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‘a R + | Indicatior
Unresectable or Metastatic Melanoma Usage

Unresectable or Metastatic Melanoma,

\ OPDIVO?, (nivolumab) as a single agent is indicated for the
treatment of patients with (unresectable or metastatic) melanoma
[see Clinical Studies (14.1)].

JFhis 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.

e OPDIVO, in combination with ipilimumab, is indicated for the
treatment of patients with BRAF V600 wild-type, advanced
(unresectable or metastatic) melanoma [see Clinical Studies

(14.1)].

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

e OPDIVO®, (nivolumab) 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 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.

Metastatic Non-Small Cell Lung Cancer

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 [see
Clinical Studies (14.2)].
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and description of clinical benefit in confirmatory trials.

| Metastatic Non-Small Cell Lung Cancer,

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 [see Clinical
Studies (14.2)].,

Renal Cell Carcinoma

OPDIVO® (nivolumab) is indicated for the treatment of patients
with advanced clear cell renal cell carcinoma (RCC) who have
received prior anti-angiogenic therapy [see Clinical Studies (14.3)].

DOSAGE AND ADMINISTRATION

CEEN

e The recommended dose of OPDIVO is 1 mg/kg administered as
an _intravenous infusion over 60 minutes, followed by
ipilimumab on the same day, every 3 weeks for 4 doses
[see Clinical Studies (14.1)]. The recommended subseguent dose
of OPDIVO, as a single agent, is 3 mg/kg as an intravenous
infusion over 60 minutes every 2 weeks until disease progression
or _unacceptable toxicity. Review the Full Prescribing
Information for ipilimumab prior to initiation.

k ‘Dose Modifications,

Table 1: Recommended Dose

Modifications for OPDIVO
Adverse Severity Dose Modification
Reaction

Colitis

DOSAGE AND ADMINISTRATION

Dose Modifications

Table 1:

Recommended Dose
Modifications for OPDIVO

Adverse Reaction | Severity Dose Modification
Pneumonitis Grade 2 pneumonitis Withhold dose®
Grade 3 or 4 Permanently
pneumonitis discontinue
Grade 2 or 3 diarrhea or . a
colitis Withhold dose
L Grade 4 diarrhea or Permanently
Colitis colitis discontinue
Aspartate
aminotransferase
Hepatitis (AST)/or alanine Withhold dose®
aminotransferase (ALT)
more than 3 and up to

)
)
)
J




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

AST or ALT more than
5 times the upper limit
of normal or total
bilirubin more than 3
times the upper limit of
normal

Permanently
discontinue

Grade 2 or 3 . a
hypophysitis Withhold dose
Hypophysitis . Permanently
Grade 4 hypophysitis discontinue
Grade 2 adrenal - a
Adrenal insufficiency Withhold dose
Insufficiency Grade 3 or 4 adrenal Permanently
insufficiency discontinue
. Grade 3 hyperglycemia i a
Type 1 Diabetes yperglycemi Withhold dlose
Mellitus Grade 4 hyperglycemia Permanently

discontinue

Nephritis and
Renal Dysfunction

Serum creatinine more
than 1.5and upto 6
times the upper limit of
normal

Withhold dose®

Serum creatinine more
than 6 times the upper
limit of normal

Permanently
discontinue

Rash,

Grade 3 rash,

Withhold dose®,

Grade 4 rash,

Permanently
discontinue,

[Encephalitis,

New- onset moderate or
severe neurologic signs
or symptoms,

- a
Withhold dose’,

JImmune-mediated
encephalitis,

Permanently
discontinue,

f—] avvn ]
= 2 ) oo withold dose,
f—] avvn ]
| OPDIVO, in
avvn o OFDIVU, INn
E—] ] combination with %‘lgﬁﬂgy
0 awn | ipilimumab, ==
f—] avn ]
- o i Py
f—] avwn ] Pneumonitis Grade 2 . a
E—] ~oon ] pneumonitis Withhold dose
f—] Hwn ] G;Zdaﬁr?i;ig Permanently discontinue
f—] nswn] pneu
== avwn | Srade20r3 Withhold-dose®
E—] wn ] Grade4-diarrhea-or . .
o, 2wn | Celitis colitis ermanently discontinue
E—j aswn ] Aspartate
E—] wwn ] aminotransfer{ase
(AST)/or alanine
E—] Hwn } aminotransferase
f—] avn ] (ALT) more than 3
and up to 5 times . a
avn
. ) the upper limitof | WVithhold dose
= 2w | normal or total
f—] avwn ] bilirubin more than
E—] R1%1Y)a) ] Hepatitis 15 and up to3
E_] ] times the upper
swn limit of normal
- wwn | AST or ALT more
E—] avvn ] than 5 times the
f—] awn ] upper limit of ) )
normal or total Permanently discontinue
) awn | bilirubin more than
E—] avn ] 3 times the upper
E—] wwn ] ‘ limit of normal
Grade 2 or 3 . a
f—] avn ] hypophysitis Withhold dose
E—] e ] Hypophysitis Grade 4 Permanently discontinue
f—j avwn ] hypophysitis y
= awn | Adreral Grade 2 adrenal Withhold dose®
E—] wwn ] O insufficiency
Insufficiency v di -
E—] wwn ] Grade 3 or 4 Permanently discontinue

Other

Other Grade 3 adverse
reaction

First occurrence

Withhold dose®
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adrenal

insufficiency
Type 1 S;ngg?yc emia Withhold dose®
Diabetes
Mellitus Srade 4 . Permanently discontinue

yperglycemia

Serum creatinine

more than 1.5 and

up to 6 times the Withhold dose®
Nephritisand | upper limit of
Renal normal

Dysfunction

Serum creatinine

more than 6 times
the upper limit of
normal

Permanently discontinue

Recurrence of same
Grade 3 adverse
reactions

Permanently
discontinue

Life-threatening or
Grade 4 adverse
reaction

Permanently
discontinue

Requirement for 10 mg
per day or greater
prednisone or

Permanently

longer

equivalent for more discontinue
than 12 weeks

Persistent Grade 2 or 3

adverse reactions Permanently
lasting 12 weeks or discontinue

\
Rash,

Grade 3 rash,

Withhold dose®,

Grade 4 rash,

Permanently discontinue,

Encephalitis,

New-, onset
moderate or severe
neurologic signs or
symptoms,

Withhold dose’,

JImmune-mediated
encephalitis,

Permanently discontinue,

Other

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

Requirement for 10
mg per day or
greater prednisone
or equivalent for
more than 12
weeks

Permanently discontinue

Persistent Grade 2
or 3 adverse

Permanently discontinue

Resume treatment when adverse reaction returns to Grade 0 or 1.
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reactions lasting
12 weeks or longer

a .
Resume treatment when adverse reaction returns to Grade 0 or 1.

» + WARNINGS AND PRECAUTIONS
1 Ilmmune-Mediated Pneumonitis,

Immune-mediatedSevere, pneumonitis or interstitial lung disease,
defined as requiring use of corticosteroids and no clear alternate
etiology,, including fatal cases, occurred with OPDIVO treatment.
Across the-clinical trial experience_in-691patients-with solid tumors
eceiving OPDIVO as a single agent, fatal immune-mediated
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pneumonitis occurred in 0.3% (5/1590) 6-7%{5/691) of patients
. )  fatal . iy Trial

1 or Trial 3

L All -five fatal cases occurred in a dose-finding study with OPDIVO

doses of 1 mg/kg (two patients), 3_mg/kg (two patients), and 10

mg/kg (one patient).,

Across the clinical trial experience in 188 patients with melanoma
who received OPDIVO in combination with ipilimumab, in Trial 4
n=94) and an additional dose-finding study (n=94), fatal immune-
mediated pneumonitis occurred in 0.5% (1/188) of patients. In Trial

\\4, there were six additional patients who died without resolution of
\\i‘bnormal respiratory findings.,

| Monitor patients for signs with radiographic imaging and symptoms
\5f pneumonitis. Administer corticosteroids at a dose of 1 to 2
mg/kg/day prednisone equivalents for moderate (Grade 2) or greater

neumonitis, followed by corticosteroid taper. Permanently
discontinue OPDIVO for severe (Grade 3) or life-threatening (Grade
4) pneumonitis and withhold OPDIVO until resolution for moderate

WARNINGS AND PRECAUTIONS
Immune-Mediated Pneumonitis,

Severe, pneumonitis or interstitial lung disease, including fatal
cases, occurred with OPDIVO treatment. Across the clinical
trial experiencein 691 patients with solid tumors, fatal immune-
mediated pneumonitis occurred in 0.7% (5/691) of patients
receiving OPDIVO.No cases of fatal pneumonitis occurred in
Trial 1 or Trial 3

All  five fatal cases occurred in a dose-finding study with
OPDIVO doses of 1 mg/kg (two patients), 3mg/kg (two
patients), and 10 mg/kg (one patient).,

In Trial 1, pneumonitis, including interstitial lung disease,
occurred in 3.4% (9/268) of patients receiving OPDIVO and
none of the 102 patients receiving chemotherapy. Immune-
mediated pneumonitis, defined as requiring use of
corticosteroids and no clear alternate etiology, occurred in 2.2%
(6/268) of patients receiving OPDIVO: one with Grade 3 and
five with Grade 2 pneumonitis. The median time to onset for
Ihe six cases was 2.2 months (range; 25 days to 3.5 months), In
two, patients, pneumonitis was diagnosed after discontinuation
of OPDIVO for other reasons, and Grade 2 pneumonitis led to
interruption or permanent discontinuation of OPDIVO in the
remaining four patients. All six patients received high-dose
corticosteroids (at least 40 mg prednisone equivalents per day),,
immune-mediated pneumonitis improved to Grade 0 or 1 with
corticosteroids in all six patients. There were two patients with

Warnings
Precautiol
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(Grade 2) pneumonitis [see Dosage and Administration (2.4)].

Melanoma

OPDIVO as a Single Agent
In_ Trial 5, pneumonitis occurred in 1.4% (3/206) of patients

receiving OPDIVO and in none of the 205 patients receiving
dacarbazine. All cases were immune-mediated and Grade 2 in
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severity. The median time to onset was 2.8 months (range: 2 to 5.1

X% ,namoR weN semiT :1912:2%1VNn
o ,wamn

X9 ,namoR weN semiT :1912:2%1yn
ND ,(IXM0) MO (NX'OX) ,&ATN

semiT (97NN N7"M2) :191:avvnN
TN NMAY M2V 1912 ,namoR weN
,'?1 10 ,namoR weN semiT :N1NNX
10 ,(IX"V) MO ("NXOX)

MDA NMAY NAY 1912 1191:2%1vn
1n0,'»1 10 ,namoR weN semiT :NNNX

X% ,namoR weN semiT :1912:28%1VN
ND ,waTn

-

X% ,namoR weN semiT :1912:2%1vVN
N0 ,(IXIMV) N'O ("NX'OKX) AN

w5 w2 gnidaeH SMB:axivn
,n"o 30.2 M9Y :NDID,OTTHN
0P 1.1 Nann My 2 Nnn
1IN, 0" 1D DM 1N POIX
TPOIX NP D DM ,N"D 39.0-
210 i, n"o 23.0

semiT (TN NMA2) )91A:a%YN
91 N"MAY M2y 1912 ,namoR weN
,'?1 10 ,namoR weN semiT :N1NNX
10 ,(IXMV) N"'D ("NXOX)

[ no:avvn ]

months). Pneumonitis led to interruption of OPDIVO in all three
patients, all received high-dose corticosteroids, and pneumonitis
completely resolved. OPDIVO was restarted in two of these patients
without recurrence of pneumonitis.

[ N0 101 19XANIYN ] y

OPDIVO in Combination with Ipilimumab,

In Trial 4, pneumonitis, including interstitial lung disease, occurred
in 10% (9/94) of patients receiving OPDIVO in combination with
ipilimumab and 2.2% (1/46) of patients receiving ipilimumab.
Immune-mediated pneumonitis occurred in 6% (6/94) of patients
receiving OPDIVO in combination with ipilimumab: Grade 5 (n=1),
Grade 3 (n=2), and Grade 2 (n=3) pneumonitis. The median time to
onset for the six cases was 2.5 months (range: 1.3 to 4.6 months). In
the patient with fatal pneumonitis, the event was diagnosed after
discontinuation of OPDIVO in combination with ipilimumab for
another immune-mediated adverse reaction; this patient died from
pneumonitis more than 30 days after the last dose. The remaining
five patients had dose interruption or permanent discontinuation of
OPDIVO in combination with ipilimumab. All six patients received

high-dose corticosteroids. Immune-mediated pneumonitis
completely resolved in the five patients with Grade 2 or 3
pneumonitis. OPDIVO in combination with ipilimumab was

restarted for one patient with Grade 2 pneumonitis after complete
resolution, and pneumonitis did not recur.

NSCLC

Grade 2 pneumonitis that completely resolved (defined as
complete resolution of symptoms with completion of
corticosteroids) and OPDIVO was restarted without recurrence
of pneumonitis.In Trial 3, pneumonitis occurred in 6% (7/117)
of patients receiving OPDIVO, including five Grade 3 and two
Grade 2 cases, all immune-mediated. The median time to onset
was 3.3 months (range: 1.4 to 13.5 months). All seven patients
discontinued OPDIVO for pneumonitis or another event and all
seven patients experienced complete resolution of pneumonitis
following receipt of high-dose corticosteroids (at least 40 mg
prednisone equivalents per day).

Monitor patients for signs and symptoms of pneumonitis.
Administer corticosteroids at a dose of 1 to 2 mg/kg/day
prednisone equivalents for Grade 2 or greater 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 (2.2)].
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In Trial 3, pneumonitis, including interstitial lung disease, occurred
in 3.4% (10/287) of patients receiving OPDIVO. Of these 10
patients, there were five patients with Grade 3, two patients with
Grade 2, and three patients with Grade 1 immune-mediated
pneumonitis. The median time to onset was 7.2 months (range: 2.7
to 13.1 months). All five patients with Grade 3 and one of two
patients with Grade 2 pneumonitis received high-dose
corticosteroids and permanently discontinued OPDIVO; two of
these seven were documented radiographically to have complete
resolution of pneumonitis. One patient with Grade 2 pneumonitis
had OPDIVO temporarily withheld, received low-dose
corticosteroids, experienced complete resolution, and was retreated
without recurrence of pneumonitis.,

RCC

In Trial 6, pneumonitis, including interstitial lung disease, occurred

in 5% (21/406) of patients receiving OPDIVO and 18% (73/397)

patients receiving _everolimus. Immune-mediated pneumonitis
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occurred in 4.4% (18/406) of patients receiving OPDIVO (one with
Grade 4, four with Grade 3, twelve with Grade 2, and one with
Grade 1). In two of the patients, pneumonitis occurred after they had
received OPDIVO followed by everolimus. One patient with
ongoing pneumonitis died due to disease progression. The median
time to onset was 3.82 months (range: 2 days to 22.3 months). The
median duration was 1.3 months (range: 0.3 to 9.8 months).
OPDIVO was permanently discontinued in six patients. Dose delay
occurred in nine patients. Seven patients had complete resolution.
Among the six patients who resumed OPDIVO, three did not have

| recurrence of pneumonitis.

Immune-Mediated Colitis

Immune-mediated colitis, defined as requiring use of corticosteroids
with no clear alternate etiology, can occur with OPDIVO treatment.

Immune-Mediated Colitis
In Trial 1, diarrhea or colitis occurred in 21% (57/268) of
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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
05 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.

When administered as a single agent, withhold OPDIVO for
‘moderate or severe (Grade 2 or 3) colitis. Permanently discontinue
OPDIVO for life-threatening (Grade 4) or for recurrent colitis upon
restarting OPDIVO [see Dosage and Administration (2.4)].

When administered in combination with ipilimumab, withhold
OPDIVO for moderate colitis (Grade 2). Permanently discontinue
OPDIVO for severe or life-threatening (Grade 3 or 4) colitis or for
recurrent colitis upon restarting OPDIVO [see Dosage and
Administration (2.4)].

Melanoma,
In Trial 5, diarrhea or colitis occurred in 28% (58/206) of patients
receiving  OPDIVO and 25% (52/205) of patients receiving

MO NMAY N2V 1912 119m:a8vn
0 ,'P1 10 ,namoR weN semiT :MNNX

dacarbazine. Immune-mediated colitis occurred in 4.9% (10/206) of
patients receiving OPDIVO: five patients with Grade 3 and five with
Grade 2. The median time to onset was 5.1 months (range: 3 days to
12.5 months). In six of ten patients, colitis was diagnosed after
discontinuation of OPDIVO for other reasons, and Grade 2 or 3
colitis was followed by interruption or permanent discontinuation of
OPDIVO in the remaining four patients. Nine of these ten patients
received high-dose corticosteroids for a median duration of 1 month
(range: 3 days to 7.4 months) preceding corticosteroid taper. Colitis
improved to Grade O with corticosteroids in nine patients, with
complete resolution occurring in six of these patients. Two patients

patients receiving OPDIVO and 18% (18/102) of patients
receiving chemotherapy. Immune-mediated colitis, defined as
requiring use of corticosteroids with no clear alternate etiology,
occurred in 2.2% (6/268) of patients receiving OPDIVO: five
patients with Grade 3 and one patient with Grade 2 colitis. The
median time to onset of immune-mediated colitis from initiation
of OPDIVO was 2.5 months (range: 1 to 6 months). In three
patients, colitis was diagnosed after discontinuation of
OPDIVO for other reasons, and Grade 2 or 3 colitis led to
interruption or permanent discontinuation of OPDIVO in the
remaining three patients. Five of these six patients received
high-dose corticosteroids (at least 40 mg prednisone
equivalents) for a median duration of 1.4 months (range: 3 days
to 2.4 months) preceding corticosteroid taper. The sixth patient
continued on low-dose corticosteroids started for another
immune-mediated adverse reaction. Immune-mediated colitis
improved to Grade O with corticosteroids in five patients,
including one patient with Grade 3 colitis retreated after
complete resolution (defined as improved to Grade O with
completion of corticosteroids) without additional events of
colitis. Grade 2 colitis was ongoing in one patient.

In Trial 3, diarrhea occurred in 21% (24/117) of patients.
Immune-mediated colitis (Grade 3) occurred in 0.9% (1/117) of
patients. The time to onset in this patient was 6.7 months. The
patient received high-dose corticosteroids and was permanently
discontinued from OPDIVO. Complete resolution occurred.

Monitor patients for immune-mediated 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
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who restarted OPDIVO after complete resolution had recurrence of
colitis _which again completely resolved with additional
corticosteroids. In _one patient, Grade 3 colitis was ongoing with
corticosteroids continuing.,

OPDIVO in Combination with Ipilimumab,

. ;’I,n Trial 4, diarrhea or colitis occurred in 57% (54/94) of patients

receiving OPDIVO in combination with ipilimumab and 46%
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(21/46) of patients receiving ipilimumab. Immune-mediated colitis
occurred in 33% (31/94) of patients receiving OPDIVO in
combination with ipilimumab: one patient with Grade 4, 16 patients
with Grade 3, nine patients with Grade 2, and five patients with
Grade 1 colitis. The median time to onset was 1.4 months (range:
6.1 days to 5.3 months). Immune-mediated colitis led to permanent
discontinuation of OPDIVO in combination with ipilimumab in 17
patients. Thirty of the 31 patients received high-dose corticosteroids
for a median duration of 1.2 months (range: 1 day to 6 months) and
11 received infliximab. Immune-mediated colitis resolved following
treatment with immunosuppressive medications in 30 patients. Four
patients with Grade 2 immune-mediated colitis experienced
complete resolution after restarting OPDIVO in combination with
ipilimumab. In Trial 4, there were three patients who died without
resolution of immune-mediated colitis,

NSCLC

‘In Trial 3, diarrhea or colitis occurred in 17% (50/287) of patients

receiving OPDIVO. Immune-mediated colitis occurred in 2.4%
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(7/287) of patients: three patients with Grade 3, two patients with
Grade 2, and two patients with Grade 1. The median time to onset in
these seven patients was 2.7 months (range: 4 weeks to 19 months).
All seven patients received corticosteroids; six of these seven
received high-dose corticosteroids for a median duration of
2.9 weeks (range: 1 week to 2.1 months). One patient with Grade 3
colitis permanently discontinued OPDIVO. All seven patients

no improvement occurs despite initiation of corticosteroids,
increase dose to 1 to 2 mg/kg/day prednisone equivalents.
Withhold OPDIVO for Grade 2 or 3 immune-mediated colitis.
Permanently discontinue OPDIVO for Grade 4 colitis or for
recurrent colitis upon restarting OPDIVO [see Dosage and
Administration (2.2)].
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experienced complete resolution. Five of the seven patients were
retreated after complete resolution without recurrence of diarrhea or
colitis.

RCC

Ar—

In Trial 6, diarrhea or colitis occurred in 25% (100/406) of patients
receiving OPDIVO and 32% (126/397) of patients receiving
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everolimus. Immune-mediated diarrhea or colitis occurred in 3.2%
(13/406) of patients receiving OPDIVO (five patients with Grade 3,
seven with Grade 2, and one with Grade 1). The median time to
onset was 4.8 months (range: 2 days to 15.6 months). The median
duration was 1.3 months (range: 0.2 to 3.9 months). OPDIVO was
permanently discontinued in four patients. Dose delay occurred in
nine patients. Twelve patients had complete resolution. Among the
nine patients who resumed OPDIVO after resolution, four had no
recurrence of diarrhea or colitis.

Immune-Mediated Hepatitis

Immune-mediated hepatitis, defined as requiring use of
corticosteroids and no clear alternate etiology, can occur with
OPDIVO treatment. 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 for moderate
(Grade 2) or greater transaminase elevations, with or without
concomitant elevation in total bilirubin. Withhold OPDIVO for
moderate (Grade 2) and permanently discontinue OPDIVO for
severe (Grade 3) or life-threatening (Grade 4) immune-mediated
hepatitis [see Dosage and Administration (2.4) and Adverse

| Reactions (6.1)].

Melanoma,

In_Trial 5, there was an increased incidence of liver test
abnormalities in the OPDIVO-treated group as compared to the
dacarbazine-treated group, with increases in ALT (25% vs. 19%),

Immune-Mediated Hepatitis

In Trial 1, there was an increased incidence of liver test
abnormalities in the OPDIVO-treated group as compared to the
chemotherapy-treated group, with increases in AST (28% vs.
12%), alkaline phosphatase (22% vs. 13%), ALT (16% vs. 5%),
and total bilirubin (9% vs. 0). Immune-mediated hepatitis,
defined as requirement for corticosteroids and no clear alternate
etiology, occurred in 1.1% (3/268) of patients receiving
OPDIVO: two patients with Grade 3 and one patient with Grade
2 hepatitis. The time to onset was 97, 113, and 86 days after
initiation of OPDIVO. In one patient, hepatitis was diagnosed
after discontinuation of OPDIVO for other reasons. In two
patients, OPDIVO was withheld. All three patients received
high-dose corticosteroids (at least 40 mg prednisone
equivalents). Liver tests improved to Grade 1 within 4 to 15
days of initiation of corticosteroids. Immune-mediated hepatitis
resolved and did not recur with continuation of corticosteroids
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AST (24% vs. 19%), alkaline phosphatase (21% vs. 14%), and total
bilirubin (13% vs. 6%). Immune-mediated hepatitis occurred in
0.9% (2/206) of patients receiving OPDIVO: one patient with Grade
2 and one patient with Grade 3. The time to onset was 4.1 and 4.4
months after initiation of OPDIVO. In both patients, hepatitis was
diagnosed after discontinuation of OPDIVO for other reasons. Both
patients received high-dose corticosteroids; one also received
mycophenolic _acid. Hepatitis resolved in both patients, with
corticosteroids continuing in one.

OPDIVO in Combination with Ipilimumab

In Trial 4, immune-mediated hepatitis occurred in 15% (14/94) of
patients receiving OPDIVO in combination with ipilimumab: three
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patients with Grade 4, nine patients with Grade 3, and two patients
with Grade 2 hepatitis. The median time to onset was 2.8 months
(range: 3 weeks to 5.7 months). Five patients discontinued OPDIVO
in combination with ipilimumab due to hepatitis. Thirteen of the 14
patients received high-dose corticosteroids and three received
mycophenolic acid. Complete resolution (defined as improved to
Grade 0 with completion of corticosteroids) occurred in nine
patients. Among four patients for whom OPDIVO in combination
with ipilimumab was restarted, three had recurrence or worsening of
hepatitis and one improved on corticosteroids.,

INSCLC,
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In Trial 3, one patient developed immune-mediated hepatitis (0.3%)
after 7.8 months of OPDIVO exposure. The event resolved
following temporary withholding of OPDIVO and high-dose
corticosteroid  therapy. Immune-mediated hepatitis _ recurred

following resumption of OPDIVO, resulting in permanent
discontinuation.

"RCC

In Trial 6, there was an increased incidence of liver test

in two patients; the third patient died of disease progression
with persistent hepatitis. The two patients with Grade 3
hepatitis that resolved restarted OPDIVO and, in one patient,
Grade 3 immune-mediated hepatitis recurred resulting in
permanent discontinuation of OPDIVO.

In Trial 3, the incidences of increased liver test values were
AST (16%), alkaline phosphatase (14%), ALT (12%), and total
bilirubin (2.7%). No cases of immune-mediated hepatitis
occurred in this trial.

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 for Grade 2 or
greater transaminase elevations, with or without concomitant
elevation in total bilirubin. Withhold OPDIVO for moderate
(Grade 2) and permanently discontinue OPDIVO for severe
(Grade 3) or life-threatening (Grade 4) immune-mediated
hepatitis [see Dosage and Administration (2.2) and Adverse
Reactions (6.1)].
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abnormalities compared to baseline with increases in AST (33% vs.
39%), alkaline phosphatase (32% vs. 32%), ALT (22% vs. 31%),
and total bilirubin (9% vs. 3.5%) in the OPDIVO and everolimus
arms, respectively. Immune-mediated hepatitis requiring systemic
immunosuppression occurred in 1.5% (6/406) of patients receiving
OPDIVO (five with Grade 3 and one with Grade 2). None of the six
patients had liver metastases. The median time to onset was
3.7 months (range: 14 days to 5.3 months). The median duration was
1.8 months (range: 0.9 to 16.3 months). OPDIVO was permanently
discontinued in four patients. Dose delay occurred in all patients.
Five patients had complete resolution. Among the three patients who
resumed OPDIVO, two had no recurrence of liver test abnormalities.
One patient with immune-mediated nephritis developed hepatic
failure on the date of death.,

1.1 Immune-Mediated Endocrinopathies,

| Hypophysitis
" | Hypophysitis can occur with OPDIVO treatment. Monitor patients
for signs and symptoms of hypophysitis. Administer corticosteroids

at a dose of 1 mg/kg/day prednisone equivalents for moderate
(Grade 2) or greater hypophysitis. Withhold OPDIVVO for moderate
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(Grade 2) or severe (Grade 3) and permanently discontinue
OPDIVO for life-threatening (Grade 4) hypophysitis [see Dosage
and Administration (2.4)].

Melanoma

In_Trial 4, hypophysitis occurred in 13% (12/94) of patients

I'receiving OPDIVO in combination with ipilimumab: two patients

with Grade 3 and 10 patients with Grade 2 hypophysitis.
The median time to onset was 2.9 months (range: 1.4 to 5.5 months).
Ten patients received corticosteroids, including both patients with
Grade 3 hypophysitis. OPDIVO in combination with ipilimumab
was restarted for eight patients without resulting in worsening of

| hypophysitis. Four patients were continuing with corticosteroids..
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In_Trial 6, hypophysitis occurred in 0.5% (2/406) of patients
receiving OPDIVO. The time to onset for the Grade 3 event was
9.2 months and for the Grade 1 event was 3.2 months. Both patients
received steroid replacement doses. The Grade 3 event resulted in
permanent discontinuation and the other patient with the Grade 1
event discontinued due to progressive disease. Neither patient had
complete resolution or resumed treatment with OPDIVO.,

Adrenal Insufficiency

,,'Adrenal insufficiency can occur with OPDIVO treatment. Monitor

patients for signs and symptoms of adrenal insufficiency during and
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after treatment. Administer corticosteroids at a dose of 1 to 2
mg/kg/day prednisone equivalents 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 (2.4)].

Melanoma and NSCLC

In Trial 4, adrenal insufficiency occurred in 9% (8/94) of patients
receiving OPDIVO in combination with ipilimumab: three patients
with Grade 3, four patients with Grade 2, and one patient with Grade
1 adrenal insufficiency. The median time to onset was 3 months
(range: 1.2 to 5.6 months). Grade 3 adrenal insufficiency led to
discontinuation of OPDIVO in combination with ipilimumab in one
patient. The remaining events each occurred after treatment
discontinuation, except in two cases where OPDIVO in combination
with ipilimumab was restarted and did not lead to recurrence. Three
patients received high-dose corticosteroids. Six patients experienced
resolution of adrenal insufficiency, three of whom remained on
corticosteroids. In Trials 1, 3, and 5 (n=761), less than 1.0% of
OPDIVO-treated patients developed adrenal insufficiency.




nD:avIYN ] RCC
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with Grade 1). The median time to onset was 5.8 months (range: 22
days to 20.9 months). OPDIVO was permanently discontinued in
one patient. Dose delay occurred in five patients. ,

In Trial 5, hypothyroidism occurred in 7% (14/206) of patients

“receiving OPDIVO (one patient with Grade 3) and 0.9% (2/205) of

patients receiving dacarbazine. The median time to onset in
OPDIVO patients was 4.5 months (range: 1.4 to 13.8 months).
Twelve of the 14 patients received levothyroxine. In two patients,
hypothyroidism was diagnosed after treatment discontinuation; ten
patients received subsequent OPDIVO dosing while continuing to
receive levothyroxine.,

In Trial 5, hyperthyroidism occurred in 4.4% (9/206) of patients

receiving OPDIVO (one patient with Grade 3) and 0.9% (2/205) of
patients receiving dacarbazine. The median time to onset in
OPDIVO-treated patients was 1.9 months (range: 1.1 to 8.3 months).
The one patient with Grade 3 hyperthyroidism received high-dose
corticosteroids (at least 40 mg prednisone equivalents) and medical
management, with complete resolution (defined as improved to
Grade O with completion of corticosteroids and medical
management). Six of eight patients with Grade 1 or 2
hyperthyroidism had documented resolution; four of these eight
received medical management and two developed subsequent
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hypothyroidism.,
OPDIVO in Combination with Ipilimumab,

"In_Trial 4, hypothyroidism occurred in 19% (18/94) of patients

receiving OPDIVO in combination with ipilimumab. All were Grade
1 or 2 in severity except for one patient who experienced Grade 3
autoimmune thyroiditis. The median time to onset was 2.1 months
(range: 1day to 4.7 months). Two patients received high-dose
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corticosteroids. Sixteen of the 18 patients received replacement
therapy with levothyroxine. Complete resolution of hypothyroidism
occurred in one patient allowing discontinuation of levothyroxine.
Thirteen of 16 patients received subsequent OPDIVO in
combination with ipilimumab while continuing to receive

levothyroxine,
In Trial 4, Grade 1 hyperthyroidism occurred in 2.1% (2/94) of

“patients receiving OPDIVO in combination with ipilimumab. The

time to onset for both cases was 3 weeks. Both patients had a
resolution of hyperthyroidism  without requiring medical
management and both subsequently developed hypothyroidism.,

NSCLC

I'In Trial 3, Grade 1 or Grade 2 hypothyroidism, including thyroiditis,

occurred in 7% (20/287) of patients receiving OPDIVO and 0%
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(0/268) of patients receiving docetaxel, while elevated TSH
occurred in 17% of patients receiving OPDIVO and 5% of patients
receiving docetaxel. The median time to onset of
hypothyroidism/thyroiditis was 2.9 months (range: 1.4 to
11.8 months). All 20 patients received levothyroxine. Two patients
received corticosteroids; one of whom received high-dose
corticosteroids. Complete resolution of hypothyroidism occurred in
one patient. OPDIVO was temporarily withheld due to
hypothyroidism/thyroiditis _in  three  patients; no  patients

"discontinued OPDIVO due to hypothyroidism/thyroiditis.
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Grade 1 or Grade 2 hyperthyroidism occurred in 1.4% (4/287) of
patients. The median time to onset was 2 months (range: 4.1 weeks
to 2.8 months). Two of four patients received methimazole and one
patient also received treatment with high-dose corticosteroids. All
four patients experienced complete resolution.,

\RCC

In Trial 6, thyroid disease occurred in 11% (43/406) of patients on
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OPDIVO, including one Grade 3 event, and in 12/397 (3.0%)
patients on everolimus. Hypothyroidism/thyroiditis occurred in 8%
(33/406) of patients receiving OPDIVO (two patients with Grade 3,
17 patients with Grade 2, and 14 patients with Grade 1). The median
time to onset was 4.6 months (range: 15 days to 13.6 months).
Twenty-eight of the 33 patients received levothyroxine. No events
led to permanent discontinuation. Dose delay occurred in four
patients. Four patients, including three patients that never required
levothyroxine, had complete resolution and three of these four
patients continued OPDIVO throughout the event.

Hyperthyroidism occurred in 2.5% (10/406) of patients receiving

"OPDIVO (five patients with Grade 2 and five patients with Grade

1). The median time to onset was 3 months (range: 24 days to 14.2
months). No events led to permanent discontinuation. Seven patients
had complete resolution. Seven were treated through the event and
two had a dose delay with no recurrence of hyperthyroidism when
OPDIVO was resumed. Four patients developed hyperthyroidism
followed by hypothyroidism.,

Type 1 Diabetes Mellitus

) Type 1 diabetes mellitus can occur with OPDIVO treatment.

Monitor for hyperglycemia. Administer insulin for type 1 diabetes
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and withhold OPDIVO in cases of severe (Grade 3) hyperglycemia
until _metabolic _control is achieved. Permanently discontinue
OPDIVO for life-threatening (Grade 4) hyperglycemia.

Melanoma,

f';In Trial 5, diabetes mellitus or diabetic ketoacidosis occurred in

1.0% (2/206) of patients receiving OPDIVO and none of the 205
receiving dacarbazine. One patient had Grade 3 diabetic
ketoacidosis and one patient had Grade 2 diabetes mellitus. Neither
patient had a prior history of diabetes. Time to onset was 2.1 and 2.8
months, respectively. In both patients, OPDIVO was withheld and
management with insulin was initiated and continuing. Grade 3
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diabetic ketoacidosis resolved, and OPDIVO was resumed. Grade 2
diabetes mellitus, which began while the patient was receiving
corticosteroids for management of another adverse reaction,
remained ongoing with continuation of OPDIVO.,

RCC

In Trial 6, hyperglycemic adverse events occurred in 9% (37/406) of
patients. Diabetes mellitus or diabetic ketoacidosis occurred in 1.5%
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(6/406) of patients receiving OPDIVO (three patients with Grade 3,
two patients with Grade 2, and one patient with Grade 1). The
median time to onset was 7.8 months (range: 2.3 to 21.8 months).
Four patients received insulin. One patient was on corticosteroids
prior to the event. No events led to permanent discontinuation. Dose
delay occurred in one patient. One patient had ongoing
hyperglycemia when OPDIVO was resumed.

Immune-Mediated Nephritis and Renal Dysfunction

Immune-mediated nephritis, defined as renal dysfunction or > Grade

semiT (97NN N7™M2) 1)91:avYnN
TN NMAY MY 1912 ,namoR weN
,'?1 10 ,namoR weN semiT :MNX
110 ,(IXMV) MO ("NXOX)

2 increased creatinine, requirement for corticosteroids, and no clear
alternate etiology, can occur with OPDIVO treatment. Monitor
patients for elevated serum creatinine prior to and periodically
during treatment. Withhold OPDIVO for moderate (Grade 2) or
severe (Grade 3) increased serum creatinine and administer
corticosteroids at a dose of 0.5 to 1 mg/kg/day prednisone
equivalents followed by corticosteroid taper. If worsening or no
improvement occurs, increase dose of corticosteroids to 1 to 2
mg/kg/day prednisone equivalents and permanently discontinue
OPDIVO. Permanently discontinue OPDIVO and administer
corticosteroids at a dose of 1 to 2 mg/kag/day prednisone equivalents
followed by corticosteroid taper for life-threatening (Grade 4)
increased serum creatinine [see Dosage and Administration (2.4)
and Adverse Reactions (6.1)],

Immune-Mediated Nephritis and Renal Dysfunction

In Trial 1, there was an increased incidence of elevated
creatinine in the OPDIVO-treated group as compared to the
chemotherapy-treated group (13% vs. 9%). Grade 2 or 3
immune-mediated nephritis or renal dysfunction (defined as >
Grade 2 increased creatinine, requirement for corticosteroids,
and no clear alternate etiology) occurred in 0.7% (2/268) of
patients at 3.5 and 6 months after OPDIVO initiation,
respectively. OPDIVO was permanently discontinued in both
patients; both received high-dose corticosteroids (at least 40 mg
prednisone equivalents). Immune-mediated nephritis resolved
and did not recur with continuation of corticosteroids in one
patient. Renal dysfunction was ongoing in one patient.

In Trial 3, the incidence of elevated creatinine was 22%.
Immune-mediated renal dysfunction (Grade 2) occurred in
0.9% (1/117) of patients. The time to onset in this patient was
0.8 months. The patient received high-dose corticosteroids.
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Melanoma,

In Trial 5, there was an increased incidence of elevated creatinine in
the OPDIVO-treated group as compared to the dacarbazine-treated
group (11% vs. 10%). Grade 3 immune-mediated renal dysfunction
occurred in 0.5% (1/206) of patients at 5.5 months after OPDIVO
initiation. In this patient, dose interruption and initiation of high-
dose corticosteroids were followed by complete resolution (defined
as improved to Grade 0 with completion of corticosteroids).
OPDIVO was restarted with recurrence of renal dysfunction and
again resolved with corticosteroids.

OPDIVO in Combination with Ipilimumab

In Trial 4, Grade 2 or higher immune-mediated nephritis or renal
dysfunction occurred in 2.1% (2/94) of patients. Time to onset was
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1.3 weeks and 6.7 months, respectively. In one of these patients,
immune-mediated renal dysfunction resolved with corticosteroids
and withholding of OPDIVO, whereas the second patient died with
persistent renal dysfunction.,
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NSCLC

In Trial 3, immune-mediated renal dysfunction (Grade 2) occurred
in 0.3% (1/287) of patients. The time to onset in this patient was

1.5 months. The patient permanently discontinued OPDIVO,
received high-dose corticosteroids, and experienced complete
resolution.

| RCC

In Trial 6, renal injury occurred in 7% (27/406) of patients on
OPDIVO and 3.0% (12/397) of patients on everolimus, rather than
laboratory creatinine. Immune-mediated nephritis and renal
dysfunction occurred in 3.2% (13/406) of patients receiving
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OPDIVO (one with Grade 5, one with Grade 4, five with Grade 3,
and six with Grade 2). The median time to onset was 5.4 months
(range: 1.1 to 12.3 months). Median duration was 1.4 months

OPDIVO was withheld, and the patient discontinued due to
disease progression prior to receiving additional OPDIVO.
Immune-mediated renal dysfunction was ongoing.

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) serum
creatinine elevation and permanently discontinue OPDIVO. For
severe (Grade 3) or moderate (Grade 2) serum creatinine
elevation, withhold OPDIVO and administer corticosteroids at a
dose of 0.5 to 1 mg/kg/day prednisone equivalents followed by
corticosteroid taper; if worsening or no improvement occurs,
increase dose of corticosteroids to 1 to 2 mg/kg/day prednisone
equivalents and permanently discontinue OPDIVO [see Dosage
and Administration (2.2) and Adverse Reactions (6.1)].

Immune-Mediated Hypothyroidism and
Hyperthyroidism

In Trial 1, where patients were evaluated at baseline and during
the trial for thyroid function, Grade 1 or 2 hypothyroidism
occurred in 8% (21/268) of patients receiving OPDIVO and
none of the 102 patients receiving chemotherapy. The median
time to onset was 2.5 months (range: 24 days to 11.7 months).
Seventeen of the 21 patients with hypothyroidism received
levothyroxine. Fifteen of 17 patients received subsequent
OPDIVO dosing while continuing to receive levothyroxine.

Grade 1 or 2 hyperthyroidism occurred in 3% (8/268) of
patients receiving OPDIVO and 1% (1/102) of patients
receiving chemotherapy. The median time to onset in OPDIVO-
treated patients was 1.6 months (range: 0 to 3.3 months). Four
of five patients with Grade 1 hyperthyroidism and two of three
patients with Grade 2 hyperthyroidism had documented
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(range: 0.1 to 18 months). OPDIVO was permanently discontinued
in five patients. Dose delay occurred in eight patients. Five patients
had complete resolution. Two patients resumed OPDIVO after
complete resolution and had no recurrence of nephritis.

1.2 Immune-Mediated Rash

Immune-mediated rash can occur with OPDIVO treatment. Severe
rash (including rare cases of fatal toxic epidermal necrolysis)
occurred in the clinical program of OPDIVO. Monitor patients for
rash. Administer corticosteroids at a dose of 1 to 2 mg/kg/day
prednisone equivalents 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 [see Dosage and Administration (2.4)].

Melanoma (OPDIVO in Combination with Ipilimumab) and

NSCLC

| In_Trial 4, immune-mediated rash occurred in 37% (35/94) of

patients receiving OPDIVO in combination with ipilimumab: six
patients with Grade 3, 10 patients with Grade 2, and 19 patients with
Grade 1 rash. The median time to onset was 2.4 weeks (range: 1 day
to 6.5 months). Among the six patients with Grade 3 rash, four
received systemic corticosteroids, four had OPDIVO in combination
with ipilimumab withheld then restarted without resulting in
recurrence of high-grade rash, and all had resolution to Grade 0 or 1
with no further requirement for systemic corticosteroids. Among the
29 patients with Grade 1 or 2 rash, six received systemic
corticosteroids and two had OPDIVO in combination with
ipilimumab withheld. None of the 35 patients discontinued treatment
due to immune-mediated rash. In Trial 3, immune-mediated rash
occurred in 6% (17/287) of patients receiving OPDIVO. Grade 3
rash developed in four patients (1.4%), of whom one discontinued
treatment,

\RCC

resolution of hyperthyroidism; all three patients received
medical management for Grade 2 hyperthyroidism.

In Trial 3, patients were evaluated for thyroid function at
baseline, first day of treatment, and every 6 weeks.
Hypothyroidism occurred in 4.3% (5/117) of patients. The
median time to onset for these five cases was 4.1 months
(range: 14 to 4.6 months). All five patients with
hypothyroidism received levothyroxine. Complete resolution of
hypothyroidism  occurred in  one patient allowing
discontinuation of levothyroxine. Interruption of OPDIVO did
not occur in these five patients.

Hyperthyroidism occurred in 1.7% (2/117) of patients. One
patient experienced Grade 2 hyperthyroidism 5.2 months after
the first dose of OPDIVO, requiring treatment with high-dose
corticosteroids and methimazole. Thyroid laboratory tests
returned to normal 4.7 months later.

Monitor thyroid function prior to and periodically during
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 Trial 6, rash occurred in 28% (112/406) of patients on OPDIVO
and 36% (143/397) of patients on everolimus. Immune-mediated
rash, defined as a rash treated with systemic or topical
corticosteroids, occurred in 7% (30/406) of patients receiving
OPDIVO (four with Grade 3, seven with Grade 2, and nineteen with
Grade 1). The median time to onset was 3.2 months (range: 2 days
to 25.8 months). Median duration was 2.6 months (range: 0.3 to 9.4
months). Four patients received oral and 26 received topical
corticosteroids. Two patients permanently discontinued and dose
delay occurred in two patients. Seventeen patients had complete
resolution. Thirteen patients who continued on OPDIVO or
experienced a dose delay had no recurrence of rash.,

L3

Immune-Mediated Encephalitis,

) ;Immune-mediated encephalitis can occur with OPDIVO treatment.

Withhold OPDIVO in patients with new-onset moderate to severe
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neurologic signs or symptoms and evaluate to rule out infectious or
other causes of moderate to severe neurologic deterioration.
Evaluation may include, but not be limited to, consultation with a
neurologist, brain MRI, and lumbar puncture. 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 (2.4)].

Across clinical studies of 8490 patients receiving OPDIVO as a
single agent or in combination with ipilimumab, less than 1.0% of
patients were identified as having encephalitis. In Trial 3, fatal
limbic encephalitis occurred in one patient (0.3%) receiving
OPDIVO after 7.2 months of exposure. OPDIVO was discontinued:;
corticosteroids were administered.

Other Immune-Mediated Adverse Reactions

Other Immune-Mediated Adverse Reactions
Other clinically significant immune-mediated adverse reactions
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Other clinically significant immune-mediated adverse reactions can
occur. Immune-mediated adverse reactions may occur after
discontinuation of OPDIVO therapy.

The following clinically significant, immune-mediated adverse
reactions occurred in less than 1.0% of patients receiving OPDIVO
as a single agent or in combination with ipilimumab in Trials 1, 3, 4,
5, and 6 (n=1261):2%6f OPBI/O-treated-patients-inTrials-1and-3

{r=385): adrenal—insufficieney; uveitis, pancreatitis, facial and
abducens nerve paresis, demyelination, polymyalgia

rheumatica,autoimmune neuropathy, Guillain-Barré syndrome,
hypopituitarism, and systemic inflammatory response syndrome
mGﬁG-I’—d—yS—fH-HGt-I-GH—&Hd—VaSGHI—H—I—Sr- 7 it O

Across clinical trials of OPDIVO as a single agent administered at
doses of 3 mg/kg and 10 mg/kg the following additional clinically
significant, immune-mediated adverse reactions were identified:
motor dysfunction, vasculitis, hypophysitis—diabetic—ketoacidosis;
hypopituitarism—Guillain-Barré—syndrome—and  myasthenic

syndrome.

Across clinical trials of OPDIVO in combination with ipilimumab,
the following additional clinically significant, immune-mediated

adverse reactions were identified: sarcoidosis, duodenitis, and
gastritis.
1.4 Infusion Reactions

Severe infusion reactions have been reported in less than 1.0% of
patients in clinical trials of OPDIVO as a single agent. 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.

Melanoma and NSCLC

can occur. Immune-mediated adverse reactions may occur after
discontinuation of OPDIVO therapy.

The following clinically significant, immune-mediated adverse
reactions occurred in less than 2% of OPDIVO-treated patients
in Trials 1 and 3 (n=385): adrenal insufficiency, uveitis,
pancreatitis, facial and abducens nerve paresis, demyelination,
autoimmune neuropathy, motor dysfunction, and vasculitis.

Across clinical trials of OPDIVO administered at doses of 3
mg/kg and 10 mg/kg the following additional clinically
significant, immune-mediated adverse reactions were identified:
hypophysitis, diabetic ketoacidosis, hypopituitarism, Guillain-
Barré syndrome, and myasthenic syndrome.

For any suspected immune-mediated adverse reactions, exclude
other causes. Based on the severity of the adverse reaction,
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 (2.2)].
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In Trials 3 and 5, Grade 2 infusion reactions occurred in
1.0% (5/493) of patients receiving OPDIVO. In Trial 4, Grade 2
infusion reactions occurred in 3.2% (3/94) of patients receiving
OPDIVO in combination with ipilimumab.

RCC

In Trial 6, hypersensitivity/infusion-related reactions occurred in 6%
(25/406) of patients receiving OPDIVO and 1.0 % (4/397) of
patients receiving everolimus. The median time to onset in the
OPDIVO group was 1.4 months (range: 1 day to 27.6 months).
Seven patients received corticosteroids on the day of administration.
Two patients discontinued OPDIVO, one for a Grade 4 reaction and
one for a Grade 2 event. No events led to dose delay. Interruption of

the infusion was required in ten patients.

\e 2 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)1

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 (5.45)]

e Immune-Mediated Rash [see Warnings and Precautions

3

ADVERSE REACTIONS

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

JImmune-Mediated Pneumonitis [see Warnings and
Precautions (5.1)],

JImmune-Mediated  Colitis
Precautions (5.2)],

JImmune-Mediated Hepatitis
Precautions (5.3)],

JImmune-Mediated Nephritis and Renal Dysfunction
[see Warnings and Precautions (5.Immune-Mediated
Hypothyroidism and Hyperthyroidism [see Warnings
and Precautions (5.5)]

Other Immune-Mediated Adverse Reactions [see
Warnings and Precautions (5.8)],

[see Warnings and

[see Warnings and

Adverse
Reactions
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e Immune-Mediated Encephalitis
. Precautions (5.7)]

» e Other Immune-Mediated Adverse Reactions, [see Warnings

[see Warnings and

/ and Precautions (5.86)]

e Infusion Reactions [see Warnings and Precautions (5.9)]

A
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22 Clinical Trials Experience
ﬁ'he data in the Warning and Precautions section reflect exposure to

Y
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reactions in 1590 patients enrolled in Trials 1, 3, 5, 6, a single-arm

;“trial in NSCLC (n=117), or an additional dose-finding study (n=306)
| administering OPDIVO as a single agent at doses of 0.1 to 10 mg/kqg

every 2 weeks [see Warnings and Precautions (5.1, 5.8)]. In
addition, clinically significant adverse reactions with OPDIVO, in
combination with ipilimumab, were evaluated in 188 patients with
melanoma enrolled in Trial 4 (n=94) or an additional dose-finding
study (n=94) administering OPDIVO in combination with
ipilimumab at doses of OPDIVO ranging from 0.3 to 3 mg/kg and
doses of ipilimumab ranging from 1 to 3 mg/kq, supplemented by
immune-mediated adverse reaction reports in ongoing clinical trials
[see Warnings and Precautions (5.1, 5.8)].,

The data described below reflect exposure to OPDIVO as a single
agent in Trials 1 and 5 and to OPDIVO in combination with
ipilimumab in Trial 4, which are randomized, active-controlled trials
conducted in patients with unresectable or metastatic melanoma.
Also described below are single-agent OPDIVO data from Trial 3,
in patients with metastatic non-
squamous NSCLC, and Trial 6, which is a randomized trial in
patients with advanced RCC.

Reporting of suspected adverse reactions

31

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
clinical practice,,

The data described in the WARNINGS and PRECAUTIONS
section and below reflect exposure to OPDIVO in Trial 1, a
randomized ftrial in patients with unresectable or metastatic
melanoma and in Trial 3, a single-arm trial in patients with
metastatic squamous non-small cell lung cancer (NSCLC).

Clinical Trials Experience

Clinically significant adverse reactions were evaluated in a total
of 691 patients enrolled in Trials 1, 3, or an additional dose
finding study (n=306) administering OPDIVO at doses of 0.1 to
10 mg/kg every 2 weeks [see Warnings and Precautions (5.1,
5.6)].

Unresectable or Metastatic Melanoma,

The safety of OPDIVO was evaluated in Trial 1, a randomized,
open-label trial in which 370patients with unresectable or
metastatic melanoma received OPDIVO 3 mg/kg every 2 weeks
(n=268) or investigator’s choice of chemotherapy (n=102),
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The safety of OPDIVO was also evaluated in Trial 5, a randomized,
double-blind, active-controlled trial in which 411 previously
untreated patients with BRAF V600 wild-type unresectable or
metastatic melanoma received OPDIVO 3 mg/kg every 2 weeks
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(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 study population characteristics in the OPDIVO group and
dacarbazine group were generally similar: 59% male, median age 65
years, 99.5% white, 61% with Milc stage disease, 74% with

axyvn

cutaneous melanoma, 11% with mucosal melanoma, 4% with brain
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metastasis, and 37% with elevated LDH at baseline. There were

a¥ivn

more patients in the OPDIVO group with ECOG performance status
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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

either dacarbazine 1000Amg/m2 every 3 weeks or the
combination of carboplatin AUC 6 every 3 weeks plus
paclitaxel 175 mg/m2 every 3 weeks [see Clinical Studies
(14.2)]. The median duration of exposure was 5.3 months
(range: 1 day to 13.8+ months) with a median of eight doses
(range: 1 to 31) in OPDIVO-treated patients and was 2 months
(range: 1 day to 9.6+ months) in chemotherapytreated 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 Trial 1, 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 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 study population characteristics in the OPDIVO group and
the chemotherapy group were similar: 66% male, median age
59.5 years, 98% white, baseline 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
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. awn reactions (reported in at least 20% of patients and at a higher | a drug delay for an adverse reaction. Serious adverse reactions
= awwn incidence than in the dacarbazine arm) were fatigue, | occurred in 41% of patients receiving OPDIVO. Grade 3 and 4
0 awwn muscul | adverse reactions occurred in 42% of patients receiving
= awwn Table 4: Selected Adverse Reactions Oceurring inz10%  OSkelet | OPDIVO. The most frequent Grade 3 and 4 adverse reactions
of OPDIVO-Treated Patients and at a Higher A : 0 0 H P
o= agwn Incidence than in the Dacarbazine Arm al pain, | reported in 2(0 to Iessi than 5% of patients receiving OPDIVO
== awwn (Between Arm Difference of 25% [All Grades] rash, | were abdominal pain, hyponatremia, increased aspartate
or 22% [Grades 3-4]) (Trial 5) . . .
f—] axn and | aminotransferase, and increased lipase.,
\a OPDIVO Dacarbazine .
) =R (n=206) (n=005) FUMIMUS | raple 1 summarizes the adverse reactions that occurred in at
E 2uwn | %% AllCrade | Grades3-, | AllGrades | Srades$4, | - least 10% of OPDIVO-treated patients in Trial 1, The most
a¥ivn meaction, H H -
f—] X Percentage (%) of Patients, common adverse reaction (reported in at least 20% of patients)
SR | General ) was rash.,
E—] avivn ] Disorders and
Administration . . . . o
o, 2wwn Site Conditions, Table 1:Selected Adverse Reactions Occurring in 210%
= aoyn |, Fatigue 29 15 2 34 of OPDIVO-Treated Patients and
== agwn o Edema, 42 45 N A at a Higher Incidence than in the
) ~awn 7% . Chemotherapy Arm (Between Arm
i ~awn | Tissue Difference of 25% [All Grades] or
Disorders, ) .
£ ~awn Musoilok A 75 = 74 >2% [Grades 3-4]) (Trial 1)
— 28N / — OPDIVO  Chemotherapy
- wn | Subcutaneous ‘ (n=268) (n=102)
f—] avwn ‘% Adverse All Grades Grades 3- All Grades 3-4
h _Disorders Reaction 4 Grades
a¥n / Rash, 28 A5 A2 Jx -
E—] i Pruritus 23 05, 12 o Percentage (%) of Patients
E—] awwn ] [l Ervinema A0 A 29 Jor Skin and
Il Vitiligo, AL J 05 Joy Subcutaneous
E—] xwn Infections and N Tissue
E—] N Il Infestations Disorders
h AN i~ Rasha 21 0.4
E—] R1%1Y)a) e Pruritus 19 0 3.9
id Respiratory
a¥ivn . !
E—] Thoracic, and
= ywn | Mediastinal
E—j awwn Disorders
E—j avvn J " Cough 17 0 6 0
= ~wn " Infections and
Infestations
E—] a¥ivn
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f—] avn ] 2 Rash is a composite term which includes maculopapular rash, rash
E—] wn erythematous, rash pruritic, rash follicular, rash macular, rash papular,
rash pustular, rash vesicular, and dermatitis acneiform.
() VN > " Upper respiratory tract infection is a composite term which
0 2wvn includes rhinitis, pharyngitis, and nasopharyngitis.
f—j avn
f—] axwn j / Other clinically important adverse reactions in less than 10% of
o= wwn || patients treated with OPDIVO jin Trial 1 were:,
= avwn | Cardiac Djsorders:, ventricular arrhythmia
f—] avn ]
= 20 | Eye Djsorders:, iridocyclitis,
= awn | General Djsorders and Administration,  Site Conditions;,
& 2wn | infusion-related reactions;
avn L . . .
EE:]] ) JInvestigations:, increased amylase, increased lipase,
avn
f—] wwn Nervous System Djsorders:, dizziness, peripheral and sensory
f—] ~wwn neuropathy,
» awn Skin and Subcutaneous Tissue Djsorders:, exfoliative dermatitis,
E—] VN /A Includes periorbital edema, face edema, generalized edema, gravitational | €rythema multiforme, vitiligo, psoriasis,
f—] axn " edema, localized edema, peripheral edema, pulmonary edema, and
h avn L Iymphedema.
E—] wwn . Includes back pain, bone pain, musculoskeletal chest pain, musculoskeletal
: : : i H A= A : : Table 2: Selected Laboratory Abnormalities Worsening from
f—] ~awn }7770 discomfort, myalgia, neck pain, pain in extremity, pain in |av_v,_ and spinal palnu Bassline Occurring in 2109 of OPDIVO.-Treated
f—] . Includes maculopapular rash, rash erythematous, rash pruritic, rash follicular, Patients and at a Higher Incidence than in the
aNivn H it ' Chemotherapy Arm (Between Arm Difference of 25%
rash macular, rash papular, rash pustular, rash vesicular, dermatitis, dermatitis [All Grades] or 2% [Grades 3.4]) (Trial 1
allergic, dermatitis exfoliative, dermatitis acneiform, drug eruption, and skin
reaction Percentage of Patients with Worsening Laboratory Test from
L oo oy inpd
naviyn nbnu] s Baseline
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E—] axvn _d Includes rhinitis, viral rhinitis, pharyngitis, and nasopharyngitis. Test OPDIVO Chemotherapy

= Bwn Other clinically important adverse reactions in less than 10% of L L S

A Increased AST 28 24 12 1.0

= 2wn | \patients treated with OPDIVO in Trial 5 were: Increased alkaline 2 24 13 11

E—] a¥ivn \N = . Zr;/‘:)s(‘)):;trzs:]ia 25 5 18 11

— ~awn Nervous System Disorders: peripheral neuropathy, inerensed ALT e 6 5 .

h asvn Jable 5: Selected Laboratory Abnormalities Worsening from riyperialoms = = : .

= avwn e TP a Each test incidence is based on the number of patients
. awwn Dacarbazine Arm (Between Arm Difference of 256 [All who had both baseline and at least one on-study laboratory
. 28N Crades] or gen [oraces &-4)) {1141 o) measurement available: OPDIVO group (range: 252 to 256
E_] ~wn . Percentage of Patients witge\g/é)lli'rs]zginq Laboratory Test from patients) and Chemotherapy group (range: 94 to
. 2wwn Test OPDIVO. Dacarbazing 96 patients).Metastatic Squamous Non-Small Cell Lung
E—] avvn All Grades, Grades 3-4 All Grades Grades 3-4 Cancer

= VR %A%‘ i ﬁ ﬁ g{)‘ The safety of OPDIVO was evaluated in Trial 3, a single-arm
= =R e 24 28 14 E multinational, multicenter trial in 117 patients with metastatic
= 2wn /TR squamous NSCLC and progression on both a prior platinum-
=) N Ancressed Db = = & based therapy and at least one additional systemic therapy [see
E—] - Aé Each test incidence is based on the number of patients who had both baseline Clinical Studies (14.2)]. Patients received 3 mg/kg of OPDIVO
@ 2332 and at least one on-studv laboratory measurement available: OPDIVO group adm!mSterEd !ntravenOUSIy over 60 minutes every 2 v.veeks. The

 (range: 194 to 197 patients) and dacarbazine group (range: 186 to 193 patients), | Median duration of therapy was 2.3 months (range: 1 day to
@ Zzzg J 16.1+ months). Patients received a median of 6 doses (range: 1
h ~awn ZQPDIVO in Combination with Ipilimumab, t0 34).
& 2yn ﬁrhe safety of OPDIVO, administered in combination with | Tral 3 excluded patients with active autoimmune disease,
& ~wwn /| | ipilimumab, was evaluated in Trial 4, a randomized, double-blind | SYMPtomatic interstitial lung disease, or untreated brain
o aswn trial in which 140 previously untreated patients with unresectable or | Metastasis. The median age of patients was 65 years (range: 37
= 2wn metastatic_melanoma _received OPDIVO 1 ma/kg in combination | t0 87) with 50% >65 years of age and 14% >75 years of age.
= 2wwn with ipilimumab 3 ma/kg every 3 weeks for four cycles, followed by | The majority of patients were male (73%) and white (85%). All
= 2wwn OPDIVO 3 mg/kg as a single agent every 2 weeks (n=94) or single- | Patients received two or more prior systemic treatments.
o, aLwn agent ipilimumab 3 ma/ka every 3 weeks for four cycles followed | Baseline disease characteristics of the population were recurrent
- 2ayn by placebo every 2 weeks (n=46) [see Clinical Studies (14.1)]. The | Stage 111b (6%), Stage IV (94%), and brain metastases (1.7%).
o= awwn median_duration of exposure to OPDIVO was 2.2 months (range: | Baseline ECOG performance status was 0 (22%) or 1 (78%).
) aown || Lday to 10 months), Among patients who received OPDIVO in | OPDIVO was discontinued due to adverse reactions in 27% of
= awwn | [/combination with ipilimumab, 29% were exposed to OPDIVO for at patients. Twenty-nine percent of patients receiving OPDIVO
E—] a¥ivn }
h a¥ivn
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least 6 months.

Trial 4 enrolled patients who had not received systemic anticancer
therapy for unresectable or metastatic melanoma and excluded
patients with ocular melanoma, autoimmune disease, any condition
requiring chronic systemic treatment with corticosteroids (more than
10 mg daily prednisone equivalent) or other immunosuppressive
medications, a positive test for hepatitis B or C, or a history of HIV.

The study population characteristics were: 67% male, median age 65
years, 98% white, baseline ECOG performance status 0 (82%) or 1
(17%), 46% with M1c stage disease; 25% with elevated LDH at
baseline, 3% with a history of brain metastasis, and 23% had BRAF
V600 mutation-positive melanoma. There were more patients in the
OPDIVO plus ipilimumab group who had cutaneous melanoma
(84% vs. 62%), while a greater proportion of patients in the
ipilimumab group had acral/mucosal melanoma (8% vs. 21%).,

Serious adverse reactions (62% vs. 39%), adverse reactions leading
to permanent discontinuation (43% vs. 11%) or dose delays (47%
vS. 22%), and Grade 3 or 4 adverse reactions (69% vs. 43%) all
occurred more frequently in patients receiving OPDIVO plus
ipilimumab compared with those receiving single-agent ipilimumab.
In the OPDIVO plus ipilimumab group, 27% (25/94) of patients did
not complete all four cycles of OPDIVO in combination with
ipilimumab. The first occurrence of a Grade 3 or 4 adverse reaction
was during administration of OPDIVO in combination with
ipilimumab in 56 patients (59%) while 9 patients (10%) experienced
first occurrence of a Grade 3 or 4 adverse reaction during
administration of OPDIVO as a single agent.

The most common adverse reactions leading to discontinuation of
OPDIVO, as compared to single-agent ipilimumab, were colitis
(16% vs. 2%), diarrhea not treated with corticosteroids (4% vs. 4%),
increased ALT levels (4% vs. 0), pneumonitis (3% vs. 0), and AST
increase (3% vs. 0). The most frequent serious adverse events with

had a drug delay for an adverse reaction. Serious adverse
reactions occurred in 59% of patients receiving OPDIVO. The
most frequent serious adverse reactions reported in at least 2%
of patients were dyspnea, pneumonia, chronic obstructive
pulmonary disease exacerbation, pneumonitis, hypercalcemia,
pleural effusion, hemoptysis, and pain.

Table 3 summarizes adverse reactions that occurred in at least
10% of patients. The most common adverse reactions (reported
in at least 20% of patients) were fatigue, dyspnea,
musculoskeletal pain, decreased appetite, cough, nausea, and
constipation.

Table 3: Adverse Reactions Occurring in >10%
of Patients for All NCI CTCAE*

Grades or >5% for Grades 3-4 (Trial 3)

OPDIVO
(n=117)

Adverse Reaction All Grades Grades 3-4

Percentage (%) of Patients

General Disorders and
Administration Site Conditions

Fatigue 50 7
Asthenia 19 17
Edemaa 17 1.7
Pyrexia 17 0
Chest painb 13 0
Pain 10 2.6

Respiratory, Thoracic, and
Mediastinal Disorders

Dyspnea 38 9
Cough 32 17

Musculoskeletal and Connective
Tissue Disorders

Musculoskeletal pain® 36
Arthralgiad 13
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. agwn OPDIVO in combination with ipilimumab, as compared to single- | Metabolism and Nutrition

= aswn agent ipilimumab, were colitis (17% vs. 9%), diarrhea (9% vs. 7%), | Disorders ] _ ,
= 24N pyrexia (6% vs. 7%), and pneumonitis (5% vs. 0). The most Decreased appetite 3 6

; ; = ; ; Gastrointestinal Disorders
. 2wvn common adverse reactions (reported in at least 20% of patients) in Nausea 29 17
. 2wn Trial 4 receiving OPDIVO in combination with ipilimumab were Constipation 24 0
f—] awwn rash, pruritus, headache, vomiting, and colitis. Vomiting 19 0.9
£ e Table 6 summarizes the incidence of selected adverse reactions Diarrhea 12 is
=) 2wn occurring in at least 10% of patients treated with OPDIVO, in y Ab‘:jom"t‘)a' pain , '
= N combination with ipilimumab. SD.'n . Subcutaneous Tissue
E—] awn isor er?

E—] wayn Table 6: Selected Adverse Reactions Rash 16 0.9
E—] ~ayn Occu_rljinq in >10% gf Patients Pruritus 1 09

' e e QDL ] Investigations
f—] avvn il Combination with Ipilimumab i
E—] ‘\ and at a Higher Incidence than in Decreased weight 13 0.9

wn the Ipilimumab Arm (Between Infections and Infestations
E—] avwn Arm Difference of >5% [All Pneumonia® 10 5
E_] wwn Grades] or >2% [Grades 3-4])

E—] (Trial 4),
a¥ivn

OPDIVO plus Ipilimumab

E—] =wn ‘ Ipilimumab? (n=46)
| (n=94)
f—] avn Adverse National Cancer Institute Common Terminology Criteria for Adverse
f—] avvn Reaction, G‘Aicli ‘G;a_zclles Gficl:l ‘Grsa_ges Events, Version 4.0.
radaes = rages, =

f—] avn ‘ — : — Includes face edema, peripheral edema, local swelling, localized edema,
h ~wn Percentage (%) of Patients, lymphoedema.
E—] awn \ ‘Ag'JL”TST;:] — Includes chest discomfort and noncardiac chest pain.
E—] ~an \mer§ Includes back pain, bone pain, musculoskeletal chest pain, myalgia, neck
f—] o ;; Rasi? J3A ) A 22 pain, pain in e_x_tremlty, spinal pain.
h Pruritus 31 J | 26, 0 Includes arthrltls. and os.teoarthrltls. . . . .

aswn Nervous System Ingludes abdominal pain lower, abdominal pain upper, gastrointestinal
f—] axiyn \ Disorders pain.
E—] 2N Headache, 24 2.1, 20, 0 Includes maculopapular rash, rash erythematous, erythema, dermatitis,
E—] ~own Gastrointestinal dermatitis exfoliative, and dermatitis acneiform.
f—] ]\ Disorders 9 Includes lung infection and pneumonia aspiration.

xwn Vomiting, 23 2.1 15 O

ini i i i 0

0 wwn || Colitis 2, 16 1 A Other cll_nlcal_ly important adverse reactions in less than 10% of
E_] awn }/ / Metabolism and patients in Trial 3 were:

Nutrition ) . ) . L.
= awn Disorders, General Disorders and Administration Site Conditions:
E—] a¥ivn
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E—] asivn




stomatitis

Nervous System Disorders: peripheral neuropathy

Infections and Infestations: bronchitis, upper respiratory tract

infection
Table 4: Laboratory Abnormalities
Worsening from Baseline
Ocecurring in >10% of Patients
for all NCI CTCAE Grades or
>2% for Grades 3-4 (Trial 3)
Percentage of Patients with
Worsening Laboratory Test
from Baseline?
Test All Grades Grades 3-4
Chemistry
Hyponatremia 38 10
Increased creatinine 22 0
Hypercalcemia 20 2.6
Hypokalemia 20 2.6
Hypomagnesemia 20 0
Hypocalcemia 18 1.8
Hyperkalemia 18 44
Increased AST 16 0.9
Increased alkaline 14 0
phosphatase
Increased ALT 12 0
Hematology
Lymphopenia 47 16
Anemia 28 2.6
Thrombocytopenia 14 0

E—] avn
f—] avwn
f—] avn
. agwn Dehydration, A7, 3.2 A 22
wwn Endocrine
E—] Y ]/J Disorders
E—] wn }/ Hypothyroid 14 Jox S Jox
f—] avn [ism
= ~awn Hypophysiti 13 2.4, A A3
S
h 28R Eve Disorders
E—] ax¥yn Blurred 12 0 o 0
f—] avivn / vision,
Respiratory
E—] 2¥vn Thoracic, and
f—j axvivn Mediastinal
E—] wwn Disorders,
Pneumoniti 10, 1 . 0
= oo . Pneumonitis | 10 | 21, | 22 | 4§
f—] avwn
f—] avn
E—] i 2 OPDIVO 1 mg/kg in combination with ipilimumab 3 mg/kg every 3 weeks for
f—] avyn 4 doses, followed by OPDIVO 3 mg/kg as a single agent every 2 weeks until
f—] wwn disease progression or unacceptable toxicity,
E—] wwn ? Rash is a composite term which includes dermatitis, dermatitis acneiform,
dermatitis bullous, erythema, rash erythematous, rash generalized, rash
E—] Wi macular, rash maculopapular, rash papular, and rash pruritic,
/
avwn — : : -
@ on bther clinically important adverse reactions in less than 10% of
f_] — patients treated with OPDIVO in combination with ipilimumab
Ny
Were.
f—] avivn T
f—] 2N [\Iervous System Disorders: peripheral neuropathy
5 wn /Gastrointestinal Disorders: stomatitis, colonic perforation
h avn ]
E—] awwn able 7: Selected Laboratory Abnormalities Worsening
from Baseline Occurring in 210% of Patients
E—] N Receiving OPDIVO in Combination with
f—] avvn Ipilimumab and at a Higher Incidence than in the
E—] Ipilimumab Arm (Between Arm Difference of
wn >5% [All Grades] or >2% [Grades 3-4]) (Trial 4),
E—] 2=vn Percentage of Patients with Worsening Laboratory
E—] avn - Test from Baseline?
eS§
= 2wyn OPDIVO plus Ipilimuma
E—] wwn Ipilimumab
f—] avn
f—] avn




N\ All Grades | Grades 3- All Grades 3-4
4 Grades
LChemistry,
Increased ALT, 45 13 20, Jox
Increased AST 43 10, 22 Jox
Hyponatremisg, 38 S 20, 22
/ Increased lipase, 36, 18 17 A
Increased 30 Jox 17 S
/ alkaline
phosphatase,
Hypocalcemia 25 23 15 2.2
Increased 24 11 13 Jox
creatinine,
Increased 23 Fox S o
[ amylase,
Hypomagnesemi 15 Jox S Jox
4
Hypokalemia 15 34 A o
Hematology,
Anemig, A0 JLiN 35 22
Lymphopenig, S0 S 30 22
Neutropenig 11, A1 22 Jox

Each test incidence is based on the number of patients who had both baseline
~ and at least one on-study laboratory measurement available: OPDIVO in
| combination with ipilimumab group (range: 84 to 88 patients) and ipilimumab

group (range: 45 to 46 patients).,

OPDIVO 1 mg/kg in combination with ipilimumab 3 mg/kq every 3 weeks for
| 4 doses, followed by OPDIVO 3 mg/kg as a single agent every 2 weeks until
disease progression or unacceptable toxicity.,

etastatic Non-Squamous Non-Small Cell Lung Cancer

he safety of OPDIVO was evaluated in Trial 3, a randomized,
open-label, multicenter trial in patients with metastatic non-
isquamous NSCLC and progression on or after one prior platinum

] oublet-based chemotherapy regimen [see Clinical Studies (14.2)].

fPatients received 3 ma/kg of OPDIVO (n=287) administered

lintravenously over 60 minutes every 2 weeks or docetaxel (n=268)

a

Each test incidence is based on the number of patients who had both
baseline and at least one on-study laboratory measurement available
(range 111 to 114 patients).

21313)313131313) 31 3] 3131 31 313) 3 3] 3] 31 3] 31 3) 3] 3) 3] 31 3] 31 3] 31 3] 3} 2] 3] 31 3] 3] 3] 3] 3} 3] 31 3]

|administered intravenously at 75 mg/m” every 3 weeks. The median
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duration of therapy was 2.6 months (range: 0 to 24.0+ months) in
OPDIVO-treated patients and was 2.3 months (range: 0 to 15.9
months) in docetaxel-treated patients. In this trial, 30% of patients
received OPDIVO for greater than 6 months and 20% of patients
received OPDIVO for greater than 1 year.,

Trial 3 excluded patients with active autoimmune disease, medical
requiring _systemic _immunosuppression, or _ with
symptomatic interstitial lung disease.

The median age of all randomized patients was 62 years (range: 21

'to 85); 37% of patients in the OPDIVO group were >65 years of age

énd 47% of patients in the docetaxel group were >65 years of age,
55% were male, and 92% were white. Twelve percent of patients
had brain metastases and ECOG performance status was 0 (31%) or
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1 (69%).

OPDIVO was discontinued in 13% of patients, and was delayed in

29% of patients for an adverse reaction. Serious adverse reactions
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occurred in 47% of patients receiving OPDIVO. The most frequent
serious adverse reactions reported in at least 2% of patients
receiving OPDIVO were pneumonia, pulmonary embolism,
dyspnea, pleural effusion, and respiratory failure. In the OPDIVO
arm, seven deaths were due to infection including one case of
Pneumocystis jirovecii pneumonia, four were due to pulmonary
embolism, and one death was due to limbic encephalitis.,

The most common adverse reactions (reported in at least 20% of

‘patients) were fatigue, musculoskeletal pain, cough, decreased

appetite, and constipation. Table 8 summarizes selected adverse
reactions occurring more frequently in at least 10% of OPDIVO-

treated patients.
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'Other clinically important adverse reactions observed in patients

treated with OPDIVVO and which occurred at a similar incidence in

docetaxel-treated patients and not listed elsewhere in section 6

include: fatique/asthenia (49%

Grade 1-4, 6% Grade 3-4),

musculoskeletal pain (36%), pleural effusion (5.6%), pulmonary

embolism (4.2%), urticaria (1.4%), and polymyalgia rheumatica

a¥iyn ]

= =wn Table 8: Selected Adverse Reactions

f—] awwn Occurring in >10% of

= 28N OPDIVO-Treated Patients and

== uwn at a Higher Incidence than

o 28N Docetaxel (Between Arm

f—] ~wn Difference of >5% [All Grades]

f—] ~awn or >2% [Grades 3-4]) (Trial 3)

f—] avvn OPDIVO Docetaxel

f—] ~wwn (n=287), (n=268)
Adverse 7

f—] ~wwn Reaction All Grades, | Grades 3 All Grad

E—] ~awn 4 Grades, | es 3-4
5 :

E—] ~wn _ Percentage (%) of Patients,

Respiratory,

E—] VN Thoracic, and

f—j avn Mediastinal

f—] awn ]\ Disorders,

E—] awn \,_ Cough 30 0.3 25, o\

| Metabolism and

E—] 2R Nutrition

h awn Disorders,

f—] awwn ; Decreased 25 1.7 22 15

) avwn | f] appetite,

. wwn Gastrointestinal
] || Disorders,

E s ] | Constipation 23 0.7, 17 0.7,
2Hwn Skin and

E—] awwn Subcutaneous

= avn Tissue

E—] _— Disorders,

E—] ~awn Pruritus A1 0 19 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: 280 to 287 patients) and docetaxel group (range: 252 to 262 patients);

TSH: OPDIVO group n=209 and docetaxel group n=207.,

(0.3%).,
Jable 9: Selected Laboratory Abnormalities Worsening
from Baseline Occurring in >10% of OPDIVO-
Treated Patients for all NCI CTCAE Grades and
at a Higher Incidence than Docetaxel (Between
Arm Difference of 25% [All Grades] or 22%
Grades 3-4]) (Trial 3),
Percentage of Patients with Worsening Laboratory Test
from Baseline’,
Jest, OPDIVO, Docetaxel,
All Grades All Grades, Grades 3-4,
Grades 3-4
}\ Chemistry,
]\ Hyponatremig 35 S 32 2.0,
¥ s_increased AST, 28, 28, 14 D4
}/ 7 Increased
alkaline 2L FEN a8 04
phosphatase,
Increased ALT, 23 24 15 04
»Increased
Creatining, 48 pox i3 04
wwn / |._Increased TSHY, FA NIA 5 NIA,

Not graded per NCI CTCAE v4.0,

| éienal Cell Carcinoma

;“ The safety of OPDIVO was evaluated in Trial 6, a randomized

lopen-label trial in which 803 patients with advanced RCC who had

|| experienced disease progression during or after at least one anti-

‘angiogenic treatment regimens received OPDIVO 3 mg/kg every 2
Il 'weeks (n=406) or everolimus 10 ma/kg daily (n=397) [see Clinical

Studies (14.3)]. The median duration of treatment was 5.5 months

Il (range: 1 day to 29.6+ months) in OPDIVO-treated patients and

|| 3.7 months (range: 6 days to 25.7+ months) in everolimus-treated

/

|| patients.
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h axyn
f—] avyn
f—] avyn
. agwn Study therapy was discontinued for adverse reactions in 16% of
= awwn ||| | OPDIVO patients and 19% of everolimus patients. Forty-four
= awwn ||| || percent (44%) of patients receiving OPDIVO had a drug delay for
= awwn ||| || an adverse reaction. Serious adverse reactions occurred in 47% of
o= awwn ||| ||| patients receiving OPDIVO. The most frequent serious adverse
== agwn reactions reported in at least 2% of patients were acute Kidney
== ~avn ||| | injury, pleural effusion, pneumonia, diarrhea, and hypercalcemia. ,
) 2vn pil \Rate of death on treatment or within 30 days of the last dose of
£ wwn JllH| study drug was 4.7% on the OPDIVO arm versus 8.6% on the
@ 2swn il everolimus arm,
avwn i . )
/4 ~awn i . The_most common adverse reactions (reported in at least 20% of
f—] ~ewn Il patients) were asthenic conditions, cough, nausea, rash, dyspnea,
f—] awn diarrhea, constipation, decreased appetite, back pain, and arthralgia.
E_] ~awn Table 10 summarizes adverse reactions that occurred in greater than
f_] ~own 15% of OPDIVO-treated patients,
E—] XN \j’_able 10: Grade 1-4 Adverse Reactions in >15% of Patients Receiving
E—] wwn OPDIVO (Trial 6
E—] N K OPDIVO Everolimus
(n=406), (n=397)
f—] avn -
Percentage (%) of Patients
E—] Bwn Grades 1-4 | Grades3-4 | Grades1-4 | Grades 3-4
h xyn \ Any Adverse Reactions 98 56 96, 52
E—] avvn General Disorders and
Administration Site

- axwn Conditions
f—] avvn Asthenic conditions} 56, Fox 57 A
h aNivn ]—\-§ BYLX'% ‘1'—7A p—7A Z—Q pA
Respiratory, Thoracic and
o awwn |~ || Mediastinal Disorders
E—] wwn F Cough/productive 34 38 05
cougn,
E—] N Dyspnea/exertional 21 3.0 JiN 2.0,
f—] avwn dyspneg,

Upper respiratory A8 o 1L )
E—] aswn | infection’, =
E—] avivn Gastrointestinal Disorders,
— ~awn | Nausey 2 R 2 A
Diarrhea 25 2.2 32 18
E—] a¥iyn
E—] ax¥yn
E—] ax¥iyn
E—] axvn
E—] a¥iyn
h ax¥iyn
h ax¥iyn




a¥ivn
a¥ivn
a¥ivn }\
ayyn J—  Constipation 2 05 8 05
awn }/ Vomiting, 16 0.5 16 05
kin and Subcutaneous

avwn }/ Tissue Disorders,
~wwn Rashf 28 15 36 40

/ Pruritus/generalized A9 Jox 14 Fox
%N pruritus
avyn Metabolism and Nutrition

Disorders
e / Decreased appetite, 23 12 30 1.5
axivn Musculoskeletal and
Ml Connective Tissue

28R /| Disorders
avn Arthralgig 20, 1.0 A4 JUEN
awn Back pain, 24 JEN 46 28

axyn

axiyn

axyn

axyvn

Asthenic conditions covering PTs asthenia, decreased activity, fatigue, and
malaise,

Includes nasopharyngitis, pharyngitis, rhinitis, and viral URI,

Includes colitis, enterocolitis, and gastroenteritis.

a¥ivn
Includes dermatitis, dermatitis acneiform, rash erythematous, rash generalized,

wn Il rash macular, rash maculo-papular, rash papular, rash pruritic, erythema
avivn ' multiforme, and erythema,
swn Ié)ther clinically important adverse reactions in Trial 6 were:,
a¥ivn f
~wn lGeneral Disorders and Administration Site Conditions: peripheral
~awn ‘; | dema/edem
awn Jiji jgastrointestinal Disorders: abdominal pain/discomfort,
avivn i . . . . .

Musculoskeletal and Connective Tissue Disorders: extremity pain,
a¥ivn i R

Imusculoskeletal pain
avn g
~avn / ervous  System  Disorders:  headache/migraine, peripheral
aayn il neuro ath
aswn il j{nvestiqations:weiqht decreased,
3197 R A — )
~own L kin Disorders: Palmar-plantar erythrodysesthesia

axyvn

axiyn

he most common laboratory abnormalities which have worsened

a¥iyn
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a¥iyvn

a¥ivn

awwn ] ‘

avvn ] ‘
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f‘:“fﬁcompared to baseline in >30% of patients include increased




axyn ]

29wn llelevation of TSH greater than ULN in the OPDIVO group compared

a¥iyn

| J“o the everolimus group (26% and 14%, respectively).
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f—] avwn
f—] avwn
. aywn ||\ | creatinine, lymphopenia, anemia, increased AST, increased alkaline
= awvn phosphatase,  hyponatremia,  elevated triglycerides, and
= awvn hyperkalemia. Table 11 summarizes the laboratory abnormalities
= awn that occurred in greater than 15% of OPDIVO-treated patients,
E—] 2wn Jable 11: Grade 1-4 Laboratory Values Worsening from Baseline
h axn Occurring in >15% of Patients on OPDIVO (Trial 6)
E—] XN Percentage of Patients with Worsening Laboratory Test from
f_] wwn R Baseling’,
E—] ~awn Jest OPDIVO, Everolimus,

}\ \ Grades 1-4 Grades 3-4 Grades 1-4 Grades 3-4,
E—] wn }\ Hematology,
f—] avivn N Lymphopenia, 42, 8 23 AL
f—] avn L Anemig 85 A £ 6
f—] V Chemistry,

avn —

Increased creatining, A2 20 A5 16
E—] ¥vn . Increased AST, 33 28 39 16
E—] R1%1Y)a) f Increased alkaline 32 23 B2 0.8

phosphatase,
E—] Bwn f ) Hyponatremig, 32 A 26 ox
f—] axiyn ‘3 ‘ Hyperkalemig 30 A0 20 2,
. ~ayn J//)/ifll.——Hypocalcemi 2 X\ 2 13
E_] ~wn [l Increased ALT, 22 32 34 0.8

il | ]ﬂ Hypercalcemig, 19 32 8 03,
f—] avin f [l Lipids
. awwn /[, increased 2 15 A a

’\\ triglycerides
h Bwn | m‘ Increased 24 03 55 14
E—] avwn ; ! cholestero
f—] aawn /] ‘\“\“
1111

f—] aswn /il Each test incidence is based on the number of patients who had both baseline
h awwn |l , Il and at least one on-study laboratory measurement available: OPDIVO group
E—] wn ‘ “: il (range: 259 to 401 patients) and everolimus group (range: 257 to 376 patients).,

p“‘ il . ] ] ]
f—] 28N ‘}‘ fiin addition, among patients with TSH less than ULN at baseline, a

1111 = = P

f—] AN | M‘!u reater proportion of patients experienced a treatment-emergent
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Of the 272 patients randomized to OPDIVO in Trial 1, 35% of

patients were 65 years or older and 15% were 75 years or older. Of
the 292 patients randomized to OPDIVO in Trial 3, 37% of patients
were 65 years or older and 7% were 75 years or older. Of the 210
patients randomized to OPDIVO in Trial 5, 50% of patients were 65

Clinical studies of OPDIVO did not include sufficient numbers
of patients aged 65 years and older to determine whether they
respond differently from younger patients. Of the 272 patients
randomized to OPDIVO in Trial 1, 35% of patients were 65
years or older and 15% were 75 years or older. Of the 117

Geriatri
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years or older and 13% were 75 years or older. Of the 406 patients
treated with OPDIVO in Trial 6, 37% of patients were 65 years or
older and 8% were 75 years or older. In these trials, no overall
differences in safety or efficacy were reported between elderly
patients and younger patients. Trial 4, OPDIVO in combination with
ipilimumab, did not include sufficient numbers of patients aged 65
years and older to determine whether they respond differently from
younger patients.

»

patients treated with OPDIVO in Trial 3, 50% of patients were
65 years or older and 14% were 75 years or older.
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e Endocrinopathies: Advise patients to contact their healthcare
provider immediately for signs or symptoms of
hypophysitis, adrenal insufficiency, hypothyroidism,
hyperthyroidism, and diabetes mellitus [see Warnings and
Precautions (5.4)].

e Nephritis and Renal Dysfunction: Advise patients to
contact their healthcare provider immediately for signs or
symptoms of nephritis including decreased urine output,
blood in urine, swelling in ankles, loss of appetite, and any
other symptoms of renal dysfunction [see Warnings and
Precautions (5.54)].

Hypotl 5'9'.9“5 A-and ||§BEIE_I§IGIG|_ s ’.‘d"'se patients o
contact-taed Fl ealihcare p.'e.“de' “I |I|ee||atelly Ie.|_5|g| 5[ 0

e Rash: Advise patients to contact their healthcare provider

immediately for rash [see Warnings and Precautions

(5.6)],

e Encephalitis: Advise patients to contact their healthcare
provider immediately for neurological signs or symptoms
of encephalitis [see Warnings and Precautions (5.7)].

e Infusion Reactions: Advise patients of the potential risk of
infusion reaction [see Warnings and Precautions (5.9)].

Nephritis and Renal Dysfunction: Advise patients to
contact their healthcare provider immediately for signs
or symptoms of nephritis including decreased urine
output, blood in urine, swelling in ankles, loss of
appetite, and any other symptoms of renal dysfunction
[see Warnings and Precautions (5.4)].

Hypothyroidism and Hyperthyroidism: Advise patients
to contact their healthcare provider immediately for

signs or symptoms of hypothyroidism and
hyperthyroidism [see Warnings and Precautions
(5.5)].

Patient
Counselir
Informati
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