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Dosage form and Composition:
Pembrolizumab 100 mg/4 ml; Concentrate for Solution for Intravenous Infusion
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8 USE IN SPECIFIC POPULATIONS

8.2 Lactation

Risk Summary

There are no data on the presence of pembrolizumab in either animal or human milk or its effects on the breastfed
child or on milk production. Maternal 1gG is known to be present in human milk. The effects of local gastrointestinal
exposure and limited systemic exposure in the breastfed child to KEYTRUDA are unknown. Because of the potential
for serious adverse reactions in breastfed children, advise women not to breastfeed during treatment with KEYTRUDA
and for 4 months after the final last dose.

8.3 Females and Males of Reproductive Potential

Contraception

KEYTRUDA can cause fetal harm when administered to a pregnant woman [see Warnings and Precautions ( 5.5) Use
in Specific Populations (8.1)]. Advise females of reproductive potential to use effective contraception during treatment
with KEYTRUDA and for atleast 4 months following after the finallast dose.

8.4 Pediatric Use

In KEYNOTE-051, 464173 pediatric patients (62 65 pediatric patients aged 6 months to younger than 12 years and
108 pediatric patients aged 12 to 17 years) with advanced melanoma, lymphoma, or PD-L1 positive solid tumors
received KEYTRUDA 2 mg/kg every 3 weeks. The median duration of exposure was 2.1 months (range: 1 day to 24
25 months). Adverse reactions that occurred at a 210% higher rate in pediatric patients when compared to adults
included pyrexia (33%), vomiting (38 29%), upperrespiratory-tractinfection(29%),-and headache (25%), abdominal
pain (23%), decreased lymphocyte count (13%), and decreased white blood cell count (11%). Laboratory
abnormalities that occurred at a 210% higher rate in pediatric patients when compared to adults were leukopenia (36
31%), neutropenia (26 28%), thrombocytopenia (22%), and Grade-3 anemia (17%).

8.5 Geriatric Use

Of the 432 patients randomized to KEYTRUDA in combination with axitinib in the KEYNOTE-426 trial, 40% were 65
years or older. No overall difference in safety or efficacy was reported between patients who were =265 years of age

and younger.
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12.6 Immunogenicity
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The observed incidence of anti-drug antibody (ADA) is highly dependent on the sensitivity and specificity of the assay.
Differences in assay methods preclude meaningful comparisons of the incidence of ADA in the studies described in
this section with the incidence of ADA in other studies, including those of KEYTRUDA or of other pembrolizumab

products.

13.2 Animal Toxicology and/or Pharmacology

In animal models, inhibition of PD-1/PD-L1 signaling resulted-in-an increased the severity of some infections and
enhanced inflammatory responses. M-Mycobacterium tuberculosis-infected PD-1 knockout mice exhibit markedly
decreased survival compared with wild-type controls, which correlated with increased bacterial proliferation and
inflammatory responses in these animals. PD-1 blockade using a primate anti-PD-1 antibody was also shown to
exacerbate M. tuberculosis infection in rhesus macaques. PD-1 and PD-L1 knockout mice and mice receiving PD-L1-
blocking antibody have also shown decreased survival following infection with lymphocytic choriomeningitis virus

(LCMV),
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Melanoma
KEYTRUDA is indicated for the treatment of adult and pediatric (12 years and older) patients with
unresectable or metastatic melanoma.
KEYTRUDA is indicated for the adjuvant treatment of adult and pediatric (12 years and older) patients with Stage IIB, IIC, or IlI
melanoma following complete resection

Non-Small Cell Lung Cancer

*KEYTRUDA, in combination with pemetrexed and carboplatin, is indicated for the first-line treatment of patients with metastatic
nonsgquamous non-small cell lung cancer (NSCLC) negative for EGFR or ALK genomic tumor aberrations.

*KEYTRUDA, in combination with carboplatin and either paclitaxel or paclitaxel protein-bound, is indicated for the first-line
treatment of patients with metastatic squamous NSCLC.

*KEYTRUDA, as a single agent, is indicated for the treatment of patients with metastatic NSCLC whose tumors express PD-L1
[Tumor Proportion Score (TPS) 250%)] as determined by a validated test. Patients with EGFR or ALK genomic tumor aberrations
should have disease progression on or after platinum-containing chemotherapy and an approved therapy for these aberrations
prior to receiving KEYTRUDA.

*KEYTRUDA, as a single agent, is indicated for the treatment of patients with advanced NSCLC whose tumors express PD-L1 as
determined by a validated test, with disease progression on or after platinum containing chemotherapy. Patients with EGFR or ALK
genomic tumor aberrations should have disease progression on approved therapy for these aberrations prior to receiving
KEYTRUDA [see Clinical Studies (14.2)].

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.

Head and Neck Cancer
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*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) 21] as determined by a validated test.

*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.

Classical Hodgkin Lymphoma

KEYTRUDA is indicated for the treatment of adult patients with relapsed or refractory classical Hodgkin lymphoma (cHL).
KEYTRUDA is indicated for the treatment of pediatric patients with refractory cHL, or cHL that has relapsed after 2 or more lines of
therapy.

Primary Mediastinal large B-Cell Lymphoma

KEYTRUDA is indicated for the treatment of adult and pediatric patients with refractory primary mediastinal large B-cell lymphoma
(PMBCL), or who have relapsed after 2 or more prior lines of therapy.

Limitation of Use: KEYTRUDA is not recommended for treatment of patients with PMBCL who require urgent cytoreductive therapy.

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 [Combined Positive Score (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.

Non-Muscle Invasive Bladder Cancer (NMIBC)

KEYTRUDA is indicated for the treatment of patients with Bacillus Calmette-Guerin (BCG)-unresponsive, high-risk, non-muscle
invasive bladder cancer (NMIBC) with carcinoma in situ (CIS) with or without papillary tumors who are ineligible for or have elected
not to undergo cystectomy.

Microsatellite Instability-High Cancer

KEYTRUDA is indicated for the treatment of adult and pediatric patients with unresectable or metastatic, microsatellite instability-
high (MSI H) or mismatch repair deficient (AMMR).

+solid tumors that have progressed following prior systemic treatment and who have no satisfactory alternative treatment options, or
colorectal cancer that has progressed following treatment with a fluoropyrimidine, oxaliplatin, and irinotecan.

Limitation of Use: The safety and effectiveness of KEYTRUDA in pediatric patients with MSI H central nervous system cancers
have not been established.

Gastric Cancer

KEYTRUDA is indicated for the treatment of patients with recurrent locally advanced or metastatic gastric or gastroesophageal
junction adenocarcinoma whose tumors express PD-L1 [Combined Positive Score (CPS) 21] as determined by a validated test,
with disease progression on or after two or more prior lines of therapy including fluoropyrimidine- and platinum-containing
chemotherapy and if appropriate, HER2/neu targeted therapy.

Cervical Cancer
KEYTRUDA, in combination with chemotherapy, with or without bevacizumab, is indicated for the treatment of patients with
persistent, recurrent, or metastatic cervical cancer whose tumors express PD-L1 (CPS 21) as determined by a validated test.

KEYTRUDA, as a single agent, is indicated for the treatment of patients with recurrent or metastatic cervical cancer with disease
progression on or after chemotherapy whose tumors express PD-L1 (CPS 21) as determined by a validated test.

Merkel Cell Carcinoma
KEYTRUDA is indicated for the treatment of adult and pediatric patients with recurrent locally advanced or metastatic Merkel cell
carcinoma (MCC).

Renal Cell Carcinoma

KEYTRUDA, in combination with axitinib, is indicated for the first-line treatment of patients with advanced renal cell carcinoma
(RCC).

KEYTRUDA, in combination with lenvatinib, is indicated for the first-line treatment of adult patients with advanced RCC.
KEYTRUDA is indicated for the adjuvant treatment of patients with RCC at intermediate-high or high

risk of recurrence following nephrectomy, or following nephrectomy and resection of metastatic lesions.

Tumor Mutational Burden-High (TMB-H) Cancer

KEYTRUDA is indicated for the treatment of adult and pediatric patients with unresectable or metastatic tumor mutational burden-
high (TMB-H) [210 mutations/megabase (mut/Mb)] solid tumors, as determined by a validated test, that have progressed following
prior treatment and who have no satisfactory alternative treatment options.

Limitations of Use: The safety and effectiveness of KEYTRUDA in pediatric patients with TMB-H central

nervous system cancers have not been established.
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Esophageal Cancer

*KEYTRUDA is indicated for the treatment of patients with locally advanced or metastatic esophageal or gastroesophageal junction
(GEJ) (Siewert type I) carcinoma that is not amenable to surgical resection or definitive chemoradiation in combination with
platinum- and fluoropyrimidine-based chemotherapy.

*KEYTRUDA is indicated for the treatment of patients with recurrent locally advanced or metastatic squamous cell carcinoma of the
esophagus whose tumors express PD-L1 (CPS 210) as determined by a validated test, with disease progression after one or more
prior lines of systemic therapy.

Cutaneous Squamous Cell Carcinoma
KEYTRUDA is indicated for the treatment of patients with recurrent or metastatic cutaneous squamous cell carcinoma (cSCC) or
locally advanced cSCC that is not curable by surgery or radiation.

Microsatellite Instability-High or Mismatch Repair Deficient Colorectal Cancer (CRC)
KEYTRUDA is indicated for the first-line treatment of patients with unresectable or metastatic MSI-H or dMMR colorectal cancer
(CRC).

Triple negative breast cancer (TNBC)

KEYTRUDA, in combination with chemotherapy, is indicated for the treatment of patients with locally recurrent unresectable or
metastatic triple negative breast cancer (TNBC) whose tumors express PD-L1 (CPS 210) as determined by a validated test.
KEYTRUDA is indicated for the treatment of patients with high risk early stage triple negative breast cancer (TNBC) in combination
with chemotherapy as neoadjuvant treatment, and then continued as a single agent as adjuvant treatment after surgery.

Endometrial carcinoma

Keytruda, in combination with lenvatinib, is indicated for the treatment of advanced or recurrent endometrial carcinoma in adults
who have disease progression on or following prior treatment with a platinum containing therapy and who are not candidates for
curative surgery or radiation.
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