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unknown; 34% ECOG PS of 0 and 66% ECOG PS of 1. Forty-five percent of patients had locally
recurrent only cSCC, 24% had metastatic only cSCC, and 31% had both locally recurrent and metastatic
cSCC. Eighty-seven percent received one or more prior lines of therapy; 74% received prior radiation
therapy.

Among the 54 patients with locally advanced cSCC treated, the study population characteristics were:
median age of 76 years (range: 35 to 95), 80% age 65 or older; 72% male; 83% White, 13% race
unknown; 41% ECOG PS of 0 and 59% ECOG PS of 1. Twenty-two percent received one or more prior
lines of therapy; 63% received prior radiation therapy.

Efficacy results are summarized in Table 97.
Table 97: Efficacy Results in KEYNOTE-629

KEYTRUDA KEYTRUDA
E . Recurrent or Metastatic Locally Advanced cSCC
ndpoint
cSCC
n=105 n=54
Objective Response Rate
ORR (95% ClI) 35% (26, 45) 50% (36, 64)
Complete response rate 11% 17%
Partial response rate 25% 33%
Duration of Response* n=37 n=27
Median in months (range) NR (2.7, 30.4+) NR (1.0+, 17.2+)
% with duration 26 months 76% 81%
% with duration 212 months 68% 37%
* Median follow-up time: recurrent or metastatic cSCC: 23.8 months; locally advanced cSCC: 13.4

months
+  Denotes ongoing response

14.19 Triple-Negative Breast Cancer
Neoadjuvant and Adjuvant Treatment of High-Risk Early-Stage TNBC

The efficacy of KEYTRUDA in combination with neoadjuvant chemotherapy followed by surgery and
continued adjuvant treatment with KEYTRUDA as a single agent was investigated in KEYNOTE-522
(NCT03036488), a randomized (2:1), multicenter, double-blind, placebo-controlled trial conducted in
1174 patients with newly diagnosed previously untreated high-risk early-stage TNBC (tumor size >1 cm
but <2 cm in diameter with nodal involvement or tumor size >2 cm in diameter regardless of nodal
involvement). Patients were enrolled regardless of tumor PD-L1 expression. Patients with active
autoimmune disease that required systemic therapy within two years of treatment or a medical condition
that required immunosuppression were ineligible. Randomization was stratified by nodal status (positive
vs. negative), tumor size (T1/T2 vs. T3/T4), and choice of carboplatin (dosed every 3 weeks vs. weekly).

Patients were randomized (2:1) to one of the following two treatment arms; all study medications were
administered intravenously:

e Arm1:

e Four cycles of preoperative KEYTRUDA 200 mg every 3 weeks on Day 1 of cycles 1-4 of
treatment regimen in combination with:

o Carboplatin
=  AUC 5 mg/mL/min every 3 weeks on Day 1 of cycles 1-4 of treatment regimen
=0Or-

= AUC 1.5 mg/mL/min every week on Days 1, 8, and 15 of cycles 1-4 of treatment
regimen

-and-

o Paclitaxel 80 mg/m? every week on Days 1, 8, and 15 of cycles 1-4 of treatment regimen
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e Followed by four additional cycles of preoperative KEYTRUDA 200 mg every 3 weeks on Day 1
of cycles 5-8 of treatment regimen in combination with:

o Doxorubicin 60 mg/m? -or- epirubicin 90 mg/m? every 3 weeks on Day 1 of cycles 5-8 of
treatment regimen -and-

o Cyclophosphamide 600 mg/m? every 3 weeks on Day 1 of cycles 5-8 of treatment
regimen

e Following surgery, nine cycles of KEYTRUDA 200 mg every 3 weeks were administered.

e Arm2:

e Four cycles of preoperative placebo every 3 weeks on Day 1 of cycles 1-4 of treatment regimen
in combination with:

o Carboplatin
= AUC 5 mg/mL/min every 3 weeks on Day 1 of cycles 1-4 of treatment regimen
-or-
. AU_C 1.5 mg/mL/min every week on Days 1, 8, and 15 of cycles 1-4 of treatment
regimen
-and-
o Paclitaxel 80 mg/m?2 every week on Days 1, 8, and 15 of cycles 1-4 of treatment regimen

e Followed by four cycles of preoperative placebo every 3 weeks on Day 1 of cycles 5-8 of
treatment regimen in combination with:

o Doxorubicin 60 mg/m?2 -or- epirubicin 90 mg/m?2 every 3 weeks on Day 1 of cycles 5-8 of
treatment regimen -and-

o Cyclophosphamide 600 mg/m?2 every 3 weeks on Day 1 of cycles 5-8 of treatment
regimen

e Following surgery, nine cycles of placebo every 3 weeks were administered.

The main efficacy outcomes were pCR rate and EFS. pCR was defined as absence of invasive cancer in
the breast and lymph nodes (ypTO/Tis ypNO) and was assessed by the blinded local pathologist at the
time of definitive surgery. EFS was defined as the time from randomization to the first occurrence of any
of the following events: progression of disease that precludes definitive surgery, local or distant
recurrence, second primary malignancy, or death due to any cause. An additional efficacy outcome was
overall survival (OS).

The study population characteristics were: median age of 49 years (range: 22 to 80), 11% age 65 or
older; 99.9% female; 64% White, 20% Asian, 4.5% Black, and 1.8% American Indian or Alaska Native;
87% ECOG PS of 0 and 13% ECOG PS of 1; 56% were pre-menopausal status and 44% were
post-menopausal status; 7% were primary Tumor 1 (T1), 68% T2, 19% T3, and 7% T4; 49% were nodal
involvement 0 (NO), 40% N1, 11% N2, and 0.2% N3; 75% of patients were overall Stage Il and 25% were
Stage Il.

Table 98 and Figure 32 summarize the efficacy results for KEYNOTE-522. At the protocol pre-specified
IA4 interim analysis of OS, OS data were not mature with 45% of the required events for the final
analysis.
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Table 98: Efficacy Results in KEYNOTE-522

Endpoint KEYTRUDA Placebo
200 mg every 3 weeks with chemotherapy/Placebo
with chemotherapy/KEYTRUDA
n=784 n=390
PCR (ypT0/Tis ypNO)*
Number of patients with pCR 494 217

pCR Rate (%), (95% CI)

63.0 (59.5, 66.4)

55.6 (50.6, 60.6)

Treatment difference (%) estimate
(95% CIyt+

7.5 (1.6, 13.4)

EFS

Number of patients with event (%)

123 (16%)

93 (24%)

Hazard ratio (95% CI)8

0.63 (0.48, 0.82)

0.00031

p-Value™
*

Based on the entire intention-to-treat population n=1174 patients
t Based on a pre-specified pCR interim analysis in n=602 patients, the pCR rate difference was statistically
significant (p=0.00055 compared to a significance level of 0.003).

*+ o= W H

147

Based on Miettinen and Nurminen method stratified by nodal status, tumor size, and choice of carboplatin
Based on stratified Cox regression model
Based on a pre-specified EFS interim analysis (compared to a significance level of 0.0052)
Based on log-rank test stratified by nodal status, tumor size, and choice of carboplatin
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Figure 32: Kaplan-Meier Curve for Event-Free Survival in KEYNOTE-522
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Locally Recurrent Unresectable or Metastatic TNBC

The efficacy of KEYTRUDA in combination with paclitaxel, paclitaxel protein-bound, or gemcitabine and
carboplatin was investigated in KEYNOTE-355 (NCT02819518), a multicenter, double-blind, randomized,
placebo-controlled trial conducted in 847 patients with locally recurrent unresectable or metastatic TNBC,
regardless of tumor PD-L1 expression, who had not been previously treated with chemotherapy in the
metastatic setting. Patients with active autoimmune disease that required systemic therapy within 2 years
of treatment or a medical condition that required immunosuppression were ineligible. Randomization was
stratified by chemotherapy treatment (paclitaxel or paclitaxel protein-bound vs. gemcitabine and
carboplatin), tumor PD-L1 expression (CPS =1 vs. CPS <1) according to the PD-L1 IHC 22C3 pharmDx
kit, and prior treatment with the same class of chemotherapy in the neoadjuvant setting (yes vs. no).

Patients were randomized (2:1) to one of the following treatment arms; all study medications were
administered via intravenous infusion:

e KEYTRUDA 200 mg on Day 1 every 3 weeks in combination with paclitaxel protein-bound 100 mg/m?
on Days 1, 8 and 15 every 28 days, paclitaxel 90 mg/m2on Days 1, 8, and 15 every 28 days, or
gemcitabine 1000 mg/m? and carboplatin AUC 2 mg/mL/min on Days 1 and 8 every 21 days.
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e Placebo on Day 1 every 3 weeks in combination with paclitaxel protein-bound 100 mg/m?2 on Days 1,
8 and 15 every 28 days, paclitaxel 90 mg/m2 on Days 1, 8, and 15 every 28 days, or gemcitabine
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1000 mg/m2 and carboplatin AUC 2 mg/mL/min on Days 1 and 8 every 21 days.

Assessment of tumor status was performed at Weeks 8, 16, and 24, then every 9 weeks for the first year,
and every 12 weeks thereafter. The main efficacy outcome measures were OS and PFS as assessed by

BICR according to RECIST v1.1, modified to follow a maximum of 10 target lesions and a maximum of 5

target lesions per organ, tested in the subgroup of patients with CPS =210. Additional efficacy outcome

measures were ORR and DoR as assessed by BICR.

The study population characteristics for patients were: median age of 53 years (range: 22 to 85), 21%
age 65 or older; 100% female; 68% White, 21% Asian, and 4% Black; 60% ECOG PS of 0 and
40% ECOG PS of 1; and 68% were post-menopausal status. Seventy-five percent of patients had tumor

PD-L1 expression CPS =1 and 38% had tumor PD-L1 expression CPS =10.
Table 99 and Figures 33 and 34 summarize the efficacy results for KEYNOTE-355.
Table 99: Efficacy Results in KEYNOTE-355 (CPS 210)

Reference ID: 5309748

Endpoint KEYTRUDA Placebo
200 mg every 3 weeks every 3 weeks
with chemotherapy with chemotherapy
n=220 n=103
os*
Number of patients with event 155 (70%) 84 (82%)

(%)

Median in months (95% CI)

23 (19.0, 26.3)

16.1 (12.6, 18.8)

Hazard ratio’ (95% ClI)

0.73 (0.55, 0.95)

p-Value* 0.0093

PFSS
Number of patients with event 136 (62%) 79 (77%)
(%)
Median in months (95% ClI) 9.7 (7.6, 11.3) 5.6 (56.3,7.5)

Hazard ratio’ (95% Cl)

0.65 (0.49, 0.86)

p-Value'

0.0012

Objective Response Rate (Confi

rmed)*

ORR (95% Cl)

53% (46, 59)

41% (31, 51)

Complete response rate 17% 14%

Partial response rate 35% 27%

Duration of Response* n=116 n=42
Median in months (95% CI) 12.8 (9.9, 25.9) 7.3(5.5,15.4)

* Based on the pre-specified final analysis
t Based on stratified Cox regression model
* One-sided p-Value based on stratified log-rank test (compared to a significance level of

0.0113)

§ Based on a pre-specified interim analysis
f One-sided p-Value based on stratified log-rank test (compared to a significance level of

0.00411)
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Figure 33: Kaplan-Meier Curve for Overall Survival in KEYNOTE-355 (CPS 210)
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Figure 34: Kaplan-Meier Curve for Progression-Free Survival in KEYNOTE-355 (CPS 210)
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14.20 Adult Classical Hodgkin Lymphoma and Adult Primary Mediastinal Large B-Cell Lymphoma:
Additional Dosing Regimen of 400 mg Every 6 Weeks

The efficacy and safety of KEYTRUDA using a dosage of 400 mg every 6 weeks for the classical Hodgkin
lymphoma and primary mediastinal large B-cell ymphoma indications for adults was primarily based on
the dose/exposure efficacy and safety relationships and observed pharmacokinetic data in patients with
melanoma [see Clinical Pharmacology (12.2)].

16 HOW SUPPLIED/STORAGE AND HANDLING
KEYTRUDA injection (clear to slightly opalescent, colorless to slightly yellow solution):

Carton containing one 100 mg/4 mL (25 mg/mL), single-dose vial (NDC 0006-3026-02)

Carton containing two 100 mg/4 mL (25 mg/mL), single-dose vials (NDC 0006-3026-04)

Store vials under refrigeration at 2°C to 8°C (36°F to 46°F) in original carton to protect from light. Do
not freeze. Do not shake.

17 PATIENT COUNSELING INFORMATION
Advise the patient to read the FDA-approved patient labeling (Medication Guide).

Immune-Mediated Adverse Reactions

¢ Inform patients of the risk of inmune-mediated adverse reactions that may be severe or fatal, may
occur after discontinuation of treatment, and may require corticosteroid treatment and interruption or
discontinuation of KEYTRUDA. These reactions may include:
¢ Pneumonitis: Advise patients to contact their healthcare provider immediately for new or
worsening cough, chest pain, or shortness of breath [see Warnings and Precautions (5.1)].
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e Colitis: Advise patients to contact their healthcare provider immediately for diarrhea or severe
abdominal pain [see Warnings and Precautions (5.1)].

e Hepatitis: Advise patients to contact their healthcare provider immediately for jaundice, severe
nausea or vomiting, or easy bruising or bleeding [see Warnings and Precautions (5.1)].

e Endocrinopathies: Advise patients to contact their healthcare provider immediately for signs or
symptoms of adrenal insufficiency, hypophysitis, hypothyroidism, hyperthyroidism, or Type 1
diabetes mellitus [see Warnings and Precautions (5.1)].

e Nephritis: Advise patients to contact their healthcare provider immediately for signs or symptoms
of nephritis [see Warnings and Precautions (5.1)].

e Severe skin reactions: Advise patients to contact their healthcare provider immediately for any
signs or symptoms of severe skin reactions, SJS or TEN [see Warnings and Precautions (5.1)].

e Other immune-mediated adverse reactions:

o Advise patients that immune-mediated adverse reactions can occur and may involve any
organ system, and to contact their healthcare provider immediately for any new or worsening
signs or symptoms [see Warnings and Precautions (5.1)].

o Advise patients of the risk of solid organ transplant rejection and to contact their healthcare
provider immediately for signs or symptoms of organ transplant rejection [see Warnings and
Precautions (5.1)].

Infusion-Related Reactions

e Advise patients to contact their healthcare provider immediately for signs or symptoms of infusion-
related reactions [see Warnings and Precautions (5.2)].

Complications of Allogeneic HSCT

e Advise patients of the risk of post-allogeneic hematopoietic stem cell transplantation complications
[see Warnings and Precautions (5.3)].

Embryo-Fetal Toxicity

e Advise females of reproductive potential of the potential risk to a fetus and to inform their healthcare
provider of a known or suspected pregnancy [see Warnings and Precautions (5.5), Use in Specific
Populations (8.1, 8.3)].

e Advise females of reproductive potential to use effective contraception during treatment with
KEYTRUDA and for 4 months after the last dose [see Warnings and Precautions (5.5), Use in
Specific Populations (8.1, 8.3)].

Lactation

e Advise women not to breastfeed during treatment with KEYTRUDA and for 4 months after the last
dose [see Use in Specific Populations (8.2)].

Laboratory Tests

e Advise patients of the importance of keeping scheduled appointments for blood work or other
laboratory tests [see Warnings and Precautions (5.1)].

Manufactured by: Merck Sharp & Dohme LLC
Rahway, NJ 07065, USA
U.S. License No. 0002

For patent information: www.msd.com/research/patent

The trademarks depicted herein are owned by their respective companies.
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e are breastfeeding or plan to breastfeed. It is not known if KEYTRUDA passes into your breast milk. Do not
breastfeed during treatment with KEYTRUDA and for 4 months after your last dose of KEYTRUDA.

Tell your healthcare provider about all the medicines you take, including prescription and over-the-counter
medicines, vitamins, and herbal supplements.

How will | receive KEYTRUDA?

¢ Your healthcare provider will give you KEYTRUDA into your vein through an intravenous (1V) line over 30 minutes.
¢ In adults, KEYTRUDA is usually given every 3 weeks or 6 weeks depending on the dose of KEYTRUDA that you
are receiving.

In children, KEYTRUDA is usually given every 3 weeks.

Your healthcare provider will decide how many treatments you need.

Your healthcare provider will do blood tests to check you for side effects.

If you miss any appointments, call your healthcare provider as soon as possible to reschedule your appointment.

What are the possible side effects of KEYTRUDA?

KEYTRUDA can cause serious side effects. See “What is the most important information | should know about
KEYTRUDA?”

Common side effects of KEYTRUDA when used alone include: feeling tired, pain, including pain in muscles, rash,
diarrhea, fever, cough, decreased appetite, itching, shortness of breath, constipation, bones or joints and stomach-area
(abdominal) pain, nausea, and low levels of thyroid hormone.

Side effects of KEYTRUDA when used alone that are more common in children than in adults include: fever,
vomiting, headache, stomach area (abdominal) pain, and low levels of white blood cells.

Common side effects of KEYTRUDA when given with certain chemotherapy or chemotherapy with radiation
therapy medicines include: feeling tired or weak, nausea, constipation, diarrhea, decreased appetite, rash, vomiting,
cough, trouble breathing, fever, hair loss, inflammation of the nerves that may cause pain, weakness, and paralysis in
the arms and legs, swelling of the lining of the mouth, nose, eyes, throat, intestines, or vagina, mouth sores, headache,
weight loss, stomach-area (abdominal) pain, joint and muscle pain, trouble sleeping, bleeding, blisters, or rash on the
palms of your hands and soles of your feet, urinary tract infection, and low levels of thyroid hormone.

Common side effects of KEYTRUDA when given with chemotherapy and bevacizumab include: tingling or
numbness of the arms or legs, hair loss, low red blood cell count, feeling tired or weak, nausea, low white blood cell
count, diarrhea, high blood pressure, decreased platelet count, constipation, joint aches, vomiting, urinary tract
infection, rash, low levels of thyroid hormone, and decreased appetite.

Common side effects of KEYTRUDA when given with axitinib include: diarrhea, feeling tired or weak, high blood
pressure, liver problems, low levels of thyroid hormone, decreased appetite, blisters or rash on the palms of your hands
and soles of your feet, nausea, mouth sores or swelling of the lining of the mouth, nose, eyes, throat, intestines, or
vagina, hoarseness, rash, cough, and constipation.

Common side effects of KEYTRUDA when given with lenvatinib include: low levels of thyroid hormone, high blood
pressure, feeling tired, diarrhea, joint and muscle pain, nausea, decreased appetite, vomiting, mouth sores, weight loss,
stomach-area (abdominal) pain, urinary tract infection, protein in your urine, constipation, headache, bleeding, blisters
or rash on the palms of your hands and soles of your feet, hoarseness, rash, liver problems, and kidney problems.

Common side effects of KEYTRUDA when given with enfortumab vedotin include: rash, tingling or numbness of
the arms or legs, feeling tired, itching, diarrhea, hair loss, weight loss, decreased appetite, dry eye, nausea,
constipation, changes in sense of taste, and urinary tract infection.

These are not all the possible side effects of KEYTRUDA.

Call your doctor for medical advice about side effects. You may report side effects to FDA at 1-800-FDA-1088.
General information about the safe and effective use of KEYTRUDA

Medicines are sometimes prescribed for purposes other than those listed in a Medication Guide. You can ask your
pharmacist or healthcare provider for information about KEYTRUDA that is written for health professionals.

What are the ingredients in KEYTRUDA?
Active ingredient: pembrolizumab

Inactive ingredients: KEYTRUDA injection: L-histidine, polysorbate 80, sucrose, and Water for Injection.

U.S. License No. 0002
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