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1 THERAPEUTIC INDICATIONS

[...]

1.3 Malignant Pleural Mesothelioma

KEYTRUDA, in combination with pemetrexed and platinum chemotherapy, is indicated for the first-line
treatment of adults with unresectable non-epithelioid malignant pleural mesothelioma.

[.]

2 Dosage and administration

21 Patient Selection

[...]

Patient Selection for Combination Therapy

For use of KEYTRUDA in combination with chemotherapy and-trastuzumab, select patients based on the presence of
positive PD-L1 expression (CPS 21) in locally advanced unresectable or metastatic HER-2positive gastric or
gastroesophageal junction (GEJ) adenocarcinoma [see Clinical Studies (14.10)].

[...]

2.4 Recommended Dosage for MPM

The recommended dose of KEYTRUDA in patients with MPM is 200 mg administered as an intravenous infusion over
30 minutes every 3 weeks until disease progression, unacceptable toxicity or up to 24 months.

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.

[.]

6 ADVERSE REACTIONS
[..]

6.1 Clinical Trials Experience

[..]
Malignant Pleural Mesothelioma (MPM)

First-line treatment of unresectable advanced or metastatic MPM with pemetrexed and platinum chemotherapy

The safety of KEYTRUDA in combination with pemetrexed and platinum chemotherapy (either carboplatin or cisplatin)
was investigated in KEYNOTE-483, a multicenter, open-label, randomized (1:1), active-controlled trial in patients with
previously untreated, unresectable advanced or metastatic MPM [see Clinical Studies (14.3)]. A total of 473 patients
received KEYTRUDA 200 mg, pemetrexed, and platinum every 3 weeks for up to 6 cycles followed by KEYTRUDA
(n=241), or pemetrexed and platinum chemotherapy every 3 weeks for up to 6 cycles (n=232). Patients with
autoimmune disease that required systemic therapy within 3 years of treatment or a medical condition that required
immunosuppression were ineligible.

The median duration of exposure to KEYTRUDA 200 mg every 3 weeks was 6.9 months (range: 1 day to
25.2 months). Sixty-one percent of patients in the KEYTRUDA arm were exposed to KEYTRUDA for 26 months.
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Adverse reactions occurring in patients with MPM were generally similar to those in other patients receiving
KEYTRUDA in combination with pemetrexed and platinum chemotherapy.

[..]

Cervical Cancer

FIGO 2014 Stage llI-IVA Cervical Cancer with Chemoradiotherapy

The safety of KEYTRUDA in combination with CRT (cisplatin plus external beam radiation therapy [EBRT] followed by
brachytherapy [BT]) was investigated in KEYNOTE-A18, a placebo-controlled, randomized (1:1), multicenter, double-
blind trial including-594597 patients with FIGO 2014 Stage IlI-IVA cervical cancer [see Clinical Studies (14.12)]. Two
hundred ninety-two-four patients received KEYTRUDA in combination with chemoradiotherapy and 362303 patients
received placebo in combination with chemoradiotherapy.

The median duration of exposure to KEYTRUDA was 42-420 months (range: 1 day to 2732 months).

Fatal adverse reactions occurred in 1.4% of patients receiving KEYTRUDA in combination with chemoradiotherapy,
including 1 case each (0.3%) of large intestinal perforation, urosepsis, sepsis, and vaginal hemorrhage.

Serious adverse reactions occurred in 3634% of patients receiving KEYTRUDA in combination with
chemoradiotherapy. Serious adverse reactions occurring in 21% of patients included urinary tract infection (2-#3.1%),
urosepsis (1.4%), and sepsis (1%).

KEYTRUDA was discontinued for adverse reactions in 79% of patients. The most common adverse reaction (=1%)
resulting in permanent discontinuation was diarrhea (1%).

Adverse reactions leading to interruption of KEYTRUDA occurred in 4347% of patients; the most common adverse
reactions leading to interruption of KEYTRUDA (=2%) were anemia (87%), COVID-19 (67%), SARS-CoV-2 test
positive (3-144.8%), diarrhea (4.1%), increased ALT (4.1%), increased AST (3.4%) decreased neutrophil count

(2-£3.1%), and diarrhea{2-+F%)-urinary tract infection (2.7%), and-increased-ALT(2-4%).

Tables 1 and 2 summarize adverse reactions and laboratory abnormalities, respectively, in patients on KEYTRUDA in
KEYNOTE-A18.

Table 1: Adverse Reactions Occurring in 210% of Patients with FIGO 2014 Stage IlI-IVA Cervical Cancer
Receiving KEYTRUDA in KEYNOTE-A18

KEYTRUDA Placebo
200 mg every 3 weeks and with chemoradiotherapy
400 mg every 6 weeks
Adverse Reaction with chemoradiotherapy
n=2942 n=3032
All Grades* Grades 3-4 All Grades* Grades 3-4
(%) (%) (%) (%)

Gastrointestinal

Nausea 56 0 6264 2.3

Diarrhea 5180 4.43-8 50 4.3

Vomiting 3433 1.0 3534 1.7

Constipation 2018 0 1948 0.7

Abdominal pain 1342 1.00-7 1442 1.7
Infections

Urinary tract infectiont 3532 4.844 3434 546

COVID-19 10 0 7 1.0
General

Fatiguet 2826 1.0 2827 1.3

Pyrexia 1442 0.703 1543 0
Endocrine

Hypothyroidism$ 2320 0.7 85 0

Hyperthyroidism 1344 0.3 3.32:6 0
Investigations

Weight loss | 19 | 2.4 | 19 | 1.0
Metabolism and Nutrition

Decreased appetite | 1817 | 0.7 | 17 | 0.3
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Investigations

Weight loss | 17 | 14 | 18 | 1
Renal and Urinary

Dysuria | 1244 | 0.3 | 12 | 0
Skin and Subcutaneous Tissue Disorders

Rashf 1244 | 1007 | 87 | 0.3
Musculoskeletal and Connective Tissues Disorders

Back pain 1 0.7 | 1" | 0.7
Reproductive System

Pelvic pain | 1140 | 1.0 | 1443 | 1.743

Graded per NCI CTCAE v5.0

T Includes urinary tract infection, urinary tract infection pseudomonal, pyelonephritis acute,
cystitis, Escherichia urinary tract infection

¥ Includes fatigue, asthenia

§ Includes hypothyroidism, autoimmune hypothyroidism
' Includes erythema multiforme, dermatitis, drug eruption, eczema, rash, skin exfoliation,

dermatitis bullous, rash maculo-papular, lichen planus, dyshidrotic eczema, dermatitis

acneiform

Table 2: Laboratory Abnormalities Worsened from Baseline Occurring in 220% of Patients with FIGO 2014
Stage IlI-IVA Cervical Cancer Receiving KEYTRUDA in KEYNOTE-A18

KEYTRUDA Placebo
200 mg every 3 weeks
and 400 mg every
6 weeks with
Laboratory Test* with chemoradiotherapy
chemoradiotherapy
All Grades 3- All Grades 3-
Gradest 4 Gradest 4
(%) (%) (%) (%)
Hematology
Lymphopenia 99 96 99 92
Leukopenia 96 4846 94 49
Anemia 8788 3334 8281 2725
Neutropenia 7675 3332 7674 33
Thrombocytopenia 6465 98 6264 76
Chemistry
Hypomagnesemia 61569 4.2 63 3.73:4
Hyponatremia 5654 4.83.8 5047 4.7
Increased AST 5045 1.7 4439 2.34+7
Increased ALT 4944 3.124 4644 1
Hypocalcemia 4543 548 4340 543
Hypokalemia 4442 1544 4138 1140
Increased creatinine 4441 76 4643 6
Hypoalbuminemia 3837 2407 3735 2.3+7
Increased alkaline 3834 0.3 3533 0.3
phosphatase
Hyperkalemia 21 2.0 16 1

*  Laboratory abnormality percentage is based on the number of patients who
had both baseline and at least one post-baseline laboratory measurement
for each parameter: KEYTRUDA + chemoradiotherapy (range: 2886 to
2934 patients) and placebo + chemoradiotherapy (range: 2998 to

3010 patients)

T Graded per NCI CTCAE v5.0
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8.5 Geriatric Use

[...]

Of 2942 adult patients with FIGO 2014 Stage llI-IVA cervical cancer who were treated with KEYTRUDA in
combination with CRT in KEYNOTE-A18, 42 (14%) were 65 years and over. No overall differences in safety or
efficacy-werewas observed between elderly patients 265 years of age and younger patients.
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Melanoma
o KEYTRUDA is indicated for the treatment of adult and pediatric (12 years and older) patients with
unresectable or metastatic melanoma.
o KEYTRUDA is indicated for the adjuvant treatment of adult and pediatric (12 years and older) patients with
Stage IIB, IIC, or Il melanoma following complete resection.

Non-Small Cell Lung Cancer

o 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.

o 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.

o 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.

o 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.

o KEYTRUDA, as a single agent, is indicated as adjuvant treatment following resection and platinum-based
chemotherapy for adult patients with Stage IB (T2a 24 cm), Il, or [IA NSCLC.

o KEYTRUDA, in combination with platinum-containing chemotherapy as neoadjuvant treatment, and then
continued as monotherapy as adjuvant treatment, is indicated for the treatment of resectable NSCLC at high
risk of recurrence in adults (for selection criteria, see section 14 CLINICAL STUDIES).

Head and Neck Cancer

o 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).

o 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.

o 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
o KEYTRUDA is indicated for the treatment of adult patients with relapsed or refractory classical Hodgkin
lymphoma (cHL).
o 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 ymphoma (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 Cancer

o KEYTRUDA, as a single agent, 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
PDL1 (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.

o KEYTRUDA, as a single agent, 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.
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o KEYTRUDA, as a single agent, 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.

e KEYTRUDA, in combination with enfortumab vedotin, is indicated for the first-line treatment of adult
patients with unresectable or metastatic urothelial cancer.

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 (dMMR).
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.

Gastric Cancer

o KEYTRUDA, in combination with trastuzumab, fluoropyrimidine and platinum-containing chemotherapy, is
indicated for the first-line treatment of locally advanced unresectable or metastatic HER2-positive gastric or
gastro-oesophageal junction (GEJ) adenocarcinoma in adults whose tumors express PD-L1 with a CPS 21 as
determined by a validated test.

o KEYTRUDA, in combination with fluoropyrimidine- and platinum-containing chemotherapy, is indicated for the
first-line treatment of adults with locally advanced unresectable or metastatic HER2-negative gastric or
gastroesophageal junction (GEJ) adenocarcinoma whose tumors express PD-L1 with a CPS >1 as
determined by a validated test.

Cervical Cancer

o KEYTRUDA, in combination with chemoradiotherapy (CRT), is indicated for the treatment of patients with
FIGO 2014 Stage llI-IVA cervical cancer.

o 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 =1) as
determined by a validated test.

o 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.

Biliary Tract Cancer
KEYTRUDA, in combination with gemcitabine and cisplatin, is indicated for the treatment of patients with locally
advanced unresectable or metastatic biliary tract cancer (BTC).

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

Esophageal Cancer
o 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.
o 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 =10) as determined by a validated test,
with disease progression after one or more prior lines of systemic therapy.
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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).

Tumor Mutational Burden-High 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.

Triple Negative Breast Cancer
o 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.
o 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

o KEYTRUDA, in combination with carboplatin and paclitaxel, followed by KEYTRUDA as a single agent, for the
treatment of adult patients with primary advanced or recurrent pMMR endometrial carcinoma at least 12
months from prior adjuvant chemotherapy, and dMMR endometrial carcinoma regardless of prior adjuvant
treatment.

¢ 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.

Malignant Pleural Mesothelioma
KEYTRUDA, in combination with pemetrexed and platinum chemotherapy, is indicated for the first line treatment of
adults with unresectable non-epithelioid malignant pleural mesothelioma.
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