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Dosage form and Composition:
Pembrolizumab 100 mg/4 ml; Concentrate for Solution for Intravenous Infusion
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1 THERAPEUTIC INDICATIONS 11921 D1DTY
1.8 Microsatellite Instability-High or Mismatch Repair Deficient 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 (dIMMR).
e solid tumors that have progressed following prior systemic treatment and who have no
satisfactory alternative treatment options, or
e 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.

1.9 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).

2 DOSAGE AND ADMINISTRATION {191 DIDTY

2.1 Patient Selection for NSCLC, HNSCC, Urothelial Carcinoma, Gastric Cancer,
Esophageal Cancer, or-Cervical Cancer, MSI-H or dMMR Cancer, or MSI-H or dMMR
CRC

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 (14.910)]. 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.

» metastatic esophageal cancer [see Clinical Studies (14.4611)].

* recurrent or metastatic cervical cancer [see Clinical Studies (14.4112)].

For the MSI-H/dMMR indications, select patients for treatment with KEYTRUDA
as a single agent based on MSI-H/dMMR status in tumor specimens [see
Clinical Studies (14.8, 14.9)].

Because the effect of prior chemotherapy on test results for MSI-H, or dMMR in patients with
high-grade gliomas is unclear, it is recommended to test for these markers in the primary tumor
specimens obtained prior to initiation of temozolomide chemotherapy in patients with high-grade

gliomas.
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29 Recommended Dosage for MSI-H or dMMR Cancer

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.

The recommended dose of KEYTRUDA in children 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.

2.10 Recommended Dosage for MSI-H or dMMR colorectal cancer (CRC)

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.

6 Adverse Reactions
6.1 Clinical Trials Experience

Microsatellite Instability-High or Mismatch Repair Deficient Colorectal Cancer

Among the 153 patients with MSI-H or dMMR CRC enrolled in KEYNOTE-177 [see Clinical
Studies (14.9)] treated with KEYTRUDA, the median duration of exposure to KEYTRUDA was
11.1 months (range: 1 day to 30.6 months). Patients with autoimmune disease or a medical
condition that required immunosuppression were ineligible. Adverse reactions occurring in
patients with MSI-H or dAMMR CRC were similar to those occurring in 2799 patients with
melanoma or NSCLC treated with KEYTRUDA as a single agent.

14  Clinical Studies
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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.

Non-Small Cell Lung Cancer

*KEYTRUDA, in combination with pemetrexed and carboplatin, is indicated for the first-line treatment of
patients with metastatic nonsquamous 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) =50%)] 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
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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

*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.

*KEYTRUDA, as a single agent, is indicated for the treatment of patients with recurrent or metastatic
HNSCC with disease progression on or after platinum-containing chemotherapy.

Classical Hodgkin Lymphoma
KEYTRUDA is indicated for the treatment of adult and pediatric patients with refractory classical Hodgkin
lymphoma (cHL), or who have relapsed after 3 or more prior 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

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 (dAMMR).

«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 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).

Non-Muscle Invasive Bladder Cancer (NMIBC)
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KEYTRUDA is indicated for the treatment of patients with Bacillus Calmette-Guerin (BCG)-unresponsive,
highrisk, 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.

Esophageal Cancer

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 (CPS210) 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) 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).

IR YN T2V AWIRAN K97 (1752 'V W' NI0NI9N [N NIRINTI XM yT1n?

T 2V 0'09TIN 072177 NI L,NINMAN TIWN MNRAY NISNNN 1AXN2 DI0197 IN7W1 DIX71 X91NYT D117Wn
.09-9533333 19702 ,MSD nnan ,niwnn 7va7 N
.n"vaazan nnan 'y nyom Keytruda 100mg/4ml

hbahhl

MR NIT
NN NNpN
75w MSD

References:
Keytruda_100mg_4ml-SPC 04/2021
Keytruda_100mg_4ml-PIL_HEB 04/2021

Page 4 of 4



	1 Therapeutic IndicationS עדכונים בפרק
	1.8 Microsatellite Instability-High or Mismatch Repair Deficient Cancer

	2       Dosage and administrationעדכונים בפרק
	2.1 Patient Selection for NSCLC, HNSCC, Urothelial Carcinoma, Gastric Cancer, Esophageal Cancer, or Cervical Cancer, MSI-H or dMMR Cancer, or MSI-H or dMMR CRC
	2.9 Recommended Dosage for MSI-H or dMMR Cancer
	2.10 Recommended Dosage for MSI-H or dMMR colorectal cancer (CRC)
	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.

	6 Adverse Reactions
	6.1 Clinical Trials Experience

	14 Clinical Studies

