biologic applications provide for the following updates to the
prescribing information:

e For supplements S-048, S-049, S-050, S-051, and S-052: a new dosage regimen of
Opdivo 480 mg as an intravenous infusion over 30 minutes every 4 weeks for the
following approved indications (S-048):

0 metastatic non-small cell lung cancer with progression on or after platinum-based
chemotherapy (S-048);

0 BRAF V600 wild-type unresectable or metastatic melanoma; patients with BRAF
V600 mutation-positive unresectable or metastatic melanoma metastatic melanoma;
and, in combination with ipilimumab, for unresectable or metastatic melanoma
(S-048);

o advanced renal cell carcinoma in patients who have received prior anti-angiogenic
therapy (S-049);

0 adult patients with classical Hodgkin lymphoma 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(S-050);

O recurrent or metastatic squamous cell carcinoma of the head and neck with disease
progression on or after platinum-based therapy (S-051); and
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o locally advanced or metastatic urothelial carcinoma in patients who have disease
progression during or following platinum-containing chemotherapy or have disease
progression within 12 months of neoadjuvant or adjuvant treatment with platinum-
containing chemotherapy (S-052).

e For supplements S-061 and S-062: a new dosage regimen of Opdivo 480 mg as an
intravenous infusion over 30 minutes every 4 weeks for the following approved
indications:

o adjuvant treatment of melanoma with involvement of lymph nodes or metastatic
disease following complete resection (S-061); and
0 hepatocellular carcinoma following progression on sorafenib (S-062).

e For supplements S-064, S-065, and S-066: modification of the approved dosage regimens
of Opdivo 240 mg every two weeks, to reduce to the infusion time from 60 minutes to

30 minutes, for the following approved indications:

o0 adjuvant treatment of melanoma with involvement of lymph nodes or metastatic
disease following complete resection (S-064);

o microsatellite instability-high or mismatch repair deficient (dIMMR) metastatic
colorectal cancer (CRC) that has progressed following treatment with a
fluoropyrimidine, oxaliplatin, and irinotecan (S-065); and

o hepatocellular carcinoma following progression on sorafenib (S-066).

APPROVAL & LABELING

We have completed our review of these supplemental applications, as amended. They are
approved, effective on the date of this letter, for use as recommended in the enclosed, agreed-
upon labeling text.

WAIVER OF HIGHLIGHTS SECTION

Please note that we have previously granted a waiver of the requirements of 21 CFR
201.57(d)(8) regarding the length of Highlights of prescribing information.

CONTENT OF LABELING

As soon as possible, but no later than 14 days from the date of this letter, submit, via the FDA
automated drug registration and listing system (eLIST), the content of labeling

[21 CFR 601.14(b)] in structured product labeling (SPL) format, as described at
http://www.fda.gov/Forindustry/DataStandards/StructuredProductL abeling/default.htm, that is
identical to the enclosed labeling (text for the prescribing information) and include the labeling
changes proposed in any pending “Changes Being Effected” (CBE) supplements. Information
on submitting SPL files using eLIST may be found in the guidance for industry titled “SPL
Standard for Content of Labeling Technical Qs and As” at
http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/U
CMO072392.pdf.
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The SPL will be accessible via publicly available labeling repositories.

Also within 14 days, amend all pending supplemental applications that include labeling changes
for this BLA, including pending “Changes Being Effected” (CBE) supplements, for which FDA
has not yet issued an action letter, with the content of labeling [21 CFR 601.12(f)] in MS Word
format that includes the changes approved in this supplemental application.

REQUIRED PEDIATRIC ASSESSMENTS

Under the Pediatric Research Equity Act (PREA) (21 U.S.C. 355c¢), all applications for new
active ingredients, new indications, new dosage forms, new dosing regimens, or new routes of
administration are required to contain an assessment of the safety and effectiveness of the
product for the claimed indication(s) in pediatric patients unless this requirement is waived,
deferred, or inapplicable.

Because the biological product for the following indications, have been granted orphan
designation, you are exempt from this requirement for the new dosing regimen for these
indications: for the treatment of patients with @@ melanoma; for the treatment of
patients with Hodgkin Lymphoma; and hepatocellular carcinoma.

In addition, we are waiving the pediatric study requirement for the new dosing regimen to the
following indications because necessary studies are impossible or highly impracticable since the
disease/condition does not exist in children: for the treatment of patients with non-small cell lung
cancer, advanced renal cell carcinoma, squamous cell carcinoma of the head and neck, urothelial
carcinoma, and metastatic colorectal cancer.

PROMOTIONAL MATERIALS

You may request advisory comments on proposed introductory advertising and promotional
labeling. To do so, submit, in triplicate, a cover letter requesting advisory comments, the
proposed materials in draft or mock-up form with annotated references, and the prescribing
information to:

OPDP Regulatory Project Manager

Food and Drug Administration

Center for Drug Evaluation and Research
Office of Prescription Drug Promotion
5901-B Ammendale Road

Beltsville, MD 20705-1266

Alternatively, you may submit a request for advisory comments electronically in eCTD format.
For more information about submitting promotional materials in eCTD format, see the draft
Guidance for Industry (available at:
http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatorylnformation/Guidances/U
CM443702.pdf ).
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As required under 21 CFR 601.12(f)(4), you must submit final promotional materials, and the
prescribing information, at the time of initial dissemination or publication, accompanied by a
Form FDA 2253. Form FDA 2253 is available at
http://www.fda.gov/downloads/AboutFDA/ReportsManualsForms/Forms/UCM083570.pdf.
Information and Instructions for completing the form can be found at
http://www.fda.gov/downloads/AboutFDA/ReportsManualsForms/Forms/UCM375154.pdf. For
more information about submission of promotional materials to the Office of Prescription Drug
Promotion (OPDP), see http://www.fda.gov/AboutFDA/CentersOffices/ CDER/ucm090142.htm.

REPORTING REQUIREMENTS

We remind you that you must comply with reporting requirements for an approved BLA (in
21 CFR 600.80 and in 21 CFR 600.81).

If you have any questions, call Meredith Libeg, Senior Regulatory Health Project Manager, at
(301) 796-1721.

Sincerely,

{See appended electronic signature page}
Patricia Keegan, M.D.

Director

Division of Oncology Products 2

Office of Hematology and Oncology Products
Center for Drug Evaluation and Research

ENCLOSURE(S):
Content of Labeling
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electronically and this page is the manifestation of the electronic
signature.

PATRICIA KEEGAN
03/05/2018
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HIGHLIGHTS OF PRESCRIBING INFORMATION
These highlights do not include all the information needed to use OPDIVO
safely and effectively. See full prescribing information for OPDIVO.

OPDIVO (nivolumab) injection, for intravenous use
Initial U.S. Approval: 2014

-------------------------- RECENT MAJOR CHANGES

Indications and Usage (1) 12/2017
Dosage and Administration (2) 3/2018
Warnings and Precautions, Immune-Mediated Hepatitis (5.3) 9/2017
Warnings and Precautions, Other Immune-Mediated Adverse Reactions

(5.8) 2/2018
Warnings and Precautions, Infusion Reactions (5.9) 1/2018

——————————————————————————— INDICATIONS AND USAGE

OPDIVO is a programmed death receptor-1 (PD-1) blocking antibody indicated

for the treatment of:

o patients with BRAF V600 wild-type unresectable or metastatic melanoma,
as a single agent. (1.1)

e patients with BRAF V600 mutation-positive unresectable or metastatic

melanoma, as a single agent. (1.1)

e patients with unresectable or metastatic melanoma, in combination with
ipilimumab.? (1.1)

e patients with melanoma with lymph node involvement or metastatic disease
who have undergone complete resection, in the adjuvant setting. (1.2)

e patients with metastatic non-small cell lung cancer and progression on or
after platinum-based chemotherapy. Patients with EGFR or ALK genomic
tumor aberrations should have disease progression on FDA-approved
therapy for these aberrations prior to receiving OPDIVO. (1.3)

e patients with advanced renal cell carcinoma who have received prior anti-
angiogenic therapy. (1.4)

e adult patients with classical Hodgkin lymphoma that has relapsed or
progressed after’; (1.5)

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

e patients with recurrent or metastatic squamous cell carcinoma of the head
and neck with disease progression on or after a platinum-based therapy. (1.6)

e 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. (1.7)

adult and pediatric (12 years and older) patients with microsatellite

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

colorectal cancer that has progressed following treatment with a

fluoropyrimidine, oxaliplatin, and irinotecan.? (1.8)
o patients with hepatocellular carcinoma who have been previously treated
with sorafenib.” (1.9)

This indication is approved under accelerated approval based on
progression-free survival. Continued approval for this indication may be
contingent upon verification and description of clinical benefit in the
confirmatory trials.

This indication is approved under accelerated approval based on overall
response rate and duration of response. Continued approval for this
indication may be contingent upon verification and description of clinical
benefit in confirmatory trials.

Administer as an intravenous infusion over 30 minutes.
e Unresectable or metastatic melanoma
e OPDIVO 240 mg every 2 weeks or 480 mg every 4 weeks. (2.1)
e OPDIVO with ipilimumab: OPDIVO 1 mg/kg, followed by ipilimumab
on the same day, every 3 weeks for 4 doses, then OPDIVO 240 mg every
2 weeks or 480 mg every 4 weeks. (2.1)
e Adjuvant treatment of melanoma
e OPDIVO 240 mg every 2 weeks or 480 mg every 4 weeks. (2.2)
e Metastatic non-small cell lung cancer
e OPDIVO 240 mg every 2 weeks or 480 mg every 4 weeks. (2.3)
e Advanced renal cell carcinoma
e OPDIVO 240 mg every 2 weeks or 480 mg every 4 weeks. (2.4)

o Classical Hodgkin lymphoma
e OPDIVO 240 mg every 2 weeks or 480 mg every 4 weeks. (2.5)

e Recurrent or metastatic squamous cell carcinoma of the head and neck
e OPDIVO 240 mg every 2 weeks or 480 mg every 4 weeks. (2.6)

e Locally advanced or metastatic urothelial carcinoma
e OPDIVO 240 mg every 2 weeks or 480 mg every 4 weeks. (2.7)

® Microsatellite instability-high (MSI-H) or mismatch repair deficient
(dMMR) metastatic colorectal cancer
e OPDIVO 240 mg every 2 weeks. (2.8)

e Hepatocellular carcinoma
e OPDIVO 240 mg every 2 weeks or 480 mg every 4 weeks. (2.9)

Injection: 40 mg/4 mL, 100 mg/10 mL, and 240 mg/24 mL solution in a single-
dose vial. (3)

CONTRAINDICATIONS

None. (4)

e Immune-mediated pneumonitis: Withhold for moderate and permanently
discontinue for severe or life-threatening pneumonitis. (5.1)

e Immune-mediated colitis: Withhold OPDIVO when given as a single agent
for moderate or severe and permanently discontinue for life-threatening
colitis. Withhold OPDIVO when given with ipilimumab for moderate and
permanently discontinue for severe or life-threatening colitis. (5.2)

o Immune-mediated hepatitis: Monitor for changes in liver function. Withhold
for moderate and permanently discontinue for severe or life-threatening
transaminase or total bilirubin elevation. (5.3)

¢ Immune-mediated endocrinopathies: Withhold for moderate or severe and
permanently discontinue for life-threatening hypophysitis. Withhold for
moderate and permanently discontinue for severe or life-threatening adrenal
insufficiency. Monitor for changes in thyroid function. Initiate thyroid
hormone replacement as needed. Monitor for hyperglycemia. Withhold for
severe and permanently discontinue for life-threatening hyperglycemia.
5.4

e Immune-mediated nephritis and renal dysfunction: Monitor for changes in
renal function. Withhold for moderate or severe and permanently
discontinue for life-threatening serum creatinine elevation. (5.5)

e Immune-mediated skin adverse reactions: Withhold for severe and
permanently discontinue for life-threatening rash. (5.6)

o Immune-mediated encephalitis: Monitor for changes in neurologic function.
Withhold for new-onset moderate to severe neurological signs or symptoms
and permanently discontinue for immune-mediated encephalitis. (5.7)

o Infusion reactions: Discontinue OPDIVO for severe and life-threatening
infusion reactions. Interrupt or slow the rate of infusion in patients with mild
or moderate infusion reactions. (5.9)

o Complications of allogeneic HSCT after OPDIVO: Monitor for hyperacute
graft-versus-host-disease (GVHD), grade 3-4 acute GVHD, steroid-
requiring febrile syndrome, hepatic veno-occlusive disease, and other
immune-mediated adverse reactions. Transplant-related mortality has
occurred. (5.10)

o Embryo-fetal toxicity: Can cause fetal harm. Advise of potential risk to a
fetus and use of effective contraception. (5.11, 8.1, 8.3)

ADVERSE REACTIONS

Most common adverse reactions (>20%) in patients were:

e OPDIVO as a single agent: fatigue, rash, musculoskeletal pain, pruritus,
diarrhea, nausea, asthenia, cough, dyspnea, constipation, decreased appetite,
back pain, arthralgia, upper respiratory tract infection, pyrexia, headache,
and abdominal pain. (6.1)

e OPDIVO with ipilimumab: fatigue, rash, diarrhea, nausea, pyrexia,
vomiting, and dyspnea. (6.1)

To report SUSPECTED ADVERSE REACTIONS, contact Bristol-Myers
Squibb at 1-800-721-5072 or FDA at 1-800-FDA-1088 or
www.fda.gov/medwatch.

Lactation: Discontinue breastfeeding. (8.2)

See 17 for PATIENT COUNSELING INFORMATION and Medication
Guide.

Revised:3/2018
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FULL PRESCRIBING INFORMATION
1 INDICATIONS AND USAGE
1.1 Unresectable or Metastatic Melanoma

e OPDIVO® as a single agent is indicated for the treatment of patients with BRAF V600 wild-
type unresectable or metastatic melanoma [see Clinical Studies (14.1)].

e OPDIVO as asingle agent is indicated for the treatment of patients with BRAF V600 mutation-
positive unresectable or metastatic melanoma [see Clinical Studies (14.1)].

This indication is approved under accelerated approval based on progression-free survival.
Continued approval for this indication may be contingent upon verification and description of
clinical benefit in the confirmatory trials.

e OPDIVO, in combination with ipilimumab, is indicated for the treatment of patients with
unresectable or metastatic melanoma [see Clinical Studies (14.1)].

This indication is approved under accelerated approval based on progression-free survival.
Continued approval for this indication may be contingent upon verification and description of
clinical benefit in the confirmatory trials.

1.2 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 [see Clinical Studies
(14.2)].

1.3 Metastatic Non-Small Cell Lung Cancer

OPDIVO is indicated for the treatment of patients with metastatic non-small cell lung cancer
(NSCLC) with progression on or after platinum-based chemotherapy. Patients with EGFR or ALK
genomic tumor aberrations should have disease progression on FDA-approved therapy for these
aberrations prior to receiving OPDIVO [see Clinical Studies (14.3)].

1.4 Renal Cell Carcinoma

OPDIVO is indicated for the treatment of patients with advanced renal cell carcinoma (RCC) who
have received prior anti-angiogenic therapy [see Clinical Studies (14.4)].

1.5 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.

This indication is approved under accelerated approval based on overall response rate. Continued
approval for this indication may be contingent upon verification and description of clinical benefit
in confirmatory trials [see Clinical Studies (14.5)].
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1.6 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 [see Clinical Studies (14.6)].

1.7 Urothelial Carcinoma

OPDIVO (nivolumab) is indicated for the treatment of 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.

This indication is approved under accelerated approval based on tumor response rate and duration
of response. Continued approval for this indication may be contingent upon verification and
description of clinical benefit in confirmatory trials [see Clinical Studies (14.7)].

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

OPDIVO is indicated for the treatment of adult and pediatric patients 12 years and older with
microsatellite instability-high (MSI-H) or mismatch repair deficient (AMMR) metastatic colorectal
cancer (CRC) that has progressed following treatment with a fluoropyrimidine, oxaliplatin, and
irinotecan [see Clinical Studies (14.8)].

This indication is approved under accelerated approval based on overall response rate and duration
of response. Continued approval for this indication may be contingent upon verification and
description of clinical benefit in confirmatory trials.

1.9 Hepatocellular Carcinoma

OPDIVO is indicated for the treatment of patients with hepatocellular carcinoma (HCC) who have
been previously treated with sorafenib. This indication is approved under accelerated approval
based on tumor response rate and durability of response. Continued approval for this indication
may be contingent upon verification and description of clinical benefit in the confirmatory trials
[see Clinical Studies (14.9)].

2 DOSAGE AND ADMINISTRATION
2.1 Recommended Dosage for Unresectable or Metastatic Melanoma

Single Agent

The recommended dose of OPDIVO as a single agent is either:

e 240 mg every 2 weeks or
e 480 mg every 4 weeks

administered as an intravenous infusion over 30 minutes until disease progression or unacceptable
toxicity.
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With Ipilimumab

The recommended dose of OPDIVO is 1 mg/kg administered as an intravenous infusion over
30 minutes, followed by ipilimumab on the same day, every 3 weeks for 4 doses. After completing
4 doses of the combination, administer OPDIVO as a single agent, either:

e 240 mg every 2 weeks or
e 480 mg every 4 weeks

as an intravenous infusion over 30 minutes until disease progression or unacceptable toxicity.
Review the Full Prescribing Information for ipilimumab for additional information prior to
Initiation.
2.2 Recommended Dosage for Adjuvant Treatment of Melanoma
The recommended dose of OPDIVO is either:

e 240 mg every 2 weeks or

e 480 mg every 4 weeks

administered as an intravenous infusion over 30 minutes until disease recurrence or unacceptable
toxicity for up to 1 year.

2.3 Recommended Dosage for NSCLC
The recommended dose of OPDIVO is either:

e 240 mg every 2 weeks or

e 480 mg every 4 weeks

administered as an intravenous infusion over 30 minutes until disease progression or unacceptable
toxicity.

2.4 Recommended Dosage for RCC
The recommended dose of OPDIVO is either:

e 240 mg every 2 weeks or

e 480 mg every 4 weeks

administered as an intravenous infusion over 30 minutes until disease progression or unacceptable
toxicity.

2.5 Recommended Dosage for cHL
The recommended dose of OPDIVO is either:

e 240 mg every 2 weeks or

e 480 mg every 4 weeks

administered as an intravenous infusion over 30 minutes until disease progression or unacceptable
toxicity.
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2.6 Recommended Dosage for SCCHN
The recommended dose of OPDIVO is either:

e 240 mg every 2 weeks or

e 480 mg every 4 weeks

administered as an intravenous infusion over 30 minutes until disease progression or unacceptable
toxicity.

2.7 Recommended Dosage for Urothelial Carcinoma
The recommended dose of OPDIVO is either:

e 240 mg every 2 weeks or

e 480 mg every 4 weeks

administered as an intravenous infusion over 30 minutes until disease progression or unacceptable
toxicity.

2.8 Recommended Dosage for CRC

The recommended dose of OPDIVO is

e 240 mg every 2 weeks

administered as an intravenous infusion over 30 minutes until disease progression or unacceptable
toxicity.

2.9 Recommended Dosage for HCC

The recommended dose of OPDIVO is either:

e 240 mg every 2 weeks or
e 480 mg every 4 weeks

administered as an intravenous infusion over 30 minutes until disease progression or unacceptable
toxicity.
2.10 Dose Modifications

Recommendations for OPDIVO modifications are provided in Table 1. When OPDIVO is
administered in combination with ipilimumab, if OPDIVO is withheld, ipilimumab should also be
withheld.

There are no recommended dose modifications for hypothyroidism or hyperthyroidism.

Interrupt or slow the rate of infusion in patients with mild or moderate infusion reactions.
Discontinue OPDIVO in patients with severe or life-threatening infusion reactions.
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Table 1:

Recommended Dose Modifications for OPDIVO

Adverse Reaction Severity* Dose Modification
Grade 2 diarrhea or colitis Withhold dose?
Withhold dose® when
Colitis Grade 3 diarrhea or colitis administered a§ a sm.gle agent
Permanently discontinue when
administered with ipilimumab
Grade 4 diarrhea or colitis Permanently discontinue
. Grade 2 pneumonitis Withhold dose®
Pneumonitis

Grade 3 or 4 pneumonitis

Permanently discontinue

Hepatitis/non-HCCP

Aspartate aminotransferase (AST) or alanine
aminotransferase (ALT) more than 3 and up to

5 times the upper limit of normal (ULN) or total
bilirubin more than 1.5 and up to 3 times the ULN

Withhold dose?

AST or ALT more than 5 times the ULN or total
bilirubin more than 3 times the ULN

Permanently discontinue

o If AST/ALT is within normal limits at baseline
and increases to more than 3 and up to 5 times the
ULN

o If AST/ALT is more than 1 and up to 3 times
ULN at baseline and increases to more than 5 and
up to 10 times the ULN

Withhold dose®

Hepatitis/ HCCP
o If AST/ALT is more than 3 and up to 5 times
ULN at baseline and increases to more than 8 and
up to 10 times the ULN
If AST or ALT increases to more than 10 times the
ULN or total bilirubin increases to more than 3 times | Permanently discontinue
the ULN
Grade 2 or 3 hypophysitis Withhold dose®
Hypophysitis Grade 4 hypophysitis Permanently discontinue
Grade 2 adrenal insufficiency Withhold dose?
Adrenal
Insufficiency Grade 3 or 4 adrenal insufficiency Permanently discontinue
Type 1 Diabetes Grade 3 hyperglycemia Withhold dose®
Mellitus Grade 4 hyperglycemia Permanently discontinue
tini than 1. t ti th .
Nephritis and Renal [Sjir;m creatinine more than 1.5 and up to 6 times the Withhold dose®
Dysfuncti
ystunetion Serum creatinine more than 6 times the ULN Permanently discontinue
Grade 3 rash or suspected Stevens-Johnson . a
Skin syndrome (SJS) or toxic epidermal necrolysis (TEN) Withhold dose
Grade 4 rash or confirmed SJS or TEN Permanently discontinue
N New-onset moderate or severe neurologic signs or Withhold dose®
Encephalitis symptoms

Immune-mediated encephalitis

Permanently discontinue
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Table 1: Recommended Dose Modifications for OPDIVO

Adverse Reaction Severity* Dose Modification
Other Grade 3 adverse reaction
First occurrence Withhold dose®
Recurrence of same Grade 3 adverse reactions Permanently discontinue
Life-threatening or Grade 4 adverse reaction Permanently discontinue
Other Grade 3 myocarditis Permanently discontinue

Requirement for 10 mg per day or greater

. . Permanently discontinue
prednisone or equivalent for more than 12 weeks Y

Persistent Grade 2 or 3 adverse reactions lasting

12 weeks or longer

* Toxicity was graded per National Cancer Institute Common Terminology Criteria for Adverse Events. Version 4.0
(NCI CTCAE v4).

& Resume treatment when adverse reaction improves to Grade 0 or 1.

® HCC: hepatocellular carcinoma.

¢ Resume treatment when AST/ALT returns to baseline.

Permanently discontinue

2.11 Preparation and Administration

Visually inspect drug product solution for particulate matter and discoloration prior to
administration. OPDIVO is a clear to opalescent, colorless to pale-yellow solution. Discard the
vial if the solution is cloudy, discolored, or contains extraneous particulate matter other than a few
translucent-to-white, proteinaceous particles. Do not shake the vial.

Preparation

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

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

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

The product does not contain a preservative.

After preparation, store the OPDIVO infusion either:

e at room temperature for no more than 8 hours from the time of preparation. This includes
room temperature storage of the infusion in the IV container and time for administration
of the infusion or

e under refrigeration at 2°C to 8°C (36°F to 46°F) for no more than 24 hours from the time
of infusion preparation.

Do not freeze.
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Administration

Administer the infusion over 30 minutes 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).

Do not coadminister other drugs through the same intravenous line.
Flush the intravenous line at end of infusion.

When administered in combination with ipilimumab, infuse OPDIVO first followed by
ipilimumab on the same day. Use separate infusion bags and filters for each infusion.

3 DOSAGE FORMS AND STRENGTHS

Injection: 40 mg/4 mL (10 mg/mL), 100 mg/10 mL (10 mg/mL), and 240 mg/24 mL (10 mg/mL)
clear to opalescent, colorless to pale-yellow solution in a single-dose vial.

4 CONTRAINDICATIONS

None.

5 WARNINGS AND PRECAUTIONS
5.1 Immune-Mediated Pneumonitis

OPDIVO can cause immune-mediated pneumonitis, defined as requiring use of corticosteroids and
no clear alternate etiology. Fatal cases have been reported.

Monitor patients for signs with radiographic imaging and for symptoms of pneumonitis.
Administer corticosteroids at a dose of 1 to 2 mg/kg/day prednisone equivalents for moderate
(Grade 2) or more severe (Grade 3-4) pneumonitis, followed by corticosteroid taper. Permanently
discontinue OPDIVO for severe (Grade 3) or life-threatening (Grade 4) pneumonitis and withhold
OPDIVO until resolution for moderate (Grade 2) pneumonitis [see Dosage and Administration
(2.10)].

OPDIVO as a Single Agent

In patients receiving OPDIVO as a single agent, immune-mediated pneumonitis occurred in 3.1%
(61/1994) of patients. The median time to onset of immune-mediated pneumonitis was 3.5 months
(range: 1 day to 22.3 months). Immune-mediated pneumonitis led to permanent discontinuation of
OPDIVO in 1.1%, and withholding of OPDIVO in 1.3% of patients. Approximately 89% of
patients with pneumonitis received high-dose corticosteroids (at least 40 mg prednisone
equivalents per day) for a median duration of 26 days (range: 1 day to 6 months). Complete
resolution of symptoms following corticosteroid taper occurred in 67% of patients. Approximately
8% of patients had recurrence of pneumonitis after re-initiation of OPDIVO.

OPDIVO with Ipilimumab

In patients receiving OPDIVO with ipilimumab, immune-mediated pneumonitis occurred in 6%
(25/407) of patients. The median time to onset of immune-mediated pneumonitis was 1.6 months
(range: 24 days to 10.1 months). Immune-mediated pneumonitis led to permanent discontinuation
or withholding of OPDIVO with ipilimumab in 2.2% and 3.7% of patients, respectively.
Approximately 84% of patients with pneumonitis received high-dose corticosteroids (at least
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40 mg prednisone equivalents per day) for a median duration of 30 days (range: 5 days to 11.8
months). Complete resolution occurred in 68% of patients. Approximately 13% of patients had
recurrence of pneumonitis after re-initiation of OPDIVO with ipilimumab.

5.2 Immune-Mediated Colitis

OPDIVO can cause immune-mediated colitis, defined as requiring use of corticosteroids with no
clear alternate etiology.

Monitor patients for signs and symptoms of colitis. Administer corticosteroids at a dose of 1 to
2 mg/kg/day prednisone equivalents followed by corticosteroid taper for severe (Grade 3) or life-
threatening (Grade 4) colitis. Administer corticosteroids at a dose of 0.5 to 1 mg/kg/day prednisone
equivalents followed by corticosteroid taper for moderate (Grade 2) colitis of more than 5 days
duration; if worsening or no improvement occurs despite initiation of corticosteroids, increase dose
to 1 to 2 mg/kg/day prednisone equivalents.

Withhold OPDIVO for moderate or severe (Grade 2 or 3) colitis. Permanently discontinue
OPDIVO for life-threatening (Grade 4) or for recurrent colitis upon re-initiation of OPDIVO [see
Dosage and Administration (2.10)].

When administered in combination with ipilimumab, withhold OPDIVO and ipilimumab for
moderate colitis (Grade 2). Permanently discontinue OPDIVO and ipilimumab for severe or life-
threatening (Grade 3 or 4) colitis or for recurrent colitis [see Dosage and Administration (2.10)].

OPDIVO as a Single Agent

In patients receiving OPDIVO as a single agent, immune-mediated colitis occurred in 2.9%
(58/1994) of patients; the median time to onset was 5.3 months (range: 2 days to 20.9 months).
Immune-mediated colitis led to permanent discontinuation of OPDIVO in 0.7% and withholding
of OPDIVO in 1% of patients. Approximately 91% of patients with colitis received high-dose
corticosteroids (at least 40 mg prednisone equivalents per day) for a median duration of 23 days
(range: 1 day to 9.3 months). Four patients required addition of infliximab to high-dose
corticosteroids. Complete resolution occurred in 74% of patients. Approximately 16% of patients
had recurrence of colitis after re-initiation of OPDIVO.

OPDIVO with Ipilimumab

In patients receiving OPDIVO with ipilimumab, immune-mediated colitis occurred in 26%
(107/407) of patients including three fatal cases. The median time to onset of immune-mediated
colitis was 1.6 months (range: 3 days to 15.2 months). Immune-mediated colitis led to permanent
discontinuation or withholding of OPDIVO with ipilimumab in 16% and 7% of patients,
respectively. Approximately 96% of patients with colitis received high-dose corticosteroids (at
least 40 mg prednisone equivalents per day) for a median duration of 1.1 month (range: 1 day to
12 months). Approximately 23% of patients required addition of infliximab to high-dose
corticosteroids. Complete resolution occurred in 75% of patients. Approximately 28% of patients
had recurrence of colitis after re-initiation of OPDIVO with ipilimumab.
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5.3 Immune-Mediated Hepatitis

OPDIVO can cause immune-mediated hepatitis, defined as requiring use of corticosteroids and no
clear alternate etiology. Monitor patients for abnormal liver tests prior to and periodically during
treatment. Administer corticosteroids at a dose of 1 to 2 mg/kg/day prednisone equivalents
followed by corticosteroid taper for severe (Grade 3) or life-threatening (Grade 4) transaminase
elevations, with or without concomitant elevation in total bilirubin. Administer corticosteroids at
a dose of 0.5 to 1 mg/kg/day prednisone equivalents for moderate (Grade 2) transaminase
elevations.

For patients without hepatocellular carcinoma (HCC): withhold OPDIVO for moderate (Grade 2)
immune-mediated hepatitis and permanently discontinue OPDIVO for severe (Grade 3) or
life-threatening (Grade 4) immune-mediated hepatitis [See Dosage and Administration (2.10)].

For patients with HCC, permanently discontinue, withhold, or continue OPDIVO based on severity
of immune-mediated hepatitis and baseline AST and ALT levels as described in Table 1 [see
Dosage and Administration (2.10)]. In addition, administer corticosteroids at a dose of 1 to
2 mg/kg/day prednisone equivalents followed by corticosteroid taper when OPDIVO is withheld
or discontinued due to immune-mediated hepatitis.

OPDIVO as a Single Agent

In patients receiving OPDIVO as a single agent, immune-mediated hepatitis occurred in 1.8%
(35/1994) of patients; the median time to onset was 3.3 months (range: 6 days to 9 months).
Immune-mediated hepatitis led to permanent discontinuation of OPDIVO in 0.7% and withholding
of OPDIVO in 1% of patients. All patients with hepatitis received high-dose corticosteroids (at
least 40 mg prednisone equivalents) for a median duration of 23 days (range: 1 day to 2 months).
Two patients required the addition of mycophenolic acid to high-dose corticosteroids. Complete
resolution occurred in 74% of patients. Approximately 29% of patients had recurrence of hepatitis
after re-initiation of OPDIVO.

OPDIVO with Ipilimumab

In patients receiving OPDIVO with ipilimumab, immune-mediated hepatitis occurred in 13%
(51/407) of patients; the median time to onset was 2.1 months (range: 15 days to 11 months).
Immune-mediated hepatitis led to permanent discontinuation or withholding of OPDIVO with
ipilimumab in 6% and 5% of patients, respectively. Approximately 92% of patients with hepatitis
received high-dose corticosteroids (at least 40 mg prednisone equivalents per day) for a median
duration of 1.1 month (range: 1 day to 13.2 months). Complete resolution occurred in 75% of
patients. Approximately 11% of patients had recurrence of hepatitis after re-initiation of OPDIVO
with ipilimumab.

5.4 Immune-Mediated Endocrinopathies
Hypophysitis

OPDIVO can cause immune-mediated hypophysitis. Monitor patients for signs and symptoms of
hypophysitis. Administer hormone replacement as clinically indicated and corticosteroids at a dose
of 1 mg/kg/day prednisone equivalents followed by corticosteroid taper for moderate (Grade 2) or
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greater hypophysitis. Withhold OPDIVO for moderate (Grade 2) or severe (Grade 3). Permanently
discontinue OPDIVO for life-threatening (Grade 4) hypophysitis [See Dosage and Administration
(2.10)].

In patients receiving OPDIVO as a single agent, hypophysitis occurred in 0.6% (12/1994) of
patients; the median time to onset was 4.9 months (range: 1.4 to 11 months). Hypophysitis led to
permanent discontinuation of OPDIVO in 0.1% and withholding of OPDIVO in 0.2% of patients.
Approximately 67% of patients with hypophysitis received hormone replacement therapy and 33%
received high-dose corticosteroids (at least 40 mg prednisone equivalents per day) for a median
duration of 14 days (range: 5 to 26 days).

In patients receiving OPDIVO with ipilimumab, hypophysitis occurred in 9% (36/407) of patients;
the median time to onset was 2.7 months (range: 27 days to 5.5 months). Hypophysitis led to
permanent discontinuation or withholding of OPDIVO with ipilimumab in 1.0% and 3.9% of
patients, respectively. Approximately 75% of patients with hypophysitis received hormone
replacement therapy and 56% received high-dose corticosteroids (at least 40 mg prednisone
equivalents per day) for a median duration of 19 days (range: 1 day to 2.0 months).

Adrenal Insufficiency

OPDIVO can cause immune-mediated adrenal insufficiency. Monitor patients for signs and
symptoms of adrenal insufficiency. Administer corticosteroids at a dose of 1 to 2 mg/kg/day
prednisone equivalents followed by a corticosteroid taper for severe (Grade 3) or life-threatening
(Grade 4) adrenal insufficiency. Withhold OPDIVO for moderate (Grade 2) and permanently
discontinue OPDIVO for severe (Grade 3) or life-threatening (Grade 4) adrenal insufficiency [see
Dosage and Administration (2.10)].

In patients receiving OPDIVO as a single agent, adrenal insufficiency occurred in 1% (20/1994)
of patients and the median time to onset was 4.3 months (range: 15 days to 21 months). Adrenal
insufficiency led to permanent discontinuation of OPDIVO in 0.1% and withholding of OPDIVO
in 0.5% of patients. Approximately 85% of patients with adrenal insufficiency received hormone
replacement therapy and 25% received high-dose corticosteroids (at least 40 mg prednisone
equivalents per day) for a median duration of 11 days (range: 1 day to 1 month).

In patients receiving OPDIVO with ipilimumab, adrenal insufficiency occurred in 5% (21/407) of
patients and the median time to onset was 3.0 months (range: 21 days to 9.4 months). Adrenal
insufficiency led to permanent discontinuation or withholding of OPDIVO with ipilimumab in
0.5% and 1.7% of patients, respectively. Approximately 57% of patients with adrenal insufficiency
received hormone replacement therapy and 33% received high-dose corticosteroids (at least 40 mg
prednisone equivalents per day) for a median duration of 9 days (range: 1 day to 2.7 months).

Hypothyroidism and Hyperthyroidism

OPDIVO can cause autoimmune thyroid disorders. Monitor thyroid function prior to and
periodically during OPDIVO treatment. Administer hormone-replacement therapy for
hypothyroidism. Initiate medical management for control of hyperthyroidism. There are no
recommended dose adjustments of OPDIVO for hypothyroidism or hyperthyroidism.
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In patients receiving OPDIVO as a single agent, hypothyroidism or thyroiditis resulting in
hypothyroidism occurred in 9% (171/1994) of patients; the median time to onset was 2.9 months
(range: 1 day to 16.6 months). Approximately 79% of patients with hypothyroidism received
levothyroxine and 4% also required corticosteroids. Resolution occurred in 35% of patients.

Hyperthyroidism occurred in 2.7% (54/1994) of patients receiving OPDIVO as a single agent; the
median time to onset was 1.5 months (range: 1 day to 14.2 months). Approximately 26% of
patients with hyperthyroidism received methimazole, 9% received carbimazole, 4% received
propylthiouracil, and 9% received corticosteroids. Resolution occurred in 76% of patients.

In patients receiving OPDIVO with ipilimumab, hypothyroidism or thyroiditis resulting in
hypothyroidism occurred in 22% (89/407) of patients; the median time to onset was 2.1 months
(range: 1 day to 10.1 months). Approximately 73% of patients with hypothyroidism or thyroiditis
received levothyroxine. Resolution occurred in 45% of patients.

Hyperthyroidism occurred in 8% (34/407) of patients receiving OPDIVO with ipilimumab: the
median time to onset was 23 days (range: 3 days to 3.7 months). Approximately 29% of patients
with hyperthyroidism received methimazole and 24% received carbimazole. Resolution occurred
in 94% of patients.

Type 1 Diabetes Mellitus

OPDIVO can cause Type 1 diabetes mellitus. Monitor for hyperglycemia. Withhold OPDIVO in
cases of severe (Grade 3) hyperglycemia until metabolic control is achieved. Permanently
discontinue OPDIVO for life-threatening (Grade 4) hyperglycemia [see Dosage and
Administration (2.10)].

In patients receiving OPDIVO as a single agent, diabetes occurred in 0.9% (17/1994) of patients
including two cases of diabetic ketoacidosis. The median time to onset was 4.4 months (range: 15
days to 22 months).

In patients receiving OPDIVO with ipilimumab, diabetes occurred in 1.5% (6/407) of patients; the
median time to onset was 2.5 months (range: 1.3 to 4.4 months). OPDIVO with ipilimumab was
withheld in a patient and permanently discontinued in a second patient who developed diabetes.

5.5 Immune-Mediated Nephritis and Renal Dysfunction

OPDIVO can cause immune-mediated nephritis, defined as renal dysfunction or >Grade 2
increased creatinine, requirement for corticosteroids, and no clear alternate etiology. Monitor
patients for elevated serum creatinine prior to and periodically during treatment. Administer
corticosteroids at a dose of 1 to 2 mg/kg/day prednisone equivalents followed by corticosteroid
taper for life-threatening (Grade 4) increased serum creatinine. Administer corticosteroids at a
dose of 0.5 to 1 mg/kg/day prednisone equivalents for moderate (Grade 2) or severe (Grade 3)
increased serum creatinine, if worsening or no improvement occurs, increase dose of
corticosteroids to 1 to 2 mg/kg/day prednisone equivalents.
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Withhold OPDIVO for moderate (Grade 2) or severe (Grade 3) increased serum creatinine.
Permanently discontinue OPDIVO for life-threatening (Grade 4) increased serum creatinine [see
Dosage and Administration (2.10)].

OPDIVO as a Single Agent

In patients receiving OPDIVO as a single agent, immune-mediated nephritis and renal dysfunction
occurred in 1.2% (23/1994) of patients; the median time to onset was 4.6 months (range: 23 days
to 12.3 months). Immune-mediated nephritis and renal dysfunction led to permanent
discontinuation of OPDIVO in 0.3% and withholding of OPDIVO in 0.8% of patients. All patients
received high-dose corticosteroids (at least 40 mg prednisone equivalents per day) for a median
duration of 21 days (range: 1 day to 15.4 months). Complete resolution occurred in 48% of

patients. No patients had recurrence of nephritis or renal dysfunction after re-initiation of
OPDIVO.

OPDIVO with Ipilimumab

In patients receiving OPDIVO with ipilimumab, immune-mediated nephritis and renal dysfunction
occurred in 2.2% (9/407) of patients; the median time to onset was 2.7 months (range: 9 days to
7.9 months). Immune-mediated nephritis and renal dysfunction led to permanent discontinuation
or withholding of OPDIVO with ipilimumab in 0.7% and 0.5% of patients, respectively.
Approximately 67% of patients received high-dose corticosteroids (at least 40 mg prednisone
equivalents per day) for a median duration of 13.5 days (range: 1 day to 1.1 months). Complete
resolution occurred in all patients. Two patients resumed OPDIVO with ipilimumab without
recurrence of nephritis or renal dysfunction.

5.6 Immune-Mediated Skin Adverse Reactions

OPDIVO can cause immune-mediated rash, including Stevens-Johnson syndrome (SJS) and toxic
epidermal necrolysis (TEN), some cases with fatal outcome. For symptoms or signs of SJS or
TEN, withhold OPDIVO and refer the patient for specialized care for assessment and treatment. If
SJS or TEN is confirmed, permanently discontinue OPDIVO [see Dosage and Administration
(2.10)].

For immune-mediated rash, administer corticosteroids at a dose of 1 to 2 mg/kg/day prednisone
equivalents followed by a corticosteroid taper for severe (Grade 3) or life-threatening (Grade 4)
rash. Withhold OPDIVO for severe (Grade 3) rash and permanently discontinue OPDIVO for life-
threatening (Grade 4) rash.

OPDIVO as a Single Agent

In patients receiving OPDIVO as a single agent, immune-mediated rash occurred in 9% (171/1994)
of patients; the median time to onset was 2.8 months (range: <1 day to 25.8 months). Immune-
mediated rash led to permanent discontinuation of OPDIVO in 0.3% and withholding of OPDIVO
in 0.8% of patients. Approximately 16% of patients with rash received high-dose corticosteroids
(at least 40 mg prednisone equivalents per day) for a median duration of 12 days (range: 1 days to
8.9 months) and 85% received topical corticosteroids. Complete resolution occurred in 48% of
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patients. Recurrence of rash occurred in 1.4% of patients who resumed OPDIVO after resolution
of rash.

OPDIVO with Ipilimumab

In patients receiving OPDIVO with ipilimumab, immune-mediated rash occurred in 22.6%
(92/407) of patients; the median time to onset was 18 days (range: 1 day to 9.7 months). Immune-
mediated rash led to permanent discontinuation or withholding of OPDIVO with ipilimumab in
0.5% and 3.9% of patients, respectively. Approximately 17% of patients with rash received high-
dose corticosteroids (at least 40 mg prednisone equivalents per day) for a median duration of 14
days (range: 2 days to 4.7 months). Complete resolution occurred in 47% of patients.
Approximately 6% of patients who resumed OPDIVO and ipilimumab after resolution had
recurrence of rash.

5.7 Immune-Mediated Encephalitis

OPDIVO can cause immune-mediated encephalitis with no clear alternate etiology. Evaluation of
patients with neurologic symptoms may include, but not be limited to, consultation with a
neurologist, brain MRI, and lumbar puncture.

Withhold OPDIVO in patients with new-onset moderate to severe neurologic signs or symptoms
and evaluate to rule out infectious or other causes of moderate to severe neurologic deterioration.
If other etiologies are ruled out, administer corticosteroids at a dose of 1 to 2 mg/kg/day prednisone
equivalents for patients with immune-mediated encephalitis, followed by corticosteroid taper.
Permanently discontinue OPDIVO for immune-mediated encephalitis [see Dosage and
Administration (2.10)].

OPDIVO as a Single Agent

In patients receiving OPDIVO as a single agent, encephalitis occurred in 0.2% (3/1994). Fatal
limbic encephalitis occurred in one patient after 7.2 months of exposure despite discontinuation of
OPDIVO and administration of corticosteroids. In the other two patients, encephalitis occurred
post-allogeneic HSCT [see Warnings and Precautions (5.10)].

OPDIVO with Ipilimumab

Encephalitis occurred in one patient receiving OPDIVO with ipilimumab (0.2%) after 1.7 months
of exposure.

5.8 Other Immune-Mediated Adverse Reactions

OPDIVO can cause other clinically significant and potentially fatal immune-mediated adverse
reactions. Immune-mediated adverse reactions may occur after discontinuation of OPDIVO
therapy. For any suspected immune-mediated adverse reactions, exclude other causes. Based on
the severity of the adverse reaction, permanently discontinue or withhold OPDIVO, administer
high-dose corticosteroids, and if appropriate, initiate hormone-replacement therapy. Upon
improvement to Grade 1 or less, initiate corticosteroid taper and continue to taper over at least 1
month. Consider restarting OPDIVO after completion of corticosteroid taper based on the severity
of the event [see Dosage and Administration (2.10)].
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Across clinical trials of OPDIVO administered as a single agent or in combination with
ipilimumab, the following clinically significant immune-mediated adverse reactions, some with
fatal outcome, occurred in less than 1.0% of patients receiving OPDIVO: myocarditis,
rhabdomyolysis, myositis, uveitis, iritis, pancreatitis, facial and abducens nerve paresis,
demyelination, polymyalgia rheumatica, autoimmune neuropathy, Guillain-Barré syndrome,
hypopituitarism, systemic inflammatory response syndrome, gastritis, duodenitis, sarcoidosis,
histiocytic necrotizing lymphadenitis (Kikuchi lymphadenitis), motor dysfunction, vasculitis,
and myasthenic syndrome.

If uveitis occurs in combination with other immune-mediated adverse reactions, consider a Vogt-
Koyanagi-Harada-like syndrome, which has been observed in patients receiving OPDIVO or
OPDIVO in combination with ipilimumab and may require treatment with systemic steroids to
reduce the risk of permanent vision loss.

5.9 Infusion Reactions

OPDIVO can cause severe infusion reactions, which have been reported in less than 1.0% of
patients in clinical trials. Discontinue OPDIVO in patients with severe or life-threatening infusion
reactions. Interrupt or slow the rate of infusion in patients with mild or moderate infusion reactions
[see Dosage and Administration (2.10)].

OPDIVO as a Single Agent

In patients receiving OPDIVO as a 60-minute intravenous infusion, infusion-related reactions
occurred in 6.4% (127/1994) of patients.

In a study assessing the pharmacokinetics and safety of a more rapid infusion, in which patients
received OPDIVO as a 60-minute intravenous infusion or a 30-minute intravenous infusion,
infusion-related reactions occurred in 2.2% (8/368) and 2.7% (10/369) patients, respectively.
Additionally, 0.5% (2/368) and 1.4% (5/369) of patients, respectively, experienced adverse
reactions within 48 hours of infusion that led to dose delay, permanent discontinuation or
withholding of OPDIVO.

OPDIVO with Ipilimumab

In patients receiving OPDIVO as a 60-minute intravenous infusion prior to the infusion of
ipilimumab, infusion-related reactions occurred in 2.5% (10/407) of patients.

5.10 Complications of Allogeneic HSCT after OPDIVO

Complications, including fatal events, occurred in patients who received allogeneic HSCT after
OPDIVO. Outcomes were evaluated in 17 patients from the CHECKMATE-205 and
CHECKMATE-039 trials who underwent allogeneic HSCT after discontinuing OPDIVO (15 with
reduced-intensity conditioning, two with myeloablative conditioning). The median age at HSCT
was 33 (range: 18 to 56), and a median of 9 doses of OPDIVO had been administered (range: 4 to
16). Six of 17 patients (35%) died from complications of allogeneic HSCT after OPDIVO. Five
deaths occurred in the setting of severe or refractory GVHD. Grade 3 or higher acute GVHD was
reported in 5/17 patients (29%). Hyperacute GVHD, defined as GVHD occurring within 14 days
after stem cell infusion, was reported in 2 patients (20%). A steroid-requiring febrile syndrome,
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without an identified infectious cause, was reported in six patients (35%) within the first 6 weeks
post-transplantation, with five patients responding to steroids. Two cases of encephalitis were
reported: one case of Grade 3 lymphocytic encephalitis without an identified infectious cause,
which occurred and resolved on steroids, and one case of Grade 3 suspected viral encephalitis
which was resolved with antiviral treatment. Hepatic veno-occlusive disease (VOD) occurred in
one patient, who received reduced-intensity conditioned allogeneic HSCT and died of GVHD and
multi-organ failure.

Other cases of hepatic VOD after reduced-intensity conditioned allogeneic HSCT have also been
reported in patients with lymphoma who received a PD-1 receptor blocking antibody before
transplantation. Cases of fatal hyperacute GVHD have also been reported.

These complications may occur despite intervening therapy between PD-1 blockade and allogeneic
HSCT.

Follow patients closely for early evidence of transplant-related complications such as hyperacute
GVHD, severe (Grade 3 to 4) acute GVHD, steroid-requiring febrile syndrome, hepatic VOD, and
other immune-mediated adverse reactions, and intervene promptly.

5.11 Embryo-Fetal Toxicity

Based on its mechanism of action and data from animal studies, OPDIVO can cause fetal harm
when administered to a pregnant woman. In animal reproduction studies, administration of
nivolumab to cynomolgus monkeys from the onset of organogenesis through delivery resulted in
increased abortion and premature infant death. Advise pregnant women of the potential risk to a
fetus. Advise females of reproductive potential to use effective contraception during treatment
with an OPDIVO-containing regimen and for at least 5 months after the last dose of OPDIVO [see
Use in Specific Populations (8.1, 8.3)].

6 ADVERSE REACTIONS

The following adverse reactions are discussed in greater detail in other sections of the labeling.

e Immune-Mediated Pneumonitis [see Warnings and Precautions (5.1)]

e Immune-Mediated Colitis [see Warnings and Precautions (5.2)]

e Immune-Mediated Hepatitis [see Warnings and Precautions (5.3)]

e Immune-Mediated Endocrinopathies [see Warnings and Precautions (5.4)]

e Immune-Mediated Nephritis and Renal Dysfunction [see Warnings and Precautions

(5.9)]

e Immune-Mediated Skin Adverse Reactions [see Warnings and Precautions (5.6)]
e Immune-Mediated Encephalitis [see Warnings and Precautions (5.7)]

e  Other Immune-Mediated Adverse Reactions [see Warnings and Precautions (5.8)]
e Infusion Reactions [see Warnings and Precautions (5.9)]

e Complications of Allogeneic HSCT after OPDIVO [see Warnings and Precautions
(5.10)]
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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 the Warnings and Precautions section reflect exposure to OPDIVO, as a single agent,
for clinically significant adverse reactions in 1994 patients enrolled in the CHECKMATE-037,
CHECKMATE-017, CHECKMATE-057, CHECKMATE-066, CHECKMATE-025,
CHECKMATE-067, CHECKMATE-205, CHECKMATE-039 trials or a single-arm trial in
NSCLC (n=117) administering OPDIVO as a single agent [see Warnings and Precautions (5)]. In
addition, clinically significant adverse reactions of OPDIVO administered with ipilimumab were
evaluated in 407 patients with melanoma enrolled in CHECKMATE-067 (n=313) or a Phase 2
randomized study (n=94), administering OPDIVO with ipilimumab, supplemented by immune-
mediated adverse reaction reports in ongoing clinical trials [see Warnings and Precautions (5)].

The data described below reflect exposure to OPDIVO as a single agent in CHECKMATE-037,
CHECKMATE-066, and CHECKMATE-067, and to OPDIVO with ipilimumab in
CHECKMATE-067, which are randomized, active-controlled trials conducted in patients with
unresectable or metastatic melanoma. Also described below are single-agent OPDIVO data from
CHECKMATE-238, a randomized trial for the adjuvant treatment of patients with completely
resected Stage I1IB/C and IV melanoma, CHECKMATE-017 and CHECKMATE-057, which are
randomized trials in patients with metastatic NSCLC, CHECKMATE-025, which is a randomized
trial in patients with advanced RCC, CHECKMATE-205 and CHECKMATE-039, which are
open-label, multiple-cohort trials in patients with cHL, CHECKMATE-141, a randomized trial in
patients with recurrent or metastatic SCCHN, CHECKMATE-275, which is a single-arm trial in
patients with urothelial carcinoma, and CHECKMATE-040, which is an open-label, multiple-
cohort trial in patients with HCC.

Unresectable or Metastatic Melanoma
Previously Treated Metastatic Melanoma

The safety of OPDIVO as a single agent was evaluated in CHECKMATE-037, a randomized,
open-label trial in which 370 patients with unresectable or metastatic melanoma received 3 mg/kg
of OPDIVO by intravenous infusion every 2 weeks (n=268) or investigator’s choice of
chemotherapy (n=102), either dacarbazine 1000 mg/m? every 3 weeks or the combination of
carboplatin AUC 6 every 3 weeks plus paclitaxel 175 mg/m? every 3 weeks [see Clinical Studies
(14.1)]. The median duration of exposure was 5.3 months (range: 1 day to 13.8+ months) in
OPDIVO-treated patients and was 2 months (range: 1 day to 9.6+ months) in chemotherapy-
treated patients. In this ongoing trial, 24% of patients received OPDIVO for greater than 6 months
and 3% of patients received OPDIVO for greater than 1 year.

In CHECKMATE-037, patients had documented disease progression following treatment with
ipilimumab and, if BRAF V600 mutation positive, a BRAF inhibitor. The trial excluded patients
with autoimmune disease, prior ipilimumab-related Grade 4 adverse reactions (except for
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endocrinopathies) or Grade 3 ipilimumab-related adverse reactions that had not resolved or were
inadequately controlled within 12 weeks of the initiating event, patients with a condition requiring
chronic systemic treatment with corticosteroids (>10 mg daily prednisone equivalent) or other
immunosuppressive medications, a positive test for hepatitis B or C, and a history of HIV.

The trial population characteristics in the OPDIVO group and the chemotherapy group were
similar: 66% male, median age 59.5 years, 98% white, baseline Eastern Cooperative Oncology
Group (ECOG) performance status 0 (59%) or 1 (41%), 74% with M1c stage disease, 73% with
cutaneous melanoma, 11% with mucosal melanoma, 73% received two or more prior therapies for
advanced or metastatic disease, and 18% had brain metastasis. There were more patients in the
OPDIVO group with elevated LDH at baseline (51% vs. 38%).

OPDIVO was discontinued for adverse reactions in 9% of patients. Twenty-six percent of patients
receiving OPDIVO had a drug delay for an adverse reaction. Serious adverse reactions occurred
in 41% of patients receiving OPDIVO. Grade 3 and 4 adverse reactions occurred in 42% of patients
receiving OPDIVO. The most frequent Grade 3 and 4 adverse reactions reported in 2% to less than
5% of patients receiving OPDIVO were abdominal pain, hyponatremia, increased aspartate
aminotransferase, and increased lipase.

Table 2 summarizes the adverse reactions that occurred in at least 10% of OPDIVO-treated patients
in CHECKMATE-037. The most common adverse reaction (reported in at least 20% of patients)
was rash.

Table 2: Adverse Reactions Occurring in >10% of OPDIVO-Treated
Patients and at a Higher Incidence than in the Chemotherapy Arm
(Between Arm Difference of 25% [All Grades] or >2% [Grades 3-
4]) (CHECKMATE-037)

OPDIVO Chemotherapy ‘
) (n=268) (n=102)
Adverse Reaction All Grades ‘ Grades 3-4 All Grades ‘ Grades 3-4 ‘
Percentage (%) of Patients

Skin and Subcutaneous Tissue Disorders

Rash? 21 04 7

Pruritus 19 0 3.9
Respiratory, Thoracic, and Mediastinal
Disorders

Cough 17 0 6 0
Infections

Upper respiratory tract infection” 11 0 2.0 0
General Disorders and Administration Site
Conditions

Peripheral edema 10 0 5 0

Toxicity was graded per NCI CTCAE v4.

4 Rash is a composite term which includes maculopapular rash, erythematous rash, pruritic rash, follicular rash,
macular rash, papular rash, pustular rash, vesicular rash, and acneiform dermatitis.

b Upper respiratory tract infection is a composite term which includes rhinitis, pharyngitis, and nasopharyngitis.
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Other clinically important adverse reactions in less than 10% of patients treated with OPDIVO in
CHECKMATE-037 were:

Cardiac Disorders: ventricular arrhythmia

Eye Disorders: iridocyclitis

General Disorders and Administration Site Conditions: infusion-related reactions

Investigations: increased amylase, increased lipase

Nervous System Disorders: dizziness, peripheral and sensory neuropathy

Skin and Subcutaneous Tissue Disorders: exfoliative dermatitis, erythema multiforme, vitiligo,

psoriasis

Table 3: Laboratory Abnormalities Worsening from Baseline Occurring in
>10% of OPDIVO-Treated Patients and at a Higher Incidence than
in the Chemotherapy Arm (Between Arm Difference of >5% [All

Grades] or >2% [Grades 3-4]) (CHECKMATE-037)

Percentage of Patients with Worsening Laboratory Test from Baseline?
Laboratory Abnormality OPDIVO Chemotherapy
All Grades Grades 3-4 All Grades Grades 3-4

Increased AST 28 2.4 12 1.0
Increased alkaline phosphatase 22 2.4 13 1.1
Hyponatremia 25 5 18 1.1
Increased ALT 16 1.6 5 0
Hyperkalemia 15 2.0 6 0

& 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: 252 to 256 patients) and chemotherapy group (range: 94 to
96 patients).

Previously Untreated Metastatic Melanoma
CHECKMATE-066

The safety of OPDIVO was also evaluated in CHECKMATE-066, a randomized, double-blind,
active-controlled trial in which 411 previously untreated patients with BRAF V600 wild-type
unresectable or metastatic melanoma received 3 mg/kg of OPDIVO by intravenous infusion every
2 weeks (n=206) or dacarbazine 1000 mg/m? every 3 weeks (n=205) [see Clinical Studies (14.1)].
The median duration of exposure was 6.5 months (range: 1 day to 16.6 months) in OPDIVO-
treated patients. In this trial, 47% of patients received OPDIVO for greater than 6 months and 12%
of patients received OPDIVO for greater than 1 year.

The trial excluded patients with autoimmune disease and patients requiring chronic systemic
treatment with corticosteroids (>10 mg daily prednisone equivalent) or other immunosuppressive
medications.

The trial population characteristics in the OPDIVO group and dacarbazine group: 59% male,
median age 65 years, 99.5% white, 61% with M1c stage disease, 74% with cutaneous melanoma,
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11% with mucosal melanoma, 4% with brain metastasis, and 37% with elevated LDH at baseline.
There were more patients in the OPDIVO group with ECOG performance status 0 (71% vs. 59%).

Adverse reactions led to permanent discontinuation of OPDIVO in 7% of patients and dose
interruption in 26% of patients; no single type of adverse reaction accounted for the majority of
OPDIVO discontinuations. Serious adverse reactions occurred in 36% of patients receiving
OPDIVO. Grade 3 and 4 adverse reactions occurred in 41% of patients receiving OPDIVO. The
most frequent Grade 3 and 4 adverse reactions reported in at least 2% of patients receiving
OPDIVO were gamma-glutamyltransferase increase (3.9%) and diarrhea (3.4%).

Table 4 summarizes selected adverse reactions that occurred in at least 10% of OPDIVO-treated
patients. The most common adverse reactions (reported in at least 20% of patients and at a higher
incidence than in the dacarbazine arm) were fatigue, musculoskeletal pain, rash, and pruritus.

Table 4: Adverse Reactions Occurring in 210% of OPDIVO-Treated
Patients and at a Higher Incidence than in the Dacarbazine Arm
(Between Arm Difference of 25% [All Grades] or >2% [Grades 3-
4]) (CHECKMATE-066)

OPDIVO Dacarbazine
(n=206) (n=205)
Adverse Reaction All Grades | Grades 3-4 All Grades ‘ Grades 3-4
Percentage (%) of Patients
General Disorders and Administration
Site Conditions
Fatigue 49 1.9 39 34
Edema?® 12 1.5 4.9 0
Musculoskeletal and Connective Tissue
Disorders
Musculoskeletal pain® 32 29 25 24
Skin and Subcutaneous Tissue Disorders
Rash® 28 1.5 12 0
Pruritus 23 0.5 12 0
Erythema 10 0 2.9 0
Vitiligo 11 0 0.5 0
Infections
Upper respiratory tract infectiond 17 0 6 0

Toxicity was graded per NCI CTCAE v4.

@ Includes periorbital edema, face edema, generalized edema, gravitational edema, localized edema, peripheral
edema, pulmonary edema, and lymphedema.

Includes back pain, bone pain, musculoskeletal chest pain, musculoskeletal discomfort, myalgia, neck pain, pain in
extremity, pain in jaw, and spinal pain.

Includes maculopapular rash, erythematous rash, pruritic rash, follicular rash, macular rash, papular rash, pustular

rash, vesicular rash, dermatitis, allergic dermatitis, exfoliative dermatitis, acneiform dermatitis, drug eruption, and
skin reaction.

Includes rhinitis, viral rhinitis, pharyngitis, and nasopharyngitis.
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Other clinically important adverse reactions in less than 10% of patients treated with OPDIVO in

CHECKMATE-066 were:

Nervous System Disorders: peripheral neuropathy

Table 5:

Laboratory Abnormalities Worsening from Baseline Occurring in

>10% of OPDIVO-Treated Patients and at a Higher Incidence than
in the Dacarbazine Arm (Between Arm Difference of >5% [All

Grades] or >2% [Grades 3-4]) (CHECKMATE-066)

Percentage of Patients with Worsening Laboratory Test from Baseline?
Laboratory Abnormality OPDIVO Dacarbazine
All Grades Grades 3-4 All Grades Grades 3-4
Increased ALT 25 3.0 19 0.5
Increased AST 24 3.6 19 0.5
Increased alkaline phosphatase 21 2.6 14 1.6
Increased bilirubin 13 3.1 6 0

4 TEach 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: 194 to 197 patients) and dacarbazine group (range: 186 to
193 patients).

CHECKMATE-067

The safety of OPDIVO, administered with ipilimumab or as a single agent, was evaluated in
CHECKMATE-067 [see Clinical Studies (14.1)], a randomized (1:1:1), a double-blind trial in
which 937 patients with previously untreated, unresectable or metastatic melanoma received:

e OPDIVO I mg/kg with ipilimumab 3 mg/kg every 3 weeks for 4 doses followed by
OPDIVO 3 mg/kg as a single agent every 2 weeks (OPDIVO plus ipilimumab arm,;
n=313),

e OPDIVO 3 mg/kg every 2 weeks (OPDIVO arm; n=313), or
e Ipilimumab 3 mg/kg every 3 weeks for up to 4 doses (ipilimumab arm; n=311).

The median duration of exposure to OPDIVO was 2.8 months (range: 1 day to 18.8 months) for
the OPDIVO plus ipilimumab arm and 6.6 months (range: 1 day to 17.3 months) for the OPDIVO
arm. In the OPDIVO plus ipilimumab arm, 39% were exposed to OPDIVO for >6 months and
24% exposed for >1 year. In the OPDIVO arm, 53% were exposed for >6 months and 32% for >1
year.

CHECKMATE-067 excluded patients with autoimmune disease, a medical condition requiring
systemic treatment with corticosteroids (more than 10 mg daily prednisone equivalent) or other
immunosuppressive medication within 14 d