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Dosage form and Composition:
Pembrolizumab 100 mg/4 ml; Concentrate for Solution for Intravenous Infusion
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1 INDICATIONS AND USAGE 351 DITY
1.1 Melanoma

KEYTRUDA (pembrolizumab) is indicated for the treatment of patients with unresectable or metastatic
melanoma.

KEYTRUDA is indicated for the adjuvant treatment of patients with melanoma with involvement of lymph
node(s) following complete resection.

1.3 Small Cell Lung Cancer

KEYTRUDA is indicated for the treatment of patients with metastatic small cell lung cancer (SCLC) with
disease progression on or after platinum-based chemotherapy and at least one other prior line of therapy, that
have not been previously treated with immunotherapy.

1.4 Head and Neck Cancer
KEYTRUDA, in combination with platinum and fluorouracil (FU), is indicated for the first-line treatment of
patients with metastatic or with unresectable, recurrent head and neck squamous cell carcinoma

(HNSCC).

KEYTRUDA, as a single agent, is indicated for the first-line treatment of patients with metastatic or with
unresectable, recurrent HNSCC whose tumors express PD-L1 [Combined Positive Score (CPS) =1] as
determined by a validated test [see Dosage and Administration (2.1)].

KEYTRUDA is indicated for the treatment of patients with recurrent or metastatic head and neck squamous
cell carcinoma (HNSCC) with disease progression on or after platinum-containing chemotherapy.

1.7 Urothelial Carcinoma

KEYTRUDA is indicated for the treatment of patients with locally advanced or metastatic urothelial carcinoma
who are not eligible for cisplatin-containing chemotherapy and whose tumors express PD-L1 (CPS 210) as
determined by a validated test, or in patients who are not eligible for any platinum-containing chemotherapy
regardless of PD-L1 status.

KEYTRUDA is indicated for the treatment of patients with locally advanced or metastatic urothelial carcinoma
who have disease progression during or following platinum-containing chemotherapy or within 12 months of
neoadjuvant or adjuvant treatment with platinum-containing chemotherapy

1.11  Merkel Cell Carcinoma

KEYTRUDA is indicated for the treatment of adult and pediatric patients with recurrent locally advanced

or metastatic Merkel cell carcinoma (MCC).

1.12__ Renal Cell Carcinoma
KEYTRUDA, in combination with axitinib, is indicated for the first-line treatment of patients with advanced
renal cell carcinoma (RCC)

2 DOSAGE AND ADMINISTRATION 192 DIDTY

2.1 Patient Selection for NSCLC, HNSCC, Urothelial Carcinoma, Gastric Cancer, or Cervical Cancer
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Select patients for treatment with KEYTRUDA as a single agent based on the presence of positive PD-L1
expression in:

» metastatic NSCLC [see Clinical Studies (14.2)].

« first-line treatment of metastatic or unresectable, recurrent HNSCC [see Clinical Studies (14.4)].

» metastatic urothelial carcinoma [see Clinical Studies (14.7)].

» metastatic gastric cancer [see Clinical Studies (14.9)]. If PD-L1 expression is not detected in an
archival gastric cancer specimen, evaluate the feasibility of obtaining a tumor biopsy for PD-L1
testing.

* recurrent or metastatic cervical cancer [see Clinical Studies (14.10)].

2.2 Recommended Dosage for Melanoma

The recommended dose of KEYTRUDA in patients with unresectable or metastatic melanoma is 200 mg
administered as an intravenous infusion over 30 minutes every 3 weeks until disease progression or
unacceptable toxicity

The recommended dose of KEYTRUDA for the adjuvant treatment of adult patients with melanoma is
200 mg administered as an intravenous infusion over 30 minutes every 3 weeks until disease recurrence,
unacceptable toxicity, or for up to 12 months in patients without disease recurrence.

2.4 Recommended Dosage for SCLC

The recommended dose of KEYTRUDA is 200 mg administered as an intravenous infusion over

30 minutes every 3 weeks until disease progression, unacceptable toxicity, or up to 24 months in patients
without disease progression.

2.5 Recommended Dosage for HNSCC

The recommended dose of KEYTRUDA is 200 mg administered as an intravenous infusion over 30 minutes
every 3 weeks until disease progression, unacceptable toxicity, or up to 24 months in patients without disease
progression.

When administering KEYTRUDA in combination with chemotherapy, administer KEYTRUDA prior to
chemotherapy when given on the same day. Refer to the Prescribing Information for the chemotherapy
agents administered in combination with KEYTRUDA for recommended dosing information, as

appropriate.

212 Recommended Dosage for MCC

The recommended dose of KEYTRUDA in adults is 200 mg administered as an intravenous infusion over
30 minutes every 3 weeks until disease progression, unacceptable toxicity, or up to 24 months in patients
without disease progression.

The recommended dose of KEYTRUDA in pediatric patients is 2 mg/kg (up to @a maximum of 200 mg),
administered as an intravenous infusion over 30 minutes every 3 weeks until disease progression or
unacceptable toxicity, or up to 24 months in patients without disease progression.

213 Recommended Dosage for RCC

The recommended dose of KEYTRUDA is 200 mg administered as an intravenous infusion over

30 minutes every 3 weeks in combination with 5 mg axitinib orally twice daily until disease progression,
unacceptable toxicity, or for KEYTRUDA, up to 24 months in patients without disease progression. When
axitinib is used in combination with KEYTRUDA, dose escalation of axitinib above the initial 5 mg dose

may be considered at intervals of six weeks or longer. See also the Prescribing Information for recommended
axitinib dosing information.

2.14 Dose Modifications

Withhold KEYTRUDA for any of the following:

Anvother Grade 2 or 3 treatment-related adverse reaction based on the severity and type of reaction [see
Warnings and Precautions (5.7)]

In patients with RCC being treated with KEYTRUDA in combination with axitinib:
o [f ALT or AST =3 times ULN but <10 times ULN without concurrent total bilirubin =22 times ULN, withhold both
KEYTRUDA and axitinib until these adverse reactions recover to Grades 0-1. Consider corticosteroid therapy.
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Consider rechallenge with a single drug or sequential rechallenge with both drugs after recovery. If
rechallenging with axitinib, consider dose reduction as per the axitinib prescribing information.

e [f ALT or AST =10 times ULN or >3 times ULN with concurrent total bilirubin =2 times ULN, permanently
discontinue both KEYTRUDA and axitinib and consider corticosteroid therapy.

5 Warnings and Precautions {7191 DDTY
5.1 Immune-Mediated Pneumonitis

KEYTRUDA can cause immune-mediated pneumonitis, including fatal cases. Monitor patients for signs and
symptoms of pneumonitis. Evaluate patients with suspected pneumonitis with radiographic imaging and
administer corticosteroids (initial dose of 1 to 2 mg/kg/day prednisone or equivalent followed by a taper) for
Grade 2 or greater pneumonitis. Withhold KEYTRUDA for moderate (Grade 2) pneumonitis, and permanently
discontinue KEYTRUDA for severe (Grade 3), life-threatening (Grade 4), or recurrent moderate (Grade 2)
pneumonitis [see Dosage and Administration (2.14) and Adverse Reactions (6.1)].

In clinical studies enrolling 2799 patients with various cancers who received KEYTRUDA as a single

Agent, pneumonitis occurred in 94 (3.4%), including Grade 1 (0.8%), Grade 2 (1.3%), Grade 3 (0.9%),

Grade 4 (0.3%), and Grade 5 (0.1%) pneumonitis. The median time to onset was 3.3 months (range: 2 days to
19.3 months), and the median duration was 1.5 months (range: 1 day to 17.2+ months). Sixty-three (67%) of
the 94 patients received systemic corticosteroids, with 50 of the 63 receiving high-dose corticosteroids for a
median duration of 8 days (range: 1 day to 10.1 months) followed by a corticosteroid taper. Pneumonitis
occurred more frequently in patients with a history of prior thoracic radiation (6.9%) than in patients who did
not receive prior thoracic radiation (2.9%). Pneumonitis led to discontinuation of KEYTRUDA in 36

(1.3%) patients. Pneumonitis resolved in 55 (59%) of the 94 patients.

In KEYNOTE-048 enrolling 300 patients with HNSCC who received KEYTRUDA as a single agent
pneumonitis occurred in 18 (6%) patients, including Grade 3 (1.3%), Grade 4 (0%), and Grade 5 (0.3%).
Eight of the 18 patients received high-dose corticosteroids for a median duration of 14 days (range: 1 to
77 days). Pneumonitis led to discontinuation of KEYTRUDA in 2 (0.7%) patients. Pneumonitis resolved in
12 (66%) of the patients. Pneumonitis occurred in 15 (5.4%) patients of 276 patients with HNSCC
receiving KEYTRUDA in combination with platinum and FU as first-line therapy for advanced disease,
including Grade 3 (1.1%), Grade 4 (0%), and Grade 5 (0.4%) pneumonitis. Four of the 15 patients
received high-dose corticosteroids for a median duration of 16 days (range: 2 to 32 days). Pneumonitis
led to discontinuation of KEYTRUDA in 5 (1.8%) patients. Pneumonitis resolved in 12 (80%) of the

patients.

5.3 Immune-Mediated Hepatitis (Keytruda) and Hepatotoxicity (in combination with Axitinib)
Immune-Mediated Hepatitis

KEYTRUDA can cause immune-mediated hepatitis. Monitor patients for changes in liver function. Administer
corticosteroids (initial dose of 0.5 to 1 mg/kg/day [for Grade 2 hepatitis] and 1 to 2 mg/kg/day [for Grade 3 or
greater hepatitis] prednisone or equivalent followed by a taper) and, based on severity of liver enzyme
elevations, withhold or discontinue KEYTRUDA [see Dosage and Administration (2.14) and Adverse
Reactions (6.1)].

Hepatitis occurred in 19 (0.7%) of 2799 patients receiving KEYTRUDA, including Grade 2 (0.1%), Grade 3
(0.4%), and Grade 4 (<0.1%) hepatitis. The median time to onset was 1.3 months (range: 8 days to

21.4 months), and the median duration was 1.8 months (range: 8 days to 20.9+ months). Thirteen (68%) of the
19 patients received systemic corticosteroids, with 12 of the 13 receiving high-dose corticosteroids for a
median duration of 5 days (range: 1 to 26 days) followed by a corticosteroid taper. Hepatitis led to
discontinuation of KEYTRUDA in 6 (0.2%) patients. Hepatitis resolved in 15 (79%) of the 19 patients.

Hepatotoxicity (in Combination with Axitinib)

KEYTRUDA in combination with axitinib can cause hepatic toxicity with higher than expected frequencies of
Grades 3 and 4 ALT and AST elevations compared to KEYTRUDA alone. Monitor liver enzymes before
initiation of and periodically throughout treatment. Consider more frequent monitoring of liver enzymes as
compared to when the drugs are used in monotherapy. For elevated liver enzymes, interrupt KEYTRUDA and
axitinib, and consider administering corticosteroids as needed [see Dosage and Administration (2.12)].

With the combination of KEYTRUDA and axitinib, Grades 3 and 4 increased ALT (20%) and increased AST
(13%) were seen. The median time to onset of increased ALT was 2.3 months (range: 7 days to 19.8 months).
Sixty-one percent of the patients with increased ALT received systemic corticosteroids. In patients with ALT =3
times ULN (Grades 2-4, n=116), ALT resolved to Grades 0-1 in 94%. Among the 92 patients who were
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rechallenged with either KEYTRUDA (3%) or axitinib (31%) monotherapy or with both (50%), 55% had no
recurrence of ALT >3 times ULN.

5.4 Immune-Mediated Endocrinopathies

Adrenal Insufficiency

KEYTRUDA can cause adrenal insufficiency (primary and secondary). Monitor for signs and symptoms of
adrenal insufficiency. Administer corticosteroids and hormone replacement as clinically indicated.
Withhold KEYTRUDA for moderate (Grade 2) adrenal insufficiency and withhold or discontinue
KEYTRUDA for severe (Grade 3) or life-threatening (Grade 4) adrenal insufficiency [see Dosage and
Administration (2.14) and Adverse Reactions (6.1)].

Adrenal insufficiency occurred in 0.8% (22/2799) of patients receiving KEYTRUDA, including Grade 4
(<0.1%), Grade 3 (0.3%), and Grade 2 (0.3%) adrenal insufficiency. The median time to onset was

5.3 months (range: 26 days to 16.6 months), and the median duration was not reached (range: 4 days to
1.9+ vears). Adrenal insufficiency led to permanent discontinuation of KEYTRUDA in <0.1% of patients
and withholding of KEYTRUDA in 0.3% of patients.

Systemic corticosteroids were required in 77% (17/22) of patients with adrenal insufficiency, including 9%
who received high-dose corticosteroids (prednisone 240 mg per day or equivalent) for median duration of
4 days (range: 1 to 6 days) followed by corticosteroid taper. Adrenal insufficiency resolved in 23% of the

patients.

Thyroid Disorders

KEYTRUDA can cause thyroid disorders, including hyperthyroidism, hypothyroidism and thyroiditis. Monitor
patients for changes in thyroid function (at the start of treatment, periodically during treatment, and as
indicated based on clinical evaluation) and for clinical signs and symptoms of thyroid disorders.

Consider more frequent monitoring of thyroid function when KEYTRUDA is administered in combination with
axitinib.

Administer replacement hormones for hypothyroidism and manage hyperthyroidism with thionamides and
beta-blockers as appropriate. Withhold or discontinue KEYTRUDA for severe (Grade 3) or life-threatening
(Grade 4) hyperthyroidism [see Dosage and Administration (2.14) and Adverse Reactions (6.1)].

6 Adverse Reactions ;{71921 DIDTY
6.1 Clinical Trials Experience

Adjuvant Treatment of Resected Melanoma

The safety of KEYTRUDA as a single agent was investigated in KEYNOTE-054, a randomized (1:1)
double-blind trial in which 1019 patients with completely resected stage IlIA (>1 mm lymph node
metastasis), lIB or [IIC melanoma received 200 mg of KEYTRUDA by intravenous infusion every 3 weeks
(n=509) or placebo (n=502) for up to one year [see Clinical Studies (14.1)]. Patients with active
autoimmune disease or a medical condition that required immunosuppression or mucosal or ocular
melanoma were ineligible. Seventy-six percent of patients received KEYTRUDA for 6 months or longer.
The study population characteristics were: median age of 54 years (range: 19 to 88), 25% age 65 or older;
62% male; and 94% ECOG PS of 0 and 6% ECOG PS of 1. Sixteen percent had stage IlIA, 46% had stage
11IB, 18% had stage IlIC (1-3 positive lymph nodes), and 20% had stage IlIC (=4 positive lymph nodes).
Two patients treated with KEYTRUDA died from causes other than disease progression; causes of death
were drug reaction with eosinophilia and systemic symptoms and autoimmune myositis with respiratory
failure. Serious adverse reactions occurred in 25% of patients receiving KEYTRUDA. Adverse reactions
leading to permanent discontinuation occurred in 14% of patients receiving KEYTRUDA; the most common
(21%) were pneumonitis (1.4%), colitis (1.2%), and diarrhea (1%). Adverse reactions leading to interruption
of KEYTRUDA occurred in 19% of patients; the most common (21%) were diarrhea (2.4%), pneumonitis
(2%), increased ALT (1.4%), arthralgia (1.4%), increased AST (1.4%), dyspnea (1%), and fatigue (1%).
Tables 6 and 7 summarize adverse reactions and laboratory abnormalities, respectively, in patients on
KEYTRUDA in KEYNOTE-054.

Among the 131 patients with previously treated SCLC who received KEYTRUDA in KEYNOTE-158
Cohort G (n=107) and KEYNOTE-028 Cohort C1 (n=24) [see Clinical Studies (14.3)], the median duration
of exposure to KEYTRUDA was 2 months (range: 1 day to 2.25 years). Patients with autoimmune disease
that required systemic therapy within 2 years of treatment or a medical condition that required
immunosuppression were ineligible. Adverse reactions occurring in patients with SCLC were similar to
those occurring in patients with other solid tumors who received KEYTRUDA as a single agent.
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HNSCC

First-line treatment of metastatic or unresectable, recurrent HNSCC

The safety of KEYTRUDA, as a single agent and in combination with platinum (cisplatin or carboplatin) and
FU chemotherapy, was investigated in KEYNOTE-048, a multicenter, open-label, randomized (1:1:1),
active-controlled trial in patients with previously untreated, recurrent or metastatic HNSCC [see Clinical
Studies (14.4)]. Patients with autoimmune disease that required systemic therapy within 2 years of
treatment or a medical condition that required immunosuppression were ineligible. A total of 576 patients
received KEYTRUDA 200 mg every 3 weeks either as a single agent (n=300) or in combination with
platinum and FU (n=276) every 3 weeks for 6 cycles followed by KEYTRUDA, compared to 287 patients
who received cetuximab weekly in combination with platinum and FU every 3 weeks for 6 cycles followed

by cetuximab.

The median duration of exposure to KEYTRUDA was 3.5 months (range: 1 day to 24.2 months) in the
KEYTRUDA single agent arm and was 5.8 months (range: 3 days to 24.2 months) in the combination
arm. Seventeen percent of patients in the KEYTRUDA single agent arm and 18% of patients in the
combination arm were exposed to KEYTRUDA for 212 months. Fifty-seven percent of patients receiving
KEYTRUDA in combination with chemotherapy started treatment with carboplatin.

KEYTRUDA was discontinued for adverse reactions in 12% of patients in the KEYTRUDA single agent
arm. The most common adverse reactions resulting in permanent discontinuation of KEYTRUDA were
sepsis (1.7%) and pneumonia (1.3%). Adverse reactions leading to the interruption of KEYTRUDA
occurred in 31% of patients; the most common adverse reactions leading to interruption of KEYTRUDA
(22%) were pneumonia (2.3%), pneumonitis (2.3%), and hyponatremia (2%).

KEYTRUDA was discontinued for adverse reactions in 16% of patients in the combination arm. The most
common adverse reactions resulting in permanent discontinuation of KEYTRUDA were pneumonia
(2.5%), pneumonitis (1.8%), and septic shock (1.4%). Adverse reactions leading to the interruption of
KEYTRUDA occurred in 45% of patients; the most common adverse reactions leading to interruption of
KEYTRUDA (22%) were neutropenia (14%), thrombocytopenia (10%), anemia (6%), pneumonia (4.7%),
and febrile neutropenia (2.9%).

Tables 12 and 13 summarize adverse reactions and laboratory abnormalities, respectively, in patients on
KEYTRUDA in KEYNOTE-048.

MCC

Among the 50 patients with MCC enrolled in KEYNOTE-017 [see Clinical Studies (14.13)], the median
duration of exposure to KEYTRUDA was 6.6 months (range 1 day to 23.6 months). Patients with autoimmune
disease or a medical condition that required immunosuppression were ineligible. Adverse reactions occurring
in patients with MCC were similar to those occurring in 2799 patients with melanoma or NSCLC treated with
KEYTRUDA as a single agent. Laboratory abnormalities (Grades 3-4) that occurred at a higher incidence were
elevated AST (11%) and hyperglycemia (19%).

RCC

The safety of KEYTRUDA in_ combination with axitinib was investigated in KEYNOTE-426 [see Clinical Studies
(14.12)]. Patients with medical conditions that required systemic corticosteroids or other immunosuppressive
medications or had a history of severe autoimmune disease other than type 1 diabetes, vitiligo, Sjogren’s
syndrome, and hypothyroidism stable on hormone replacement were ineligible. Patients received KEYTRUDA
200 mg intravenously every 3 weeks and axitinib 5 mg orally twice daily, or sunitinib 50 mg once daily for 4
weeks and then off treatment for 2 weeks. The median duration of exposure to the combination therapy of
KEYTRUDA and axitinib was 10.4 months (range: 1 day to 21.2 months).

The median age of patients treated with KEYTRUDA in combination with axitinib was 62 years (range: 30 to
89), 40% of patients were 65 years or older, 71% were male, 80% were White, and the performance status as
assessed by the Karnofsky Performance Status (KPS) was KPS 90-100 in 80% and KPS 70-80 in 20% of

patients.

Fatal adverse reactions occurred in 3.3% of patients receiving KEYTRUDA in combination with axitinib. These
included 3 cases of cardiac arrest, 2 cases of pulmonary embolism and 1 case each of cardiac failure, death
due to unknown cause, myasthenia gravis, myocarditis, Fournier's gangrene, plasma cell myeloma, pleural
effusion, pneumonitis, and respiratory failure.

Serious adverse reactions occurred in 40% of patients receiving KEYTRUDA in combination with axitinib.
Serious adverse reactions in =1% of patients receiving KEYTRUDA in combination with axitinib included
hepatotoxicity (7%), diarrhea (4.2%), acute kidney injury (2.3%), dehydration (1%), and pneumonitis (1%).
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Permanent discontinuation due to an adverse reaction of either KEYTRUDA or axitinib occurred in 31% of
patients; 13% KEYTRUDA only, 13% axitinib only, and 8% both drugs. The most common adverse reaction
(>1%) resulting in permanent discontinuation of KEYTRUDA, axitinib, or the combination was hepatotoxicity
(13%), diarrhea/colitis (1.9%), acute kidney injury (1.6%), and cerebrovascular accident (1.2%).

Dose interruptions or reductions due to an adverse reaction, excluding temporary interruptions of KEYTRUDA
infusions due to infusion-related reactions, occurred in 76% of patients receiving KEYTRUDA in combination
with axitinib. This includes interruption of KEYTRUDA in 50% of patients. Axitinib was interrupted in 64% of
patients and dose reduced in 22% of patients. The most common adverse reactions (>10%) resulting in
interruption of KEYTRUDA were hepatotoxicity (14%) and diarrhea (11%), and the most common adverse
reactions (>10%) resulting in either interruption or reduction of axitinib were hepatotoxicity (21%), diarrhea
(19%), and hypertension (18%).

The most common adverse reactions (>20%) in patients receiving KEYTRUDA and axitinib were diarrhea,
fatigue/asthenia, hypertension, hypothyroidism, decreased appetite, hepatotoxicity, palmar- plantar
erythrodysesthesia, nausea, stomatitis/mucosal inflammation, dysphonia, rash, cough, and constipation.

Twenty-seven percent (27%) of patients treated with KEYTRUDA in combination with axitinib received an oral
prednisone dose equivalent to 240 mg daily for an immune-mediated adverse reaction.

Tables 23 and 24 summarize the adverse reactions and laboratory abnormalities, respectively, that occurred
in at least 20% of patients treated with KEYTRUDA and axitinib in KEYNOTE-426.

The safety and effectiveness of KEYTRUDA have been established in pediatric patients with cHL, PMBCL,
MSI-H cancer and MCC. Use of KEYTRUDA in pediatric patients with cHL, PMBCL, MSI-H or MCC cancers
is supported by evidence from adequate and well-controlled studies of KEYTRUDA in adults with additional
pharmacokinetic and safety data in pediatric patients [see Adverse Reactions (6.1), Clinical Studies (14.5,
14.6, 14.8), Clinical Pharmacology (12.3)].

14  Clinical Studies

NI'INNA a7 YT qon
Adjuvant treatment of patients with melanoma;Small cell lung cancer (SCLC); first-line treatment of patients
with head and neck squamous cell carcinoma (HNSCC); Urothelial carcinoma for patients who are not eligible
for cisplatin-containing chemotherapy; Merkel cell carcinoma (MCC); Renal cell carcinoma (RCC). See leaflet.
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