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Opdivo (nivolumab) is indicated for the treatment of advanced (unresectable or metastatic) melanoma in adults.

Opdivo, in combination with ipilimumab, is indicated for the treatment of patients with-advanced (unresectable
or metastatic) melanoma.

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

Opdivo (nivolumab) is indicated for the treatment of patients with advanced clear cell renal cell carcinoma (RCC)
who have received prior anti-angiogenic therapy.

Opdivo (nivolumab) is indicated for the treatment of patients with classical Hodgkin lymphoma (cHL) that has
relapsed or progressed after autologous hematopoietic stem cell transplantation (HSCT) and post
transplantation brentuximab vedotin.

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.
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1 INDICATIONS AND USAGE

1.5 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 (14.5)].

2 DOSAGE AND ADMINISTRATION

2.5 Recommended Dosage for SCCHN

The recommended dose of OPDIVO is 3 mg/kg administered as an intravenous infusion over
60 minutes every 2 weeks until disease progression or unacceptable toxicity.

5 WARNINGS AND PRECAUTIONS
51 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_every 2 to
3 days for mild (Grade 1) and daily for moderate (Grade 2) Pneumonitis

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. Increase frequency monitoring to every 3 days for moderate (Grade 2) and to every 1 to
2 days for severe (Grade 3) or life threatening (Grade 4) transaminase elevations with or without
concomitant elevation in total bilirubin.

5.5 Immune-Mediated Nephritis and Renal Dysfunction

Monitor creatinine weekly for mild (Grade 1), every 2-3 days for moderate (Grade 2) or severe
(Grade 3) and daily for life-threatening (Grade 4) increased serum creatinine.

5.7 Immune-Mediated Encephalitis

OPBPF/OOPDIVO can cause immune-mediated encephalitis with no clear alternate etiology.



6 ADVERSE REACTIONS
6.1 Clinical Trials Experience

Also described below are single-agent OPDIVO data from Trials 2 and 3, which are randomized
trials in patients with metastatic NSCLC, Trial 5, which is a randomized trial in patients with
advanced RCC, Trials 7 and 8, which are open-label, multiple-cohort trials in patients with cHL-,
and Trial 9, a randomized trial in patients with recurrent or metastatic SCCHN.

Recurrent or Metastatic Sguamous Cell Carcinoma of the Head and Neck

The safety of OPDIVO was evaluated in Trial 9, 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 (14.5)]. Patients received
3 mg/kg of OPDIVO (n=236) administered intravenously (IV) over 60 minutes every 2 weeks or
investigator’s choice of either:

e cetuximab (n=13), 400 mg/m? loading dose IV followed by 250 mg/m?> weekly

e or methotrexate (n=46) 40 to 60 mg/m” IV weekly, or

o docetaxel (n=52) 30 to 40 mg/m” IV weekly.
The median duration of exposure to nivolumab was 1.9 months (range 1 day to 16.1+ months) in
OPDIVO-treated patients. In this trial, 18% of patients received OPDIVO for greater than 6
months and 2.5% of patients received OPDIVO for greater than 1 year.

Trial 9 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).

The median age of all randomized patients was 60 years (range: 28 to 83); 28% of patients in the
OPDIVO group were >65 years of age and 37% in the comparator group were >65 years of age,
83% were male and 83% were White, 12% were Asian, and 4% were Black. Baseline ECOG
performance status was 0 (20%) or 1 (78%). 45% of patients received only one prior line of
systemic therapy, the remaining 55% of patients had two or more prior lines of therapy, and 90%
had prior radiation therapy.

OPDIVO was discontinued in 14% of patients and was delayed in 24% of patients for an adverse
reaction. Serious adverse reactions occurred in 49% of patients receiving OPDIVO. The most
frequent serious adverse reactions reported in at least 2% of patients receiving OPDIVO were
pneumonia, dyspnea, respiratory failure, respiratory tract infection, and sepsis. Adverse reactions
and laboratory abnormalities occurring in patients with SCCHN were generally similar to those
occurring in patients with melanoma and NSCLC. The most common adverse reactions occurring
in >10% of OPDIVO-treated patients and at a higher incidence than investigator’s choice were
cough and dyspnea.

The most common laboratory abnormalities occurring in >10% of OPDIVO-treated patients and
at a higher incidence than investigator’s choice were increased alkaline phosphatase, increased
amylase. hypercalcemia, hyperkalemia, and increased TSH.




14 CLINICAL STUDIES

14.1 Unresectable or Metastatic Melanoma

Previously Treated Metastatic Melanoma

Previously Untreated Metastatic Melanoma

Trial 4
Table 14: Efficacy Results - Trial 4
OPDIVO Dacarbazine
(n=210) (n=208)
Overall Survival
Deaths (%) 50 (24) 96 (46)
Median, months (95% CI) Not Reached 10.8 (9.3, 12.1)
Hazard ratio (95% CI)* 0.42 (0.30, 0.60)
p-value >* <0.000+%0001
Progression-Free Survival
Disease progression or death (%) 108 (51) 163 (78)
Median, months (95% CI) 5.1(3.5,10.8) 22(22.1,24)
Hazard ratio (95% CI)* 0.43 (0.34, 0.56)
p-value¢ <0.0004%0001
Objective Response Rate 34% 9%
(95% CI) (28,41) (5, 13)
Complete response rate 4% 1%
Partial response rate 30% 8%




14.2 Metastatic Non-Small Cell Lung Cancer (NSCLC)
Second-line Treatment of Metastatic Squamous NSCLC

Table 16: Efficacy Results in Trial 2
OPDIVO Docetaxel
(n=135) (n=137)
Overall Survival
Deaths (%) 86 (64%) 113 (82%)
Median (months) 9.2 6.0
(95% CI) (7.3,13.3) (5.1,7.3)
Hazard ratio (95% CI)* 0.59 (0.44, 0.79)
p-value ®¢ 0.0002
Objective Response Rate 27 (20%) 12 (9%)
(95% CI) (14 ,28) (5,15)
p-value ¢ 0.0083
Complete response 1 (0.7%) 0
Median duration of response, NR 8.4
months (9.8, NR) (3.6, 10.8)
(95% CI)
Progression-free Survival
Disease progression or death (%) 105 (78%) 122 (89%)
Median (months) 3.5 2.8
Hazard ratio (95% CI)** 0.62(0.47,0.81)
p-value *value” 0.0004
14.5 Recurrent or Metastatic Squamous Cell Carcinoma of the Head and

Neck (SCCHN)

Trial 9 was a randomized (2:1), active-controlled, open-label study enrolling patients with
metastatic or recurrent SCCHN who had experienced disease progression during or within 6
months of receiving platinum-based therapy administered in either the adjuvant, neo-adjuvant,
primary (unresectable locally advanced) or metastatic setting. The trial excluded patients with
autoimmune disease, medical conditions requiring immunosuppression, recurrent or metastatic
carcinoma of the nasopharynx, squamous cell carcinoma of unknown primary histology, salivary
gland or non-squamous histologies (e.g., mucosal melanoma), or untreated brain metastasis.
Patients with treated brain metastases were eligible if neurologically stable. Patients were
randomized to receive OPDIVO administered intravenously (IV) at 3 mg/kg every 2 weeks or
investigator’s choice of:

e cetuximab 400 mg/m2 loading dose IV followed by 250 mg/m2 weekly,

e methotrexate 40 to 60 mg/m2 IV weekly, or
e docetaxel 30 to 40 rng/m2 IV weekly.

Randomization was stratified by prior cetuximab treatment (yves/no). The first tumor assessments
were conducted 9 weeks after randomization and continued every 6 weeks thereafter. The major
efficacy outcome measure was OS. Additional efficacy outcome measures were PFS and ORR.




In Trial 9. total of 361 patients were randomized: 240 patients to OPDIVO and 121 patients to
investigator’s choice (45% received docetaxel, 43% received methotrexate, and 12% received

cetuximab). The median age was 60 years (range: 28 to 83) with 31% >65 years of age, 83% were
White, 12% Asian, and 4% were Black, and 83% male. Baseline ECOG performance status was
0 (20%) or 1 (78%), 76% were former/current smokers, 90% had Stage IV disease, 45% of patients
received only one prior line of systemic therapy, the remaining 55% received two or more prior
lines of systemic therapy, and 25% had HPVpl6-positive tumors, 24% had HPV pl6-negative
tumors, and 51% had unknown status.

The trial demonstrated a statistically significant improvement in OS for patients randomized to
OPDIVO as compared with investigator’s choice at a pre-specified interim analysis (78% of the
planned number of events for final analysis). The survival results are displayed in Table 20 and
Figure 11. There were no statistically significant differences between the two arms for PFS
(HR=0.89; 95% CI: 0.70, 1.13) or ORR (13.3% [95% CI: 9.3, 18.3] vs 5.8% [95% CI: 2.4, 11.6]
for nivolumab and investigator’s choice, respectively).

Table 20: Overall Survival in Trial 9
OPDIVO Investigator’s Choice
(n=240) (m=121)
Overall Survival
Deaths (%) 133 (55%) 85 (70%)
Median (months) 7.5 5.1
(95% CI) (5.5.9.1) (4.0, 6.0)
Hazard ratio (95% CI)* 0.70 (0.53. 0.92)
p-value®® 0.0101

2 Based on stratified proportional hazards model.
b Based on stratified log-rank test.

¢ p-value is compared with 0.0227 of the allocated alpha for this interim analysis.




Figure 11: Overall Survival - Trial 9
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Archival tumor specimens were retrospectively evaluated for PD-L1 expression using the PD-L1
IHC 28-8 pharmDx assay. Across the study population, 28% (101/361) of patients had non-
quantifiable results. Among the 260 patients with quantifiable results, 43% (111/260) had PD-L1
negative SCCHN, defined as <1% of tumor cells expressing PD-L1, and 57% (149/260) had PD-
L1 positive SCCHN, defined as >1% of tumor cells expressing PD-L1. In pre-specified
exploratory subgroup analyses, the hazard ratio for survival was 0.89 (95% CI: 0.54, 1.45) with
median survivals of 5.7 and 5.8 months for the nivolumab and chemotherapy arms, respectively,
in the PD-L1 negative subgroup. The HR for survival was 0.55 (95% CI: 0.36, 0.83) with median
survivals of 8.7 and 4.6 months for the nivolumab and chemotherapy arms, respectively, in the
PD-L1 positive SCCHN subgroup.
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