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EKEYTRUDSBG!

pembrolizumakinjection
Produced in Chinese hamster ovary cells by recombidaoiyribonucleic acitechnology
Solution forsubcutaneous injection
395 mg/2.4 ml(165mg/mL) singleuse vial
790 mg/4.8 mL(165 mg/mL) singleuse vial

Antineoplastic agent, monoclonal antibody

KEYTRUD&C indicated for:

9 Adult and pediatric patient&2 years and oldewith refractory or relapsed classical
Hodgkin Lymphoma (cHL), as monotherapy, who have failed autologous stem cell
transplant (ASCT) or who are not candidates for ragtnt salvage chemotherapy and
ASCT.

9 Adult and pediatric patient&2 years and oldewith refractory Primary Mediastinal
B-cell Lymphoma (PMBCL) or who have relapsed after 2 or more lines of therapy, g
monotherapy.

1 Adult patients with Bacillus Calmettguerin (BC&)nresponsive, highisk, normuscle
invasive bladder cancer (NMIBC) with carcinomsitim (CIS) with or without papillary
tumours who are ineligible for or have elected not to undergo cystectomy.

has been issued markauthorizationwith conditions, pending the results dfialsto verifyits
clinical benefit. Patients should be advised of the nature of the authorization. For further
information forKEYTRUDBCLJ S &S NBFSNJ G2 | SFf 4K [/ togditidhs- ¢
drug products web sitenttps://www.canada.ca/en/healthcanada/services/drugbealth-
products/drugproducts/noticecompliance/conditions.html

KEYTRUDRG indicated forthe:

1 Treatment of adult patients with unresectable or metastatic melanoma who have ng
received prior treatment with ipilimumab. Subjects with BRAF V600 mutant melano
may have received prior BRAF inhibitor therapy.

1 Treatment of adult patients with unresectable or metastatic melanoma and disease
progression following ipilimumab therapy and, if BRAF V600 mutation positive, follg
a BRAF or MEK inhibitor.

1 Adjuvant treatment of adult and pediatric patiert? years and oldewith Stage 1I1BIIC
or lllmelanoma following complete resection.

i Firstline treatment, as monotherapy, of adyatientswith metastatic norsmall cell
lung carcinoma (NSCLC) or stage Il disease where patients are not candidates for
surgical resection or definitive chemoradiation, expressing-P[Drumour Proportion
Score (TP1%] as determined by a validated test, with no EGFR or ALK genomic
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tumour aberrations.

1 Treatment of adult patients with metastatic nesguamous NSCLC in combination witf
pemetrexed and platinum chemotherapy, with no EGFR or ALK genomic tumour
aberrations, and no prior systemic chemotherapy treatment for metastatic NSCLC.

1 Treatment of adult patients with metastatic squamous NSCLC in combination with
carboplatin and either paclitaxel or ngdaclitaxel, with no prior systemic chemotherap
treatment for metastatic NSCLC.

1 Treatment of adult patients with metastatic NSCLC as monotherapy, whose tumour
expressPP M @¢ dzY2dzNJ t N2LR2NIA2Y {O2NB 6¢t {
and who have disease progression on or after platireontaining chemotherapy.
Patients wih EGFR or ALK genomic tumour aberrations should have received auth
therapy for these aberrations prior to receividdeY TRUDBC

1 Adjuvant treatment of adult patients with Stage IB (TRal cm), Il, or llIA NSCLC who
have undergone complete resectiamd platinumbased chemotherapy

T Treatment of adult patients with resectable Stage I, IlIA, or HBE3 NSCLC in
combination with platinuracontaining chemotherapy as neoadjuvant treatment, and
then continued as monotherapy as adjuvant treatment after surgery.

1 Treatment of adult patients with unresectable locally advanced or metastatic urothe
cancer(mUC) in combination with enfortumab vedotin with no prior systemic therapy
for mUC.

1 Treatment of ault patients with locally advanced unresectable or metastatic urothelia
carcinoma, as monotherapy, who are not eligible for any platioomtaining
chemotherapy.

1 Treatment of adult patients with locally advanced or metastatic urothelial carcinoms
monotherapy, who have disease progression during or following platioomtaining
chemotherapy or within 12 months of completing neoadjuvant or adjuvant platinum
containing chemotherapy.

1 Treatment of adult patients with advanced or metastatic renal cell carcinoma (RCC
combination with axitinib, with no prior systemic therapy for metastatic RCC.

1 Treatment of adult patients with advanced (not amenable to curative surgery or
radiation) or metastatic RCC in combination with lenvatimith no prior systemic
therapy for metastatic RCC.

1 Adjuvant treatment, as monotherapy, of adult patients with RCC at intermediigte or
high risk of recurrence following nephrectomy, or following nephrectomy and resect
of metastatic lesions.

i Treatment, as monotherapy, of adult patients with metastatic M&br AMMR
colorectal cancer (CR&3 determined by a validated test

i Treatment, as monotherapy, of adult and pediatric patieh?syears and oldewith
unresectable or metastatic microsatellite instabiitigh (MSIH) or mismatch repair
deficient (dMMR) solid tumours, as determined by a validated test, that have progre
following prior treatment and who have no satisfactory alternative treatmaptions.

1 Treatment of adult patients with advanced endometrial carcinoma, in combination v
lenvatinib, that is not microsatellite instability high (M$) or mismatch repair deficient
(dMMR), who have disease progression following prior platiased systemidierapy
and are not candidates for curative surgery or radiation.

i Firstline treatment of metastatic or unresectable recurrent head and neck squamou
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cell carcinoma (HNSCC) as monotherapy, in adult patients whose tumours hate PI
expressionCombined Positive Scof€PHx ) as determined by a validated test.

i Firstline treatment of metastatic or unresectable recurrent head and neck squamou
cell carcinoma (HNSCC) in combination with platinum and fluorouracil (FU)
chemotherapy, in adult patients.

1 Firstline treatment, in combination with trastuzumab, fluoropyrimidirend platinum
containing chemotherapy, of adult patients with locally advanced unresectable or
metastatic HERPositive gastric or gastroesophageal junction (GEJ) adenocarcinom
whose tumaurs express PD1 (Combined Positive Score [CiPS]) as determined by a
validated test.

1 Firstline treatment in combination with fluoropyrimidineand platinumcontaining
chemotherapyof adult patients witHocally advanced unresectable or metastatiER2
negativegastric or gastroesophageal junction (GiiBnocarcinoma

9 Firstline treatment in combination with platinum and fluoropyrimidine based
chemotherapyof adult patients withlocally advanced unresectable or metastatic
carcinoma of the esophagus

1 Treatent of adult patients with highiisk earlystage triplenegative breast cancer
(TNBC) in combination with chemotherapy as neoadjuvant treatment, and then
continued as monotherapy as adjuvant treatment after surgery.

1 Treatment of ault patients in combination with chemotherapy with locally recurrent
unresectable or metastatic triptaegative breast cancer (TNBC), who have not receiy
prior chemotherapy for metastatic disease and whose tunsaexpress PD1
0/ 2Y0AYSR t23aAGABS {O2NB o/ t{8 x mMno

1 Treatment of adult patients with persistent, recurrent, or metastatic cervical cancer
whose tumours express FL (CP%1) as determined by a validated test, in
combination with chemotherapy with or without bevacizumab.

1 Treatment of adult patients with locally advanced unresectable or metastatic biliary
carcinoma (BTC), in combination with gemcitabi@sed chemotherapy.

has been issued market authorizatiemhout conditions.

Merck Canada Inc. Date ofAuthorization
16750 route Transcanadienne February03, 2056
Kirkland QC Canada H9H 4M7

www.merck.ca

Control No: 295692
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What is a Notice of Compliance with Conditions (NOC/c)?
An NOC/c is a form of market approval granted to a product on the basis of promising evidence of
clinical effectiveness following review of the submission by Health Canada.

t NPRdzOGa | dzi K2NAT SR dzy RSNJ I S fGK /I yFRFQa bh/ k0O L
diagnosis of a serious, litareatening or severely debilitating illness. They have demonstrated

promising benefit, are of high quality and possess aejpieble safety profile based on a benefit/risk

assessment. In addition, they either respond to a serious unmet medical need in Canada or have
demonstrated a significant improvement in the benefit/risk profile over existing therapies. Health

Canada has praged access tthis producton the condition that sponsors carry out additional clinical

trials to verify the anticipated benefit within an agreed upon time frame.
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Part 1: Healthcare Professional Information
1. Indications
KEYTRUD&(pembrolizumalinjection) is indicated for:

Melanoma

KEYTRUD®QAs indicated for the treatment of adult patients witinresectable or metastatic

melanoma who have not received prior treatment with ipilimumab. Subjects with BRAF V600 mutant
melanoma may have received prior BRAF inhibitor therapy.

KEYTRUD®QAs indicated for the treatment of adult patients witinresectable or metastatic
melanomaand disease progression following ipilimumab therapy and, if BRAF V600 mutation positive,
following a BRAF or MEK inhibitor

KEYTRUD®(Cs indicated for the adjuvant treatment of adult and pediatric patiel®syears and older
with Stage 1IBIICor Il melanomafollowing complete resection.

Non-Small Cell Lung Carcinoma

KEYTRUD®Cas monotherapy is indicated for the firhe treatment of adulpatientswith metastatic

non-small cell lung carcinoma (NSCLC) or stage Il disease where patients are not candidates for surgical
resection or definitive chemoradiation, expressingP® @ ¢ dzY 2 dzNJ t NP LJ2%WEsA 2y { O2 NB
determined by a validated test, with no EGFR or ALK genomic tumour aberratipasitive

association was observed between the level oflADexpression and the magnitude of the treatment

benefit (Seel4 Clinical Tria)s

KEYTRUD®BC in combination with pemetrexed and platinum chemotherapy, is indicated for the
treatment of adult patients with metastatic nesquamous NSCLC with no EGFR or ALK genomic
tumour aberrations, and no prior systemic chemotherapy treatment for metastatic GISCL

KEYTRUD®BC in combination with carboplatin and either paclitaxel or fadzlitaxel, is indicated for
the treatment of adult patients with metastatic squamous NSCLC with no prior systemic chemotherapy
treatment for metastatic NSCLC.

KEYTRUD®Cas monotherapys indicated for the treatment of adult patients with metastatic NSCLC
whose tumours express FILL ¢ t { gs deterndined by a validated test and who halsease
progression on or afteplatinum-containing chemotherapy. Patients with EGFR or ALK genomic tumour
aberrations should have received an authorized therapy for these aberrations priecdo/ing
KEYTRUDBC

KEYTRUD®Cas monotherapy is indicated for the adjuvant treatmentdilt patients with Stage 1B
(T2ad 4 cm), Il, or A NSCLC who have undergone complete resantiguiatinumbased
chemotherapy

KEYTRUD®QGs indicated for the treatment of adult patients with resectable Stage II, IlIA, or IHB (T3
4N2) NSCLC in combination with platiraontaining chemotherapy as neoadjuvant treatment, and
then continued as monotherapy as adjuvant treatment after surgery.
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Hodgkin Lymphoma

KEYTRUD®Cas monotherapy is indicated for the treatment of adult and pedigidtients12 years

and olderwith refractory or relapsed classical Hodgkin Lymphoma (cHL) who have failed autologous
stem cell transplant (ASCT), or who are not candidates for-ag#tnt salvage chemotherapy and ASCT.
An improvement in overall survival has not yet been established

Primary Mediastinal Bcell Lymphoma

KEYTRUD®Cas monotherapy is indicated for the treatment of adult and pediatric patié@tgears

and olderwith refractory primary mediastinal-Bell ymphoma (PMBCL), or who have relapsed after 2
or more lines of therapyAnimprovement in survival or diseaselated symptoms has not been
established.

Urothelial Carcinoma

KEYTRUD®BC in combination with enfortumab vedotin, is indicated for the treatment of adult patients
with unresectable locally advanced or metastatic urothelisoes(mUC) with no prior systemic

therapy for mUC.

KEYTRUD®(s indicated for the treatment of adult patients with locally advanced unresectable or
metastatic urothelial carcinoma, as monotherapy, who are not eligible for any platowntaining
chemotherapy. An improvement in survival or diseaskated symptoms &s not been established.

KEYTRUD®(As indicated for the treatment of adult patients with locally advanced or metastatic
urothelial carcinoma as monotherapy who halisease progression during or following platinum

containing chemotherapy or within 12 months of completing neoadjuvant or adjuvant platinum
containing chemotherapy.

KEYTRUD®Gs indicated for the treatment of adult patients with Bacillus Calm&itgerin(BCG)
unresponsive, highisk, normuscle invasive bladder cancer (NMIBC) with carcinorsgunCIS) with
or without papillary tumours who are ineligible for or have elected not to undergo cystectomy.
9 The indication is authorized based on tumour complete response rate and durability of
response (Seg4 Clinical Tria)s

Renal Cell Carcinoma

KEYTRUD®BC in combination with axitinib, is indicated for the treatment of adult patients with
advanced or metastatic renal cell carcinoma (RCC) with no prior systemic therapy for metastatic RCC
(Seel4 Clinical Tria)s

KEYTRUD®&C in combination with lenvatinib, is indicated for the treatment of adult patients with
advanced (not amenable to curative surgery or radiation) or metastatic RCC with no prior systemic
therapy for metastatic ROGeel4 Clinical Tria)s

KEYTRUD®C as monotherapy, is indicated for the adjuvant treatment of adult patients with RCC at
intermediate-high or high risk of recurrence following nephrectomy, or following nephrectomy and
resection of metastatic lesions.

Colorectal Cancer
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KEYTRUD®Gs indicated as monotherapyfor the treatment of adult patients with metastatic M8l
or dMMR colorectal cancer (CREB)determined by a validated test

Microsatellite Instability-High Cancer (MSH) or Mismatch Repair Deficient (dMMR) Cancer
KEYTRUD®Gs indicated as monotherapy for the treatment of adult and pediatric patié@tgears
and olderwith unresectable or metastatic microsatellite instabiitigh (MSIH) or mismatch repair
deficient (dAMMR) solid tumars, as determined by a validated test, that have progressed following
prior treatment and who have no satisfactory alternative treatment options.

Endometrial Carcinoma

KEYTRUD®BC in combination with lenvatinib, is indicated for the treatment of adult patients with
advanced endometrial carcinoma that is not microsatellite instability high-B8F mismatch repair
deficient (dMMR), who have disease progression following prigimplam-based systemic therapy, and
are not candidates for curative surgery or radiation.

Head and Neck Cancer

KEYTRUD®( s indicated for the firstine treatment of metastatic or unresectable recurrent head and
neck squamous cell carcinoma (HNSCC) as monotherapy, in adult patients whose tumourslhhve PD
expression{Combined Positive ScoOfEPEX ) as determined by a validated test.

KEYTRUDZCOs indicated for the firstine treatment of metastatic or unresectable recurrent head and
neck squamous cell carcinoma (HNSCC) in combination with platinum and fluorouracil (FU)
chemotherapy, in adult patients.

Gastricor Gastroesophageal Junction (GB#enocarcinoma

KEYTRUD®C in combination with trastuzumab, fluoropyrimidinand platinumcontaining
chemotherapy, is indicated for the firhe treatment of adult patients with locally advanced
unresectable or metastatic HERBsitive gastric or gastroesophageal junction (GEJ) adenocarcinoma,
whose tumairs expressPPm 0/ 2YOAYSR t 23A0A0S {O2NB o/t {8

KEYTRUD®BC in combination with fluoropyrimidineand platinumcontaining chemotherapy, is
indicated for the firstine treatment of adult patients with locally advanced unresectable or metastatic
HER2negativegastric or gastroesophageal junction (GEJ) adenocarcinoma.

Esophageal Cancer

KEYTRUD®BC in combination with platinum and fluoropyrimidine based chemotherapy, is indicated
for the firstline treatment ofadult patients with locally advanced unresectable or metastatic
carcinoma of the esophagus

Triple-Negative Breast Cancer

KEYTRUDBCin combination with chemotherapy, is indicated for the treatment of adult patients with
locally recurrent unresectable or metastatic triptegative breast cancer (TNBC), who have not
received prior chemotherapy for metastatic disease and whose tugexpress PID1 (Combined

t 2aA0A0S {O02NB &/ t{8 % mno & RSGSN¥AYSR o6& |

Consult the description of the study for the chemotherapy (paclitaxel;peadtitaxel or
gemcitabine/carboplatin) and dosing regimens used (Be€linical Tria)s
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KEYTRUD®Gs indicated for the treatment of adult patients withgh-riskearly-stage triplenegative
breast cancer (TNBC) in combination with chemotherapy as neoadjuvant treatment, and then
continued as monotherapy as adjuvant treatment after surgery.

Consult the description of the study for the chemotherapy regimen (carboplatin and paclitaxel,
followed by doxorubicin or epirubicin and cyclophosphamide) Sed14 Clinical Tria)s

CervicalCancer

KEYTRUD&C incombination with chemotherapy with or without bevacizumab, is indicated for the
treatment of adult patients with persistent, recurrent, or metastatic cervical cancer whoseursno
express PL1 (CP&1) as determined by a validated test

Biliary Tract Carcinoma
KEYTRUD®BC in combination with gemcitabinrbased chemotherapyis indicated for the treatment of
adult patients with locally advanced unresectable or metastatic biliary tract carcinoma (BTC).

1.1 Pediatrics

Pediatrics(12 years and older)KEYTRUD®Cas monotherapys indicated for the treatment of

pediatric patientsl2 years and oldewith:

9 stage lIBIICor llimelanoma who have undergone complete resection

91 relapsed or refractory cHL who have failed ASCT, or who are not candidates feageultisalvage
chemotherapy and ASCT.

91 refractory PMBCL, or pediatric PMBCL patients whose disease has relapsed after 2 or more prior
lines of therapy

1 unresectable or metastatimicrosatellite instabilityhigh (MSIH) or mismatch repair deficient
(dMMR) solid tumars, as determined by a validated test, that have progressed following prior
treatment and who have no satisfactory alternative treatment opti¢ee4 Dosage and
Administration 7 Warnings and Precautioasnd8 Adverse Reactiohs

KEYTRUD®Chas not been authorized for the treatment of pediatric patients 12 years and older with
tumour types other than those specified above.

Pediatrics (< 1¥ears of age):
No data are available to Health Canada; therefore, Health Canada has not authorized an indication in
pediatric patients < 18ears of age.

1.2 Geriatrics

Geriatrics (65 years of age):

No overall difference insafetyor efficacy were reported between elderly patients @sars and over)
and younger patients (less than g&ars)for pembrolizumab monotherapy

No overall differences in efficacy were reported between elderly patienty€@f and over) and
younger patients (less than §&ars)for pembrolizumab combination therapy
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2. Contraindications

KEYTRUD®Gs contraindicated in patients who have experienced a severe hypersensitivity reaction
(Se= 7 Warnings and Precautioyt® this drug or to any ingredient in the formulation or component of
the container closure system. For a complete lisbhghgredients Sees Dosage Forms, Strengths,
Composition, and Packaging

4. Dosage and Administration

4.1 Dosing Considerations
Important Dosage and Administration Information

1 KEYTRUDSG s for subcutaneous use only. Do not administer intravenously.

o To reduce the risk of medication errors, check the vial labels to ensure that the drug being
prepared and administered KEYTRUDSBCfor subcutaneous usand notKEYTRURA
(i.e.,pembrolizumalfor intravenous usg

0 KEYTRUDZCand intravenoukKEYTRUDske not interchangeableDo not substitute
KEYTRUD&Cfor or withintravenousKEYTRUD#ecause they have different
recommended dosages and routes of administration.

o Patients receivingntravenousKEYTRUDzZan switch taKEYTRUD®Cat their next
scheduled dose.

o0 Patients receiving(EYTRUD®&Ccan switch tantravenousKEYTRUD& their next
scheduled dose.

1 KEYTRUD®Cs to beprepared andadministered by a healthcare professional only.
1 TheKEYTRUDSC vial is fosingleuse only

Patient Selection

For treatment oNon-Small Cell Lung Carcinormiad Head and Neck Cane@s Monotherapyand

Gastric CanceffripleNegative Breast Canceand Cervical Cancer

Select patients for treatment witKEYTRUD®Cbased on the presence of positive D expressioas

determined by an experienced laboratory using a validated test in:

1 metastatic NSCLC or stage Il disease where patients are not candidates for surgical resection or
definitive chemoradiation, using the Tumour Proportion Score (TPSL{SEknical Trials, Nen
Small Cell Lungor

1 locally advanced unresectable or metastatic HpBgltive gastric or gastroesophageal junction
(GEJ) adenocarcinoma, using the Combined Positive Score (CRS) C8rieal Trials, Gastric or
Gastroesophageal junction (GEJ) Adenocarcinpara

I metastatic or unresectable recurrent head and neck squamous cell carcinoma (HNSQ@) (See
Clinical Trials, Head and Neck Cayaar

1 locally recurrent unresectable or metastatic triptegative breast cancer, using the Combined
Positive Score (CPS). CPS is the number-bi &Bining cells (tumour cells, lymphocytes,
macrophages) divided by the total number of viable tumour cells, multiplied by 10A.4S&gnical
Trials, Triple Negative Breast Canger

9 persistent, recurrent, or metastatic cervical cancer (5é&linical Trials, Cervical Cancer

A test authorized by Health Canada which is equivalent to that used in clinical trials should be required
(Seel4 Clinical Tria)s
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For treatment of MSH or dMMRcancerand endometrial cancer that is not MSI-H or dAMMR.

Patients should be selected for treatment based on-M®r dMMR tumour status as determined by
an accredited laboratory using validated testing methods (Be€linical Tria)s

BecausesubclonadMMRmutations and microsatellite instability may arisehighgrade gliomasluring
temozolomide therapyit is recommended to test faSFH and dMMRn the primary tumair specimens
obtained prior to initiation of temozolomide chemotherapy in patients with kigade gliomas.

For patients with highisk, earlystage TNB@eated with KEYTRUD®Cn the neoadjuvant setting
blood cortisol measurement prior to surgery should be included.

4.2 Recommended Dose and Dosage Adjustment

Recommended Dosage for Unresectable or Metastatic Melanoma
The recommended dose &EYTRUD®ON adults is either:

0 395mg every 3 weeks or

0 790mg every 6 weeks
until disease progression or unacceptable toxicity.

Recommended Dosage for Adjuvant Treatment of Melanoma
The recommended dose &EYTRUDBCON adultand pediatrigpatients(12 years and older who weigh
greater than 40 kys either:

0 395mg every 3 weeks or

0 790mg every 6 weeks
for up to one year or until disease recurrence or unacceptable toxcify? doses foB95mg or 9
doses for790mg, whichever is longer, in patients without disease recurrence

Recommended Dosage farPreviously Untreated NSCLC as Monotherapy or in Combination with
Chemotherapy
The recommended dose &EYTRUD®CN adults is either:

0 395mg every 3 weeks or

0 790mg every 6 weeks
until disease progression, unacceptable toxicity or up to 24 momitl¥s doses foB95mg or 18 doses
for 790mg, whichever is longein patients without disease progression.

When administerindKEY TRUDBCas part of a combination with pemetrexed and platinum
chemotherapyKEYTRUD®Cshould be administered first. See also the Product Monographs for
pemetrexed and the selected platinum chemotherapy.

Recommended Dosage for NSGj Previously Treated
The recommended dose &EYTRUDBCOnN adults is either:
0 395mg every 3 weeks or
0 790mg every 6 weeks
until disease progression or unacceptable toxicity.

Recommended Dosage for Adjuvant Treatment of NSCLC
The recommended dose 8EYTRUDBON adults is either:
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0 395mg every 3 weeks or
0 790mg every 6 weeks
for up to one year or until disease recurrence or unacceptable toxicity.

Recommended Dosage for Neoadjuvant Treatment, in Combination with Chemotherapy, Followed by
Adjuvant Treatment for Resectable NSCLC
The recommended dose &EYTRUDSOnN adults is either:

0 395mg every 3 weeks or

0 790mg every 6 weeks

For the neoadjuvant and adjuvant treatment of resectable NSCLC, patients should be treated with 4
doses 0f395mg or 2 doses 6f90mg of neoadjuvanKEYTRUDBCOnN combination with chemotherapy
until disease progression that precludes definitive surgery or unacceptable toxicity, followed by
adjuvant treatment withKEYTRUD&Cas monotherapy for up to 13 doses35mg or 7 doses of90

mg or until disease recurrence or unacceptable toxicity.

AdministerKEYTRUD@Cprior to chemotherapy when given on the same day. Refer to the Product
Monographs for the chemotherapy agents administered in combination MiEN TRUD@Cfor
recommended dosing information, as appropriate ($4eClinical Tria)s

Recommended Dosage for Hodgkin Lymphoma
The recommended dose 6fEYTRUDBC in adult and pediatrimatients(12 years and older who weigh
greater than 40 kys either:

0 395mg every 3 weeks or

0 790mg every 6 weeks
until disease progression or unacceptable toxicity, or up to 24 months in patients without disease
progression.

Recommended Dosage for PMBCL
The recommended dose EYTRUDBC in adult and pediatrimatients(12 years and older who weigh
greater than 40 Kygis either.

0 395mg every 3 weeks or

0 790mg every 6 weeks

Recommended Dosage for Unresectable Locally Advanced or Metastatic UrotheliaeCia
Combination with Enfortumab vedotin
For adult patients with urothelial ceer, the recommended dosing is:

1 KEYTRUDZC
0 395mg every 3 weeks or
0 790mg every 6 weeks
until disease progression or unacceptable toxicity, or up to 24 months or 35 dos2@5fmg or 18
doses for790mg, whichever is longer, in patients without disease progression, in combination with;
1 enfortumab vedotin 1.2%ng/kg on Day4 and 8 of each 2#lay cycleuntil unacceptable
toxicity or disease progression.

KEYTRUD&Gt (pembrolizumabnjection) Pagel4of 318



AdministerKEYTRUD@Cafter enfortumab vedotin when given on the same dByovide for an interval
of 30 minutes betweemdministrationgfor at least Cycle 1, Day 1), which can subsequently be reduced
to 15 minutes if well tolerated.

Refer to the enfortumab vedotin Product Monograph for recommended enfortumab vedotin dosing
information.

Recommended Dosage for Urothelial Carcinomblot Eligible forPlatinum-Containing
Chemotherapy
The recommended dose &EYTRUD®CN adults is either:

0 395mg every 3 weeks or

0 790mg every 6 weeks
until disease progression or unacceptable toxiatyyp to 24 months or 35 doses f885mg or 18
doses for790mg, whichever is longer, in patients without disease progression

Recommended Dosage for Urothelial CarcinomBreviously Treated
The recommended dose BEYTRUDBCN adults is either:
0 395mg every 3 weeks or
0 790mg every 6 weeks
until disease progression or unacceptable toxicity, or up to 24 mamtl3% doses foB95mg or 18
doses for790mg, whichever is longein patients without disease progression.

Recommended Dosage for BA@responsive, highrisk, nonmuscle invasive bladder cancer (NMIBC)
The recommended dose &EYTRUD®CN adults is either:

0 395mg every 3 weeks or

0 790mg every 6 weeks
until disease progression, unacceptable toxioityip to 24 monthsor 35 dosedor 395mg or 18 doses
for 790mg, whichever is longein patients withoutdiseaseprogression

Recommended Dosage for M8l Colorectal Carcinoma
The recommended dose &EYTRUDRCN adults is either:
0 395mg every 3 weeks or
0 790mg every 6 weeks
until disease progression, unacceptable toxicity, or up to 24 months or 35 ftwsg85mg or 18 doses
for 790mg, whichever is longer, in patients without disease progression

Recommended Dosage for MBlor dAMMR Gncerc Previously Treatedvith No Satisfactory
Alternative Treatment Options
The recommended dose &EYTRUD®CN adultand pediatrigpatients(12 years and older who weigh
greater than 40 kys either:

0 395mg every 3 weeks or

0 790mg every 6 weeks
until disease progression or unacceptable toxicity, or up to 24 mamtl3$ dosegor 395mg or 18
doses for790mg, whichever is longein patients without disease progression.

Recommended Dosage for Endometrial Carcinoma (not-#$ir dMMR)
For adult patients with endometrial carcinoma that is not MiSir dAMMR, the recommended dosing is:
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1 KEYTRUD&C
0 395mg every 3 weeks or
0 790mg every 6 weeks
until unacceptable toxicity, disease progression, or for up to 24 monitt3s doses foB95mg or 18
doses for790mg, whichever is longeim combination with;
1 Lenvatinibg 20 mg orally once daily until unacceptable toxicity or disease progression.

Refer to the lenvatinib Product Monograph for recommended lenvatinib dosing information.

Recommernled Dosage foAdvanced or Metastatic RCC with No Prior Systemic Therapy for
Metastatic RC& in Gombination with axitinib
For adult patients with RCC, the recommended dosing is:
1 KEYTRUDZC
0 395mg every 3 weeks or
0 790mg every 6 weeks
until unacceptable toxicity, disease progression, or for up to 24 months or 35 fiys¥35mg or 18
doses for790mg, whichever is longer, in combination with;
1 Axitinib¢ 5 mg axitinib orally twice daily until unacceptable toxicity or disease progression. As
in KEYNOTHE6, when axitinib is used in combination wKEYTRUD®C dose escalation may
be considered for patients who tolerated the initial 5 mg axitinib dose at intervals of six weeks
or longer (i.e., at least 2 treatment cycles).

Refer to the axitinib Product Monograph for recommended axitinib dose information.

Recommended Dosage féxdvanced or Metastatic RCC with No Prior Systemic Therapy for
Metastatic RCCin Gombination with lenvatinib
For adult patients with RCC, the recommended dosing is:
1 KEYTRUDBC
0 395mg every 3 weeks or
0 790mg every 6 weeks
until unacceptable toxicity, disease progression, or for up to 24 months or 35 figsg35mg or 18
doses for7r90mg, whichever is longer, in combination with;
1 Lenvatinibg 20 mg orally once daily until unacceptable toxicity or disease progression.

Refer to the lenvatinib Product Monograph for recommended lenvatinib dosing information.

Recommended Dosage for Adjuvant Treatment of RCC
The recommended dose &EYTRUDRCON adults is either:
0 395mg every 3 weeks or
0 790mg every 6 weeks
until disease recurrence, unacceptable toxicity or up to 1 year (12 months) or 17 do88&fog or 9
doses for790mg, whichever is longer, in patients without disease recurrence.

Recommended Dosage for HNSCPreviously Untreated as Monotherapy or in Combination with

Chemotherapy
The recommended dose 8EYTRUDSCN adults is either:

0 395mg every 3 weeks or
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0 790mg every 6 weeks
until disease progression, unacceptable toxicity or up to 24 monitl¥ doses foB95mg or 18 doses
for 790mg, whichever is longeim patients without disease progression.

When administerindkEY TRUD&0OnN combination with chemotherapy, administ&EYTRUD®Cprior
to chemotherapy when given on the same day. Refer to the Product Monographs for the
chemotherapy agents administered in combination wWitY TRUD@Cfor recommended dosing
information, as appropriate.

Recommended Dosage for locally advanced unresectable or metastatic iBiftve Gastric or
gastroesophageal junctionGE) adenocarcinoma in combination with trastuzumab,
fluoropyrimidine- and platinum-containingChemotherapy
The recommended dose &EYTRUD®ON adults is either:

0 395mg every 3 weeks or

0 790mg every 6 weeks
until disease progression, unacceptable toxicity or up to 24 months.

AdministerKEYTRUD&prior to trastuzumab and chemotherapy when given on the same day. Refer
to the Product Monographs for the chemotherapy agents administered in combinatiorkizMTRUDA
SCfor recommended dosing information, as approprig®efer to the trastuzumab Product Monograph
for recommended trastuzumab dosing information.

Recommended Dosage fiwcally advanced unresectable or metastatic HER®ativegastric or GEJ
adenocarcinomac in Combination with fluoropyrimidine and platinumcontainingChemotherapy
Therecommended dose KEYTRUDRCOnN adults is either:

0 395mg every 3 weeks or

0 790mg every 6 weeks
until unacceptable toxicity, disease progression or up to 24 months or 35 dosg35org or 18 doses
for 790mg, whichever is longer.

AdministerKEYTRUD@Cprior to chemotherapy when given on the same day. Refer to the Product
Monographs for the chemotherapy agents administered in combination Ml TRUD@Cfor
recommended dosing information, as appropriate.

Recommended Dosage for Esophageal CamdarCombination with platinum and fluoropyrimidine
based Chemotherapy
The recommended dose &EYTRUDBCON adults is either:
0 395mg every 3 weeks or
0 790mg every 6 weeks
until unacceptable toxicity, disease progression or up to 24 months.

AdministerKEYTRUD@&prior to chemotherapy when given on the same dagfer to the Product
Monographs for the chemotherapy agents administered in combination MiN TRUD&Cfor
recommended dosing information, as appropriate.

Recommended Dosage ftwcally recurrent unresectable or metastatitriple-Negative Breast Cancer
(TNBC) in Combination with Chemotherapy
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The recommended dose EYTRUD®OnN adults isither:

0 395mg every 3 weeksr

0 790mg every 6 weeks
until disease progression, unacceptable toxicity or up to 24 months or 35 dosg85n1g or 18 doses
for 790mg, whichever is longer, in patients without disease progression.

When administerindkEY TRUD&0nN combination with chemotherapy, administ&«EYTRUDBC
prior to chemotherapy when given on the same day. Refer to the Product Monographs for the
chemotherapy agents administered in combination witBY TRUD&Cfor recommended dosing
information, as appropriate.

Recommended Dosage for TNB@igh-risk earlystage inCombination with Chemotherapy as
neoadjuvant treatment, then asvlonotherapy as adjuvant treatment after surgery
The recommended dose EYTRUDBCON adults is either:

0 395mg every 3 weeks or

0 790mg every 6 weeks

For the neoadjuvant and adjuvant treatment of easbage TNBC, patients should be treated with
neoadjuvantKEYTRUD®Cn combination with chemotherapy for@ses o895mg every 3veeks or

4 doses 0f790mg every 6veeks or until disease progression that precludes definitive surgery or
unacceptable toxicity, followed by adjuvant treatment wiKEEY TRUD®&Cas monotherapy for @oses

of 395mg every 3veeks or Sdoses 0f790mg every Gveeks or until disease recurrence or

unacceptable toxicity. Patients who experience disease progression that precludes definitive surgery or
unacceptable toxicity related t§EYTRUD®Cas neoadjuvant treatment in combination with
chemotherapyshould not receivikEY TRUD&OMonotherapy as adjuvant treatment.

When administeringkEY TRUD&0OnN combination with chemotherapy, administ&EYTRUD®Cprior
to chemotherapy when given on the same d@pnsult the description of the study for the
chemotherapy regimen used (containing carboplatin and paclitaxel, followed by doxorubicin or
epirubicin and cyclophosphamidgee 14 Clinical TriaJsRefer to the Product Monographs for the
chemotherapy agents administered in combination vwitBY TRUD@&Cfor recommended dosing
information, as appropriate.

Recommended Dosage f@ervical Cancer (persistent, recurrent or metastatic)
The recommended dose &EYTRUDRCN adults is either:
0 395mg every 3 weeks or
0 790mg every 6 weeks
until disease progression, unacceptable toxicity or up to 24 months or 35 dos&35org or 18 doses
for 790mg, whichever is longer, in patients without disease progression.

AdministerKEYTRUD@&prior to chemotherapywith or without bevacizumalwhen given on the same
day(Seel4 Clinical TriaJsRefer to the Product Monographs for the chemotherapwtheragents
administered in combination witKEYTRUD&Cfor further information, as appropriate.

Recommended Dosage for Biliary Tract Carcinoma
The recommended dose 8EYTRUDBON adults is either:
0 395mg every 3 weeks or
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0 790mg every 6 weeks
until disease progression, unacceptable toxicity or up to 24 months or 35 dosg85arg or 18 doses
for 790mg, whichever is longer, in patients without disease progression.

AdministerKEYTRUD@Cprior to chemotherapy when given on the same day. Refer to the
Product Monographs for the chemotherapy agents administered in combinationKEY¥ TRUDA
SCfor recommended dosing information, as appropriate.

Pediatric Patients:

Therecommended dosage fdhe treatment of melanoma (Stage 1IB, IIC or 1ll), relapsed or refractory
cHL, relapsed or refractory PMBCL, or unresectable or metastatitiMBIdMMR solid tumourn
pediatric patients 12 years and older who wegyleater thard0 kgis the same as the dosage for adults
A dosagen pediatric patients 12 years and older who weigh 40 kg oryédsthese tumour typesias

not been established.

Health Canada has not authorized an indication for pediatric patientsyedr? of age

For all indications:

Atypical responses (i.e., an initial transient increase in tumour size or small new lesions within the first
few months followed by tumour shrinkage) have been observed. Clinically stable patients with initial
evidence of disease progression may remairreatment until disease progression is confirmed.

Recommended Treatment Modifications
No dose reductions KEYTRUD®Care recommended. Withhold or discontinkEY TRUD&EC0
manage adverse reactions as describe@ablel.

Tablel: Recommended Treatment Modifications f&fEYTRUDBC

Immunerelat_ed Severity Treatment modification
adverse reactions
Moderate (Grade) Withhold until adverse reactions
Preumonitis recover to Grade 1*
Severe or lifghreatening (Grad@ or Permanently discontinue
4), or recurrent moderate (Gradd) y
Moderate or severe (Grad2or 3) Withhold until adverse reactions
Colitis recover to Grade *
Lifethreatening (Gradd) or recurrent : .
Permanently discontinue
severe (Grade 3)
Moderate,_(Gradé) W'th c_reatlnlne Withhold until adverse reactions
>mM @ p 3itnzks vpper limit of normal
(ULN) recover to Grade Q*
Nephritis Severe or lifdhreatening (Grade 3 or 4
(Gradex3 with creatinine >3 times Permanently discontinue
ULN)
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Immune-related
adverse reactions

Severity

Treatment modification

Endocrinopathies

Severe or lifehreatening (Grade 3 or 4
symptomatic hypophysitis
Type 1 diabetes associated with Graq
>3 hyperglycemia (glucose250mg/dL
or >13.9mmol/L) or associated with
ketoacidosis
Hyperthyroidism Gradi3

Withhold until adverse reactions
recover to Grade Q*

For patients with severe (Gra®
or life-threatening (Gradd)
endocrinopathy that improved to
Grade2 or lower and is controlleg

with hormone replacement, if
indicated, continuation of
KEYTRUD®&COmay be considered
after corticosteroid taper, if
needed. Otherwise treatment
should be discontinued.
Hypothyroidism may be manage
with replacement therapy
without treatment interruption.

Hepatitis

For liver enzyme
elevations in RCC
patients treated with
combination therapy
with axitinib, £e
dosing guidelines
following this table.

Moderate (Grade) with aspartate
aminotransferase (AST) or alanine
aminotransferase (ALT)3>to 5times
upper limit of normal (ULN) or total
bilirubin >1.5 to 3times ULN

Withhold until adverse reactions
recover to Grade *

Gradex3 with AST or ALT5times ULN
or total bilirubin >3 times ULN

Permanently discontinue

For patients with liver metastasis whq
begin treatment with moderate
(Grade2) elevation of AST or ALT, if A
2N ! [ ¢ A5guorblBive #0S 3
0ol aStAySilwegkR f

Permanently discontinue

Skin reactions or
StevensJohnson
syndrome (SJS) or
toxic epidermal
necrolysis (TEN)

Severe skin reactions (Grad8gor
suspected SJS or TEN

Withhold until adverse reactions
recover to Grade 1*

Severe skin reactions (Gradgor
confirmed SJS or TEN

Permanently discontinue

Other immune
related adverse
reactions

Based on severity and type of reactio
(Grade 2 or Grade 3)

Withhold until adverse reactions
recover to Grad®-1*

Severe or lifghreatening (Grad@ or 4)
myocarditis, encephalitis, or Guillain
Barré syndrome

Permanently discontinue

Lifethreatening (Gradd) or recurrent
severe (Grad8)

Permanently discontinue

Infusionrelated
reactions

Severe or lifghreatening (Grad@ or 4)

Permanently discontinue
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Immune-related
adverse reactions
Note: toxicity grades are in accordance with National Cancer Institute Common Terminology Criteria for A
Events VersioA.0 (NCICTCAE.4).
FLT O2NIAO24GSNRPAR R2aAy3a Olyy2iG 6S NBRAZOSR G2
treatmentrelated toxicity does not resolve to Gradel Qvithin 12 weeks after last dose KEYTRUDZC then
KEYTRUD#Cshould be permanently discontinued.

Severity Treatment modification

In patients with cHL or PMBCL with Grade 4 hematological toXdity,TRUDS&Cshould be withheld
until adverse reactions recover to Gradd.0

In patients with RCC being treated wKiEY TRUD&0nN combination with axitinib:

T LF !'[¢ @BNYSJ ¢ [kboododzi f wmn GAYSa ![b ¢AlGK2dzi O2
ULN, withhold botiKEYTRUD&Cand axitinib until these adverse reactions recover to Grades
0-1. Consider corticosteroid therap@onsider rechallenge with a single drug or sequential
rechallenge with both drugs after recovetyrechallenging with axitinib, consider dose
reduction as per the axitinib Product Monograph.

T LT !'[¢ 2imMdsUNbrax viiySa [ b AGK O2yn@daNNBSy G G201
permanently discontinue botKEYTRUD®Cand axitinib and consider corticosteroid therapy.

Renal ImpairmentKEYTRUD®C has not been studied in patients with renal impairmiotdose

adjustment is needed for patients with mild (eGRRs | YR % ¢ n d)Yvimodératy eGFRKo Y
cn YR x on ?YenatiMgaymentobintavenousKEY TRUDMtravenousKEYTRUD#as

not been studied in patients with severe (eGFRA | YR x wmp ?)Yehativigaymem.®Tt 0o Y

Hepatic ImpairmentK EYTRUD®BC has not been studién patients with hepatic impairmeniNo dose
adjustment is needed for patients with mitst moderatehepatic impairmenfor intravenous
KEYTRUDMtravenousKEYTRUD®as beeronly studied in a limited number of patients with
moderatehepatic impairment (N=20)ntravenousKEYTRUD#&as not been studied in patients with
severe hepatic impairmer{Seel0 Clinical Pharmacolopy

9L 248Ny /22
LISNF 2 NX I yOS

LISNI 6§AGS hyO2f 238 D NPatehts WitRECO® 0 LIS NF 2 NIY
ad0FGdza a02NB x H dbSQkbcal $rE)Of dZRSR FTNRBY

Recommended Dose Modification for Lenvatinib used in combinationK#E\TRUDSC

See Product Monograph for the coadministered product, lenvatinib for toxicity management, dose
adjustment guidelines for special populations, and contraindications.

When administeringcEY TRUD&CnN combination with lenvatinib, interrupt one or botrugs, dose
reduce, or discontinue lenvatindes appropriatgseeTablel). No dose reductions are recommended

for KEYTRUD®BC Withhold, dose reduce, or discontinue lenvatinib in accordance with the instructions
in the lenvatinib Product Monograph.

Recommended Dose Modification for Axitinib used in combination KEN TRUDBC

See Product Monograph for the coadministered product, axitinib for toxicity management, dose
adjustment guidelines for special populations, and contraindications.

When administerindkEY TRUD&OnN combination with axitinib for the treatment of RCC, interrupt one
or both as appropriatéseeTablel). No dose reductions are recommended Ki&EYTRUDBC

Withhold, dose reduce, or discontinue axitinib in accordance with the instructions in the axitinib
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Product Monograph.

Recommended Dose Modification for Chemotherapies used in combinatiork&itT RUD@Cfor

TNBC:

See Product Monograph for the -ealministeredchemotherapy (iesjor toxicity management, dose
adjustment guidelines for special populations, and contraindications. When adminiskiviRUDA

San combination with chemotherapy for the treatment of TNBC, interrupt one or both as appropriate.
No dose reductions are recommended fEYTRUDBC Withhold, dose reduce, or discontinue
chemotherapies in accordance with the instructions in the respective Product Monagjaph

Recommended Dose Madification fBnfortumab Vedotiused in combination wittiKEYTRUD@Cfor
muUC

See Product Monograph for the coadministered prodectfortumab vedotinfor toxicity management,
dose adjustment guidelines for special populations, and contraindications.

When administerindKEY TRUD&C0n combination withenfortumab vedotin interrupt one or both
drugs withhold or discontinuKEYTRUD®BCas appropriatgseeTablel). No dose reductions are
recommended foKEYTRUD®BC Withhold, dose reduce, or discontinue enfortumab vedotin in
accordance with the instructions in the enfortumab vedotin Product Monograph.

4.4 Administration

Preparation of the Syringe

w KEYTRUD&Os ready to use. Do not diluEYTRUDBC

w Do not shake.

w Equilibrate the vial oBKEYTRUD®C0 room temperature for at least 30 minutes.
1

The unpunctured vial can be out of refrigeration for up to 24 hours prior to the preparation for

administration.

Parenteral drug products should be inspected visually for particulate matter and discoloration prior

to administration KEYTRUD®(s a clear to slightly opalescent, colorless to slightly yellow

solution. Discard the vial if visible particles are observed.

w KEYTRUD®BGOs compatible with polypropylene and polycarbonate syringe material and stainless
steel transfer and injection needles.

w Withdraw either 2.4 mL (395 mg) or 4.8 mL (790 mg) using a sterile syringe and a transfer needle
(1821G recommended), according to the recommended dosage. To avoid needle clogging, change
the needle to a 280G, 13 mm hypodermic injection needle immediately prior to subcutaneous
injection.

€

Storage of Prepared Syringe
1 The product does not contain preservative and should be used immediately after withdrawing from
the vial. If not used immediately, store the syringe contairdiiy TRUD@Cwith the transfer
needle and cap in place:
o Atroom temperature for up to 8 hours, or
o0 Under refrigeration at 2°C to 8°C for up to 24 hours. Thad@4# period may include up to 8
hours at room temperature.
1 Disard if storage time exceeds these limits.
91 If prepared under controlled and validated aseptic conditions, the closed syringe can be stored for
up to 30 days at 2°C to 8°C (protected from light) and for up to 24 hours at room temperature
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(under ambient light) based on chemical and physicalse stability.

1 If refrigerated, allow the filled syringe to come to room temperature for at least 30 minutes prior to
use.

9 Do not freeze.

Administration
1 InjectKEYTRUD®&C into the subcutaneous tissue of the thigh or abdomen, avoiding the
5-centimeter area around the navdDo not inject into skin that is damaged, sore, bruised, scarred,
scaly, or has red patches.
0 395 mg (every8veek dosing)inject one 2.4 mL dose &EYTRUDBCsubcutaneously over 1
minute, or
0 790 mg (every #veek dosing)inject one 4.8 mL dose &EYTRUDBCsubcutaneously over 2
minutes.
Rotate injection sites for subsequent injections.
During treatment withKEYTRUD®BC, do not administer other medications for subcutaneous use at
the same site aKkEYTRUDR&C.
1 Discard any unused portion left in the vial.

T
T

4.5 Missed Dose
If a planned dose AEYTRUD&COs missed, it should be administered as soon as possible. The
schedule of administration should be adjusted to maintain the prescribed dosing interval.

5.Overdose

There is no information on overdose witEY TRUD®C The maximum tolerated dose KEYTRUDBC
has not been determined.

In case of overdose, patients must be closely monitored for signs or symptoms of adverse reactions,
and appropriate symptomatic treatment instituted.

For the most recent information in the management of a suspected drug overdose, contact yc
NBIAZ2Y Il LRAazy O2y i NR-free QuSihed B4 POISOM (BBH4E764K
7669)

6. Dosage Forms, Strengths, Compositiand Packaging

To help ensure the traceability of biologic products, healthcare professionals should record both the
brand name and the neproprietary (active ingredient) name as well as other prodyecific

identifiers such as the Drug Identification Number (DIN)thadatch/lot number of the product
supplied.
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Table2: Dosage Forms, Stregths,and Composition
Route of Dosage
Administration Form/Strength/Composition

Non-medicinal Ingredients

Berahyaluronidase alf&-histidine,
Subcutaneous Solution forinjection L-histidine monohydrochloride monohydratg

injection 165mg/mL L-methionine,polysorbate 80, sterile water
for injection and sucrose.

Description
KEYTRUD®QGs a sterile, preservativiree, clearto slightly opalescent, colorless to slightly yellow
solutionsupplied in readyo-use, singlause vials for subcutaneous administration

KEYTRUD®Gs supplied as
1 Solution for Injection: 395 mg/2.4 mL (165 mg/mL) solution in a singgevial.
9 Solution for Injection: 790 mg/4.8 mL (165 mg/mL) solution in a simggevial.

7. Warningsand Precautions

General
KEYTRUD®Cshould be administered under the supervision of physicians experienced in the treatment
of cancer.

WhenKEYTRUD® s to be administered in combination with lenvatinib, refer to the Product
Monograph for lenvatinib prior to the initiation of treatment.

The data described in the WARNINGS AND PRECAUTIONS section reflect exptrswentaus
KEYTRUDs#s monotherapy in 2799 patients in three randomized, cfsdrel, activecontrolled clinical
trials (KEYNOT®2, KEYNOTI®6, and KEYNODEO), which enrolled 912 patients with melanoma
and 682 patients with NSCLC, and one siagte trial (KEYNOTI®1) wtich enrolled 655 patients with
melanoma and 550 patients with NSCLC (Be€linical Tria)s This is termed the Reference Safety
Data set and will be referred to as the data set against which safety data from other indicated
populations were compared.

Driving and Operating Machinery
Exercise caution when driving or operating a vehicle or potentially dangerous machinery.

Hepatic/Biliary/Pancreatic

Hepatic Impairment

KEYTRUD®Chas not been studied in patients with hepatic impairmédntravenousKEYTRUD#as
beenonly studied in a limited number of patients withoderatehepatic impairment (N=20).
IntravenousKEYTRUD#as not been studied in patients with severe hepatic impairment 458esage
and Administratiof

Immune

Immunemediated adverse reactions, including severe and fatal cas@spccur in patients receiving
KEYTRUD®C andhave occurred in patients receiviimgravenousKEY TRUD#s monotherapy (Seg
Adverse Reactionsln clinical trials, most immunamediated adverse reactions were reversible and
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managed with interruptions ahtravenousKEY TRUDed KEYTRUDBC administration of
corticosteroids and/or supportive care. Immungediated adverse reactions have also occurred after
the last dose opembrolizumab Immunemediated adverse reactions affecting more than one body
system can occur simultaneously.

For suspected immunmediated adverse reactions, ensure adequate evaluation to confirm etiology or
exclude other causes. Based on the severity of the adverse reaction, witkEd@RUDBCand

consider administration of corticosteroids. Upon improvement to Grade less, initiate corticosteroid
taper and continue to taper over at leastonth. Based on limited data from clinical studiefs
intravenousKEYTRUDA patients whose immunenediated adverse reactions could not be controlled
with corticosteroiduse, administration of other systemic immunosuppressants can be considered.
KEYTRUD®BCOmay be restarted within 12 weeks after last dos&k@&Y TRUDBCf the adverse reaction

NBYFAya Id DNIYRS X m FyR O2NIAO2aiSNRPAR R2aS KI &

per day.KEYTRUDBEOmust be permanently discontinued for any Grade 3 immumediated adverse
reaction that recurs and for any Grade 4 immemediated adverse reaction toxicity, except for
endocrinopathies that areontrolled with replaement hormones (Se¢ Dosage and Administratiand
8 Adverse Reactiohs

Immunemediated pneumonitis

KEYTRUDBCcan cause immunenediated pneumonitis, including fatal cas&tonitor patients for signs

and symptoms of pneumonitis. Evaluate patients with suspected pneumonitis with radiographic imaging
and administer corticosteroids (initial dose of 1 tmg/kg/day prednisone or equivalent followed by a
taper) for Grade or geater pneumonitis. WithholdiKEY TRUD&Cfor moderate (Grad&) pneumonitis,

and permanently discontinu€EYTRUDSCfor severe (Grad8) life-threatening (Gradd) or recurrent
moderate (Grad®) pneumonitifSee4 Dosage and Administrati@nd8 Adverse Reactiohs

Immunemediated colitis

KEYTRUD®Ccan cause immunenediated colitisMonitor patients for signs and symptoms of colitis.
Administer corticosteroids (initial dose of 1 tov®y/kg/day prednisone or equivalent followed by a
taper) for Grade or greater colitis. Withhol&EY TRUD®@Cfor moderate (Grad®) or severe (Grada)
colitis, and permanently discontind€EY TRUD&Cfor life-threatening (Gradé) colitis (Sed Dosage
and Administratiorand8 Adverse Reactiohs

Immunemediated hepatitis

KEYTRUD®Ccan cause immunenediated hepatitisMonitor patients for changes in liver function.
Administer corticosteroids (initial dose of 0.5 ton/kg/day [for Grade hepatitis] and 1 to
2mg/kg/day [for Grade or greater hepatitis] prednisone or equivalent followed by a taper) and,
based on seudty of liver enzyme elevations, withhold or discontinKEYTRUD®QSee4 Dosage and
Administrationand 8 Adverse Reactiohs

Immunemediated nephritis and renal dysfunction

KEYTRUD®Ccan cause immunenediated nephritis Monitor patients for changes in renal function.
Administer corticosteroids (initial dose of 1 tary/kg/day prednisone or equivalent followed by a
taper) for Grade& or greater nephritis. WithholdEY TRUD®Cfor moderate (Grade 2), and
permanently discontinu&EYTRUD&Cfor severe (Grade 3) or Ififareatening (Grade 4) nephritis (See
4 Dosage and Administrati@and8 Adverse Reactiohs
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Immunemediated endocrinopathies

Severe endocrinopathies, including adrenal insufficiency (primary and secondary), hypophysitis, type 1
diabetes mellitus, diabetic ketoacidosis, hypothyroidism, and hyperthyroidism have been observed
with pembrolizumalireatment.

Longterm hormone replacement therapy may be necessary in cases of imnalsied

endocrinopathies.

Adrenalinsufficiency

KEYTRUD®Ccan cause adrenal insufficiency (primary and secondary). Monitor for signs and
symptoms of adrenal insufficiency. Administer corticosteroids and hormone replacement as clinically
indicated. WithholdKEYTRUD&Cfor moderate (Grad®) adrenal insufficiency and withhold or
discontinueKEYTRUD®Cfor severe (Grad8) or lifethreatening (Gradél) adrenal insufficiency (Sde
Dosage and Administraticend8 Adverse Reactiohs

Hypophysitis

KEYTRUD®Ccan cause hypophysitisonitor patients for signs and symptoms of hypophysitis
(including hypopituitarism). Administer corticosteroids and hormone replacement as clinically
indicated. WithholdKEYTRUD&Cfor moderate (Grade 2) hypophysitis and withhold or discontinue
KEYTRUDBCfor severe (Grade 3) or lifthreatening (Grade 4) hypophysitis (SEBosage and
Administrationand 8 Adverse Reactiops

Type 1 diabetes mellitus

KEYTRUD®Ccan cause type 1 diabetes mellitus, including diabetic ketoacidosis, which have been
reported in 6 (0.2%) of 2799 patients receivingavenousKEYTRUDAMOonitor patients for
hyperglycemia or other signs and symptoms of diabetes. Administer insulin for type 1 diabetes and
withhold KEYTRUD&CGN cases of severe hyperglycemia until metabolic control is achieved.

Thyroid disorders

KEYTRUD®Ccan cause thyroid disorders, including hyperthyroidism, hypothyroidism, and thyroiditis,
which can occur at antyme during treatment; therefore, monitor patients for changes in thyroid
function (at the start of treatment, periodically during treatment and as indicated based on clinical
evaluation)and clinical signs areymptoms of thyroid disorder&ee8 Adverse Reactiohs
Hypothyroidism may be managed with replacement therapy without treatment interruption and
without corticosteroids. Hyperthyroidism may be managed symptomatically. Withhold or discontinue
KEYTRUDBCfor severe (Grad8) or lifethreatening (Gradd) hyperthyroidisn(See4 Dosage and
Administrationand Otherimmune-mediated adverse reactiortslow).

Severeskin reactions

KEYTRUD®Ccan cause immunenediated severe skin reactions. Monitor patients for suspected

severe skin reactions and exclude other causes. Based on the severity of the adverse reaction, withhold
or permanently discontinuKEYTRUD®@Cand administer corticosteroids (SéeDosage and

Administration).

Cases of Steverlohnson syndrome (SJS) and toxic epidermal necrolysis (TEN), some with fatal
outcomes, have been reported in patients treated witkravenousKEYTRUD&or signs or symptoms
of SJS or TEN, withhdfdEY TRUD@Cand refer the patient for specialized care for assessment and
treatment. If SJS or TEN is confirmed, permanently disconliEXTRUDS((See4 Dosage and
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Administratior).

Other immunemediated adverse reactions

The following additional clinically significant, immumediated adverse reactions were reported in less
than 1% (unless otherwise noted) among patients treated WY TRUD&COn combination with
platinum doublet chemotherapy in Study M4 75AD77: gastritis (2.8%), myositis.

KEYTRUD&Qan cause other clinically important immuneediated adverse reactions including
severe and fatal cases.

Based on the severity of the adverse reactikiY TRUD&Cshould be withheld and corticosteroids
administered.

The following additional clinically significant, immumediated adverse reactions were reported in less
than 1% (unless otherwise indicated) of the 2799 patients treated witavenousKEYTRUDA the
Reference Safety Data set: uveitis; arthritis (1.5%); myositis; encephalitis; sarcoidosis; myasthenic
syndrome/myasthenia gravis (including exacerbation); vasculitis; Gl syndromehemolytic
anemia; pancreatitis; myelitisyypoparathyroidismgastritisand pericarditis

The followingvere reported in other clinical studies witintravenousKEYTRUDg in postmarketing
use: myocarditissclerosing cholangiti@plastic anemigand exocrine pancreatic insufficiency

Solid organ transplant rejection has been reported in the poatketing setting in patients treated
with intravenousKEYTRUDAreatment withKEY TRUD@0may increase the risk of rejection in solid
organ transplant recipients. Consider the benefit of treatment Wiy TRUDBCversus the risk of
possible organ rejection in these patients.

Elevated liver enzymes wh@embrolizumalis given in combination with axitinib for RCC
WhenintravenousKEYTRUDA given with axitinib, higher than expected frequencies of Grades 3 and 4
ALT and AST elevationere reported in patients with advanced RCC (8¢&lverse Reactiohs

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. Follow
medical management guidelines for both drugs. (&&nsage and Administrati@nd the Product
Monograph for axitinib).

Increased mortality in patients with multiple myeloma wheembrolizumalis added to dhalidomide
analogue and dexamethasone

In two randomized clinical trials in patients with multiple myeloma, the additiantodivenous
KEYTRUDA a thalidomide analogue plus dexamethasone, a use for which Aib&PDBL1 blocking
antibody is indicated, resulted in increased mortality. Treatment of patients with multiple myeloma
with a PB1 or PBL1 blocking antibody in combination with a thalidiole analogue plus
dexamethasone is not recommended outside of controlled clinical trials.

Complications of allogeneic Hematopoietic Stem Cell Transplant (HSCT)

Allogeneic HSCT after treatment wititravenousKkEYTRUDA

Cases of graftersushostdisease (GVHD) and hepatic veraxlusive disease (VOD) have been
observed in patients with classical Hodgkin lymphoma undergoing allogeneic HSCT after previous
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exposure tantravenousKEYTRUDAINtil further data become available, careful consideration to the
potential benefits of HSCT and the possible increased risk of trangelated complications should be
made case by case (S@é\dverse Reactiohs

Allogeneic HSCT prior to treatment wittravenousKEYTRUDA

In patients with a history of allogeneic HSCT, acute GVHD, including fatal GVHD, has been reported
after treatment withintravenousKEYTRUDARatients who experienced GVHD after their transplant
procedure may be at an increased risk for GVHD after treatmentK&TRUDEC Consider the

benefit of treatment withKEYTRUD@Cversus the risk of possible GVHD in patients with a history of
allogeneic HSCT.

Administrationrelated reactions

Severeadministrationrelatedreactions, including hypersensitivity and anaphylaxis can occur with
KEYTRUDSBC Ina clinical trial oKEYTRUD&C administrationrelatedreactions have been reported

in 3.2% (8/251) of patients receivikdeY TRUD&CON combination with platinum doublet
chemotherapy, including Grade 2 (2.8%&vereadministrationrelatedreactions have been reported
with intravenousKEYTRUDe&s monotherapyFor severe or lif¢hreateningadministrationrrelated
reactions, stopnjectionand permanently discontinuEY TRUDS((See4 Dosage and

Administratior). Patients with mild or moderatadministratiorrrelatedreaction may continue to
receiveKEYTRUD&Cwith close monitoring; premedication with antipyretic and antihistamine may be
considered.

Monitoring and Laboratory Tests

Liverfunction tests (hepatic transaminase and bilirubin levels), thyfandtion testsand serum
electrolytesshould bemonitoredat the start of treatment, periodically during treatment and as

indicated based on clinical evaluatidPatients should be closely monitored during treatment for signs
and symptoms of immunenediated adverse reactions, including but not limited to: dyspnea; hypoxia;
increased frequency of bowel movements; diarrhea; elevated transaminase and bilirubin levels
elevated creatinindevels; rash; pruritus; headache; fatigue; hypotension; mental status changes; visual
disturbances; muscle pain or weakness; paresthg§lae4 Dosage and Administrati@nd7 Warnings

and Precautions

Renal

Renal Impairment

KEYTRUDBC has not been studied in patients with renal impairmiotdose adjustmenof

intravenousKEYTRUD#A needed for patients with mild (estimated Glomerular Filtration Rate (eGFR)

Fpn | yniR/mig/1.23mf) or moderate (eGFRe<n | YR % o n d)Yehat ivpaymem.®t 0o Y
IntravenousK EY TRUD#as not been studied in patients with severe (eGER I YR % Mp Y[ KYAY
m?) renal impairment (Seé Dosage and Administratin

Reproductive Health
KEYTRUD®Ccan cause fetal harm. Pregnant women or women with childbearing potential should be
advised of the potential risk to the fetus (Sé& Special Populations, Pregnancy

7.1 Special Populations
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7.1.1 Pregnarcy

There are no data on the use of pembrolizumab in pregnant women. Animal reproduction studies have
not been conducted with pembrolizumab; however, blockade oL BBignaling has been shown in

murine models of pregnancy to disrupt tolerance to the fetus smcesult in an increase in fetal loss
(Seel6 NonClinical ToxicologyThese results indicate a potential risk, based on its mechanism of
action, that administration opembrolizumalduring pregnancy could cause fetal harm, including
increased rates of abortion or stillbirth. Human 1gG4 (immunoglobulin) is known to cross the placental
barrier and pembrolizumab is an IgG4; therefore, pembrolizumab has the potential to be transmitted
from the mother to the developing fetusEYTRUD®COs not recommended during pregnancy unless

the clinical benefit outweighs the potential risk to the fetus.

Women of Childbearing PotentiaF-a women of childbearing potential, pregnancy status should be
established prior to initiatingtEY TRUDEC Women should be advised to use highly effective
contraception and take active measures to avoid pregnancy while underg&@MdRUDSCtreatment
and for at leastt months after the last doses¢e 16 NonClinical Toxicology

7.1.2 Breastfeeding

Nursing Womentt is unknown whethepembrolizumaks secreted in human milBecause many

drugs are secreted in human milk, a decision should be made whether to discontinue-fieediag or

to discontinueKEYTRUD®BC taking into account the benefit of breast feeding for the child and the
benefit of KEYTRUD@Ctherapy for the womanBecause of the potential for serious adverse reactions
in breastfed infants froflKEYTRUD®C advise women not to breastfeed during treatment and for at
least4 months after the last dose.

7.1.3 Pediatrics

KEYTRUDZC

Pediatric (2 yearsand older)

Use ofKEYTRUD®Cfor the treatment of melanoma (Stage 11B, 1IC or Ill), relapsed or refractory cHL,
relapsed or refractory PMBCL, or unresectable or metastatieiM8IdMMR solid tumourts

supported by evidence from adequate and wahtrolled studies ointravenousKEYTRUDA adults

and additional pharmacokinetic modeling and simulation analyses that suggest pembrolizumab
exposures in pediatric patients 12 years and older who weigh greater than 40 kg are expected to result
in similar safety and efficacy to that of adult featts (see8 Adverse Reaction0 Clinical
Pharmacologyandl14 Clinical Tria)sA recommended dosage for pediatric patients 12 years and older
who weigh 40 kg or less has not been establishéd. safety and efficacy &fEYTRUDBOnN pediatric
patients12 years and olderith tumour types other than those specified abovave not been
establishedseel Indications.

Pediatric € 12 years of age
The safety and efficacy BEYTRUD®Chave not been established in pediatric patients younger than
12 years of age.

IntravenousKEYTRUDA

Pediatrics(< 18 years of ageYhere is limited experienosith intravenousKEYTRUDA pediatric
patients compared with adult patientsSThe mechanism of action of pembrolizumab in pediatric
patients is expected to be similar to that in adult patients. Therefore, adverse reactiamsasenous
KEYTRUDAported in adult patients can occur in pediatric patientsa single trial Phase /11 that
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enrolled pediatric patients with advanced tumours, immunediated adverse reactions were
observed. The observed immumneediated adverse reactions included thyroid disorders
(hypothyroidism hyperthyroidism, and thyroiditisjpneumonitis, colitis, adrenal insufficiency, myelitis,
andsevereskin reactions. Infusion reactions were also observed 8§S&gverse ReactiopsThe
developmental effect ointravenousKEYTRUD# pediatric patientdias not been established.
Monitor pediatric patients for signs and symptoms of immumediated adverse reactions and/or
infusion reactions and manage as is described throughou? tthéarnings and Precautioasd4

Dosage and Administraticsectionsof the Product Monograph fantravenousKEYTRUDA

7.1.4 Geriatrics

KEYTRUDA SC

Of the 251 patients treated witKEYTRUD&C in combination with platinum doublet chemotherapy in
Study MK3745AD77, 53% were 6fears and older and 16% were y&ars and older. No overall
differences in safety or effectivenessKEYTRUDBC have been observed between patients aged
65years or older and younger adult patients.

Intravenous KEYTRUDA

No overall differences in safety or efficacy were reported between elderly patients (65 years and over)
and younger patients (less than 65 years) for intravertda¥ TRUD#Aonotherapy. No overall

differences in efficacy were reported between elderly patients (65 years and over) and younger
patients (less than 65 years) for intravendiY TRUD#mbination therapy. No dose adjustment is
necessary in this population. Limited safety and efficacy information is available for intravenous
KEYTRUDA cHL patietsd 65 years of age (n=46).

In patients with RCC receiving intravend&UsY TRUDA combination with lenvatinib, the adverse
event incidences in patient 65 years of age compared to patients <65 years of age are presented in
8.2 Clinical Trial Adverse Reactions

In patients with HERBegative gastric/GEJ cancer receiving intraveri{¥ TRUDA combination with
chemotherapy, the adverse event incidences in patiéhB5 years of age compared to patients <65
years of age are presented &2 Clinical Trial Adver§&eactions

Of the 564 patients treated with intravenob&EY TRUDA combination with enfortumab vedotin in
clinical trials, 391 (69%) were 65 years or older and 144 (26%) were 75 years or older. In the
intravenousKEYTRUDA combination with enfortumab vedotin arm of the KEYN®@BE study,
serious adverse events were reported in 37% of patients < 65 (n=144), 57% of pati6Atand < 75

(n=194), and 56% of patienfis 75 (n=102). Grad@ 3 events were reported in 61%, 78% and 79% of
patients < 650 65 and <75, and 75, respectively. Adverse events leading to discontinuation of
intravenousKEYTRUD®#ere reported in 24%, 28% and 28% of patients <1655 and < 75 and 75,
respectively.

8. Adverse Reactions
8.1 Adverse Reaction Overview

KEYTRUDSC
The safety profile BKEYTRUDBC in combination with platinum doublet chemotherapy was overall
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consistent with the known safety profile oftravenousKEYTRUDA combination with platinum
doublet chemotherapy, with an addition of injection site reactions which occurred in 2.4% (6/251) of
patients receivinkEYTRUD®C, all were Grade 1.

The safety oKEYTRUD®@Cor its authorizedindications is based on the safetyinfravenous
KEYTRUDgiven agmonotherapyor in combinatiortherapy, across tumour types.

IntravenousKEYTRUDA

The safety and efficacy oftravenousKEYTRUD®as investigated in 2799 patients treated with
intravenousKEYTRURIN the Reference Safety Data set for the treatment of unresectable or
metastatic melanoma ometastatic NSCLC. Overall, 1p@fients with melanoma (699 previously
treated with ipilimumab and 868 naive to ipilimumab) and 1pafients with NSCLC were treated
Safety is described for the pooled population of the 2p8fients that composed the Reference Safety
Data set (studied across three dosesn@/kg every 3veeks and 10ng/kg every 2 or 3veeks). The
median treatment duration was 4.2 months (range 1 t&a$0.4 months) including 115%atients

treated for greater than or equal to six monthad 600patients treated for greater than or equal to
one yeatr.

IntravenousKEYTRUD#as discontinued for treatmentelated adverse reactions in 5% of melanoma
and NSCLC patients.

Treatmentrelated serious adverse events (SAES) reported up wa96 after the last dose occurred in
10% of patients receivingtravenousKEYTRUD&e 7 Warnings and Precaution©f these
treatment-related SAEs, those occurring in more than ten patients (out of 2799) were: pneumonitis
(n=44); colitis (n=25); diarrhea (n=17); and pyrexia (n=10).

8.2 Clinical Trial Adverse Reactions

Clinical trials are conducted under very specific conditions. Therefore, the frequencies of adverse
reactions observed in the clinical trials may not reflect frequencies observed in clinical practice and
should not be compared to frequencies reported iimickl trials of another drug.

KEYTRUDBC

Metastatic NonSmall Cell Lung Cancer (NSCLC)

In Study MK3475AD77 wherepatients received eitheKEYTRUD®Cor intravenousKEYTRUDAoth

in combination withplatinum doublet chemotherapythe median duration of exposure was 6.9 months
(range 1 day to 13.2 months) in tik&eY TRUDBC combination arm and 6.2 months (range 1 day to
15.9 months) in théntravenousKEYTRUD&mbination arm.

The most comman treatment-related adverse events (reported in at least 20% of patiestgiving
KEYTRUD®GJ were anemia, neutropenia, thrombocytopenia, leukopenia, and nauBeamost

common Grade 5 treatmentrelated adverse events for patients treated wKiEY TRUD&C in MK
3475AD77 were neutropenia (21.5%), anemia (16.7%), thrombocytopenia (10%), and leukopenia (8%).

Serious treatmentelated adverse events occurred2i% ofpatients receivindKEY TRUD&CN
combination withchemotherapy Serious treatmentelated adverseevents(incidencex1%)were
thrombocytopenia 1§=10,4%), febrile neutropenianE9, 3.6%6), neutropenian=7,2.8%) pneumonia
(n=5, 2%pnemia (=3,1.2%)and pneumonitis (=3,1.2%) Fataltreatment-related adverse events
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occurred in3.6% of patients who receiveldEYTRUD®GN combination with chemotherapy includirgy
cases of febrile neutropenia, and 1 case eachenftropenic colitis, neutropenic sepsis, parotitis,
pneumonia, pneumonitis, and septic shock

KEYTRUD®C was discontinued for treatmerglated adverse event in 8.4% of patierithie most

common treatmentrelated adverse events resulting in discontinuatiolK&Y TRUDBC (occurring in at

least1%9 werepneumonitis (n=4, 1.6%) arfebrile neutropenia (n=3, 1.2%)he median time for
discontinuationof KEYTRUD®Cfor treatmentrelated adverse events was 1.4 month.

Table3 summarized the treatmentelated adverse events that occurred in at least 1% of patients with

metastatic NSCLC treated whEY TRUD&C in combination with chemotherapy in MK75AD77 (see

14 Clinical Tria)s

Table3: TreatmentRelated Adverse Events (incidengg %) in Patients Treated witKEYTRUDSBC in
combination with Chemotherapy in Mi475AD77.

KEYTRUDSBC 790 mg Chematherapy

IntravenousKEYTRUDAOO mg+ Chemoatherapy

(N=251) (N=126)
All Grades| Grade 3 | Grade 4 Grade 5 | All Grades| Grade 3 | Grade 4 | Grade 5
n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
Blood and lymphatic system disorders
Anemia 131 (52.2)| 41 (16.3) 1(0.4) 0 81 (64.3) | 26 (20.6)| 1(0.8) 0
Febrile neutropenia 12 (4.8) 7(2.8) 2(0.8) 3(1.2) 2(1.6) 2(1.6) 0 0
Leukopenia 70 (27.9)| 14 (5.6) 6 (2.4) 0 32(25.4) | 8(6.3) 3(2.4) 0
Neutropenia 105 (41.8)| 36 (14.3)| 18(7.2) 0 39(31.0) | 14 (11.1)| 8(6.3) 0
Thrombocytopenia 71(28.3)| 13(5.2) 12 (4.8) 0 34 (27.0) | 4(3.2) 2(1.6) 0
Endocrine disorders
Adrenal insufficiency | 4 (1.6) 1(0.4) 0 0 3(2.4) 3(2.4) 0 0
Hyperthyroidism 18 (7.2) 0 0 0 6 (4.8) 0 0 0
Hypothyroidism 31 (12.4) 0 14 (11.2) 0
Eye disorders
Dry eye 3(1.2) 0 0 0 1(0.8) 0 0 0
Lacrimation increase( 9 (3.6) 0 0 0 0 0 0 0
Xerophthalmia 3(1.2) 0 0 0 0 0
Gastrointestinal disorders
Abdominal distension 6 (2.4) 0 0 0 0 0 0 0
Abdominal pain uppe| 4 (1.6) 0 0 0 3(24) 0 0 0
Constipation 19 (7.6) 0 0 0 10 (7.9) 1(0.8) 0 0
Diarrhea 22 (8.8) 2(0.8) 0 0 12 (9.5) 1(0.8) 0 0
Dyspepsia 4 (1.6) 0 0 0 1(0.8) 0 0 0
Gastritis 3(1.2) 1(0.4) 0 0 1(0.8) 0 0 0
Qastrointestinal 3(1.2) 0 0 0 0 0 0 0
disorder
Nausea 56 (22.3)| 3(1.2) 0 0 27 (21.4) | 1(0.8) 0 0
Stomatitis 5(2.0) 0 0 0 3(2.4) 1(0.8) 0 0
Vomiting 18 (7.2) 0 0 0 5(4.0) 1(0.8) 0 0
General disorders and administration site conditions
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Asthenia 17 (6.8) 2(0.8) 1(0.4) 0 8 (6.3) 2 (1.6) 0 0
Fatigue 33(13.1)| 2(0.8) 0 0 15(11.9)| 2(1.6) 0 0
Mucosal inflammatior| 7 (2.8) 1(0.4) 0 0 3(2.4) 1(0.8) 0 0
Edema peripheral 8 (3.2) 1(0.4) 0 0 2(1.6) 0 0 0
Pyrexia 7 (2.8) 0 0 0 5 (4.0) 0 0 0
Xerosis 4 (1.6) 0 0 0 2 (1.6) 0 0 0
Infections and infestations

Pneumonia 8(3.2) 4 (1.6) 1(0.4) 1(0.4) 2 (1.6) 2 (1.6) 0 0
Respiratory tract 3(1.2) 0 0 0 2 (1.6) 0 0 0
infection

Injury, poisoning and procedural complications

Adml_nlstratlonrelated 4(16) 0 0 0 2 (1.6) 0 0 0
reaction

Investigations

Alanine

aminotransferase 29 (11.6)| 3(1.2) 0 0 13(10.3) | 1(0.8) 0 0
increased

Aspartate

aminotransferase 33(13.1)| 1(0.9) 0 0 12 (9.5) 2(1.6) 1(0.8) 0
increased

Blood alkaline

phosphatase 9(3.6) 0 0 0 8(6.3) 0 0 0
increased

Blood bilirubin 6(2.4) 0 0 0 3(2.4) 0 0 0
increased

Blood creatinine 11 (4.4) 0 0 0 5 (4.0) 0 0 0
increased

Blood lactate

dehydrogenase 5(2.0) 0 0 0 5(4.0) 0 0 0
increased

Gamma

glutamyltransferase 10 (4.0) 2(0.8) 0 0 8 (6.3) 1(0.8) 1(0.8) 0
increased

Lymphocyte count

decreased 22 (8.8) 7 (2.8) 2(0.8) 0 7 (5.6) 4(3.2) 0 0
Weight decreased 10 (4.0) 0 0 0 5 (4.0) 0 0 0
Metabolism and nutrition disorders

Decreased appetite 17 (6.8) 1(0.4) 0 0 20(15.9) | 3(2.9 0 0
Hypercholesterolemig 3 (1.2) 0 0 0 0 0 0 0
Hyperglycemia 5(2.0) 2(0.8) 0 0 2(1.6) 0 0 0
Hypoalbuminemia 8 (3.2) 0 0 0 6 (4.8) 0 0 0
Hypocalcemia 3(1.2) 0 0 0 0 0 0 0
Hypokalemia 6 (2.4) 1(0.4) 1(0.4) 0 3(2.4) 1(0.8) 0 0
Hyponatremia 7 (2.8) 1(0.4) 0 0 3(2.4) 0 1(0.8) 0
Hypophosphatemia 3(1.2) 0 0 0 1(0.8) 0 0 0
Hypoproteinemia 3(1.2) 0 0 0 2(1.6) 0 0 0
Musculoskeletal and connective tissue disorders

Arthralgia 8(3.2) 0 0 0 7 (5.6) 0 0 0
Arthritis 4 (1.6) 0 0 0 1(0.8) 0 0 0
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Myalgia | 832 | 1049 ] o 0 34 | o0 0 0
Nervous system disorders

Dizziness 4 (1.6) 0 0 0 3(2.4) 0 0 0
Dysgeusia 7 (2.8) 0 0 0 2(1.6) 0 0 0
Headache 3(1.2) 0 0 0 1(0.8) 0 0 0
Neuropathy peripherg 11 (4.4) 1(0.4) 0 0 7 (5.6) 0 0 0
Paraesthesia 5(2.0) 0 0 4 (3.2) 0 0 0
Peripheral sensory 7(2.8) 0 0 2 (1.6) 0 0 0
neuropathy

Psychiatric disorders

Insomnia 4 (1.6) 0 0 0 0 0 0 0
Renal and urinary disorders

Proteinuria 3(1.2) 0 0 0 0 0 0 0
Respiratory, thoracic and mediastinal disorders

Dyspnea 3(1.2) 1(0.4) 0 0 1 (0.8) 0 0 0
Hiccups 5(2.0) 0 0 0 3(2.4) 0 0 0
Pneumonitis 10 (4.0) 3(1.2) 0 1(0.4) 0 0 0 0
Skin and subcutaneous tissue disorders

Alopecia 21 (8.4) 0 0 0 13 (10.3) 0 0 0
Eczema 3(1.2) 0 0 0 1(0.8) 0 0 0
Pruritus 26 (10.4) 0 0 0 10 (7.9) 1 (0.8) 0 0
Rash 23(9.2) | 1(0.4) 1 (0.4) 0 11(8.7) | 1(0.8) 0 0
Rash maculgapular 3(1.2) 0 0 0 0 0 0 0

Every participant is counted a single time for each applicable row.
Only the highest reported grade of a given event is counted for the individual participant.
Nontserious adverse events up to 30 days of last treatment and serious adverse events up to 90 days of last treatme

included.

Grades are based on NCI CTCAE version 5.0
Database Cutoff Date: 12JUL2024.

IntravenousKEYT

RUDA

Information in this section reports data fronthe clinical trials ofintravenousKEYTRUDand the
information can also be found frona separate Product Monograph fantravenousKEYTRUDA

Immune-mediated adverse reactions
Immunemediated adverse reactiorare presented based on the 2799 patients treated with
intravenousKEYTRUDOAthe Reference Safety Data set

Table4 presents the incidence of immureediated adverse reactions by Grade that occurred in
patients receivingntravenousKEYTRUDA

KEYTRUD&Gt (pembrolizumabnjection)
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Table4: Immune-Mediated Adverse Reactions

IntravenousKEYTRUDA
2 mg/kg every 3weeks or 10mg/kg every 2 or 3veeks
Adverse Reaction n=2799
All Grades Grade2 Grade3 Grade4d Grade5

(%) (%) (%) (%) (%)
Hypothyroidism 8.5 6.2 0.1 0 0
Hyperthyroidism 3.4 0.8 0.1 0 0
Pneumonitis 3.4 1.3 0.9 0.3 0.1
Colitis 1.7 0.4 1.1 <0.1 0
Adrenal Insufficiency 0.8 0.3 0.3 <0.1 0
Hepatitis 0.7 0.1 0.4 <0.1 0
Hypophysitis 0.6 0.2 0.3 <0.1 0
Nephritis 0.3 0.1 0.1 <0.1 0
Type 1 Diabetes Mellitu 0.2 <0.1 0.1 0.1 0

In patients with cHL (r889) treated withintravenousKEY TRUDa#s monotherapythe incidence of
hypothyroidism wad. 7% (allof which wereGradel or 2. In patients with completely resected stage llI
melanoma, the incidence of hypothyroidism was 14.7% (all Grades) with 0% Grade 3 and
hyperthyroidism was 10.4% (all Grades) with 0.2% Grade 3.

In patients with HNSCC treated witliravenousKEY TRUDé#s monotherapy (n=909) the incidence of
hypothyroidism was 16.1% (all Grades) with 0.3% Grade 3. In patients with HNSCC treated with
intravenousKEYTRUDA combination with platinum and FU chemotherapy (n=276) the incidence of
hypothyroidism was 15.9%, all of which were Grade 1 or 2.

In patients with resected RCC treated wiittravenousKEYTRUDes adjuvant monotherapy (n=488)
the incidence of hypothyroidism was 21% (all Grades) with 0.2% Grade 3 and the incidence of
hyperthyroidism was 12% (all Grades) with 0.2% Grade 3.

In individual studies of patients with NSCLC treated imittavenousKEYTRUDa#s monotherapy (total
n=2602), the incidence of pneumonitis (all Grades) ranged from 3.8% to &38L patients treated
with intravenousKEYTRUD&S monotherapy, the incidence of pneumonitis (all Grades) ranged from
5.2% to 10.8% for cHL patients in KEYNGBIVENn=210) and KEYNCGAWE! (n=148), respectively.

In patients with norsquamous NSCLC treated wiitiravenousKEYTRUDZ00 mg in combination with
pemetrexed and platinum chemotherapy (n=405) the incidence of nephritis was 1.7% (all Grades) with
1.0% Grade 3 and 0.5% Grade 4.

In patients with endometriatarcinoma treated withintravenousKEYTRUDZ00 mg in combination

with lenvatinib (n=94), the incidence of hypothyroidism was 51.1% (all Grades) with 1.1% of cases
Grade 3. Pancreatitis was reported in 3 patients (3.2%) with 2.1% Grade 3. Nephritis occurred in 2.1%
of patients with 1.1% Grade 3. @e updated results in 342 patientshe incidence of hypothyroidism

was 55.3% (all Grades) with 0.6% of cases Grade 3 and 0.3% Grade 4. Hyperthyroidism was reported in
10.8% with 0.9% Grade 3. Hepatitis was reported in 1.8%, all of which were GradergdaRaswas

reported in 0.9% with 0.3% Grade 3. Severe skin reactions were reported in 3.5% with 2.9% Grade 3.
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In patients with higkrisk earlystage TNBC treated withtravenousKEYTRUDA combination with
chemotherapy as neoadjuvant treatment, then wittiravenousKEYTRUDss monotherapy as
adjuvant treatment after surgergn=783) the incidence of adrenal insufficiency was 2.6%, and the
incidence of hypophysitis was 1.9%.

In patients with advanced or metastatic RCC treated wittavenousKEYTRUDA combination with
lenvatinib (n=352), the incidence of hypothyroidism was 47% (all Grades), with 1.4% Grade 3, and no
Grades 4 or 5. The incidence of pneumonitis (all Grades) was 5.4%, with 1.4% Grade 3, 0.3% Grade 4
and 0.3% Grade 5. The incidence ofi@aatitis was 2.8% (all Grades) with 1.4% Grade 3 and 0.3%
Grade 4. The incidence of hepatitis was 2.0% (all Grades) with 0.9% Grade 3, 0.3% Grade 4 and 0.3%
Grade 5. The incidence of nephritis was 1.7% (all Grades) of patients with 0.9% Grade 3 &Bh0e3%

5.

In patients with locally advanced unresectable or metastatic HiERRive gastric or GEJ

adenocarcinoma treated witlntravenousKEYTRUDA combination with trastuzumab,

fluoropyrimidine and platinumcontaining chemotherapy (n=350), the incidence of hypothyroidism

was 10.6% (all Grades), with 0.3% Grade 3. The incidence of pneumonitis was 6.0% (all Grades), with
0.9% Grade 3, 0.3% Gradard 0.6% Grade 5. The incidence of colitis was 4.9% (all grades), with 2.6%
Grade 3.

The following information on Immunrmediated adverse reactions based on patients treated with
intravenousKEYTRUDAthe Reference Safety Data set (n=2799)

Pneumonitis:

The median time to onset of pneumonitis was B18nths (range 2 days to 19months), and the
median duration was 1.Bonths (range 1 day to 17.2nonths). Pneumonitis occurred more
frequently in patients with a history of prior thoracic radiation (6.9k@rtin patients who did not
receive prior thoracic radiation (2.9%). Pneumonitis led to discontinuatigmraivenousKEY TRUDA
36 (1.3%) patients. Pneumonitis resolved in 55/@dients (59%).

Colitis:

The median time to onset of colitis was 3aenths (range 10 days to 16n2onths), and the median
duration was 1.3nonths (range 1 day to 8.#ronths). Colitis led to discontinuation imitravenous
KEYTRUDA 15 (0.5%) patients. Colitis resolved in 41péients (85%).

Hepatitis:

The median time to onset of hepatitis was 1.3 months (range 8 days tay&inths), and the median
duration was 1.8nonths (range 8 days to 20.9#onths). Hepatitis led to discontinuation of
intravenousKEYTRUDA 6 (0.2%) patients. Hepatitis resolved in 15(Eients (79%).

Nephritis and renal dysfunction:

The median time to onset of nephritis was Babnths (range 12 days to 12n8onths), and the median
duration was 3.3nonths (range 12 days to 8.8tonths). Nephritis led to discontinuation of
intravenousKEYTRUDA 3 (0.1%) patients. Nephritis resolved in péients (56%).
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Endocrinopathies:

Adrenal Insufficiency:

The median time to onset of adrenal insufficiency wasndoBiths (range 2@lays to 16.6nonths). The
median duration was not reached (rangedys to 1.9#ears). Adrenal insufficiency led to
discontinuation ointravenousKEYTRUDA 1 (<0.1%) patient. Adrenal insufficiency resolved in
5/22 patients (23%).

Hypophysitis:

The median time to onset of hypophysitis was Bi@nths (range Hay to 11.9 months), and the
median duration was 4.ihonths (range 8+ days to 12./onths). Hypophysitis led to discontinuation
of intravenousKkEYTRUDA 4 (0.1%) patients. Hypophysitis resolved in fatients (41%).

Hyperthyroidism:

The median time to onset of hyperthyroidism was thdnths (range Hay to 21.9months). The
median duration was 2.1 months (range 3 days to 1m:@nths). Hyperthyroidism led to
discontinuation ofntravenousKEYTRUDA 2 (<0.1%) patients. Hyperthyroidism resolved in
71/96 patients (74%).

Hypothyroidism:

The median time to onset of hypothyroidism was Biénths (range 1 day to 18r@onths) andthe
median duration was not reached (rangel&ys to 27.7+nonths). One (<0.1%) patient discontinued
intravenousKEYTRUDdue to hypothyroidism.

See7 Warnings and Precautiossction for serious immungediated skin reactions and other
clinically important immunenediated reactions.

Melanoma
Treatment was discontinued for treatmen¢lated adverse events in 5.4% of the &fients receiving
intravenousKEYTRUDshd in 9.4% of the 25@atients receiving ipilimumab.

In KEYNOHED2, the adverse reaction profile was similar for the 2 mg/kg dose and 10 mg/kg dose,

therefore summary safety results are provided in a pooled analysis (n=357) ohbatenous

KEYTRUDs#ms. Adverse reactions resulting in permanent discontinuation occurred in 12% of patients
receivingintravenouskEYTRUOA G KS Y2 aid O2YY2y o0 M:0 gSNB 3ISYySNI
(1%), asthenia (1%), dyspnea (1%), pneumonitis (1%), and generalized edema (1%). Adverse reactions
leading to interruptiorof intravenouskEYTRUDRAO OdzZNNBR Ay wmMm: 2F LI GASydGao
1%) were: dyspnea (1%); diarrhea (1%); and masaplar rash (1%). The most common adverse

reactions (reported in at least 20% of patientsjrafavenousKEYTRUD&ere: fatigue; pruritus; rash;

constipation; nausea; diarrhea; and decreased appetite.

There were no new safety signals observed at the final analysis and therefore with additionaiujp]low
no meaningful changes occurred in the safety profilenbhvenousKkEYTRUDA

Table5 summarizes the treatmentelated adverse events that occurred in at least 1% of patients with
melanoma treated withntravenousKEYTRUDA KEYNOTED6. The most common treatmenélated
adverse events (reported in at least 15% of patients) were diarrhea and fatigue.
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In KEYNOHHEDG, the adverse reaction profile was similar for the every 2 week and every 3 week

schedule, therefore summary safety results are provided in a pooled analysis (n=555) of both
intravenousKEYTRUDs#mMs. Adverse reactions leading to permanent discontinuatidntodivenous
KEYTRUDd#ccurred in 9% of patients. Adverse reactions leading to discontinuatimtravenous

KEYTRUDA more than one patient were: colitis (1.4%); autoimmune hepatitis (0.7%); allergic reaction

(0.4%); polyneuropathy (024); and cardiac failure (0.4%). Adverse reactions leading to interruption of
intravenouskEYTRUDRO OdzZNNBER Ay Hwm: 2F LI GASylGtaod ¢KS Yzaid O:
most common adverse reactions (reported in at least 20% of patients) were fatigue and diarrhea.

There were no new safety signals observed at the final analysis. After 9 additional months ofifollow
from the second interim analysis to final analysis, no meaningful changes occurred in the safety profile
of intravenouskEYTRUDA

Table5: Treatmentw St | § SR ! ROSNE S 9 WifayelicasKBYTRUDAdaEghOS M2 0
Groups Combined, All patients as treated (APaT) Population in KEYNQG.E

IntravenousKEYTRUDA Ipilimumab
10mg/kg every 2 or 3veeks 3 mg/kg every 3weeks
Adverse Reaction n=555 n=256
Any Grade | Grade 3| Grade 4| Any Grade| Grade 3| Grade 4
n (%) n (%) n (%) n (%) n (%) n (%)

Blood and lymphatic system disorders
Anemia | 9@e6) | 204] o0 | 104 | 104] o0
Endocrine disorders
Hyperthyroidism 24 (4.3) 0 0 6 (2.3) 1(0.4) 0
Hypothyroidism 46 (8.3) 1(0.2) 0 2 (0.8) 0 0
Gastrointestinal disorders
Abdominal pain 15 (2.7) 0 0 15 (5.9) 0 0
Abdominal pain upper 7 (1.3) 0 0 1(0.4) 0 0
Colitis 12 (2.2) 7(1.3) | 2(0.4) 19 (7.4) | 14(5.5)| 2(0.8)
Constipation 12 (2.2) 0 0 5 (2.0) 0 0
Diarrhea 87 (15.7) | 10 (1.8) 0 58 (22.7) | 8(3.1) 0
Dry mouth 31 (5.6) 0 0 1(0.4) 0 0
Nausea 59 (10.6) | 1(0.2) 0 22 (8.6) 1(0.4) 0
Vomiting 15 (2.7) 1(0.2) 0 14 (5.5) 0 0
General disorders and administration site conditions
Asthenia 63 (11.4) | 1(0.2) 0 16 (6.3) 2 (0.8) 0
Fatigue 111 (20.0) | 1(0.2) 0 39(15.2) | 3(1.2) 0
Influenza like illness 8 (1.4) 0 0 4 (1.6) 1(0.4) 0
Pyrexia 14 (2.5) 0 0 6 (2.3) 0 0
Injury, poisoning and procedural complications
Infusion related reaction 6 (1.1) 0 0 0 0 0
Investigations
Alanine aminotransferase
increased 16 (2.9) 1(0.2) 0 9 (3.5) 1(0.4) 1(0.4)
Aspartate aminotransferase 20 (3.6) 0 1(0.2) 6 (2.3) 2 (0.8) 0
increased
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IntravenousKEYTRUDA Ipilimumab
10mg/kg every 2 or 3veeks 3 mg/kg every 3weeks
Adverse Reaction n=555 n=256
Any Grade | Grade 3| Grade 4| Any Grade| Grade 3| Grade 4
n (%) n (%) n (%) n (%) n (%) n (%)

Blood bilirubin increased 7 (1.3) 0 0 0 0 0
Blood creatinine increased 7(1.3) 0 0 1(0.4) 0 0
Blood thyroid stimulating
hormone decreased 6(1.1) 0 0 2(08) 1(04) 0
Weight decreased 6 (1.1) 0 0 5 (2.0) 1(0.4) 0
Metabolism and nutrition disorders
Decreased appetite 35 (6.3) 0 0 20 (7.8) 0 0
Hypocalcemia 8 (1.4) 0 0 0 0 0
Musculoskeletal and connective tissue disorders
Arthralgia 58 (10.5) | 1(0.2) 0 13 (5.1) 2 (0.8) 0
Arthritis 6 (1.1) 0 0 0 0 0
Back pain 12 (2.2) 0 0 0 0 0
Muscle spasms 7 (1.3) 0 0 1(0.4) 0 0
Myalgia 25 (4.5) 1(0.2) 0 5(2.0) 1(0.4) 0
Pain in extremity 7 (1.3) 2 (0.4) 0 1(0.4) 0 0
Nervous system disorders
Dizziness 9 (1.6) 0 0 2 (0.8) 0 0
Dysgeusia 15 (2.7) 0 0 3(1.2) 0 0
Headache 15 (2.7) 0 0 9 (3.5) 0 0
Psychiatric disorders
Insomnia | 7@a3 | o | o o | o | o
Respiratory, thoracic and mediastinal disorders
Cough 22 (4.0) 0 0 0 0 0
Dyspnea 12 (2.2) 1(0.2) 0 3(1.2) 1(0.4) 0
Skin and subcutaneous tissue disorders
Dry skin 14 (2.5) 0 0 3(1.2) 0 0
Eczema 7(1.3) 0 0 1(0.4) 0 0
Erythema 11 (2.0) 0 0 5(2.0) 0 0
Hair colour changes 6 (1.1) 0 0 0 0 0
Papule 6 (1.1) 0 0 0 0 0
Pruritus 79 (14.2) 0 0 65 (25.4) | 1(0.4) 0
Rash 78 (14.1) 0 0 37(145) | 1(0.4) | 1(0.4)
Rash maculgpapular 16 (2.9) 1(0.2) 0 7(2.7) 1(0.4) 0
Rash pruritic 7(1.3) 0 0 4 (1.6) 0 0
Skin hypopigmentation 9 (1.6) 0 0 0 0 0
Vitiligo 56 (10.1) 0 0 4 (1.6) 0 0
Vascular disorders
Flushing | 61 | o | o 208 | o | o
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Table6: Treatmentw St | G SR | ROSNA S 9 WitayedcasKBYN RUDAdEWWNOS M2 0
Groups Combined, APaT Population in KEYNQIE

IntravenousKEYTRUDA Chemotherapy
2 or 10mg/kg every 3weeks n=171
Adverse Reaction n=357
Any Grade | Grade 3| Grade 4 | Any Grade | Grade 3| Grade 4

n (%) n (%) n (%) n (%) n (%) n (%)
Blood and lymphatic system disorders
Anemia | 12(34) | 103 | 0o [ 350205 | 963 | o0
Ear and labyrinth disorders
Vertigo | 544 | o | o | 2@a2 | o | o
Endocrine disorders
Hyperthyroidism 8 (2.2) 0 0 0 0 0
Hypothyroidism 22 (6.2) 0 0 0 0 0
Gastrointestinal disorders
Abdominal pain 10 (2.8) 1(0.3) 0 4(2.3) 0 0
Colitis 4(1.1) 2 (0.6) 0 0 0
Constipation 14 (3.9) 0 0 14 (8.2) 0 0
Diarrhea 34 (9.5) 2 (0.6) 0 14(8.2) 3(1.8) 0
Dry mouth 6 (1.7) 0 0 0 0 0
Nausea 24 (6.7) 1(0.3) 0 56 (32.7) 3(1.8) 1 (0.6)
Vomiting 12 (3.4) 2 (0.6) 0 26 (15.2) 3(1.8) 1 (0.6)
General disorders and administration site conditions
Asthenia 14 (3.9) 2 (0.6) 0 10 (5.8) 1 (0.6) 0
Chills 11 (3.1) 0 0 6 (3.5) 0 0
Fatigue 92 (25.8) 3(0.8) 0 62 (36.3) 8 (4.7) 0
Influenza like illness 9 (2.5) 0 0 1(0.6) 0 0
Malaise 4(1.1) 0 0 1 (0.6) 0 0
Edema peripheral 8 (2.2) 0 0 4 (2.3) 0 0
Pyrexia 17 (4.8) 0 0 8 (4.7) 1 (0.6) 0
Investigations
Alanine
aminotransferase 11 (3.1) 1(0.3) 0 3(1.8) 0 0
increased
Aspartate
aminotransferase 10 (2.8) 2 (0.6) 0 0 0 0
increased
Blood alkaline
phosphatase increased 6(1.7) 0 0 0 0 0
Blood bilirubin increased 4 (1.1) 0 0 3(1.8) 0 0
Lymphocyte count
decreased 4(1.1) 1(0.3) 0 7(4.1) 2(1.2) 0
Metabolism and nutrition disorders
Decreased appetite | 25(7.0) | 2(06) | 0 | 26(152 | 0o | o0
Musculoskeletal and connective tissue disorders
Arthralgia | 25(7.0) | 206 | 0o | 9363 | 106 | o0
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IntravenousKEYTRUDA

2 or 10mg/kg every 3weeks Che;n_oltr;(larapy
Adverse Reaction n=357
Any Grade | Grade 3| Grade 4 | Any Grade | Grade 3| Grade 4
n (%) n (%) n (%) n (%) n (%) n (%)
Back pain 5 (1.4) 0 0 2(1.2) 1 (0.6) 0
Joint stiffness 4(1.1) 0 0 1 (0.6) 0 0
Myalgia 16 (4.5) 2 (0.6) 0 10 (5.8) 1(0.6) 0
Pain in extremity 4(1.1) 0 0 3(1.8) 0 0
Nervous system disorders
Dysgeusia 4(1.1) 0 0 7(4.1) 0 0
Headache 12 (3.4) 0 0 6 (3.5) 0 0
Respiratory, thoracic and mediastinal disorders
Cough 12 (3.4) 0 0 1 (0.6) 0 0
Dyspnea 12 (3.4) 0 1(0.3) 4(2.3) 0 0
Pneumonitis 4(1.1) 2 (0.6) 0 0 0 0
Skin and subcutaneous tissue disorders
Alopecia 6 (1.7) 0 0 35 (20.5) 1 (0.6) 0
Dermatitis acneiform 4(1.1) 0 0 0 0 0
Dry skin 18 (5.0) 0 0 2(1.2) 0 0
Eczema 7 (2.0) 0 0 0 0 0
Erythema 4(1.1) 0 0 4(2.3) 0 0
Hyperhidrosis 4(1.1) 0 0 2(1.2) 0 0
Pruritus 79 (22.1) 0 0 6 (3.5) 0 0
Rash 39 (10.9) 0 0 8 (4.7) 0 0
Rash generalized 4(1.1) 0 0 1 (0.6) 0 0
Rash maculgpapular 15 (4.2) 2 (0.6) 0 0 0 0
Skin hypopigmentation 6 (1.7) 0 0 0 0 0
Vitiligo 19 (5.3) 0 0 2(1.2) 0 0

Adjuvant Melanoma

Among the969 patients with resectedbtage 11B or lI@elanoma enrolled in KEYNGOTE treated with
intravenousKEYTRUD#&e median duration of exposure totravenousKEYTRUD#as11.1 months.

For patient with resected Stage 11B or 1IC melanoiima adverse reactionhat occurred with

intravenousKEYTRUD®Aonotherapywere generally similar to those occurringtire 1019 patients
with resectedStage llImelanoma enrolled in KEYNGI® and the 279%atients with unresectable or
metastatic melanoma or NSCLC.

Table7 summarizes the treatmentelated adverse events that occurred in at least 1% of patients with

resected melanoma treated witimtravenousKEYTRUDA KEYNOTEL6. The most common

treatment-related adverse events (reported in at least 15% of patients) were pruritis, fatigue, diarrhea,

and rash.

IntravenousKEYTRUD#&as discontinued for treatmentelated adverse events in 15% of patients in

KEYNOTEL6. The most common treatmeimélated adverse event leading to study drug

discontinuation were: colitis (n=5, 1.0%) and autoimmune hepatitis (n=5, 1.0%). The mediam time
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discontinuation for treatmentelated adverse events was 4.9 monthiifiere were no deaths due to

treatment-related adverse events reported in thi@ravenousKEYTRUDekm or in the placebo group.

Table8 summarizes the treatmentelated adverse events that occurred in at least 1% of patients with

resected melanoma treated witimtravenousKEYTRUDA KEYNOTE54. The most common

treatment-related adverse events (reported in at least 15% of patients) were diarrhea, fatigue, and

pruritis.

IntravenousKEYTRUD®#as discontinued for treatmentelated adverse events in 12% of patients in
KEYNOTE54.The most common treatmentelated adverse event leading to study drug

discontinuation was: pneumonitis (n=7, 1.4%He median time to discontinuation for treatment
related adverse events was 5.8 montfitiere were 2 (0.4%) deaths reported in th&zavenous
KEYTRUD#mM: drug reaction with eosinophilia and systemic symptoms (n=1); and autoimmune
myositis with respiratory failure (n=1).

Table7: Treatmentw St | (G SR

| ROSNE S 9 B8y i awitthcorgpleRrEsgcizd % M2 0

Stage IIB or IIC melanomeeated with IntravenousKEYTRUDAPaT Population ilEYNOTE16.

IntravenousKEYTRUDA

200 mg every 3 weeks Pr:iiztéo
Adverse Reaction n=483
Any Grade | Grade 3| Grade 4| Any Grade | Grade 3| Grade 4
n (%) n (%) n (%) n (%) n (%) n (%)
Blood and lymphatic system disorders
Anemia | 6(12 | o 0 204 | o0 0
Ear and labyrinth disorders
Vertigo | 3(06) | o0 0 6(12 | © 0
Endocrine disorders
Adrenal insufficiency 11 (2.3) 4 (0.8) 0 0 0 0
Autoimmune thyroiditis 5(1.0) 0 0 1(0.2) 0 0
Hyperthyroidism 48 (9.9) 1(0.2) 0 3 (0.6) 0 0
Hypophysitis 5(1.0) 1(0.2) 0 0 0 0
Hypopituitarism 5(1.0) 2 (0.4) 0 0 0 0
Hypothyroidism 70 (14.5) 0 0 12 (2.5) 0 0
Eye disorders
Dry eye | 6(12 | o 0 510 | o0 0
Gastrointestinal disorders
Abdominal pain 11 (2.3) 0 0 12 (2.5) 0 0
Abdominal pain upper 8 (1.7) 0 0 8 (1.6) 0 0
Colitis 12 (2.5) 5 (1.0) 0 3(0.6) 0 0
Constipation 9 (1.9) 0 0 11 (2.3) 0 0
Diarrhea 85 (17.6) 5 (1.0) 0 51 (10.5) 1(0.2) 0
Dry mouth 22 (4.6) 0 0 8 (1.6) 0 0
Nausea 38 (7.9) 0 0 31(6.4) 0 0
Stomatitis 10 (2.1) 0 0 3(0.6) 0 0
Vomiting 14 (2.9) 0 0 5 (1.0) 0 0
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IntravenousKEYTRUDA

200 mg every 3 weeks Pr:iigtéo
Adverse Reaction n=483
Any Grade | Grade 3| Grade 4| Any Grade | Grade 3| Grade 4

n (%) n (%) n (%) n (%) n(%) | n(%)
General disorders and administration site conditions
Asthenia 43 (8.9) 1(0.2) 0 40 (8.2) 0 0
Chills 7 (1.4) 0 0 2(0.4) 0 0
Edema peripheral 5(1.0) 0 0 5(1.0) 0 0
Fatigue 98 (20.3) 1(0.2) 0 87 (17.9) 0 0
Influenza like illness 1(0.2) 0 0 5 (1.0) 0 0
Pain 5(1.0) 0 0 0 0 0
Pyrexia 5(1.0) 0 0 5 (1.0) 0 0
Hepatobiliary disorders
Autoimmune hepatitis | 7(1.4) | 612 | 0 204 | 204 ] o
Investigations
Alanine
aminotransferase 34 (7.0) 4 (0.8) 0 18 (3.7) 1(0.2) 0
increased
Amylase increased 10 (2.1) 2 (0.4) 1(0.2) 8 (1.6) 0 1(0.2)
Aspartate
aminotransferase 28 (5.8) 1(0.2) 0 8 (1.6) 1(0.2) 0
increased
Blood alkaline
phosphatase increased 5(1.0) 1(0.2) 0 3(0.6) 0 0
Blood bilirubin increaseq 1 (0.2) 0 0 6 (1.2) 0 0
Blood creatine
phosphokinase 7 (1.4) 2 (0.4) 1(0.2) 3 (0.6) 1(0.2) 0
increased
Blood creatinine 9(1.9) 0 0 1(0.2) 0 0
increased
Blood thyroid
stimulating hormone 5(1.0) 0 0 2 (0.4) 0 0
decreased
Blood thyroid
stimulating hormone 7 (1.4) 0 0 9(1.9) 0 0
increased
Lipase increased 14 (2.9) 0 4 (0.8) 11 (2.3) 6(1.2) | 2(0.4)
Metabolism and nutrition disorders
Decreased appetite 16 (3.3) 1(0.2) 0 4(0.8) 0 0
Hyperglycemia 4 (0.8) 0 0 5 (1.0) 0 0
Hypophosphatemia 3 (0.6) 1(0.2) 0 5 (1.0) 2 (0.4) 0
Musculoskeletal and connective tissue disorders
Arthralgia 69 (14.3) 1(0.2) 0 35 (7.2) 0 0
Arthritis 6 (1.2) 1(0.2) 0 2(0.4) 0 0
Back pain 6 (1.2) 0 0 0 0 0
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IntravenousKEYTRUDA

200 mg every 3 weeks Pr:iigtéo
Adverse Reaction n=483
Any Grade | Grade 3| Grade 4| Any Grade | Grade 3| Grade 4
n (%) n (%) n (%) n (%) n (%) n (%)
Myalgia 27 (5.6) 2 (0.4) 0 14 (2.9) 0 0
Nervous system disorders
Dizziness 14 (2.9) 0 0 6 (1.2) 0 0
Headache 19 (3.9) 0 0 13 (2.7) 0 0
Paraesthesia 9(1.9) 0 0 7 (1.4) 0 0
Psychiatric disorders
Insomnia | 3(06) | o | o | 500 | o | o
Respiratory, thoracic and mediastinal disorders
Cough 12 (2.5) 0 0 8 (1.6) 0 0
Dyspnea 6 (1.2) 0 0 2 (0.4) 0 0
Pneumonitis 7(1.4) 1(0.2) 0 3 (0.6) 0 0
Skin and subcutaneous tissue disorders
Dermatitis 4 (0.8) 0 0 5 (1.0) 0 0
Dermatitis acneiform 5(1.0) 0 0 1(0.2) 0 0
Dry skin 7 (1.4) 0 0 14 (2.9) 0 0
Eczema 7(1.4) 0 0 2 (0.4) 0 0
Erythema 7(1.4) 0 0 4 (0.8) 0 0
Pruritus 112 (23.2) | 3(0.6) 0 48 (9.9) 0 0
Rash 75(15.5) | 7(1.4) 0 29 (6.0) 1(0.2) 0
Rash maculgapular 34 (7.0) 2 (0.4) 0 8 (1.6) 0 0
Rash pruritic 6 (1.2) 2 (0.4) 0 3 (0.6) 0 0
Vitiligo 4 (0.8) 0 0 7(1.4) 0 0
Vascular disorders
Hypertension | 74 | 204 ] o | 102 | o | o
Table8: Treatmentw St | G SR ! ROSNA S 9 @Sy i awithcorgp@telRrEsgo@§ of » M2 0

Stage llIIA (>Inm metastasis), [lIB and IlIC melanonraated with IntravenousKEYTRUDAPaT
Population in KEYNOTE4.

IntravenousKEYTRUDA

200 mg every 3 weeks P;:ig%go
Adverse Reaction n=509
Any Grade | Grade 3| Grade 4| Any Grade | Grade 3| Grade 4
n (%) n (%) n (%) n (%) n (%) n (%)

Blood and lymphatic system disorders

Eosinophilia 5(1.0) 0 0 1(0.2) 0 0

Lymphopenia 5(1.0) 1(0.2) 0 1(0.2) 0 0

Endocrine disorders

Hyperthyroidism 49 (9.6) 1(0.2) 0 4 (0.8) 0 0

Hypophysitis 8 (1.6) 2 (0.4) 0 0 0 0

Hypothyroidism 73 (14.3) 0 0 13 (2.6) 0 0
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IntravenousKEYTRUDA

200 mg every 3 weeks Pr:il;%go
Adverse Reaction n=509
Any Grade | Grade 3| Grade 4| Any Grade | Grade 3| Grade 4
n (%) n (%) n (%) n (%) n (%) n (%)
Thyroiditis 12 (2.4) 0 0 0 0 0
Eye disorders
Dry eye | 7@4 | o | o | 408 | 0o | o
Gastrointestinal disorders
Abdominal pain 20 (3.9) 0 0 15 (3.0) 0 0
Abdominal pain upper 9 (1.8) 1(0.2) 0 10 (2.0) 0 0
Autoimmune colitis 5(1.0) 3 (0.6) 0 1(0.2) 1(0.2) 0
Colitis 13 (2.6) 6 (1.2) 0 1(0.2) 0 0
Constipation 12 (2.4) 0 0 8 (1.6) 0 0
Diarrhea 94 (18.5) 3(0.6) 1(0.2) 82 (16.3) 3 (0.6) 0
Dry mouth 23 (4.5) 0 0 10 (2.0) 0 0
Dyspepsia 8 (1.6) 0 0 2 (0.4) 0 0
Gastritis 5(1.0) 1(0.2) 0 0 0 0
Nausea 58 (11.4) 0 0 43 (8.6) 0 0
Vomiting 17 (3.3) 0 0 9 (1.8) 0 0
General disorders and administration site conditions
Asthenia 48 (9.4) 0 0 34 (6.8) 0 0
Chills 6 (1.2) 0 0 4(0.8) 0 0
Fatigue 143 (28.1) | 4 (0.8) 0 135 (26.9) | 2(0.4) 0
Influenza like illness 14 (2.8) 0 0 9 (1.8) 0 0
Pyrexia 6 (1.2) 1(0.2) 0 6 (1.2) 0 0
Immune system disorders
Sarcoidosis | 6(12 | o | o | 0 | o | o0
Investigations
Alanine
aminotransferase 26 (5.1) 3 (0.6) 0 16 (3.2) 1(0.2) 0
increased
Aspartate
aminotransferase 19 (3.7) 1(0.2) 0 14 (2.8) 1(0.2) 0
increased
Blood alkaline
phosphatase increased 6(12) 0 0 2(0.4) 0 0
Blood bilirubin increaseq 7 (1.4) 0 0 4(0.8) 0 0
Blood creatine
phosphokinase 6 (1.2) 1(0.2) 1(0.2) 2(0.4) 0 0
increased
Blood creatinine 6 (1.2) 0 0 1(0.2) 0 0
increased
Blood thyroid
stimulating hormone 7(1.4) 0 0 1(0.2) 0 0
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IntravenousKEYTRUDA

200 mg every 3 weeks Pr:il;%go
Adverse Reaction n=509
Any Grade | Grade 3| Grade 4| Any Grade | Grade 3| Grade 4
n (%) n (%) n (%) n (%) n (%) n (%)
decreased
Eosmophll count 5 (1.0) 0 0 0 0 0
increased
Gamma
glutamyltransferase 9(1.8) 2(0.4) 0 4 (0.8) 1(0.2) 0
increased
Lipase increased 7 (1.4) 3(0.6) 1(0.2) 3(0.6) 3(0.6) 0
Lymphocyte count
decreased 5(1.0) 0 0 2(0.4) 0 0
Weight decreased 12 (2.4) 0 0 11 (2.2) 0 0
Weight increased 15 (2.9) 0 0 4 (0.8) 0 0
Metabolism and nutrition disorders
Decreased appetite 25 (4.9) 1(0.2) 0 8 (1.6) 0 0
Hypophosphatemia 5(1.0) 1(0.2) 0 1(0.2) 0 0
Type 1 diabetes mellitug 5 (1.0) 5(1.0) 0 0 0 0
Musculoskeletal and connective tissue disorders
Arthralgia 51 (10.0) | 3(0.6) 0 47 (9.4) 0 0
Arthritis 5(1.0) 0 0 0 0 0
Musculoskeletal and connective tissue disorders
Muscle spasms 5(1.0) 0 0 1(0.2) 0 0
Musculoskeletal pain 5(1.0) 0 0 3 (0.6) 0 0
Myalgia 26 (5.1) 0 0 15 (3.0) 0 0
Pain in extremity 7 (1.4) 0 0 3 (0.6) 0 0
Nervous system disorders
Dizziness 10 (2.0) 0 0 13 (2.6) 0 0
Dysgeusia 9 (1.8) 0 0 10 (2.0) 0 0
Headache 37 (7.3) 0 0 33 (6.6) 1(0.2) 0
Respiratory, thoracic and mediastinal disorders
Cough 17 (3.3) 0 0 16 (3.2) 0 0
Dyspnea 27 (5.3) 1(0.2) 0 14 (2.8) 0 0
Pneumonitis 15 (2.9) 3(0.6) 0 3(0.6) 0 0
Skin and subcutaneous tissue disorders
Alopecia 10 (2.0) 0 0 8 (1.6) 0 0
Dermatitis acneiform 8 (1.6) 0 0 5(1.0) 0 0
Dry skin 20 (3.9) 0 0 8 (1.6) 0 0
Eczema 11 (2.2) 0 0 3(0.6) 0 0
Erythema 6 (1.2) 0 0 4 (0.8) 0 0
Lichenoid keratosis 5(1.0) 1(0.2) 0 0 0 0
Pruritus 85 (16.7) 0 0 49 (9.8) 0 0
Pruritus generalized 6 (1.2) 0 0 3 (0.6) 0 0
Rash 49 (9.6) 0 0 32 (6.4) 0 0
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IntravenousKEYTRUDA Placebo
200 mg every 3 weeks N=502
Adverse Reaction n=509
Any Grade | Grade 3| Grade 4| Any Grade | Grade 3| Grade 4
n (%) n (%) n (%) n (%) n (%) n (%)
Rash maculgpapular 24 (4.7) 1(0.2) 0 21 (4.2) 0 0
Skin hypopigmentation 8 (1.6) 0 0 3(0.6) 0 0
Vitiligo 23 (4.5) 0 0 7(1.4) 0 0
Vascular disorders
Hypertension | 510 [ 102 ] o | 510 | 204 ]| o
NSCLC

Table9 summarizes the treatmentelated adverse events that occurred in at led%b of patients with
NSCLC treated withtravenousKkEYTRUDA KEYNOT&4. The most common treatmemelated

adverse events (reported in at least 10% of patients) were diarrhea, fatigue, and pyrexia. The most
common Grade 5 treatment-related adverse event®r patients treated withintravenousKEYTRUDA

in KEYNOT&4 were diarrhea (3.9%), pneumonitis (2.6%), and anemia (1.9%).

Treatment was discontinued for treatmenglated adverse events in 7.1% of the Jiatients receiving
intravenousKEYTRUDsaNd in 10.7% of the 158atients receiving chemotherapy. The most common

treatment-related adverse event leading to study drug discontinuation (occurring in more than 2
patients) was: pneumonitis (n=6). The median time to discontinuation for treatiredated adverse
events was 0.7 months. There were 9 (5.8%) deaths reported iimttaerenousK EY TRUDem:

pneumonia (n=2); respiratoffigilure (n=2); cardiac arrest (n=1); hemorrhagic stroke (n=1); sepsis (n=1);
general physical health deterioration (n=1); and sudden death (n=1). One of the deaths (sudden death)

was considered by the investigator to be related to treatment. There we#de7P4) death in the

chemotherapy arm: cardiac arrest/failure (n=3); sepsis (n=1); pulmonary embolism (n=1); pulmonary
alveolar hemorrhage (n=1); and not specified (h=1). Three of the deaths (sepsis, pulmonary alveolar

hemorrhage, and not specified) were &idered to be treatmentelated.

There were no new safety signals observed at the final analysis and therefore with additionaiujp]low

no meaningful changes occurred in the safety profilenbhvenousKkEYTRUDA

Table9: Treatmentw St | G SR

KEYTRUDANPaT Population in KEYNGUH.

| ROSNBES 9@Syla

OAY OMRSBYIADS X M2 0

IntravenousKEYTRUDA Chemotherapy
200mg every 3wveeks n=150
Adverse Reaction n=154
Any Grade| Grade 3| Grade 4| Any Grade| Grade 3| Grade 4
n (%) n (%) n (%) n (%) n (%) n (%)

Blood and lymphatic system disorders
Anemia 8 (5.2) 3(1.9) 0 66 (44.0) | 29 (19.3) 0
Eosinophilia 3(1.9) 0 0 0 0 0
Lymphopenia 2(1.3) 0 0 0 0 0
Endocrine disorders
Hyperthyroidism 11 (7.1) 0 0 0 0 0
Hypothyroidism 12 (7.8) 0 0 1(0.7) 0 0
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IntravenousKEYTRUDA

200mg every 3wveeks Che?_oltggrapy
Adverse Reaction n=154
Any Grade| Grade 3| Grade 4| Any Grade| Grade 3| Grade 4
n (%) n (%) n (%) n (%) n (%) n (%)
Thyroiditis 3(1.9) 0 0 0 0 0
Gastrointestinal disorders
Abdominal pain 4 (2.6) 0 0 3(2.0) 0 0
Abdominal distention 2(1.3) 0 0 0 0 0
Colitis 2(1.3) 2(1.3) 0 0 0 0
Constipation 6 (3.9) 0 0 17 (11.3) 0 0
Diarrhea 22(14.3) | 6(3.9) 0 20 (13.3) | 2(1.3) 0
Dyspepsia 2(1.3) 0 0 4(2.7) 0 0
Nausea 15 (9.7) 0 0 65 (43.3) | 3(2.0) 0
Stomatitis 4 (2.6) 0 0 18 (12.0) | 2 (1.3) 0
Vomiting 4 (2.6) 1 (0.6) 0 30 (20.0) | 1(0.7) 0
General disorders and administration site conditions
Asthenia 5(3.2) 1 (0.6) 0 11(7.3) | 2(1.3) 0
Chills 3(1.9) 0 0 0 0 0
Fatigue 16 (10.4) | 2(1.3) 0 43 (28.7) | 5(3.3) 0
Edema 2(1.3) 0 0 2 (1.3) 0 0
Edema peripheral 4 (2.6) 1(0.6) 0 6 (4.0) 0 0
Pyrexia 16 (10.4) 0 0 8 (5.3) 0 0
!_owe_r respiratory tract 2 (1.3) 2 (1.3) 0 0 0 0
infection
Infusion related reaction 3(1.9) 0 0 0 0 0
Investigations
Alanine aminotransferase 10 (6.5) 0 0 7(4.7) 0 0
increased
Aspartate aminotransferase 8 (5.2) 2 (1.3) 0 5 (3.3) 0 0
increased
Blood creatinine increased 3(1.9) 0 0 15(10.0) | 1(0.7) 0
Blood thyr0|d stimulating 5(3.2) 0 0 0 0 0
hormone increased
Blood thyroid stimulating 4(2.6) 0 0 0 0 0
hormone decreased
Gammaglutamyltransferase 3(1.9) 1(0.6) 0 42.7) 0 0
increased
Hepatic enzyme increased 2(1.3) 1(0.6) 0 0 0 0
Transaminase increased 3(1.9) 2(1.3) 0 0 0 0
Weight decreased 5(3.2) 0 0 4(2.7) 0 0
Metabolism and nutrition disorders
Decreased appetite 14 (9.1) 0 0 39 (26.0) | 4(2.7) 0
Diabetes Mellitus 2(1.3) 2(1.3) 0 0 0 0
Hyperglycemia 2(1.3) 0 1 (0.6) 2 (1.3) 0 0
Hyperkalemia 3(1.9) 0 0 1(0.7) 0 0
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IntravenousKEYTRUDA Chemotherapy
200mg every 3wveeks n=150
Adverse Reaction n=154
Any Grade| Grade 3| Grade 4| Any Grade| Grade 3| Grade 4
n (%) n (%) n (%) n (%) n (%) n (%)
Hypoalbuminena 3(1.9) 2(1.3) 0 4(2.7) 2(1.3) 0
Hyponatremia 5(3.2) 0 0 2(1.3) 1(0.7) 0
Musculoskeletal and connective tissue disorders
Arthralgia 13 (8.4) 0 0 4(2.7) 0 0
Arthritis 2(1.3) 0 0 0 0 0
Back pain 2(1.3) 0 0 1(0.7) 0 0
Myalgia 3(1.9) 0 0 1(0.7) 0 0
Nervous system disorders
Dizziness 2(1.3) 0 0 3(2.0) 0 0
Neuropathy peripheral 2(1.3) 0 0 9 (6.0) 1(0.7) 0
Paresthesia 2(1.3) 0 0 2 (1.3) 0 0
Renal and urinargisorders
Dysuria . 2@3 | o | o | 107n | o | o
Respiratory, thoracic and mediastinal disorders
Cough 5(3.2) 0 0 0 0 0
Dyspnea 4 (2.6) 1(0.6) 0 5(3.3) 1(0.7) 0
Hiccups 2(1.3) 0 0 7(4.7) 0 0
Pneumonitis 8 (5.2) 2(1.3) | 2(1.3) 1(0.7) 1(0.7) 0
Skin and subcutaneous tissue disorders
Dry skin 8 (5.2) 0 0 1(0.7) 0 0
Erythema 3(1.9) 0 0 0 0 0
Night sweats 3(1.9) 0 0 0 0 0
Pruritus 12 (7.8) 0 0 3(2.0) 0 0
Pruritus generalized 3(1.9) 0 0 1(0.7) 0 0
Psoriasis 2 (1.3) 1(0.6) 0 0 0 0
Rash 11 (7.1) 1 (0.6) 0 3(2.0) 0 0
Rash maculgpapular 5(3.2) 1 (0.6) 0 1(0.7) 0 0
Rash pruritic 2(1.3) 0 0 1(0.7) 0 0
Skin exfoliation 2(1.3) 0 0 0 0 0
Urticaria 2 (1.3) 0 0 1(0.7) 0 0

Tablel0 summarizes the treatmentelated adverse events that occurred in at least 1% of patients with
NSCLC treated withtravenousKkEYTRUDA KEYNOT&42. The most common treatmemélated

adverse event (reported in at least 10% of patients) was hypothyroidism. The most common Grade 3
treatment-related adverse event®r patients treated withintravenousKkEYTRUDA KEYNOTE42

were pneumonitis (3.1%) and alanine aminotransferase increased (1.4%).

Treatment was discontinued for treatmen¢lated adverse events in 9.0% of the G&fients receiving
intravenousKEYTRUDsNd in 9.4% of the 61patients receiving chemotherapy. The most common
treatment-related adverse events leading to study drug discontinuation (occurring in more than 2
patients) were: pneumonitis (n=19); alanine aminotransferase increased (n=6); anthéspa
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aminotransferase increased (n=3). The median time to discontinuation for treatretated adverse
events was 2.8nonths.

Tablel0: Treatmentw St I G SR | ROSNES 90Syia O0AYyOMRSeidS X M:0 )
KEYTRUDAAPaT Population in KEYNQU4E.

IntravenousKEYTRUDA Chemotherapy
200mg every 3wveeks _
. n=636 n=615
Adverse Reaction Any Grade | Grade | Grade Any Grade | Grade | Grade

Grade 3 4 5 Grade 3 4 5

n (%) n) | n((%) | n (%) n (%) n) | n(%) | n (%)
Blood and lymphatic system disorders
Anemia 35(5.5) | 4(0.6) 0 0 229(37.2) (1713.’9) 71.1) 0
Leukopenia 10 (1.6) 0 0 0 35(5.7) | 6(1.0)| 4(0.7) 0
Endocrine disorders
Hyperthyroidism 37(5.8)| 1(0.2) 0 0 1(0.2) 0 0 0
Hypothyroidism (160?8) 1(0.2) 0 0 2 (0.3) 0 0 0
Gastrointestinal disorders
Constipation 8 (1.3) 0 0 0 68 (11.1) 0 0 0
Diarrhea 34(5.3) | 5(0.8) 0 0 46 (7.5) | 1(0.2) 0 0
Dry mouth 10 (1.6) 0 0 0 4 (0.7) 0 0 0
Nausea 31 (4.9) 0 0 0 184 (29.9)| 7 (1.1) 0 0
Stomatitis 7(.1) 0 0 0 31 (5.0) 0 0 0
Vomiting 15 (2.4) 0 0 0 97 (15.8) | 2(0.3) 0 0
General disorders and administration site conditions
Asthenia 27 (4.2) | 3(0.5) 0 0 60 (9.8) (i%) 0 0
Fatigue 50 (7.9)| 3(0.5) 0 0 102 (16.6)| 8 (1.3) 0 0
Edema peripheral | 9 (1.4) | 1(0.2) 0 0 14 (2.3) 0 0 0
Pyrexia 24 (3.8) 0 0 0 19 (3.1) 0 0 0
Hepatobiliary disorders
Hepatic function
abnormal 8(1.3) | 1(0.2) 1(0.2 0 4 (0.7) 2(0.3) 0 0
Investigations
Alanine
aminotransferase | 45(7.1) | 9 (1.4) 0 0 53 (8.6) | 5(0.8) 0 0
increased
Aspartate
aminotransferase | 41 (6.4) | 4 (0.6) 0 0 42 (6.8) | 2(0.3) 0 0
increased
Blood alkaline
phosphatase 17 (2.7) | 2(0.3) 0 0 17 (2.8) | 2(0.3) 0 0
increased
Blood bilirubin 12 (1.9) 0 0 0 8 (1.3) 0 0 0
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IntravenousKEYTRUDA Chemotherapy
200mg every 3wveeks _
n=615

Adverse Reaction n=636

Any Grade | Grade | Grade Any Grade | Grade | Grade

Grade 3 4 5 Grade 3 4 5

n (%) n) | n((%) | n (%) n (%) n) | n(%) | n (%)
increased
Blood thyroid
stimulating 11(17)| o 0 0 1(0.2) 0 0 0
hormone
decreased
Blood thyroid
stimulating 14 (2.2) 0 0 0 1(0.2) 0 0 0
hormone increased
Gamma
glutamyltransferase 8 (1.3) | 2 (0.3) 0 0 4 (0.7) 1(0.2) 0 0
increased
Triiodothyronine
decreased 9(1.4) 0 0 0 3(0.5) 0 0 0
Weight decreased | 17 (2.7) | 2 (0.3) 0 0 19 (3.1) 0 0 0

Metabolism and nutrition disorders

Decreased appetite 40(6.3) 5(0.8)] 0 | 0 [109(17.7)/ 915 0 | 0
Musculoskeletal and connective tissue disorders

Arthralgia 27 (4.2) 0 0 0 46 (7.5) 0 0 0
Myalgia 20(3.1) | 1(0.2) 0 0 50 (8.1) 0 0 0
Nervous system disorders

Dysgeusia 7@y o | o | o | 20@83] 0o | o | o
Respiratory, thoracic and mediastinal disorders

Cough 9 (1.4) 0 0 0 6 (1.0) 0 0 0
Dyspnea 16 (2.5) | 2(0.3) 0 0 18 (2.9) 0 0 1(0.2)
Hemoptysis 7(1.1) 0 0 1(0.2)| 2(0.3) 0 0 0
Pleural effusion 10 (1.6) | 4 (0.6) 0 0 0 0 0 0
Pneumonitis 43 (6.8) (2154) 406) 102] o0 0 0 0
Skin and subcutaneous tissue disorders

Dry skin 11(1.7)| 1(0.2)] o0 0 6 (1.0) 0 0 0
Pruritus 46 (7.2)| 2(0.3)] © 0 15 (2.4) 0 0 0
Rash 46 (7.2)| 3(0.5)| O 0 27(4.4) 0 0 0
Rash maculo

papular 12 (1.9) | 4 (0.6) 0 0 5(0.8) 1(0.2) 0 0

Tablell summarizes the treatmentelated adverse events that occurred in at least 1% of patients with
NSCLC treated withtravenousKkEYTRUDA KEYNOTEB9. The most common treatmeinélated
adverse events (reported in at least 20% of patients) were nausea, anemia, fatigue, neutropenia, and
decreased appetite. The most common Graee tBeatmentrelated adverse events for patients
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treated withintravenousKEYTRUDA KEYNOTEB9 were neutropenia (14.6%), anemia (13.6%),
thrombocytopenia (7.7%) and febrile neutropenia (5.9%).

Treatment was discontinued for treatmen¢lated adverse events in 9.6% of the 4fiients receiving
intravenousKEYTRUDpemetrexed, and chemotherapy and in 4.0% of the g@&ents receiving
placebo, pemetrexed, and chemotherapy. The most common treatrrelated adverse events leading
to study drug discontinuation (occurring in more thapaients) were acute kidney injy (n=7) and
pneumonitis (n=7). The median time to discontinuation for treatmextated adverse events was
4.0months.

There were no new safety signals observed at the final analysis and therefore with additionaluio)low
no meaningful changes occurred in the safety profilstBivenousKEY TRUDA combination with
pemetrexed and platinum chemotherapy.

Tablell: Treatmentw Sf I G SR | RASNES 90Syia oLYOMRSBeidDS X M:0 )
KEYTRUDify Combination with Pemetrexed and Platinum Chemotherapy, APaT Population in
KEYNOTHES9.

IntravenousKEYTRUDA Placebo +
Pemetrexed + Pemetrexed +
Adverse Reaction Platinum c_hemotherapy Platinum cihemotherapy
n=405 n=202
Any Grade| Grade3 | Grade4 | Grade5 | Any Grade| Grade3 | Grade4 | Grade5
n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
Blood and lymphatic system disorders
Anemia 154 (38.0) (153?1) 2 (0.5) 0 77 (38.1) (1237. 2) 0 0
Febrile
neutropenia 25(6.2) | 16 (4.0)| 8(2.0) 0 4(2.0) 2(1.0) | 2(1.0 0
Leukopenia 22(5.4) | 6(1.5) | 2(0.5) 0 12(5.9) | 1(0.5) 0 0
Neutropenia 101 (24.9)| 34 (8.4)| 25(6.2) 0 45 (22.3) | 16 (7.9)| 6(3.0) 0
Pancytopenia 6 (1.5) 4(1.0) | 2(0.5) 0 2(1.0) 0 2(1.0) 0
Thrombocytopenia| 69 (17.0) | 16 (4.0)| 15(3.7) 0 27(134) | 6(3.0) | 7(3.5) 0
Ear and labyrinth disorders
Tinnitus | 922 | o | o 0 945 | o | o | o
Endocrine disorders
Hyperthyroidism 13(3.2) 0 0 0 6 (3.0) 0 0 0
Hypothyroidism 22(5.4) | 2(0.5) 0 0 3(1.5) 0 0 0
Eye disorders
Dry eye 10 (2.5) 0 0 0 2 (1.0 0 0 0
Eye pruritus 5(1.2) 0 0 0 1(0.5) 0 0 0
Lacrimation 51(126) | 0 0 0 1469) | 0 0 0
increased
Vision blurred 5(1.2) 0 0 0 1(0.5) 0 0 0
Gastrointestinal disorders
Abdominal pain 10(25) | 1(0.2) 0 0 4(2.0) 1(0.5) 0 0
Abdominal pain 9(22) 0 0 0 0 0 0 0
upper
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Adverse Reaction

IntravenousKEYTRUDA

Pemetrexed +

Platinum chemotherapy

Placebo +
Pemetrexed +

Platinum chemotherapy

n=405 n=202
Any Grade| Grade3 | Grade4 | Grade5 | Any Grade| Grade3 | Grade4 | Grade5
n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
Colitis 5(1.2) 2 (0.5) 0 0 0 0 0 0
Constipation 67 (16.5) 0 0 0 24 (11.9) 0 0 0
Diarrhea 78 (19.3) | 15(3.7) 0 0 22 (10.9) | 4 (2.0 0 0
Dry mouth 7(1.7) 0 0 0 2 (1.0) 0 0 0
Dyspepsia 15 (3.7) 0 0 0 3(1.5) 0 0 0
Nausea 187 (46.2) | 12 (3.0) 0 0 90 (44.6) | 4(2.0) 0 0
Stomatitis 26 (6.4) | 2(0.5) 0 0 15(7.4) | 1(0.5) 0 0
Vomiting 74 (18.3) | 7(1.7) 0 0 39(19.3) | 4(2.0) 0 0
General disorders and administration site conditions
Asthenia 53 (13.1) | 16 (4.0) 0 0 31(15.3) | 3(1.5) 0 0
Fatigue 134 (33.1) | 20 (4.9) 0 0 62 (30.7) | 3(1.5) 0 0
General physical
health 7(1.7) 4(1.0) 0 0 2 (1.0 2(1.0) 0 0
deterioration
Mucosal
inflammation 30(7.4) | 3(0.7) 0 0 14(6.9) | 1(0.5 0 0
Edema 7(1.7) 0 0 0 2 (1.0 0 0 0
Edema peripheral 27 (6.7) 0 0 0 12 (5.9) 0 0 0
Pyrexia 24(5.9) | 1(0.2) 0 0 4(2.0) 0 0 0
Infections and infestations
Cellulitis 7(1.7) 5(1.2) 0 0 0 0 0 0
Conjunctivitis 20(4.9) | 1(0.2 0 0 10 (5.0) 0 0 0
Oral candidiasis 11(2.7) | 1(0.2) 0 0 2(1.0) 0 0 0
Pneumonia 7(1.7) 3(0.7) 0 1(0.2) 1(0.5) 0 0 1(0.5)
Upper respiratory
tract infection 6 (1.5) 2(0.5) 0 0 0 0 0 0
Urinary tract 5(1.2) 0 0 0 0 0 0 0
infection
Investigations
Alanine
aminotransferase 38(9.4) | 2(0.5) 0 0 16(7.9) | 3(1.5) 0 0
increased
Aspartate
aminotransferase 28 (6.9) 0 0 0 10(5.0) | 1(0.5) 0 0
increased
Blood alkaline
phosphatase 6 (1.5) 0 0 0 3(1.5) 1(0.5) 0 0
increased
Blood creatinine | 55 7y | 102)| o0 0 1259 | 0 0 0
increased
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Adverse Reaction

IntravenousKEYTRUDA
Pemetrexed +
Platinum chemotherapy

Placebo +
Pemetrexed +

Platinum chemotherapy

n=405 n=202
Any Grade| Grade3 | Grade4 | Grade5 | Any Grade| Grade3 | Grade4 | Grade5
n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
Blood thyroid
stimulating 9(2.2) 0 0 0 2 (1.0) 0 0 0
hormone
decreased
Blood thyroid
stimulating 5(1.2) 0 0 0 1(0.5) 0 0 0
hormone increased
Gamma
glutamyltransferas| 8(2.0) 2(05) | 1(0.2 0 4 (2.0 1(0.5) 0 0
e increased
Lymphocyte count
decreased 8 (2.0 1(0.2) 0 0 4(2.0) 0 1(0.5) 0
Neutrophil count
decreased 11(2.7) | 4(1.0) | 3(0.7) 0 3(1.5) 2(1.0) 0 0
Platelet count
decreased 10(25) | 3(0.7) | 2(0.5) 0 0 0 0 0
Weight decreased | 15(3.7) | 2(0.5) 0 0 5(2.5) 0 0 0
White blood cell
count decreased 22(54) | 717 0 0 12(5.9) | 6(3.0) 0 0
Metabolism and nutrition disorders
Decreased appetit§ 84 (20.7) | 4(1.0) 0 0 42 (20.8) | 1(0.5) 0 0
Dehydration 8 (2.0) 3(0.7) 0 0 4(2.0) 1(0.5) 0 0
Hypocalcemia 6 (1.5) 0 0 0 1(0.5) 0 0 0
Hypokalemia 9(2.2) 2(0.5) 0 0 4(2.0) 1(0.5) 0 0
Hypomagnesemia| 22(5.4) | 4(1.0) | 1(0.2) 0 3(1.5) 0 0 0
Hyponatremia 5(1.2) 2 (0.5) 0 0 3(1.5) 1(0.5) 0 0
Hypophosphatemig 8 (2.0) 3(0.7) 0 0 2(1.0) 1(0.5) 0 0
Musculoskeletal and connective tissue disorders
Arthralgia 153.7) | 1(0.2) 0 0 8 (4.0) 1(0.5) 0 0
Muscular weaknesy 7 (1.7) 1(0.2) 0 0 2(1.0) 1(0.5) 0 0
Myalgia 10(25) | 1(0.2) 0 0 2 (1.0) 0 0 0
Nervous system disorders
Dizziness 10 (2.5) 0 0 0 5(2.5) 0 0 0
Dysgeusia 37(9.1) | 1(0.2) 0 0 14 (6.9) 0 0 0
Headache 9(2.2) 0 0 0 3(1.5) 0 0 0
Hypoasthesia 5(1.2) 0 0 0 0 0 0 0
Lethargy 7(1.7) 0 0 0 1(0.5) 0 0 0
Neuropathy 10 (2.5) 0 0 0 3(L5) 0 0 0
peripheral
Paresthesia 12 (3.0) 0 0 0 6 (3.0) 0 0 0
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Adverse Reaction

IntravenousKEYTRUDA
Pemetrexed +
Platinum chemotherapy

Placebo +
Pemetrexed +
Platinum chemotherapy

n=405 n=202
Any Grade| Grade3 | Grade4 | Grade5 | Any Grade| Grade3 | Grade4 | Grade5
n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
Peripheral sensory 7(17) 0 0 0 2 (1.0 0 0 0
neuropathy
Renal and urinary disorders
Acute kidney injury| 14 (3.5) | 5(1.2) 0 2 (0.5) 0 0 0 0
Renal failure 9(2.2) 2 (0.5) 0 0 4(2.0) 0 0 0
Respiratory, thoracic and mediastinal disorders
Cough 8 (2.0) 0 0 0 5 (2.5) 0 0 0
Dyspnea 16 (4.0) | 3(0.7) | 1(0.2) 0 7 (3.5) 1(0.5) 0 0
Epistaxis 10 (2.5) 0 0 0 3(1.5) 0 0 0
Hiccups 12 (3.0) 0 0 0 2 (1.0 0 0 0
gg%phary”gea' 5(1.2) 0 0 0 1(05) 0 0 0
Pneumonitis 16(4.0) | 6(15) | 1(0.2) | 3(0.7) 3(1.5) 3(1.5) 0 0
Rhinorrhea 12 (3.0) 0 0 0 4(2.0) 0 0 0
Skin and subcutaneous tissue disorders
Alopecia 20 (4.9) 0 0 0 9 (4.5) 0 0 0
Dermatitis 7(17) 0 0 0 2 (1.0) 0 0 0
acneiform
Dry skin 11 (2.7) 0 0 0 12 (5.9) 0 0 0
Erythema 10 (2.5) 0 0 0 2 (1.0 0 0 0
Pruritus 37 (9.1) 0 0 0 12 (5.9) 0 0 0
Rash 51(12.6) | 5(1.2) 0 0 17 (84) | 3(1.5) 0 0
Rash maculo 8 (2.0) 0 0 0 735 | 105 | o0 0
papular
Rash pruritic 5(1.2) 0 0 0 1(0.5) 0 0 0

Tablel2 summarizes the treatmentelated adverse events that occurred in at least 1% of patients with

NSCLC treated withtravenouskEYTRUDA KEYNOTHH7. The most common treatmemelated
adverse events (reported in at least 20% of patients) were alopecia, anemia, neutropenia, nausea,
thrombocytopenia, and diarrhea. The most common Gradetfatmentrelated adverse events for
patients treated withintravenousKEYTRUDA KEYNOTH7 were neutropenia (21.2%), anemia

(13.7%), thrombocytopenia (6.5%), neutroptolint decreased (6.1%), and febrile neutropenia (5.0%).

Treatment was discontinued for treatmen¢lated adverse events in 9.0% of the Z¥8ients receiving
intravenousKEYTRUDAarboplatin and either paclitaxel or nglaclitaxel and in 3.2% of the
280patients receiving placebo, carboplatin and either paclitaxel orpediitaxel. The most common
treatment-related adverse events leading to study discontinuation (occurring ire iitt@n 3 patients)
were pneumonitis (n=4) and sepsis (n=3). The median time to discontinuation for treatslated

adverse events &as 1.9months.
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There were no new safety signals observed at the final analysis and therefore with additionaiujp)low

no meaningful changes occurred in the safety profilenobBvenousKEYTRUDA combination with
carboplatin and paclitaxel or ngtaclitaxel.

Table12: Treatmentw St I G SR
KEYTRUDi#s Combination with Carboplatin and Either Paclitaxel or Npaclitaxel, AP& Population

in KEYNOTEO7.

| ROSNBES 9@Syla

0 LYy OMRSBeidIS X M: 0

IntravenouskKEYTRUDA Carboplatin +

Placebo + Carboplatin + Paclitaxel or Nal

Paclitaxel or NalPaclitaxel Paclitaxel
Adverse Reaction n=278 n=280
Any Grade| Grade3 | Graded4 | Grade5 | Any Grade | Grade3 | Grade4 | Gradeb
n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)

Blood and lymphatic system disorders
Anemia 123 (44.2) (1357) 0 0 117 (41.8) (145:?’ 2) 0 0
Febrile neutropenia| 14 (5.0) | 12(4.3)| 2(0.7) 0 10(3.6) 829 | 2(0.7) 0
Leukopenia 23(83) | 8(29 | 414 0 19(6.8) | 12(4.3) 0 0
Lymphopenia 5(1.8) 1(0.4)| 1(0.4) 0 4(1.4) 2(0.7) 0 0
Neutropenia 97 (34.9) (13’;6) 2486) 0 | 86(30.7) (1?3) 2382)| 0
Thrombocytopenia | 81(29.1) | 12 (4.3)| 6(2.2) 0 58(20.7) | 12(4.3)| 4(1.4) 0
Endocrine disorders
Hyperthyroidism 17(6.1) | 1(0.4) 0 0 2(0.7) 0 0 0
Hypothyroidism 16 (5.8) 0 0 0 3(1.1) 0 0 0
Gastrointestinal disorders
Abdominal pain 4(1.4) 0 0 0 3(1.1) 0 0 0
Abdominal pain 414 | o 0 0 2(0.7) 0 0 0
upper
Colitis 6(2.2) 4(14) | 2(0.7) 0 3(1.1) 2(0.7) 0 0
Constipation 31(11.2) | 1(0.4) 0 0 25(8.9) 0 0 0
Diarrhea 61(21.9) | 8(2.9) 0 0 47(16.8) | 4(1.4) 0 0
Dry mouth 4(1.4) 0 0 0 104 0 0 0
Gastroesophageal | 54 4y | 0 0 1(0.4) 0 0 0
reflux disease
Nausea 85(30.6) | 2(0.7) 0 0 71(25.4) | 3(1.1) 0 0
Retching 3(1.1) 0 0 0 0 0 0 0
Stomatitis 9(3.2) 0 0 0 11(39) | 1(04) 0 0
Vomiting 36 (12.9) | 1(0.4) 0 0 25(8.9) | 3(1.1) 0 0
General disorders and administration site conditions
Asthenia 46 (16.5) | 3(1.1) 0 0 41(146) | 6(2.1) 0 0
Fatigue 54 (19.4) | 7(2.5) 0 0 52(18.6) | 6(2.1) | 1(0.4) 0
Malaise 10 (3.6) 0 0 0 12(4.3) | 1(0.4) 0 0
Mucosal
inflammation 8(2.9) 1(0.4) 0 0 6(2.1) 0 0 0
Edema peripheral 7(2.5) 0 0 0 6(2.1) 1(0.4) 0 0
Pain 3(1.1) 1(0.4) 0 0 3(1.1) 0 0 0
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IntravenouskKEYTRUDA Carboplatin +

Placebo + Carboplatin + Paclitaxel or Nal

Paclitaxel or NalPaclitaxel Paclitaxel
Adverse Reaction n=278 n=280
Any Grade| Grade3 | Graded4 | Grade5 | Any Grade | Grade3 | Grade4 | Gradeb
n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)

Pyrexia 8(2.9) 2(0.7) 0 0 11 (3.9) 0 0 0
Hepatobiliary disorders
Autoimmune
hepatitis 5(1.8) 4(14) | 104 0 0 0 0 0
Infections and infestations
Pneumonia 9(3.2) 622 | 2(0.7) 0 4(1.4) 2(0.7) 0 1(0.4)
Rhinitis 3(1.1) 0 0 0 0 0 0 0
Sepsis 4(1.4) 0 0 3(1.1) 0 0 0 0
Upper respiratory
iract infection 3(1.)) 0 0 0 2(0.7) 0 0 0
Urinary tract 414 | o0 0 0 0 0 0 0
infection
Injury, poisoning and procedural complications
Infusion related
reaction 4(1.4) 207 | 104 0 3(1.1) 0 1(0.4) 0
Investigations
Alanine
aminotransferase 11(4.0) | 1(0.4) 0 0 8(2.9) 1(0.4) 0 0
increased
Aspartate
aminotransferase 14 (5.0) 0 0 0 5(1.8) 1(0.4) 0 0
increased
Blood alkaline
phosphatase 6(2.2) 0 0 4(14) 0 0 0 0
increased
Blood bilirubin
increased 3(1.1) 0 0 0 311 1(0.4) 0 0
Blood creatinine
increased 9(3.2 0 0 0 6(2.1) 1(0.4) 0 0
Lymphocyte count
decreased 3(1.1) 2(0.7) 0 0 7(25) 2(0.7) 0 0
Neutrophil count
decreased 24(86) | 5(1.8) | 12(4.3) 0 28(10.0) | 12(4.3)| 12(4.3) 0
Platelet count
decreased 23(8.3) | 5(1.8) 0 0 16(5.7) | 6(21) 0 0
Weight decreased 103.6) | 1(0.4) 0 0 8(2.9) 1(0.4) 0 0
White blood cell
count decreased 30(10.8) | 7(25) | 4(1.9) 0 28(10.0) | 10(3.6) 0 0
Metabolism and nutrition disorders
Decreased appetite| 47 (16.9) | 5(1.8) 0 0 57(204) | 4(1.4) 0 0
Dehydration 4(1.4) 2(0.7) 0 0 5(1.8) 104) | 104 0
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IntravenouskKEYTRUDA Carboplatin +

Placebo + Carboplatin + Paclitaxel or Nal

Paclitaxel or NalPaclitaxel Paclitaxel
Adverse Reaction n=278 n=280
Any Grade| Grade3 | Graded4 | Grade5 | Any Grade | Grade3 | Grade4 | Gradeb
n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)

Hyperglycemia 3(1.1) 0 0 0 1(0.4) 0 0 0
Hypomagnesemia | 15(5.4) | 1(0.4) 0 0 9(3.2) 2(0.7) 0 0
Hyponatremia 6(2.2) 5(1.8) 0 0 4(1.4) 0 1(0.4) 0
Hypophosphatemia| 4 (1.4) 1(0.4) 0 0 4(1.4) 1(0.4) 0 0
Musculoskeletal and connective tissue disorders
Arthralgia 36 (12.9) | 1(0.4) 0 0 24 (8.6) | 2(0.7) 0 0
Bone pain 4(1.4) 0 0 0 5(1.8) 0 0 0
EA;rfC”'OSke'eta' 5(18) | 1(04)| 0 0 5(1.8) 0 0 0
Myalgia 32(115) | 2(0.7) 0 0 26(9.3) | 1(04) 0 0
Pain in extremity 8(2.9) 0 0 0 12 (4.3) 0 0 0
Nervous system disorders
Dizziness 6(2.2) 0 0 0 7 (2.5) 0 0 0
Dysgeusia 23(8.3) 0 0 0 7 (2.5) 0 0 0
Headache 7(2.5) 0 0 0 7(2.5) 0 0 0
Hypoasthesia 6 (2.2) 0 0 0 4(1.4) 0 0 0
Lethargy 4 (1.4) 0 0 0 0 0 0 0
Neuropathy
peripheral 55(19.8) | 3(1.1) 0 0 37(132) | 2(0.7) 0 0
Neurotoxicity 7 (2.5) 0 0 0 2(0.7) 0 0 0
Paresthesia 15(5.4) | 1(04) 0 0 13(4.6) | 1(0.4) 0 0
Peripheral motor 3(1.) 0 0 0 4(1.4) 0 0 0
neuropathy
Peripheral sensory | - 57 195y | 0 0 36(129) | 207)| © 0
neuropathy
Polyneuropathy 6(2.2) 1(04) 0 0 5(1.8) 1(0.4) 0 0
Psychiatricisorders
Insomnia | 4049 | o | o 0 o | o | o | o
Renal and urinarglisorders
Acute kidney injury | 5(1.8) | 1(04)| 0 0 414) | 207] 0 | 1(04)
Respiratory, thoracic and mediastinal disorders
Dyspnea 4(1.4) 0 0 0 5(1.8) 0 0 0
Epistaxis 11 (4.0 0 0 0 9(3.2 1(0.4) 0 0
Hiccups 11 (4.0) 0 0 0 4(1.4) 0 0 0
Interstitial lung
disease 311 0 0 0 2(0.7) 1(0.4) | 104 0
Pneumonitis 11(40) | 4(14) 0 1(0.4) 3(1.1) 0 0 0
Skin and subcutaneous tissue disorders
Alopecia 126 (45.3)| 1(0.4) 0 0 100(35.7)| 3(1.1) 0 0
Dry skin 9(3.2 0 0 0 5(1.8) 1(04) 0 0
Pruritus 29 (10.4) 0 0 0 15(5.4) 0 0 0
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IntravenouskKEYTRUDA Carboplatin + Placebo + Carboplatin + Paclitaxel or Nal

Paclitaxel or NalPaclitaxel Paclitaxel
Adverse Reaction n=278 n=280
Any Grade| Grade3 | Graded4 | Grade5 | Any Grade | Grade3 | Grade4 | Gradeb
n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
Rash 28 (10.1) 0 0 0 20(7.1) 0 0 0
Rash maculpapular, 6 (2.2) 0 0 0 3(1.1) 0 0 0
Rash papular 3 (1.1%) 0 0 0 0 0 0 0
Vascular disorders
Hot flush 3(1.1) 0 0 0 0 0 0 0
Hypotension 5(1.8) 2(0.7) 0 0 7 (2.5) 3(1.1) 0 0

Tablel3 summarizes the treatmentelated adverse events that occurred in at least 1% of patients with
NSCLC treated withtravenousKEYTRUDA KEYNOTE&LO. Clinically important adverse events
regardless of the investigator assessment of causality occurring in patients receikavgnous
KEYTRUDw&ere fatigue (25%), diarrhea (14%), asthenia (11%) and pyrexia (11%). The most common
treatment-related adverse events (reported in at least 10% of patients) were fatigue, decreased
appetite, rash, and nausea. The mostnmon Grade 5 treatmentrelated adverse events for patients
treated withintravenousKEYTRUDA KEYNOTE&LO werepneumonitis (1.8%) and fatigue (1.5%)

In KEYNOTHELO, the adverse reaction profile was similar for the 2 mg/kg and 10 mg/kg dose, therefore
summary safety results are provided in a pooled analysis (n=682). Treatment was discontinued for
treatment-relatedadverse events in 5% of patients receivimgavenousKEYTRUDAhe most
commontreatment-relatedadverse event resulting in permanent discontinuationmifavenous

KEYTRUD#®as pneumonitis (1.8%, n =1Zhe median time to discontinuation for treatmerelated

adverse events was 2.5 months. Treatmeslatedadverse events leading to interruption of
intravenouskEYTRUDRAO O dzNNB R AY Moz 2F LI GASyGaT GKS Yzal O:
decreased appetite (1%).

Tablel13: Treatmentw St I § SR | ROSNA S 9 WtfayeioiisKBYT RUDANdREENOS X M2 U
Groups Combined, APaT Population in KEYNQIE

IntravenousKEYTRUDA Docetaxel
2 or 10mg/kg every 3nveeks 75mg/m?every 3weeks
Adverse Reaction n=682 A n=309G g
Any Grade| Grade 3| Grade 4| Grade 5 Grgélle Grade 3 rj €| Grades
n (%) n@) | n(®) | n) | %) n®) | |, o) | " (%)
Blood and lymphatic system disorders
Anemia | 2435 | 406)] 0 | o | 400129 5016] 0 | O
Endocrine disorders
Hyperthyroidism 253.7) | 1(0.1) 0 0 0 0 0 0
Hypothyroidism 48 (7.0) 0 0 0 1(0.3) 0 0 0
Eye disorders
Dry eye | 10a5] o | o | o | 1203 ] o | o | o
Gastrointestinal disorders
Abdominal pain 7(1.0) 0 0 0 4(1.3) 0 0 0
Constipation 23 (3.4) 0 0 0 14 (4.5) 0 0 0
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IntravenousKEYTRUDA Docetaxel
2 or 10mg/kg every 3veeks 75mg/m?every 3weeks
Adverse Reaction n=682 A n—309G 3
Any Grade| Grade 3| Grade 4| Grade 5 Grz:)(;e Grade 3 T € Grade 5
n (%) n) | n®) | n(%) n (%) n®) | . o) | " (%0)
Diarrhea 46 (6.7) | 2(0.3) 0 0 56(18.1) | 6(1.9) | 1(0.3) 0
Dry mouth 8(1.2) 0 0 0 3(1.0) 0 0 0
Nausea 68 (10.0) | 3(0.4) 0 0 45(14.6) | 1(0.3) 0 0
Stomatitis 20(29) | 1(0.2) 0 0 43(13.9) | 3(1.0) 0 0
Vomiting 25(3.7) | 1(0.1) 0 0 24 (7.8) | 2(0.6) 0 0
General disorders and administration site conditions
Asthenia 39((5.7) | 3(04) 0 0 35(11.3)| 6(1.9 0 0
Fatigue 95(13.9) | 10(1.5) 0 0 76 (24.9) | 11(3.6) 0 0
Influenza like illness| 7 (1.0) 0 0 0 0 0 0 0
Malaise 14 (2.1) 0 0 0 11 (3.6) 0 0 0
Edema peripheral 9(1.3) 0 0 0 21 (6.8) 0 0 0
Pyrexia 24(35) | 1(0.1) 0 0 17(55) | 1(0.3) 0 0
Infections and infestations
Pneumonia | 105 | 406)| 0 | 203 ] 506 | 206 ] 206]| ©
Investigations
Alanine
aminotransferase 24(35) | 3(04) 0 0 4(1.3) 0 0 0
increased
Aspartate
aminotransferase 17(25) | 2(0.3) 0 0 3(1.0) 0 0 0
increased
Blood alkaline
phosphatase 11(16) | 2(0.3) 0 0 2(0.6) 0 0 0
increased
Blood creatinine 13(19) 0 0 0 0 0 0 0
increased
Blood thyroid
stimulating 7 (1.0 0 0 0 0 0 0 0
hormone increased
Weight decreased 15(2.2) | 1(0.1) 0 0 2(0.6) 0 0 0
Metabolism and nutrition disorders
Decreased appetite| 79 (11.6) | 4 (0.6) 0 0 49(15.9) | 3(1.0) 0 0
Hypertriglyceridemig 10 (15) | 2(0.3) | 2(0.3) 0 0 0 0 0
Musculoskeletal and connective tissue disorders
Arthralgia 324.7) | 2(0.3) 0 0 18 (5.8) 0 0 0
Back pain 9(1.3) 1(0.1) 0 0 0 0 0 0
'F\)";i’rfcu'os“e'eta' 8(12) 0 0 0 4(13) 0 0 0
Myalgia 19(2.8) 0 0 0 29 (9.4) 0 0 0
Nervous system disorders
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IntravenousKEYTRUDA Docetaxel
2 or 10mg/kg every 3veeks 75mg/m?every 3weeks
Adverse Reaction n=682 A n—309G 3
Any Grade| Grade 3| Grade 4| Grade 5 Grz:)(;e Grade 3 T € Grade 5
n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
Dizziness 11 (1.6) 0 0 0 5(1.6) 1(0.3) 0 0
Dysgeusia 11 (1.6) 0 0 0 16 (5.2) 0 0 0
Headache 14 (2.1) 0 0 0 2(0.6) 0 0 0
Respiratory, thoracic and mediastinal disorders
Cough 11 (1.6) 0 0 0 3(1.0) 0 0 0
Dyspnea 21(3.1) | 4(0.6) 0 0 13(4.2) | 4(1.3) 0 0
Pneumonitis 26(3.8) | 5(0.7) | 4(06) | 3(0.4) 3(1.0) 1(0.3) 0 0
Skin and subcutaneous tissue disorders
Dry skin 18 (2.6) 0 0 0 4(1.3) 0 0 0
Pruritus 57 (8.4) 0 0 0 5(1.6) 1(0.3) 0 0
Rash 73(10.7) | 2(0.3) 0 0 14 (4.5) 0 0 0
Rash maculo 913) | 101 | o0 0 0 0 0 0
papular

Adjuvant Therapy for Resected NSCLC

Tableld summarizes the treatmentelated adverse events that occurred in at least 1% of patients with
resectedNSCLC treated withtravenousKkEYTRUDA KEYNOTEOL The most common treatment
related adverse events (reported in at least 10 % of patients) were hypothyroidism, pruritus, diarrhea,
and fatigue.

Serious treatmentelated adverse events occurred in 12% of patients receivingvenousKEYTRUDA
the most common (incidencg 1%) were pneumonitis (n = 12, 2.1%) and diarrhea (n = 6, 1%). Two
fatal adverse reactions of myocarditis occurred.

IntravenousKEYTRUD®#as discontinued for treatmentelated adverse events in 16.9 % of patients in
KEYNOTFE91.The most commoifk M tréatment-related adverse events leading to study drug
discontinuation were pneumonitis (n=21, 3.6%) and diarrhea (n=7, 1T2#)nedian time to
discontinuation for treatmentelated adverse events was J1bnths.

Tablel4: Treatmentw St G SR ! ROSNES 90Syia
KEYTRUDI# APaT Population in KEYNGU®L.

O0LYOMRBeyiddS X M320 )

IntravenousKEYTRUDA Placebo
200 mg every 3 weeks
Adverse Reaction N=580 N=581
Any Grade | Grade 3| Grade 4| Any Grade | Grade 3| Grade 4
n (%) n (%) n (%) n (%) n (%) n (%)
Blood and lymphatic system disorders
Anemia | 1221 [ 203 | o | 203 | o | o
Endocrine disorders
Adrenal Insufficiency | 9(1.6) | 407) | o0 | 0 | o | o
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IntravenousKEYTRUDA Placebo
200 mg every 3 weeks
Adverse Reaction N=580 N=581
Any Grade | Grade 3| Grade 4| Any Grade | Grade 3| Grade 4
n (%) n (%) n (%) n (%) n (%) n (%)
Hyperthyroidism 54 (9.3) 1(0.2) 0 15 @.6) 0 0
Hypophysitis 6 (1.0) 3(0.5) 0 0 0 0
Hypothyroidism 114 (19.7) | 1(0.2) 0 19 (3.3) 0 0
Gastrointestinal disorders
Colitis 13 (2.2) 3 (0.5) 0 2 (0.3) 1(0.2) 0
Constipation 7(1.2) 0 0 8 (1.4) 0 0
Diarrhea 74 (12.8) 6 (1.0) 0 47 (8.1) 1(0.2) 0
Dry mouth 11 (1.9) 0 0 2 (0.3) 0 0
Nausea 29 (5.0) 1(0.2) 0 14 (2.4) 0 0
Stomatitis 13 (2.2) 0 0 11 (1.9) 0 0
Vomiting 9 (1.6) 0 0 6 (1.0) 0 0
General disorders and administration site conditions
Asthenia 26 (4.5) 2(0.3) 0 18 (3.1) 0 0
Fatigue 61 (10.5) 1(0.2) 0 53 (9.1) 3 (0.5) 0
Edema peripheral 6 (1.0) 1(0.2) 0 5(0.9) 0 0
Pyrexia 5(0.9) 0 0 71.2) 0 0
Infections and infestations
Rash pustular | 6(10 [ 102 ]| o 203 | o | o
Investigations
Alanine
aminotransferase 33 (5.7) 4 (0.7) 0 24 (4.1) 2 (0.3) 0
increased
Aspartate
aminotransferase 24 (4.1) 2(0.3) 0 18 (3.1) 1(0.2) 0
increased
Blood creatinine 13 (2.2) 0 0 10 (1.7) 0 0
increased
Blood thyroid
stimulating hormone 71.2) 1(0.2) 0 6 (1.0) 0 0
increased
Gamma
glutamyltransferase 71.2) 1(0.2) 1(0.2) 5(0.9) 1(0.2) 0
increased
Weight increased 9 (1.6) 0 0 10 (1.7) 1(0.2) 0
Metabolism and nutrition disorders
Decreased appetite | 22(38) | 0 | 0 1017 | o | o
Musculoskeletal and connective tissue disorders
Arthralgia 52 (9.0) 3(0.5) 0 29 (5.0) 1(0.2) 0
Arthritis 10 (1.7) 3(0.5) 0 4 (0.7) 0 0
Back pain 3(0.5) 0 0 6 (1.0) 0 0
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IntravenousKEYTRUDA Placebo
200 mg every 3 weeks
Adverse Reaction N=580 N=581
Any Grade | Grade 3| Grade 4| Any Grade | Grade 3| Grade 4
n (%) n (%) n (%) n (%) n (%) n (%)
Myalgia 21 (3.6) 2 (0.3) 0 6 (1.0) 0 0
Pain in extremity 4 (0.7) 0 0 8 (1.4) 0 0
Nervous system disorders
Headache 12 (2.1) 0 0 7(1.2) 0 0
Paresthesia 4(0.7) 0 0 11 (1.9) 0 0
Peripheral sensory 13 (2.2) 0 0 8 (1.4) 0 0
neuropathy
Respiratory, thoracic and mediastinal disorders
Cough 14 (2.4) 1(0.2) 0 12 (2.1) 0 0
Dyspnea 18 (3.1) 2 (0.3) 0 8 (1.4) 0 0
Pneumonitis 33 (5.7) 5(0.9) 2 (0.3) 12 (2.1) 3 (0.5) 0
Skin and subcutaneous tissue disorders
Dermatitis acneiform 12 (2.1) 1(0.2) 0 6 (1.0) 0 0
Dry skin 18 (3.1) 0 0 14 (2.4) 0 0
Eczema 7(1.2) 0 0 1(0.2) 0 0
Pruritus 104 (17.9) | 1(0.2) 0 60 (10.3) 2(0.3) 0
Psoriasis 6 (1.0) 2 (0.3) 0 2 (0.3) 0 0
Rash 35 (6.0) 2(0.3) 0 17 (2.9) 0 0
Rash maculgpapular 38 (6.6) 3 (0.5) 0 13 (2.2) 0 0

Neoadjuvant and Adjuvant Treatment of Resectable NSCLC

Tablel5 summarizes the treatmentelated adverse events that occurred in at least 1% of patients with
resectable NSCLC treated wiittravenousKEY TRUDA combination with neoadjuvant platinum
containing chemotherapy followed by surgery and continued as monotherapy adjuvant treatment with
intravenousKEYTRUDM KEYNOT 1 (Se€dl4 Clinical TriaJsThe median duration of exposure was
10.9 months (range: 1 day to 18.6 months) in ieavenousK EY TRUDA combination with
chemotherapy arm and 10.3 months (range: 1 day to 19.6 months) in the chemotherapy arm.

The most common treatmentelated adverse events for patients treated wittiravenousKEYTRUDA

in KEYNOT&/1 (reported in at least 20% of patients) were nausea, neutrophil count decreased,
anemia, white blood cell count decreased, fatigue, constipation, and decreased appetite. The most
common Grade 5 treatmentrelated adverse events for patientieated withintravenousKEYTRUDA

in KEYNOT&/1 (reported in at least 5% of patients) were neutrophil count decreased (20.7%), anemia
(7.3%), white blood cetlount decreased (5.3%), and platelet count decreased (5.1%).

Serious treatmentelated adverse events occurred in 17.7% of patients treated witavenous
KEYTRUDAKEYNOTET MT GKS Y2ald 02YY2y O6AYOARSYOS x M:0 6¢
aminotransferase increase, neutrophil count decrease, pneumonia, alanine aminotransferase increase,
immune-mediated lung disease, nausea, and pneumorfiial treatmentrelated adverse events

occurred in 1.0% of patients receivimgravenousKkEYTRUDA KEYNOT&/1 including 1 case each of

atrial fibrillation, immunemediated lungdisease, pneumonia, and sudden cardiac death.
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IntravenousKEYTRUD#as discontinued for treatmentelated adverse events in 13.9% of patients.
The most common treatmentelated adverse events resulting in discontinuationndfavenous
KEYTRUDA 1%) were diarrhea (1.0%), and pneumonitis (1.0%). The median time to discontinuation

for treatmentrelated adverse events was 6.1 months.

Neoadjuvant Treatment Phase

A total of 396 patients received at least 1 dosentfavenousKEYTRUDA combination with platinum
containing chemotherapy as neoadjuvant treatment and 399 patients received at least 1 dose of
placebo in combination with platinuroontaining chemotherapy as neoadjuvant treatment.

Serious treatmentelated adverse events occurred in 14.1% of patients who recénts/enous
KEYTRUDA combination with platinurrcontaining chemotherapy as neoadjuvant treatment; the
most frequent § 1%) serious adverse reactions were anemia, neutrophil count decrease, aspartate

aminotransferase increase, pneumonia, and nausea.

Permanent discontinuation of any study drug due to a treatretated adverse event occurred in

12.4% of patients who receivéatravenousKEYTRUDA combination with platinurrcontaining
OKSY2GKSNILR Fa yS2FRe2dz@Iyd GNBIFIGYSYGdT GKS Y24i
permanent discontinuation of any study drug were neutrophil count decrease and anemia.

Of the 396intravenousKEYTRUD®eated patients and 399 placekoeated patients who received
neoadjuvant treatment, 6% (n=25) and 4.3% (n=17), respectively, did not receive surgery due to

adverse events.

¢KS Y2aid FTNBIdSyild oxmM:0 | ROSNBS S@ayeiraus G KF G f SR
KEYTRUDsm was interstitial lung disease (1%).

Of the 325ntravenousKEYTRUD®eated patients who received surgery, 3.1% (n=10) experienced
delay of surgery (surgery more than 8 weeks from last neoadjuvant treatment if patient received less
than 4 cycles of neoadjuvant therapy or more than 20 weeks after first dose of neoadjteanent

if patient received 4 cycles of neoadjuvant therapy) due to adverse events. Of the 317 plesztied
patients who received surgery, 2.5% (n=8) experienced delay of surgery due to adverse events.

Of the 325ntravenousKEYTRUD®eated patients who received surgery, 6.8% (n=22) did not receive
adjuvant treatment due to adverse events. Of the 317 placebated patients who received surgery,
3.2% (n=10) did not receive adjuvant treatment due to adverse events.

Adjuvant Treatment Phase
A total of 290 patients in thantravenousKEYTRUDgkm and 267 patients in the placebo arm received
at least 1 dose of adjuvant treatment.

Of the patients who received single agamiravenousKEYTRUD&Ss adjuvant treatment, 5.5%
experienced serious treatmeselated adverse events; the most frequent treatmeetated adverse
event was pneumonitis (0.7%).

Permanent discontinuation of adjuvaimtravenousKEYTRUDde to a treatmentrelated adverse
event occurred in 10% of patients; the most frequehtl(%) treatmenirelated adverse events that led

to permanent discontinuation of adjuvairtravenousKEYTRUD®Rere diarrhea and pneumonitis.
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Tablel5: TreatmentRelated Adverse Events (incidensg %) in Patients Treated witintravenous
KEYTRUDK Combination with Chemotherapy as Neoadjuvant Treatment, and then Continued as
Monotherapy Adjuvant Treatment, APaT Population in KEYN®TE

IntravenousKEYTRUDA Placebo +
Adverse Reaction | Platinum Chemotherapy KEYTRUD/ Platinum Chemotherapy / Placebo
n=396 n=399
Any Grade | Grade | Grade | Any Grade | Grade | Grade
Grade 3 4 5 Grade 3 4 5
n) | n(%) | n(%) | n (%) n(%) | n (%) n(%) | n (%)
Blood and lymphatic system disorders
Anemia (32_31) 29(73) 0 0 (g’g) 22(55)| 0 0
Cardiac disorders
Atrial fibrillation | 5(1.3)] 1(03)] 0 [ 103 ]103] 0o | 0 0
Ear and labyrinth disorders
Tinnitus 24 (6.1) 0 0 0 23 (5.8) 0 0 0
Deafness 4 (1.0) 0 0 0 3(0.8) 0 0 0
Hypoacusis 4(1.0)| 1(0.3) 0 0 6 (1.5) 0 0 0
Vertigo 4 (1.0) 0 0 0 4 (1.0) 0 0 0
Endocrine Disorders
Hypothyroidism 38 (9.6) 0 0 0 6 (1.5) 0 0 0
Hyperthyroidism | 15 (3.8) 0 0 0 5(1.3) 0 0 0
Eye disorders
Dry eye 7 (1.8) 0 0 0 2 (0.5) 0 0 0
Lacrimation 78| 0 0 0 |8@o| o 0 0
increased
Gastrointestinal disorders
Nausea 215 204
(54.3) 8 (2.0) 0 0 (51.1) 6 (1.5) 0 0
Constipation 106 100
P 268 | 308 O 0 | 51| © 0 0
Vomitin 75 58
g 1sg) | 4@ | 0 0 | 445 |10 O 0
Diarrhea 52 56
(13.1) 6 (1.5) 0 0 (14.0) 3(0.8) 0 0
Stomatitis 35 (8.8) 0 0 0 27 (6.8)| 1 (0.3) 0 0
Dyspepsia 15 (3.8) 0 0 0 12 (3.0) 0 0 0
Abdominal pain | 15 5 5| O 0 0 |9@3]| o 0 0
upper
Dry mouth 10 (2.5) 0 0 0 5(1.3) 0 0 0
Abdominal pain 9(2.3) 0 0 0 7(1.8) 0 0 0
Gastroesophageal | 4, 5| 0 0 o |e@s| o 0 0
reflux disease
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IntravenousKEYTRUDA Placebo +
Adverse Reaction | Platinum Chemotherapy KEYTRUD/ Platinum Chemotherapy / Placebo
n=396 n=399
Any Grade | Grade | Grade | Any Grade | Grade | Grade
Grade 3 4 5 Grade 3 4 5
n) | n(%) | n(%) | n (%) n(%) | n (%) n(%) | n(%)
Abdominal 0
distention 5(1.3) 0 0 3(0.8) 0 0 0
Colitis 5(.3) | 3(0.8) 0 0 0 0 0 0
Flatulence 4 (1.0) 0 0 0 3(0.8) 0 0 0
General disorders and administration site conditions
Fatigue 108 0 0 94 0 0
(27.3) 6 (1.5) (23.6) 3(0.8)
Asthenia 45 0 0 55 0 0
(11.4) 4 (1.0) (13.9) 2 (0.5)
Malaise 29 (7.3) 0 0 0 27 (6.8)| 1 (0.3) 0 0
Edema peripheral | 15 (3.8) 0 0 0 6 (1.5) 0 0 0
Pyrexia 13(3.3)| 1(0.3) 0 0 12 (3.0) 0 0 0
Chills 6 (1.5) 0 0 0 3(0.8) 0 0 0
Chest discomfort | 4 (1.0) 0 0 0 0 0 0 0
Face edema 4(1.0) | 1(0.3) 0 0 2(0.5) 0 0 0
Infections and infestations
Pneumonia 10(2.5)] 3(0.8)| 1(0.3)| 1(0.3)| 8(2.0)| 4(1.0)| 2(0.5)| 1(0.3)
Conjunctivitis 4 (1.0) 0 0 0 5(1.3) 0 0 0
Investigations
Neutrophil count 167 64 167 63
decreased 422) | 162 | A 0 1 19| ass |G O
White blood cell 111 98
count decreased (28.0) 19(4.8)| 2(0.5) 0 (24.6) 21(5.3)] 1(0.9) 0
Platelet count 74 74
decreased (18.7) 12 (3.0)| 8(2.0) 0 (18.5) 11 (2.8)| 13 (3.3) 0
Blood creatinine 56 48
increased (14.1) 3(0.8) 0 0 (12.0) 0 0 0
Alanine 51
aminotransferase (12.9) 6 (1.5 | 1(0.3) 0 31(7.8)] 3(0.8) | 1(0.3) 0
increased '
Aspartate
aminotransferase | 37 (9.3)| 8 (2.0) 0 0 25(6.3)] 1(0.3)| 1(0.3) 0
increased
Lymphocyte count
decreased 20 (5.1)| 3(0.8) 0 0 19 (4.8)| 2 (0.5) 0 0
Blood urea 14 (35)| 0 0 0 |10(@25)| o 0 0
increased
Weight decreased | 13 (3.3) 0 0 0 8 (2.0) 0 0 0
Blood alkaline 7(.8)| 1(0.3) 0 0 4 (1.0) 0 0 0
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IntravenousKEYTRUDA Placebo +
Adverse Reaction | Platinum Chemotherapy KEYTRUD/ Platinum Chemotherapy / Placebo
n=396 n=399
Any Grade | Grade | Grade | Any Grade | Grade | Grade
Grade 3 4 5 Grade 3 4 5
n) | n(%) | n(%) | n (%) n(%) | n (%) n(%) | n(%)
phosphatase
increased
Gamma
glutamyltransferasg 7 (1.8) | 1(0.3) 0 0 3(0.8) 0 0 0
increased
Blood lactate
dehydrogenase 6 (1.5) 0 0 0 7 (1.8) 0 0 0
increased
Blood thyroid
stimulating 6 (1.5) 0 0 0 7(1.8) 0 0 0
hormone increased
Lipase increased | 4 (1.0) | 3(0.8) | 1(0.3) 0 1(0.3)| 1(0.3) 0 0
Metabolism and nutrition disorders
Decreased appetitef 91 88
(23.0) 6 (1.5) 0 0 (22.1) 0 0 0
Hypomagnesemia | 35 (8.8) 0 2 (0.5) 0 22 (5.5)| 1(0.3) 0 0
Hyponatremia 24 (6.1)| 3(0.8) 0 0 17 (4.3)] 6(1.5)| 1(0.3) 0
Hypokalemia 17 (4.3)| 3(0.8) 0 0 20 (5.0)| 5(1.3) 0 0
Hyperkalemia 10 (2.5) 0 0 0 9(2.3) 0 0 0
Hypoalbuminemia | 8 (2.0) 0 0 0 5(1.3) 0 0 0
Dehydration 7(1.8)| 1(0.3)| 1(0.3) 0 4(1.0)| 1(0.3) 0 0
Hyperuricemia 7(1.8) 0 0 0 8 (2.0) 0 0 0
Hypocalcemia 7 (1.8) 0 0 0 5@1.3)| 1(0.3) 0 0
Hyperglycemia 6 (1.5) 0 0 0 12 (3.0)| 2 (0.5) 0 0
Hypophosphatemia 6 (1.5) | 1 (0.3) 0 0 9(2.3)| 2(0.5) 0 0
Hypochloremia 4 (1.0) 0 0 0 2(0.5) 0 0 0
Musculoskeletal and connective tissue disorders
Arthralgia 11 (2.8)| 1(0.3) 0 0 9(2.3)| 1(0.3) 0 0
Myalgia 8(2.0)| 1(0.3) 0 0 4 (1.0) 0 0 0
Back pain 5(1.3) 0 0 0 2 (0.5) 0 0 0
Arthritis 4(1.0)| 1(0.3) 0 0 0 0 0 0
Nervous system disorders
Dysgeusia 30 (7.6)| 1(0.3) 0 0 36 (9.0) 0 0 0
Dizziness 24 (6.1) 0 0 0 22 (5.5) 0 0 0
Headache 15 (3.8) 0 0 0 10 (2.5) 0 0 0
Paresthesia 15 (3.8) 0 0 0 8 (2.0) 0 0 0
Neuropath
periphzral y 123.0) 2(05)| o0 0 |13(@33)| o 0 0
KEYTRUD&G (pembrolizumahnjection Page67 of 318




IntravenousKEYTRUDA Placebo +
Adverse Reaction | Platinum Chemotherapy KEYTRUD/ Platinum Chemotherapy / Placebo
n=396 n=399
Any Grade | Grade | Grade | Any Grade | Grade | Grade
Grade 3 4 5 Grade 3 4 5
n) | n(%) | n(%) | n (%) n(%) | n (%) n(%) | n(%)
Hypoesthesia 8 (2.0) 0 0 0 5(1.3) 0 0 0
Peripheral sensory 8 (2.0) 0 0 0 8 (2.0) 0 0 0
neuropathy
Ageusia 4 (1.0) 0 0 0 2(0.5) 0 0 0
Lethargy 4(1.0) 0 0 0 2 (0.5) 0 0 0
Renal and urinary disorders
Acute kidney injury| 8 (2.0) | 3 (0.8) 0 0 9(2.3)| 2(0.5) 0 0
Renal failure 8(2.0)| 1(0.3) 0 0 10 (2.5)| 2(0.5) 0 0
Proteinuria 5(1.3) 0 0 0 2 (0.5) 0 0 0
Renal impairment | 4 (1.0) 0 0 0 4(1.0)| 1(0.3) 0 0
Renal injury 4(1.0)| 1(0.3) 0 0 2(0.5) 0 0 0
Respiratory, thoracic and mediastinal disorders
Hiccups 22 (5.6) 0 0 0 29 (7.3) 0 0 0
Dyspnea 17 (4.3)| 2(0.5) 0 0 6 (1.5 | 2(0.5) 0 0
Cough 10 (2.5) 0 0 0 2 (0.5) 0 0 0
Pneumonitis 9(2.3)| 4(1.0) 0 0 2 (0.5) 0 0 0
Epistaxis 5(1.3) 0 0 0 4(1.0) 0 0 0
Immunemediated 0 0 0
lung disease 4(1.0) | 2(0.5) 0 1(0.3) | 1(0.3)
Oropharyngeal pair| 4 (1.0) 0 0 0 1(0.3) 0 0 0
Skin and subcutaneous tissue disorders
Rash 45
(11.4) 3(0.8) 0 0 26 (6.5) 0 0 0
Alopecia 40 40
P 101 | O 0 0 | o0 | 103 O 0
Pruritus 38(9.6)| 2(0.5) 0 0 25 (6.3) 0 0 0
Dry skin 15 (3.8) 0 0 0 8 (2.0) 0 0 0
Rash maculo 1128)] 0 0 o 8ol o 0 0
papular
Dermatitis 1025) 0 0 o |308]| o 0 0
acneiform
Eczema 5(1.3) 0 0 0 1(0.3) 0 0 0
Psoriasis 5(1.3) 0 0 0 1(0.3) 0 0 0
Vascular disorders
Phlebitis 5(1.3) 0 0 0 1(0.3) 0 0 0
Hypertension 4(1.0) | 3(0.8) 0 0 5(1.3)| 2(0.5) 0 0
Hypotension 4 (1.0) 0 0 0 4 (1.0) 0 0 0
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IntravenousKEYTRUDA Placebo +
Adverse Reaction | Platinum Chemotherapy KEYTRUD/ Platinum Chemotherapy / Placebo
n=396 n=399
Any Grade | Grade | Grade | Any Grade | Grade | Grade
Grade 3 4 5 Grade 3 4 5
n) | n(%) | n(%) | n (%) n(%) | n (%) n(%) | n(%)
Superficial vein
thrombosis 4 (1.0) 0 0 0 2 (0.5) 0 0 0

Hodgkin Lymphoma

Tablel6 summarizes the treatmentelated adverse events that occurred in at least 1% of patients with
Hodgkin Lymphoma in KEYN&DR (Seel4 Clinical TriaJsThe median duration of exposure to
intravenousKEYTRUDsNd brentuximab vedotin was 10 months (range: 1 day to 2.2 years) and 4.8
months (range: 1 day to 2.2 years), respectively. The most common adverse events (reported in at least
10% of patients treated witmtravenousKEYTRUD®ere hypothyroidism, pyrexia and pruritus. The

most common Grade-8 treatmentrelated adverse event®r patients treated withintravenous

KEYTRUDA KEYNOTH4 were thrombocytopenia (4.1%), neutropenia (2.0%) and pneumonitis

(2.0%).

Serious adverse events occurred in 30% of patients who rec#itredtenousKEY TRUD/&erious

adverse eventd y1%+ncluded pneumonitis, pneumonia, pyrexia, myocarditis, acute kidney injury,
febrile neutropenia, and sepsiShree patients (2%) died from causes other than disease progression:
two from complications after allogeneic HSCT, and one from unknown cause.

IntravenousKEYTRUD#as discontinued for adverse events in 14% of patients with Hodgkin

Lymphomai7% of patients discontinued treatment due to pneumonib®sage interruption of
intravenousKEYTRUDdue to an adverse event occurred in 30% of patieAtbzerse eventsvhich

NBIljdZA NSR R2&lF3S AYGSNNUzZLIWGAZ2Y Ay x ox 2F LI GASyGa
transaminase increase, and pneumonia.

Thirty-eight percent of patients had an adverse event requiring systemic corticosteroid therapy.

Tablel6: Treatmentw St I SR ! ROSNAS 90SyiGa hOOd2NNAY3I Ay x M:

in KEYNOTEOA4.

IntravenousKEYTRUDA Brentuximab vedotin
200mg every 3wveeks 1.8 mg/kg every 3weeks
Adverse Event N=148 N=152
Any Grade | Grade3 Grade 4/ | Any Grade | Grade3 Grade 4
n (%) n (%) Grade 5 n (%) n (%) n (%)
n (%)
Blood and lymphatic system disorders
Anemia 1(0.7) 1(0.7) 0 7 (4.6) 1(0.7) 0
Immune 3(2.0) 0 2(1.4 0 0 0
thrombocytopenic
purpura
Leukopenia 0 0 0 4 (2.6) 3(2.0) 0
Lymphopenia 4(2.7) 0 0 2(1.3) 0 0
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IntravenousKEYTRUDA Brentuximab vedotin
200mg every 3wveeks 1.8 mg/kg every 3weeks
Adverse Event N=148 N=152
Any Grade | Grade3 Grade 4/ | Any Grade | Grade3 Grade 4
n (%) n (%) Grade 5 n (%) n (%) n (%)
n (%)
Neutropenia 5 (3.4) 3 (2.0) 0 15(9.9) 8 (5.3) 3(2.0)
Thrombocytopenia 6 (4.1) 2(1.4) 0 5 (3.3) 0 0
Cardiac disorders
Myocarditis | 214 | 0 | 10.7) | 0 0 0
Endocrine disorders
Hyperthyroidism 8 (5.4) 0 0 0 0 0
Hypothyroidism 23 (15.5) 0 0 2 (1.3) 0 0
Thyroiditis 2(1.4) 0 0 0 0 0
Gastrointestinal disorders
Abdominal pain 3 (2.0) 1(0.7) 0 4 (2.6) 0 0
Constipation 3 (2.0) 0 0 8 (5.3) 0 0
Diarrhea 14 (9.5) 2(1.4) 0 7 (4.6) 0 0
Dyspepsia 2(1.4) 0 0 4 (2.6) 0 0
Nausea 6 (4.1) 0 0 20 (13.2) 0 0
Stomatitis 1(0.7) 0 0 3(2.0) 0 0
Vomiting 6 (4.1) 1(0.7) 0 15 (9.9) 0 0
General disorders and administration site conditions
Asthenia 3(2.0) 0 0 2(1.3) 0 0
Chest pain 2(1.4) 0 0 1(0.7) 0 0
Chills 7(4.7) 0 0 2(1.3) 0 0
Fatigue 13 (8.8) 0 0 16 (10.5) 0 0
Feeling Cold 2(1.4) 0 0 0 0 0
Edema Peripheral 2(1.4) 0 0 0 0 0
Pain 1(0.7) 0 0 2(1.3) 0 0
Pyrexia 19 (12.8) 1(0.7) 0 9 (5.9) 0 0
Infections and infestations
Ear Infection 2(1.4) 0 0 1(0.7) 0 0
Herpes zoster 1(0.7) 0 0 3 (2.0) 0 0
Nasopharyngitis 2(1.4) 0 0 1(0.7) 0 0
Pneumonia 3(2.0) 2(1.4) 0 5 (3.3) 2(1.3) 0
Grb5:1(0.7)
Rhinitis 1(0.7) 0 0 2(1.3) 0 0
Upper respiratory 5(3.4) 0 0 4 (2.6) 0 0
tract infection
Injury, poisoning and procedural complications
Infusion related 5(3.4) 0 0 12 (7.9) 3 (2.0) 0
reaction
Investigations
Alanine 5(3.4) 0 0 6 (3.9) 1(0.7) 0
aminotransferase
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IntravenousKEYTRUDA Brentuximab vedotin
200mg every 3wveeks 1.8 mg/kg every 3weeks
Adverse Event N=148 N=152
Any Grade | Grade3 Grade 4/ | Any Grade | Grade3 Grade 4
n (%) n (%) Grade 5 n (%) n (%) n (%)
n (%)
increased
Aspartate 6 (4.1) 0 0 5 (3.3) 1(0.7) 0
aminotransferase
increased
Blood alkaline 3(2.0) 0 0 3(2.0) 0 0
phosphate
increased
Blood Creatinine 2(1.4) 0 0 2(1.3) 0 0
increased
Blood thyroid 4 (2.7) 0 0 0 0 0
stimulating
hormone decreased
Blood Thyroid 3(2.0) 0 0 0 0 0
Stimulating
Hormone increased
Gamma 1(0.7) 1(0.7) 0 2(1.3) 1(0.7) 0
glutamyltransferase
increased
Neutrophil count 3(2.0) 1(0.7) 0 10 (6.6) 6 (3.9) 1(0.7)
decreased
Triiodothyronine 2(1.4) 0 0 0 0 0
free increased
Weight decreased 2(1.4) 0 0 4 (2.6) 0 0
Metabolism and nutrition disorders
Decreased appetite| 6 (4.1) | 0 \ 0 6(3.9) | 0 \ 0
Musculoskeletal and connective tissue disorders
Arthralgia 7 (4.7) 0 0 7 (4.6) 0 0
Back pain 2(1.4) 0 0 4 (2.6) 0 0
Bone pain 0 0 0 2 (1.3) 0 0
Muscle spasms 1(0.7) 0 0 2 (1.3) 0 0
Musculoskeletal 4 (2.7) 0 0 2(1.3) 0 0
pain
Myalgia 1(0.7) 0 0 5(3.3) 0 0
Neck pain 0 0 0 3(2.0) 0 0
Pain in extremity 4 (2.7) 0 0 4 (2.6) 0 0
Neoplasms benign, malignant and unspecified
Tumour flare | 2@4 | 107 | 0 0 \ 0 \ 0
Nervous system disorders
Headache 3 (2.0) 0 0 4 (2.6) 0 0
Hypoesthesia 0 0 0 2(1.3) 0 0
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IntravenousKEYTRUDA Brentuximab vedotin
200mg every 3wveeks 1.8 mg/kg every 3weeks
Adverse Event N=148 N=152
Any Grade | Grade3 Grade 4/ | Any Grade | Grade3 Grade 4
n (%) n (%) Grade 5 n (%) n (%) n (%)
n (%)
Neuropathy 3(2.0) 1(0.7) 0 28 (18.4) 5(3.3) 0
peripheral
Paresthesia 2(1.4) 0 0 10 (6.6) 2(1.3) 0
Peripheral motor 0 0 0 4 (2.6) -0 0
neuropathy
Peripheral 0 0 0 4 (2.6) 1(0.7) 0
sensorimotor
neuropathy
-Peripheral sensory 3 (2.0) 0 0 20 (13.2) 2 (1.3) 0
neuropathy
Psychiatric disorders
Confusional state | 2 (1.4) | 0 \ 0 \ 0 \ 0 \ 0
Renal and urinary disorders
Acute kidney injury 2(1.49) 0 2(1.49) 0 0 0
Hematuria 2(1.49) 0 0 1(0.7) 0 0
Leukocyturia 0 0 0 2 (1.3) 0 0
Respiratory, thoracic and mediastinal disorders
Cough 5 (3.4) 0 0 5(3.3) 0 0
Dyspneaxertional 3 (2.0) 0 0 0 0 0
Interstitial lung 3(2.0) 2(1.4) 0 1(0.7) 1(0.7) 0
disease
Nasal congestion 3(2.0) 0 0 0 0 0
Oropharyngeal pain 4(2.7) 0 0 1(0.7) 0 0
Pleural effusion 2(1.4) 0 0 0 0 0
Pneumonitis 12 (8.1) 3(2.0) 3(2.0) 1(0.7) 1(0.7) 0
Productive cough 1(0.7) 0 0 3 (2.0) 0 0
Skin and subcutaneous tissue disorders
Alopecia 1(0.7) 0 0 7 (4.6) 0 0
Dermatitis 2(1.4) 0 0 1(0.7) 0 0
acneiform
Dermatitis allergic 2(1.4) 0 0 0 0 0
Dry skin 1(0.7) 0 0 2(1.3) 0 0
Eczema 3(2.0) 0 0 1(0.7) 1(0.7) 0
Erythema 3(2.0) 0 0 2(1.3) 0 0
Pruritus 16 (10.8) 0 0 8 (5.3) 0 0
Rash 8 (5.4) 0 0 7 (4.6) 0 0
Rash maculo 3 (2.0) 0 0 4 (2.6) 0 0
papular
Urticaria 2(1.4) 1(0.7) 0 0 0 0
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Of 14patients in KEYNOTH3 who proceeded to allogeneic HSCT after treatment imittavenous
KEYTRUDA patients reported acute GVHD and 1 patient reported chronic GVHD, none of which were
fatal. Twopatients experienced hepatic VOD, one of which was fatal. One patient experienced
engraftment syndrome podransplant.

Of 32patients in KEYNOTIB7 who proceeded to allogeneic HSCT after treatment imittavenous
KEYTRUDAGpatients reported acute GVHD angdtients reported chronic GVHD, two of which
were fatal. No patients experienced hepatic VOD. No patients experienced engraftment syndrome
posttransplant.

Of 14patients in KEYNOT®4 who proceeded to allogeneic HSCT after treatment initlavenous
KEYTRUDA patients reported acute GVHD anga8tients reported chronic GVHD, none of which
were fatal. No patients experienced hepatic VOD. One patient experienced engraftment syndrome
posttransplant.

Of the 389 patients in the Hodgkin Lymphoma Safety Data set, 6 (1.5%) patients reported Cytokine
release syndrome (CRS) following treatment itihavenousKEYTRUD®ne patient experienced a
Grade 3 CRS reaction.

Primary Mediastinal Bcell Lymphoma (PMBCL)

Tablel7 summarizes the treatmentelated adverse events that occurred in at least 1% of patients with
PMBCL treated witintravenousKkEYTRUDA KEYNOTE/O. The most common adverse event
(reported in at least 10% of patients) was neutropenia.

IntravenousKEYTRUD®#as discontinued for treatmentelated adverse events in 2.0% (1/49) of
patients with PMBCL.: increased AST after one dosdraizenousKkEYTRUDA

Tablel7: Treatmentw St I G SR | ROSNES 90Syia hOOdINNAY3I Ay x M3
IntravenousKEYTRUD# KEYNOTE7O.

IntravenousKEYTRUDA
200mg every 3weeks
Adverse Event N=49
Any Grade Grade3/Grade 4
n (%) n (%)

Blood and lymphatic system disorders
Neutropenia 9 (18.4) 5 (10.2) Grade 4: 1 (2.0)
Anemia 1(2.0) 0
Leukopenia 1(2.0) 0
Cardiac disorders
Pericarditis 1 (2.0) \ 0
Endocrine disorders
Hypothyroidism 3(6.1) 0
Hyperthyroidism 1(2.0) 0
Thyroiditis 1(2.0) 0
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IntravenousKEYTRUDA
200mg every 3veeks
Adverse Event N=49
Any Grade Grade3/Grade 4
n (%) n (%)
Gastrointestinal disorders
Abdominal pain 1(2.0) 0
Diarrhea 1(2.0) 0
Nausea 1(2.0) 0
General disorders and administration site conditions
Fatigue 2(4.1) 0
Pyrexia 3(6.1) 0
Asthenia 3(6.1) 1(2.000
Hepatobiliary disorders
Hepatic necrosis 1 (2.0) \ 0
Infections and infestations
Clostridium difficile infection 1(2.0) 1(22.000
Herpes zoster 1(2.0) 0
Pneumonia 1(2.0) 1(2.000
Upper respiratory tract infection 1(2.0) 0
Vulvovaginal mycotic infection 1(2.0) 0
Investigations
Alanine aminotransferase increased 1(2.0) 0
Aspartate aminotransferase increased 2(4.1) 1(2.000
Hepatic enzyme increased 1(2.0) 1(2.000
White blood cell count decreased 1(2.0) 0
Metabolism and nutrition disorders
Hyperglycemia \ 1 (2.0) \ 0
Musculoskeletal and connective tissue disorders
Myalgia 2(4.1) 0
Arthralgia 1(2.0) 0
Back pain 1(2.0) 0
Muscle spasms 1(2.0) 0
Neoplasm benign, malignant and unspecified (includes cysts and polyps)
Tumour flare \ 1 (2.0) 1(2.0)0
Nervous system disorders
Paresthesia \ 1(2.0) \ 0
Psychiatric disorders
Fear \ 1(2.0) \ 0
Respiratory, thoracic and mediastinal disorders
Pleural effusion 1(2.0) 0
Respiratory disorder 1(2.0) 0
Skin and subcutaneous tissue disorders
Erythema 1(2.0) 0
Dermatitis allergic 1(2.0) 0
Swelling Face 1(2.0) 0
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Two deaths due to adverse events regardless of relationship to therapy were reported among the 49
patientswith PMBCL in KEYNGTH. Causes of death for these patients waspergills infection and
myocardial infarction.

There were no new safety signals observed at the Satdtyanalysign=53 patientspf KEYNOTFE/O
and therefore, with additional follovup, no meaningful changes occurred in the safety profile of
intravenousKEYTRUDA

Urothelial Carcinoma

The safety ointravenousKEYTRUD®&as evaluated in combination with enfortumab vedotin im a

opertlabel, randomized, multicenter trial (KEYNGNI®) in 440 patients with unresectable locally

advanced or metastatic urothelial cancer who received at least one ddagafenousKEYTRUDsxd

enfortumab vedotincompared to 433 patients who received gemcitabine on Days 1 and 8 and
Ay@SaiaAaariz2Nna OK2A0S 2F  OA dayicycléThemedaNdu@dtioNd 2 LI | G A Y
overall exposure was 9.4 mths (range: 0.3 to 31.9 monthgjhe median duration of exposure to
intravenousKEYTRUDA KEYNOTA39 was 8.9nonths (range: @lays to 28.5nonths).

Thesafety information reported below areased on all reported adverse events, regardless of the
investigator assessment of causality.

Serious adverse events occurred in 50% of patients treatedimtitivenousKEYTRUDA combination

withey T2 NlidzYt 6 @SR2GAyd ¢KS Y2ad 02YY2y aSNAR2dza I RS
kidney injury (5%), pneumonitisterstitial lung diseasdl(D (4.5%), urinary tract infectior(3%),

diarrhea (39%), pneumonia (2.3%), pyrexia (2%) and hyperglycemia (2%).

Seventyi KNBS LISNOSy G 27F LI (i ASngrichtadiers®events.OhImMBsE o G NBI GY
common Grade 8 5#0 were: rash 15%),peripheral neuropathy (8%hyperglycemia (7%), anemia

(7%) diarrhea (6%), fatigue (6%), urinary tract infection (6%), acute kidney injuryh§gdoyatremia

(5%),and neutropenia (5%).

Fatal adverse events occurred4rg¥ (19/440)of patients treated withintravenousKEYTRUDA
combination with enfortumab vedotin including acute respiratory failure (0.7%), pneumonia (0.5%),
and pneumonitis/ILD (0.2%).

Adverse events leading to discontinuationimtfavenousKEY TRUD#ccurred in27% of patients. The
most common adverseventsd X H:'2 0 f ST RA Yy 3 (lrfravéhdudKBPTRUIDMefedzl G A 2Y 2 F
pneumonitis/ILD (4.8%) and rash (3.4%).

Adverseeventsleading to dose interruption dhtravenousKEYTRUDdkcurred in 61% of patients. The

most common adverseventi 6 x> 0 f S RAY 3 idtvedasdEY TRUPKErS iNHzLIG A 2 v
(17%), peripheral neuropathy (7%), COYEX5%), diarrhea (4.3%), pneumonitis/ILD (3.6%),

neutropenia (3.4%), fatigue (3%), alanine aminotransferase increased (2.7%), hyperglycemia (2.5%),
pneumonia (2%), and pruritis (2%).

The combination treatment was discontinued for treatmamergent adverse events #0% of
patients. The most common adverse eveats Higsulting in discontinuatioof eitherintravenous
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KEYTRUD# enfortumab vedotinwere peripheral neuropathy B%) pneumonitis/ILD 4.8%) and
rash (4.5%)

Tablel8: Treatment Emergent Adverse Events Reporteddin0% of Patients with Urothelial Gecer
Treated withIntravenousKEYTRUDi#y combination with Enfortumab vedotin (KEYNORB9).

IntravenouskKEYTRUDi# Chemotherapy
combination with Enfortumab
Vedotin n=433
n=440
All Grades* Grades 4 All Grades* Grades 4

AdverseEvent n (% n (%) n (% n (%
Blood and lymphatic system disorders

Anemia \ 108 (25) | 31(7) | 26762 | 148 (34)
Endocrine disorders

Hypothyroidism | 46100 | 205 | 307 | 0
Eye disorders

Dry eyé | 10704 | 0 | 9@ | 0
Gastrointestinal disorders

Diarrhe& 168 38) 25 (6) 69 (16) 6 (1)

Nausea 116 @6) 7(2) 178 @41) 12 (3)

Constipation 116 @6) 0 147 @4) 30.7

Abdominal paif 68 (15) 6 (1) 48 (11) 3 (0.7)

Vomiting 51 (12) 6 (1) 69 (16) 7(2)
General disorders and administration site conditions

Fatigué 225 61) 27 6) 246 67) 28 (6)

Pyrexid 79 (18) 3(0.7) 67 (15) 5()

Edema peripheral 60 (14) 0 48 (11) 1(0.2)
Infections and infestations

Urinary tract infectiof 98 (22) 25 (6) 93 (21) 40 (9)

COVIBLY 69 (16) 9(2) 24 (6) 6 (1)
Investigations

Weight loss | 14583 | 16(4) | 380 | 102
Metabolism and nutrition disorders

Decreased appetite 145 @3) 8 (2) 112 @6) 8 (2)

Hyperglycemia 72 (16) 32 (7) 11 (3) 3(0.7)
Musculoskeletal and connective tissue disorders

Musculoskeletal path | 151 (34) | 9(2 | 109(25) | 10 (2)
Nervous system disorders

Peripheral neuropathy 293 67) 34 @) 60 (14) 0

Dysgeusig& 104 (24) 1(0.2) 40 Q) 0
Psychiatric disorders

Insomnia | 450100 | 102 | 24(6) | 0
Respiratory, thoracic and mediastinal disorders

Pneumonits/ILE} 45 (10) 17 (4) 2 (0.5) 2 (0.5)

Dyspnea 58 (13) 6 (1) 51 (12) 5(1)

Cough 54 (12) 0 23 (5) 1(0.2)
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IntravenouskKEYTRUDi# Chemotherapy
combination with Enfortumab
Vedotin n=433
n=440
All Grades* Grades #4 All Grades* Grades #4

AdverseEvent n (% n (%) n (% n (%
Skin and subcutaneous tissue disorders

Rash? 297 69) 64 (15) 64 (15) 0

Pruritus 182 @1) 5@) 29 (7) 0

Alopecia 152 35) 2 0.5 34 @) 10.2

Dry skin 76 (17) 1(0.2) 6 (1) 0
Vascular disorders

Hemorrhagé® | 80@8) | 100 | 70(16) | 14 (3)

* Graded per NCI CTCAE v4.03

1. Includes: dry eye, lacrimation increased, conjunctivitis, blepharitis, eye irritation, keratitis, conjunctivitis
allergic, meibomian gland dysfunction, punctate keratitis

2. Includesdiarrhea, colitis and enterocolitis

3. Includesabdominal pain, abdominal pain upper, abdominal pain lower, abdominal discomfort, hepatic pain,
abdominal tenderness, gastrointestinal pain

4. Includes: fatigue, asthenia

5. Includes: pyrexia, body temperature increased, hyperpyrexia

6. Includesurinary tract infection, urinary tract infection bacterial, urinary tract infection enterococcal,
streptococcal urinary tract infection, escherichia urinary tract infection, pyelonephritis acute, escherichia
pyelonephritis, urinary tract infection fungalystitis, urinary tract infection staphylococcal, urinary tract infection
pseudomonal

7. Includes: COVADO, COVIBEL9 pneumonia

8. Includesmyalgia, arthralgia, back pain, bone pain, pain in extremity, musculoskeletal pain, arthritis, neck pain,
noncardiac chest pain, musculoskeletal chest pain, spinal pain, musculoskeletal stiffness, musculoskeletal
discomfort

9. Includesdysesthesia, hypoesthesia, muscular weakness, neuralgia, neurotoxicity, paresthesia, peripheral
motor neuropathy, peripheral sensorimotor neuropathy, peripheral sensory neuropathy, peroneal nerve palsy,
gait disturbance, skin burning sensation

10. Includesdysgeusia, ageusia, hypogéal

11. Includespneumonitis, immunemediated lung disease, interstitial lung disease, lung opacity, autoimmune
lung disease, organizing pneumonia, pulmonary fibrosis, pulmonary toxicity, sarcoidosis, acute respiratory
distress syndrome, alveolitis

12. Includes: blister, conjunctivitis, dermatitis, dermatitis bullous, dermatitis contact, dermatitis exfoliative
generalized, drug eruption, erythema, eczema, erythema multiforme, exfoliative rash, intertrigo, palbindar
erythrodysesthesia syndrome, pghigoid, rash, rash erythematous, rash macular, rash magapular, rash
papular, rash pruritic, rash vesicular, skin irritation, skin exfoliation, stasis dermatitis, stomatitis

13. Includeshematuria, rectal hemorrhage, gastrointestinal hemorrhage, epistaxis, upper gastrointestinal
hemorrhage, tumar hemorrhage, hemoptysis, vaginal hemorrhage, anal hemorrhage, hemorrhagic stroke,
urethral hemorrhage, infusion site hemorrhage, conjunctival hemorrhage, hemorrhagic ascites, hemorrhoidal
hemorrhage.

Tablel9 summarizes the treatmentelated adverse events that occurred in at least 1% of patients with
urothelial carcinoma treated witintravenousKEYTRUDA KEYNOT&52.The most common adverse

events (reported in at least 10% of patients) were fatigue, pruritus, rash, decreased appetite and
KELRGKENRPARAAYD® ¢oSyde LISNDS yalate@ alveis# efrentS. Fhe énosk | R x
02YY2y x DNJ Réatedadveidelety(Bcguiiring in more than 1% of patients) were:
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fatigue (n=8; 2.2%); colitis (n=6; 1.6%); blood alkaline phosphatase increased (n=5; 1.4%); muscular
weakness (n=5; 1.4%); pneumonitis (n=4; 1.1%); diarrhea (n=4; 1.1%); and aspartate aminotransferase

increased (n=4; 1.1%).

IntravenousKEYTRUD®#as discontinued for treatmentelated adverse events in 9.7% of patients in
KEYNOTE52.The most common treatmentelated adverse events leading to study drug

discontinuation (occurring in more than 2 patients) were: pneumonitis (n=5, 1.4%); colitis (n=3, 0.8%);

and diarrhea (n=3, 0.8%lhe median time to discontinuation for treatmerglated adverse events

was 4.2 months.

Table19: Treatmentw St | (G SR

| ROSNES 9@Syia

Treated withIntravenousKEYTRUD&EYNOTH52).

hOOdzNNAY 3 AY X M3

IntravenousKEYTRUDA

200 mg once every three weeks

Adverse Reaction N=370
All Grades Grade3 Grade4
n (%) n (%) n (%)
Blood and lymphatic system disorders
Anemia 9 (2.4) 1(0.3) 0
Thrombocytopenia 4(1.1) 0 0
Endocrine disorders
Hyperthyroidism 9 (2.4) 0 0
Hypothyroidism 37 (10.0) 0 0
Gastrointestinal disorders
Abdominal pain 5(1.4) 0 0
Colitis 9(2.4) 5(1.4) 1(0.3)
Constipation 11 (3.0) 1(0.3) 0
Diarrhea 34 (9.2) 4(1.1) 0
Dry mouth 11 (3.0) 0 0
Nausea 32 (8.6) 1(0.3) 0
Vomiting 13 (3.5) 0 0
General disorders and administration site conditions
Asthenia 15 (4.1) 2 (0.5) 1(0.3)
Chills 10 (2.7) 0 0
Fatigue 67 (18.1) 8 (2.2) 0
Influenza like illness 11 (3.0) 0 0
Edema peripheral 11 (3.0) 0 0
Pyrexia 14 (3.8) 1(0.3) 0
Investigations
Alanine aminotransferase increased 14 (3.8) 3 (0.8) 0
Aspartate aminotransferase increased 15 (4.1) 4(1.1) 0
Blood alkaline phosphatase increased 8 (2.2) 5(1.4) 0
Blood bilirubin increased 6 (1.6) 1(0.3) 0
Blood creatinine increased 9 (2.4) 1(0.3) 0
Blood thyroid stimulating hormone 4(1.1) 0 0
increased
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IntravenousKEYTRUDA
200 mg once every three weeks
Adverse Reaction N=370
All Grades Grade3 Grade4
n (%) n (%) n (%)

Weight decreased 10 (2.7) 1(0.3) 0
Metabolism and nutrition disorders
Decreased appetite 39 (10.5) 1(0.3) 1(0.3)
Dehydration 4(1.1) 2 (0.5) 0
Hyperglycemia 5(1.4) 3(0.8) 0
Hyponatremia 8 (2.2) 2 (0.5) 0
Musculoskeletal and connective tissue disorders
Arthralgia 10 (2.7) 1(0.3) 0
Arthritis 8(2.2) 2 (0.5) 0
Muscular weakness 6 (1.6) 5(1.4) 0
Myalgia 7 (1.9) 0 0
Nervous system disorders
Dizziness 6 (1.6) 1(0.3) 0
Dysgeusia 13 (3.5) 0 0
Lethargy 6 (1.6) 0 0
Respiratory, thoracic and mediastinal disorders
Cough 12 (3.2) 0 0
Dyspnea 8 (2.2) 0 0
Pneumonitis 13 (3.5) 4(1.1) 0
Skin and subcutaneous tissue disorders
Dermatitis acneiform 4(1.1) 0 0
Dry skin 6 (1.6) 0 0
Erythema 4(1.1) 0 0
Pruritus 66 (17.8) 2 (0.5) 0
Pruritus generalized 5(1.4) 1(0.3) 0
Psoriasis 5(1.4) 0 0
Rash 44 (11.9) 2 (0.5) 0
Rash macular 4(1.1) 0 0
Rash maculgapular 15 (4.1) 1(0.3) 0
Rash pruritic 6 (1.6) 0 0

Grade 5 adverse events (adverse events leading to death) occurred in 24 (6.5%) pHtierigdal

events were urosepsis (n=4, 1.1%), pneumonia (n=3, 0.8%), sepsis (n=2, 0.5%), death (unknown cause,
n=2, 0.5%) and others which were reported in 1 subject each: septic shock; clostridium difficile

infection; ischemic cardiomyopathy; cerebrovascular accident; embolism; duodenal obstruction; large
intestine perforation; colonic fistula; multiple organ dysfunction syndrome; type 2 diabetes mellitus;
myositis; acte kidney injury; chronic kidney disease; renal failure; aspiration; and respiratory failure.

One of the deaths (myositis) was considered to be related to the treatment by the investigator.
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Table20 summarizes the treatmentelated adverse events that occurred in at least 1% of patients with

urothelial carcinomdreated withintravenousKkEYTRUDA KEYNOT&5. The most common
treatment-related adverse eventgeported in at least 10% of patients) were pruritus, fatigue and
yIdzaSlF® CATUGSSY
02YY2y x DNI RS o
diarrhea (n=3); fatigue (n=3); and aspaet@minotransferase increase (n=3).

LISNOSy
I ROSNBES NBI OlGAz2ya

2-relatddladverss gvénts. TKelnRst x D NJ RS
6200d2NNAY I Ay

IntravenousKEYTRUD®#as discontinued for treatmentelated adverse events in 5.6% of patients in
KEYNOT&45.The most common treatmentelated adverse event leading to study drug
discontinuation (occurring in more than 2 patients) was: pneumonitis (). median time to
discontinuation for treatmentelated adverse events was 0.7 months.

Table20: Treatmentw St | (G SR
treated with IntravenousKEYTRUDi#y KEYNOTB45.

l ROSNES 9@0Syia

hOOdZNNAY 3 AY X M3

IntravenousKEYTRUDA

200 mg every Sveeks Chem_otherapy
. n=266 n=255
Adverse Reactio Any Any
Grade Grade 3| Grade 4 | Grade 5 Grade Grade 3| Grade4 | Grade5
n (%) n@) | n() | n() | %) n (%) n (%) n (%)
Blood and lymphatic system disorders
Anemia | 9(34) | 2008 O 0 |63@47n] 2078] © 0
Endocrine disorders
Hyperthyroidism | 10 (3.8) 0 0 0 0 0 0 0
Hypothyroidism 15(5.6) 0 0 0 0 0 0 0
Gastrointestinal disorders
Abdominal pain 4(15) 0 0 0 10(3.9) 0 0 0
Colitis 5(1.9) 2(0.8) 0 0 1(0.4) 0 0 0
Constipation 6 (2.3) 0 0 0 52(20.4)| 7(2.7) 0 0
Diarrhea 24(9.0) | 3(1.1) 0 0 33(12.9)| 1(0.4) 1(0.4) 0
Dry mouth 4(15) 0 0 0 2(0.8) 0 0 0
Flatulence 3(1.1) 0 0 0 1(0.4) 0 0 0
Nausea 29(10.9) | 1(0.4) 0 0 62 (24.3)| 4(1.6) 0 0
Stomatitis 4(1.5) 1(0.4) 0 0 21(82) | 1(0.4) 0 0
Vomiting 12 (4.5) 0 0 0 25(9.8) | 1(0.4) 0 0
General disorders and administration site conditions
Asthenia 15(5.6) | 1(0.4) 0 0 36 (14.1)| 7(2.7) 0 0
Chills 3(1.1) 0 0 0 4(1.6) 0 0 0
Fatigue 37(139) | 3(1.1) 0 0 71(27.8)| 11(4.3) 0 0
Influenza fike 3@y | o 0 o | 3@2 | o 0 0
illness
Malaise 4(1.5) 0 0 0 8(3.1) 0 0 0
Mucosal
inflammation 3(1.1) 1(0.4) 0 0 17(6.7) | 2(0.8) 0 0
Pyrexia 17 (6.4) 0 0 0 8(3.1) 1(0.4) 0 0
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IntravenousKEYTRUDA

200 mg every Sveeks Chem_otherapy
. =266 n=255
Adverse Reactio Any Any
Grade Grade 3| Grade4 | Grade 5 Grade Grade 3| Grade4 | Grade5
n (%) n®) | n®) | n) | %) n (%) n (%) n (%)
Infections and infestations
Urinary Tract
Infection 3(1.1) 0 0 0 8(3.1) 312 1(0.4) 0
Investigations
Alanine
aminotransferase| 9(3.4) 2(0.8) 0 0 3(1.2) 0 0 0
increased
Aspartate
aminotransferase| 7 (2.6) 3(11) 0 0 2(0.8) 0 0 0
increased
Blood alkaline
phosphatase 3(1.1) 1(0.4) 0 0 1(0.4) 0 0 0
increased
Blood thyroid
stimulating 30 | o 0 0 0 0 0 0
hormone
increased
Gammaglutamyl
transferase 3(1.1) 2(0.8) 0 0 1(0.4) 0 0 0
increased
Platelet count
decreased 3(1.1) 1(0.4) 0 0 7(.7) 2(0.8) 1(0.4) 0
Weight decreaseq 4 (1.5) 0 0 0 8(3.1) 0 0 0
Metabolism and nutrition disorders
Decreased
appetite 23(8.6) 0 0 0 41(16.1)| 3(1.2) 0 0
Hyperglycemia 3(1.1) 1(0.4) 0 0 0 0 0 0
Musculoskeletal and connective tissue disorders
Arthralgia 8(3.0) 0 0 0 17 (6.7) 0 0 0
Back pain 3(1.1) 0 0 0 2(0.8) 0 0 0
Muscle spasms 3(1.1) 0 0 0 1(0.4) 0 0 0
Musculo_skeletal 3(11) 0 0 0 0 0 0 0
chest pain
Myalgia 8 (3.0) 1(0.4) 0 0 12 (4.7) 0 0 0
Pain in extremity 3(1.1) 0 0 0 13(5.1) | 1(0.4) 0 0
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IntravenousKEYTRUDA Chemotherapy
200 mg every 8veeks _
. n=266 n=255
Adverse Reactio Any Any
Grade Grade 3| Grade 4 | Grade 5 Grade Grade 3| Grade4 | Grade5
n (%) n®) | n®) | n) | %) n (%) n (%) n (%)
Nervous system disorders
Dizziness 6 (2.3) 0 0 0 7(2.7) 1(0.4) 0 0
Dysgeusia 3(1.1) 0 0 0 14 (5.5) 0 0 0
Headache 4(1.5) 1(0.4) 0 0 8(3.1) 0 0 0
Psychiatric disorders
Insomnia | 3@y | o | o | o |s5@0] o | o | o
Respiratory, thoracic and mediastinal disorders
Cough 7 (2.6) 0 0 0 2(0.8) 0 0 0
Dyspnea 7 (2.6) 0 0 0 6 (2.4) 1(0.4) 0 0
Dyspnea
exertional 5(1.9) 0 0 0 4(1.6) 0 0 0
Pneumonitis 9(3.4) 3(1.1) 0 1(0.4) 0 0 0 0
Skin and subcutaneous tissue disorders
Dermatitis 31y | o 0 0 208 | o0 0 0
acneiform
Dry skin 6 (2.3) 0 0 0 7(.7) 0 0 0
Erythema 4(15) 0 0 0 5(2.0) 0 0 0
Pruritus 52 (19.5) 0 0 0 7(2.7) 1(0.4) 0 0
Rash 22(8.3) | 1(0.4) 0 0 9(3.5) 0 0 0
Rash macuio 6(2.3) 0 0 0 2(08) 0 0 0
papular
Urticaria 5(1.9) 0 0 0 1(0.4) 0 0 0
Vascular Disorders
Hypertension | 3(11) | 104] o [ o | 104 ] o [ o | o

Table21 summarizes the treatmentelated adverse events that occurred in at least 1% of patients with
BCGunresponsive highisk NMIBC treated witmtravenousKkEYTRUDA KEYNOTFES7, 96 of whom

had BC@inresponsive carcinoma in situ (CIS) with or without papillary tumdims.most common
adverse events (reported in at least 10% of patients) were fatigue, pruritus and diarrhea. Fourteen

LISNOSY G 2F LI GASY (I aNBKIHR SR DNRIBNBES ENISIYTESyY it KS Y2 a

treatment-related adverse event®¢curring in more than 1% of patients) were: hyponatremia (n=3;
2.0%), adrenocorticotropic hormone deficiency (n=2; 1.4%), colitis (n=2; 1.4%), and arthralgia (n=2;
1.4%).

Serious treatmentelated adverse events occurred in 11% of patients receiningvenousKEYTRUDA
Serious treatmenNB f | § SR | R @ 3B fatiedt@rBogiviniptraieyiousKEY TRUDAcluded
colitis (2.0%), and adrenocorticotropic hormone deficiency (1.4%).

IntravenousKEYTRUD®#as discontinued for treatmentelated adverse events in 9.5 % of patients in
KEYNOTE57.The most common treatmentelated adverse event leading to study drug
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discontinuation (occurring in 2 patients or more) was: pneumonitis (n=2; 11$é)median time to
discontinuation for treatmentelated adverse events was 3.76 months.

Treatmentrelated adverse events leading to interruption iotravenousKEY TRUDdgccurred in 12% of
LI GASYGaT GKS Yz2ald 02YY2y oxM:0 6SNB RAFNNKSI 60@
increased (1.4%), and hyponatremia (1.4%).

Table2l: Treatmentw St I 1 SR ! ROSNAS 90Syiada hOORMRNNWWBE Ay X M:
Treated withIntravenousKEYTRUD# KEYNOTE57.

IntravenousKEYTRUDA
200 mg once every three weeks

Adverse Reaction N=148

All Grades Grade3 Grade4

n (%) n (%) n (%)

Endocrine disorders
Adrenocorticotropic hormone deficiency 2(1.49) 2(1.49) 0
Hyperthyroidism 9(6.1) 0 0
Hypothyroidism 14 (9.5) 0 0
Gastrointestinal disorders
Abdominal pain 2(1.4) 0 0
Colitis 3 (2.0) 2 (1.4 0
Constipation 4(2.7) 0 0
Diarrhea 16 (10.8) 1(0.7) 0
Dry mouth 4(2.7) 0 0
Nausea 6 (4.1) 0 0
Vomiting 2(1.4) 0 0
General disorders and administration site conditions
Asthenia 5 (3.4) 0 0
Fatigue 20 (13.5) 0 0
Influenza like illness 2(1.4) 0 0
Malaise 3 (2.0) 1(0.7) 0
Pyrexia 4(2.7) 0 0
Hepatobiliary disorders
Hepatic function abnormal \ 2 (1.4) \ 1(0.7) \ 0
Investigations
Alanine aminotransferase increased 6 (4.1) 0 0
Aspartate aminotransferase increased 5 (3.4) 0 0
Blood alkaline phosphatase increased 2(1.4) 0 0
Blood thyroid stimulating hormone 3(2.0) 0 0
decreased
Lymphocyte count decreased 2(1.4) 1(0.7) 0
Weight decreased 2(1.4) 0 0
Metabolism and nutrition disorders
Hyponatremia 3 (2.0) 2(1.49) 1(0.7)
Hypophosphatemia 2(1.4) 1(0.7) 0
Musculoskeletal and connective tissue disorders

KEYTRUD&G (pembrolizumahnjection Page830f 318



IntravenousKEYTRUDA
200 mg once every three weeks
Adverse Reaction N=148
All Grades Grade3 Grade4d
n (%) n (%) n (%)
Arthralgia 8 (5.4) 2(1.49) 0
Myalgia 3 (2.0) 0 0
Nervous system disorders
Neuropathy peripheral \ 3(2.0) \ 0 \ 0
Renal and urinary disorders
Hematuria \ 2 (1.4) \ 0 \ 0
Respiratory, thoracic and mediastinal disorders
Cough 2(1.4) 0 0
Pneumonitis 3 (2.0) 0 0
Skin and subcutaneous tissue disorders
Dermatitis 2(1.4) 1(0.7) 0
Dry skin 2(1.4) 0 0
Erythema 2(1.4) 0 0
Pruritus 18 (12.2) 1(0.7) 0
Rash 7 (4.7) 0 0
Rash erythematous 2(1.4) 0 0
Rash maculgpapular 8 (5.4) 0 0
Rash pruritic 3 (2.0) 0 0

Colorectal Cancer

Table22 summarizes the treatmentelated adverse events that occurred in at least 1% of patients with

MSHH or dMMR colorectal carcinoma treated wittiravenousKEYTRUDA KEYNOTE/7.The most

common treatmentrelated adverse events (reported in at least 10% of patients) were diarrhea,

fatigue, pruritis, nausea, aspartate aminotransferase increased, rash, hypothyroidism and arthralgia.
¢oSyite (62 LISNOSYild 27T dnNBX S VISR K IRRD SRADSNISRES ydi aidNBE K
Grade 3 adverse reactions (occurring in more than 2 patients) were: alanine aminotransferase increase

(n=3); colitis (n=3); diarrhea (n=3); and fatigue (n=3).

IntravenousKEYTRUD#as discontinued for treatmentelated adverse events in 9.8% of patients in
KEYNOTE77.The most common treatmentelated adverse events leading to study drug
discontinuation (occurring in more than 1 patient) were: alanine aminotransferase increase (n=2);
autoimmune colitis (n=2); colitis (n=2); and hepatitis (nF2e median time to discontinuation for
treatment-related adverse events was 6.3 months.
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Table22: Treatmentw St | 4 SR

| ROSNBES 90@Syla

Colorectal Carcinomé&eated with IntravenousKEYTRUDf KEYNOTE77.

h MMOHIZNINBINFE A Y X M2

IntravenousKEYTRUDA

200mg every 3veeks Chem_otherapy
n=143

Adverse Reaction n=153

Any Grade | Grade Any Grade | Grade

Grade 3 4 Grade 3 4

n (%) n%) | n(%) n (%) n%) | n(%)
Blood and lymphatic system disorders
Anemia 9(5.9 | 2(1.3) 0 17 (11.9)| 7 (4.9) 0
Thrombocytopenia 2(1.3) 0 107)| 749 | 1(0.7) 0
Endocrine disorders
Adrenal insufficiency 2(1.3) | 1(0.7) 0 0 0 0
Hyperthyroidism 4 (2.6) 0 0 0 0 0
Hypophysitis 2(1.3) 0 0 0 0 0
Hypothyroidism 16 (10.5) 0 0 0 0 0
Eye disorders
Dry eye 6 (3.9) 0 0 2(1.4) 0 0
Ocular hyperemia 2(1.3) 0 0 0 0 0
Gastrointestinal disorders
Abdominal pain 6 (3.9) 0 0 10(7.0) | 1(0.7) 0
Abdominal pain upper 4 (2.6) 0 0 3(21) | 1(0.7) 0
Anal Incontinence 2(1.3) 0 0 1(0.7) 0 0
Autoimmune Colitis 2(13) | 1(0.7)| 1(0.7) 0 0 0
Colitis 8(5.2) | 2(1.3)| 1(0.7) 0 0 0
Constipation 2(1.3) 0 0 10 (7.0) 0 0
Diarrhea 38 (24.8)| 3(2.0) 0 75 (52.4)| 13(9.1)| 1(0.7)
Dry mouth 11 (7.2) 0 0 6 (4.2) 0 0
Dyspepsia 2(1.3) 0 0 6 (4.2) 0 0
Flatulence 2(1.3) 0 0 3(2.1) 0 0
Gastroesophageal reflux disease 2(1.3) 0 0 1(0.7) 0 0
Nausea 19 (12.4) 0 0 79 (55.2)| 3(2.1) 0
Stomatitis 8 (5.2) 0 0 43 (30.1)| 6(4.2) 0
VVomiting 5(3.3) 0 0 40 (28.0)| 5(3.5) 0
General disorders and administration site conditions
Asthenia 11 (7.2) 0 0 25 (17.5)| 5(3.5) 0
Chest pain 2(1.3) 0 0 0 0 0
Chills 3(2.0) 0 0 2(1.4) 0 0
Fatigue 32(20.9)| 3(2.0) 0 63 (44.1)| 13 (9.1) 0
Influenza like illness 3(2.0) 0 0 1(0.7) 0 0
Malaise 7 (4.6) 0 0 7(4.9) 0 0
Mucosal Inflammation 4 (2.6) 0 0 25(17.5)| 1(0.7) 0
Edema peripheral 7 (4.6) 0 0 3(2.1) 0 0
Pyrexia 11 (7.2) | 1(0.7) 0 7(4.9) 0 0
Xerosis 4 (2.6) 0 0 1(0.7) 0 0
Hepatobiliary Disorder
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IntravenousKEYTRUDA

200mg every 3veeks Chem_otherapy
n=143

Adverse Reaction n=153

Any Grade | Grade Any Grade | Grade

Grade 3 4 Grade 3 4

n (%) n%) | n(%) n (%) n%) | n(%)
Hepatitis 2(13) | 2(1.3) 0 0 0 0
Injury, poisoning and procedural complications
Infusion related reaction | 223 [ o | o | 749 [107] O
Investigations
Alanine aminotransferase increased | 15(9.8) | 3(2.0) 0 10(7.0) | 1(0.7) 0
Aspartate aminotransferase increaseq 17 (11.1)| 2 (1.3) 0 7(4.9) | 1(0.7) 0
Blood alkaline phosphatase increaseq 12 (7.8) | 1(0.7) 0 3(2.1) 0 0
Blood bilirubin increased 3(2.0) 0 0 0 0 0
Blood thyroid stimulating hormone 2 (13) 0 0 0 0 0
increased
Gammaglutamyltransferase increaseq 3(2.0) | 1(0.7) | 1(0.7)| 2(1.4) 0 0
Hemoglobin decreased 3(2.0) 0 0 1(0.7) 0 0
Lymphocyte count decreased 3(2.0) 0 0 3(21) | 2(1.4) 0
Platelet count decreased 2(1.3) 0 0 9(6.3) | 1(0.7) 0
Weight decreased 3(2.0) 0 0 8 (5.6) 0 0
Metabolism and nutrition disorders
Decreased appetite 12 (7.8) 0 0 49 (34.3)| 3(2.1) 0
Dehydration 3(2.0) 0 0 5(3.5) | 2(1.4) 0
Hyperglycemia 3(2.0) | 1(0.7) 0 2(1.4) 0 0
Hypokalemia 3(2.0) | 1(0.7) 0 8(5.6) | 4(2.8) 0
Hyponatremia 2(1.3) | 2(1.3) 0 1(0.7) 0 1(0.7)
Musculoskeletal and connective tissue disorders
Arthralgia 16 (10.5) 0 0 2(1.4) 0 0
Arthritis 3(2.0) | 1(0.7) 0 0 0 0
Bursitis 2(1.3) 0 0 0 0 0
Muscle spasms 2(1.3) 0 0 2(1.4) 0 0
Musculoskeletal pain 6 (3.9) 0 0 0 0 0
Myalgia 3(20) | 1(0.7) 0 2(1.4) 0 0
Pain in extremity 4 (2.6) 0 0 2(14) 0 0
Tendon disorder 2(1.3) 0 0 0 0 0
Nervous system disorders
Dizziness 4 (2.6) 0 0 15 (10.5) 0 0
Dysgeusia 2(1.3) 0 0 13(9.1) 0 0
Headache 3(2.0) 0 0 6 (4.2) 0 0
Renal and urinarylisorders
Acute kidney injury 2(13) | 1(0.7) 0 2(14) | 2(1.4) 0
Proteinuria 2(1.3) 0 0 10(7.0) | 2(1.4) 0
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IntravenousKEYTRUDA Chemotherapy
200mg every 3veeks _
n=143

Adverse Reaction n=153

Any Grade | Grade Any Grade | Grade

Grade 3 4 Grade 3 4

n (%) n%) | n(%) n (%) n%) | n(%)
Respiratory, thoracic and mediastinal disorders
Cough 2(1.3) 0 0 2(1.4) 0 0
Dyspnea 4 (2.6) 0 0 6 (4.2) 0 0
Pneumonitis 5(3.3) 0 0 0 0 0
Skin and subcutaneous tissue disorders
Alopecia 5(3.3) 0 0 28 (19.6) 0 0
Dermatitis acneiform 3(2.0) 0 0 7(4.9) 0 1(0.7)
Dry skin 7 (4.6) 0 0 10 (7.0) 0 0
Erythema 3(2.0) 0 0 3(2.1) 0 0
Hyperhidrosis 4 (2.6) 0 0 3(2.1) 0 0
Nail disorder 2(1.3) 0 0 1(0.7) 0 0
Night sweats 2(1.3) 0 0 1(0.7) 0 0
Pruritus 21 (13.7) 0 0 7(4.9) | 1(0.7) 0
Psoriasis 4(26) | 2(1.3) 0 0 0 0
Rash 17 (11.1)| 1(0.7) 0 11 (7.7) | 1(0.7) 0
Rash maculpapular 5(3.3) | 1(0.7) 0 2(1.4) | 1(0.7) 0
Vascular disorders
Hot flush 2(1.3) 0 0 1(0.7) 0 0
Hypotension 2(1.3) 0 0 1(0.7) 0 0

Microsatellite Instability-High Cancer (MSH) or Mismatch Repair Deficient (dMMR}ancer

Table23 summarizes the treatmentelated adverse events that occurred in at least 1% of patients with

MSHH cancers treated witintravenousKkEYTRUDA KEYNOTES8 (adult patients with various types

of solid tumours previously treated and who had progressed with no satisfactory alternative treatment

options) and KEYNOIE4 (adult patients with previously treated unresectable or metastatic

colorectalcancer). The most common adverse events (reported in at least 10% of patients) were

pruritus, fatigue, diarrhea,and arthralgia Fourteen percen2 ¥ LJF 6 ASy 34 KIFIR x DNJI RS o
¢CKS Y2al 0O02YY2y x DNIRS o | ROSNES Sa@&ing a 62 O0O0dzNNA
aminotransferase increasdd=5, 1.0% fatigue (n=4, 0.8%yammaglutamyltransferase increased

(n=4, 0.8%), hyperglycaemia (n=4, 0.8%), pneumonitis (n=4, 0.8%), aspartate aminotransferase

increased (n=3, 0.69%%)lood alkaline phosphatase increased (n=3, 0,8p@se increased (n=3, 0.6%),

pancreatitis (n=3, 0.6%).

IntravenousKEYTRUD#as discontinued for treatmentelated adverse events in0% of patients with
MSHH cancersThe most common treatmentelated adverse events leading to study drug
discontinuation (occurring in 2 or more patients) were: pneumoniti$ (&%) alanine

aminotransferase increased (n=3, 0.6%), aspartate aminotransferase increased (n=3, 0.6%), hepatitis
(n=3, 0.6%), interstitial lung disease (h=3%9),&ruginduced liver injury (n=2, 0.4%), Guillidarre
syndrome (n=2, 0.4%), transarases increased (n=2, 0.4%Me median time to discontinuation for
treatment-related adverse events was3 months.
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Table23: Treatmentw St I SR | ROSNAS 90SyGa hOOd#KMBeyt@atekly X M:?
with IntravenousKEYTRUD KEYNOTFES8 and KEYNOTIB4.

IntravenousKEYTRUDA
200mg every 3veeks
Adverse Event n=497
Any Grade Grade3 Grade4*
n (%) n (%) n (%)

Blood and lymphatic system disorders
Anemia 11(2.2) 0 1(0.2)
Lymphopenia 7(1.4) 1(0.2) 0
Neutropenia 9 (1.8) 0 0
Thrombocytopenia 6 (1.2) 1(0.2) 0
Endocrine disorders
Hyperthyroidism 21(4.2) 1(02) 0
Hypothyroidism 48(9.7) 0 0
Eye disorders
Dry eye \ 7 (1.4) \ 0 \ 0
Gastrointestinal disorders
Abdominal pain 10(2.0 1(0.2) 0
Colitis 10(2.0) 2(0.4) 0
Constipation 71.9 0 0
Diarrhea 60(12.1) 2(04) 0
Dry mouth 12(2.4) 0 0
Nausea 37(7.4) 0 0
Stomatitis 9(1.8 0 0
Vomiting 15(3.0 0 0
General disorders and administration site conditions
Asthenia 46(9.3 2 0.9 0
Edemaperipheral 10 (2.0) 1(0.2) 0
Fatigue 66(13.3 4(0.8 0
Pyrexia 15(3.0) 0 0
Xerosis 71.4) 0 0
Injury, poisoning and procedural complications
Infusion related reaction \ 5 (1.0) \ 0 \ 0
Investigations
Alanine aminotransferase increased 23(4.6) 4(08) 1(0.2)
Amylase increased 5 (1.0) 1(0.2) 0
Aspartate aminotransferase increased 20(4.0 3(0.6) 0
Blood alkaline phosphatase increased 6(1.2 3 0.6 0
Bloodcreatinine increased 6(12) 0 0
!Blood thyroid stimulating hormone 6(12) 0 0
increased
Gammaglutamyltransferase increased 5(1.0) 4(0.8 0
Hemoglobin decreased 5(1.0) 1(02) 0
Lipase increased 5(1.0) 3(0.6) 0
Lymphocyte count decreased 9 (1.8) 2 (0.4) 0
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IntravenousKEYTRUDA
200mg every 3veeks
Adverse Event n=497
Any Grade Grade3 Grade4*
n (%) n (%) n (%)
Metabolism and nutrition disorders
Decreased appetite 19(3.9 0 0
Hyperglycaemia 7 (1.4) 4 (0.8) 0
Musculoskeletal and connective tissue disorders
Arthralgia 57(11.5 1(0.2) 0
Muscle spasms 8(16) 0 0
Myalgia 17(3.9) 0 0
Pain in extremity 7 (1.4) 0 0
Nervous system disorders
Headache \ 13(2.6) \ 0 \ 0
Respiratory, thoracic and mediastinal disorders
Dyspnea 10 (2.0) 0 0
Interstitial lung disease 5(1.0) 0 0
Pneumonitis 11(2.2 4(08) 0
Skin and subcutaneous tissue disorders
Dry skin 17(3.9) 0 0
Pruritus 72(14.5 0 0
Psoriasis 6 (1.2) 0 0
Rash 37(7.9) 2 (0.4) 0
Rash maculgapular 20(4.0 0 0
*No Grade 5 treatmentelated adverse events were reported to occupi{i% of patients with MSH cancer

The safety ointravenousKEYTRUDA pediatric patients wittadvanced melanoma, lymphoma, orPD
L1 positive or M&H or dMMR advanced, relapsed, or refractep}id tumours was evaluated in 173
pediatric patients, including 7 pediatric patientith MSHH or dAMMR tumoursin KEYNOTES1
(See8.2.1Clinical Trial Adverse ReactiapnBediatric$.

Endometrial Carcinoma (Not M$1 or not dAMMR)

The safety ointravenousKEY TRUDedministered in combination with lenvatinib was evaluated in
KEYNOTE46, a singlearm, multicenter, operabel trial in 94patients with endometrial carcinoma
whose tumours had progressed following at least one line of platibased chemotherapy in any
setting, and were not MSHl or dAMMR (Se#&4 Clinical TriaJsPatients were required to have
adequately controlledlood pressure, and adequate renal, bone marrow, blood coagulation, cardiac
and liver functionThe median duration of study treatment was tnths (range: Hay to
37.8months). The median duration of exposureimtravenousKEYTRUD&Ras 6.4months (range:

1 day to 23.8months).IntravenousKEYTRUD#as continued for a maximum of 24 months; however,
treatment with lenvatinib could be continued beyond 24 months.

The frequencies included below andTiable24 and Table25 are based on all reported adverse events,
regardless of the investigator assessment of causality.

Fatal adverse events occurred in 3% of patients receiningvenousKEY TRUDsd lenvatinib,
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including gastrointestinal perforation, reversible posterior leukoencephalopathy syndrome (RPLS) with
intraventricular hemorrhage, and intracranial hemorrhage.

Serious adverse events occurred in 52% of patients recairmyenousKEY TRUDed lenvatinib.
SeeTable23 below for the most common serious adverse events.

¢CKS Y2al 0O02YY2y I ROSNERS S @S yntravendusKEMTRIDEINd Ay LI GASy i
lenvatinib were musculoskeletal pain (65%), fatigue (65%), hypertension (65%), diarrhea (64%),
decreased appetite (52%), hypothyroidism (51%), nausea (48%), and stomatitis (43%).

intravenousKEYTRUD#as discontinued for adverse events (Gradé) In 19% of patients, regardless

2F FOGA2Yy (F1SYy 6A0GK tSy@lriAyAod ¢KS Yzad 02YY2y
intravenousKEYTRUD#&ere adrenal insufficiency (2%), colitis (2%), pancreatitis (2%), and muscular
weakness (2%).

Adverse events leading to interruption iotravenousKEYTRUDdgccurred in 49% of patients; the most

common adverse events leading to interruptionimfavenouskEYTRUDAX H: 0 ¢ SNBY FI (A 3 d;
diarrhea (6%); decreased appetite (6%); rash (5%); renal impairment (4%); vomiting (4%); increased

lipase (4%); decreased weight (4%); nausea (3%); increased blood alkaline phosphatase (3%); skin ulcer
(3%); adrenal insufficiey (2%); increased amylase (2%); hypocalcemia (2%); hypomagnesemia (2%);
hyponatremia (2%); peripheral edema (2%); musculoskeletal pain (2%); pat&I@%); and syncope

(2%).

Table24 summarizes adverse events experienced by patients who recéivsalenousKEYTRUDA
combination with lenvatinib.

Table2dY | ROSNARS 9@Syida Ay x HmE: 2F tF0ARGGA sAGK 9YF

IntravenousKEYTRUDA
200mg in Combination with Lenvatinib 2thg
Adverse Event N=94
All Grades Grade 34

(%) (%)
Endocrine
Hypothyroidism 51 1
Gastrointestinal
Diarrhed& 64 4
Nausea 48 5
Stomatiti$ 43 0
Vomiting 39 0
Abdominal paif 33 6
Constipation 32 0
General
Fatigué | 65 ] 17
Infections
Urinary tract infectioh | 31 | 4
Investigations
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Decreased weight 36 3
Metabolism

Decreased appetite 52 0
Hypomagnesemia 27 3
Musculoskeletal and Connective Tissue

Musculoskeletal paih | 65 | 3
Nervous System

Headache | 33 | 1
Respiratory, Thoracic and Mediastinal

Dysphonia 29 0
Dyspne& 24 2
Cough 21 0
Skin and Subcutaneous Tissue

Palmarplantar erythrodysesthesia 26 3
Rash 21 3
Vascular

Hypertensiof 65 38
Hemorrhagic events 28 4

2Includes increased blood thyroid stimulating hormone and hypothyroidism

® Includes diarrhea, gastroenteritis, gastrointestinal viral infection, and viral diarrhea

¢Includes glossitis, mouth ulceration, oral discomfort, oral mucosal blistering, oropharyngeal pain, and
stomatitis

4Includes abdominal discomfort, abdominal pain, lower abdominal pain, and upper abdominal pain

¢ Includes asthenia, fatigue, and malaise

fIncludes cystitis and urinary tract infection

91ncludes decreased appetite and early satiety

P Includes arthralgia, arthritis, back pain, breast pain, musculoskeletal chest pain, musculoskeletal pain,
musculoskeletal stiffness, myalgia, neck pain,-nardiac chest pain and pain in extremity

"Includes dyspnea and exertional dyspnea

IIncludes rash, generalized rash, macular rash, and mgagalar rash

KIncludes essential hypertension, hypertension, and hypertensive encephalopathy

'Includes catheter site bruise, contusion, epistaxis, gastrointestinal hemorrhage, hematemesis, hematur
injection site hemorrhage, intracranial hemorrhage, intraventricular hemorrhage, large intestinal
hemorrhage, metrorrhagia, mouth hemorrhage, uterinemorrhage, and vaginal hemorrhage

Table2sY { SNA 2dza ! RS NA 8% & Phlométdal CarGirdmz\Ratentsin KEWNOIE

IntravenousKEYTRUDA
. 200mg in Combination with
Serious Adverse Event Lgenvatinib 20mg
N=94

Endocrine

Adrenal insufficiency 3.2
Gastrointestinal

Abdominal paif 6.4

Nausea 4.3

Coliti$ 3.2
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General

Fatigué 4.3
Pyrexia 3.2
Musculoskeletal and Connective Tissue

Musculoskeletal path \ 5.3
Psychiatric

Confusional state \ 4.3
Respiratory, Thoracic and Mediastinal

Pleural effusion 4.3
Dyspnea 3.2
Vascular

Hypertensiofi 8.5
Hemorrhagé 4.3

2Includes abdominal pain and upper abdominal pain

b Includes colitis and ischemic colitis

¢Includes asthenia and fatigue

dIncludes back pain, breast pain, musculoskeletal pain, anecaatiac chest pain
¢Includes hypertensive encephalopathy and hypertension

fIncludes gastrointestinal hemorrhage, intracranial hemorrhage, and intraventricular hemorrhage

The safety ointravenousKEYTRUDA combination with lenvatinib was investigated in KEYNO/HE:
a multicenter, opedabel, randomized (1:1), activentrolled trial in patients with advanced
endometrial carcinoma previously treated with at least one prior platiduased chemotherapy
regimen in any setting, including in the neoadjuvant and adjuvant set{iBegs14 Clinical Tria)s
Patients with endometrial carcinoma that is not M&br dMMR receivedtravenousKEYTRUDZOO0
mgevery 3 weeks in combination with lenvatinib 20mg orally once daily (n=342) or received

doxorubicin or paclitaxel (n=325)

For patients withhot MStH or dMMRtumour status, the median duration of study treatment was
7.2months (rangel day to 26.8nonths) and the median duration of exposureibdravenous

KEYTRUD#®as 6.8months (range: Hay to 25.8months).
(The conversion is 30.4367 days)

The most common adverse events (reported in at |&886 of patientsamongthese patients receiving
intravenousKEYTRUDskd lenvatinibwere hypothyroidism, hypertension, fatigue, diarrhea,
musculoskeletal disorders, nausea, decreased appetite, vomiting, stomatitis, abdominal pain, weight

loss, and urinary tract infectiofEightyeight LISNOSy G 2F LI GA Sy i a

KilheR x DNI RS

Y2aid 02YY2y x DNI ¥%) were hypedcdditis®o), SatiyGey(11%), veight loss
(10%), decreased appetite (8%), diarrh@®g( proteinuria (6%)nusculoskeletal disorders (5%nd

urinary tract infection (5%).

Fatal adverse events among these patients occurred in 4.7% of those treateidtwatrenous
KEYTRUDaxd lenvatinib, including 2 cases of pneumonia, and 1 case of the following: acute kidney
injury, acute myocardial infarction, colitis, decreased appetite, intestinal perforation, lower
gastrointestinal hemorrhage, malignant gastrointestinal obstructmaaltiple organ dysfunction
syndrome, myelodysplastic syndrome, pulmonary embolism, and right ventricular dysfunction.
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Serious adverse events occurred in 50% of these patients recauiagenousKEYTRUDsnd
f SyglriaAyArAod {SNA2dza I ROSNES S@Syia oxor0 @gSNB K& Ll

Discontinuation ofntravenousKEYTRUDdue to an adverse event occurred in 15% of these patients.
The most common adversentleading to discontinuation ahtravenousKkEYTRUDAX M2 0 ¢ | a
increased ALT (1.2%).

Dose interruptions ointravenousKEYTRUDdue to an adverse event occurred in 48% of these
patients. The most common adverseentsleading to interruption ofntravenousKEYTRUD& x 0372 U
were diarrhea (8%), increased ALT (4.4%), increased AST (3.8%), and hypertension (3.5%).

Table26Treatmentw St i SR ! ROSNAES 990Syia hOOdINNAYy3A Ay x M:?
Carcinoma that is not MSH or dMMR treated withintravenousKEYTRUD# Combination with
Lenvatinib in KEYNOTHS.

IntravenousKEYTRUDAenvatinib Doxorubicin or Paclitaxel
n=342 n=325
, All Grade | Grade | Grade All Grade | Grade | Grade
Adverse Reaction Grades 3 4 5 Grades 3 4 5
nN®) | n(%) | Nn(%) | n(%) | n(%) | Nn(%) | n(%) | n(%)
Blood and lymphatic system disorders
Anemia (1i96) 720)| o 0 (;Si) (gfg) 206)| 0
Leukopenia 14 (4.1) 0 0 0 (131?7) (:SL%) 4(1.2) 0
Lymphopenia 10(2.9)| 1(0.3) 0 0 22(6.8)| 7(2.2)| 2(0.6) 0
Neutropenia 17(5.0)| 4(1.2 0 0 (3%3(’)2) (3.15) (145?1) 0
Thrombocytopenia 22(6.4)| 4(1.2 0 0 18(5.5)| 2(0.6)| 1(0.3) 0
Cardiac disorders
Palpitations 4(1.2) 0 0 0 0 0 0 0
Tachycardia 5(1.5) 0 0 0 2 (0.6)
Endocrine disorders
Hyperthyroidism 31(9.1)| 3(0.9 0 0 1(0.3) 0 0 0
Hypothyroidism (;'g?é) 2 (0.6) 0 0 0 0 0 0
Thyroiditis 4(1.2) 0 0 0 0 0 0 0
Eye disorders
Dry eye 4(1.2) 0 0 0 3(0.9)
Vision blurred 5(1.5) 0 0 0 3(0.9) 0 0 0
Gastrointestinal disorders
Abdominal distension [ 55| 0o | o | o [309] o | o | o
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Abdominal pain 25(7.3)| 2(0.6) 0 0 9(2.8) 0 0 0
Abdominal pain upper 21(6.1) 0 0 0 12 (3.7) 0 0 0
Aphthous ulcer 5(1.5) 0 0 0 3(0.9) 0 0 0
Colitis 14 (4.1)| 6(1.8) 0 1(0.3) 0 0 0 0
o 0 43
Constipation 34 (9.9 0 0 (13.2) 0 0 0
: 146 33

Diarrhea (42.7) 2008) O 0 (10.2) 3(0.9) 0 0
Dry mouth 29 (8.5) 0 0 0 8(2.5) 0 0 0
Dyspepsia 16 (4.7)| 1(0.3) 0 0 6 (1.8) 0 0 0
Dysphagia 6 (1.8) 0 0 0 0 0 0 0
Feces soft 4(1.2) 0 0 0 0 0 0 0
Flatulence 6 (1.8) 0 0 0 3(0.9) 0 0 0
Gastritis 9(2.6) 0 0 0 0 0 0 0
Qastroesophageal reflux 14 (4.1) 0 0 0 2 (0.6) 0 0 0
disease

128 134
Nausea (37.4) 8(2.3) 0 0 (412) 4(1.2) 0 0
Oral dysesthesia 6 (1.8) 0 0 0 1(0.3) 0 0 0
Oral pain 15(4.4)| 2(0.6) 0 0 2(0.6) 0 0 0

” 59 40
Stomatitis (17.3) 7(2.0) 0 0 (12.3) 1(0.3) 0 0
- 80 49
Vomiting (23.4) 7 (2.0) 0 0 (15.1) 5(1.5) 0 0
General disorders and administration site conditions
: 64 64
Asthenia (18.7) 15(44) O 0 (19.7) 722 0 0
Chills 6 (1.8) 0 0 0 3(0.9) 0 0 0
. 95 80
Fatigue (27.9) 12(35) O 0 (24.6) 9(2.8) 0 0
Malaise 14 (4.1)| 1(0.3) 0 0 13(4.0)| O 0 0
Mucosal inflammation (1?665) 2 (0.6) 0 0 30(9.2)| 3(0.9) 0 0
Edema 9(2.6) 0 0 0 1(0.3) 0 0 0
Edema peripheral 16 (4.7) 0 0 0 8(25) | 1(0.3 0 0
Pyrexia 25(7.3)| 1(0.3) 0 0 3(0.9) 0 0 0
Hepatobiliary disorders
Hepatotoxicity 4(1.2) | 3(0.9 0 0 0 0 0 0
Immunemediated hepatitis | 5 (1.5) | 5(1.5) 0 0 0 0 0 0
Infections and infestations
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Urinary tract infection 12 (3.5)| 2(0.6) 0 0 4(1.2) 0 0 0
Investigations
Alanine aminotransferase 56
increased (16.4) 11 (3.2)| 1(0.3) 0 12 (3.7)| 2(0.6) 0 0
Amylase increased 17(5.0)| 2(0.6) | 1(0.3) 1(0.3) 0
Aspartate aminotransferase| 53
increased (15.5) 1132 O 9(2.8) | 2(0.6)
Blood alkaline phosphatase| ., ¢ | 4(12)| o 0 | 515 |206)]| o0 0
increased
Blood bilirubin increased 8(2.3) | 2(0.6) 0 0 2(0.6) | 1(0.3) 0 0
Blood cholesterol increased| 10 (2.9) 0 0 0 0 0 0 0
Blood creatine
phosphokinase increased 12(35)| 3(0.9)| 1(0.3) 0 1(0.3) 0 0 0
Blood creatinine increased | 17 (5.0)| 1(0.3) 0 0 2 (0.6) 0 0 0
Blood lactate dehydrogenas 9(2.6) 0 0 0 4(12) 0 0 0
increased
Blood thyr_0|d stimulating 33 (9.6) 0 0 0
hormone increased
Blood triglycerides increase( 6 (1.8) 0 0 1(0.3)
Electrocardiogram QT 9(26) | 2(06) 0 0 6 (1.8) 0 0 0
prolonged
Gammaglutamylransferase) -, o) | 5 06)| 103)| 0 | 402 | o 0 0
increased
Lipase increased 28(8.2)| 12(3.5)| 5(1.5) 0 2(0.6) | 1(0.3) 0 0
Lymphocyte count 10
decreased 10 (2.9)| 3(0.9) 0 0 19 (5.8) (3.1) 2 (0.6) 0
. 82 24 51

Neutrophil count decreased| 17 (5.0)| 7 (2.0) 0 0 (252) | (7.4) | (157) 0
Platelet count decreased (1319 2) 4(1.2)| 1(0.3) 0 15(4.6)| 2(0.6) 0 0

. 78
Weight decreased (22.9) 19(56) O 0 7(2.2) 0 0 0
White blood cell count 13(38)| 3(0.9) 0 0 56 29 10 0
decreased ' ' 172 | 89 | (B.1
Metabolism and nutrition disorders

. 123 54
Decreased appetite (36.0) 19(6) O 0 (16.6) 0 0 0
Dehydration 10(2.9)| 2(0.6) | 1(0.3) 0 3(0.9 | 1(0.3) 0 0
Hypercholesterolemia 9(26) | 1(0.3) 0 0 2(0.6) 0 0 0
Hyperglycemia 11(3.2)| 4(1.2) 0 0 2(0.6) 0 0 0
Hypertriglyceridemia 21(6.1)| 3(0.9) 0 0 1(0.3) 0 0 0
Hypoalbuminemia 8(23) | 1(0.3) 0 0 3(0.9) 0 0 0
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Hypocalcemia 8(2.3) | 3(0.9 0 0 2(0.6) | 1(0.3) 0 0
Hypokalemia 17(5.0)| 4(1.2)| 1(0.3) 0 8(25) | 1(0.3)| 1(0.3) 0
Hypomagnesemia 35 3(0.9) 0 0 11 (3.4) 0 0 0
(10.2)
Hyponatremia 12(3.5)| 5(1.5) | 2(0.6) 0 4(1.2) | 1(0.3) 0 0
Musculoskeletal and connective tissue disorders
. 75
Arthralgia (21.9) 3(0.9) 0 0 1546)| O 0 0
Back pain 7(2.0) 0 0 0 6 (1.8) 0 0 0
Muscle spasms 7(2.0) 0 0 0 4(1.2) 0 0 0
Muscular weakness 6(1.8) | 1(0.3 0 0 4(1.2) 0 0 0
Musculoskeletal pain 6 (1.8) 0 0 0 0 0 0 0
Musculoskeletal stiffness 4(1.2) 0 0 0 0 0 0 0
. 46
Myalgia (13.5) 3(0.9) 0 0 1134)| O 0 0
Pain in extremity 20(5.8)| 4(1.2) 0 0 8 (2.5) 0 0 0
Nervous system disorders
Dizziness 14 (4.1) 0 0 0 4(1.2) 0 0 0
Dysgeusia 26 (7.6) 0 0 0 22 (6.8) 0 0 0
48
Headache (14.0) 1(0.3) 0 0 13(4.0)| O 0 0
Neuropathy peripheral 7 (2.0) 0 0 0 19(5.8)| 1(0.3) 0 0
Taste disorder 4(1.2) 0 0 0 4(1.2) 0 0 0
Tremor 4(1.2) 0 0 0 0 0 0 0
Psychiatric disorders
Depression 6 (1.8) 0 0 0 0 0 0 0
Insomnia 4(1.2) 0 0 0 4(1.2) 0 0 0
Renal and urinary disorders
Acute kidney injury 8(123) | 515 0 0 10.3) | 1(0.3) 0 0
Hematuria 4(1.2) 0 0 0 6(1.8) | 1(0.3) 0 0
o 88
Proteinuria (25.7) 15(4.4)| 1(0.3) 0 3(0.9) 0 0 0
Reproductive system and breast disorders
Vaginal hemorrhage 5(1.5) 0 0 0 0 0 0 0
Respiratory, thoracic and mediastinal disorders
Aphonia 5(1.5) 0 0 0 1(0.3) 0 0 0
Cough 14 (4.1) 0 0 0 5(1.5) 0 0 0
. 62
Dysphonia (18.1) 0 0 0 2(0.6) 0 0 0
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Dyspnea 12(3.5)| 1(0.3) 0 0 11 (3.4) 0 0 0
Epistaxis 22 (6.4) 0 0 0 7(2.2) 0 0 0
Nasal dryness 4(1.2) 0 0 0 0 0 0 0
Oropharyngeal pain 4(1.2) 0 0 0 1(0.3) 0 0 0
Pneumonitis 4(1.2) | 2(0.6) 0 0 0 0 0 0
Pulmonary embolism 515) | 4(1.2) 0 0 3(09) | 1(0.3 0 1(0.3)
Skin and subcutaneous tissue disorders

Alopecia 17 (5.0) 0 0 0 (;2_?;) 2 (0.6) 0 0
Dry skin 14 (4.1)| 1(0.3) 0 0 6 (1.8) 0 0 0
Erythema 5@15) | 2(0.6) 0 0 3(0.9) 0 0 0
Pain of skin 4(1.2) 0 0 0 2 (0.6) 0 0 0
Palmasplantar 74

erythrodysesthesia 1029 O 0 3(0.9) 0 0 0
syndrome (216)

Pruritus 20 (5.8) 0 0 0 6 (1.8) 0 0 0
Rash (1312?1) 206)| ° O leag| © 0 0
Rash maculpapular 12(3.5)| 3(0.9) 0 0 2 (0.6) 0 0 0
Skin exfoliation 4(1.2) 0 0 0 0 0 0 0
Skin lesion 5@15) | 1(0.3) 0 0 0 0 0 0
Vascular disorders

Hypertension (625;%) (3%;_27) 103 0 | 309/ o 0 0
Hypotension 4(1.2) | 2(0.6) 0 0 3(0.9) 0 0 0

Renal Cell Carcinoma

In Combination with Axitinib (KEYN@IB)

Table27 summarizes the treatmentelated adverse events that occurred in at least 1% of patients with
renal cell carcinoma treated witintravenousKEYTRUDA combination with axitinib in KEYNGZE.

The most common treatmentelated adverse events (reported in at least 10% of patientsew
hyperthyroidism; hypothyroidism; diarrhea; nausea; stomatitis; asthenia; fatigue; mucosal
inflammation; ALT increased; AST increased; decreased appetite; arthralgia; proteinuria; dysphonia;
palmarplantar erythrodysethesiasyndrome; pruritus; rash; and hypertension. Sixty three percent of
LI GASyGa KIFIR %NBNFRSRol RABNESSFOASYyGad ¢KS Yz2al
reactions were: hypertension (21.2%); ALT increased ¥y diarrhea (7.2%); AST increased (6.8%);
and palma#plantar erythrodysethesia syndrome (5.1%).

In KEYNOTE26, a higher than expected incidence of GraBlesid 4 ALT increased (20%) and AST
increased (13%), as measured by laboratory tests, were observed in previously untreated patients with
RCC receivinigtravenousKEYTRUDA combination with axitinibThe median time to onset of ALT
increased was 2.3 months (range: 7 daysto 19.8 monthy). LJt G A Sy ida 6AGK ! [ ¢ x
4, n=116), ALT resolved to Gradeslin94%. Fiftynine percent of the patients with increased ALT
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received systemic corticosteroids. Of the patients who recovered, 92 (84%) were rechallenged with
either intravenousKEYTRUDR@%) or axitinib (31%) monotherapy or with both (50%). Of these

patients, 55% had no recurrence of ALT >3 times ULN, and of those patients with recurrence of ALT >3
times ULN, all recoverd®eed Dosage and Administrati@nd7 Warnings and Precautions

Fatal treatmentrelated adverse events occurred in 0.9% of patients receiningvenousKEYTRUDA
combination with axitinib. These included 1 case each of myasthenia gravis, myocarditis, necrotising
fasciitis,and pneumonitis.

Serious treatmentelated adverse events occurred in 24% of patients receiningvenousKEYTRUDA

in combination with axitinib. Serious treatmeMB5 f  § SR | RASNERS S@Syia Ay x M?:
intravenousKEYTRUDA combination with axitinib included: diarrhea (1.9%); ALT increased (1.4%);

AST increased (1.2%); and pneumonitis (1.2%).

IntravenousKEYTRUDsand axitinib were simultaneously discontinued for treatmeelated adverse

events (Grades-4) in 6.3% of patients in KEYNE@2B. The most common treatmentelated adverse

event leading to discontinuation of both study drugs was ALT increased (Tl284hedian time to

discontinuation of both drugs for treatmesmelated adverse events was 63 days.KEYNOTE£26,
intravenousKEYTRUD#as discontinued for treatmentelated adverse events in 18.6% of subjects,

regardless of action taken with axitinithie most common treatmentNS f | G SR F ROSNA S S @Sy i
leading to discontinuation dhtravenousKEYTRUD#ere: ALT increased (4.7%); and AST increased

(3.7%) Axitinib was discontinued for treatmeng¢lated adverse events in 15.4% of subjects, regardless

of action taken withintravenousKEYTRUD#he most common treatmerNB f | 6§ SR I ROSNES S @S
leading to discontinuation adxitinibwas ALT increased (3.7.%)

Treatmentrelated adverse events leading to simultaneous interruption of bottavenousKkEYTRUDA

and axitiniboccurred in 28% of patients; the most common treatmegitited adverse events leading to

interruption2 ¥ 602 0K &addzRé RNMXzZa 6% w:0 gSNBY !'[¢ AYyONBI A
(6.1%).

Treatmentrelated adverse events leading to interruptioninfravenousKEYTRUDd#ccurred in 41% of

patients, regardless of action taken with axitinib. The most common treatiradated adverse events

leading to interruption ofntravenousKkEYTRUDAX w0 gSNBY ! [ ¢ AYONBIFaSR oo
(8.4%); diarrhea (8.4%); and hyperthyroidism (2.1%).

Axitinib was interrupted due to treatmerklated adverse events in 57.6% of patients, regardless of

action taken withintravenousKEYTRUDAhe most common treatmentlated adverse events leading

02 AYGSNNHzZLIGA2Y 2F FEAGAYAO oOx HW:0 6SNBY RAFNNKSI
AST increased (11.4%); palnpdeintar erythrodysesthesia syndrome (6.8%); decreased app@tiéo);

proteinuria (3.5%); fatigue (3.0%); mucosal inflammation (2.6%); stomatitis (2.6%); and nausea (2.3%).

Axitinib was dose reduced in 21% of patients, regardless of action takerintilvenousKEY TRUDA

The most common treatmemiB § | G SR I ROSNAS S@Syida tSIRAy3 (2 R2a
hypertension (4.0%); diarrhea (3.5%); and pahplantar erythrodysesthesia syndrome (2.3%).
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Table27: Treatmentw St I § SR ! ROSNAS 90Syiad hOOdNNAY3I Ay x M:
treated with IntravenousKEYTRUD# Combination with Axitinib in KEYNO¥R26.

IntravenouskKEYTRUDA axitinib Sunitinib
n=429 n=425
Adverse Reaction Any | Grade | Grade | Grade| Any | Grade| Grade| Grade
Grade 3 4 5 Grade 3 4 5
nN%) | n(%) | n(%) | n(%) | n(%) | n(%) | n(%) | n (%)
Blood and lymphatic system disorders
. 69 13
Anemia 12 (2.8) 0 1(0.2) 0 162) | (3.1) 0 0
Leukopenia 5(1.2) 0 0 0 37 (8.7)| 6(1.4) 0 0
. 79 27
Neutropenia 6(1.4) 0 1(0.2) 0 (186) | (6.4) 1(0.2) 0
Thrombocytopenia 8(1.9) 0 0(0) 0 94 20 2(0.5) 0
ytop : @21) | @7 :
Endocrine disorders
Adrenal insufficiency 9(2.1) | 1(0.2) 0 0 1(0.2) 0 0 0
Hyperthyroidism ( 15221) 4(0.9) 0 0 1433) O 0 0
Hypophysitis 5(1.2) | 4(0.9) 0 0 0 0 0 0
.- 135 119
Hypothyroidism (31.5) 1(0.2) 0 0 (28.0) 0 0 0
Thyroiditis 10 (2.3)| 1(0.2) 0 0 0 0 0 0
Eye disorders
Dry eye 502 o | o | o |7ae] o | o [ o
Gastrointestinal disorders
Abdominal discomfort 5(1.2) 0 0 0 3(0.7) 0 0 0
Abdominal pain 23(5.4)| 3(0.7) 0 0 16 (3.8) 0 0 0
Abdominal pain upper 13(3.0)| 1(0.2) 0 0 20(4.7)| 1(0.2) 0 0
Colitis 8(1.9) | 5(1.2) 0 0 1(0.2) 0 0 0
Constipation 31(7.2) 0 0 0 29 (6.8) 0 0 0
, 210 175 19
Diarrhea (49) 31(7.2) 0 0 @12) | @5) 0 0
Dry mouth 17 (4.0) 0 0 0 22(5.2)| O 0 0
. 0 48
Dyspepsia 12 (2.8) 0 0 (11.3) 1(0.2) 0 0
Dysphagia 9(21)| 1(0.2) 0 0 4(0.9) 0 0 0
Esophagitis 6 (1.4) 0 0 0 3(0.7) 0 0 0
Flatulence 13 (3.0) 0 0 0 9(2.1) 0 0 0
Gastritis 6 (1.4) 0 0 0 4(0.9) 0 0 0
Qastroesophageal reflux 6 (1.4) 0 0 0 34(8.0)| 3(0.7) 0 0
disease
91 111
Nausea (21.2) 2 (0.5) 0 0 (26.1) 4(0.9) 0 0
Oral pain 17 (4) 0 0 0 13(31)] O 0 0
Stomatitis 61 3(0.7) 0 0 86 9(2.1) 0 0
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IntravenouskKEY TRUDA axitinib Sunitinib
n=429 n=425
Adverse Reaction Any | Grade | Grade | Grade| Any | Grade| Grade| Grade
Grade 3 4 5 Grade 3 4 5
nN%) | n(%) | n(%) | n(%) | n(%) | n(%) | n(%) | n (%)
(14.2) (20.2)
” 56
Vomiting 34(7.9)| 1(0.2) 0 0 (13.2) 3(0.7) 0 0
General disorders and administration site conditions
, 50 54 12
Asthenia (11.7) 6 (1.4) 0 0 127 | 8 0 0
Chills 8 (1.9) 0 0 0 11 (2.6)| 1(0.2) 0 0
Edema peripheral 7(1.6)| 1(0.2 0 0 14 (3.3) 0 0 0
. 130 142 21
Fatigue (30.3) 1023) O 0 (334) | (4.9) 0 0
Malaise 8(1.9) | 1(0.2) 0 0 13(3.1)| O 0 0
. . 55 90
Mucosal inflammation (12.8) 4(0.9) 0 0 (212) 7(1.6) 0 0
Pyrexia 16 (3.7) 0 0 0 24(56)| O 0 0
Hepatobiliary disorders
Hepatic function abnormal | 13 (3.0)| 6 (1.4) 0 0 6 (1.4) 0 0 0
Hepatitis 6(1.4)| 4(0.9) | 2(0.5) 0 1(0.2) 0 0 0
Hyperbilirubinemia 5(1.2) 0 0 0 6 (1.4) 0 1(0.2) 0
Infections and infestations
Gingivitis | 5a2] o | o | o [409] o | o | o
Investigations
Alanine aminotransferase 102 48 54 10
increased 238) | a12) | 209 O | 127 | @24 [1@D] O
Aspartate aminotransferasg 97 59 0 0
increased (22.6) 26(6.1) 3(07) 0 (13.9) 7(16)
Blood alkaline phosphatase 17 (4.0)| 5(1.2) 0 0 15(35)| 3(0.7) 0 0
increased
Blood bilirubin increased 19(4.4)| 1(0.2)| 1(0.2 0 20 (4.7)| 1(0.2) 0 0
Blood creatinine increased | 24 (5.6) 0 0 0 30(7.1)| 1(0.2) 0 0
Blood lactate 0 0 0 0 0 0
dehydrogenase increased 8(19) 12(28)
Blood pressure increased | 13(3.0)| 6 (1.4) 0 0 6(14)| 1(0.2) 0 0
Blood thyr0|d stimulating 22 (5.1) 0 0 0 22 (5.2) 0 0 0
hormone increased
Lymphocyte count 0 0
decreased 6(1.4)| 1.2 13(3.1)| 2(0.5)| 1(0.2) 0
76 27
Platelet count decreased | 14 (3.3) 0 1(0.2) 0 179) | (64) 4(0.9) 0
Weight decreased 41 (9.6)| 6(1.4) 0 0 36 (8.5) 0 0 0
Metabolism and nutrition disorders
Decreased appetite | 94 [9@n] o | o | 106 [2(05] 0o | o
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IntravenouskKEY TRUDA axitinib Sunitinib
n=429 n=425
Adverse Reaction Any | Grade | Grade | Grade| Any | Grade| Grade| Grade
Grade 3 4 5 Grade 3 4 5
nN%) | n(%) | n(%) | n(%) | n(%) | n(%) | n(%) | n (%)
(21.9) (24.9)
Dehydration 9(2.1) | 4(0.9 0 0 8(19) | 5(1.2) 0 0
Hyperglycemia 13(3.0)| 5(1.2) | 1(0.2) 0 4(0.9) 0 0 0
Hyperkalemia 10(2.3)| 1(0.2) 0 0 4(0.9 | 1(0.2 0 0
Hypoalbuminemia 6(1.4)| 1(0.2 0 0 5(1.2) | 1(0.2 0 0
Hyponatremia 13(3.0)| 5(1.2) 0 0 13(3.1)| 6(14)| 2(0.5) 0
Hypophosphatemia 6(1.4)| 2(0.5) 0 0 26 (6.1) (; t) 0 0
Musculoskeletal and connective tissue disorders
Arthralgia (1522_1) 307)| 0 0 |15@5)| 205 o 0
Arthritis 5(1.2) | 2(0.5) 0 0 0 0 0 0
Back pain 9(2.1) 0 0 0 5(1.2) 0 0 0
Muscle spasms 8(1.9) 0 0 0 5(1.2) 0 0 0
Muscular weakness 5(1.2) 0 0 0 1(0.2) 0 0 0
Myalgia 23 (5.4) 0 0 0 16(3.8)] O 0 0
Pain in extremity 18 (4.2) 0 0 0 20 (4.7)| 2(0.5) 0 0
Nervous system disorders
Dizziness 10(2.3) 0 0 0 14 (3.3) 0 0 0
Dysgeusia 40 (9.3)| 1(0.2) 0 0 (égi) 0 0 0
Headache 35(8.2)| 3(0.7) 0 0 33(7.8)| 1(0.2) 0 0
Lethargy 9(2.1) 0 0 0 8(1.9) | 1(0.2) 0 0
Paresthesia 6 (1.4) 0 0 0 5(1.2) 0 0 0
Psychiatric disorders
Insomnia | 6(14] o | o | o |[8@9] o | o | o
Renal and urinary disorders
Acute kidney injury 7(1.6) | 4(0.9) 0 0 4(0.9) | 1(0.2 0 0
Hematuria 8(1.9) | 2(0.5) 0 0 8(1.9) | 1(0.2) 0 0
Proteinuria (1656_5 2) 11(26)] O 0 39(9.2)| 6(1.49) 0 0
Respiratory, thoracic and mediastinal disorders
Cough 32(7.5)| 1(0.2) 0 0 12(28)] O 0 0
Dysphonia (2922.38) 1(0.2) 0 0 12 (2.8) 0 0 0
Dyspnea 28 (6.5)| 2(0.5) 0 0 16 (3.8)| 2(0.5) 0 0
Epistaxis 19 (4.4) 0 0 0 32(75)| O 0 0
Oropharyngeal pain 13(3.0)| 1(0.2) 0 0 5(1.2) 0 0 0
Pneumonitis 11 (2.6) 0 0 10.2)| 1(0.2 0 0 0
Skin and subcutaneous tissue disorders
Alopecia 11226 0o | o | o |13@YH] o | o [ o
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IntravenouskKEY TRUDA axitinib Sunitinib
n=429 n=425
Adverse Reaction Any | Grade | Grade | Grade| Any | Grade| Grade| Grade

Grade 3 4 5 Grade 3 4 5

nN%) | n(%) | n(%) | n(%) | n(%) | n(%) | n(%) | n (%)
Dermatitis 5(1.2) | 1(0.2) 0 0 3(0.7) 0 0 0
Dermatitis acneiform 5(1.2) | 1(0.2) 0 0 6 (1.4) 0 0 0
Dry skin 27 (6.3)| 1(0.2) 0 0 358.2) O 0 0
Erythema 7 (1.6) 0 0 0 8 (1.9) 0 0 0
Palmarplantar 0 0 0 0
erythrodysesthesia (2171%) 22 (5.1) (3385) (;55)
syndrome
Pruritus (152?_’ 2) 1(0.2) 0 0 18(4.2)] O 0 0
Rash (1‘:)‘_37) 102) | 0 0 |38@89| 102 o 0
Rash maculpapular 17 (4.0)| 1(0.2) 0 0 3(0.7) 0 0 0
Skin exfoliation 5(1.2) 0 0 0 8(1.9) 0 0 0
Vascular disorders

. 179 91 184 78

Hypertension @17 | @12)| © O | 433)| (a8a)| © 0
Hypotension 5(1.2) | 1(0.2 0 0 1(0.2) 0 0 0

In Combination with Lenvatinib (KEYNGBIE)

The safety ointravenousKEYTRUDAas evaluated in KEYNGIEL (Seel4 Clinical TriajsPatients
receivedintravenousKEYTRUDZO0 mg intravenously every 3 weeks in combination with lenvatinib 20
mg orally once daily (n=352), or lenvatinib 18 mg orally once daily in combination with everolimus 5 mg
orally once daily (n=355), or sunitinib 50 mg orally once daily for 4 weeks theaaiment for 2

weeks (n=340). The median duration of exposure to the combination therapyra¥enousKEYTRUDA

and lenvatinib was 17.0 months (range: 0.1 to 39.1) and to sunitinib was 7.8 months (range: 0.1 to
37.0).The median dration of exposure tantravenousKEYTRUD#as 15.Imonths (range: 0.03 to
29.6).IntravenousKEYTRUD®as continued for a maximum of 24 months; however, treatment with
lenvatinib could be continued beyond 24 months.

The most common adverse events (reported in at least 30% of patients) were: fatigue, diarrhea,
musculoskeletal pain, hypothyroidism, hypertension, stomatitis, decreased appetite, rash, and nausea.

Eightyl 62 LISNDSY (i 2F LI GASYy(@ KKR %2 DNI BBY 62 ¥ RGP SINEISR ¢
eventso X pivene: hypertension (29%); lipase increased (18%); diarrhea (10%); fatigue (9%); amylase
increased (9%); hepatotoxicity (9%); proteinuria (8%); weight decreased (8%); and hemorrhagic events

(5%).

The frequencies included below andTiable28 are based on all reported adverse events, regardless of
the investigator assessment of causality.

Fatal adverse events occurred in 4.3% of patients treated witavenousKEYTRUDA combination
with lenvatinib, includingardiorespiratory arrest (0.9%), sepsis (0.9%), and one case (0.3%) each of
arrhythmia, autoimmune hepatitis, dyspnea, hypertensive crisis, increased blood creatinine, multiple

KEYTRUD&Gt (pembrolizumabnjection) Pagel020f 318



organ dysfunction syndrome, myasthenic syndrome, myocarditis, nephritis, pneumonitis, ruptured
aneurysm, and subarachnoid hemorrhage.

Serious adverse events occurred in 51% of patients recamnirmyenousKEY TRUDed lenvatinib.

{ SNA2dza I ROSNBRS S@Syilia Ay xw:> 2F LI GASyGa 6SNB KS
(3%), myocardial infarction (3%), pneumonitis (3%), vomiting (3%), acute kidney injury (2%), adrenal
insufficiency (2%), dyspnea (2%), @méumonia (2%).

Permanent discontinuation of either aftravenousKEYTRUDAenvatinib or both due to an adverse

event occurred in 37% of patients receivingfavenousKEYTRUDA combination with lenvatinib; 29%
intravenousKEYTRUD#ly, 26% lenvatinib only, and 13% both. The most common adverse events
Oxm:0 NBadzZ GAy3 Ay LiSbEoysEY TRURMNGathd yoithe ambitatioad y 2 T
were pneumonitis (3%), myocardial infarction (3%), hepatotoxicity (3%), acute kidney injury (3%), rash
(3%), and diarrba (2%).

Dose interruptions ointravenousKEYTRUDAenvatinib, or both due to an adverse event occurred in

78% of patients receivingtravenousKEYTRUDA combination with lenvatinibintravenous

KEYTRUD®as interrupted in 55% of patients and both drugs were interrupted in 39% of patients. The

Y2aid 02YY2y I ROSNES SISy i ainttavensasKEYNB ) Dwize didmifed Ay A Y
(10%), hepatotoxicity (8%), fatigue (7%), lipase increased (5%), amylase increased (4%), musculoskeletal
pain (3%), hypertesion (3%), rash (3%), acute kidney injury (3%), and decreased appetite (3%).

Of 352 adult patients with advanced or metastatic RCC treatedimtitivenousKEYTRUDA
O2YO0AYlFA2Y SAGK fSYy@lIiAYAdS mMpd onpir0 6SNB x cp
incidence of Grad o I R @S NB $88.84&8mpdred togatiénts <65 years of age was 77.2%.

Adverse events leading to discontinuation of eitidravenousKEYTRUDAr lenvatinib, or both, in

LI GASYyGa x cp @SIENB 2F F3IS 413 nc dprAdesyd@dntER (2
leading to discontinuation dhtravenousKkEYTRUDY LJ- G ASyGa x cp &SFENBR 27F | =
to patients 65 years of age was 21.8%.

Table28 summarizes the adverse events that occurreg@%of patients treated withintravenous
KEYTRUDend lenvatinib irKEYNOT&S1.

Table28Y ! RASNES 9GSy a hOOdzNNRIgtrAvedoysKEXTREUDWtR F t I G A Sy (3
Lenvatinib in KEYNOTEB1

IntravenousKEYTRUDA Sunitinib 50mg
200mg every 3 weeks N=340

with Lenvatinib
Adverse Events

N=352
All Grades | Grades 24 | All Grades | Grades 4
(%) (%) (%) (%)
Endocrine
Hypothyroidism 57 1 32 0
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Gastrointestinal

Diarrhe& 62 10 50 6

Stomatitis 43 2 43 2

Nausea 36 3 33 1

Abdominal paif 27 2 18 1

Vomiting 26 3 20 1

Constipation 25 1 19 0
General

Fatigué 63 9 56 8
Hepatobiliary

Hepatotoxicity 25 9 21 5
Investigations

Weight decreased 30 8 9 0.3
Metabolism

Decreased appetife 41 4 31 1
Musculoskeletal and Connective Tissue

Musculoskeletal paih 58 4 41 3
Nervous System

Headache 23 1 16 1
Renal and Urinary

Proteinuria 30 8 13 3

Acute kidney injury 21 5 16 2
Respiratory, Thoracic and Mediastinal

Dysphonia 30 0 4 0
Skin and Subcutaneous Tissue

Rash 37 5 17 1

Palmarplantar erythrodysesthesia 29 4 38 4

syndromé
Vascular

Hypertensioff 56 29 43 20

Hemorrhagic events 27 5 26 4
a8 Includes hypothyroidism, increased blood thyroid stimulating hormone, secondary hypothyroidism
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b Includes diarrhea, gastroenteritis

¢ Includes aphthous ulcer, gingival pain, glossitis, glossodynia, mouth ulceration, mucosal inflamma]
oral discomfort, oral mucosal blistering, oral pain, oropharyngeal pain, pharyngeal inflammation,
stomatitis

4 Includes abdominal discomfort, abdominal pain, abdominal rigidity, abdominal tenderness, epigas
discomfort, lower abdominal pain, upper abdominal pain

¢ Includes asthenia, fatigue, lethargy, malaise

T Includes alanine aminotransferase increased, aspartate aminotransferase increased, blood bilirub
increased, drugnduced liver injury, hepatic enzyme increased, hepatic failure, hepatic function
abnormal, hepatocellular injury, hepatotoxicity, hyperhitiinemia, hypertransaminasemia, immune
mediated hepatitis, liver function test increased, liver injury, transaminases increased, gamma
glutamyltransferase increased

9 Includes decreased appetite, early satiety

hIncludes arthralgia, arthritis, back pain, bone pain, breast pain, musculoskeletal chest pain,
musculoskeletal discomfort, musculoskeletal pain, musculoskeletal stiffness, myalgia, neck pain, 1
cardiac chest pain, pain in extremity, pain in jaw

" Includes hemoglobinuria, nephrotic syndrome, proteinuria

I Includes acute kidney injury, azotemia, blood creatinine increased, creatinine renal clearance dec
hypercreatininemia, renal failure, renal impairment, oliguria, glomerular filtration rate decreased, a
nephropathy toxic

K" Includes genital rash, infusion site rash, penile rash, perineal rash, rash, rash erythematous, rash
macular, rash maculpapular, rash papular, rash pruritic, rash pustular

' Includes palmar erythema, palmatantar erythrodysesthesia syndrome, plantar erythema

M Includes essential hypertension, increased blood pressure, increased diastolic blood pressure,
hypertension, hypertensive crisis, hypertensive retinopathy, labile blood pressure

" Includes all hemorrhage terms. Hemorrhage terms that occurred in 1 or more subjects in either
treatment group include Anal hemorrhage, aneurysm ruptured, blood blister, blood loss anemia, b
urine present, catheter site hematoma, cerebral microhemorghagpnjunctival hemorrhage, contusior
diarrhea hemorrhagic, disseminated intravascular coagulation, ecchymosis, epistaxis, eye hemorr
gastric hemorrhage, gastritis hemorrhagic, gingival bleeding, hemorrhage urinary tract, hemothora
hematemesis, Bmatoma, hematochezia, hematuria, hemoptysis, hemorrhoidal hemorrhage, increg
tendency to bruise, injection site hematoma, injection site hemorrhage, ialrdominal hemorrhage,
lower gastrointestinal hemorrhage, Mallokyeiss syndrome, melaena, peteahj rectal hemorrhage,
renal hemorrhage, retroperitoneal hemorrhage, small intestinal hemorrhage, splinter hemorrhages
subcutaneous hematoma, subdural hematoma, subarachnoid hemorrhage, thrombotic
thrombocytopenic purpura, tumar hemorrhage, traumatic hematoma, upper gastrointestinal
hemorrhage

Adjuvant RCC

Table29 summarizes the treatmentelated adverse events that occurred in at least 1% of patients with
resected renal cell cancer treated withtravenousKkEY TRUDA KEYNOTFEB4. The median duration

of exposure tantravenousKEYTRUD#&as 11.1 months (number of administration ranged 1 to 17). The
most common treatmentelated adverse events (reported in at least 10 % of patients) were fatigue,
pruritus, hypothyroidism, diarrhea, rash, hyperthyroidism.

Serious treatmentelated adverse events occurred in 12% of patients receiningvenousKEYTRUDA
the most common (incidencgl%) were adrenal insufficiency, colitis, and diabetic ketoacidosis.

Discontinuation ofntravenousKEYTRUDdue to treatmentrelated adverse events occurred in 17.6 %
of patients;the most commord x Mieme ALT increase (1.6%), colitis (1.0%), and adrenal insufficiency
(1.0%).

KEYTRUD&G (pembrolizumahnjection Pagel050f 318



Dose interruptiorof intravenousKEY TRUDde to treatmentrelated adverse events occurred in
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(1.2%), fatigue (1.0%), ALT increase (1.0%), AST increase (1.2%).

Table29: Treatmentw St | 4 SR
IntravenousKEYTRUD#y KEYNOTE64.

| ROSNBES 9@Syla

0 X M2 U0

g SNB

IntravenousKEYTRUDA Placebo
200 mg every 3 weeks N=496
Adverse Reaction n= 488
Any Grade | Grade 3| Grade 4| Any Grade | Grade 3| Grade 4
n (%) n (%) n (%) n (%) n (%) n (%)
Blood and lymphatic system disorders
Anemia | 6(12 | o | o0 408 | o | o0
Endocrine disorders
Adrenal Insufficiency 10 (2.0) 6 (1.2) 0 0 0 0
Hyperthyroidism 50 (10.2) 1(0.2) 0 0 0 0
Hypothyroidism 86 (17.6) 1(0.2) 0 13 (2.6) 0 0
Thyroiditis 5(1.0) 1(0.2) 0 1(0.2) 0 0
Gastrointestinal disorders
Colitis 7 (1.4) 4 (0.8) 0 1(0.2) 0 0
Constipation 8 (1.6) 0 0 6 (1.2) 0 0
Diarrhea 77 (15.8) | 8(1.6) 0 51 (10.3) 0 0
Dry mouth 20 (4.1) 1(0.2) 0 1(0.2) 0 0
Dyspepsia 6 (1.2) 0 0 0 0 0
Nausea 39 (8.0) 0 0 23 (4.6) 0 0
Stomatitis 6 (1.2) 0 0 5(1.0) 0 0
Vomiting 10 (2.0) 1(1.2) 0 3 (0.6) 0 0
General disorders and administration site conditions
Asthenia 28 (5.7) 1(0.2) 0 23 (4.6) 0 0
Chills 7(1.4) 0 0 4 (0.8) 0 0
Fatigue 99 (20.3) | 4(0.8) 0 71 (14.3) 0 0
Edema 6 (1.2) 0 0 1(0.2) 0 0
Edema peripheral 8 (1.6) 0 0 8 (1.6) 0 0
Pyrexia 9(1.8) 1(0.2) 0 2 (0.4) 0 0
Injury, poisoning and procedural complications
Infusion related
reaction 5(1.0) 1(0.2) 0 4 (0.8) 0 0
Investigations
Alanine
aminotransferase 22 (4.5) 9(1.8) 0 9(1.8) 1(0.2) 0
increased
Amylase increased 6 (1.2) 2 (0.4) 0 4 (0.8) 0 0
Aspartate
aminotransferase 22 (4.5) 6(1.2) 0 5(1.0) 0 0
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IntravenousKEYTRUDA

200 mg every 3 weeks P,\Iliizlzo
Adverse Reaction n= 488
Any Grade | Grade 3| Grade 4| Any Grade | Grade 3| Grade 4
n (%) n (%) n (%) n (%) n (%) n (%)
increased
Blood alkaline
phosphatase increase 7(1.4) 1(0.2) 0 1(0.2) 0 0
Blood creatinine
increased 20 (4.1) 1(0.2) 0 10 (2.0) 0 0
Blood thyroid
stimulating hormone 12 (2.5) 0 0 3(0.6) 0 0
increased
Gamma
glutamyltransferase 6 (1.2) 1(0.2) 2(0.4) 0 0 0
increased
Lipase increased 5(1.0) 1(0.2) 1(0.2) 4 (0.8) 0 0
Transaminase
increased 5(1.0) 1(0.2) 0 2 (0.4) 0 0
Metabolism and nutrition disorders
Decreased appetite 15 (3.1) 1(0.2) 0 2 (0.4) 0 0
Diabetic ketoacidosis 5(1.0) 4 (0.8) 1(0.2) 0 0 0
Hyperglycemia 5(1.0) 2(0.4) 1(0.2) 4 (0.8) 1(0.2) 0
Hypophosphatemia 5(1.0) 1(0.2) 0 4 (0.8) 0 0
Type 1 diabetes
mellitus 5(1.0) 3(0.6) 1(0.2) 0 0 0
Musculoskeletal and connective tissue disorders
Arthralgia 46 (9.4) 1(0.2) 0 43 (8.7) 0 0
Arthritis 7 (1.4) 1(0.2) 0 3 (0.6) 0 0
Muscle spasms 6 (1.2) 0 0 5(1.0) 0 0
Myalgia 30 (6.1) 1(0.2) 0 20 (4.0) 0 0
Pain in extremity 7 (1.4) 0 0 1(0.2) 0 0
Nervous system disorders
Dizziness 13 (2.7) 0 0 5(1.0) 0 0
Dysgeusia 8 (1.6) 0 0 4 (0.8) 0 0
Headache 17 (3.5) 0 0 17 (3.4) 0 0
Paresthesia 9 (1.8) 0 0 1(0.2) 0 0
Psychiatric disorders
Insomnia | 520 | o | o0 102 | o | o
Renal and urinary disorders
Proteinuria | 7@4 | o | o0 102 | o | o
Respiratory, thoracic and mediastinal disorders
Cough 15 (3.1) 0 0 7 (1.4) 0 0
Dyspnea 12 (2.5) 0 0 9(1.8) 0 0
Pneumonitis 8 (1.6) 1(0.2) 1(0.2) 3 (0.6) 0 0
Skin and subcutaneous tissue disorders
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IntravenousKEYTRUDA Placebo
200 mg every 3 weeks N=496
Adverse Reaction n= 488
Any Grade | Grade 3| Grade 4| Any Grade | Grade 3| Grade 4
n (%) n (%) n (%) n (%) n (%) n (%)
Dermatitis 7 (1.4) 0 0 2 (0.4) 0 0
Dry skin 14 (2.9) 0 0 11 (2.2) 0 0
Eczema 5(1.0) 0 0 1(0.2) 0 0
Pruritus 91 (18.6) 1(0.2) 0 57 (11.5) 0 0
Psoriasis 6 (1.2) 0 0 0 0 0
Rash 73 (15.0) | 4(0.8) 0 36 (7.3) 0 0
Rash maculgpapular 19 (3.9) 2 (0.4) 0 6 (1.2) 0 0
Rash pruritic 10 (2.0) 0 0 0 0 0
Urticaria 5(1.0) 0 0 3 (0.6) 0 0
HNSCC

Table30 summarizes the treatmentelated adverse events that occurred in at least 1% of patients with
HNSCC treated wiihtravenouskEYTRUDA KEYNOTE48. The most common treatmemelated

adverse events (reported in at least 10% of patients) in eitheirttravenousKEY TRUDAonotherapy

arm orintravenousKEYTRUDA combination with chemotherapy arm were anemia, nausea,
neutropenia, fatigue, mucosal inflammation, thrombocytopenia, vomiting, stomatitis, decreased
appetite, platelet count decreased, diarrheautrophil count decreased, white blood cell count
decreased, hypothyroidism, leukopenia, asthenia, blood creatinine increased, hypomagnesemia, and
constipation. The most common Gradé 3reatmentrelated adverse events for patients treated with
intravenousKEYTRUD&S monotherapy in KEYNQGO4B were hyponatremia (n=6, 2%), pneumonitis
(n=4, 1.3%), and fatigue (n=3, 1%). The most common Gradeedtmentrelated adverse events for
patients treated withintravenousKEYTRUDA combination with chemotherapyn KEYNOT&8 were
anemia (n=54, 19.6%), neutropenia (n=49, 17.8%), neutrophil count decreased (n=27, 9.8%), mucosal
inflammation (n=26, 9.4%), thrombocytopenia (n=24, 8.7%), febrile neutropenia (n=22, 8.0%),
stomatitis (22, 8.0%), fatigue (n=19, 6.9%), nausea (n=15, 5.4%), white blood cell decreased (n=15,
5.4%), and platelet count decreased (n=14, 5.1%).

Treatment was discontinued for treatmenglated adverse events in 5.0% of the 300 patients receiving
intravenousKEYTRUDses monotherapy and in 25.0% of the 276 patients receivitigvenous
KEYTRUDA combination with chemotherapy. The most common treatmegiated adverse events
leading to study drug discontinuation fotravenousKEYTRUDsas monotherapy (occurring in at least

2 patients) were adrenal insufficiency (n=2), autoimmune hepatitis (n=2), and pneumonitis (n=2) and
for intravenousKEYTRUDA combination with chemotherapy (occurring in at least 4 patients) were
blood creatinine increased (n=6), mucosal inflammation (n=5), febrile neutropenia (n=4), neutropenia
(n=4) and septic shock (n=4). The median time to discontinuation for treatrelaied adverse events
was 7.0 months for patients treated withtravenousKEY TRUDs&s monotheapy and 0.2 months for
patients treated withintravenousKEYTRUDA combination with chemotherapy.
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Table30: Treatmentw St | G SR
Groups Combined, APaT Population in KEYNOAE

I ROSNE S 9 WittyedoasKBYVRUDA¢agn® S x M2 0

IntravenousKEYTRUDA

IntravenousKEYTRUDA 200 mg every 3veeks Cetu_X|mab
200 mg every 3veeks Platinum Platinum
. n=300 FU FU
Adverse Reaction _ n=287
n=276

Any | Grade| Grade| Grade| Any | Grade| Grade| Grade| Any | Grade| Grade| Grade

Grade 3 4 5 Grade 3 4 5 Grade| 3 4 5

nN@) | n(®) | n(%) | n(%)| n(%) | Nn(%) | N(%) | N(%) | N(%) | n (%) | n(%)| n (%)
Blood and lymphatic system disorders
Anemia 12 (4.0) | 2(0.7) 0 0 (igé) 52 (18.8 2(0.7) 0 (ﬂi) (14:50) 0 0
Febrile neutropenia 0 0 0 0 22 (8.0)15(5.4) 7(25)| O 13(45)11(38) 2(0.7)| O
Leukopenia 2(0.7) 0 0 0 [34(123] 829 O 0 [38(1329@31)|7(4)| O
Lymphopenia 2(0.7) 1103 O 0 7(25)|1(04)| O 0 [|15(.2)| 3(1.0)|1(0.3)| O
Neutropenia 3(1.0) 0 0 0 1(91(33.0135(12.714(5.1)] O [89(31.038(13.220(7.0)f O
Pancytopenia 0 0 0 0 4(14)|2@0.7) O 0 3(1.0)] 1(0.3)| 2(0.7)] O
Thrombocytopenia 4(1.3) 0 103) 0 [75(27.2] 16(5.8 8(29)| O [62(21.6 18(6.3 6(2.1)| O
Ear and labyrinth disorders
Deafness 0 0 0 0 3(1.1) 0 0 0 3(10)] O 0 0
Hypoacusis 0 0 0 0 6 (2.2) 0 0 0 |12(42)1@03)] O 0
Tinnitus 0 0 0 0 [|15(54) O 0 0 |16(56) O 0 0
Endocrine disorders
Hyperthyroidism 6(20) |1(03)] O 0 8(2.9) 0 0 0 0 0 0 0
Hypothyroidism 39(13.0)f O 0 0 [36(13.0f O 0 0 103) O 0 0
Gastrointestinal disorders
Abdominal pain 0 0 0 0 3(11) 104 O 0 [11(38) 4(14)| O 0
Abdominal pain upperl 1 (0.3) 0 0 0 4(1.4) 0 0 0 |1138) O 0 0
Aphthous ulcer 0 0 0 0 3(1.1) 0 0 0 5(1.7)] 2(0.7)] O 0
Colitis 1(0.3) 0 0 0 622104 O 0 207207 O 0
Constipation 9 (3.0) 0 0 0O (28(101] O 0 0 (31(108 O 0 0
Diarrhea 17(5.7) | 1(0.3)| O 0 |50(18.1] 3(1.1)] O 0 [76(265 5(1.7)] O 0
Dry mouth 5(1.7) 0 0 0 9 (3.3) 0 0 0 517)] O 0 0
Dyspepsia 4(1.3) 0 0 0 7(2.5) 0 0 0 (1449 O 0 0
Dysphagia 0 0 0 0 622104 O 0 3(10)] O 0 0
Nausea 12 (4.0) 0 0 0 (iég) 15 (5.4) 0 0 (ig’.t) 16 (5.6) 0 0
Oral pain 0 0 0 0 5(18)| 104 O 0 5(1.7)|1(0.3)|] O 0
Stomatitis 2(0.7) 0 0 0 1(69(25.0]21(7.6) 1(04)] O [70(24.49(13.1)|1(0.3)| O
Tongue discomfort 3(1.0) 0 0 0 0 0 0 0 0 0 0 0
Vomiting 7 (2.3) 0 0 0 |75@27.2] 7(25)| O 0 |64(2235(1.7)| O 0
General disorders and administration site conditions
Asthenia 723) |1(03) O 0 [32(116) 7(25)| O 0 [30(1056(221)| O 0
Chest pain 0 0 0 0 3(1.1) 0 0 0 3(10) O 0 0
Chills 4(1.3) 0 0 0 4(1.4) 0 0 0 310 O 0 0
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IntravenousKEYTRUDA

IntravenousKEYTRUDA 200 mg every 3veeks Cetu_X|mab
. Platinum
200 mg every 3veeks Platinum
n=300 FU FU
Adverse Reaction N=276 n=287

Any | Grade| Grade| Grade| Any | Grade| Grade| Grade| Any | Grade| Grade| Grade

Grade 3 4 5 Grade 3 4 5 Grade| 3 4 5

nN@) | n(®) | n(%) | n(%)| n(%) | Nn(%) | N(%) | N(%) | N(%) | n(%) | n(%)| n (%)
Face edema 2(0.7) 0 0 0 3(1.1) 0 0 0 103) O 0 0
Fatigue 43(14.3)| 3(1.0)| O 0 [84(30.4]j19(6.9)( O 0O [83(289 11(3.8 O 0
Malaise 4(1.3) 0 0 0O [18(6.5)| O 0 0 931 O 0 0
Mucosal inflammation, 8 (2.7) | 2(0.7)| O 0 |77(279]25(9.1)| 1(0.4)] O [76(26.5 14(49 O 0
Edema peripheral 3(1.0) 0 0 0 3(1.1) 0 0 0 103) O 0 0
Peripheral swelling 3(1.0) 0 0 0 1(0.49) 0 0 0 103)]1@03))] 0 0
Pyrexia 10 (3.3) 0 0 0 [(16(58)| O 0 0 12(4.2, 0 0 0
Infections and infestations
Bronchitis 0 0 0 0 3(1.1) 0 0 10.4)5@7| O 103 O
Candida infection 1(0.3) 0 0 0 8(9 1207 O 0 207 O 0 0
Lung infection 0 0 0 0 4(14)| 207 O 0 0 0 0 0
Oral candidiasis 0 0 0 0 |12(43)| O 0 0 |10385 O 0 0
Pneumonia 2(0.7) [1(03)] O 0 8(29)|1(0.4)|4(14| 0 (1242414 O 3(1.0)
Septic shock 0 0 0 0 6(2)| 0 |1(04)]5@18)| O 0 0 0
Investigations
Alanine
aminotransferase 7(2.3) 0 0 0 9(33)|1(04| O 0 |15(5.22@07| O 0
increased
Aspartate
aminotransferase 8(27) |1(03)] O 0 |11(4.0]1(04)| O 0 |14(49)3@1.0| 0 0
increased
Blood alkaline
phosphatase 3(10) |1(03)] O 0 5(1.8) 0 0 0 74| O 0 0
increased
Blood creatinine 207) | 0 0 0 [31(112]1(04) © 0 [16(56) O 0 0
increased
Blood magnesium 0
decreased 0 0 0 8(29)(1(04| O 0 621 O 0 0
Blood potassium 0 0 0 0 | 4@4| o 0 0 0 0 0 0
increased
Blood sodium
decreased 1(0.3) 0 0 0 414|207, O 0 207103 0 0
Blood thyroid
stimulating hormone | 2(0.7) 0 0 0 5(1.8) 0 0 0 0 0 0 0
increased
Creactive protein 0 0 0 0o | 3@yl o 0 0 |1(03)|103)]| o0 0
increased
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IntravenousKEYTRUDA

IntravenousKEYTRUDA 200 mg every 3veeks Cetu_X|mab
200 mg every 3veeks Platinum Platinum
. n=300 FU fU
Adverse Reaction N=276 n=287
Any | Grade| Grade| Grade| Any | Grade| Grade| Grade| Any | Grade| Grade| Grade
Grade 3 4 5 Grade 3 4 5 Grade| 3 4 5
nN@) | n(®) | n(%) | n(%)| n(%) | Nn(%) | N(%) | N(%) | N(%) | n(%) | n(%)| n (%)
Gamma
glutamyltransferase 2(0.7) |2(0.7) O 0 3(11)|104| O 0 2(07)|103) O 0
increased
Hemoglobin
decreased 0 0 0 0 5(18)| 2(0.7)] O 0 3(1.0) 1(03)] O 0
Lymphocyte count
decreased 4(1.3) |1(03) O 0 |1243)|5(18)|4@14| O 8(128)| 4(1.4)|2(0.7)| O
Neutrophil count
decreased 1(0.3) 0 0 0 1(45(16.3120(7.2) 7(25)] O [54(18.824(84)11(38) O
Platelet count
decreased 1(0.3) 0 0 0 1|51(1859(33)(5(1.8)| O 46(16.06(2.1)|3(1.0) O
Transaminases 1(03) | 0 0 0 | 3@yl o 0 0 0 0 0 0
increased
Weight decreased 9(30) |1(03)] O 0 |21(7.6)| 2(0.7)| O 0 |30(1051@03))| O 0
Weight increased 103) |1(03) O 0 3(1.1) 0 0 0 103) O 0 0
White blood cell
count decreased 2(0.7) 0 0 0 [36(13.0013(@4.712(0.7)] 0 43(15.0 19(6.6/ 3(2.0)| O
Metabolism and nutrition disorders
Decreased appetite 16(5.3)|1(0.3)|] O 0 |62(225]12@4.3)| O 0 62(21.68(28)| O 0
Dehydration 2(0.7) 11(03) O 0 9(33)|1(04)| O 0 724)]31.0| O 0
Hyperglycemia 517|207 O 0 4(14)|2@©.7)]104| O 20.7)] O 0 0
Hyperkalemia 1(0.3) 0 0 0 5(1.8) 0 0 0 8(2.8)| 3(1.0)] O 0
Hypoalbuminemia 1(0.3) 0 0 0 6(2.2) 0 0 0 3(10)] O 0 0
Hypocalcemia 0 0 0 0 |10(36)| 2(0.7)| O 0 |12(42)1(0.3)]1(0.3)| O
Hypokalemia 4(1.3) |1(03) O 0 |16(8)|6(22)(3(11)| O [36(125 7(24)|4((14)| O
Hypomagnesemia 3(1.0) 0 0 0 (29105 4(14)| O 0 [95(33.18(28)| 3(1.0)] O
Hyponatremia 1033)|5@1.7)|1(0.3)] 0 (23(83)[9(3.3)|1(0.4)| O [19(6.6) 7(24)1(0.3)] O
Hypophosphatemia 1(0.3) 0 0 0 622207 O 0 (19(6.6) 5(1.7)| O 0
Musculoskeletal and connective tissue disorders
Arthralgia 6(0) |1(0.3)( O 0 9(3.3) 0 0 0 3(10) O 0 0
Muscular weakness 3(1.0) 0 0 0 3(1.1) 0 0 0 4(14)| O 0 0
Myalgia 2(0.7) 0 0 0 4(1.4) 0 0 0 3(10) O 0 0
Nervous system disorders
Dizziness 4 (1.3) 0 0 0 8(2.9) 0 0 0 8(28)1(0.3)| O 0
Dysgeusia 6 (2.0) 0 0 0 [16(5.8)] O 0 0 (15(.2) O 0 0
Headache 8 (2.7) 0 0 0 4(1.4) 0 0 0 414 O 0 0
Hypoesthesia 0 0 0 0 3(1.1) 0 0 0 1(03) O 0 0
Neuropathy 0 0 0 0 9(3.3) 0 0 0 6(21)1(0.3)| O 0
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IntravenousKEYTRUDA

IntravenousKEYTRUDA 200 mg every 3veeks Cetu_X|mab
200 mg every 3veeks Platinum Platinum
. n=300 FU FU
Adverse Reaction _ n=287
n=276

Any | Grade| Grade| Grade| Any | Grade| Grade| Grade| Any | Grade| Grade| Grade

Grade 3 4 5 Grade 3 4 5 Grade| 3 4 5

nN@) | n(®) | n(%) | n(%)| n(%) | Nn(%) | N(%) | N(%) | N(%) | n(%) | n(%)| n (%)
peripheral
Neurotoxicity 0 0 0 0 4(1.4) 0 0 0 3(2.0)] O 0 0
Paresthesia 1(0.3) 0 0 0 6 (2.2) 0 0 0 4(14)| O 0 0
Peripheral sensory 0 0 0 0 0 0 0
neuropathy 1(0.3) 15(5.4)| 3(1.1) 6(2.1)| 2(0.7)
Syncope 0 0 0 0 622|414 O 0 2(0.7)2(0.7)| O 0
Psychiatric disorders
Insomnia | 340 ] o [ o [ 0o J104] o | o | o [4@a4] o | o |o
Renal and urinary disorders
Acute kidney injury 3(1.0) |1(0.3)] O 0 (15(54) 3(1.1)|1(04)| O 6(2.1)]1(0.3)] O 0
Renal failure 0 0 0 0 6 (2.2) 0 0 0 2(0.7))1(0.3)| O 0
Tubulp!nterstltlal 3(1.0) | 2(0.7) 0 0 0 0 0 0 0 0 0 0
nephritis
Respiratory, thoracic and mediastinal disorders
Cough 5(1.7) 0 0 0 2(0.7) 0 0 0 3(10) O 0 0
Dyspnea 7(3) |20.7) O 0 4(14)]20©7| O 0 5(1.7) O 0 0
Dyspnea exertional 1(0.3) 0 0 0 3(1.1) 0 0 0 1(03)] O 0 0
Epistaxis 1(0.3) 0 0 0 4(1.4) 0 0 0 8(28) O 0 0
Hiccups 0 0 0 0 7 (2.5) 0 0 0 414 O 0 0
Interstitial lung 0 0 0 0 0 0
disease 2(0.7) |1(0.3) 3(1.1)|1(0.9) 1(0.4)| 1(0.3)
Oropharyngeal pain 1(0.3) 0 0 0 3(1.1) 0 0 0 5.7)1(0.3)] 0 0
Pleural effusion 3(1.0) 0 0 0 1(04)]1(4)] O 0 1(03)] O 0 0
Pneumonitis 15(5.0)| 3(1.0)| O 1(0.3)|11(4.0)| 3(2.1)|] O 0 1(0.3)]1(0.3)] O 0
Skin and subcutaneous tissue disorders
Alopecia 1(0.3) 0 0 0 |13@4.7) O 0 0 (1449 O 0 0
Dermatitis 4(1.3) 0 0 0 1(0.4) 0 0 0 621 O 0 0
Dermatitis acneiform | 6 (2.0) 0 0 0 1(0.4) 0 0 0 182(2886(21)| O 0
Dry skin 6 (2.0) 0 0 0 5(1.8) 0 0 0 |27(094]2(0.7)] O 0
Erythema 3(1.0) |1(0.3)| O 0 1(0.4) 0 0 0 7(4) O 0 0
Palmarplantar 0 0 0 0 0 0 0 0
erythrodysesthesia 1(0.3) 4(1.4) 20 (7.0] 2(0.7)
syndrome
Pruritis 22 (7.3) 0 0 0 (14(5.1) O 0 0 24 (8.4 1(0.3)| O 0
Rash 25(8.3) | 2(0.7) 0 0 23(8.3)| 1(0.4) 0 0 (?1)312) 17 (5.9 0 0
Rash maculopapular | 6(2.0) | 1(0.3)] O 0 7 (2.5) 0 0 0 14 (49 1(0.3)] O 0

Vascular disorders

KEYTRUD&Gt (pembrolizumabnjection) Pagell2of 318




IntravenousKEYTRUDA

IntravenousKEYTRUDA 200 mg every 3veeks Cetu_X|mab
. Platinum
200 mg every 3veeks Platinum
n=300 FU FU
Adverse Reaction B _ n=287
n=276
Any | Grade| Grade| Grade| Any | Grade| Grade| Grade| Any | Grade| Grade| Grade
Grade 3 4 5 Grade 3 4 5 Grade| 3 4 5
nN@) | n(®) | n(%) | n(%)| n(%) | Nn(%) | N(%) | N(%) | N(%) | n(%) | n(%)| n (%)
Hypotension 0 0 0 0 4(14)]20.7]104)| O 4(14)| O 0 0
Phlebitis 0 0 0 0 4(1.4) 0 0 0 2(0.7)) O 0 0
Vasculitis 0 0 0 0 5(18)(1(0.4)] O 0 103) O 0 0

Gastricor Gastroesophageal Junction (GEJ) adenocarcinoma

Table31 summarizes the treatmentelated adverse events that occurred in at least 1% of patients with
locally advanced unresectable or metastatic HpBgtive gastric or gastroesophageal junction (GEJ)
adenocarcinoma treated witmtravenousKEYTRUDA combination with trastuzumab,

fluoropyrimidine and platinumcontaining chemotherapy in KEYNGBIH (Seel4 Clinical Tria)sThe
median duration of exposure for thatravenousKEYTRUDA combination with trastuzumab,
fluoropyrimidine and platinumcontaining chemotherapy arm wasgdmonths and 7.3 months for the
trastuzumab, fluoropyrimidineand platinumcontaining chemotherapy arm.

The most frequently reported treatmeti Bt | G SR F RASNE S S O Biyaledousd xH /E: Ay O
KEYTRUDA combination with trastuzumab, fluoropyrimidinand platinumcontaining chemotherapy

group were diarrhea, nausea, anemia, neutrophil count decreased, decreased appetite, platelet count
decreased, vomiting, peripheral sensory neuropathy, and pajstetar erythrodysesthesia syndrome.

Serious treatmentelated adverse events occurred in 25% of patients treated initlavenous

KEYTRUDA combination with trastuzumab, fluoropyrimidinand platinumcontaining

chemotherapy. Serious treatmetB f 1 SR I ROSNES S@Syia 200dz2NNAy3I Ay
infusionrelated reaction and pneumonia.

Fatal adverse events considered treatmeealated occurred in four patients treated withtravenous
KEYTRUDA combination with trastuzumab, fluoropyrimidinand platinumcontaining
chemotherapy: pneumonitis, hepatitis, sepsis and cerebral infarction.

IntravenousKEYTRUD#as discontinuedor treatment-relatedadverse eventin 8.3% of patients
treated withintravenousKEYTRUDA combination with trastuzumab, fluoropyrimidinand platinum
containing chemotherapyl he media time to discontinuation for treatmentelated adverse events
was 3.9 months.The most commotreatment-relatedadverse evenfxl% incidence) leading to
discontinuation ointravenousKEYTRUD#&as pneumonitis (1.4%ntravenousKEYTRUD#&as
interrupted for treatmentrelated adverse events in 58% of patients, with the most common
treatment-related adverse eventsi% incidence) leading to interruption iotravenousKEYTRUDA
being neutrophil count decreased, neutropenia, platelet count decreased and diarrhea.
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Table31: Treatmentw St | 4 SR

| ROSNBES 90@Syla

0 LYy OMRSBeidIS X M > U

KEYTRUDK combination with trastuzumabfluoropyrimidine- and platinum-containing
chemotherapy APaT Population in KEYNGSEL.

Adverse Reaction IntravenousKEYTRUDA Placebo
200 mg every 3veeks
Trastuzumab Trastuzumab
Fluoropyrimidine and Platinum Fluoropyrimidine and Platinum
Chemotherapy Chemotherapy
n=350 n=346

Any Any

Grade | Grade3 | Grade4 | Grade5 | Grade | Grade3 | Grade4 | Grade5

n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
Blood and lymphatic system disorders
Anemia (3%391) 20 (5.7)| 1(0.3) 0 (3%21.3;) 19 (5.5)| 1(0.3) 0
Leukopenia 11 (3.1) | 2(0.6) 0 0 21(6.1) | 3(0.9) 0 0
Neutropenia 59 (16.9)| 19 (5.4)| 3(0.9) 0 54 (15.6)| 14 (4.0)| 2 (0.6) 0
Thrombocytopenia | 40 (11.4)| 10 (2.9)| 1 (0.3) 0 44 (12.7)| 2(0.6) | 4 (1.2) 0
Cardiac disorders
Mitral valve 5(14) | 0 0 0 | 103 | o 0 0
incompetence
Ear and labyrinth disorders
Hypoacusis 5((1.4) | 3(0.9 0 0 2 (0.6) 0 0 0
Tinnitus 7 (2.0) 0 0 0 5(1.4) 0 0 0
Endocrine disorders
Adrenal
insufficiency 4(1.1) | 1(0.3) 0 0 0 0 0 0
Hyperthyroidism 12 (3.4) 0 0 0 7 (2.0) 0 0 0
Hypophysitis 4(1.1) | 2(0.6) 0 0 0 0 0 0
Hypothyroidism 29 (8.3) 0 0 0 15 (4.3) 0 0 0
Eye disorders
Dry eye | 617 | 103 ] o 0 [ 103 o | o | o |
Gastrointestinal disorders
Abdominal
distension 4 (1.2) 0 0 0 3(0.9) 0 0 0
Abdominal pain 11 (3.1) 0 0 0 14 (4.0) 0 0 0
Abdominal pain 5 (1.4) 0 0 0 | 1132 o 0 0
upper
Colitis 12 (3.4) | 6(1.7) 0 0 6(1.7) | 4(1.2) 0 0
Constipation 23 (6.6) 0 0 0 28 (8.1) 0 0 0
Diarrhea 165 28 (8.0)| 3(0.9) 0 145 25(7.2)| 2(0.6) 0

(47.1) (41.9)
Dry mouth 6 (1.7) 0 0 0 8 (2.3) 0 0 0
Dyspepsia 6 (1.7) 0 0 0 9 (2.6) 0 0 0
Dysphagia 4(1.1) 0 0 0 0 0 0 0
Enteritis 3(0.9) | 3(0.9) 0 0 5(1.4) | 2(0.6) 0 0
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Adverse Reaction IntravenousKEYTRUDA Placebo
200 mg every 3veeks
Trastuzumab Trastuzumab
Fluoropyrimidine and Platinum Fluoropyrimidine and Platinum
Chemotherapy Chemotherapy
n=350 n=346
Any Any
Grade | Grade3 | Grade4 | Grade5 | Grade | Grade3 | Grade4 | Grade5
n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
Flatulence 3(0.9 0 0 0 4(1.2) 0 0 0
Gastritis 4(1.1) | 1(0.3) 0 0 2 (0.6) 0 0 0
Gastroesophageal | 5 1 7y | 0 o | 412 | o 0 0
reflux disease
Nausea (ijfé) 14 (4.0) 0 0 (12.29) 15 (4.3) 0 0
Stomatitis 36 (10.3)| 4 (1.1) 0 0 31(9.0)| 6(1.7) 0 0
Vomiting 88 (25.1)| 14 (4.0) 0 0 86 (24.9)| 10 (2.9) 0 0
General disorders and administration site conditions
Asthenia 39 (11.1)| 7 (2.0) 0 0 50 (14.5)| 9 (2.6) 0 0
Chills 9 (2.6) 0 0 0 8 (2.3) 0 0 0
Fatigue 69 (19.7)| 12 (3.4) 0 0 57 (16.5)| 8 (2.3) 0 0
Malaise 25 (7.1) 0 0 0 25(7.2) | 3(0.9) 0 0
Mucosal
inflammation 22 (6.3) | 3(0.9) 0 0 25(7.2) | 2(0.6) 0 0
Oedema peripherall 6 (1.7) 0 0 0 4(1.2) 0 0 0
Pyrexia 20 (5.7) 0 0 0 19 (5.5) 0 0 0
Temperature 6(1.7) | 0 0 0 206) | o0 0 0
intolerance
Hepatobiliary disorders
Hepatic function 0 0 0 0 0
abnormal 4(1.1) | 2(0.6) 5(1.4)
Liver injury 4(1.1) | 2(0.6) 0 0 1(0.3) 0 0 0
Immune system disorders
Drug
hypersensitivity 4(1.1) | 1(0.3) 0 0 3(0.9) 0 0 0
Hypersensitivity 8(2.3) | 1(0.3) 0 0 6 (1.7) 0 0 0
Infections and infestations
Paronychia 5(1.4) 0 0 0 6 (1.7) 0 0 0
Pneumonia 12(3.4) | 2(0.6) | 1(0.3) 0 4(1.2) | 1(0.3) 0 0
Injury, poisoning and procedural complications
Infusion related
reaction 41 (11.7)| 5(1.4) | 1(0.3) 0 34(9.8) | 2(0.6) 0 0
Investigations
Alanine
aminotransferase | 51 (14.6)| 3(0.9) 0 0 41 (11.8)| 1(0.3) 0 0
increased
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Adverse Reaction IntravenousKEYTRUDA Placebo
200 mg every 3veeks
Trastuzumab Trastuzumab
Fluoropyrimidine and Platinum Fluoropyrimidine and Platinum
Chemotherapy Chemotherapy
n=350 n=346

Any Any

Grade | Grade3 | Grade4 | Grade5 | Grade | Grade3 | Grade4 | Grade5

n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
Amylase increased| 4 (1.1) | 1(0.3) 0 0 2 (0.6) 0 0 0
Aspartate
aminotransferase | 66 (18.9)| 6 (1.7) 0 0 50 (14.5)| 1(0.3) 0 0
increased
Bilirubin
conjugated 3(0.9 0 0 0 5(1.4) 0 0 0
increased
Blood alkaline
phosphatase 10(2.9) | 1(0.3) 0 0 10 (2.9) 0 0 0
increased
Blood bilirubin
increased 39 (11.1)| 3(0.9) 0 0 27 (7.8) | 2(0.6) 0 0
Blood creatine
phosphokinase 4(1.1) 0 0 0 5(1.4) 0 0 0
increased
Blood creatinine | ) 5 ) | 0 0 6(1.7) | 1(03)| O 0
increased
Blood thyroid
stimulating 2 (0.6) 0 0 0 5(1.4) 0 0 0
hormone increased
Blood urea 4(1.1) 0 0 0 0 0 0 0
increased
Ejection fraction
decreased 13(3.7) | 4(1.2) 0 0 11 (3.2) | 3(0.9) 0 0
Gamma
glutamyltransferasg 10 (2.9) | 4 (1.1) 0 0 7(.0) | 2(0.6) | 1(0.3) 0
increased
Lipase increased 2 (0.6) 0 0 0 4(1.2) | 2(0.6) 0 0
Lymphocyte count
decreased 11 (3.1) | 2(0.6) 0 0 11(3.2) | 4(1.2) 0 0
Neutrophil count
decreased 92 (26.3)| 25(7.1)| 3(0.9) 0 83(24.0)| 26 (7.5)| 4(1.2) 0
Platelet count
decreased 89 (25.4)| 20 (5.7)| 2(0.6) 0 93(26.9)| 19 (5.5)| 4 (1.2 0
Total bile acids 3(0.9) 0 0 0 4(1.2) 0 0 0
increased
Weight decreased | 42 (12.0)| 5(1.4) 0 0 24 (6.9) | 2(0.6) 0 0
White blood cell 53 (15.1)| 3(0.9) 0 0 41 (11.8)| 6 (1.7) 0 0
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Adverse Reaction IntravenousKEYTRUDA Placebo
200 mg every 3veeks
Trastuzumab Trastuzumab
Fluoropyrimidine and Platinum Fluoropyrimidine and Platinum
Chemotherapy Chemotherapy
n=350 n=346
Any Any
Grade | Grade3 | Grade4 | Grade5 | Grade | Grade3 | Grade4 | Grade5
n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)

count decreased
Metabolism and nutrition disorders
Decreased appetite 91 (26.0)| 11 (3.1) 0 0 91 (26.3)| 11 (3.2) 0 0
Dehydration 5(1.4) | 3(0.9) 0 0 5(1.4) | 4(1.2) 0 0
Hyperglycemia 11 (3.1) | 2(0.6) 0 0 7 (2.0) 0 0 0
Hypoalbuminemia | 16 (4.6) | 2 (0.6) 0 0 17 (4.9) 0 0 0
Hypocalcemia 7 (2.0) 0 0 0 6 (1.7) 0 0 0
Hypochloremia 3(09) | 1(0.3) 0 0 4(1.2) 0 0 0
Hypokalemia 21(6.0) | 10(2.9)| 1(0.3) 0 15(4.3) | 8(2.3) | 2(0.6) 0
Hypomagnesemia | 13 (3.7) | 2 (0.6) 0 0 7 (2.0) 0 1(0.3) 0
Hyponatremia 11(3.1)| 2(0.6) | 1(0.3) 0 13(3.8)| 5(1.4) | 1(0.3) 0
Musculoskeletal and connective tissue disorders
Arthralgia 8 (2.3) 0 0 0 5(1.4) 0 0 0
Myalgia 5(1.4) 0 0 0 6 (1.7) 0 0 0
Pain in extremity 4(1.1) 0 0 0 3(0.9) 0 0 0
Nervous system disorders
Dizziness 7 (2.0) 0 0 0 4(1.2) 0 0 0
Dysesthesia 5(1.4) 0 0 0 5(1.4) | 1(0.3) 0 0
Dysgeusia 15 (4.3) 0 0 0 15 (4.3) 0 0 0
Headache 5(1.4) 0 0 0 5(1.4) 0 0 0
Hypoesthesia 9(2.6) | 1(0.3) 0 0 12 (3.5) 0 0 0
Neuropathy 0 0 0 0
peripheral 60 (17.1)| 8(2.3) 63 (18.2)| 9 (2.6)
Neurotoxicity 7(.0) | 1(0.3) 0 0 13(3.8) | 4(1.2) 0 0
Paraesthesia 25(7.1) | 2(0.6) 0 0 21 (6.1) | 1(0.3) 0 0
Peripheral motor 0 0 0 0
neuropathy 4(1.1) | 2(0.6) 2(0.6) | 1(0.3)
Peripheral sensory 0 0 0 0
neuropathy 84 (24.0)| 13 (3.7) 73 (21.1)| 7 (2.0)
Polyneuropathy 2(0.6) | 2(0.6) 0 0 12 (3.5) | 1(0.3) 0 0
Taste disorder 4(1.1) 0 0 0 2 (0.6) 0 0 0
Psychiatric disorders
Insomnia | 5a49] o | o | o | o | o 0 0
Renal and urinary disorders
Acute kidney injury| 7(2.0) | 2(06)] 103 ] 0 | 206 | 0 0 0
Respiratory, thoracic and mediastinal disorders
Cough | 4an) ] o | o | o [ 103] o 0 0
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Adverse Reaction IntravenousKEYTRUDA Placebo
200 mg every 3veeks
Trastuzumab Trastuzumab
Fluoropyrimidine and Platinum Fluoropyrimidine and Platinum
Chemotherapy Chemotherapy
n=350 n=346
Any Any
Grade | Grade3 | Grade4 | Grade5 | Grade | Grade3 | Grade4 | Gradeb5
n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)

Dyspnea 4(1.1) | 1(0.3) 0 0 3(0.9) 0 1(0.3) 0
Epistaxis 10 (2.9) 0 0 0 2(0.6) | 1(0.3) 0 0
Hiccups 10 (2.9) 0 0 0 5(1.4) 0 0 0
Pneumonitis 16 (46)| 3(09) | 1(0.3)| 1(0.3)| 4(1.2 0 0 0
Skin and subcutaneous tissue disorders
Alopecia 6 (1.7) 0 0 0 6 (1.7) 0 0 0
Dermatitis 1(0.3) 0 0 0 4(1.2) 0 0 0
Dermatitis 4(1.1) 0 0 0 0 0 0 0
acneiform
Dry skin 15(4.3) | 1(0.3) 0 0 9 (2.6) 0 0 0
Onychomadesis 4(1.1) 0 0 0 3(0.9) 0 0 0
Palmarplantar 0 0 0 0
erythrodysesthesia| 78 (22.3)| 5 (1.4) 72 (20.8)| 5(1.4)
syndrome
Pigmentation 0 0 0 0 0
disorder 4 (1.2) 0 3(0.9)
Pruritus 25(7.1) | 1(0.3) 0 0 9 (2.6) 0 0 0
Rash 20 (5.7) 0 0 0 6 (1.7) 0 0 0
Rash maculo 8(2.3) | 1(0.3) 0 0 3(0.9) 0 0 0
papular
Skin 0 0 0 0 0
hyperpigmentation 72.0) 0 8(23)
Vascular disorders
Hypotension 4(1.1) | 1(0.3) 0 0 2 (0.6) 0 1(0.3) 0
Vasculitis 4 (1.1) 0 0 0 1(0.3) 0 0 0

Table32 summarizes the treatmentelated adverse events that occurred in at least 1% of patients with

locally advanced unresectable or metastatic HEB@Gative gastric or gastroesophageal junction (GEJ)
adenocarcinomaeceivingintravenousKEY TRUD#us fluoropyrimidine and platinumcontaining
chemotherapy in KEYNOBE9 (Sedl4 Clinical Tria)sThe median duration of exposure was 6.7
months (range: 1 day to 33.7 months) in th&ravenousKEYTRUD®ith chemotherapy arm and 5.6
months (range: 1 day to 29.7 months) in the chemotherapy dine. most commotreatment-related

adverse event® X H JE 3

A)Wwerd raseaQifarrhea, anemia, vomiting, platelet count decreased,

neutrophil count decreased gimarplantar erythrodysesthesia syndrome, decreased appetite and
fatigue. The most common Gradetreatmentrelated adverse events for patients treated with
intravenousKEYTRUDA KEYNOT859 were neutrophil count decreased (9.2%j)emia (8.2%)
decreased platelet count (0), and neutropenia (@%6).
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Serious treatmentelated adverse events occurred in 23% of patients receiningvenousKEYTRUDA

in combination with chemotherapy. Serious treatmestated adverse reactions x M= A Y OA RSy OS
included diarrhea (3.9%), colitis (2.0%), vomiting (1.8%), and nausea (1.5%). Fatal treatatedt

adverse events occurred in 1% of patients who receimgdvenousKEYTRUDA combination with
chemotherapy including 1 case each of death, diarrhea, peripheral embolism, pneumonitis, pulmonary
hemorrhage, sepsis, septic shock, and thrombotic thrombocytopenic purpura.

IntravenousKEYTRUD#as discontinued for treatmentelated adverse events in 8.7% of patients
receivingintravenousKEYTRUD#&th chemotherapy. The most common treatmeratiated adverse

events resulting in discontinuation oftravenousKEYTRUD@ccurring in more than Batients) were

diarrhea, colitis and pneumoniti¥reatmentrelated adverse events leading to interruption of
intravenousKEYTRUDdccurred in 54% of patients receivimgravenousKEY TRUD®#iIth

chemotherapy The most common treatmentelated adverse events resulting in interruption of
intravenouskEYTRUDAX 02 0 6 SNB RSONBFASR ySdziNRLIKAE O2dzyid o6
neutropenia (7.6%), diarrhea (5.2%), aspartate aminotransferase increased (3.6%), anemia (3.4%),
thrombocytopenia (3.2%), and alanine aminotransferase increased (3.1%).

Of 785adult patients withlocally advanced or metastatic gastric or GEJ cancerdteatth intravenous
KEYTRUDA combination with chemotherapy8& o0y TlTonu0 6SNB x cp &SI NaA 2
years of age the incidence of treatmeralated Gradek o | RGSNAS | yR &aSN#®Bdza | R
and 30% compared to patients <65 years of age was 56% and 19%, respdntihely/5-<85 cohort

(n=54) treated withintravenousKEYTRUDA combination with chemotherapy, the incidence of
treatment-related Gradex3 adverse and serious aghge events was 65% and 39%, respectively.

¥
RS

Table32 TreatmentRelated Adverse Even{gncidenceO1%) in PatientsTreated with Intravenous
KEYTRUDifs Combination withfluoropyrimidine- and platinumcontainingChemotherapy, APaT
Populationin KEYNOTB59.

Adverse Reaction IntravenousKEYTRUDA Placebo

200 mg every 3 weeks

and FP* or CAPOX** and FP* or CAPOX**
n=785 n=787

Any Grade | Grade | Grade Any Grade| Grade | Grade

Grade' 3 4 5 Gradet 3 4 5

n (%) n) | n(%) | n(%) | n (%) n(%)| n(%) | n (%)
Blood and lymphatic system disorders
Anemia 243 62 2(0.3) 0 212 48 | 3(0.4) 0

(31.0) (7.9) (26.9) | (6.1)
Leukopenia 44 (5.6) | 4 (0.5) 0 0 3504.4) O 1(0.1) 0
Lymphopenia 17 (2.2)| 5(0.6) | 1(0.1) 0 9(1.1) | 1(0.1)] 1(0.2) 0
Neutropenia 142 50 5 (0.6) 0 135 52 8 (1.0) 0

(18.1) (6.4) (17.2) | (6.6)
Thrombocytopenia 83 10 2 (0.3) 0 77 (9.8)| 18 0 0
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Adverse Reaction IntravenousKEYTRUDA Placebo
200 mg every 3 weeks
and FP* or CAPOX** and FP* or CAPOX**
n=785 n=787
Any Grade | Grade | Grade Any Grade| Grade | Grade
Gradéet 3 4 5 Gradet 3 4 5
n (%) n) | n(%) | n(%) | n (%) n(@)| n(%) | n (%)
(10.6) (1.3) (2.3)
Ear and Labyrinth disorders
Tinnitus 14 (1.8)| 1(0.1) 0 0 10 (1.3) 0 0 0
Endocrine disorders
Adrenal 10(1.3)| 3(0.4)| 1(0.1) 0 0 0 0 0
insufficiency
Hyperthyroidism 38 (4.8) 0 0 0 10 (1.3) 0 0 0
Hypothyroidism 107 1(0.2) 0 0 32 (4.1) 0 0 0
(13.6)
Eye disorders
Lacrimation 8 (1.0) 0 0 0 1(0.1) 0 0 0
increased
Gastrointestinal disorders
Abdominal 10 (1.3) 0 0 0 15(1.9) 0 0 0
distension
Abdominal pain 42 (5.4)| 4 (0.5) 0 0 31(3.9)| 3(0.4) 0 0
Abdominal pain 17 (2.2)| 2(0.3) 0 0 22 (2.8) 0 0 0
upper
Colitis 18 (2.3) 16 0 0 10 (1.3)| 4 (0.5) 0 0
(2.0)
Constipation 62 (7.9) 0 0 0 55(7) | 1(0.1) 0 0
Diarrhea 252 42 3(0.4)| 1(0.21) 214 35 1(0.1)| 1(0.2)
(32.1) (5.4) (27.2) | (4.9)
Dry mouth 28 (3.6) 0 0 0 9(1.1) 0 0 0
Dyspepsia 9(1.1) | 1(0.1) 0 0 14 (1.8) 0 0 0
Gastroesophageal | 8 (1.0) 0 0 0 11(1.4)| 1(0.1) 0 0
reflux disease
Nausea 325 25 1(0.1) 0 326 29 0 0
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Adverse Reaction

IntravenousKEYTRUDA

200 mg every 3 weeks
and FP* or CAPOX**

Placebo

and FP* or CAPOX**

n=785 n=787
Any Grade | Grade | Grade Any Grade| Grade | Grade
Gradet 3 4 5 Gradét 3 4 5
n (%) n) | n(%) | n(%) | n (%) n(@)| n(%) | n (%)
(41.4) (3.2) 41.4) | (3.7)
Stomatitis 53 (6.8)| 6 (0.8) 0 0 42 (5.3)] O 0 0
Vomiting 215 35 0 0 175 32 0 0
(27.4) (4.5) (22.2) | (4.1
Generaldisorders and administration site conditions
Asthenia 94 12 1(0.2) 0 79 16 0 0
(12.0) (1.5) (10.0) | (2.0)
Chills 10 (1.3) 0 0 0 3(0.49) 0 0 0
Edema peripheral | 14 (1.8) 0 0 0 8 (1.0) 0 0 0
Fatigue 157 27 0 0 164 32 0 0
(20.0) (3.4) (20.8) | (4.1)
Malaise 25(3.2)| 1(0.2) 0 0 3139 O 0 0
Mucosal 49 (6.2)| 5(0.6) | 1(0.1) 0 37 (4.7)| 8(1.0) 0 0
inflammation
Pyrexia 33(4.2) 0 0 0 15(1.9)| 3(0.4) 0 0
Infections and infestations
Oral candidiasis 8 (1.0) 0 0 0 1(0.1) 0 0 0
Pneumonia 10 (1.3)| 4 (0.5) 0 0 5(0.6) 0 1(0.1) 0
Injury, poisoning and procedural complications
Infusion related 25(3.2)| 4(0.5) | 1(0.1) 0 21 (2.7)| 2 (0.3) 0 0
reaction
Investigations
Alanine 101 10 0 0 68 (8.6)| 7 (0.9) 0 0
aminotransferase (12.9) (1.3)
increased
Aspartate 139 11 0 0 102 | 7(0.9)| 1(0.1) 0
aminotransferase a7.7) (1.4) (13.0)
increased
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Adverse Reaction IntravenousKEYTRUDA Placebo
200 mg every 3 weeks
and FP* or CAPOX** and FP* or CAPOX**
n=785 n=787
Any Grade | Grade | Grade Any Grade| Grade | Grade

Gradét 3 4 5 Gradet 3 4 5

n (%) n) | n(%) | n(%) | n (%) n(@)| n(%) | n (%)
Bilirubin 10 (1.3)| 2(0.3) 0 0 14(1.8)] O 0 0
conjugated
increased
Blood alkaline 36 (4.6)| 4(0.5) 0 0 27 (3.4)| 2 (0.3) 0 0
phosphatase
increased
Blood bilirubin 78(9.9)| 8(1) | 1(0.2) 0 51 (6.5)| 3(0.4) 0 0
increased
Blood creatinine 28 (3.6) | 2(0.3) 0 0 16 (2.0)| 1 (0.1) 0 0
increased
Blood lactate 9(1.1) 0 0 0 6 (0.8) 0 0 0
dehydrogenase
increased
Blood thyroid 9(1.1) 0 0 0 4 (0.5) 0 0 0
stimulating
hormone increased
Gamma 11 (1.4)| 3(0.4) 0 0 12 (1.5)| 1 (0.1) 0 0
glutamyltransferas
e increased
Hemoglobin 10 (1.3)| 4 (0.5) 0 0 7 (0.9 0 0 0
decreased
Lymphocyte count | 29 (3.7)| 8 (1.0) | 2 (0.3) 0 15(1.9)| 2 (0.3) 0 0
decreased
Neutrophil count 193 63 9(1.1) 0 170 54 4 (0.5) 0
decrease (24.6) (8.0) (21.6) | (6.9
Platelet count 196 47 (6) | 8 (1) 0 177 32 4 (0.5) 0
decreased (25.0) (22.5) | (4.1)
Weight decreased | 67 (8.5)| 7 (0.9) 0 0 70 (8.9)| 5(0.6) 0 0
White blood cell 101 9(1.1) | 3(0.49) 0 87 7(0.9)] 2 (0.3) 0
count decreased (12.9) (11.2)
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Adverse Reaction IntravenousKEYTRUDA Placebo
200 mg every 3 weeks
and FP* or CAPOX** and FP* or CAPOX**
n=785 n=787

Any Grade | Grade | Grade | Any Grade| Grade | Grade

Gradét 3 4 5 Gradé' 3 4 5

n (%) n) | n(%) | n(%) | n (%) n(@)| n(%) | n (%)
Metabolism and nutrition disorders
Decreased appetitg 168 15 0 0 168 14 0 0

(21.4) | (1.9) (21.3) | (1.8)
Dehydration 18 (2.3)| 2(0.3) 0 0 13(1.7)| 2(0.3)] O 0
Hyperglycemia 27 (3.4)| 2(0.3) 0 0 16 (2.0)| 2 (0.3) 0 0
Hypoalbuminemia | 52 (6.6) | 3 (0.4) 0 0 41 (5.2)| 2 (0.3) 0 0
Hypocalcemia 19(2.4)| 1(0.1)| 2(0.3) 0 15(1.9)| 2 (0.3) 0 0
Hypochloremia 8 (1.0) 0 1(0.1) 0 2 (0.3) 0 0 0
Hypokalemia 50(6.4)] 22 |4@05)]| 0 |44(56)| 11 |[7(0.9] o0

(2.8) (1.4)
Hypomagnesemia | 28 (3.6) 0 0 0 21 (2.7)| 1 (0.1) 0 0
Hyponatremia 26 (3.3) 12 1(0.1) 0 23(2.9)|9(1.1) 0 0
(1.5)

Hypophosphatemia 11 (1.4)| 4 (0.5) 0 0 11(1.4)| 3(0.4)] 1(0.1) 0
Musculoskeletal and connective tissue disorders
Arthralgia 8 (1.0) 0 0 0 709 ] o 0 0
Muscle spams 9(1.1) 0 0 0 9 (1.1 0 0 0
Nervous system
Dizziness 14(1.8)] 1(0.1)] © 0 [11(14[203)] o0 0
Dysesthesia 15(1.9)| 1(0.1) 0 0 13 (1.7) 0 0 0
Dysgeusia 44 (5.6)| 1(0.1)| © 0 [35(.4) o0 0 0
Headache 8 (1.0) 0 0 0 608 | 0 0 0
Hypoesthesia 25(3.2)| 1(0.9 0 0 [23(29|10.1)] o0 0
Neuropathy 150 10 0 0 164 24 [1(0.1] o0
peripheral (29.1) (1.3) (20.8) | (3.0)
Neurotoxicity 29(3.7)] 1(01)| © 0 [30(3.8)3(0.4| o0 1(0.1)
Paresthesia 44 (5.6)| 2(0.3)] 0O 0 |30(3.8)]3(0.4)] o0 0
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Adverse Reaction IntravenousKEYTRUDA Placebo

200 mg every 3 weeks

and FP* or CAPOX** and FP* or CAPOX**
n=785 n=787

Any Grade | Grade | Grade Any Grade| Grade | Grade

Gradet 3 4 5 Gradét 3 4 5

n (%) n) | n(%) | n(%) | n (%) n(@)| n(%) | n (%)
Peripheral sensory| 137 22 0 0 131 | 8(1.0) 0 0
neuropathy (17.5) (2.8) (16.6)
Respiratory, thoracic and mediastinal disorders
Cough 8 (1.0) 0 0 0 1(0.2) 0 0 0
Dyspnea 15(1.9)| 2(0.3) 0 0 7(0.9) |1(0.1) 0 0
Epistaxis 8 (1.0) 0 0 0 6 (0.8) 0 0 0
Hiccups 12 (1.5) 0 0 0 15(1.9)| 1 (0.2) 0 0
Pneumonitis 17(2.2)| 5(0.6) | 1(0.1)| 1(0.1)| 5(0.6) | 1(0.2) 0 1(0.1)
Skin and subcutaneous tissue disorders
Alopecia 14 (1.8) 0 0 0 14(1.8)] O 0 0
Dry skin 28 (3.6) 0 0 0 10(1.3)| O 0 0
Palmarplantar 189 24 0 0 166 14 0 0
erythrodysesthesia| (24.1) (3.1) (21.1) | (1.8)
syndrome
Pruritus 47 (6.0)| 1(0.1) 0 0 18(2.3)| O 0 0
Rash 56 (7.1)| 5(0.6) 0 0 29 (3.7)| 1 (0.2) 0 0
Rash maculo 20 (2.5)| 5(0.6) 0 0 6 (0.8) 0 0 0
papular
Skin 17 (2.2) 0 0 0 13(1.7)| O 0 0

hyperpigmentation

*5-FU + cisplatin
**capecitabine + oxaliplatin
"Graded per NCI CTCAE v4.0
APaT: all patients as treated
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Esophageal Cancer

Table33 summarizes the treatmentelated adverse events that occurred in at least 1% of patients with
esophageal carcinoma esophagogastric junction (E@dlenocarcinomareated withintravenous
KEYTRUDA combination with cisplatin and-Buorouracil (FUn KEYNOTER0(Seel4 Clinical Tria)s

The median duration of exposure was 5.7 months (range: 1 day to 26 months)imreéhenous
KEYTRUD#ombination arm and 5.1 months (range: 3 days to 27 months) in the chemotherapy arm.

The most common treatmentelated adverse events (reported in at least 20% of patients) were

nausea, decreased appetite, anemia, fatigue, decreased neutrophil count, vomiting, diarrhea,
neutropenia, stomatitis, and decreased white blood cells. The mostremmGrade & treatment

related adverse events for patients treated witliravenousKEY TRUDA KEYNOTED0 were

decreased neutrophil count (22.7%), neutropenia (14.3%), anemia (12.4%), decreased white blood cell
count (8.6%), nausea (7%), fatigue (6.28niting (6.2%), stomatitis (5.7%), hyponatremia (5.4%).

Fatal treatmenirelated adversesvents occurred in 2.4% of patients receivimgavenousKkEYTRUDA

in combination with chemotherapy including 1 case each of multiple organ dysfunction syndrome,
pulmonary embolism, interstitial lung disease, pneumonitis, febrile neutropenia, pneumonia, acute
kidney injury, diarrhea, and hepatic failure.

Serious treatmentelated adverse events occurred in 32% of patients receiningvenousKEYTRUDA

Ay O2YOoAYylLGA2Yy gAGK OKSY23GKSNI R%cbpafiebtdderrdza | ROSNE S
pneumonia (3.5%), pneumonitis (3.2%), febrile neutropenia (2.4%), acute kidney injury (2.2%), and

vomiting (2.2%).

IntravenousKEYTRUD#as discontinued for treatmentelated adverse events in3% of patients. The
most common treatmentelated adverse eventesulting indiscontinuationof intravenousKEYTRUDA
were pneumonitis/interstitial lung disease (2.2%), transaminase incre&s@th),blood creatinine
increased (&%), diarrhea (0.5%infusionrelated reaction (0.5%phepatitis (0.3%), hepatic failure
(0.3%), and acute kidney injury (0.3%)ravenousKEYTRUD®as interrupted for treatmentelated
adverse events iR2.26 ofpatients The most common treatmentelated adverse events leading to
interruption ofintravenousKEYTRUD®Rere neutropenia/neutrophil count decreased (5.1%),
pneumonitis (2.7%), radfash maculepapular(1.6%), malaise (1.6%), fatigue (1.1%), decreased
appetite (1.1%)blood creatinine increased (0.8%), transaminase increased (hégatic functiam
abnormal(0.5%), acute kidney injury (0.3%), renal failure (0.3%), and liver disorder.(0.3%)

Table33and Table66 summarize adverse reactions and laboratory abnormalities, respectively, in
patients onintravenousKEYTRUDA KEYNOTEQ0.
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Table33: Treatmentw St I G SR | ROSNES 90Syia oLYOMRSBeyiADS X M:0 )
KEYTRUDK Combination withCisplatinand 5-FU APaT Population in KEYNGI®0.

Adverse Reaction IntravenousKEYTRUDA Placebo
200 mg every 3veeks Cisplatin
Cisplatin FU
FU n=370
n=370
Any Any

Gradé | Grade3 | Grade4 | Grade5 | Gradé | Grade | Grade4 | Grade5
n (%) n (%) n (%) n (%) n®) | 3n%)| n (%) n (%)

Blood and lymphatic system disorders

Anemia 143 45 1(0.3) 0 162 54 0 0
(38.6) | (12.2) (43.8) | (14.6)
Febrile neutropenia 11(3) | 8(22)| 2(05) | 1(0.3)| 14(3.8)| 8(22)| 5(14 | 1(0.3)
Leukopenia 24(6.5)| 3(0.8) | 3(0.8) 0 28(7.6)| 10 1(0.3) 0
2.7)
Neutropenia 96 41 12 (3.2) 0 88 45 154.1) 0
(25.9) | (11.1) (23.8) | (12.2)

Thrombocytopenia 25(6.8)| 3(0.8) | 2(0.5) 0 33(89) 6(1.6)| 4(1.1) 0

Ear and labyrinth disorders

Hypoacusis 5(14) | 1(0.3) 0 0 7(1.9) 0 0 0
Tinnitus 33(8.9)| 2(0.5) 0 0 25(6.8)| O 0 0
Endocrine disorders
Adrenal insufficiency | 4(1.1) | 2(0.5) 0 0 2(0.5) 0 0 0
Hyperthyroidism 19 (5.1) 0 0 0 2(0.5) 0 0 0
Hypothyroidism 38 0 0 0 22(59)| O 0 0
(10.3)
Gastrointestinal disorders
Abdominal distension| 4 (1.1) 0 0 0 6 (1.6) 0 0 0
Abdominal pain 7(19) | 1(0.3 0 0 2(0.5) 0 0 0
Angular cheilitis 4(1.1) 0 0 0 0 0 0 0
Aphthous ulcer 5(1.4) 0 0 0 2(0.5) 0 0 0
Colitis 5(.4) | 3(0.8) 0 0 3(0.8) | 1(0.3) 0 0
Constipation 50 0 0 0 63 (17) 0 0 0
(13.5)
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Adverse Reaction IntravenousKEYTRUDA Placebo
200 mg every 3veeks Cisplatin
Cisplatin FU
FU n=370
n=370
Any Any
Gradé | Grade3 | Grade4 | Grade5 | Gradé | Grade | Grade4 | Grade5
n (%) n (%) n (%) n (%) n®) | 3n%)| n (%) n (%)
Diarrhea 97 10(2.7)| 1(0.3)| 1(0.3) | 85(23)| 7(1.9) 0 0
(26.2)
Dry mouth 15 (4.1) 0 0 0 7(1.9) 0 0 0
Dyspepsia 7(1.9) 0 0 0 6 (1.6) 0 0 0
Dysphagia 5(1.4) | 3(0.8) 0 0 8(2.2) | 2(0.5) 0 0
Mouth ulceration 9(24) | 1(0.3) 0 0 5(1.4)| 1(0.3) 0 0
Nausea 233 (63)| 26 (7) 0 0 220 24 0 0
(59.5) | (6.5)
Stomatitis 96 21 (5.7) 0 0 93 14 0 0
(25.9) (25.1) | (3.8)
Vomiting 110 23(6.2) 0 0 99 18 0 0
(29.7) (26.8) | (4.9
General disorders and administration site conditions
Asthenia 45 11(3) | 1(0.3) 0 3509.5) 4(1.1) 0 0
(12.2)
Chest pain 5(1.4) 0 0 0 2(0.5) | 1(0.3) 0 0
Edema 11 (3) 0 0 0 8(2.2) 0 0 0
Fatigue 135 22(5.9)| 1(0.3) 0 107 20 0 0
(36.5) (28.9) | (5.4
Infusion site 7(1.9) 0 0 0 3(0.8) 0 0 0
extravasation
Malaise 43 2(0.5) 0 0 39 4(1.1) 0 0
(11.6) (10.5)
Mucosal inflammation 59 12 (3.2) 0 0 65 12 1(0.3) 0
(15.9) 17.6) | (3.2
Pyrexia 14 (3.8) 0 0 0 8(22) | 1(0.3) 0 0
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Adverse Reaction IntravenousKEYTRUDA Placebo
200 mg every 3veeks Cisplatin
Cisplatin FU
FU n=370
n=370
Any Any
Gradé | Grade3 | Grade4 | Grade5 | Gradé | Grade | Grade4 | Grade5
n (%) n (%) n (%) n (%) n®) | 3n%)| n (%) n (%)
Infections and infestations
Pneumonia 17 (4.6) | 11(3) 0 103)] 729 | 3(0.8)| 1(0.3) 0
Injury, poisoning and procedural complications
Infusion related 4(1.1) | 1(0.3 0 0 0 0 0 0
reaction
Investigations
Alanine 18(4.9)| 1(0.3) 0 0 15(4.1)| 2(0.5) 0 0
aminotransferase
increased
Aspartate 18(4.9)| 3(0.8) 0 0 19(5.1)| 1(0.3)| 1(0.3) 0
aminotransferase
increased
Blood alkaline 4(1.1) 0 0 0 7(1.9) 0 0 0
phosphatase
increased
Blood bilirubin 4(1.1) 0 0 0 5(1.4) 0 0 0
increased
Blood creatinine 67 5(1.4) 0 0 70 1(0.3) 0 0
increased (18.1) (18.9)
Blood thyroid 7 (1.9 0 0 0 2(0.5) 0 0 0
stimulating hormone
decreased
Blood thyroid 8(2.2) 0 0 0 6 (1.6) 0 0 0
stimulating hormone
increased
Blood urea increased| 7 (1.9) 0 0 0 5(1.4) 0 0 0
Gamma 6(1.6) | 1(0.3) 0 0 3(0.8) | 1(0.3) 0 0
glutamyltransferase
increased
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Adverse Reaction IntravenousKEYTRUDA Placebo
200 mg every 3veeks Cisplatin
Cisplatin FU
FU n=370
n=370
Any Any

Gradé | Grade3 | Grade4 | Grade5 | Gradé | Grade | Grade4 | Gradeb

n (%) n (%) n (%) n (%) n®) | 3n%)| n (%) n (%)
Lymphocyte count 21 (6.7)| 7(1.9 0 0 2054)| 4(1.1)| 1(0.3 0
decreased
Neutrophil count 135 60 24 (6.5) 0 109 43 19 (5.1) 0
decreased (36.5) | (16.2) (29.5) | (11.6)
Neutrophil 4(1.1) | 1(0.3 0 0 5(1.4)| 2(05)| 2(0.5) 0
percentage decrease
Platelet count 61 2(0.5) | 5(1.4) 0 56 11(3) | 6(1.6) 0
decreased (16.5) (15.1)
Weight decreased 43 4(1.1) 0 0 47 8(2.2) 0 0

(11.6) 12.7)
White blood cell 89 27 (7.3)| 5(1.4) 0 69 12 6 (1.6) 0
count decreased (24.1) (18.6) | (3.2
Metabolism and nutrition disorders
Decreased appetite 145 13(3.5) 0 0 119 16 0 0

(39.2) (322) | 4.3)
Dehydration 20(54)| 8(2.2 0 0 16(4.3)| 7(1.9)| 1(0.3) 0
Hyperglycemia 11(3) | 2(0.5) | 1(0.3) 0 3(0.8) | 1(0.3) 0 0
Hypoalbuminemia 5(1.4) 0 0 0 12(3.2)| 1(0.3) 0 0
Hypocalcemia 10(2.7)| 2(0.5) 0 0 8(2.2) | 3(0.8) 0 0
Hypokalemia 34(9.2)| 12(3.2)| 5(1.49) 0 41 16 3(0.8) 0

(111 | 4.3
Hypomagnesaemia | 21 (5.7)| 2(0.5) 0 0 14 (3.8)| 2(0.5)| 1(0.3) 0
Hyponatremia 32(86)| 16(4.3)| 4(1.1) 0 40 18 2 (0.5) 0
(10.8) | (4.9

Hypophosphatemia | 10 (2.7) | 3(0.8) 0 0 13(3.5)| 9(2.49) 0 0
Musculoskeletal and connective tissue disorders
Arthralgia 11 (3) 0 0 0 4(1.1) 0 0 0
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Adverse Reaction IntravenousKEYTRUDA Placebo
200 mg every 3veeks Cisplatin
Cisplatin FU
FU n=370
n=370
Any Any
Gradé | Grade3 | Grade4 | Grade5 | Gradé | Grade | Grade4 | Gradeb
n (%) n (%) n (%) n (%) n®) | 3n%)| n (%) n (%)
Myalgia 7(1.9 0 0 0 6 (1.6) 0 0 0
Pain in extremity 4(1.1) 0 0 0 0 0 0 0
Nervous system disorders
Dizziness 14 (3.8) 0 0 0 15¢4.1)| O 0 0
Dysgeusia 34(9.2) 0 0 0 32@86)] O 0 0
Headache 9(2.4) 0 0 0 6(1.6)| O 0 0
Hypoesthesia 8(2.2) 0 0 0 5(14) | 1(0.3) 0 0
Lethargy 4(1.1) 0 0 0 6(1.6)| 1(03)| o0 0
Neuropathy 32(8.6)| 1(0.3) 0 0 32 (8.6) 0 0 0
peripheral
Paresthesia 9(2.4) 0 0 3(0.8) 0 0 0
Peripheral sensory 34(9.2)| 1(0.3) 0 0 29(7.8)| 1(0.3) 0 0
neuropathy
Psychiatric disorders
Insomnia 12 (3.2) 0 0 0 10 (2.7) 0 0 0
Renal and urinary disorders
Acute kidney injury | 14(3.8)] 6(16) ] 1(03)| 1(03) | 102.7)] 5@14)] o0 0
Proteinuria 7(1.9) 0 0 0 11 (3) 0 0 0
Renal failure 4(1.1) 0 0 0 3(0.8) | 3(0.8) 0 0
Renal impairment 7(1.9) 0 0 0 6 (1.6) 0 0 0
Respiratory, thoracic and mediastinal disorders
Cough 8(2.2) 0 0 0 719 ] o0 0 0
Dyspnea 6(1.6) | 1(0.3) 0 0 7(19) | 103 o 0
Epistaxis 10(27)] © 0 0 6(16)| O 0 0
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Adverse Reaction IntravenousKEYTRUDA Placebo

200 mg every 3veeks Cisplatin
Cisplatin FU
FU n=370
n=370
Any Any

Gradé | Grade3 | Grade4 | Grade5 | Gradé | Grade | Grade4 | Grade5
n (%) n (%) n (%) n (%) n®) | 3n%)| n (%) n (%)

Hiccups 40 0 0 0 33(8.9) 0 0 0
(10.8)

Oropharyngeal pain | 6 (1.6) 0 0 0 4(1.1) 0 0 0

Pneumonitis 20(5.4)| 6(1.6) 0 1(0.3) 0 0 0 0

Pulmonary embolism| 4(1.1) | 2(0.5)| 1(0.3)| 1(0.3)| 2(0.5 | 1(0.3) 0 0

Skin and subcutaneous tissue disorders

Alopecia 51 0 0 0 39 0 0 0
(13.8) (10.5)

Dermatitis 4(1.1) 0 0 0 2 (0.5) 0 0 0

Dry skin 14 (3.8) 0 0 0 6 (1.6) 0 0 0

Palmarplantar 12(3.2)| 2(0.5) 0 0 14 (3.8)| 1(0.3) 0 0

erythrodysesthesia

syndrome

Pruritus 23(6.2)| 1(0.3) 0 0 8(2.2) 0 0 0

Rash 29 (7.8) 0 0 0 18(4.9)| 1(0.3) 0 0

Rash maculpapular | 10 (2.7) | 4(1.1) 0 0 3(0.8) 0 0 0

Skin 11 (3) 0 0 0 8(2.2) 0 0 0

hyperpigmentation

Vascular disorders

Hypertension 4(1.1) | 2(0.5) 0 0 2(05) | 1(0.3) 0 0
Hypotension 9(2.4) 0 1(0.3) 0 7(1.9) 0 0 0
Phlebitis 7(1.9) 0 0 0 4(1.1) 0 0 0
Vasculitis 6 (1.6) 0 0 0 7(1.9) 0 0 0
* Graded per NCI CTCAE v4.03

APaT all patients as treated; Graded per NCI CTCAE v4.03
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Triple Negative Breast CancéfNBC)

Table34 summarizes the treatmentelated adverse events that occurred in at least 1% of patients with
triple negative breast cancer treated withtravenousKEYTRUDA combination with paclitaxel, nab
paclitaxel, or gemcitabine and carboplatin chemotherapy in KEY{S888 Eeel4 Clinical TriaJsThe
median duration of exposure was 6.2 months (range: 1 day to 38.3 months) iinttheenous
KEYTRUD#ombination arm and 5.3 months (range: 1 day to 33.6 months) in the chemotherapy arm.

The most common treatmentelated adverse events (reported in at least 20% of patients) were
anemia, neutropenia, nausea, alopecia, fatigue, and neutrophil count decreased. The most common
Grade 35 treatmentrelated adverse events for patients treated wintravenousKEYTRUDA
KEYNOTB55 were neutropenia (29.2%), neutrophil count decreased (17.3%), anemia (16.4%), white
blood cell count decreased (10.2%), thrombocytopenia (9.9%), leukopenia (9.7%), platelet count
decreased (6.0%), and alanine aminosfamase increased (5.7%).

Fataltreatment-relatedadverseeventsoccurred in0.3%of patientsreceivingintravenousKkEYTRUDA
in combination with chemotherapy including 1 case each of pneumonia and acute kidney injury.

Serioudreatment-related adverse events occurred in 17.6% of patients receintrgvenous

KEYTRUDA combination with chemotherapy. Serious treatmédS £ | 4§ SR I ROSNES S@Syia
1% of patients were anemia, thrombocytopenia, febrile neutropenia, vomiting, pneumonitis, and

pyrexia.

IntravenousKEYTRUD#as discontinued for treatmentelated adverse events in 9.1% of patients. The
most common treatmentelated adverse events resulting in discontinuationmfavenousKEYTRUDA
(occurring in at least 4 patients) were alanine aminotransferase increased (n=12, 2.0%), aspartate
aminotransferase increased (n=9, 1.5%), and pneumonitis (n=7, 1ri2édyenousKEYTRUDAas
interrupted for treatmentrelated adverse events #3% ofpatients. The most common
treatment-related adverse events lding to interruption ofintravenousKEY TRUDA R@were
neutropenia (13.9%), thrombocytopenia (9.4%), neutrophil count decreased (8.4%), anemia (6.9%),
leukopenia(5.2%) alanine aminotransferase increased (4.5%), platelet count decreased (4.2%),
aspartate aminotransferase increased (3.9%), and white blood cell count decreased (3.7%).

There were no new safety signals observed at the final analysis and therefore with additionaluio)low
no meaningful changes occurred in the safety profilsmtrvenousKkEYTRUDA

Table34: Treatmentw St I G SR ! ROSNAS 9@Syida oAyOMmRSeiddS X M:0
KEYTRUDi#s Combination with Chemotherapy, APa&opulationin KEYNOTB55.

IntravenousKEYTRUDA Placebo + Chemotherapy
+ Chemotherapy n=281
n=596
Adverse Reaction All Grade | Grade | Grade All Grade | Grade | Grade
Grades* 3 4 5 Grades* 3 4 5

n (%) n) | n(%) | n(%)| n (%) n(%) | n(%) | n (%)
Blood and lymphatic system disorders

Anemia 291 9 1,00 O 129 41 0 0
(48.8) | (15.8) ' (45.9) | (14.6)
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IntravenousKEYTRUDA Placebo + Chemotherapy
+ Chemotherapy n=281
n=596
Adverse Reaction All Grade | Grade | Grade All Grade | Grade | Grade
Grades* 3 4 5 Grades* 3 4 5
n (%) n) | n(%)| n(%)| n (%) n(%) | n(%) | n (%)
Febrile neutropenia 10(1.7) | 8(1.3)| 2 (0.3) 0 3(1.1) | 3(1.1) 0 0
Lymphopenia 28 (4.7) &07) 203 % | 4@ | 3an| o 0
Neutropenia 241 113 61 0 107 55 29 0
(40.4) | (19.0) | (10.2) (38.1) | (19.6) | (10.3)
Thrombocytopenia 114 29 30 0 54 19 (6.9) 12 0
(19.1) | (4.9) | (5.0 (19.2) (4.3)
Cardiac disorders
Palpitations 7(1.2) 0 0 0 0 0 0 0
Ear and labyrinth disorders
Vertigo 7(1.2) 0 0 0 2 (0.7) 0 0 0
Endocrine disorders
Adrenal insufficiency | 6 (1.0) | 2 (0.3) 0 0 0 0 0 0
Hyperthyroidism 29(4.9) | 1(0.2) 0 0 1(0.4) 0 0 0
Hypothyroidism 80 (13.4)| 2 (0.3) 0 0 8 (2.8) 0 0 0
Thyroiditis 7(12) [10.2)] o 0 0 0 0 0
Eye disorders
Dry eye 14 (2.3) 0 7 (2.5) 0 0 0
Lacrimation increased| 12 (2.0) 0 0 0 7 (2.5) 0 0 0
Gastrointestinal disorders
Abdominal pain 14 (2.3) 0 0 0 10 (3.6) 0 0 0
Abdominal pain upper| 22 (3.7) | 2 (0.3) 0 0 5(1.8) 0 0 0
Colitis 9(15) |20.3)] o 0 2(0.7) 0 0 0
Constipation 80 (13.4)| 3 (0.5) 0 0 (1337.2) 0 0 0
Diarrhea (Eg) 8 (1.3) 0 0 (1465.0) 3 (1.1) 0 0
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IntravenousKEYTRUDA Placebo + Chemotherapy
+ Chemotherapy n=281
n=596
Adverse Reaction All Grade | Grade | Grade All Grade | Grade | Grade
Grades* 3 4 5 Grades* 3 4 5
n(®%) | n(%) | n(%)| n(%)| n((%) | n(%) (%) | n (%)
Dry mouth 18 (3.0) 0 0 0 7 (2.5) 0 0 0
Dyspepsia 22 (3.7) 0 0 0 11 (3.9) 0 0 0
Gastritis 11 (1.8) 0 0 0 3(1.1) 0 0 0
Gastroesophageal |, ) 5 | 0 0 | 5a8 | o 0 0
reflux disease
Nausea (32,531) 95| o 0o | icl)%) 41.4)| 0 0
Stomatitis 47 (7.9) | 2(0.3)] © 0 | 17(6.00] o0 0 0
vomiing (isl.ls) (21.:;) 0 0 (132.9) 6@} 0 0
General disorders and administration site conditions
Asthenia 80 (14.9)| 6 (1.0)| ° 0 (1337.2) 104)| ° 0
Chills 7 (1.2) 0 0 0 3(1.1) 0 0 0
Edema 6 (1.0) 0 0 0 207) | 1(0.4] o 0
Edema peripheral 27 (4.5) 0 0 0 12 (4.3) 0 0 0
Fatigue (2134; ) (21;) 0 0 (2%3.5) 7 (2.5) 0 0
Malaise 26 (4.4) | 2(0.3)] © 0 | 13@4.6)| o0 0 0
Mucosal inflammation| 27 (4.5) | 2 (0.3) 0 9(3.2) | 1(0.49) 0 0
Pyrexia 58 (9.7) | 3(0.5)] © 0 |23(82)|3@1n| o 0
Immune System Disorders
Hypersensitivity 9(1.5) | 1(0.2) 0 0 6 (2.1) 0 0 0
Infections and infestations
Conjunctivitis 7(1.2) 0 0 0 1 (0.4) 0 0 0
Nasopharyngitis 6 (1.0) 0 0 2(0.7) 0 0 0
ey | 2aa (102 © | O [sen| © | 0|
Urinary tract infection | 10 (1.7) 0 0 0 3(1.1) 0 0 0
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IntravenousKEYTRUDA Placebo + Chemotherapy
+ Chemotherapy n=281
n=596
Adverse Reaction All Grade | Grade | Grade All Grade | Grade | Grade
Grades* 3 4 5 Grades* 3 4 5
n (%) n) | n(%)| n(%)| n (%) n(%) | n(%) | n (%)
Injury, poisoning and procedural complications
Infusion related 8(1.3) | 1(0.2) 0 0 6 (2.1) 0 0 0
reaction
Investigations
Alanine 118 29 (5(0.8)] O 46 13(4.6)] O 0
aminotransferase (19.8) (4.9 (16.4)
increased
Aspartate 111 23 [3(0.5)| O 42 8(2.8) 0 0
aminotransferase (18.6) (3.9) (14.9)
increased
Blood alkaline 35(5.9) | 5(0.8)] O 0 12 (4.3)| 1(0.4) 0 0
phosphatase increase
Blood bilirubin 10(1.7) [ 2(0.3)] O 0 2 (0.7) 0 0 0
increased
Blood creatinine 11 (1.8) 0 0 0 6(2.1) | 2(0.7) 0 0
increased
Blood lactate 15(2.5) | 1(0.2)| 1(0.2) 0 11(3.9)| 1(0.4) 0 0
dehydrogenase
increased
Blood thyroid 7(1.2) 0 0 0 2 (0.7) 0 0 0
stimulating hormone
increased
Gamma 16 (2.7) | 3(0.5)| O 0 6(2.1) | 3(1.1) 0 0
glutamyltransferase
increased
Hemoglobin decrease( 11 (1.8) | 2(0.3)] O 0 3(1.1) | 1(0.4) 0 0
Lymphocyte count 30 (5.0) 13 | 1(0.2) 0 9.2 | 4(1.9) 26 0
decreased (2.2) (9.3)
Neutrophil count 132 54 49 0 74 31 0 0
decreased (22.1) | (9.1) (8.2) (26.3) | (11.0)
Neutrophil percentage] 7 (1.2) | 4 (0.7)| 3 (0.5) 0 1(04) | 1(04)|8(28) O
decreased
Platelet count 90 (15.1)| 21 15 0 43 12(4.3)| O 0
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IntravenousKEYTRUDA Placebo + Chemotherapy
+ Chemotherapy n=281
n=596
Adverse Reaction All Grade | Grade | Grade All Grade | Grade | Grade
Grades* 3 4 5 Grades* 3 4 5
n (%) n) | n(%)| n(%)| n (%) n(%) | n(%) | n (%)
decreased (3.5 | (2.5) (15.3)
Weight decreased 34 (5.7) | 2(0.3) 0 0 7(2.5) | 1.4 0 0
White blood cell count| 108 57 | 4(0.7) 0 54 25(8.9)14(1.4)| O
decreased (18.1) (9.6) (19.2)
Metabolism and nutrition disorders
Decreased appetite | 97 (16.3)| 5 (0.8) 0 0 25(8.9)| 1(0.4) 0 0
Hypoalbuminemia 11(1.8) | 1(0.2) 0 0 7(2.5) | 1(0.4) 0 0
Hypokalemia 9(15) | 3(0.5)] 0 0 7025 | 207207 o
Hypomagnesemia 6 (1.0) 0 0 0 2 (0.7) 0 0 0
Hyponatremia 8(1.3) | 2(0.3) 0 0 4(1.4) 0 10.4)| O
Musculoskeletal and connective tissue disorders
Arthralgia 48(8.1) [4(0.7)] o0 0 [23(2]104] o0 0
Arthritis 7 (1.2) 0 0 0 1 (0.4) 0 0 0
Back pain 8 (1.3) 0 0 0 6 (2.1) 0 0 0
Bone pain 9(15) |1(0.2 0 0 6 (2.1) 0 0 0
Muscular weakness 6 (1.0) 0 0 0 2 (0.7) 0 0 0
Musculoskeletal pain | 6 (1.0) 0 0 0 1(0.4) 0 0 0
Myalgia 46 (7.7) | 1(0.2)] 0 0 |21(75)| 104 o0 0
Pain in extremity 21 (3.5) | 3(0.5) 0 0 8 (2.8) 0 0 0
Nervous system disorders
Dizziness 14(23)|1(0.2)| 0 0 15 (5.3) 0 0 0
Dysgeusia 47 (7.9) 0 0 0 12 (4.3) 0 0 0
Headache 39(6.5)[2(3)] 0 0 23(8.2) 0 0 0
Hypoesthesia 7(1.2) 0 0 0 5(1.8) 0 0 0
Lethargy 12 (2.0) | 2 (0.3) 0 0 2(0.7) | 109 0 0
Neuropathy peripheral 61 (10.2)| 6 (1.0) 0 0 32 4 (1.4) 0 0
(11.4)
Neurotoxicity 7(1.2) 0 0 0 3(1.1) 0 0 0
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IntravenousKEYTRUDA Placebo + Chemotherapy
+ Chemotherapy n=281
n=596
Adverse Reaction All Grade | Grade | Grade All Grade | Grade | Grade
Grades* 3 4 5 Grades* 3 4 5
n (%) n) | n(%)| n(%)| n (%) n(%) | n(%) | n (%)
Paresthesia 20 (3.4) 0 0 0 10 (3.6) 0 0 0
Peripheral sensory 55(9.2) | 8 (1.3) 0 0 20 (7.1)| 2(0.7) 0 0
neuropathy
Polyneuropathy 12 (2.0) | 2(0.3) 0 0 0 0 0
Taste disorder 8(1.3) | 1(0.2) 0 0 5(1.8) 0 0 0
Psychiatric disorders
Anxiety 6 (1.0) 0 0 0 1 (0.4) 0 0 0
Insomnia 10 (1.7) 0 0 0 5(1.8) 0 0 0
Respiratory, thoracic and mediastinal disorders
Cough 22(37)] 0 0 0 7 (2.5) 0 0 0
Dysphonia 21(35)| O 0 0 | 13@4.6)| 207 o0 0
Epistaxis 14(23)| © 0 0 |11(39]| o0 0 0
Oropharyngeal pain 8 (1.3) 0 0 0 4(1.4) 0 0 0
Pneumonitis 12 (2.0) | 5(0.8)| 1 (0.2) 0 0 0 0 0
Skin and subcutaneous tissue disorders
Alopecia 197 [40.7)]10.2] o0 94 3(1.1)] O 0
(33.1) (33.5)
Dermatitis acneiform 8 (1.3) 0 0 0 4(1.4) 0 0 0
Dry skin 15 (2.5) 0 0 0 9 (3.2) 0 0 0
Eczema 6(1.0) [1(0.2) o0 0 4 (1.4) 0 0 0
Erythema 9(15) |1(0.2)] o 0 5 (1.8) 0 0 0
Nail discolouration 8 (1.3) 0 0 0 10 (3.6) 0 0 0
Nail disorder 12 (2.0) 0 0 0 5(1.8) 0 0 0
Onycholysis 7(1.2) 0 0 0 4 (1.4) 0 0 0
Pruritus 64 (10.7)| 1 (0.2)| O 0 26 (9.3) 0 0 0
Rash 92 (15.4)| 4(0.7)| O 0 26 (9.3) 0 0 0
Rash maculgpapular 2949 | 712 O 0 9(3.2) 0 0 0
Skin 7(1.2) 0 0 0 1(0.4) 0 0 0
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IntravenousKEYTRUDA Placebo + Chemotherapy

+ Chemotherapy n=281
n=596
Adverse Reaction All Grade | Grade | Grade All Grade | Grade | Grade
Grades* 3 4 5 Grades* 3 4 5

n (%) n) | n(%)| n(%)| n (%) n(%) | n(%) | n (%)

hyperpigmentation

Urticaria 6(1.0) |1(0.2)] O 0 2 (0.7) 0 0 0
Vascular disorders

Flushing 7(1.2) 0 0 0 1(0.4) 0 0 0
Hot flush 7 (1.2) 0 0 0 8 (2.8) 0 0 0
Hypertension 9(1.5) | 4(0.7)| 1(0.2) 0 3(1.1) | 1(0.9) 0 0
Hypotension 7.2 |1(0.2 0 0 3(1.1) 0 0 0

*Graded per NCI CTCAE v4.03
APAr: all patients as treated

Earlystage TripleNegative Breast Cancer

Table35 summarizes the treatmentelated adverse events that occurred in at least 1% of patients with
highriskearly stage TNBC treated wititravenousKEYTRUDA combination with chemotherapy
(carboplatin and paclitaxel followed by doxorubicin or epirubicin and cyclophosphamide) as a
neoadjuvant treatment, and then continued as monotherapy as adjuvant treatment after surgery in
KEYNOTE22 &ee 14 Clinical Trials The median duration of exposure was 13.3 months (range: 1 day
to 21.9 months) in théntravenousKEYTRUD#mbination arm and 13.6 months (range: 1 day to 19.8
months) in the placebo arm.

The most common treatmentelated adverse events for patients treated wittiravenousKEYTRUDA

in KEYNOTE22 (reported in at least 20% of patients) were nausea, alopecia, anemia, neutropenia,
fatigue, diarrhea, alanine aminotransferase increased, vomiting, asthenia, rash, constipation,
neutrophil count decreased, aspartate aminotransferase inadaseuropathy peripheral, and

decreased appetite. The most common Graele tBeatment related adverse events for patients

treated withintravenousKEYTRUDA KEYNOTHR22 (reported in at least 5% of patients) were
neutropenia (34.5%), neutrophil count decreased (18.6%), anemia (18%), febrile neutropenia (17.8%),
white blood cell count decreased (7.7%), and alanine aminotransferase increased (5.5%).

Serious treatmentelated adverse events occurred in 34% of patients receiningvenousKEYTRUDA

in KEYNOTE22 Serious treatmentelated adverse events 2% of patients receivingtravenous
KEYTRUDA KEYNOTE22 included: febrile neutropenia (14.7%), pyrexia (2.6%), and anemia (2.4%).
Fatal adverseventsregardless of causality to the study treatmerticurred in0.9% of patients
receivingintravenousKEYTRUDA combination withchemotherapy asmeoadjuvanttreatment, and

then continued asmonotherapy asadjuvanttreatmentafter surgery, including leach ofautoimmune
encephalitis, pneumoniggneumonitis, pulmonary embolism, sepsis in association with multiple organ
dysfunction syndrome and myocardial infarctjiamock, and death from unknown cause
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IntravenousKEYTRUD®Ras interrupted for treatmentelated adverse events in 49% of patients. The

most common treatmentelated adverse events leading to interruptioninfravenousKEYTRUDA x
2%)were neutropenia (17.0%), neutrophil count decreased (8.4%), ALT increased (5.2%), anemia
(3.3%), thrombocytopenia (3.1%), AST increased (3.1%), febrile neutropenia (2.8%), and platelet count
decreased (2.8%MntravenousKEYTRUD#as discontinued for treatmentelated adverse events in

17.9% of subjects. The most common treatmesiated adverse events %)leading to

discontinuation ointravenousKEYTRUD®Rere: ALT increased (2.4%).

Of 783 adult patients with highisk earlystage TNBC treated withtravenousKEYTRUDA

combination with chemotherapy as neoadjuvant treatment, then viftiiavenouskKEY TRUDes

Y2Yy2(0KSNI LR +ta FRe2d®@lyd GNBFGYSyd | FGSNI adzNEBSNE X
of agehad anincidence of serious adverse events (53.68thpared toyounger patients (42.3%).

Adverse events leading to the discontinuation of any study dreeY 2 NS FNBIj dzSy d Ay LI GA
years

Table35: Treatmentw St I G SR | RASNERS 90Syia o0AYyOMmRSeyidDS X M:0 )

KEYTRUDifs Combination with Chemotherapy as Neoadjuvant Treatment, and then Continued as

Monotherapy as Adjuvant Treatment After Surgery, APRdpulationin KEYNOTFE22
Adverse Reaction IntravenousKEYTRUD200 mg every 3 Placebo with

weeks with Chemotherapy*/Placebo

Chemotherapy*intravenous

KEYTRUD200 mg every 3 weeks n=389
n=783
Any Any
Grade | Grade3 | Grade4 | Grade5 | Grade Grade3 Grade4 | Grade5
n @) | n (%) n (%) nN%) | n(%) | n(%) | n(%) | n (%)
Blood and lymphatic system disorders
Anemia 429 137 4(0.5) 0 215 56 2 (0.5) 0
(54.8) | (17.5) (55.3) | (14.4)
Febrile neutropenia 144 117 22 (2.8) 0 65 52 10 (2.6) 0
(18.4) | (14.9 (16.7) | (13.9)
Leukopenia 87 25(3.2)| 8(1.0 0 49 8(21) | 8(2.1) 0
(11.1) (12.6)
Lymphopenia 29(3.7)| 5(0.6) | 2(0.3) 0 17 4(1.0) 0 0
4.4)
Neutropenia 367 180 90 0 185 88 42 0
(46.9) | (23.0) | (115 (47.6) | (22.6) | (10.8)
Pancytopenia 14(1.8)| 11(1.4)| 3(0.4) 0 513)| 5@1.3) 0 0
Thrombocytopenia 104 16 (2.0)| 5(0.6) 0 65 7(1.8) | 4(1.0) 0
(13.3) (16.7)

Cardiac disorders
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Adverse Reaction IntravenousKEYTRUD200 mg every 3 Placebo with

weeks with Chemotherapy*/Placebo
Chemotherapy*Antravenous n=389
KEYTRUD200 mg every 3 weeks
n=783
Any Any
Grade | Grade3 | Grade4 | Grade5 | Grade Grade3 Grade4 | Grade5
n (%) n (%) n (%) n@) | n(%) | n (%) n (%) n (%)
Palpitations 12 (1.5) 0 0 0 10 0 0 0
(2.6)
Sinus tachycardia 14 (1.8) 0 0 0 5(1.3) 0 0 0
Tachycardia 14(1.8)] 1(0.0) 0 0 2 (0.5) 0 0 0
Ear and labyrinth disorders
Tinnitus 8 (1.0) 0 0 0 5(1.3) 0 0 0
Vertigo 12 (1.5) 0 0 8(2.1) 0 0 0
Endocrine disorders
Adrenal insufficiency | 18 (2.3)| 7(0.9) | 1(0.1) 0 0 0 0 0
Hyperthyroidism 37(4.7)| 2(0.3) 0 0 5(1.3) 0 0 0
Hypophysitis 10 (1.3)| 8(1.0) 0 0 0 0 0 0
Hypothyroidism 105 4(0.5) 0 0 19 0 0 0
(13.4) (4.9)
Thyroiditis 8 (1.0) 0 0 0 3(0.8) 0 0 0
Eye disorders
Dry eye 35(4.5) 0 0 0 15 0 0 0
(3.9)
Lacrimation increase( 12 (1.5) 0 0 0 5(1.3) 0 0 0
Vision blurred 18 (2.3) 0 0 0 3(0.8) 0 0 0
Gastrointestinal disorders
Abdominal pain 65 (8.3)| 2(0.3) 0 0 22 1(0.3) 0 0
(5.7)
Abdominal pain 39 (5.0) 0 0 0 22 2(0.5) 0 0
upper (5.7
Colitis 8(1.0)| 4(05) | 1(.1) 0 1(0.3) 0 0 0
Constipation 188 0 0 0 85 0 0 0
(24.0) (21.9)
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Adverse Reaction IntravenousKEYTRUD200 mg every 3 Placebo with
weeks with Chemotherapy*/Placebo
Chemotherapy*Antravenous n=389
KEYTRUD200 mg every 3 weeks
n=783
Any Any
Grade | Grade3 | Grade4 | Gradeb | Grade Grade3 Grade4 | Gradeb
n (%) n (%) n (%) n@) | n(%) | n (%) n (%) n (%)
Diarrhea 238 20 (2.6) 0 0 98 5(1.3) 0 0
(30.4) (25.2)
Dry mouth 49 (6.3) 0 0 0 20 0 0 0
(5.1)
Dyspepsia 71(9.1)| 1(0.1) 0 0 39 0 0 0
(10.0)
Gastritis 15(1.9)| 2(0.3) 0 0 5(1.3) 0 0 0
Gastroesophageal | 41 (5.2) 0 0 0 24 0 0 0
reflux disease (6.2)
Hemorrhoids 12 (1.5) 0 0 0 3(0.8) 0 0 0
Mouth ulceration 12 (1.5) 0 0 0 11 0 0 0
(2.8)
Nausea 495 27 (3.4) 0 0 245 6 (1.5) 0 0
(63.2) (63.0)
Odynophagia 8 (1.0) 0 0 0 2(0.5) 0 0 0
Oral pain 10(1.3) 0 0 0 2(0.5) 0 0 0
Stomatitis 132 11 (1.4) 0 0 55 1(0.3) 0 0
(16.9) (14.1)
Vomiting 200 18(2.3)| 1(0.1) 0 86 6 (1.5) 0 0
(25.5) (22.1)
General disorders and administration site conditions
Asthenia 198 28 (3.6) 0 0 102 9(2.3) 0 0
(25.3) (26.2)
Chest pain 8(1.0) 0 0 0 5(1.3) 0 0 0
Chills 26 (3.3) 0 0 0 2(0.5) 0 0 0
Face edema 10 (1.3) 0 0 0 3(0.8) 0 0 0
Fatigue 330 28 (3.6) 0 0 151 6 (1.5) 0 0
(42.1) (38.8)
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Adverse Reaction IntravenousKEYTRUD200 mg every 3 Placebo with

weeks with Chemotherapy*/Placebo
Chemotherapy*Intravenous n=389
KEYTRUD200 mg every 3 weeks
n=783
Any Any Grade3

Grade | Grade3 | Grade4 | Gradeb | Grade Grade4 | Gradeb
n (%) n (%) n (%) n@) | n(%) | n (%) n (%) n (%)

Influenza like illness | 12 (1.5)| 1(0.1) 0 0 3(0.8) 0 0 0

Malaise 25(3.2) 0 0 0 12 1(0.3) 0 0
(3.1

Mucosal dryness 9(1.1) 0 0 0 8(2.1) 0 0 0

Mucosal 103 8(1.0) 0 0 45 3(0.8) 0 0

inflammation (13.2) (11.6)

Edema 12 (1.5)| 1(0.1) 0 0 9(2.3) 0 0 0

Edema peripheral 35(4.5)| 2(0.3) 0 0 21 0 0 0
(5.4)

Pain 19 (2.4) 0 0 0 6 (1.5) 0 0 0

Pyrexia 138 8(1.0) 0 0 41 0 0 0

(17.6) (10.5)

Immune system disorders

Drug hypersensitivity| 14(1.8) | 3(0.4) 0 0 6(1.5) | 1(0.3) 0 0

Hypersensitivity 32(4.1)| 3(0.49) 0 0 8(2.1) 0 0 0

Infections and infestations

Conjunctivitis 17(2.2) 0 0 0 4(1.0) 0 0 0

Cystitis 8(1.0) 0 0 0 4(1.0) 0 0 0

Folliculitis 2026)] O 0 0 7(1.8) | 1(0.3) 0 0

Gingivitis 8(1.0) 0 0 0 5(1.3) 0 0 0

Herpes zoster 9(1.1) 0 0 0 3(0.8) 0 0 0

Oral candidiasis 14(1.8) 0 0 0 4(1.0) 0 0 0

Oral herpes 10(1.3) 0 0 0 1(0.3) 0 0 0

Paronychia 14(1.8) 0 0 0 5(1.3) 0 0 0

Upper respiratory 20(2.6) | 4(0.5) 0 0 51.3) | 1(0.3) 0 0

tract infection

Urinary tract infection| 23(2.9)| 3(0.4) 0 0 16(4.1)| 2(0.5) 0 0

KEYTRUD&Gt (pembrolizumabnjection) Pagel42of 318



Adverse Reaction IntravenousKEYTRUD200 mg every 3 Placebo with
weeks with Chemotherapy*/Placebo
Chemotherapy*Antravenous n=389
KEYTRUD200 mg every 3 weeks
n=783
Any Any
Grade | Grade3 | Grade4 | Gradeb | Grade Grade3 Grade4 | Gradeb
n (%) n (%) n (%) n@) | n(%) | n (%) n (%) n (%)
Injury, poisoning and procedural complications
Infusion related 73(9.3)| 8(1.0) 0 0 25(6.4)| 2(0.5) 0 0
reaction
Investigations
Alanine 204 42 (5.4)| 1(0.0) 0 98 9(2.3) 0 0
aminotransferase (26.1) (25.2)
increased
Aspartate 157 18(2.3)| 2(0.3) 0 63 1(0.3) 0 0
aminotransferase (20.1) (16.2)
increased
Blood alkaline 29 (3.7)| 2(0.3) 0 0 20 2(0.5) 0 0
phosphatase (5.2)
increased
Blood bicarbonate 8(1.0) 0 0 0 1(0.3) 0 0 0
increased
Blood bilirubin 19 (2.4) 0 0 0 6 (1.5) 0 0 0
increased
Blood chloride 8 (1.0) 0 0 0 2(0.5) 0 0 0
increased
Blood creatinine 2127 2(0.3) | 1(0.1) 0 3(0.8) 0 0 0
increased
Blood lactate 22 (2.8) 0 0 0 14 1(0.3) 0 0
dehydrogenase (3.6)
increased
Blood magnesium 8(10)| 1(0.1) 0 0 2(0.5) 0 0 0
decreased
Blood potassium 8(10)| 1(0.1) 0 0 1(0.3) 0 0 0
decreased
Blood sodium 10(1.3) 0 0 0 2(0.5) 0 0 0
decreased
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Adverse Reaction IntravenousKEYTRUD200 mg every 3 Placebo with

weeks with Chemotherapy*/Placebo
Chemotherapy*Antravenous n=389
KEYTRUD200 mg every 3 weeks
n=783
Any Any

Grade | Grade3 | Grade4 | Grade5 | Grade Grade3 Grade4 | Grade5

n (%) n (%) n (%) n@) | n(%) | n (%) n (%) n (%)
Blood thyroid 8 (1.0) 0 0 0 3(0.8) 0 0 0
stimulating hormone
decreased
Blood thyroid 14 (1.8) 0 0 0 3(0.8) 0 0 0
stimulating hormone
increased
Ejection fraction 9(1.1) 0 0 0 7(11.8)| 1(0.3) 0 0
decreased
Gammaglutamyl 24(3.1)| 7(0.9) | 1(0.1) 0 11 1(0.3) 0 0
transferase increaseq (2.8)
Hemoglobin 12 (1.5)| 3(0.4) 0 0 7(1.8)| 2(0.5) 0 0
decreased
Lymphocyte count | 26 (3.3)| 8(1.0) | 3(0.4) 0 18 5(1.3) 0 0
decreased (4.6)
Neutrophil count 185 82 64 (8.2) 0 112 62 28 (7.2) 0
decreased (23.6) | (10.5) (28.8) | (15.9)
Platelet count 74 (9.5)| 16(2.0)| 5(0.6) 0 34 3(0.8) | 1(0.3) 0
decreased 8.7)
Weight decreased | 38 (4.9)| 5(0.6) 0 0 12 0 0 0

(3.1)

Weight increased 10 (1.3) 0 0 0 3(0.8)| 1(0.3 0 0
White blood cell 108 | 39(5.0)| 21(2.7) 0 52 12(3.1)| 8(2.1) 0
count decreased (13.8) (13.4)
Metabolism and nutrition disorders
Decreased appetite 153 6 (0.8) 0 0 57 1(0.3) 0 0

(19.5) (14.7)
Dehydration 28 (3.6)| 2(0.3) 0 0 7(1.8)| 1(0.3) 0 0
Hyperglycemia 17 (2.2)| 2(0.3) 0 0 10 2(0.5) 0 0

(2.6)

Hypoalbuminemia | 21 (2.7)| 1(0.1) 0 0 6 (1.5) 0 0 0
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Adverse Reaction IntravenousKEYTRUD200 mg every 3 Placebo with
weeks with Chemotherapy*/Placebo
Chemotherapy*Antravenous n=389
KEYTRUD200 mg every 3 weeks
n=783
Any Any
Grade | Grade3 | Grade4 | Grade5 | Grade Grade3 Grade4 | Grade5
n (%) n (%) n (%) n@) | n(%) | n (%) n (%) n (%)
Hypocalcemia 19(2.4)| 1(0.1) 0 0 6(15)| 1(0.3) 0 0
Hypokalemia 37(4.7)| 4@05) | 1(0.2) 0 12 1(0.3) 0 0
(3.1)
Hypomagnesaemia | 26 (3.3)| 1(0.1) 0 0 9(2.3) 0 0 0
Hyponatremia 20(26)| 7(09) | 1(0.1) 0 9(2.3) 0 1(0.3) 0
Hypophosphatemia | 11 (1.4)| 2 (0.3) 0 0 2(0.5) 0 0 0
Hypoproteinemia 11 (1.4) 0 0 0 2(0.5) 0 0 0
Musculoskeletal and connective tissue disorders
Arthralgia 121 4(0.5) 0 0 59 0 0 0
(15.5) (15.2)
Back pain 14 (1.8) 0 0 0 10 0 0 0
(2.6)
Bone pain 29(3.7)| 1(0.1) 0 0 8(2.1) 0 0 0
Muscle spasms 18 (2.3) 0 0 0 6 (1.5) 0 0 0
Muscular weakness | 15(1.9)| 1(0.1) 0 0 2(0.5) 0 0 0
Musculoskeletal pain| 20 (2.6)| 1(0.1) 0 0 12 0 0 0
(3.1)
Myalgia 112 3(0.4) 0 0 49 0 0 0
(14.3) (12.6)
Pain in extremity 30(3.8)| 2(0.3) 0 0 13 0 0 0
(3.3)
Nervous system disorders
Cognitive disorder 10(1.3)| 1(0.1) 0 0 6 (1.5) 0 0 0
Dizziness 61(7.8)| 1(0.1) 0 0 29 0 0 0
(7.5)
Dysesthesia 10(1.3) 0 0 0 4(1.0)| 1(0.3 0 0
Dysgeusia 124 0 0 0 49 0 0 0
(15.8) (12.6)
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Adverse Reaction IntravenousKEYTRUD200 mg every 3 Placebo with

weeks with Chemotherapy*/Placebo
Chemotherapy*Intravenous n=389
KEYTRUD200 mg every 3 weeks
n=783
Any Any Grade3

Grade | Grade3 | Grade4 | Gradeb | Grade Grade4 | Gradeb
n (%) n (%) n (%) n@) | n(%) | n (%) n (%) n (%)

Headache 100 2(0.3) 0 0 42 1(0.3) 0 0
(12.8) (10.8)

Hypoesthesia 28(3.6)| 1(0.1) 0 0 11 1(0.3) 0 0
(2.8)

Lethargy 8 (1.0) 0 0 0 4(1.0) 0 0 0

Memory impairment | 10 (1.3) 0 0 0 1(0.3) 0 0 0

Neuralgia 8 (1.0) 0 0 0 4(1.0) 0 0 0

Neuropathy 154 | 15(1.9) 0 0 84 4(1.0) 0 0

peripheral (19.7) (21.6)

Neurotoxicity 17 (2.2) 0 0 9(2.3) 0 0 0

Paresthesia 45 (5.7) 0 0 0 28 0 0 0
(7.2)

Peripheral sensory 148 | 11 (14) 0 0 72 5(1.3) 0 0

neuropathy (18.9) (18.5)

Polyneuropathy 21 (2.7)| 2(0.3) 0 0 15 4(1.0) 0 0
(3.9

Taste disorder 24 (3.1) 0 0 0 16 0 0 0
4.1)

Psychiatric disorders

Anxiety 9(11) 0 0 0 3(0.8) 0 0 0

Insomnia 42 (5.4)| 3(04) 0 0 13 0 0 0
(3.3)

Renal and urinary disorders

Acute kidney injury | 10 (1.3)] 7(0.9) | 1(0.1) 0 1(0.3) 0 0 0

Dysuria 11 (1.4) 0 0 0 3(0.8) 0 0 0

Reproductive system and breast disorders

Amenorrhea 10(1.3)| 1(0.1) 0 0 1(0.3)| 1(0.3) 0 0

Menstruation 9(1.1) | 4(0.5) 0 0 3(0.8)| 1(0.3) 0 0
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Adverse Reaction IntravenousKEYTRUD200 mg every 3 Placebo with
weeks with Chemotherapy*/Placebo
Chemotherapy*Antravenous n=389
KEYTRUD200 mg every 3 weeks
n=783
Any Any
Grade | Grade3 | Grade4 | Grade5 | Grade Grade3 Grade4 | Grade5
n (%) n (%) n (%) n@) | n(%) | n (%) n (%) n (%)
irregular
Respiratory, thoracic and mediastinal disorders
Cough 52 (6.6)| 1(0.1) 0 0 13 0 0 0
(3.3)
Dysphonia 14 (1.8) 0 0 0 3(0.8) 0 0 0
Dyspnea 46 (5.9)| 2(0.3) 0 0 23 1(0.3) 0 0
(5.9)
Dyspnea exertional | 8 (1.0) 0 0 0 2(0.5) 0 0 0
Epistaxis 76 (9.7) 0 0 0 41 0 0 0
(10.5)
Nasal dryness 12 (1.5) 0 0 0 4 (1.0 0 0 0
Oropharyngeal pain | 17 (2.2) 0 0 0 10 0 0 0
(2.6)
Pneumonitis 13(1.7)| 6(0.8) 0 1(0.1) | 6(15)| 2(0.5) 0 0
Pulmonary embolism| 10 (1.3)| 8(1.0) | 1(0.1) | 1(0.1) | 2(05)| 1(0.3) | 1(0.3 0
Rhinorrhea 10 (1.3) 0 0 0 2(0.5) 0 0 0
Skin and subcutaneous tissue disorders
Acne 8 (1.0) 0 0 0 4 (1.0 0 0 0
Alopecia 471 0 0 0 220 0 0 0
(60.2) (56.6)
Dermatitis 8(1.0)| 1(0.1) 0 0 4(1.0) 0 0 0
Dermatitis acneiform| 45 (5.7)| 2 (0.3) 0 0 10 0 0 0
(2.6)
Dermatitis allergic 8(1.0)| 2(0.3 0 0 0 0 0 0
Dry skin 47 (6.0)| 1(0.1) 0 0 20 0 0 0
(5.1)
Eczema 11 (1.4) 0 0 0 8(2.1) 0 0 0
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Adverse Reaction IntravenousKEYTRUD200 mg every 3 Placebo with
weeks with Chemotherapy*/Placebo
Chemotherapy*Antravenous n=389
KEYTRUD200 mg every 3 weeks
n=783
Any Any
Grade | Grade3 | Grade4 | Grade5 | Grade Grade3 Grade4 | Grade5
n (%) n (%) n (%) n@) | n(%) | n (%) n (%) n (%)
Erythema 31 (4.0 0 0 0 14 0 0 0
(3.6)
Hyperhidrosis 8 (1.0) 0 0 0 3(0.8) 0 0 0
Nail discoloration 48 (6.1) 0 0 0 31 0 0 0
(8.0)
Nail disorder 22 (2.8)| 1(0.1) 0 0 15 0 0 0
(3.9)
Onycholysis 25(3.2)| 2(0.3) 0 0 12 0 0 0
(3.1)
Onychomadesis 12 (1.5) 0 0 0 3(0.8) 0 0 0
Palmarplantar 8 (1.0) 0 0 0 3(0.8) 0 0 0
erythrodysesthesia
syndrome
Pruritus 116 2(0.3) 0 0 38 0 0 0
(14.8) (9.8)
Rash 196 | 12(1.5) 0 0 66 1(0.3) 0 0
(25.0) (17.0)
Rash maculpapular | 50 (6.4)| 12 (1.5) 0 0 23 0 0 0
(5.9)
Rash pruritic 9(1.1) 0 0 0 2(0.5) 0 0 0
Skin 13(1.7) 0 0 0 9(2.3) 0 0 0
hyperpigmentation
Skin toxicity 8(1.0)| 2(0.3) 0 0 4 (1.0 0 0 0
Urticaria 8(1.0) 0 0 0 6 (1.5) 0 0 0
Vascular disorders
Flushing 21 (2.7) 0 0 0 7(1.8) 0 0 0
Hot flush 55(7.0)| 3(0.4) 0 0 45 0 0 0
(11.6)
Hypotension 17 (2.2)| 3(0.4) 0 0 5(1.3) 0 1(0.3) 0
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Adverse Reaction

IntravenousKEYTRUD200 mg every 3 Placebo with
weeks with Chemotherapy*/Placebo
Chemotherapy*Antravenous n=389
KEYTRUD200 mg every 3 weeks
n=783
Any Any

Grade | Grade3 | Grade4 | Grade5 | Grade Grade3 Grade4 | Grade5
n (%) n (%) n (%) n@) | n(%) | n (%) n (%) n (%)

* Chemotherapy: carboplatin and paclitaxel followed by epirubicin and cyclophosphamide
“Graded per NCI CTCAE v4.0

Cervical Cancer

Table36 summarizes théreatment-relatedadverse events that occurred in at led8b of patients with
persistent, recurrent or metastaticervical cancetreated withintravenousKEYTRUDA combination
with chemotherapy §aclitaxel and cisplatin or paclitaxel and carboplatiith or without bevacizumab

in KEYNOT&6. A total of 616 patients, regardless of tunmoPDL1 expression, receivedtravenous

KEYTRUDZOO mg and chemotherapy with or without bevacizumab (n=307) every 3 weeks or placebo
and chemotherapy with or without bevacizumab (n=309) every 3 weeks. The median duration of

exposure tantravenousKEYTRUD#&as 9.9 months (range: 1 day to 26 months).

For patients treated witlintravenousKEYTRUDA combination with chemotherapy with or without

bevacizumabthe most common treatmentelated adverse events (reported in at least 20% of
patients) werenausea, anemia, fatigue, vomiting, diarrhea, neutropenia, neuropathy peripheral,
peripheral sensory neuropathy and alopecilhe most commorGrade 35 adverse eventsvere:

anemia (30.3%), neutrophil count decreased (13.0%), neutropenia (12.4%), hypertension (9.4%),

urinary tract infection (8.8%), thrombocytepia (7.5%)ebrile neutropenia (7.2%), platelet count
decreased (6.8%); and white blood cell count decreased (6.8%).

For patients treated witlintravenousKEYTRUD&hemotherapy, and bevacizumab (n=196), the most

O02YY2Y G XHME:?0

I ROSNARS NBIFOGAZ2Yy A 6SNBE LISNRLIKSNI f
fatigue/asthenia (53%), nausea (41%), neutropenia (41%), diarrhea (39%), hypertension (35%),
thrombocytopenia(35%), constipation (31%), arthralgia (31%), vomiting (30%), urinary tract infection

(27%), rash (26%), leukopenia (24%), hypothyroidism (22%), and decreased appetifEn@ b6}t
common Grade 5 adverse evats were: anemia (26.5%), neutrophil count decreased (14.8%),

neutropenia (13.3%), hypertension (13.3%), urinary tract infection (10.2%), platelet count decreased
(8.2%), febrile neutropenia (7.7%), thrombocytopenia (6.1%), white llebdount decreased (6.1%)

and sepsis (5%).

Fatal adverse events occurred in 4.6% of patients receintrgvenous KEYTRUD¥Acombination with
chemotherapy with or without bevacizumab, including 3 cases of hemorrhage, 2 cases of sepsis, 2

cases due to unknown causes, and 1 case each of acute myocardial infarction, autoimmune
encephalitis, cardiac arrest, cerebrovascular aagigfemur fracture with perioperative pulmonary
embolus, intestinal perforation, and pelvic infection.
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Serious adverse events occurred in 50% of patients recatimyenousKEYTRUDA combination

with chemotherapy with or without bevacizumab. Serious adverse events in at least 3% of patients

included febrile neutropenia (6.8%), urinary tract infection (5.2%), anemia (4.6%), acute kidney injury
(3.3%), and sepsis (3.3%).

IntravenousKEYTRUD#asdiscontinuedior adverseeventsin 15%of patients The most common

adverse eventsesulting in discontinuation ahtravenousKEYTRUD@ccurring in 2 or more patients)
were colitis (1%), immunemediated enterocolitis@.76), immunemediated hepatitis (0.7%),

pyelonephritis (0.7%), increased alanine aminotransferase (Oifét@ased aspartate
aminotransferase(. 7%6), maculopapular rasB.o)and shock hemorrhagic (0.7%he median time

to discontinuation for adverse events wa$ monthsfor patients treated withintravenousKkEYTRUDA

There were no new safety signadentified at the final analysifor KEYNOT&6,and with additional
follow-up, no meaningful changegere observedn the safety profile ointravenousKEYTRUDA

combination with chemotherapwith or without bevacizumab

Table36: TreatmentRelated! RJS NA S

9pSyia

0 LYy OA RSy Olétravenows U

KEYTRUDi#s Combination withChemotherapy APaT Population in KEYNGIZ.

Adverse Reaction

IntravenousKEYTRUDA

200mg every 3wveeks

plus Chemotherapy* with or without
bevacizumab

Placebo

plus Chemotherapy* with or without
bevacizumab

n=307 n=309
Any Any
Grade | Grade3 | Graded4 | Grade5 | Grade | Grade3 | Grade4 | Gradeb
n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
Blood and lymphatic system disorders
Anemia 149 74 (24.1)| 2(0.7) 0 132 63 (20.4)| 2(0.6) 0
(48.5) (42.7)
Eosinophilia 10 (3.3) 0 0 0 0 0 0 0
Febrile neutropenial 21 (6.8) | 20 (6.5) 1(0.3) 0 13(4.2)| 10(3.2) | 3(1.0 0
Leukopenia 38 11 (3.6) 3(1.0) 0 31 6 (1.9) 1(0.3) 0
(12.4) (10.0)
Lymphopenia 9 (2.9 2 (0.7) 0 0 6 (1.9) 5(1.6) 0 0
Neutropenia 68 18(5.9) | 19 (6.2) 0 57 18 (5.8) | 11 (3.6) 0
(22.1) (18.4)
Thrombocytopenia 55 13 (4.2) 8 (2.6) 0 58 11(3.6) | 1(0.3) 0
(17.9) (18.8)
Cardiac disorders
Palpitations 2(0.7) 0 0 0 5(1.6) 0 0 0
Ear and labyrinth disorders
Tinnitus 5(1.6) 0 0 0 4(1.3) 0 0 0
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Adverse Reaction

IntravenousKEYTRUDA

200mg every 3wveeks

plus Chemotherapy* with or without
bevacizumab

Placebo

plus Chemotherapy* with or without
bevacizumab

n=307 n=309
Any Any
Grade | Grade3 | Grade4 | Grade5 | Grade | Grade3 | Grade4 | Grade5
n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
Endocrine disorders
Adrenal 4(1.3) 3(1.0) 0 0 0 0 0 0
insufficiency
Hyperthyroidism 19 (6.2) 0 0 0 7 (2.3) 1(0.3) 0 0
Hypothyroidism 52 3(1.0) 0 0 25(8.1)| 1(0.3) 0 0
(16.9)
Thyroiditis 9 (2.9) 2 (0.7) 0 0 1(0.3) 0 0 0
Eye disorders
Vision blurred 2(0.7) 0 0 0 5(1.6) 0 0 0
Gastrointestinal disorders
Abdominalpain 15 (4.9) 0 0 0 19(6.1)| 1(0.3) 0 0
Abdominal pain 8 (2.6) 0 0 0 7(2.3) 0 0 0
upper
Colitis 10(3.3)| 3(1.0) 0 0 2(0.6) | 2(0.6) 0 0
Constipation 49 1(0.3) 0 0 49 1(0.3) 0 0
(16.0) (15.9)
Diarrhea 76 5(1.6) 0 0 58 5(1.6) 0 0
(24.8) (18.8)
Dry mouth 2(0.7) 0 0 0 7(2.3) 0 0 0
Dyspepsia 4 (1.3) 0 0 0 9 (2.9) 0 0 0
Gastroesophageal | 3 (1.0) 0 0 0 8 (2.6) 0 0 0
reflux disease
Gingival bleeding 9(2.9) 0 0 0 3(1.0) 0 0 0
Nausea 104 3(1.0) 0 0 120 4(1.3) 0 0
(33.9) (38.8)
Rectal 7(2.3) 2(0.7) 0 0 4 (1.3) 1(0.3) 0 0
haemorrhage
Stomatitis 20(6.5)| 1(0.3) 0 0 15 (4.9) 0 0 0
Vomiting 63 5(1.6) 0 0 66 3(1.0) 0 0
(20.5) (21.4)
General disorders and administration site conditions
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Adverse Reaction

bevacizumab

IntravenousKEYTRUDA
200mg every 3wveeks
plus Chemotherapy* with or without

Placebo

plus Chemotherapy* with or without
bevacizumab

n=307 n=309

Any Any

Grade | Grade3 | Graded4 | Grade5 | Grade | Grade3 | Grade4 | Gradeb

n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
Asthenia 51 5(1.6) 0 0 56 4(1.3) 0 0

(16.6) (18.1)
Chest pain 4(1.3) 0 0 0 2 (0.6) 0 0 0
Chills 4(1.3) 0 0 0 0 0 0 0
Fatigue 70 8 (2.6) 0 0 77 13 (4.2) 0 0

(22.8) (24.9)
lliness 5(1.6) 0 0 0 3(1.0) 0 0 0
Malaise 7(2.3) 0 0 0 4 (1.3) 0 0 0
Mucosal 20 (6.5)| 2(0.7) 0 0 9(2.9) 1(0.3) 0 0
inflammation
Oedema peripheral| 4 (1.3) 0 0 0 4 (1.3) 0 0 0
Pain 4(1.3) 0 0 0 3(1.0) 1(0.3) 0 0
Pyrexia 16 (5.2) 0 0 0 9(2.9) 0 0 0
Immune system disorders
Drug 9(2.9) 0 0 0 11(3.6)| 3(1.0) 0 0
hypersensitivity
Hypersensitivity 11 (3.6) | 4(1.3) 0 0 12 (3.9)| 2(0.6) 0 0
Infections and infestations
Cystitis 1(0.3) 0 0 0 4 (1.3) 0 0 0
Pneumonia 0 0 0 0 4(1.3) 2 (0.6) 0 0
Urinary tract 16 (5.2)| 5(1.6) 0 0 12 (3.9)| 6(1.9) 0 0
infection
Injury, poisoning and procedural complications
Infusion related 16 (5.2)| 1(0.3) 1(0.3) 0 13(4.2)| 2(06) 0 0
reaction
Investigations
Alanine 31 9(2.9) 1(0.3) 0 23(7.4)| 5(1.6) 0 0
aminotransferase (10.2)
increased
Aspartate 22(7.2)| 6(2.0) 2(0.7) 0 16 (5.2)| 1(0.3) 0 0
aminotransferase
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Adverse Reaction

IntravenousKEYTRUDA

200mg every 3wveeks

plus Chemotherapy* with or without
bevacizumab

Placebo

plus Chemotherapy* with or without
bevacizumab

n=307 n=309
Any Any
Grade | Grade3 | Grade4 | Grade5 | Grade | Grade3 | Grade4 | Grade5
n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
increased
Blood alkaline 14 (4.6)| 1(0.3) 0 0 9 (2.9 2 (0.6) 0 0
phosphatase
increased
Blood bilirubin 3(1.0) 1(0.3) 1(0.3) 0 4 (1.3) 0 0 0
increased
Blood creatinine 16 (5.2) 0 0 0 13 (4.2) 0 0 0
increased
Blood thyroid 8 (2.6) 0 0 0 3(1.0) 0 0 0
stimulating
hormone increased
Gamma 8 (2.6) 2 (0.7) 1(0.3) 0 10(3.2)| 7(2.3) 0 0
glutamyltransferase
increased
Hemoglobin 1(0.3) 1(0.3) 0 0 5(1.6) | 4(1.3) 1(0.3) 0
decreased
Lymphocyte count | 4 (1.3) 2(0.7) 0 0 5(1.6) | 2(0.6) 0 0
decreased
Neutrophil count 56 23(7.5) | 17(5.5) 0 47 17 (5.5) | 9(2.9 0
decreased (18.2) (15.2)
Platelet count 49 17 (5.5) 4(1.3) 0 40 11 (3.6) | 3(1.0) 0
decreased (16.0) (12.9)
Reticulocyte count | 4 (1.3) 0 0 0 1(0.3) 0 0 0
increased
Weight decreased | 17 (5.5)| 6 (2.0) 0 0 15(4.9)| 2(0.6) 0 0
White blood cell 37 17 (5.5) 4 (1.3) 0 21(6.8)| 11(3.6) | 1(0.3) 0
count decreased (12.1)
Metabolism and nutrition disorders
Decreased appetite] 45 4 (1.3) 0 0 33 1(0.3) 0 0
(14.7) (10.7)
Dehydration 3(1.0) 1(0.3) 0 0 5 (1.6) 1(0.3) 0 0
Hyperglycemia 5(1.6) 0 0 0 2 (0.6) 0 0 0
Hypoalbuminemia | 5 (1.6) 0 0 0 0 0 0 0
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Adverse Reaction

IntravenousKEYTRUDA

200mg every 3wveeks

plus Chemotherapy* with or without
bevacizumab

Placebo

plus Chemotherapy* with or without
bevacizumab

n=307 n=309

Any Any

Grade | Grade3 | Graded4 | Grade5 | Grade | Grade3 | Grade4 | Grade5

n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
Hypokalemia 13(4.2)| 2(0.7) 1(0.3) 0 7(23)| 3(1.0 0 0
Hypomagnesemia | 15(4.9)| 1(0.3) 1(0.3) 0 9 (2.9 0 0 0
Hyponatremia 7(2.3) 3(1.0) 0 0 5 (1.6) 0 0 0
Musculoskeletal and connective tissue disorders
Arthralgia 53 1(0.3) 0 0 57 3(1.0) 0 0

(17.3) (18.4)
Back pain 7(2.3) | 1(0.3) 0 0 6(1.9) | 1(0.3) 0 0
Bone pain 11 (3.6) 0 0 0 10 (3.2)| 2(0.6) 0 0
Muscle spasms 2 (0.7) 0 0 0 4(1.3) 0 0 0
Muscular weaknesg 5 (1.6) 1(0.3) 0 0 3(1.0) 1(0.3) 0 0
Musculoskeletal 2 (0.7) 0 0 0 6 (1.9) 0 0 0
pain
Myalgia 53 2(0.7) 0 0 53 3(1.0) 0 0

(17.3) (17.2)
Pain in extremity 17 (5.5)| 1(0.3) 0 0 11 (3.6) 0 0 0
Nervous system disorders
Dizziness 8 (2.6) 0 0 0 5 (1.6) 0 0 0
Dysgeusia 12 (3.9) 0 0 0 19 (6.1) 0 0 0
Headache 15 (4.9)| 1(0.3) 0 0 19 (6.1) 0 0 0
Hypoesthesia 8 (2.6) 1(0.3) 0 0 2 (0.6) 0 0 0
Neuralgia 4(1.3) 0 0 0 1(0.3) | 1(0.3) 0 0
Neuropathy 75 8 (2.6) 0 0 76 9 (2.9) 0 0
peripheral (24.4) (24.6)
Paresthesia 26 (8.5) 0 0 0 24 (7.8)| 2(0.6) 0 0
Peripheraimotor 12 (3.9)| 2(0.7) 0 0 5(1.6) 0 0 0
neuropathy
Peripheral sensory 69 3(1.0) 0 0 78 5(1.6) 1(0.3) 0
neuropathy (22.5) (25.2)
Polyneuropathy 2 (0.7) 0 0 0 4 (1.3) 0 0 0
Syncope 4(1.3) 2 (0.7) 0 0 1(0.3) 1(0.3) 0 0
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Adverse Reaction IntravenousKEYTRUDA Placebo
| CHZOO mﬁ ever{ 3/\_/eheks ith plus Chemotherapy* with or without
plus Chemot erapy with or without bevacizumab
bevacizumab
n=307 n=309

Any Any

Grade | Grade3 | Graded4 | Grade5 | Grade | Grade3 | Grade4 | Gradeb

n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
Taste disorder 5(1.6) 0 0 0 0 0 0 0
Renal and urinary disorders
Acute kidney injury| 10(3.3)| 5(1.6) 0 0 2 (0.6) 0 0 0
Hematuria 4(1.3) 1(0.3) 0 0 5(1.6) | 2(0.6) 0 0
Proteinuria 38 6 (2.0) 0 0 22(7.1)] 2(0.6) | 1(0.3) 0

(12.4)
Reproductive system and breast disorders
Female genital trac{ 8 (2.6) 6 (2.0) 0 0 7(2.3) 6 (1.9) 0 1(0.3)
fistula
Pelvic pain 0 0 0 0 5(1.6) 0 0 0
Vaginal 4(1.3) 0 2(0.7) 0 10(3.2)| 1(0.3) | 1(0.3) 0
haemorrhage
Respiratory, thoracic and mediastinal disorders
Cough 8(2.6) 0 0 0 5(1.6) 0 0 0
Dysphonia 13 (4.2) 0 0 0 4 (1.3) 0 0 0
Dyspnea 11 (3.6) 0 0 0 9(2.9) 0 0 0
Dyspnea exertional| 2 (0.7) 0 0 0 4(1.3) 0 0 0
Epistaxis 26 (8.5)| 1(0.3) 0 0 36 1(0.3) 0 0

11.7)

Rhinorrhea 1(0.3) 0 0 0 6 (1.9) 0 0 0
Skin and subcutaneous tissue disorders
Alopecia 171 0 0 0 172 0 0 0

(55.7) (55.7)
Dry skin 11 (3.6) 0 0 0 4(1.3) 0 0 0
Erythema 4(1.3) 0 0 0 5(1.6) 0 0 0
Palmarplantar 4(1.3) 0 0 0 1(0.3) 0 0 0
erythrodysesthesia
syndrome
Pruritus 29(9.4)| 2(0.7) 0 0 17 (5.5) 0 0 0
Rash 33 3(1.0) 0 0 27(8.7)| 1(0.3) 0 0
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Adverse Reaction IntravenousKEYTRUDA Placebo
| CHZOO mﬁ ever{ 3/\_/eheks ith plus Chemotherapy* with or without
plus Chemot erapy with or without bevacizumab
bevacizumab
n=307 n=309
Any Any
Grade | Grade3 Grade4 | Grade5 | Grade | Grade3 | Grade4 | Gradeb
n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
(10.7)
Rash maculo 17 (5.5)| 6(2.0) 0 0 8 (2.6) 0 0 0
papular
Vascular disorders
Deep vein 4(1.3) 1(0.3) 0 0 0 0 0 0
thrombosis
Hot flush 9 (2.9) 0 0 0 6 (1.9) 0 0 0
Hypertension 54 20 (6.5) 0 0 55 23 (7.4) 0 0
(17.6) (17.8)
Phlebitis 2(0.7) 0 0 0 4 (1.3) 1(0.3) 0 0
* Chemotherapy (paclitaxel and cisplatin or paclitaxel and carboplatin)

Biliary Tract Carcinoma

Table37 summarizes the treatmentelated adverse events that occurred in at least 1% of patients with
biliary tract carcinoma treated witintravenousKEYTRUDA combination withgemcitabine and
cisplatinchemotherapy in KEYNOUE6 (Sedl4 Clinical Tria)sThe median duration of exposure was
6.37 months (range: 1 day to 36.4 months) in ileavenousKEYTRUD#mbination arm and 5.54
months (range: 1 day to 30.6 months) in the chemotherapy arm.

The most common treatmentelated adverse events (reported in at least 20% of patients) were
neutrophil count decreased, anemia, platelet count decreased, nausea, faséigdevhite blood cell

count decreased. The most common Grade tBeatmentrelated adverse events for patients treated

with intravenousKkEYTRUDA KEYNOTE66 (reported in at least 5% of patients) were neutrophil

count decreased (46.7%), anemia (23.3%), platelet count decreased (16.1%) and white blood cell count
decreased (11.5%).

IntravenousKEYTRUD#as discontinued for treatmentelated adverse events in 8.9% of patients. The
most common treatmentelated adverse events resulting in discontinuationmfavenousKEYTRUDA
(occurring in at least 2 patients) were pneumonitis (n=7, 1.3%), platelet count decreased (n=5, 0.9%),
immunemediated hepatitis (h=3, 0.6%), autoimmune hepatitis (n=2, 0.4%), enterocolitis (n=2, 0.4%),
and pulmonary embolism (n=2, 0.4%).

There were 8 participants (1.5%) with drtejated AEs resulting in death in tirgravenousKEYTRUDA

plus chemotherapy arm, as assessed by the investigator. Of the 8 deaths, 5 were considered related to
chemotherapy: cholangitis (n=1), lower respiratory tract infection (n=1), myocardial infarction (n=1),
pneumonia viral (h=1), septic shock (n=1); 2 wenestered related tantravenousKEYTRUDA
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abdominal abscess (n=1) and malignant neoplasm progression (n=1), and 1 was related to both
chemotherapy (gemcitabine) andtravenousKEY TRUD@neumonitis).

Serious treatmentelated adverse events occurred in 22.9% of patients receintrgvenous
KEYTRUDA combination with chemotherapy. Serious treatmestatedadverse events occurring in
d 1% of patients were platelet count decreased (3%), neutrophil count decreased (2.1%), pyrexia

(1.7%), anemia (1.3%), febrile neutropenia (1.3%), and pneumonitis (1.3%).

Table37: Treatmentw St | 4 SR

| ROSNBES 9@Syla

6 L y O MnRSBefiddsS
KEYTRUDK Combination with Chemotherapy, APaT Population in KEYNGG&E

Adverse reaction IntravenousKEYTRUDA Placebo
200mg every 3veeks plus Chemotherapy
plus Chemotherapy
n=529 n=534
All Grades Grade 3| Grade 4| Grade 5 | All Grades Grade 3 Grade 4| Grade 5
n (%) n (%) n (%) n (%) n (%) n (%) | n (%) n (%)
Blood and lymphatic system disorders
Anemia 278 (52.6)122 (23.1] 1(0.2) 0 269 (50.4) 127 4 (0.7) 0
(23.8)
Febrile neutropenia 9(1.7) 7(@.3) | 2(0.49) 0 9(1.7) | 8(1.5) | 1(0.2) 0
Leukopenia 25@4.7) | 9(1.7) | 2(0.4) 0 12(2.2) | 5(0.9)| 1(0.2) 0
Lymphopenia 9(1.7) 2(0.4) | 1(0.2) 5(0.9) | 3(0.6)| 1(0.2)
Ear and labyrinth disorders
Tinnitus 16 (3.0) 0 0 0 14 (2.6) 0 0 0
Endocrine disorders
Hyperthyroidism 14(2.6) | 1(0.2) 0 0 10 (1.9) 0 0 0
Hypothyroidism 41(7.8) | 1(0.2) 11 (2.1) 0 0
Gastrointestinal disorders
Abdominal distension| 14 (2.6) 0 0 0 13 (2.4) 0 0 0
Abdominal pain 14 (2.6) 0 0 0 23 (4.3) | 2(0.9) 0 0
Abdominal pain uppet 11 (2.1) 0 0 0 10 (1.9) 0 0 0
Constipation 85 (16.1)| 1(0.2) 0 0 74 (13.9)| 1 (0.2) 0 0
Diarrhea 53 (10.0)| 5(0.9) 0 0 55 (10.3)| 3 (0.6) 0 0
Dry mouth 7(1.3) 0 0 0 5(0.9) 0 0 0
Dyspepsia 12 (2.3) 0 0 0 24 (4.5) 0 0 0
Gastritis 6 (1.1) 0 0 0 5(0.9) | 1(0.2) 0 0
Gastroesophageal 6 (1.1) 0 0 0 7 (1.3) 0 0 0
reflux disease
Nausea 195 (36.9) 7 (1.3) 0 0 219 (41.0) 9 (1.7) 0 0
Stomatitis 19(3.6) | 3(0.6) 0 0 27 (5.1) | 2(0.4) 0 0
Vomiting 86 (16.3)| 7(1.3) 0 0 101 (18.9) 4 (0.7) 0 0
General disorders and administration site conditions
Asthenia 51(9.6) | 7(1.3) 0 0 81 (15.2)| 15 (2.8) 0 0
Fatigue 154 (29.1) 20(3.8)| 1(0.2) 0 147 (27.5) 18 (3.4) 0 0
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Adverse reaction

IntravenousKEYTRUDA
200mg every 3weeks

plus Chemotherapy

Placebo
plus Chemotherapy

n=529 n=534
All Grades Grade 3| Grade 4| Grade 5 | All Gradeg Grade 3 Grade 4, Grade 5
n (%) n (%) n (%) n (%) n (%) n(%) | n (%) n (%)
Malaise 30(5.7) | 1(0.2) 0 0 27 (5.1) 0 0 0
Mucosal inflammation 24 (4.5) | 2 (0.4) 0 0 23(4.3) | 1(0.2) 0 0
Edema peripheral 31 (5.9) 0 0 0 32(6.0) | 4(0.7) 0 0
Pyrexia 55(10.4)| 2(0.4) 0 0 35 (6.6) 0 0 0
Infections and infestations
Urinary tract infection| 6(1.1) | 1(0.2) 0 0 | 407 |102] o 0
Investigations
Alanine 56 (10.6)| 6(1.1) 0 0 71 (13.3)| 3(0.6) 0 0
aminotransferase
increased
Aspartate 45 (8.5) | 4(0.8) 0 0 60 (11.2)| 8 (1.5)| 1(0.2) 0
aminotransferase
increased
Blood alkaline 17(3.2) | 3(0.6) 0 0 24 (4.5) | 6(1.1) 0 0
phosphatase increase
Blood bilirubin 22(4.2) | 6(1.1) | 1(0.2) 0 18(3.4) | 2(0.4)| 1(0.2) 0
increased
Blood creatinine 39(7.4) | 1(0.2 0 0 39 (7.3) 0 0 0
increased
Gamma 14(2.6) | 2(0.4) | 2(0.4) 0 17(3.2) | 6 (1.1)| 2(0.4) 0
glutamyltransferase
increased
Lymphocyte count 20(3.8) | 5(0.9 | 1(0.2 0 27(5.1) | 9(1.7)| 1(0.2 0
decreased
Neutrophil count 321 (60.7) 158 (29.9] 89 (16.8) 0 320 (59.9) 167 |79 (14.8) 0
decreased (31.3)
Platelet count 199 (37.6) 55 (10.4)| 30 (5.7) 0 197 (36.9) 66 33 (6.2) 0
decreased (12.4)
Transaminases 6 (1.1) 3(0.6) 0 0 2(0.4) | 1(0.2) 0 0
increased
Weight decreased 16 (3.0) | 1(0.2) 0 0 24 (4.5) | 2 (0.4) 0 0
White blood cell coun| 139 (26.3) 57 (10.8)| 4 (0.8) 0 124 (23.2) 43 (8.1) 3(0.6) 0
decreased
Metabolism and nutrition disorders
Decreased appetite | 103 (19.5) 6 (1.1) | 1(0.2) 0 104 (19.5) 6 (1.1) 0 0
Hyperglycemia 12 (2.3) 0 0 0 10(1.9) | 2(0.4) 0 0
Hyperkalemia 12 (2.3) | 2(0.9) 0 0 4(0.7) | 1(0.2) 0 0
Hyperuricemia 7(1.3) 0 0 0 5(0.9) 0 0 0
Hypoalbuminemia 8 (1.5) 1(0.2) 0 0 11 (2.1) | 3(0.6) 0 0
Hypokalemia 19(3.6) | 4(0.8) 0 0 17 (3.2) | 2(0.4) 0 0
Hypomagnesemia 49 (9.3) | 4(0.8) 0 0 61 (11.4)| 5(0.9) 0 0
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Adverse reaction

200mg every 3weeks
plus Chemotherapy

IntravenousKEYTRUDA

Placebo
plus Chemotherapy

n=529 n=534
All Grades Grade 3| Grade 4| Grade 5 | All Grades Grade 3 Grade 4| Grade 5
n (%) n (%) n (%) n (%) n (%) n(%) | n (%) n (%)
Hyponatremia 20 (3.8) | 2(0.49) 0 0 20(3.7) | 4(0.7)| 1(0.2) 0
Musculoskeletal and connective tissue disorders
Arthralgia 9(1.7) 0 0 0 11 (2.1) 0 0 0
Muscular weakness 7(1.3) 1(0.2) 0 0 4 (0.7) 0 0 0
Myalgia 15(2.8) | 1(0.2) 0 0 12 (2.2) | 1(0.2) 0 0
Pain in extremity 9(1.7) 0 0 0 3(0.6) 0 0 0
Nervous system disorders
Dizziness 14 (2.6) 0 0 0 20 (3.7) | 2(0.4) 0 0
Dysgeusia 29 (5.5) 0 0 0 27 (5.1) | 1(0.2) 0 0
Headache 21 (4.0) | 1(0.2) 0 0 16 (3.0) 0 0 0
Neuropathy peripherg 16 (3.0) 0 0 0 23 (4.3) 0 0 0
Paresthesia 15(2.8) | 1(0.2) 0 0 14 (2.6) 0 0 0
Peripheral sensory 24 (4.5) | 2(0.49) 0 0 21 (3.9) 0 0 0
neuropathy
Polyneuropathy 8 (1.5) 0 0 0 6 (1.1) 0 0 0
Taste disorder 6 (1.1) 0 0 0 4(0.7) 0 0 0
Psychiatric disorders
Insomnia 8 (1.5) 1(0.2) 0 0 9(1.7) 0 0 0
Renal and urinary
disorders
Acute kidney injury 9(1.7) 1(0.2) 0 0 9(1.7) | 3(0.6)| 2(0.4) 0
Renal impairment 17 (3.2) 0 0 0 8 (1.5 | 2(0.49) 0 0
Respiratory, thoracic and mediastinal disorders
Dyspnea 14 (2.6) | 1(0.2) 0 0 15(2.8) | 2(0.4) 0 0
Epistaxis 11 (2.1) 0 0 0 8 (1.5) 0 0 0
Hiccups 8 (1.5) 1(0.2) 0 0 8 (1.5) 0 0 0
Pneumonitis 22 (4.2) | 4(0.8) 0 1(0.2) 7(1.3) 0 0 0
Pulmonary embolism| 6 (1.1) 5(0.9) | 1(0.2) 0 0 0 0 0
Skin and subcutaneous tissue disorders
Alopecia 53 (10.0) 0 0 0 65 (12.2) 0 0 0
Dry skin 11 (2.1) 0 0 0 12 (2.2) 0 0 0
Pruritus 52 (9.8) 0 0 0 31(5.8) 0 0 0
Rash 73 (13.8)| 3(0.6) 0 0 37(6.9) | 2(0.4) 0 0
Rash maculpapular | 11 (2.1) | 2 (0.4) 0 0 9 (1.7) 0 0 0
Skin 8 (1.5) 0 0 0 3(0.6) 0 0 0
hyperpigmentation
Urticaria 6 (1.1) 1(0.2) 0 0 1(0.2) | 1(0.2) 0 0
8.2.1 Clinical TriaAdverse Reactiong Pediatrics
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In a Phase I/1l study (KEYNQBR), I73 pediatric patients (6 children ages 6 months to less than
12years andlO8adolescents ages Mears to 14ears) with advanced melanoma, lymphoma, or PD

L1 positiveor MSHH advanced, relapsed, or refractory solid tuams were administeredhtravenous
KEYTRUDAMQg/kg every 3veeks. Patients receivadtravenousKEYTRUDAr a median of 4loses

(range 152 doses), with 47 patients (&%) receivingntravenousKEYTRUDIAr 2 doses or more. The
concentrations of pembrolizumab in pediatric patients were similar to those observed in adult patients
at the same dose regimen ofn2g/kg every 3veeks.

The most common adverse reactions (reported in at least 10% of pediatric patients) were: pyrexia;
vomiting; headache; abdominal pain; anemia; cough; constipation; nausea; diarrhea; fatigue;
arthralgia; aspartate aminotransferase increased; decreased appgtimphocyte count decreased;

pain in extremity; alanine aminotransferase increased; pruritus; asthenia; back pain; white blood cell
count decreasedAdverse reactions that occurred more frequently among pediatric patients (>10%
increased) in comparisao a reference dataset of 2799 adult patients were: pyrexia (33%); vomiting
(29%); headache (25%&hdominal pain (23%); lymphocyte count decreased (X&8%)white blood cell
count decreased (11%). Laboratory abnormalities that occurredi08b higher rate in pediatric

patients when compared to adults were leukopenia (31%), neutropenia (28%), and thrombocytopenia
(22%).

8.3 Less Common Clinical Trial Adverse Reactions

KEYTRUDSBC

Metastatic NSCLC

Treatmentrelated adverse events attributable t0EYTRUD®C and reported in <1% of patients with
metastatic NSCLC treated wkiEY TRUD®C in combination with chemotherapy (n=281)tudy MK
3475AD77by SOC are shown below:

Hepatobiliary disordersHepatitis

Immune system disordersanaphylactic reaction, hypersensitivity

Metabolism and nutrition disordersdiabetic ketoacidosis

IntravenousKEYTRUDA

Melanoma

Treatmentrelated adverse events reported in <1% patients with melanoma treatedintitivenous
KEYTRUDKO mg/kg every 2 or 3veeks (n=555) in KEYNGOWb by system organ class (SOC) are
shown below

Endocrine disordersadrenal insufficiency, hypophysitis, hypopituitarism

Eye disordersuveitis

Gastrointestinal disorderspancreatitis

Hepatobiliary disordershepatitis

Metabolism and nutrition disordersType 1 diabetes mellitus

Musculoskeletal and connective tissue disordersyositis

Nervous system disorders3uillainBarré syndrome

Respiratory, thoracic and mediastinal disordeyzgeumonitis
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Treatmentrelated adverse events reported in <1% patients with melanoma treatedintitfivenous
KEYTRUDAMQg/kg or 10mg/kg every 3veeks (n=357) in KEYNGIM® by SOC are shown betow
Blood and lymphatic system disordereemolytic anemia

Endocrine disordersnypophysitis, hypopituitarism

Eye disordersuveitis

Gastrointestinal disorderspancreatitis

Hepatobiliary disordershepatitis

Musculoskeletal and connective tissue disordessthritis

Overall, the safety profile was similar across all doses and between patients previously treated with
ipilimumab and patients naive to treatment with ipilimumab.

Adjuvant Melanoma

Treatmentrelated adverse events reported in <1% of patients with complete resection of Stage IIB or
IIC melanoma treated wittravenousKEYTRUDA=483) in KEYNOTE6 by SOC are shown below:
Eye disordersuveitis

Gastrointestinal disorderspancreatitis

Immune system disorderssarcoidosis

Injury, poisoning and procedural complicationstfusion related reaction

Metabolism and nutrition disorderstype 1 diabetes mellitus

Musculoskeletal and connective tissue disordenyositis

Nervous system disordersnyasthenic syndrome, myelitis

Renal and urinary disordersiephritis

Treatmentrelated adverse events reported in <1% of patients with complete resection of Stage IlIA
(>1mm metastasis), IlIB and 11IC melanoma treated wittavenousKEYTRUDA=509) in KEYNOTE
054 by SOC are shown betow

Cardiac disorderamyocarditis

Endocrine disordersadrenal insufficiency

Eye disordersuveitis

Gastrointestinal disorderspancreatitis

Hepatobiliary disordershepatitis

Injury, poisoning and procedural complicationstfusion related reaction

Metabolism and nutritiondisorders:diabetic ketoacidosis

Musculoskeletal and connective tissue disordersyositis

NSCLC

Treatmentrelated adverse events reported in <1% patients with NSCLC treatethwétenous
KEYTRUDZOOmMg every 3veeks (n=154) in KEYNGIH by SOC are shown below
Endocrine disordershypophysitis

Gastrointestinal disorderspancreatitis

Metabolism and nutrition disordersdiabetic ketoacidosis

Musculoskeletal and connective tissue disordersyositis

Treatmentrelated adverse events reported in <1% patients with NSCLC treateéhtvatienous
KEYTRUDZ0O0Omg every 3veeks (n=636) in KEYNGIZ2 by SOC are shown betow
Cardiac disorderanyocarditis
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Endocrine disordersadrenal insufficiency, hypophysitis, hypopituitarism, thyroiditis
Gastrointestinal disorderscolitis, pancreatitis

Hepatobiliary disordershepatitis

Injury, poisoning and procedural complicationsifusion related reaction, including hypersensitivity
Musculoskeletal and connective tissue disordessthritis

Renal and urinary disordersiephritis

Treatmentrelated adverse events attributable totravenousKEY TRUDed reported in <1% patients
with nonsquamous NSCLC treated witiravenousKEYTRUDA combination with pemetrexed and
platinum chemotherapy (n=40%) KEYNOTEB9by SOC are shown below

Endocrine disordersadrenal insufficiency, hypophysitis, hypopituitarism, thyroiditis
Gastrointestinal disorderspancreatitis

Hepatobiliary disordershepatitis

Injury, poisoning and procedural complicationstfusion related reaction

Metabolism and nutrition disordersType 1 diabetes mellitus

Musculoskeletal and connective tissue disordessthritis

Renal and urinary disordersiephritis

Treatmentrelated adverse events attributable totravenousKEYTRUDed reported in <1% patients
with squamous NSCLC treated witkravenousKEYTRUDA combination with carboplatin and either
paclitaxel or nakpaclitaxel (n=278n KEYNOTHH7by SOC are shown below

Endocrine disordershypophysitis, hypopituitarism

Renal and urinary disordersiephritis

Treatmentrelated adverse events reported in <1% patients with NSCLC treatethtétienous
KEYTRUDAMg/kg or 10mg/kg every 3veeks (n=682n KEYNOTELOby SOC are shown below
Endocrine disordershypopituitarism, adrenal insufficiency

Gastrointestinal disorderscolitis, pancreatitis

Injury, poisoning and procedural complicationsifusion related reaction

Metabolism and nutrition disordersdiabetic ketoacidosis, Type 1 diabetes mellitus
Musculoskeletal ancdconnective tissue disordersrthritis

Skin and subcutaneous tissue disordepemphigoid

Adjuvant NSCLC

Treatmentrelated adverse events reported in <1% of patients with resected NSCLC treated with
intravenousKEYTRUDZO0 mg every 8veeks (n=580) in KEYNGI®H. by SOC are shown below:
Cardiac disorderamyocarditis

Endocrine disordershypopituitarism; thyroiditis

Gastrointestinal disorderspancreatitis

Hepatobiliary disordersimmune-mediated hepatitis

Immune system disorderdiypersensitivity; sarcoidosis

Injury, poisoning and procedural complicationgifusion related reaction

Metabolism and nutrition disorderstype 1 diabetes mellitus

Renal and urinary disordersiephritis

Skin and subcutaneous tissue disorde&evensJohnson syndrome

Neoadjuvant and Adjuvant Treatment of Resectable NSCLC
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Treatmentrelated adverse events reported in <1% patients with resectable NSCLC treated with
intravenousKEYTRUDA combination with platinurrcontaining chemotherapy, given as neoadjuvant
treatment and continued as monotherapy adjuvant treatment in KEYMNJITHEN=396) by SOC are
shown below:

Cardiac disorderanyocarditis

Endocrine disordersadrenal insufficiency, hypophysitis, thyroiditis

Hepatobiliary disordersimmune-mediated hepatitis

Injury, poisoning and procedural complicationsifusionrelated reaction

Musculoskeletal and connective tissue disordersyositis

Nervous system disordersnyasthenic syndrome

Hodgkin Lymphoma

Treatmentrelated adverse events reported in <1% patients with HL treated miithvenous
KEYTRUDZOOmMg every 3veeks(n=148)in KEYNOTHE4 by SOC are shown below:
Endocrine disordersadrenal insufficiency

Eye disordersuveitis

Gastrointestinal disorderpancreatitis

Immune system disorderdrug hypersensitivity

Nervous system disordeencephalitis autoimmune

Metabolism and nutrition disorderhyperglycemia

Musculoskeletal and connective tissue disorderBabdomyolysis

Renal and urinary disordersiephritis, renal impairment

Urothelial Carcinoma

Other clinically important adverse events, regardless of relationshipitavenousKEYTRUD ghat
occurred in <L0% of recipientsf intravenousKEYTRUDA combination withenfortumab vedotinin
KEYNOTE39by SOC are shown below:

Blood and lymphatic disordersieutropenia, febrile neutropenia

Cardiac disorderanyocarditis tachycardia

Endocrine disorderhyperthyroidism,adrenal insufficiencyhypophysitis, type 1 diabetes mellitus,
thyroiditis

Eye disorderuveitis

Gastrointestinal disorderpancreatitis

General disorders and administrative site conditioniefusion site extravasation

Hepatobiliary disordershepatitis, immunemediated hepatitissclerosingcholangitis

Immune system disordetypersensitivity, sarcoidosis

Infections and infestationssepsis and septic shock

Musculoskeletal and connective tissue disordemsyositis

Nervous system disordeimmune-mediated encephalitis, myasthenia gravis

Renal and urinary disordersmmmune-mediated nephritis

Skin and subcutaneous tissue disordetsxic epidermal necrolysiskin hyperpigmentation, skin
discolouration

Treatmentrelated adverse events reported in <1% patients with urothelial carcinoma treated with
intravenousKEYTRUDZOO Mg every 3veeks(n=370) in KEYNOTI2 by SOC are shown below:
Endocrine disorderadrenal insufficiencyhypophysitis, thyroiditis
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Hepatobiliary disorderhepatitis
Metabolism and nutrition disorderstype 1 diabetes mellitugjiabetic ketoacidosis
Musculoskeletal and connective tissue disord@nyositis

Treatmentrelated adverse events reported in <1% patients with urothelial carcinoma treated with
intravenousKEYTRUDM0 Mg every 3veeks(n=266)in KEYNOT&E5by SOC are shown below:
Injury, poisoning and procedural complicationsifusion related reaction

Musculoskeletal and connective tissue disordessthritis

Renal and urinary disordersiephritis, acute renal injury

Blood and lymphatic system disordertirombocytopenia, eosinophilia

Endocrine disordersadrenal insufficiency, thyroiditis

Treatmentrelated adverse events reported in <1% patients with fighk NMIBC treated with
intravenousKEYTRUDZOOmMg every 3veeks(n=148) in KEYNODER7 by SOC are shown below:
Endocrine disorderadrenal insufficiencyhypophysitis

Eye disordersuveitis

Hepatobiliary disorderhepatitis

Infections and Infestationsseptic shock

Injury, poisoning and procedural complicationstfusion related reaction

Metabolism and nutrition disorderstype 1 diabetes mellitus

Renal and urinary disordersiephritis

Colorectal Cancer

Treatmentrelated adverse events reported in <1% patients Wit8FH or dAMMR colorectal carcinoma
treated withintravenousKEYTRUDO0mg every 3veeks(n=153)in KEYNOTE/7by SOC are shown
below:

Endocrine disordersthyroiditis, autoimmune thyroiditis

Musculoskeletal and connective tissue disordersyositis

Renal and urinary disordersiephritis

Microsatellite Instability-High Cancer (MSH) or Mismatch Repair Deficient (dMMRJancer
Treatmentrelated adverse events reported in <1% patients with-M$hancer treated with
intravenousKEYTRUDZOOmMg every 3veeks(n=497) inKEYNOTES8 and KEYNOIB4by SOC are
shown below:

Cardiac disorderamyocarditis

Endocrine disordersadrenal insufficiency

Eye disordersuveitis

Gastrointestinal disorderspancreatitis

Hepatobiliary disordershepatitis

Immune system disorderssarcoidosis

Metabolism and nutrition disorderstype 1 diabetes mellitus, diabetic ketoacidosis
Musculoskeletal and connective tissue disorderayositis

Nervous system disorders3uillainBarré syndrome

Renal and urinary disordersephritis

Vascular disordersvasculitis

Endometrial Carcinoma (Not M&l or not AMMR)
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Serious adverse eventsported in <3% patients with endometrial cancer treateith intravenous
KEYTRUDA combination with lenvatinib (n=94) in KEYNQZ%& by SOC are shown below:

Cardiac disordersangina pectoris, cardiac failure

Endocrine disordershypothyroidism

Eye disordersretinal vein occlusion

Gastrointestinal disorderspancreatitis, small intestinal obstruction, diarrhea, gastrointestinal
perforation, pneumoperitoneum, vomiting

General disorders and administration site conditiongecreased appetite

Hepatobiliary disordersautoimmune hepatitis, blood bilirubin increased, cholecystitis acute
Infections and infestationsurinary tract infection, appendicitis, Escherichia sepsis, influenza, pelvic
abscess, pneumonia, respiratory tract infection

Investigations:amylase increased, lipase increased

Metabolism and nutrition disordersfailure to thrive, dehydration, hyperkalemia, hypocalcemia,
hypomagnesemia, hyponatremia

Musculoskeletal and connective tissue disordersuscular weakness, flank pain

Nervous system disordergncephalopathy, seizure, syncope, transient ischemic attack, cerebral
ischemia, dysarthria, headache, nervous system disorder, peripheral sensory neuropathy, posterior
reversible encephalopathy syndrome

Renal and urinary disordergiydronephrosis, acute kidney injury, autoimmune nephritis
Reproductive system and breast disordefemale genital tract fistula

Respiratory thoracic and mediastinal disordergleuritic pain, pneumothorax, pulmonary embolism
Skin and subcutaneous tissue disorderash maculepapular, skin ulcer, swelling face

Vascular disordershypotension

Treatmentrelated adverse events attributable totravenousKEY TRUDed reported in <1% patients
with endometrial carcinoma treated witimtravenousKEYTRUDA combination with lenvatinib
(n=342) in KEYNOTES by SOC are shown below:

Cardiac disorderamyocarditis

Endocrine disordersadrenal insufficiency, hypophysitis

Eye disordersuveitis

Gastrointestinal disorderspancreatitis

Hepatobiliary disordershepatitis

Immune system disorderdhypersensitivity, anaphylactic reaction

Metabolism and nutrition disordersType 1 diabetes mellitus, diabetic ketoacidosis
Musculoskeletal and connective tissue disordersyositis, arthritis

Nervous system disordergncephalitis, myasthenia gravis

Renal and urinary disordersiephritis

Skin and subcutaneous tissue disordefsii S@Sy Qa W2 Ky azy ae&yRNRYS
Vascular disordersvasculitis

Renal Cell Carcinoma

Treatmentrelated adverse events attributable totravenousKEY TRUDed reported in <1% patients
with renal cell carcinoma treated wiihtravenousKEYTRUDA combination with axitinib (n=42)
KEYNOTFE26by SOC are shown below:

Blood and lymphatic systenlymphopenia

Eye disordersuveitis

Cardiac disorderanyocarditis
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Gastrointestinal disorderspancreatitis

Metabolism and nutrition disordersdiabetic ketoacidosis, diabetes mellitus
Musculoskeletal and connective tissue disordersyositis

Nervous system disordersnyasthenic syndrome

Injury, poisoningand procedural complicationgnfusion related reaction
Renal and urinary disordersiephritis

Serious adverse events reported in <2% patients with renal cell carcinoma treateitnatienous
KEYTRUDA combination with lenvatinib (n=35%) KEYNOTF&1by SOC are shown below:

Blood and lymphatic system disordergosinophilia myalgia syndrome, thrombocytopenia, thrombotic
thrombocytopenic purpura

Cardiac disordersAcute coronary syndrome, cardiespiratory arrest, myocarditis, arrhythmia, atrial
fibrillation, cardiac arrest, cardiac failure acute, cardiac failure congestive, cardiomyopathy, pericardial
effusion, stress cardiomyopathy, tachycardia

Endocrine disordersHypothyroidism, hypophysitis, hypopituitarism, steroid withdrawal syndrome

Eye disordersCataract, retinal vascular occlusidfggtKoyanagHarada syndrome

Gastrointestinal disorderPancreatitis, abdominal pain, nausea, constipation, colitis, hematemesis,
abdominal pain upper, duodenal ulcer perforation, enterocolitis, eosinophilic gastritis, food poisoning,
gastric hemorrhage, gastritis, immuneediated enterocolitis, immunenediated pancreatitis, inguinal
hernia, intestinal obstruction, lower gastrointestinal hemorrhage, odynophagia, pancreatitis acute,
retroperitoneal hemorrhage, small intestinal hemorrhage, upper gastrointestinal hemorrhage
General disorders and administrative site conditiorByrexia, asthenia, necardiac chest pain, pain,
death, general physical health deterioration, multiple organ dysfunction syndrome, oedema
Hepatobiliary disordersimmunemediated hepatitis, cholecystitis, cholecystitis acute, autoimmune
hepatitis, cholangitis, cholelithiasis, drurgduced liver injury, hepatic function abnormal

Infections and infestationsUrinary tract infection, sepsis, appendicitis, gastroenteritis, peritonsillar
abscess, respiratory tract infection, urosepsis, acute sinusitis, anal abscess, bronchitis, cellulitis,
clostridium difficile infection, colonic abscesscephalitis, encephalitis viral, enteritis infectious,
enterocolitis infectious, influenza, klebsiella sepsis, localised infection, osteomyelitis, peritonitis,
pneumocystis jirovecii pneumonia, prostatic abscess, pyelonephritis, septic arthritig/kiapccal,
sinusitis, skin infection, staphylococcal bacteremia

Injury, poisoning, and procedural complicationdccidental overdose, incisional herniafusion

related reaction, radiation injury, radiation proctitis, rib fracture, subdural hematoma, upper limb
fracture, wound dehiscence

Investigations:Lipase increased, amylase increased, weight decreased, alanine aminotransferase
increased, aspartate aminotransferase increased, blood bilirubin increased, blood creatinine increased,
Hemoglobin increased, neutrophil count decreased, platelet count deethdasansaminases increased,
troponin increased, white blood cell count decreased

Metabolism and nutrition disordersDecreased appetite, hyponatremia, dehydration, diabetic
ketoacidosis, electrolyte imbalance, hyperglycemia, hyperglycemic hyperosmolar nonketotic syndrome,
hyperkalemia, hypocalcemia, hypoglycemia, hypophosphatemia

Musculoskeletal and connective tissue disordeRathological fracture, arthralgia, back pain, flank

pain, myalgiamyositis, osteoarthritis

Neoplasms benign, malignant and unspecified (incl cysts and poly@ajicer pain, tumar

hemorrhage, external ear neoplasm malignant, metastases to central nervous system, metastases to
chest wall, metastases to lung, metastases to spine

Nervous system disorder€erebrovascular accident, dizziness, encephalopathy, headache, posterior
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reversible encephalopathy syndrome, syncope, transient ischemic attack, ataxia, carotid artery
stenosis, cerebral ischemia, dementia, depressed level of consciousness, dysggasihenic
syndrome, noninfective encephalitis, peripheral sensory neuropathy, spinal cord compression,
subarachnoid hemorrhage

Product issuesDevice deposit issue

Psychiatric disordersvental status changes, delirium

Renal and urinary disorderskenal failure, nephritis, urinary retention, hemorrhage urinary tract,
proteinuria, renal hemorrhage, urinary tract obstruction

Respiratory, thoracic and mediastinal disordefBulmonary embolism, pleural effusion, bronchial
obstruction, hemoptysis, Hemothorax, hypoxia, lung disorder, pneumonia aspirptieamothorax,
pulmonary mass, respiratory failure

Skin and subcutaneous disordeRash, erythema multiforme, pyoderma gangrenosum, rash maculo
papular, skin ulcetpxic epidermal necrolysis

Vascular disordersDeep vein thrombosis, aortic dissection, aortic stenosis, hypertensive crisis,
peripheral ischemia

Adjuvant RCC

Treatmentrelated adverse events reported in <1% patients with RCC treatedntiitvenous
KEYTRUD®OmMg every 3veeks (n=488) in KEYNGH& by SO@re shown below:

Cardiac disorderamyocarditis

Endocrine disordershypophysitis

Hepatobiliary disordershepatitis,immune-mediated hepatitis

Immune systendisorders:hypersensitivitysarcoidosis

Musculoskeletal and connective tissue disordemsyositis, myasthenia gravis, myasthenia syndrome
Nervous system disordergncephalitis

Renal and urinary disordersiephritis

Skin and subcutaneous tissue disordef&tevenslohnson syndrome

Vascular Disorderszasculitis

HNSCC

Treatmentrelated adverse events reported in <1% patients with HNSCC treatedhivakienous
KEYTRUDZOOmg every 3veeks (n=300n KEYNOT&#8by SOC are shown below

Endocrine disordersadrenal insufficiency, hypopituitarism

Eye disordersuveitis

Gastrointestinal disordersenterocolitis, colitis, pancreatitis, pancreatitis acute

Hepatobiliary disordersautoimmune hepatitis

Infections and infestationsencephalitis

Injury, poisoning, and procedural complicationsifusionrelated reaction

Renal and urinary disordergubulointerstitial nephritis

Respiratory, thoracic, and mediastinal disordeifsterstitial lung disease, organizing pneumonia
Skin and subcutaneous disordensish, dermatitis exfoliative, erythema multiforme, rash generalized,
rash maculopapular
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Treatmentrelated adverse events attributable totravenousKEYTRUDsd reported in <1% patients
with HNSCC treated wiihtravenousKEYTRUDZ00mg every 3veeks (n=276n KEYNOTE48in
combination with chemotherapy by SOC are shown below

Cardiac disordersautoimmune myocarditis

Endocrine disordershypophysitis, thyroiditis

Gastrointestinal disorderscolitis microscopic

Hepatobiliary disordersautoimmune hepatitis

Immune systenmdisorders:hypersensitivity

Injury, poisoning, and procedural complicationstfusionrelated reaction

Renal and urinary disordersiephritis

Skin and subcutaneous disordenssh, rash generalized

Gastricor Gastroesophageal junction (GE&Jenocarcinoma

Treatmentrelated adverse events reported in <1% of patients wittally advanced unresectable or
metastatic HERPositive gastric or GEJ adenocarcinameeivingintravenousKEYTRUDA
combination with trastuzumab and fluoropyrimidinend platinumcontaining chemotherapy (n=350)
are shown below:

Blood and lymphatic system disorderautoimmune hemolytic anemia

Endocrine disordersautoimmune thyroiditis, thyroidis

Eye disordersuveitis

Gastrointestinal disordersenterocolitis, gastritis, immunenediated enterocolitis

Hepatobiliary disordershepatitis

Immune system disordersanaphylactic reaction

Injury, poisoning, and procedural complicationstfusionrelated reaction

Metabolism and nutrition disorderstype 1 diabetes mellitus

Musculoskeletal and connective tissue disordemsimune mediated arthritis, rhabdomyolysis
Renal and urinary disordersiephritis

Treatmentrelated adverse eventattributable tointravenousKEY TRUDed reported in <1% patients
with locally advanced or metastatic HER&yativegastric orgastroesophageal junction (GEJ)
adenocarcinoma treated witintravenousKEYTRUDA combination withfluoropyrimidine and
platinum-containing chemotherapgn=785) by SOC are shown below:

Blood and lymphatic system disorderaplastic anemiahemolytic anemiathrombotic
thrombocytopenic purpura

Cardiac disorderscardiac failure, sinus tachycardia

Endocrine disordershypoparathyroidismhypopituitarism, thyroiditis

Eye disordersuveitis

Gastrointestinal disordersenterocolitis immune-mediated enterocolitisgastrointestinal
haemorrhageintestinal obstructionpancreatitis

Hepatobiliary disordershepatitis

Infections and infestationssepsis, septic shock

Injury, poisoning, and procedural complicationanaphylactic reaction

Metabolism and nutrition disordersdiabetic ketoacidosijtype 1 diabetes mellitus
Musculoskeletal and connective tissue disordesesthritis, myositis

Nervous system disordersnyasthenia gravisseptic encephalopathy

Renal and urinary disordergiaematuria immune-mediated nephritisnephritis

Respiratory, thoracic and mediastinal disordeisimune-mediated lung disease, pulmonary
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haemorrhage
Vascular disordersperipheral embolismyasculitis

Esophageal Cancer

Treatmentrelated adverse events attributable totravenousKEYTRUDsd reported in <1% patients
with esophageal carcinoma treated witttravenouskKEY TRUDA combination withcisplatinand FU
(n=370) by SOC are shown below

Endocrine disorders: 8 SR26 Qa8 RA&SI &Sy KeLRLKeaAldAaAYT KeLR2LAG
Gastrointestinal disordersautoimmune colitis, enterocolitis, pancreatitis

Hepatobiliary disordershepatitis, autoimmune hepatitis

Immune system disorderdhypersensitivity

Metabolism and nutrition disordersType 1 diabetes mellitus

Musculoskeletal and connective tissue disordersyopathy

Renal and urinary disordergubulointerstitial nephritis

Respiratory, thoracic and mediastinal disordeiigterstitial lung disease

Skin and subcutaneous tissue disordepsuritus

Triple Negative Breast Canc€fNBC)

Treatmentrelated adverse events attributable totravenousKEYTRUDed reported in <1% patients
with TNBC treated witintravenousKEYTRUDA combination with chemotherapy (n=596) by SOC are
shown below:

Cardiac disordersmyocarditis

Endocrine disordershypophysitis, thyroiditis acute

Eye disordersuveitis

Gastrointestinal disordersenterocolitis, pancreatitis

Hepatobiliary disordersautoimmune hepatitis, hepatitis, immurmediated hepatitis

Metabolism and nutrition disorderstype 1 diabetes mellitus

Musculoskeletal and connective tissue disorderayositis

Nervous system disordersGuillainBarre syndrome

Renal and urinary disorderqephritis

Respiratory, thoracic and mediastinal disordermsrganising pneumonia

Skin and subcutaneous tissue disordedermatomyositis

Vascular disordersvasculitis

EarlystageTriple-NegativeBreast Cancer

Treatmentrelated adverse events attributable totravenousKEYTRUDed reported in <1% patients
with early-stage TNBC treated withtravenousKkEYTRUDA combination with chemotherapy as
neoadjuvant treatment, and then continued as monotherapy as adjuvant treatment after surgery
(n=783) in KEYNOBE2by SOC are shown below:

Blood and lymphatic system disordereemolytic anemia

Cardiac disorderanyocarditis

Endocrine disordersautoimmune thyroiditis, hypopituitarism

Eye disordersiridocyclitis,uveitis

Gastrointestinal disordersautoimmune colitis, enterocolitis, pancreatitis, pancreatitis acute
Hepatobiliary disordersautoimmune hepatitis, hepatitis, immunmediated hepatitis

Immune system disorderscytokine release syndrome, drug hypersensitivity, hypersensitivity,
sarcoidosis, serum sickness
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Injury, poisoning and procedural complicationsifusionrelated reaction

Metabolism and nutrition disordersdiabetic ketoacidosis, type 1 diabetes mellitus
Musculoskeletal and connective tissue disordeesthritis, myositis

Nervous system disorder&ncephalitis autoimmune, myasthenia gravis

Renal and urinary disordersiutoimmune nephritis, nephritis, tubulointerstitial nephritis,
Skin and subcutaneous tissue disordedermatitis bullous, dermatitis exfoliative generalized,
erythema multiforme, pemphigoid, pruritus, Stevedishnson syndrome, toxic skin eruption
Vascular disordersvasculitis

Cervical Cancer

Treatmentrelated adverse events attributable totravenousKEYTRUDed reported in <1% patients
with persistent, recurrent or metastatic cervical canteated withintravenousKEYTRUDZ00 mg
every 3 weeks (n=307) in KEYN®Z&n combination withchemotherapy with or without
bevacizumab by SOC are shown below

Cardiac disorderamyocardits

Endocrine disordershypophysitisimmune-mediated hypothyroidism, autoimmurthyroiditis
Gastrointestinal disorderspancreatitis pancreatitisacute

Hepatobiliary disordershepatitis, autoimmune hepatitigmmunemediated cholangitis

Injury, poisoning, and procedural complicationanaphylactic reaction

Metabolism and nutrition disordersdiabetic ketoacidosis

Musculoskeletal and connective tissue disordersyositis,autoimmune myositis

Nervous system disordergncephalitis autoimmune

Skin and subcutaneous tissue disordepsuritus, rash erythematous

Vascular disordersvasculitis

Biliary Tract Carcinoma

Treatmentrelated adverse events attributable totravenousKEY TRUDed reported in <1% patients
with biliary tract carcinoma treated witmtravenousKEYTRUDZO0 mg every 3 weeks (n= 529) in
KEYNOTE66 in combination with chemotherapy by SOC are shown helow

Cardiac disorderamyocarditis

Endocrine disordersadrenal insufficiencyhypophysitis, thyroiditis

Gastrointestinal disorderspancreatitis

Hepatobiliary disordershepatitis

Immune system disorderdnfusionrelated reaction

Musculoskeletal and connective tissue disordessthritis

Nervous system disordergncephalitis

Renal and urinary disordersiephritis

Skin and subcutaneous tissue disorde&tevenslohnson syndrome

Vascular disordersvasculitis

8.4 Abnormal Laboratory Findings: Hematologic, Clinical Chemistry and Other Quantitative
Data

KEYTRUDBC
MetastaticNSCLC
Laboratory abnormalities (worsened from baselin@irR0% of patients), reported in Study M3d75A

D77 in patients witlpreviously untreated, metastatic NSCAr€ presented inrable38.
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Table38Y [ F02NF G2NEB ! oy2NXYIFfAGASE 22NBSYSR TNRBY .| 4aSft
KEYTRUDSC with Chemotherapy in Study MK3478X7

KEYTRUDSC IntravenousKEYTRUDA
790mg every 6ieeks 400 mg every Gveeks
Laboratory Test* with chemotherapy with chemotherapy
All Grade§ | Grades 24 | All Grade$ Grades #4
% % % %

Hematology
Anemia 80.4 22 85.6 25.6
White blood cell decreased 61.1 13.1 52 104
Neutrophil count decreased 58.4 27.8 48.8 19.2
Lymphocyte count decreased 54.5 21.7 54.4 17.6
Platelet count decreased 42.7 10.6 40.8 6.4
Chemistry
Aspartate aminotransferase 43.2 55 38.4 39
increased
Hypoalbuminemia 38.3 0.4 39.2 0
Alanlne aminotransferase 372 51 36.3 08
increased
Hyponatremia 34.6 4.1 42.4 7.2
Creatinine increased 32.7 4.5 37.9 6.5
Hypocalcemia 31.3 2.1 30.6 2.4
Alkaline phosphatase increased 28.9 0.4 33.6 0
Hypokalemia 20.7 5 24 6.4
* Each test incidence is based on the number of patients who had both baseline and at least ¢

study laboratorymeasurement availabl&KEYTRUD®C + chemotherapy (rang2i0 to 246

patients) andntravenousKEYTRUDAchemotherapy (rangd:24 to 125patients).
“Graded per NCI CTCAE v4.03

IntravenousKEYTRUDA

Melanoma

Laboratory abnormalities (worsened from baselinexin m s’z 2 T refalted ik KB NGIEDEin
patients with advanced melanoma are presented able39.

Table39Y [ F 02NI G2NE !'o0y2NXVIfAGASE 22NESYSR FNBY . I asSt
or Metastatic Melanoma Treated withntravenousKEYTRUD&nd at a Higher Incidence than in the
LLIAEfAYdzYFd ! NY 0. S0G6SSy | N¥Y 5ATTFSNJHWKEBRNOREW6). x pi2 !

IntravenousKEYTRUDA Ipilimumab
10 mg/kg every 2 or 3 weeks N=256
Laboratory Test n=555
All Grades Grades #4 All Grades Grades 4

% % % %
Hematology
Lymphopenia 33 6 25 6
Leukopenia 12 0 5 0
Thrombocytopenia 11 1 6 1
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Chemistry

Hypertriglyceridemia

42

3

33

1

Hypercholesterolemia

22

1

17

0

Laboratory abnormalities (worsened from baselinein m s%"z

patients with advanced melanoma are presented able40.

TabledOY [ F 62 NI G2 NEB

2 T refalted ik KBV NG Z in

oy 2NNt A G A18% of PafieiB \&Eitif GnikesettabR: Y

or Metastatic Melanoma Treated withntravenousKEYTRUD&nd at a Higher Incidence than in the

. ast

/| KSY2GKSNI LR ' NY ¢6.S06SSy ! N¥Y S5ATTFSHPBKNEYSOFET X pi2
002).
IntravenousKEYTRUDA Chemotherapy
2 or 10 mg/kg every 3 week n=171
Laboratory Test n=357
All Grades | Grades #4 All Grades | Grades #4
% % % %
Chemistry
Hyperglycemia 48 6 42 6
Hypoalbuminemia 35 2 30 1
Hyponatremia 36 7 24 4
Increased Alkaline Phosphatase 26 3 17 2
Incr_eased Aspartate 23 5 16 1
Aminotransferase
Hypercholesterolemia 20 1 11 0
Increased Alanine Aminotransferas 20 2 15 1
Bicarbonate decreased 18 0 10 0
Hyperkalemia 15 1 8 1
Creatinine increased 14 1 9 1

Adjuvant Melanoma

Laboratory abnormalities (worsened from baselinein m %"z

2 F refalited ikKEYNOFEL N

patients who have undergone complete resectmfrStage 11B or 1IC melanoraee presented irmable

41
TabledlY [ F02NF G2NEB ! oy 2NN f AGAS dof PaeMNEBafes With T NB Y
IntravenouskEYTRUDAY R & I | AIKSNJ LYOARSYOS (KIy Ay
pr ! £ £ DNJIJ RS 34€]) APAD Pepulatiofk BY ROEEIR)S &
IntravenousKEYTRUDA Placebo
200 mg every 3 weeks =486
Laboratory Test n=483
All Grades | Grades 34 | All Grades | Grades 24
% % % %
Alanine aminotransferase increased 29 3 15 0.4
Hypercholesteremia 28 3 17 0
Aspartate aminotransferase increase 24 2 12 1
Hemoglobin Decreased 22 0.2 14 0
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Creatinine increased

16

1

10

0.2

Albumin decreased

11

1

5

0.4

Laboratory abnormalities (worsened from baselin@inl0% of patientsyeported iInKEYNOTF&54 in
patients with lymph node involvement who have undergone complete resecti@tage IlIA (>1 mm
metastasis), IlIB and IlIC melanoara presented irmable42.

Table42: Laboratory Abnormalities Worsened from Baseline»{10%of PatientsTreated with

IntravenouskEYTRUDAY R | & I | AGKSNJ LYOARSYOS (GKIy Ay
pr @! £ £ DNJI RS 34€]) APATUPapulatiotKEY ROEETF)S &
IntravenousKEYTRUDA Placebo
200 mg every 3 weeks N=502
Laboratory Test n=509
All Grades | Grades 24 | All Grades | Grades #4
% % % %
Alanine aminotransferase increased 27 2 16 0.2
Aspartate aminotransferase increasec 24 2 15 0.4
Lymphocyte count decreased 23 1 16 1
Creatinine increased 15 0.6 10 0
Hypocalcemia 13 0 8 0.2
Hypoalbuminemia 13 0 4 0.2
Alkaline phosphatase increased 13 0.2 5 0.2

NSCLC

Laboratory abnormalities (worsened from baselinein m s%"?

patients with NSCLC, are presented @ble43.

Table43y [ | 62 NI (2 NEB

oYy 2NXIfAGASE

22NESYSR FNRY
with IntravenousKEYTRUDANd at a Higher Incidence than in the Chemotherapy Arm (Between Arm
ODNJ} RSa o

2 T repalited if BEY KGHIERZIN

SATFSNBYOS 2F x p: k-4, [APaD pdbuiatos i6 KEYNOUEL. H:>
IntravenousKEYTRUDA Chemotherapy
200mg every 3 weeks n=150

Laboratory Test n=154
All Grades | Grades 34 | All Grades | Grades 4

n (%) n (%) n (%) n (%)
Chemistry
Glucose Increased 80 (51.9) 12 (7.8) 69 (46.0) 9 (6.0)
Alanine Aminotransferase Increased 47 (30.5) 7 (4.5) 46 (30.7) 0
Calcium Decreased 39 (25.3) 0 30 (20.0) 0
Aspartate Aminotransferase Increase( 38 (24.7) 6 (3.9) 49 (32.7) 0
Alkaline Phosphatase Increased 34 (22.1) 4 (2.6) 36 (24.0) 0

Laboratory abnormalities (worsened from baselinein m %"z

patients with NSCLC, are presented @bled4.

2 T refalited ik KEYNGIEZin
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Table4dy [ 02NI G2NB !'oy2NNIfAGASAE 22NAESYSR FNRY
with IntravenousKEYTRUDANd at a Higher Incidence than in the Chemotherapy Arm (Between Arm
SAFTTFSNBYOS 2F x p2 k-4, APaD pabufatod iBKEYNRTFEAR H: >
IntravenousKEYTRUDA Chemotherapy
200mg every 3 weeks N=615
Laboratory Test n=636
All Grades | Grades 24 All Grades Grades 4
n (%) n (%) n (%) n (%)
Chemistry
Calcium Decreased | 200(25.3) | 17(2.2) 146 (19.1) | 6 (0.8)

Laboratory abnormalities (worsened from baselinexin m sz

2 Frefaltted ik KB NGHTEBZ in

patients with nonsquamous NSClt@ated withintravenousKEYTRUDA combination with
pemetrexed and platinum chemotherapy, are presented ale45.

Table45Y

[ F 62N 2NEB

oYy 2NXIfAGASE

22NBESYSR TNRY

squamous NSCLC Treated wititravenousKEYTRUD# Combination with Pemetrexed and
Platinum Chemotherapy and at a Higher Incidence than in the Placebo, Pemetrexed and Platinum

/| KSY2UKSNI LR ' N¥Y o0.Si6SSy ! Ny S5AFFSHPYyOS 2F x p»
(KEYNOTE-189).
IntravenousKEYTRUDA Placebo +
Pemetrexed + Pemetrexed +
Platinum chemotherapy Platinum chemotherapy
Laboratory Test n=405 n=202
All Grades Grades %4 All Grades Grades %4

% % % %
Hematology
Neutropenia 48 20 39 18
Platelet count decreased 29 11 28 7
Chemistry
Hyperglycemia 62 9 57 7
Alanine aminotransferase 46 4 40 2
increased
Aspartate aminotransferase 46 3 38 1
increased
Creatinine increased 36 4 24 1
Hyponatremia 32 7 22 5
Hyperkalemia 24 3 18 3
Hypocalcemia 23 3 16 <1

[ 62NI G2NB

patients with squamous NSCLC treated witinavenousKEYTRUDA combination with carboplatin
and either paclitaxel or napaclitaxel are presented ifiable46.
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Table46Y

[ F 62N G2 NEB

oy 2NXIfAGASE

22NBESYSR TNRY

NSCLC Treated withtravenousKEYTRUD# Combination with Carboplatin and either Paclitaxel or
Nab-Paclitaxel and at a Higher Incidence than in the Placebo, Carboplatin and Either Paclitaxel or

Nabt I Of Al EST I'NY 6. SUs6SSYy ! NY¥ S5AFTSNKEONOTR T x
407).
Intraveno'usKEYTRUDA Placebo + Carboplatin +
Carboplatin + Paclitaxel or : :
. Paclitaxel or NabPaclitaxel
Laboratory Test Nab-Paclitaxel n=280
y n=278 -
All Grades Grades #4 All Grades Grades #4
(%) (%) (%) (%)
Hematology
White blood cell decreased 65 20 58 20
Platelet count decreased 64 10 53 10
Lymphocyte count decreased 49 17 46 12
Hypoalbuminemia 36 3 32 1
Chemistry
Aspartate aminotransferase 29 4 18 5
increased
Alamne aminotransferase 27 3 20 5
increased

Laboratory abnormalities (worsened from baselinein m s%"?

2 Frefaltted ik KB NCGHFLE, in

patients with NSCLC, are presented @ble47. Patients were treated witintravenousKEY TRU De

2mg/kg or 10 mg/kg every 3 weeks.

Tabled47Y

[ 62N 2NEB

oYy 2NXIfAGASE

22NESYSR FNRY

with IntravenousKEYTRUDANd at a Higher Incidence than in the Docetaxel Arm (Between Arm
SATFSNBY:OS! AT NI RS a8 (REVNGFELE):

OwDNJ RSa o

IntravenousKEYTRUDA
2 or 10mg/kg every Docetaxel
75mg/m? every 3weeks
Laboratory Test 3weeks n=309
n=682
All Grades | Grades 4 | All Grades | Grades #4
% % % %
Chemistry
Hyponatremia 31 8 25 3
Increased alkaline phosphatase 28 3 16 0.6
Increased aspartate aminotransferase 25 2 12 0.6
Alanine aminotransferase increased 21 2 9 0.3
Hypomagnesmia 19 0.3 13 0.3
Creatinine increased 18 0.9 9 0.6

Adjuvant NSCLC

Laboratory abnormalitiesnorsened from baseline i20% of patient} reported in KEYNOTI®1 in
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patients with resected NSCLC, are presentehinle48.

Table48 [ | 62 NI (2 NB

oy 2NNl tAGASE

2 2NBESYSR TNRY

KEYNOTH91 in patients with NSCLC Treated witiiravenousKEYTRUDA

IntravenousKEYTRUDA Placebo

200 mg every 3veeks
Laboratory Test*

All Grade¥ Grades 24 | All Grade Grades #4
% % % %

Chemistry
Alanine Aminotransferase 30 3.3 21 0.5
Increased
Aspartate Aminotransferase 29 2.8 20 0.9
Increased
Hyperkalemia 29 1.4 28 1.9
Creatinine Increased 28 0.5 27 0.2
Hyponatremia 21 3.6 20 2.1
Hypoalbuminemia 20 0.3 11 0
Hematology
Lymphocytes Decreased \ 23 \ 2.1 14 \ 1.6

patients).
W Graded per NCI CTCAE v4.03

* Each test incidence is based on the number of patients who had both baseline and at leastsindyolaboratory
measurement availablentravenousKEYTRUD®ange:575 to 578 patients) and placebo (range: 572 to 579

Neoadjuvant and Adjuvant Treatment of Resectable NSCLC
Laboratory abnormalities (worsened from baselin@ir20% of patients), reported in KEYNGBI/R in
patients with resectable NSCLC are presentethinie49.

Tabled9: [ | 6 2 NI ( 2 NB

oy 2NXIEAGASE

22NESYSR FNRY

NSCLC Treated withtravenousKEYTRUD# Combination with Chemotherapy as Neoadjuvant
Treatment, and then Continued as Monotherapy Adjuvant Treatment in KEYNEYIE

IntravenousKEYTRUDA Placebo +
Platinum Chemotherapy / Platinum Chemotherapy /
Laboratory Test KEYTRUDA Placebo
All Grades Grades #4 All Grades Grades #4
(%) (%) (%) (%)
Hematology
Anemia 81 9 77
White blood cell decreased 67 11 58 9
Neutrophil count decreased 65 29 65 29
Lymphocyte count decreased 48 16 42 13
Platelet count decreased 44 9 39 8
Hypoalbuminemia 28 1.8 24 1.5

Chemistry
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Hyperglycemia 57 7 56 7

Hyponatremia 53 11 49 11
Creatinine increased 50 2.8 40 2.8
ﬁlsrr; Q(Sae?jmmotransferase 44 33 37 23
ﬁi?:;?etﬁ aminotransferase 32 30 24 50
Hyperkalemia 32 5 31 3.0
Hypocalcemia 29 3.6 26 4.6
Alkaline phosphatase increaseo 27 1.0 23 0.5
Hypophosphatemia 25 6 26 7

Hypokalemia 21 6 18 3.3

* Each test incidence is based on the number of patients who had both baseline and at leaststndyolaboratory
measurement availabléntravenousKEYTRUD#ange: 385 to 395 patients) and placebo (range: 392 to 399 patients).

Hodgkin Lymphoma

Laboratory abnormalities (worsened from baselinein H £ 2
patients with Hodgkin Lymphoma are presented able50.

Table50Y [ I 62 NJ G 2 NB

Lymphoma Treated withntravenousKEYTRUDA

oYy 2NXIfAGASE

2 T refalted ik KBV NGIZDZin

LYONBF&aSR FTNRY

IntravenousKEYTRUDA Brentuximab vedotin
200mg every 3wveeks 1.8 mg/kg every 3weeks
Laboratory Test n=148 n=152
All Grades Grades #4 All Grades Grades #4
n (%) n (%) n (%) n (%)

Alanine Aminotransferase 50 (33.8) 9(6.1) 69 (45.4) 7 (4.6)
Increased
Alkaline Phosphatase 31 (20.9) 4 (2.7) 34 (22.4) 4 (2.6)
Increased
Aspartate Aminotransferase 57 (38.5) 8 (5.4) 62 (40.8) 6 (3.9)
Increased
Calcium Decreased 32 (21.6) 3 (2.0) 24 (15.8) 0
Creatinine Increased 42 (28.4) 5(3.4) 21(13.8) 4 (2.6)
Glucose Increased 68 (45.9) 6 (4.1) 55 (36.2) 3(2.0)
Hemoglobin Decreased 35 (23.6) 7(4.7) 50 (32.9) 12 (7.9)
Leukocytes Decreased 46 (31.1) 7 (4.7) 67 (44.1) 17 (11.2)
Lymphocytes Decreased 51 (34.5) 13 (8.8) 48 (31.6) 20 (13.2)
Neutrophils Decreased 41 (27.7) 12 (8.1) 64 (42.1) 25 (16.4)
Phosphate Decreased 47 (31.8) 8 (5.4) 29 (19.1) 5(3.3)
Platelet Decreased 50 (33.8) 15 (10.1) 39 (25.7) 7 (4.6)
Sodium Decreased 37 (25.0) 6 (4.1) 30 (19.7) 5(3.3)
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Primary Mediastinal Bcell Lymphoma (PMBCL)

Laboratory abnormalities (worsened from baselinesin H s%°?

patients with PMBCL are presentedTiable51.

Table51Y [ F 02N} i2NBE ! 0y 2NXYIEAGASE

LYONBF&aSR FTNRY

2 Frefalted ik KB NG Tin

IntravenousKEYTRUDA
200mg every 3veeks

Laboratory Test n=49
All Grades Grades 4
n (%) n (%)

Glucose Increased 16 (32.7) 2(4.1)
Hemoglobin Decreased 16 (32.7) 0

Leukocytes Decreased 16 (32.7) 4 (8.2)
Lymphocytes Decreased 13 (26.5) 7 (14.3)
Neutrophils Decreased 12 (24.5) 4(8.2)
Phosphate Decreased 11 (22.4) 4(8.2)

Urothelial Carcinoma

Laboratory abnormalities (worsened from baselinesin H sz

patients with urothelial cacerare presented imable52.

Table52Y { St SOG [+ 62 NJ

G2 NE

2 Frefaltted ik K57 KNGHABS in

1 560\6fP hdenitsfith NMetaStdtic Urdih@lideNNA y 3 Ay
CancerReceivingntravenousKEY TRUDwith enfortumab vedotin in KEYNOTA39

IntravenousKEYTRUDA Chemotherapy
200mg every 3weeks and
Enfortumab Vedotin
Laboratory Test All Grade& | Grades 24 | All Grade | Grades 34
% % % %
Chemistry
Hypercalcemia 21 1.2 14 0.2
Hyperglycemia 66 14 54 4.7
Hyperkalemia 24 1.4 36 4.0
Hypoalbuminemia 39 1.8 35 0.5
Hypocalcemia 18 0.2 19 1.2
Hypokalemia 26 5 16 3.1
Hyponatremia 46 13 47 13
Hypophosphatemia 44 9 36 9
Increased alanine aminotransferasg 59 5 49 3.3
Increased aspartats 75 4.6 39 3.3
aminotransferase
Increasectreatinine 71 3.2 68 2.6
Hematology
Anemia 53 7 89 33
Lymphopenia 58 15 59 17
Neutropenia 30 9 80 50
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Platelets decreased | 20 | 23 | 8 | 33
* Each test incidence is based on the number of patients who had both baseline and at leastsindyo
laboratory measurement availab(eange: 407 to 43@atients).
W Graded per NCI CTCAE v4.03
Laboratory abnormalities (worsened from baselinexin m /"> 2 T repalted ik KB NGIESZ in
patients with urothelial carcinoma not eligible for cisplatontaining chemotherapy are presented in
Table53.

Table53Y [ F 02N} G2NEB ! oy2NXYIFfAGASE LYONBIFASR FTNRY
Carcinoma Not Eligible to Cisplati@ontaining Chemotherapy (KEYNGUIHR2).

IntravenousKEYTRUDA
200mg every 3veeks
Laboratory Test N=370
All Grades Grades 4
n (%) n (%)

Chemistry
Alanine Aminotransferase Increased 104 (28) 12 (3.2)
Albumin Decreased 159 (43) 11 (3.0)
Alkaline Phosphatase Increased 125 (32) 26 (7)
Aspartate Aminotransferase Increased 113 (31) 18 (5)
Calcium Decreased 105 (28) 8 (2.2)
Calcium Increased 49 (13) 9 (2.4)
Creatinine Increased 161 (44) 17 (4.6)
Glucose Decreased 38 (10) 5(1.4)
Glucose Increased 201 (54) 31 (8)
Phosphate Decreased 79 (21) 20 (5)
Potassium Decreased 39 (11) 4(1.1)
Potassium Increased 104 (28) 18 (4.9)
Sodium Decreased 152 (41) 50 (14)
Hematology
Hemoglobin Decreased 198 (54) 36 (10)
Leukocytes Decreased 41 (11) 4(1.1)
Lymphocytes Decreased 161 (44) 56 (15)
Neutrophil Decreased 38 (10) 18 (4.9)
Platelet Decreased 55 (15) 6 (1.6)

Laboratory abnormalities (worsened from baselinexin m /8’2 2 Frepalted ik KB NGIEXIn
patients with urothelial carcinoma are presentedTliable54.
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Table54Y [ F02NF G2NEB ' oy2NXYIFfAGASE 22NBSYSR TNRBY .| 4Sf
Carcinoma treated withntravenousKEYTRUD&Nd at a Higher Incidence than in the Chemotherapy
I'NY 6. SG6SSy ! NY S5AFFSNBYOS 24) (WKEYN®FE4Sh! f £ DNIF RSA6

IntravenousKEYTRUDA
Chemotherapy
200 mg every 3 weeks N=255
Laboratory Test n=266
All Grades | Grades #4 All Grades | Grades #4
% % % %

Chemistry
Alkaline Phosphatase Increased 35.4 7.2 32.2 4.7
Aspartate Aminotransferase 26 38 196 24
Increased
Creatinine Increased 34.9 4.1 27.4 3.1

¢CKS Y2al FTNBIdSyidte o6x HmE>0 NBLR2NISR fF02NFi2NE O
CTCAE grade from baselineinmmavenousKEYTRUDs#mM were lymphocytes decreased and

phosphate decreased. The incidenceénitravenousKEYTRUDs#mM was lower than in the control arm

(lymphocytes decreased: 25.6% witiravenousKEYTRUDA 34.9% with chemotherapy; phosphate

decreased: 23.7% withtravenousKEYTRUDA 27.5% with chemotherapy). The most frequent liver

function test elevation by predetermined normal limit cutoffs was alkaline phosphatase (31.6%), a rate

only slightly higher than the chemotherapy control group (28.5%).

[ F02NIG2NE OoOY2NXIfAGASAE 062NBRSYSR FTNRYSHH St AyS
patients with highrisk NMIBC are presented Trable55.

Table55Y [ F 602NF 02NEB ! oy 2NX¥IFfAGASE LYONBI &SR FNRBY . I &as
NMIBC (KEYNOTI7).
IntravenousKEYTRUDA
200mg every 3weeks
Laboratory Test n=148
All Grades Grades 4
n (%) n (%)
Chemistry
Alanine Aminotransferase Increased 37 (25.0) 5(3.4)
Albumin Decreased 35 (23.6) 3(2.0)
Alkaline Phosphatase Increased 15 (10.1) 3(2.0)
Aspartate Aminotransferase Increased 30 (20.3) 5(3.4)
Bilirubin Increased 21 (14.2) 1(0.7)
Calcium Decreased 33 (22.3) 1(0.7)
Creatinine Increased 30 (20.3) 1(0.7)
Glucose Increased 86 (58.1) 11 (7.4)
Phosphate Decreased 34 (23.0) 9(6.1)
Potassium Decreased 16 (10.8) 2(1.4)
Potassium Increased 33 (22.3) 2(1.4)
Sodium Decreased 35 (23.6) 10 (6.8)
Hematology
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IntravenousKEYTRUDA

200mg every 3veeks
Laboratory Test n=148

All Grades Grades 4
n (%) n (%)

Hemoglobin Decreased 51 (34.5) 2(1.4)
Leukocytes Decreased 15 (10.1) 1(0.7)
Lymphocytes Decreased 36 (24.3) 2(1.4)
Platelet Decreased 18 (12.2) 1(0.7)

Colorectal Cancer

Laboratory abnormalities (worsened from baselinexin m s%"?

patientswith MSHH or dMMR colorectal carcinoma are presented able56.

Table56:[ | 6 2 NI (i 2 NEB

oy 2NXIEAGASE

2 Frefaltted ik KBY NG Zin

2 2NBSYSMSHFNRB Y . | A4St A
dMMR Colorectal Carcinom@ieated with IntravenousKEYTRUD#ANd at a Higher Incidence than in

0KS / KSY2G3KSNI LR ! NY 6. SGoSSy ! N¥Y¥ S5AFHSNBYOS 27F x
(KEYNOTE?77).
IntravenousKEYTRUDA Chemotherapy
200 mg every 3 weeks n=143
Laboratory Test n=153
All Grades | Grades # All Grades | Grades #
% % % %
Chemistry
Blood bilirubin increased 32 (20.9) 6 (3.9) 16 (11.2) 6 (4.2)
Glucose Decreased 27 (17.6) 2(1.3) 18 (12.6) 1(0.7)
Glucose Increased 68 (44.4) 14 (9.2) 71 (49.7) 7 (4.9)
Potassium Increased 38 (24.8) 10 (6.5) 26 (18.2) 2(1.4)
Sodium Decreased 50 (32.7) 18 (11.8) 48 (33.6) 14 (9.8)

Microsatellite Instability-High-Cancer (MSH) or Mismatch Repair Deficient (dAMMR) Cancer

Laboratory abnormalities (worsened from baselinein H St 2
KEYNOTE64 in patients with MSH cancer are presented Table57.

Table57: Laboratory AbnormalitiedVorsenedfrom BaselineOccurringh Y X H JE 2

IntravenousKEYTRUDKR KEYNOTES8 and KEYNOTIB4.

2 Frefaltted ik KB NGTESE and

Receiving (A Sy 4 &

IntravenousKEYTRUDA
200mg every 3wveeks
Laboratory Test All Grades Grades #4
98t 98"
Chemistry
Alanine Aminotransferase Increased 36.2 6.8
Albumin Decreased 37.3 3.3
Alkaline Phosphatase Increased 38.6 7.9
Aspartate Aminotransferase Increased 38.9 6.8
Calcium Decreased 29.3 2.1
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IntravenousKEYTRUDA
200mg every 3veeks
Laboratory Test All Grades Grades #4
98t 98t
Creatinine Increased 22.9 1.6
Glucose Increased 50.8 7.8
Phosphate Decreased 25.4 10.5
Potassium Increased 26.2 3.1
Sodium Decreased 30.8 8.8
Hematology
Hemoglobin Decreased 48.1 9.4
Leukocytes Decreased 24.4 2.6
Lymphocytes Decreased 44.8 16.0
Platelets Decreased 21.6 4.0
* Each test incidence is based on the number of patients who had both baseline and at leaststndydaboratory measurement
available (range: 370 to 4@fatients)
It Graded per NCI CTCAE v4.03

Endometrial Carcinoma (Not M$1 or not dAMMR)
Table58 summarizes laboratory abnormalities in patientsiomavenousKEYTRUDA combination with
lenvatinib.

Table58:[ 62 NI G2NE ! 0y 2NXIftAGASE 22NASYSR FTNRY
(Grades3-4) of Patients orintravenousKEYTRUDplus Lenvatiniin KEYNOTE46.

IntravenousKEYTRUD200 mg in Combination
. with Lenvatinib 20 mg
Laboratory Abnormality Al Grades Grade 34

o o
Chemistry
Increased creatinine 80 7
Hypertriglyceridemia 58 4
Hyperglycemia 53 1
Hypercholesteremia 49 6
Hypoalbuminemia 48 0
Hypomagnesemia 47 2
Increased aspartate aminotransferase 43 4
Hyponatremia 42 13
Increased lipase 42 18
Increased alanine aminotransferase 35 3
Increased alkaline phosphatase 32 1
Hypokalemia 27 5
Increased amylase 19 6
Hypocalcemia 14 3
Hypermagnesemia 4 3
Hematology
Thrombocytopenia 48 0
Leukopenia 38 2
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IntravenousKEYTRUD200 mg in Combination
. with Lenvatinib 20 mg
Laboratory Abnormality All Grades Grade 24
% o
Lymphopenia 36 7
Anemia 35 1
Increased INR 21 3
Neutropenia 12 3

#With at least 1 grade increase from baseline

P Laboratory abnormality percentage is based on the number of patients who had both baseline and at least one post baseliosy/la]
measurement for each parameter (range: 71 to 92 patients)

Laboratory abnormalities (worsened from baselinein H J£ 3
patients),reported in KEYNOTHS5 in patients with endometrial carcinoma are presentedaile59.

Table59:[ I © 2 NI & 2 NB

(Grades #4) of Patients with Endometrial Carcinoma KEYNOTFE75

loy2NXNIfAGASE

o! ff

D NJ R4§ afu

22NBSYSR TNRY

2 NJ X 032

EndometrialCarcinoma (not MSH or dAMMR)
IntravenousKEYTRUDA Doxorubicin or
200mg every 3wveeks Paclitaxel
Laboratory Test and Lenvatinib
All Grades | Grades 34 | All Grade$§ | Grades 4

% % % %
Chemistry
Hypertriglyceridemia 70 6 45 1.7
Hypoalbuminemia 60 2.7 42 1.6
Increased aspartate 58 9 23 1.6
aminotransferase
Hyperglycemia 58 8 45 4.4
Hypomagnesemia 53 6 32 3.8
Increased alanine aminotransferase 55 9 21 1.2
Hypercholesteremia 53 3.2 23 0.7
Hyponatremia 46 15 28 7
Increased alkaline phosphatase 43 4.7 18 0.9
Hypocalcemia 40 4.7 21 1.9
Increased lipase 36 14 13 3.9
Increased creatinine 35 4.7 18 1.9
Hypokalemia 34 10 24 5
Hypophosphatemia 26 8 17 3.2
Increased amylase 25 7 8 1
Hyperkalemia 23 2.4 12 1.2
Increased creatine kinase 19 3.7 7 0
Increased bilirubin 18 3.6 6 1.6
Hematology
Lymphopenia 50 16 65 20
Thrombocytopenia 50 8 30 4.7
Anemia 49 8 84 14
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EndometrialCarcinoma (not MSH or dAMMR)

IntravenousKEYTRUDA

Doxorubicin or

200mg every 3wveeks Paclitaxel
Laboratory Test and Lenvatinib
All Grade$ | Grades 4 | All Grade$ | Grades #4
% % % %
Leukopenia 43 3.5 83 43
Neutropenia 31 6 76 58

*  With at least one grade increase from baseline

paclitaxel (range: 240 to 322 patients).
" Graded per NCI CTCAE v4.03

" Laboratory abnormality percentage is based on the number of patients who had both baseline and at least dras@ose
laboratory measurement for each parametértravenousKEY TRUDIAnvatinib (range: 263 to 340 patients) and doxorubicin g

Renal Cell Carcinoma

Laboratory abnormalities (worsened from baselinein m s 2
patients with renal cell carcinoma are presented able60.

Table6OY [ | 62 NI i 2 NB

Loy 2NXIfAGASE

22NBESYSR TNRY

2 T regalited ik KBV NGHEREin

Carcinoma treated withntravenousKEYTRUD#nd Axitinib at a Higher Incidence than in the

{dzy AGAYAOD I N¥Y 6. SGsSSy ! NY 5ATFTSNDKEBNORELG) x p:iz
IntravenousKEYTRUDA I
o Sunitinib
axitinib N=425
Laboratory Test n=429 B
All Grades | Grades 24 | All Grades| Grades #4
n (%) n (%) n (%) n (%)
Activated Partial Thromboplastin Time 80 (18.6) 4(0.9) 51 (12.0) 0(0)
Increased
Alanine Aminotransferase Increased 253 (59.0) | 85(19.8) | 186 (43.8) 23 (5.4)
Aspartate Aminotransferase Increased | 241 (56.2) | 57 (13.3) | 234 (55.1) 19 (4.5)
Calcium Increased 112 (26.1) 3(0.7) 64 (15.1) 8 (1.9)
Glucose Decreased 52 (12.1) 1(0.2) 29 (6.8) 1(0.2)
Glucose Increased 262 (61.1) 38 (8.9) | 224 (52.7) 13 (3.1)
Lymphocytes Decreased 142 (33.1) | 46 (10.7) | 195 (45.9) 33 (7.8)
Potassium Decreased 71 (16.6) 15 (3.5) 49 (11.5) 10 (2.4)
Potassium Increased 145 (33.8) 26 (6.1) 92 (21.6) 7 (1.6)
Sodium Decreased 149 (34.7) 33(7.7) | 124 (29.2) 33 (7.8)

Laboratory abnormalities (worsened from baselinex20%0 ! f

DNJ RS & 0-4)& NJ x H?

patients),reported in KEYNOTIB1in patients with renal cell carcinoma are presented able61.

Table6lY [ I 62 NI {2 NB

oy 2NXIfAGASS

2 2NBESYSR TNRY

(Grade 34) of Patients ReceivinmtravenousKEYTRUDwith Lenvatinib in KEYNOTEB1
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IntravenousKEYTRUDA Sunitinib 50mg
200mg every 3 weeks
Laboratory Test with Lenvatinib
All Grades| Grade 34 | All Grades| Grade 34
%" %" %" %"
Chemistry

Hypertriglyceridemia 80 15 71 15
Hypercholesterolemia 64 5 43 1
Lipase Increased 61 34 59 28
Creatinine Increased 61 5 61 2
Amylase Increased 59 17 41 9
AspartateAminotransferaséncreased 58 7 57 3
Hyperglycemia 55 7 48 3
AlanineAminotransferasencreased 52 7 49 4
Hyperkalemia 44 9 28 6
Hypoglycemia 44 2 27 1
Hyponatremia 41 12 28 9
Albumin Decreased 34 0.3 22 0
Alkaline phosphatase Increased 32 4 32 1
Hypocalcemia 30 2 22 1
Hypophosphatemia 29 7 50 8
Hypomagnesemia 25 2 15 3
Creatine Phosphokinase Increased 24 6 36 5
Hypermagnesemia 23 2 22 3
Hypercalcemia 21 1 11 1
Hypokalemia 13 4 7 1
Hematology
Lymphopenia 54 9 66 15
Thrombocytopenia 39 2 73 13
Anemia 38 3 66 8
Leukopenia 34 1 77 8
Neutropenia 31 4 72 16
INR Increased 17 3 9 1
* With at least one Grade increase from baseline
M Laboratory abnormality percentage is based on the number of patients who had both baseline and at least dras@lost
laboratory measurement for each parametértravenousKEY TRUD®Ith lenvatinib (range: 343 to 349 patients) and sunitinib (rang
329 to 335 patients).

Grade3 and 4 increased ALT or AST was seen in 9% of patients.xGradeA Y ONB I 4 SR

NELR2NISR Ay
Recurrence of Grade H

cn OMY:: 0
AYyONBI &SR

LI ASydax
[ ¢

27

gK2Y

H N

both intravenousKEYTRUDsend lenvatinib (n=38) and was not observed on rechallenge with
intravenousKEYTRUD&one (n=3).

L[ ¢
00 M
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Adjuvant RCC
Laboratory abnormalities (worsened from baselinexin m sz
patients with RC@re presented irmable62.

2 T refaltted iIRKEYNOFEEZin

Table62Y [ 02NI G2NE !0y 2NNVIfAGASE 22NESYSR FNBY . I asSt
IntravenousKkEYTRUDAY R 4 | | A3AKSNJ LYOARSYOS GKFYy Ay [ 2y {N
pr ! £ £ DNI RS 3B4€]). KEINRTFEEE): ©wDNI RSa
IntravenousKEYTRUDA Placebo
200 mg every 3veeks
Laboratory Test n=4388 n=496
All Grades Grades 4 All Grades Grades &4
% % % %

Hematology

Hemoglobin Decreased 147 (30.1) 2 (0.4) 102 (20.6) 2 (0.4)

Lymphocytes Decreased 85 (17.4) 11 (2.3) 51 (10.3) 3 (0.6)

Sodium Decreased 108 (22.1) 16 (3.3) 65 (13.1) 9 (1.8)

Chemistry

Alanine Aminotransferase 96 (19.7) 20 (4.1) 54 (10.9) 1(0.2)

Increased

Alkaline Phosphate Increased 70 (14.3) 4(0.8) 31 (6.3) 0

Aspartate Aminotransferase 77 (15.8) 13 (2.7) 34 (6.9) 2(0.4)

Increased

Creatinine Increased 194 (39.8) 5(1.0) 146 (29.4) 1(0.2)

Glucose Increased 231 (47.3) 40 (8.2) 227 (45.8) 22 (4.4)

HNSCC
[ F62N) G2NE
presented inTable63.

Foy2NXIfAGASE

662NBESYSR TNPR Y4%alea St Ay S

Table63Y [ F02NF G2NEB ! 60y 2 NI f A ( Al8%of PateNSBafe8 Wth FNB Y . | 4 Sf
IntravenousKkEYTRUDAY R G | | A3IKSNJ LYOARSYOS GKFYy Ay [ 2y (N
pr !t DRM[GRSaBE]) APAD Pepulation
IntravenousKEYTRUDA Cetuximab
IntravenousKkEYTRUDA 200 mg every 3veeks .
. Platinum
200 mg every 3veeks Platinum FU
Laboratory Test n=300 FU _
n=287
n=276
All Grades| Grades 34 | All Grades| Grades 24 | All Grades| Grades #4
% % % % % %
Chemistry
Calcium increased 21 5 16 4 12 2
Creatinine increased 16 1 34 2 27 2
Hematology
Hemoglobin decreased 50 | 7 | 85 | 27 77 19
Gastricor Gastroesophageal junction (GEJenocarcinoma
KEYTRUD&Gt (pembrolizumabnjection) Pagel860f 318



[ 62NJ G2NEB

presented inTable64.

Table64:[ | 6 2 NI ( 2 NB

FoYy2NNEEAGASE 062NESYSR TNRWIWaea St Ay S

IntravenousKEYTRUDK KEYNOTB1L

loy2NXIfAGASA

22NBSYSR TNRY

IntravenousKEYTRUDA Placebo
200 mg every 3 weeks
Laboratory Test Tras“.’z‘.‘mab T_ra_st_u zumab .
Fluoropyrimidine and Fluoropyrimidine and Platinum
Platinum Chemotherapy Chemotherapy
All Grade& | Grades #4 All Grade$ Grades #4
% % % %
Hematology
Anemia 71 17 66 14
Thrombocytopenia 65 14 63 12
Neutropenia 64 20 59 18
Leukopenia 59 6.9 54 6.8
Lymphopenia 58 19 51 16
Chemistry
Hypoalbuminemia 56 2.9 52 3.9
Hypocalcemia 55 3.5 45 2.4
Increased AST 52 4.9 51 3.0
Hyperglycemia 51 7.3 56 6.0
Hypokalemia 40 13 35 12
Increased ALT 40 3.5 36 1.8
Increasedalkaline 39 2.9 39 4.2
phosphatase
Hypophosphatemia 33 10 34 10
Hyponatremia 32 7.5 32 9.7
Bilirubin increased 31 4.1 25 2.7
Hypomagnesemia 29 2.3 29 1.2
Increased creatinine 26 3.2 17 2.1

¥  Each test incidence is based on the number of patients who had both baseline and at leaststnéyoaboratory measurement

availableintravenousKEYTRUDRrastuzumab/FP or CAPOX (range: 340 to 347 patients) and placebo/ Trastuzumab/FP or CA
(range: 333 to 340 patients)

h Graded per NCI CTCAE v4.03

Laboratory abnormalities (worsened from baselinein H s 2
patients with locally advanced unresectable or metastatic gastric or gastroesophageal junction (GEJ)

2 Frefalted ik K5 NCGHESZ in

adenocarcinoma treated witmtravenousKEYTRUDA combination with fluoropyrimidineand
platinum-containing chemotherapy, are presentedliable65.
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Table65: [ | 0 2 NI G2 NE ! Oy 2NIXI § AGASa 2 ENﬁSySR FTNRY
IntravenousKEYTRUD KEYNOTB59

IntravenousKEYTRUDA Placebo
200 mg every 3 weeks
and FP or CAPOX andFP or CAPOX
Laboratory Test*
All Grade§ | Grades 24 | All Grade§ | Grades #4

% % % %
Hematology
Anemia 65 15 69 13
Thrombocytopenia 64 13 62 10
Neutropenia 62 24 57 20
Leukopenia 59 7 56 6
Lymphopenia 57 20 51 16
Chemistry
Increased AST 57 4.7 49 3.6
Hypoalbuminemia 55 4.1 52 2.9
Hyperglycemia 53 6 52 4.6
Hypocalcemia 49 3.6 45 3.3
Increased alkaline phosphatase 48 6 41 5
Hyponatremia 41 13 40 12
Increased ALT 40 4.2 29 2.9
Hypokalemia 35 10 27 9
Bilirubin increased 32 5 30 5
Hypophosphatemia 30 10 27 8
Hypomagnesemia 29 0.7 22 1.6
Increased creatinine 21 3.5 18 1.7
Hyperkalemia 20 3.7 18 2.9
Increased INR 20 1.4 22 0

*  Each test incidence is based on the number of patients who had both baseline and at leaststngydaboratory measurement
availableintravenousK EYTRUDRP or CAPOX (range: 210 to 766 patients) and placebo/ FP or CAPOX (range: 190 to 762 pa|
" Graded per NCI CTCAE v4.03

Esophageal Cancer

Laboratory abnormalities (worsened from baselinexin m /&2 2 Fregalted ik 5B NGIEDXIn
patients with esophageal carcinonaad gastroesophageal junction adenocarcindneated with
intravenous KEYTRUD¥combination with cisplatin and FU, are presented &ble66.
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Table66Y [ 02NI G2NEBE ! 60y 2 N¥I £ A ( A18% of Esppidg&alCariRer Paughty . | a4 St
ReceivingntravenousKEYTRUD# Combination withCisplatinand FUand at a Higher Incidence

than in the PlaceboCisplatin andFU/ KSY2 § KSNJ L2 ! N¥Y 0. SigSSy ! N¥ 5A F7
DNJ} RS&6 2 NJ A (WKEYNQFEOD)Y RSa o

IntravenousKEYTRUDA Placebo
200 mg every 3veeks Cisplatin
Cisplatin FU
Laboratory Test FU n=370
n=370
All Grades Grades 24 | All Grade$ Grades 4
% % % %
Hematology
Neutrophils Decreased 73.2 42.7 68.1 38.6
Leukocytes Decreased 71.1 20.5 70.3 16.2
Lymphocytes Decreased 51.4 20.8 47.3 16.5
Chemistry
Calcium Decreased 42.7 3.8 36.2 1.9
Phosphate Decreased 35.4 8.6 28.6 9.7
Alanine Aminotransferase 22.7 3.5 17.0 1.6
Increased
*  Graded per NCI CTCAE v4.03

Triple Negative Breast Cancer (TNBC)

Table67: Laboratory Abnormalities Worsened from Baselil@ccurringh Yy 20%of Patients Receiving
IntravenousKEY TRUDwith Chemotherapy in KEYNOT3IB5.

IntravenousKEYTRUDA Placebo
200mg every 3weeks every 3weeks
with chemotherapy with chemotherapy
Laboratory Test" All Grade& | Grades #4 All Grades #4
% % Grade$ %
%
Hematology
Anemia 90 20 85 19
Leukopenia 85 39 86 39
Neutropenia 76 49 77 52
Lymphopenia 70 26 70 19
Thrombocytopenia 54 19 53 21
Chemistry

Increased ALT 60 11 58 8
Increased AST 57 9 55 6
Hyperglycemia 52 4.4 51 2.2
Hypoalbuminemia 37 2.2 32 2.2
Increasedalkaline 35 3.9 39 2.2
phosphatase
Hypocalcemia 29 3.3 27 1.8
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Laboratory Test*

IntravenousKEYTRUDA

200mg every 3wveeks
with chemotherapy

with chemotherapy

Placebo
every 3weeks

All Grade$ | Grades #4 All Grades #4
% % Grade$ %
%
Hyponatremia 28 5 26 6
Hypophosphatemia 21 7 18 4.8
Hypokalemia 20 4.4 18 4.0

" Graded per NCI CTCAE v4.03

*  Each test incidence is based on the number of patients who had both baseline and at least one
study laboratory measurement availablatravenousKEYTRUDAchemotherapy (range: 566 to
592patients) and placebo + chemotherapy (range: 269 to 2a&tients).

EarlystageTriple-Negative Breast Cancer
Laboratory abnormalities (worsened from baselinein m s 2

patients withTNBGare presented imable68.

Table68:[ | 6 2 NI ( 2 NB

l oy 2NXIfAGASA

2 T refalted iRKEYNOFER Zin

of pavantS with RNB@ ne&ed

with IntravenousKEYTRUD#K combination withchemotherapy as neoadjuvant treatmentand then

continued as monotherapy as adjuvant treatment after surgady. S 6 SSy

DNJ RS & 6[Gradéd 24]) (KEYNOTE22).

I NY 5AFTFSN

IntravenousKEYTRUD200
mg every 3 weeksvith Placebo with
Chemotherapy/ Intravenous Chemotherapy/Placebo
Laboratory Test KEYTRUDZ00 mg every 3 n=389
weeks
n=783
All Grades | Grades 24 | All Grades| Grades #4
n (%o} n (%) n (%) n (%)
Hematology
Hemoglobin Decreased 752 (96.0) 170 (21.7) | 371 (95.4)| 74 (19.0)
Leukocytes Decreased 726 (92.7) 317 (40.5) | 355(91.3)| 126 (32.4)
Lymphocytes Decreased 608 (77.7) 209 (26.7) | 281 (72.2)| 84 (21.6)
Platelet Decreased 452 (57.7) 83 (10.6) | 222 (57.1)| 33(8.5)
Chemistry
Alanine Aminotransferase Increased 549 (70.1) 73 (9.3) 269 (69.2)| 18(4.6)
Aspartate Aminotransferase Increase( 508 (64.9) 47 (6.0) 226 (58.1) 7(1.8)
Glucose Increased 499 (63.7) 40 (5.1) 241 (62.0)|] 11 (2.8)
Sodium Decreased 292 (37.3) 72 (9.2) 110 (28.3)| 22 (5.7)
Albumin Decreased 276 (35.2) 9(1.1) 117 (30.1) 6 (1.5)
Potassium Decreased 251 (32.1) 44 (5.6) 95 (24.4) 11 (2.8)

“Graded per NCI CTCAE v4.0

* Chemotherapy: carboplatin and paclitaxel followed by doxorubicin or epirubicin and cyclophosphamig
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CervicalCancer

Laboratory abnormalities (worsened from baselinex20% of patients)reported inKEYNOT826are

presented inTable69.

Table69Y [ | 62 NI i 2 NB

oy 2NXIfAGASE

IntravenousKEYTRUD KEYNOTB26

IntravenousKEYTRUDA Placebo
200mg every 3veeks
YR OKSY2GKSI|IyR OKSY2(KS
Laboratory Test* }\/Nithout bevacizumab )Cvithout bevacizumab
All Grade$ | Grades 34 | All Grade$ | Grades 34
(%) (%) (%) (%)
Hematology
Anemia 80 35 77 33
Leukopenia 76 27 69 19
Neutropenia 66 39 58 31
Lymphopenia 61 33 56 33
Thrombocytopenia 57 19 53 15
Chemistry
Hyperglycemia 51 4.7 46 2.3
Hypoalbuminemia 46 1.3 38 5
Hyponatremia 40 14 38 11
Increased ALT 40 7 38 6
Increased AST 40 6 36 3.0
Increased alkaline phosphatase 38 3.4 40 2.3
Hypocalcemia 37 4.0 31 5
Increased creatinine 34 5 32 6
Hypokalemia 29 7 26 7
Hyperkalemia 23 3.7 27 4.7
Hypercalcemia 21 1.0 20 1.3
* Each test incidence is based on the number of patients who had both baseline and at leaststndydaboratory
measurement availabléntravenousKEYTRUD#us chemotherapy (range: 297 to 3patients) and placebo plus
chemotherapy (range: 299 to 3@&tients)
U Chemotherapy (paclitaxel and cisplatin or paclitaxel and carboplatin)
b Graded per NCI CTCAE v4.0

Biliary Tract Carcinoma
¢CKSNE gl & |

RATFSNBYOS 2F xp

AYOARSYyOS Ay

intravenousKEYTRUD#us chemotherapy versus placebo plus chemotherapy for decreased

lymphocytes (69% vs 61%). There were no clinically meaningful differences in incidence of-Grade 3

toxicity between arms.

Table70.[ | 6 2 NI & 2 NB

oYy 2NXIEAGASA
ReceivingntravenousKEYTRUD KEYNOTE66

22NBESYSR FTNRY
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IntravenousKEYTRUD&Nd Placebo and chemotherapy
chemotherapy
Laboratory Test* All Grade¥ Grades #4 All Grade$ Grades %4
% % % %
Chemistry
Increased AST 57 6 58 9
Increased ALT 55 5 63 7
Hyponatremia 55 4 56 5
Hypoalbuminemia 51 3.2 51 6
Hypomagnesmia 49 2.7 50 2.7
Hypocalcemia 47 5 43 4.2
Increased creatinine 41 5 39 7
Hyperphosphatemia 36 4 35 6
Increased alkaline phosphatase 35 3.5 36 4.3
Increased bilirubin 33 12 36 15
Hypophosphatemia 27 8 26 9
Hematology
Anemia 91 32 89 32
Leukopenia 81 32 79 27
Neutropenia 77 55 77 52
Decreased lymphocytes 69 32 61 24
Decreased platelets 68 24 69 25
*  Each test incidence is based on the number of patients who had both baseline and at leastsindyon
laboratory measurement availablgttravenousKEYTRUD#ange: 517 to 52patients) and placebo (range: 522
to 532patients).
“  Graded per NCI CTCAE v5.0

8.5 PostMarket Adverse Reactions

The following adverse reactions have been identified during-ppproval use ointravenous
KEYTRUDAecause these reactions are reported voluntarily from a population of uncertain size, it is
not always possible to reliably estimate their frequency or establish a causal relationship to drug
exposure.

Eye disordersVogtKoyanagHarada syndrome

Immune system disorderdniemophagocytic lymphohistiocytosis
Endocrine disordershypoparathyroidism

Nervous system disordersiptic neuritis

9. Drug Interactions

9.2 Drug InteractionOverview

No formal pharmacokinetic drug interaction studies have been conducteddEMTRUDBC Since
pembrolizumab is cleared from the circulation through catabolism, no metabolicahugyinteractions
are expected.

9.4 DrugDruglinteractions
The use of systemic corticosteroids or immunosuppressants before st&fig RUDBCshould be
avoided because of their potential interference with the pharmacodynamic activity and efficacy of
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KEYTRUD®C However, systemic corticosteroids or other immunosuppressants can be used after
startingKEYTRUD®CQ0 treat immunemediated adverse reactionSée7 Warnings and Precautions
Corticosteroids can also be used as premedication, WiV TRUD®Os used in combination with
chemotherapy, as antiemetic prophylaxis and/or to alleviate chemotherefated adverse reactions.

10. Clinical Pharmacology

10.1 Mechanism of Action

PD1 is an immuneheckpoint receptor that limits the activity of T lymphocytes in peripheral tissues.
The PBL pathway is an immune control checkpoint that may be engaged by tumour cells to inhibit
active TFcell immune surveillanc&embrolizumalis a high affinity antibody against ADwhich exerts
dual ligand blockade of the PDpathway, including RD1 and PEL2, on antigen presenting or tumour
cells. By inhibiting the RDreceptor from binding to its ligandgembrolizumalreactivates tumour
specift cytotoxic T lymphocytes in the tumomnicroenvironment.

KEYTRUDBCsolutioncontains the active substance pembrolizumab which provides the therapeutic
effect of this medicinal product and berahyaluronidase alfa (variant of human hyaluronidase PH20), an
enzyme that temporarily and locally breaks down hyaluronan. Hyaluronan igsepoharide found in

the extracellular matrix of the subcutaneous tissue. Berahyaluronidase alfa activity results in enhanced
dispersion and permeation, which facilitates delivery of medicinal products that aagmmistered
subcutaneously.

10.2 Pharmacodynamics

There are no clinically significant exposuesponse relationships for efficacy or safety for intravenous
pembrolizumab across the approved dosing regimens, regardless of cancerligpexposures from
subcutaneoupembrolizumaldoses of 790 mg every 6 weeks or 395 mg every 3 weeks are within the
range of exposures frommtravenouspembrolizumaldoses.

10.3 Pharmacokinetics

Subcutaneous gmbrolizumab

In Study MK3475AD77, pembrolizumab PK following subcutaneous administratidfE0fTRUDA SC
790 mg every 6 weeks or intravenous administration of pembrolizumab 400 mg every 6wareks
compared(Seel4 Clinical TriaJsStudy MK3475AD77 demonstrated noninferior exposures of
KEYTRUD®C790 mg every 6 weeks administered subcutaneouskBEY TRUD#0 mg every 6 weeks
administered intravenously as shownTiable71.

The pharmacokineticK)of pembrolizumab was studied in patients wildvanced solid tumas who
receivedKEYTRUD&((395 mg every 3 weeks or 790 mg every 6 weeks) as monotherapy or in
combination therapySeeTable72). Based on Pagation Pharmacokinetics (PopP&halysisKEYTRUDA
SCPK can be described witinst order absorptiorand a twecompartment model wititime-dependent
clearance and a fixed effect of body weighteadystate concentrations of pembrolizumab were
reached by 16 week3he systemic accumulation ratio was-10&d following administration of
KEYTRUD®C790 mg every 6 weeks and Zdld following administration oKEYTRUD&C395 mg
every 3 weeks
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Table71: Pembrolizumab exposure (geometric mean with CV%) following subcutaneous or
intravenous administration of pembrolizumab

Primary KEYTRUDA SQ Intravenous KEYTRUD/ % Ratio of Confidence
Endpoints 790 mg Q6W, SC 400 mg Q6W, IV Geometric Interval
N=245 N=126 Means
modekpredicted 1,633 (40.4%) 1,438 (26.2%) 1.14 96% ClI: (1.06.22)
Cycle 1
AUG—Gweeks
(mcg-day/mL)
modekpredicted 39.2 (43.3%) 23.5 (44.26) 1.67 94% ClI: (1.52.84)
Cycle 3 (Steady
State) Gough
(mcg/mLy
a  Cycle 3 (Steady State) mogekdicted Gough Were evaluable in 202 participants in KEYTRUDA SC arny
101 participants in intravenous KEYTRUDA arm.

Abbreviation: SC = subcutaneous; IV = intravenous

Table72: Summary of Pembrolizumab Pharmacokinetic Parameterské&Y TRUDBC395 mg Q3W or
790 mg Q6W in patients with advanced solid tumors

Tmax CL T
Girough Gax AUG: tau (Day) (L/da ) Vss(L), (DZZ)
(mcg/mL) | (mcg/mL) | (mcg*day/mL) | median GMy GM Gl\ill
0, 0, 0, i 0,
GM (CV%) GM (CV%) GM (CV%) (mmau?() (V%) (CV%) (CV)
3% Mg QW 20.3 33.0
SC Cycle 1 : :
34.2%) | (a0.6%) | °4636.70)
n=44
395 mg Q3W
SC steady 49.0 76.5
State s | (30.0%) 1343(39.9%)
n=44 4 0-1?5 6.0 22 (32%)
790 mg Q6W (1 to 35) | (40%) (20%)
SCCycle1| 19.36 64.88 .
(52.2%) | (aa.006) | 1633 (40:4%)
n=245
790 mg Q6W
SCsteady | 3923 98.96
state 43.3%) | (36.8%) | 2728 (35:5%)
n=202

Parameter are presented based population pharmacokinetic anadjs Vss CL, and 1l; (reported under Distribution and
Elimination) were considered the same for the SC and IV formulations in the population pharmaceakiaktiis
Abbreviation: AUg&..: area under the curve from time zero to dosing intervahsxdnaximum concentration; tGugh;

minimum concentration; GM: geometric mean; @defficient ofvariation; t¥2: terminal halfife; Tnax time to reach Gax; Vs
volume of distribution at steadgtate; CL: clearance at steasiate
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Absorption

Following administration asubcutaneougembrdizumab, the mean bioavailability (coefficient of
variation [CV] %) of pembrolizumab is approximately 60% (14%€.median time to maximum serum
concentration (fay of pembrolizumab is approximately 4 days (range: 1, 35 days). At steady state, the
mean Gax0f pembrolizumab is 99.0 mcg/mL KEYTRUDBC790 mg every 6 weeks and 76.5 mcg/mL
for KEYTRUD®C395 mg every 3 weeks.

Distribution:
The volume of distribution of pembrolizumab at steady state is small (approximately 6.0 L; Coefficient
of Variation (CV): 20%).

Metabolism:
Pembrolizumab isatabolzed through nonspecific pathways; metabolism does not contribute to its
clearance.

Elimination

Pembrolizumab clearance parameter (CV%) is approximately 23% lower [geometric maah/d®p
(40%)] after achieving maximal change at steady state compared with the first dosal(RE® [CV%:
37%l]); this decrease in clearance with time is not considered clinically important.

The geometric mean value (CV%) for the terminatltial{tyz) is 17 days (27%) after the first dose and
22 days (32%) at steady state.

Special Populations and Conditions

No clinically significant differences in the pharmacokinetics of pembrolizumab were observed based on
age (37 to 87 years), race , sex, body weight (37 tk@4umaur type (melanoma, n-Small Cell
LungCancerand Fenal Gell Carcinoma, or injection site (thigh or abdomen).

Pediatrics Basedon PopPKanalysispembrolizumalkexposurefollowing administrationwith
KEYTRUDBCdosageof 395mgevery3 weeksor 790mg every6 weeksin pediatricpatients12 years
of ageor older who weighgreaterthan 40 kgare expectedto be comparableo thoseof adult patients
at the samedosage.

Hepatic InsufficiencyNo dedicated studies @ubcutaneous pembrolizumab have been conducted in
patients with hepatic impairment (SéeWarnings and Precautiorend4 Dosage and Administratipn

Renal Insufficiency No dedicated studies aubcutaneous pembrolizumaiave been conducted in
patients with renal impairmen{See7 Warnings and Precautiorand4 Dosage and Administratian

Intravenous pembrolizumab
For pharmacokinetic information antravenous pembrolizumalplease refer to the separate Product
Monograph forintravenousKEYTRUDA

104 Immunogencity
All therapeutic proteins have the potential for immunogenicity.

The detection of antibody formation is highly dependent on the sensitivity and specificity of the assay.
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Additionally, the observed incidence of antibody (including neutralizing antibody) positivity in an assay
may be influenced by several factors including assay methodology, sample handling, timing of sample
collection, concomitant medications, and underlyidisease. For these reasons, comparison of
incidence of antibodies in the studies described below with the incidences of antibodies in other
studies or to other products may be misleading.

In Study MK3475AD77,pembrolizumalimmunogenicity was characterized following subcutaneous
administration ofKEYTRUDBC790mg every Bveeks or intravenous administration of pembrolizumab
400mg every 6rveeks.With a median duration of treatment osubcutaneous pembrolizumab

exceeding @nonths (range: Hay to 12.5 months), 1.4% (3/211) of patients developed treatment
emergent antipembrolizumab antibodies, and 0.5% (1/211) developed neutralizing antibodies. In the
intravenouspembrolizumabarm, 0.9% (1114) of patients developed treatmesmergent anti
pembrolizumab antibodies, and 0% (0/114) developed neutralizing antibddigsto a small number

of positive responses reportednpactof anti-pembrolizumab binding or neutralizing antibodw
pharmacokinetics, efficacy and safetykdY TRUD&Ccannot be determinedOverall, the

pembrolizumab immunogenicity profile KEYTRUD®Owas consistent with the known

immunogenicity profile ointravenousKEYTRUDA

In Study MK3475AD77, the incidence of treatmergmergent antiberahyaluronidase alfa antibodies
was 1.5% (3/194), with low titer values reported for all three subjects and no detectable systemic
concentration of berahyaluronidase alfa. No neutralizing analysis was pextbion berahyaluronidase
alfa ADApositive samplesThe clinical relevance of the development of amrahyaluronidase alfa
antibodies after treatment wittKEYTRUD®Os unknown.

11. Storage, Stabilityand Disposal

KEYTRUD®Csolution forinjection: Store under refrigeration at 2°C to 8°C. Protect from light. Do not
freeze. Do not shake.

For storage conditions aftéhe medicinal product has been withdrawn into thgringe See4 Dosage
and Administration

12. Special Handling Instructions

Any unused medicinal product or waste material should be disposed of in accordance with local
requirements.
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Part 2: Scientific Information
13. Pharmaceutical Information

Drug Substance
Proper namepembrolizumab

Chemical naméihumanized X PID_mAb (H409A11) IgG4

Molecularformula and moleculamassthe intact protein has a moleculérmula of
C6504H10004N171602036S46e observed molecular weight of the most abundant form of the
intact antibody is 189 kDa.

Structural formulapembrolizumab is an IgG4 monoclonal antibody subtype and contains 32 cysteine
residues. A correctly folded antibody molecule includes 4 disulfide linkages as interchain bonds and
12intrachain bonds.

Physicochemical propertieBembrolizumalalrug substance solution is colorless to slightly yellow. The
solution clarity is clear to opalescent. It is essentially free of extraneous particulates and may contain
some proteinaceous particulates.

Pharmaceutical standard: professed.

Product Characteristics:
Pembrolizumatis an 1gG4 monoclonal antibody subtype and is produced in Chinese hamster ovary cells
by recombinant DNA technology.

Viral Inactivation:
Not applicable

14.Clinical Trials
14.1 ClinicalTrials by Indication

KEYTRUDEC

NSCLC

Study MK3475AD77

Study Demographics and Trial Design
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Table73: Summary of Patient Demographics for Clinical Trial in NSCLC

Study # Study Design Dosage, route of Study subjects | Age Sex
administration and | (n) (range)
duration
Study MK- | Phase 3 KEYTRUD&C 790 377 randomized: | 65 Male:
3475AD77 | randomized, mg Q6W with KEYTRUDBC (37t087) | 71%
multicenter, platinum-doublet Arm: 251 Female:
openabel, chemotherapy or Intravenous 29%
activecontrolled | Intravenous KEYTRUDAmM:
noninferiority KEYTRUD#00 mg 126
study of Q6W with platinum
KEYTRUD&C doublet
chemotherapy

Study MK3475AD77 was a randomized, multicenter, oplaiel, activecontrolled trial conducted to
compareKEYTRUD®Cwith intravenousKEYTRUDAoth in combination wittplatinum doublet

chemotherapy, in patients with metastatic, squamous or {sgmamous NSCLC who had not received

prior systemic treatment for metastatic NSCLC and in whom there were no EGFR, ALK or ROS1 genomic
tumour aberrations Study MK3475AD77 was designed to evaluate the riprfieriority of

pembrolizumab Cyclé AUGswsand Steady State (Cy@g Gough Of KEYTRUDBCcompared with
intravenousKEYTRUD@rimary endpointseel0 Clinical Pharmacologyecondary endpoints
includedobjective response rat€dRR and progression free survival (PEShassessed by BICR using
RECISI.1, and overall survival (QS)

Patients with autoimmune disease that required systemic therapy witlyiea2s of treatment; a
medical condition that required immunosuppression; or who had received more th&y3# thoracic
radiation within the prior 26veeks were ineligible.

A total of 377 ptients were randomized (2:1) to receive eithEY TRUDBC790mg subcutaneously
every 6weeks with platinum doublet chemotheragg=251)or intravenousKEYTRUDA0mMg
intravenously every @eeks with platinum doublet chemotherafg=126) Randomization was

stratified by ECOG performance status (0 vs. 1), histology (squamous ssgjuamous), PD1 TPS

(<50% vsib0%), and geographic region (East Asia vs. North America/Western Europe/Australia/New
Zealand vs. Rest of the World).

The histologybased chemotherapy regimens are as follows:

1 Nonsguamous NSCLC: pemetrexed 500 ntgind a platinum chemotherapy (cisplatin #tg/m?
or carboplatin AUC Bgig/mL/min) intravenously every &eeks for 4ycles, followed by
pemetrexed 500ng/m? intravenously every $/eeks.

1 Squamous NSCLC: carboplatin Au@enL/min and a taxane (paclitaxel 26@/m? on Dayl of
each 21day cycle or nalpaclitaxel 10Gng/m?on Days 1, 8 and 15 of each-@dy cycle)
intravenously every /eeks for 4cycles.

Treatment withKEYTRUD@Cor intravenousKEY TRUD&ontinued until RECIST1-defined
progression of disease as determined by the investigator, unacceptable toxicity, or a maximum of
18cycles (approximately 2donths). Assessment of tumostatus was performed everyveeks
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through Weekl8, every veeks through Week5 and every 1%veeks thereafter.

Table74: Baseline Characteristics Btudy Mk3475AD77

KEYTRUDAC + IntravenousKEYTRUDA
Platinum Doublet Platinum Doublet
Chemotherapy Chemotherapy
n=251 n=126
n (%) n (%)

Men 182 (73%) 86 (68%9)
Women 69 (27%) 40 (32%)
Age (median year9 65 66
Age (range year9 39-87 37-83
Race

White 158 (63%) 78 (62%)

Asian 74 (29%) 36 (29%)

Black or African American 5 (2%) 5 (4%)

Other 14 (6%) 7 (6%)
Ethnicity

Hispanic or Latino 74 (29%) 41 (33%)

Not Hispanic or Latino 177 (%) 85 (6/%)
ECOG PS

0 89 (35%) 42 (33%)

1 162 (65%) 84 (67%)
Histology

Non-Squamous 167 (67%) 83 (66%)

Squamous 84 (33%) 43 (34%)
PDL1 status

TPS <1% 101 (40%) 57 (45%)

TPS #49% 80 (32%) 34 (27%)

¢t { XpJE: 48 (19%) 25 (20%)

Unknown 22 (9%) 10 (8%)
Brain Metastasis Status at Baseline

Yes 19 (8%) 14 (11%)

No 232 (92%) 112 (89%)

StudyResults

Study MK3475AD77 demonstrated noninferiority of pembrolizumab exposure for KEYTRUDA SC

administered subcutaneously to KEYTRUDA administered intravenously as si@abfeii.

Table75 summarize®fficacy results for ORR
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Table75: Resultsof Objective Response Rate Study Mk3475AD77

KEYTRUDBCH IntravenousKEYTRUDA
Endpoint Platinum Doublet Platinum Doublet
P Chemotherapy Chemotherapy
n=251 n=126
ORR* % (95% CI) 45.4% (39.1, 51.8) 42.1% (33.3,51.2)
Complete response % 3.2% 1.6%
Partial response % 42.2% 40.5%
Based on patients with a best overall response as confirmed complete or partial respo
" SC minus IV arm; based on stratified Miettinen and Nurminen Method

Descriptive results of the exploratory analysis of the secondary efficacy endpoinagd€ssed PFS
were: KEYTRUDA SC: median duration of PFSnothis (95% CI: 6.3, 8.3); intravenous KEYTRUDA:
median duration of PFS = hi®nths (95% CI: 6.2, 9.7).

IntravenousKEYTRUDA

Information in this section reports data from a separate Product Monograph for intravenous
KEYTRUDAIse ofKEYTRUD&Cfor theseauthorizedindications is supported by evidence from
adequate and weltontrolled studies conducted witimtravenousKEY TRUDecross tumar types, and
additional pharmacokinetic, efficacy, and safety data from StudyBMIF6AD77(seel0 Clinical
Pharmacologynd8 Adverse Reactiohs

Melanoma

KEYNOTE0D6: Controlled trial in melanoma patients naive to treatment with ipilimumab

The efficacy ointravenousKEYTRUD#asinvestigated in KEYNOUDEG, a multicenter, controlled,

Phase Il study for the treatment of unresectable or metastatic melanoma in patients who were naive
to ipilimumab and who received no or one prior systemic therapy. Patients were randomized (1:1:1) to
receiveintravenousKEYTRUD& a dose of 1@ng/kg every 2 (n=279) orBeeks (n=277) or ipilimumab

at a dose of 3 mg/kg every 3 weeks (n=278). Randomization was stratified by line of therapy, ECOG
performance status, and PDOL expression status. The stuelxcluded patients with autoimmune

disease or those receiving immunosuppression; previous severe hypersensitivity to other monoclonal
antibodies; and HIV, hepatitis B or hepatitis C infection. Patients with BRAF V600E mutant melanoma
were not required tchave received prior BRAF inhibitor therapy.

Patients were treated witlntravenousKEY TRUDUxtil disease progression, unacceptable toxicity, 24
months of therapy, or in the case of complete response, 6 months of therapy plus at least two doses
beyond complete response. Clinically stable patients with initial evidence of disease progression were
permitted to remain on treatment until disease progression was confirmed. Assessment of tumour
status was performed at 1®eeks, then every @ieeks throughVeek 48, followed by every Meeks
thereafter.
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Table76: Baseline Characteristics in KEYN@DB.

Intravenous Intravenous
KEYTRUDA KEYTRUDA Ipilimumab
10mg/kg every 10 mg/kg every _
3weeks 2 weeks n=278
n=277 n=279

Men 63% 58% 58%
Women 37% 42% 42%
Age (median) 63 61 62
Age (range) 22-89 years 18-89 years 18-88 years
Prior systemic therapies

0 67% 66% 65%

1 33% 34% 35%
ECOG PS

0 68% 70% 68%

1 32% 30% 32%
PDL1 status*

Positive 80% 81% 81%

Negative 19% 18% 17%
M-stage at study entry

MO 3% 3% 5%

M1 1% 2% 2%

Mla 12% 8% 11%

M1b 15% 23% 19%

M1lc 68% 64% 64%
Baseline LDH

Normal 63% 69% 64%

Hevated 35% 29% 33%
BRAF status

wild type 64% 63% 61%

V600 mutant 35% 35% 38%
History of Brain Metastases

No 89% 91% 90%

Yes 10% 8% 10%
*Bgsed oran imrpunqhi§toche[nistry research assay with the 22C3RIDML1 antibody. PIL1 positive =
YSYONI YS SE LMD ks wighyi turkolir nasts as assessed prospectively

The median duration of exposure was 5.6 months (range: 1 day to 11.0 monthsyd@enous
KEYTRUDsxd similar in both treatment arms. Fifgne and 46% of patients receivedravenous

KEYTRUDAN Y3k 3 SOSNE H 2Nl o 6SS14ax NBaLSOUAGStes Tz
receved treatment for more than ongear.

The primary efficacy outcome measures were OS and PFS; as assessed by Integrated Radiology and
Oncology Assessment [IRO] review using Response Evaluation Criteria in Solid Tumours [RECIST 1.1].
Secondary efficacy outcome measures were ORR and respons®dLifable77 summarizes key

efficacy measures, and the Kapliteier curves for OS and PFS are showfigarel and Figure2.
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Based on a formal interim analysis for OS that occurred at a minimum of 12 months follow up in which
289 deaths were observeahtravenousKEYTRUD#emonstrated clinically meaningful and statistically

significant improvement in OS compared in patients with unresectable or metastatic melanoma
previously untreated with ipilimumatihe OS HRs vs. ipilimumab were 0(88%CI: 0.52, 0.90; p
0.00359 for patients treated withintravenousKEYTRUDKI mg/kg every 3veeks and.63(95%Cl:
0.47, 0.83; p0.00052 for patients treated withntravenousKEYTRUDKO mg/kg every 2veeks The
OS rate at 12 months was 68.496% CI: 62.5, 73.6)r patients treated wth intravenousKkEYTRUDA
10mg/kg every 3veeks, 74.1% (95% CI: 68.5, 7&®)patients treated withintravenousKkEYTRUDA
10mg/kg every 2veeks and 58.2% (95% CI: 51.8, 64d))patients treated with ipilimumabMedian
OS was not reached for any of the three treatment arne FFS HRs vs. ipilimumab were
0.58(95%CI: 0.47, 0.72;40.0000) for patients treated withintravenousKEYTRUDK0 mg/kg every
3 weeks and).58(95%Cl: 0.46, 0.72;0.0000) for patients treated withintravenousKEYTRUDA
10mg/kg every 2veeks The median PFS in months was @3% CI: 2.9, 6.8)r patients treated with
intravenousKEYTRUDK mg/kg every 3veeks, 5.5 (95% CI: 3.4, 6f@) patients treated with
intravenousKEYTRUDK mg/kg every 2veeks and 2.8 (95% ClI: 2.8, 2f®) patients treated with

ipilimumab.

Table77: Response tdntravenousKEYTRUDZR0 mg/kg every 2 or 3veeks in Patients with
Ipilimumab Naive Advanced Melanoma in KEYN@UE (Intentto-Treat Analysis).

Intravenous Intravenous
KEYTRUDA KEYTRUDA Ipilimumab
Endpoint 10mg/kg every 10 mg/kg every n=278
3weeks 2 weeks
n=277 n=279
Primary Efficacy Outcome Measure OS
Number (%) of patients 92 (33%) 85 (30%) 112 (40%)
with event
Hazard rati6 (95% CI) 0.69 (0.52, 0.90) 0.63 (0.47, 0.83)
p-Valu¢ 0.00358 0.00052

Median in months (95% C

Not reached (NA, NA

Not reached (NA, NA

Not reached (13,
NA)

Primary Efficacy Outcome

Measure PFS by IRO*

Number (%) of patients
with event

157 (57%)

157 (56%)

188 (68%)

Hazard rati6 (95% CI)

0.58 (0.47, 0.72)

0.58 (0.46, 0.72)

p-Value

<0.00001

<0.00001

Median in months (95% C

4.1(2.9, 6.9)

5.5 (3.4, 6.9)

2.8 (2.8, 2.9)

Secondary Efficacy Outco

me Measure Best Overall Response by IRO*

ORR % (95% Cl)

33% (27, 39)

34% (28, 40)

12% (8, 16)

Complete response n (%) 17 (6%) 14 (5%) 4 (1%)

Partial response n (%) 74 (27%) 80 (29%) 29 (10%)

Secondary Efficacy Outcome Measure Response DuratignRO*

Median in months (range) Not reached 8.3 Not reached
(1.4+, 8.1+) (1.4+, 8.3) 1.1+, 7.9+4)

*IRO = Independent radiology plus oncologist review using RECIST 1.1
"Hazard ratioifitravenousK EYTRUD#ompared to ipilimumab) based on the Cox proportional hazard mod
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Endpoint

Intravenous
KEYTRUDA
10mg/kg every
3weeks
n=277

Intravenous
KEYTRUDA
10 mg/kg every
2 weeks
n=279

Ipilimumab
n=278

stratified by line of therapy, ECOG performance status, and. PBxpression status
“Based on stratified Log rank test
SBased on patients with a best overall response as confirmed complete or partial response
NA = not available

Figurel: KaplanMeier Curve for Overall Survival by Treatment Arm in KEYNQO&(Intent to Treat

Population)*

Number at Risk

Overall Survival (%)

IV Pembrolizumab 10 mg/kg every 2 weeks 279
IV Pembrolizumab 10 mg/kg every 3 weeks 277

Ipilimumab

100 =
AT
90
80
70 A
60+
50
40+
30
20
10 Treatment arm
—— [V Pembrolizumab 10 mg'kg every 2 weeks
4 ——— IV Pembrolizumab 10 mg'kg every 3 weeks
Ipilimumab
S
0 4 8 1 20 24 28
Time in Months
249 221 202 176 156 44 0
251 215 184 174 156 43 0
278 213 170 145 122 110 28 0

*based on the final analysis with an additional folapr of 9 months (total of 383 deaths as fmeecified in the

protocol)
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Figure2: KaplanMeier Curve for Progressichree Survival (Based on IRO) by Treatment Arm in
KEYNOTHOG6 (Intent to Treat Population) *
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o
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0 4 8 12 16 20 24 28
Number at Risk Time in Months
IV Pembrolizumab 10 mg/kg every 2 weeks 279 148 116 98 82 52 16 0
IV Pembrolizumab 10 mg/kg every 3 weeks 277 136 111 91 84 60 13 0
Ipilimumab 278 88 48 34 29 16 5 0

*based on the final analysis with an additional folloyy of 9 months (total of 566 events)

Subpopulation analysis by PDL status

In a subgroup analysis of KEYNOUE, the association between R expression status using pre
defined 1% expression levels and efficacy measures suggested a clinically important signal predictive of
the treatment effect in PFS and OS. InlADpositivepatients,intravenousK EY TRUDdemonstrated
improved efficacy vs ipilimumab ipilimumabnaive subjects with advanced melanoma across all
efficacy endpoints. In contrast, no meaningful difference was detected in efficacy between the
treatment groups in tk PDL1 negative patients. Among patients who were evaluable fet PD
expression (98%), 82% were-BDpositive and 18% were RID negative. The PFS HRs (pooled
intravenousKEYTRUDAO mg/kg every 2 or 8veeks] vs. ipilimumab) were 0.§35%CI: 0.43, 0.65) for
PDL1 positive patients and 0.795%Cl: 0.47, 1.11) for RDL negative patients. The OS HRs for pooled
intravenousKEYTRUD. ipilimumab were 0.5@5%ClI: 0.43, 0.73) for RDL positive patients and
0.95(95%ClI: 0.56, 1.62) for RDL negativepatients.

Subpopulation analysis by BRAF mutation status

A subgroup analysis of KEYN@UE in patients who were BRAF wild type, BRAF mutant without prior
BRAF treatment and BRAF mutant with prior BRAF treatment was performed. The PFS hazard ratios
(HRs) (poolethtravenousKEYTRUDAO mg/kg every 2 or 3veeks] vs. ipilimumab) were 0.595%CI:

0.45, 0.73) for BRAF wild type, 086% CI: 0.32, 0.77) for BRAF mutant without prior BRAF treatment,
and 0.73 (95% ClI: 0.48, 1.11) for BRAF mutant with prior BRAF treatment. The OS$btitsdor
intravenousKEYTRUD. ipilimumab wer®.61 (95% CI: 0.46, 0.82y BRAF wild typd).69 (95% CI:
0.33, 1.45¥or BRAF mutant without prior BRAF treatment, &nd5 (95% CI: 0.45, 1.26y BRAF
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mutant with prior BRAF treatment. ORR for pooieitlavenousKEYTRUD. ipilimumab was 34% vs.
13% for BRAF wild type, 41% vs. 13% for BRAF mutant without prior BRAF treatment, and 21% vs. 6%
for BRAF mutant with prior BRAF treatment.

KEYNOTED2: Controlled trial in melanoma patients previouslkyated with ipilimumab

The efficacy ointravenousKEYTRUD#Rasinvestigated in KEYNOUTH2, a Phase Il multicenter,

randomized (1:1:1¢ontrolled study for the treatment of unresectable or metastatic melanoma in

patients previously treated with ipilimumab and if BRAF V600 mutgi@sitive, a BRAF or MEK

inhibitor. The treatment arms consisted iofravenousKEYTRUDAmMg/kg or 10 mg/kg intravenously
SOSNE o 6SS1a 2NIAYy@SadAadalriaz2zNna OK2A0S 2F Fye 27
1000 mg/nt intravenously every 3 weeks (26%); temozolomide 200 mghally once daily for 5 days

every 28 days (25%); carboplatin AUC 6 intravenously plus paclitaxel 225 imgavenously every 3

weeks for four cycles then carboplatin AUC of 5 plus paclitaxel 175 heghry 3 weeks (25%);

paclitaxel 175 mg/rhintravenously every 3 weeks (16%); or carboplatin AUC 5 ordvartously every

3 weeks (8%). Randomization was stratified by ECOG performance status (0 vs. 1), LDH levels (normal
gad StSOLFGESR wx MmME: ! [ b8 0 type/[WT] orW60CE). ¥Fremrial Y dzi | GA2Y
included patients with unresectable or metatit melanoma with progression of disease; refractory to

two or more doses of ipilimumab (3 mg/kg or higher) and, if BRAF V600 mufaigitive, a BRAF or

MEK inhibitor; and disease progression within 24 weeks following the last dose of ipilimumab. The
study excluded patients with: uveal melanoma and active brain metastasis; autoimmune disease or
those receiving immunosuppression; a history of severe cthifeatening immunemediated adverse
reactions from treatment with ipilimumab, defined as any Grddexicity or Grade 3 toxicity requiring
corticosteroid treatment (greater than 10 mg/day prednisone or equivalent dose) for greater than 12
weeks; previous severe hypersensitivity to other monoclonal antibodies; a history of pneumonitis or
interstitial lung disease; HIV, hepatitis B or hepatitis C infection.

Patients receiveihtravenousKEYTRUD#tl: unacceptable toxicity; disease progression that was

symptomatic; was rapidly progressive; required urgent intervention; occurred with a decline in

performance status, or was confirmed at 4 to 6 weeks with repeat imaging; withdrawal of consent; or
pPKEaAOAlFIYyQa RSOAAAZ2Y (G2 a02L) GKSNI LR F2N G§KS LI GAC¢
weeks after randomization, then every 6 weeks through week 48, followed by every 12 weeks

thereafter. Patients on chmotherapy who experienced independentlgrified progression of disease

after the first scheduled disease assessment were able to crossover and receive 2 mg/kg or 10 mg/kg of
intravenousKEYTRUD&Very 3 weeks in a doubldind fashion.
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Table78: Baseline Characteristics in KEYN@DE.

Intravenous Intravenous
KEYTRUDA KEYTRUDA N
2 mglkg every Chemgtherapy
10 mg/kg every n=179
3weeks
n=180 3 weeks
n=181

Men 58% 60% 64%
Women 42% 40% 36%
Age (median) 62 60 63
Age (range) 15-87 years 27-89 years 27-87 years
Prior systemic therapies

At least 2 7% 70% 74%

3 or more 33% 34% 30%
ECOG PS

0 54% 55% 55%

1 44% 45% 45%
M-stage at study entry

MO 1% 1% 1%

Mla 5% 7% 8%

M1lb 12% 9% 8%

Mlc 82% 82% 82%
Baseline LDH

Normal 56% 59% 61%

Elevated 43% 40% 39%
BRAF status

wild type 76% 78% 77%

V600 mutant 24% 22% 24%
* Chemotherapy: dacarbazine, temozolomide, carboplatin plus paclitaxel, paclitaxel, or carboplatin

The median duration of exposure tatravenousKEYTRUDAMg/kg every 3 weeks was 3.7 months

(range: 1 day to 32.5 months) anditdravenousKEYTRUDK) mg/kg every 3 weeks was 4.8 months

(range: 1 day to 31.8 months). The data described below reflect exposimgdeenousKEYTRUDA

mg/kg in 37% of patients exposeditdravenouskEYTRUDR2 NJ % ¢ Y2y G K& YR AY HH
SELRASR T2 N x invenenodskKFYT RUDID my/kf arin 4 $% of patients were exposed

to intravenousKkEYTRUDRA2 NJ % ¢ Y2y (i Ka | YR H ysintrav@nousBEXITRUDAG & 6 S NI
F2N) x MH Y2y UKao®

The coeprimary efficacy outcome measures were PFS (as assessed by IRO review using RECIST 1.1), and
OS. Secondary efficacy outcome measures were ORR and response diiedileri9 summarizes key

efficacy measures in patients previously treated with ipilimumab. BuathvenousKEYTRUD#mMs

were superior to chemotherapy for PFS. There was no statistically significant difference between
intravenousKEYTRUDsd chemotherapy in the final OS analysis that was not adjusted for the

potentially confounding effects of crossover. Of the patients randomized to the chemotherapy arm,

55% crossed over and subsequently received treatment iwvitavenousKEYTRUDA
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Table79: Response tontravenousKEYTRUDZAmg/kg or 10 mg/kg every 3 weeks in Patients with

Unresectable or Metastatic Melanoma in KEYNGIT2.

Intravenous Intravenous
KEYTRUDA KEYTRUDA
. Chemotherapy
Endpoint 2 mg/kg every 10 mg/kg every n=179
3weeks 3 weeks
n=180 n=181
PFSbyIRJ

Number (%) of patients with
event

129 (72%)

126 (70%)

155 (87%)

Hazard rati$ (95% CI)

0.57 (0.45, 0.73)

0.50 (0.39, 0.64)

p-Value

<0.0001

<0.0001

Median in months (95% CI)

2.9 (2.8, 3.8)

2.9 (2.8,4.7)

2.7 (2.5, 2.8)

OS*

Number (%) of patients with
event

123 (68%)

117 (65%)

128 (72%)

Hazard rati$ (95% CI)

0.86 (0.67, 1.10)

0.74 (0.57, 0.96)

p-Value

0.117

0.0171*

Median in months (95% CI)

13.4 (11.0, 16.4)

14.7 (11.3, 19.5)

11.0 (8.9, 13.8)

*Based on final analysis

hazard model

“Based on stratified Log rank test

SBased on second interim analysis

TIRO = Independent radiology plus oncologist review using RECIST 1.1
#Not statistically significant compared to multiplicigjusted significance level of 0.01

"Hazard ratioigtravenousKEYTRUD#ompared to chemotherapy) based on the stratified Cox proportional

Based on the second interim analysis the ORR was 21% (95% CI: 15, 28), 25% (95% CI: 19, 32) and 4%
(95%: ClI 2, 9) for thiatravenousKEYTRUDAMg/kg every 3 weekftravenousKEYTRUDKO mg/kg

every 3 weeks, and chemotherapy arms, respectively. ORR consisted of 4 (2%) complete responses and
34 (19%) partial responses for theravenousKEYTRUDAMg/kg treatment arm, 5 (3%) complete
responses and 41 (23%) partial responses fotiritravenousKEY TRUDKOmMg/kg treatment arm, and

0 (0%) complete responses and 8 (4%) partial responses for the chemotherapy arm.
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Figure3: KaplanMeier Curve for Progressichree Survival (Based on IRO) by Treatment Arm in
KEYNOT-HO2 (Intent to Treat Population)
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Figured: KaplanMeier Curve for Overall Survival by Treatment Arm in KEYNQOZE(Intent to Treat
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Adjuvant Melanoma

KEYNOTFELG: Placebaontrolled trial for the adjuvant treatment of patients with completely resected
Stage IIB or 1IC melanoma

The efficacy ointravenousKEYTRUD®as investigated in KEYNGAES, a multicenter, randomized,
double-blind, placebecontrolled trial in patients with completely resected stagediBIC melanoma. A
total of 976 patients were randomized (1:1) to receineavenousKEYTRUDZ00mg or the pediatric (

d 12 years old) dose dfitravenousKEYTRUDAMQg/Kg intravenously (up to a maximum of 200 mg)
every three weeks (n=487) or placebo (n=489) for up to one, yedt disease recurrencer until
unacceptable tgicity. Randomization was stratified by American Joint Committee on C&fieglition
(AJCC) T stag€3b, T4a, and TdbPatients must not have been previously treated for melanoma
beyond complete surgical resection for their melanoma prior to study entry. Patients with active
autoimmune disease or a medical condition that required immunosuppression or mucosal or ocular
melanoma were ineligible. Patients underwent imaging every 6 months for 1 year from randomization,
every émonths from years 2 to 4, and then once in year 5 from randomization or until recurrence,
whichever came first.

Among the 976 patients, the baseline characteristics were: median ageyeff4 (range: 16 to 82
adolescent patients [one per treatment arm, 16 and 17 years of)ag88% age 65 or older; 6Q%ale;
and 93% ECOG PS of 0 and 7% ECOG PS offbupéycent had stage 1IB and 35% had stage IIC.

The primary efficacy outcome measure was investigatsessed recurrence free survival (RFS) in the
whole population, where RFS was defined as the time between the date of randomization and the date
of first recurrence (local, regional, or distant metag$ or death, whichever ocaed first. New

primary melanomas were not included in the definition of RIFf&. secondary outcome measures were
distant metastasigree survival (DMFS) and overall survival (OS) in the whole population. OS was not
assessed ahe time of these analyses.

The trial demonstrated a statistically significant improvement in &g first prespecified interim
analysiswvith amedian followup of 14.3 monthsand, for DMFS at the third pigpecified interim
analysis with a median follow up of 26.9 monthssasmarized inrable80.

Table80: Efficacy Results in KEYNGMEH

IntravenousKEYTRUDA Placebo
Endpoint 200mg every 3wveeks
n=487 n=489

RFS
Number (%) of patients with event 54 (11%) 82 (17%)
Median in months (95% CI) NR (22.6, NR) NR (NR, NR
Hazard ratio* (95% CI) 0.65 (0.46, 0.92)
p-Value(stratified logrank) 4 0.00658%
DMFS
Number (%) of patients with event 63 (13%) 95 (19%)
Median in months (95% CI) NR 49.6 NR) NR (NR, NR
Hazard rati6 (95% CI) 0.64 (0.47, 0.88)
p-Value (stratified logank) 0.00292
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*Based on the stratified Cox proportional hazard model
NR=not reached
U hsjtléd pvalue based on logank test stratified by melanoma T Stage (T3b vs. T4a vs.

4 -Malue is compared with 0101 of the allocated alpha for this interim analysis.

vp-Value is compared witB.0128 of the allocated alpha for this interim analysis.

Figure5: KaplanMeier Curve forRecurrenceFreeSurvival in KEYNOTHB6 (Intent to Treat
Population)
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An updated prespecified final RFS analysis was performed with a median foliotvme of 20.5

months (range: 4.6 to 32.7 months). At the time of this updated RFS analysis, the hazard ratio was 0.61
(95% CI. 0.45, 82) (Figureb). At final analysis for RFS and DMFS with a median foifptime of 20.5

months and 38.5 months, respectively, the RFS and DMFS results remained consistent with the interim
analysis

KEYNOTE54: Placebaontrolled trial for the adjuvant treatment of patients with completely resected
stage Ill melanoma

The efficacy ointravenousKEYTRUD#&as evaluated in KEYNGU®4, a multicenter, randomized
doubleblind, placebecontrolled trial in patients with completely resected stage IlIA (>1 mm lymph
node metastasis), IlIB or 1lIC melanoma. A total of 1019 patients were randomized (1:1) to receive
intravenousKEYTRUDZO0 mg every 3 weeks (n=514) or placebo (n=505), for up to one year until
disease recurrence or unacceptable toxicitiie study design included reinitiation wititravenous
KEYTRUDAr subsequent disease recurrence that occurs >@the after completion of one year of
adjuvant treatment. Randomization was stratified by American Joint Committee on Cancer 7th edition

(AJCC) stage (IIAvs. llIBvs. WIC1LJ2 AaA G A BS feYLK y2RSa @ao LLL/ x

geographic regionNorth America, European countries, Australia, and other countries as designated).
Patients must have undergone lymph node dissection and if indicated, radiotherapy within 13 weeks
prior to starting treatment. Patients with active autoimmune disease or dinz condition that

required immunosuppression or mucosal or ocular melanoma were ineligible.

Patients underwent imaging every 12 weeks after the first dogetadvenousKEYTRUDAr the first
two years, then every 6 months from year 3 to 5, and then annually.

Table81: Baseline Characteristics in KEYNCBHE.

IntravenousKEYTRUDA Placebo
200mg every 3wveeks N=505
n=514

Men 63% 60%
Women 37% 40%
Age (median) 54 years 54 years
Age (range) 19 to 88 years 19 to 83 years
1'3S 6% cpo 24% 25%
ECOG PS

0 94% 94%

1 6% 6%
Stage

A (> 1 mm) 16% 16%

1B 46% 46%

IIIC (13 positive lymph nodes) 18% 18%

LLL/ o6x n L2aa 20% 20%
BRAF Status

Mutation Detected 48% 52%

Mutation Not Detected 45% 42%
Unknown 7% 6%
PDL1 Status*
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Positive 83% 84%
Negative 11% 11%
Unknown 5% 5%

* Tumour PBL1 expression was assessed byramunohistochemistry research ass&esults were recorded
& LJ2aA A SDegatiye (4% RAEL)r unknown level of expression (indeterminate P,

The median duration of exposure itotravenousKkEYTRUD#Ras 11.7 months (range: 1 day to 21

months).

The primary efficacy outcome measures were investigassessed recurrendeee survival (RFS) in

the ITT population and in the subgroup of patients witklEADpositive tumours. RFS was defined as the

time between the date of randomization and the date of first recurrence (local, regional, or distant
metastasis) or death, whichevoccurs firstThe secondary outcome measures were distant
metastasidsfree survival (DMFS) and OS in & population and in the subgroup of patientish PD
L1 positive tumouws. The trial demonstrated statistically significant improvement in &FBe pre
specified interim analysi®r patients randomized to thantravenousKEYTRUDs#m compared with
placebowith a median followup of 16.0 monthsA prespecified DMFS analysis was conduatetth a

median followup time of 45.5 monthsAt the time of the DMFS analysis, OS was not formally assessed

Efficacy results are summarizedTiable82 and Figure6.

Table82: Efficacy Results in KEYNGIH.

Endpoint

IntravenousKEYTRUDA
200mg every 3weeks
n=514

Placebo
n=505

RFS

Number (%) of patients with event

135 (26%)

216 (43%)

Median in months (95% CI)

NR(NR, NR)

20.4 (16.2, NR)

Hazard ratit (98% CI)

0.57 (0.43, 0.74)

p-Value

<0.000t

RFS at 6 months

82%

73%

RFES at 12 months

75%

61%

DMFS’

Number (%) of patients with event

173 (34%)

245 (49%)

DMFS rate at 42 months

65%

49%

Median in months (95% CI)

NR(49.6, NR)

40.0 (27.7, NR)

Hazard ratit (95% CI)

0.60 (0.49, 0.73)

p Value (stratified log rank)

< 0.0001

* At prespecified interim analysis

“Based on the stratified Cox proportional hazard model
" p-Value (based on stratified log rank teist}compared with @14 of the allocated alpha for this interim

analysis.
$At DMFS analysis

Tp-value (based on stratified le@nk test) is compared with 0.014 of the allocated alpha for ithtisrim

analysis
NR = not reached

For patients with PL1 positive tumours, the RFS HRré@venousKEYTRUDArsus placebo) was 0.54
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(95% CI: 0.42, 0.69). The RFS benefintomvenousKEYTRUD#@mpared to placebo was observed
regardless of tumour PD1 expression or BRAF mutation status.

For patients with PEL1 positive tumars, the DMFS Hih{ravenousKEYTRUDArsus placebo) was
0.61(95%Cl: 0.49, 0.76). The DMFS benefitifdravenousKEY TRUD#®mpared to placebo was
observed regardless of turmo PDL1 expression or BRAF mutation status.

Figure6: KaplanMeier Curve forRecurrencea-reeSurvival in KEYNOTI54 (Intent to Treat Population)
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Non-Small Cell Lung Carcinoma

KEYNOT&24: Controlled trial of NSCLC patiem$ve to treatment

The efficacy ointravenousKEYTRUD®#as investigated in KEYNGIZ, a multicenter, opetabel
randomized, controlled trial. Key eligibility criteria were metastatic NSCI-C] Bkpression tumour
proportion score (TPS) of 50% or greater by an immunohistochemistry assay usingLthéHR22C3
pharmDx Kit, and no prior systemic treatment for metastatic NSCLC. Patients with EGFR or ALK
genomic tumour aberrations; autoimmune disease that required systemic therapy within 2 years of
treatment; a medical condition that required immunosuppressior who had received more than

30 Gy of thoracic radiation within the prior 2@eeks were ineligible. Randomization was stratified by
ECOG performance status (0 vs 1), histology (squamous w&jnamous), and geographic region (East
Asia vs. notEastAsia). Patients were randomized (1:1) to recenteavenousKEYTRUDZO0 mg
AYGNI @gSy2dzate SOSNE o 6SS1a oy ' mpno 2N Ayg@gSadai3
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containing chemotherapy regimens (n = 151):

1 Pemetrexed 500 mg/fevery 3 weeks and carboplatin AUC 5 to 6 mg/mL/min every three
weeks on Day 1 for 4 to 6 cycles followed by optional pemetrexed 500 fayteny 3 weeks
for patients with norsquamous histologies;

1 Pemetrexed 500 mg/Aevery 3 weeks and cisplatin 75 mg/every 3 weeks on Day 1 for 4 to
6 cycles followed by optional pemetrexed 500 mééwery 3 weeks for patients with nen
squamous histologies;

1 Gemcitabine 1250 mg/fon days 1 and 8 and cisplatin 75 md/every 3 weeks on Day 1 for 4
to 6 cycles;

1 Gemcitabine 1250 mg/fron Days 1 and 8 and carboplatin AUC 5 to 6 mg/mL/min every 3
weeks on day 1 for 4 to 6 cycles; or

1 Paclitaxel 200 mg/fevery 3 weeks and carboplatin AUC 5 to 6 mg/mL/min every 3 weeks on
Day 1 for 4 to 6 cycles followed by optional pemetrexed maintenance (fosgoamous
histologies).

Treatment withintravenousKEYTRUDZbntinued until RECIST dd&fined progression of disease as
determined by an independent radiology committee or unacceptable toxicity. Treatment could
continue beyond disease progression if the patient was clinically stable and was considered to be
deriving clinical benefit by the investigator. Patients without disease progression were treated for up to
24 months or 35 administrations, whichever was longer. Subsequent disease progression could be
retreated for up to oneadditional year. Patients on chemotherapy who experienced independently
verified progression of disease were able to crossover and readraeenousKkEYTRUDA

Table83: Baseline Characteristics in KEYNPH.

IntravenousKEYTRUDA Chemotherapy
200mg every 3wveeks _
n=151
n=154

Men 60% 63%
Women 40% 37%
Age (median) 65 66
Age (range) 3390 years 38-85 years
ECOG PS

0 35% 35%

1 64% 65%

2 1% 0%
Geographic region

East Asia 14% 13%

Non-East Asia 86% 87%
Histology

Squamous 19% 18%

Non-squamous 81% 82%
Cancer stage at study entry

1B 1% 1%

v 99% 99%
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The median duration of exposure was m0nths (range Hay to 18.7months) in theintravenous
KEYTRUDs#km and 3.5months (range Hay to 16.8months) in the chemotherapy arm.

The primary efficacy outcome measure was PFS as assessed by blinded independent central review
(BICRusing RECIST 1Assessment of tumour status was performed every 9 weeks. Secondary efficacy
outcome measures were OS and ORR (as assessed hysBIECRECIST 1.Table84 summarizes key
efficacy measures for the entire ITT population.

Table84: Efficacy Results in KEYNGIZ.

Intravenous
Endpoint KEYTRUDA Chemotherapy
200mg every 3wveeks n=151
n=154
Primary Efficacy Outcome Measufd-S*
Number (%) of patients with event 73 (47%) 116 (77%)
Hazard ratit (95% Cl) 0.50 (0.37, 0.68)
p-Value <0.001
Median in months (95% CI) 10.3 (6.7, NA) 6.0 (4.2,6.2)
Key Secondary Efficacy Outcome Meas@8
Number (%) of patients with event 44 (29%) 64 (42%)
Hazard ratit (95% CI) 0.60 (0.41, 0.89)
p-Value 0.005
Median in months (95% CI) Not reached (NA, NA) Not reached (9.4, NA
Secondary Efficacy Outcome Measu@dbjective Response Rate*
ORR % (95% ClI) 45% (37, 53) 28% (21, 36)
Complete Response % 4% 1%
Partial Response % 41% 27%
* Assessed by BICR using RECIST 1.1
“Hazard ratioiftravenousKEYTRUD#mpared to chemotherapy) based on the stratified Cox proportional
hazard model
“Based on stratified Log rank test
NA = not available

In exploratory subgroup analyses, a reduced survival benefitraivenousKEY TRUDmMpared to
chemotherapy was observed in females as well as in rewekers. In females, the HR for PFS was
0.75 (95% CI: 0.46, 1.21) and the HR for OS was 0.95 (95% CI: 0.50, 1.83):simaiesey; the HR for
PFS was 0.90 (95% CI: 0.11, 7.59) and EhéoHOS was 1.69 (95% CI: 0.19, 15.25).

The final OS analysis was performed at a median felipwf 25months after 169 patient events (73

for intravenousKEYTRUDsd 96 for chemotherapy). Median OS was 3@dnhths (95% CI: 18.3, NA)

for intravenousKEYTRUDsd 14.2months (95% CI: 9.8, 19.0) for chemotherapy. The OS HR was 0.63
(95% CI: 0.47, 0.86). Seigures.
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Figure7: KaplanMeier Curve for Progressichree Survival by Treatment Arm in KEYN@PE (Intent
to Treat Population)
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Figure8: KaplanMeier Curve for Overall Survival by Treatment Arm in KEYNQZ£(Intent to Treat
Population)
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KEYNOTE&42: Controlled trial of NSCLC patients naive to treatment

The efficacy ointravenous KEYTRUBAS investigated in KEYNGI42, a multicenter, randomized,
controlled trial conducted in 1274 patients with stage Il NSCLC who were not candidates for surgical
resection or definitive chemoradiation, or patients with metastatic NSOb. patients whose
tumoursexpressedPDL1 (TPE  Mi¥ @an immunohistochemistry assay using thelAOHC 22C3
pharmDx kit andvho had not received prior systemic treatment for metastatic NSCLC were eligible
Patients with EGFR or ALéhgmic tumour aberrations; autoimmune disease that required systemic
therapy within 2 years of treatment; a medical condition that required immunosuppression; or who
had received more than 3By of thoracic radiation within the prior 2@eeks were ineligile. Patients
were randomized (1:1) to receiwetravenous KEYTRURBOmMg every 3veeks (n=637) or

Ay @Saidiaal i2 Nxantabikgzhe@dheraply (n€637yinizMding pemetrexed+carboplatin or
paclitaxel+carboplatin. Patients with neaguamous NSCLGutd receive pemetrexed maintenance).
Patients were treated witintravenous KEYTRUDALI unacceptable toxicity or disease progression.
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Treatment could continue beyond disease progression if the patient was clinically stable and was
considered to be deriving clinical benefit by the investigator. Patients without disease progression
could be treated for up to 2onths. Treatment withintravenousKEYTRUD&buld be reinitiated for
subsequent disease progression and administered for up to one additional year. Assessment of tumour
status was performed every\Weeks for the first 45 weeks and every 12 weeks thereafter.

Among the 1274atients in KEYNOTH2, baselineharacteristics were: median age g8ars (45% age

65 or older); 71%nale; 64%WNhite; 30%Asian; 19% Hispanic or Latino; and 31% and 69% with an ECOG
performance status 0 and 1, respectively. Disease characteristics were: squamous (39%)-and non
squamous§1%); MO (13%); M1 (87%); and treated brain metastases (6%)-devdn percent of

LI GASyda KIR ¢t { x

p gz

YR p oz

KFR ¢t{ ™M (2 nda>o

The primary efficacy outcome measure was OS. Secondary efficacy outcome measures were PFS and
ORR as assessed by blinded independent central review (BIBRRECIST 1Thble85 summarizes

158 STFAOIO& YSI &adzaNBa F2N GKS SydANB L¢¢ LI2LzA FGA
Table85: Efficacy results (PID1 TP3 1%) in KEYNOTHE2.
IntravenousKEYTRUDA Chemotherapy
Endpoint 200mg every 3wveeks
(n=637) (n=637)

Primary Efficacy Outcome Measuf@S

Number (%) of patients with event

422 (66%) \

481 (76%)

Hazard ratio* (95% CI)

0.82 (0.71, 0.93)

p-Valugt

0.0013

Median in months (95% CI)

16.4 (14.0,19.7) |

12.1 (11.3, 13.3)

Secondary Efficacy Outcome MeasWPeES

Number (%) of patients with event

532 (84%) \

541 (85%)

Hazard ratio® (95% CI)

1.06 (0.93, 1.19)

Median in months (95% CI)

5.4 (4.3, 6.2)

6.6 (6.3, 7.3)

Secondary Efficacy Outcome Measuwerall response rate

ORR %(95% Cl)

27% (24, 31)

27% (23, 30)

Complete response %

0.5%

0.5%

Partial response %

27%

26%

hazard model
“Based on stratified Log rank test
7 Assessed by BICR using RECIST 1.1

* Hazard ratio iftravenousKEYTRUD#ompared to chemotherapy) based on the stratified Cox proportion

§ Not evaluated for statistical significance as a result of the sequential testing procedure for the second

endpoints.
The findings of an analysis basedon[PR ¢t { x psE: YR ¢ fTdble86. (G2 nd: I NB
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Table86: Efficacy results by RD1 Expression in KEYNGIE2.

Endpoint Intravenous Intravenous
KEYTRUDA KEYTRUDA
200mg every 3weeks Che(rrr_osfgggapy 200mg every Ch??_oég%rapy
(n=299) 3 weeks
(n=338)

0S ¢t {50% TPS 1to 49%
Number (%) of
patients with 180 (60%) 220 (73%) 242 (72%) 261 (77%)
event
Hazard ratio* 0.70 (0.58, 0.86) 0.91 (0.77, 1.09)
(95% Cl) . .58, 0. . 77, 1.
Median in months
(95% Cl) 20.0 (15.9, 24.2) 12.2 (10.4, 14.6) 13.4 (10.7, 16.9) 12.1 (11.0, 14.0)
* Hazard ratioifitravenousKEYTRUD#mpared to chemotherapy) based on the stratified Cox proportion
hazard model

Figure9: KaplanMeier Curve for Overall Survival by Treatment Arm in KEYNOIE(TPX 1%,

Intent-to-Treat Population)
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Figurel0: KaplarnMeier Curve for Overall Survival by Treatment Arm in KEYNOIE(TP&50%,

Intent-to-Treat Population)
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Figurell: KaplanMeier Curve for Overall Survival by Treatment Arm in KEYNOAE(TP3-49%,

Intent-to-Treat Population)
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KEYNOTEB9: Controlled trial of combination therapy in reguamous NSCLC patiengsve to
treatment
The efficacy oihtravenousKEYTRUDA combination with pemetrexed and platinum chemotherapy
was investigated in a multicenter, randomized, acivemtrolled, doubleblind trial, KEYNOTE9. Key
eligibility criteria were metastatic nesquamous NSCLC, no prior systemic treatment for matiast
NSCLC, and no EGFR or ALK genomic tumour aberrations. Patients with autoimmune disease that
required systemic therapy withiny&ars of treatment; a medical condition that required
immunosuppression; or who had raeed more than 3@y of thoracic radiation within the prior
26 weeks were ineligible. Patients were randomized (2:1) to receive one of the following regimens:
f IntravenousKEYTRUDZOOmMg with pemetrexed 50eng/m?l Yy R Ay @Sa G A 3l 42 NRa OK
cisplatin 7smg/m?or carboplatin AUC Bg/mL/min intravenously every ®eeks for 4cycles
followed byintravenousKEYTRUDZ00mgand pemetrexed 50ehg/m?intravenously every
3 weeks.intravenousKEYTRUD#&as administered prior to chemotherapy; or
f Placebo with pemetrexed 5a8g/m? Yy R Ay @SadG A3l G2 Nmgm*orK2 A0S 2F O
carboplatin AUC Bhg/mL/min intravenously every ®eeks for 4cycles followed by placebo
and pemetrexed 50ng/m 2 intravenously every S/eeks.

Treatment withintravenousKEYTRUDZbntinued until RECISTI-defined progression of disease as
determined by the investigator, unacceptable toxicity, or a maximum aoh@dths. Administration of
intravenousKEYTRUD#as permitted beyond RECH84fined disease progression by BICR or beyond
discontinuation of pemetrexed if the patient was clinically stable and deriving clinical benefit as
determined by the investigator. For patients who completedh@ahths of therapy ohad a complete
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response, treatment witlintravenousKEYTRUD#buld be reinitiated for disease progression and
administered for up to one additional year. Assessment of tumour status was performed at6/éeek
Week12, followed by every @eeks thereafter. Patients receiving placebo plus chemotherapy who
experiencel independentlyverified progression of disease were offeriettavenousKEY TRUDss
monotherapy.

A total of 67patients in the placebo plus chemotherapy arm crossed over to receive monotherapy
intravenousKEYTRUDs the time of disease progression and 18 additional patients received a
checkpoint inhibitor as subsequent therapy.

Table87: Baseline Characteristics in KEYNEIBE.

IntravenousKEYTRUDA Pemetrexed Placebo + Pemetrexed +
+ Platinum Chemotherapy Platinum Chemotherapy
n=410 n=206

Men 62% 53%
Women 38% 47%
Age (median) 65 63.5
Age (range) 34-84 years 34-84 years
ECOG PS

0 45% 39%

1 54% 61%

2 <1% 0%
Geographic region

East Asia 1% 3%

NonEast Asia 99% 97%
PDL1 status

<1% 31% 31%

XM 63% 62%

Not evaluable 6% 7%
Brain metastases (treated or untreated) at baseline

Yes 18% 17%

No 82% 83%
Platinum chemotherapy

Cisplatin 28% 28%

Carboplatin 72% 72%

The primary efficacy outcome measures were OS and PFS (as assessedibin@IRECIST 1.1)
Secondary efficacy outcome measures were ORR and response duration, as assessed by BICR using
RECIST 1.The median followup time was 10.8nonths (range: 0.2 20.4months).Table88

summarizes key efficacy measurgghe interim analysis.
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Table88: Response tontravenousKEYTRUDAemetrexed, and Platinum Chemotherapy in Patients
with Non-Squamous NSCLC in KEYNOS%E

IntravenousKEYTRUDA
. Placebo + Pemetrexed +
Endpoint Pemetrexed + Platinum Platinum Chemotherapy
Chemotherapy N=206
n=410
Primary Efficacy Outcome Measuf@S
Number (%) of patients with event 127 (31%) \ 108 (52%)
Hazard ratio* (95% CI) 0.49 (0.38, 0.64)
p+ I £ dzSu <0.00001
Median in months (95% CI) Not reached (NA, NA) 11.3(8.7,15.1)
OS rate at Bnonths (%) 85% 72%
OS rate at Inonths (%) 78% 56%
Primary Efficacy Outcome Measufd-S
Number (%) of patients with event 245 (60%) \ 166 (81%)
Hazard ratio* (95% CI) 0.52 (0.43, 0.64)
p= I f dzSk <0.00001
Median in months (95% CI) 8.8 (7.6, 9.2) 4.9 (4.7,5.5)
PFS rate at fonths (%) 66% 40%
PFS rate at fonths (%) 48% 25%
Secondary Efficacy Outcome MeasuBbjective Response Rate
hwwsd 22 odgp: [/ LO 48% (43, 53) 19% (14, 25)
Complete response % 0.5% 0.5%
Partial response % 47% 18%
p-Value§ <0.0001
Secondary Efficacy Outcome MeasResponse Duration
Median in months (range) 11.2 (1.1+, 18.0+) 7.8 (2.1+, 16.4+)
2 g A O K FodabikhsfA 2 v 81% 63%
2 g AGK  FOdabikhsfA 2 v 59% 44%
* Based on the stratified Cox proportional hazard model
"Based on stratified legank test
“Based on patients with a best overall response as confirmed complete or partial response
$Based on Miettinen and Nurminen method stratified by-PDstatus, platinum chemotherapy and smoking staty
TBased on KaplaNeier estimation
NA = not available

The final descriptive analysis of OS was performed at a median duration of-tgdlo#18.8 months

after 421 patient events (258 fantravenousKEY TRUD#@mbination arm and 163 for the placebo plus
chemotherapy arm). Median OS was 22.0 moritrghe intravenousKEY TRUD#®mbination arm and

10.6 months for the placebo plus chemotherapy arm. The OS HR was 0.56 (95% CI: 0.46, 0.69; see
Figurel?). At final analysis, the results for PFS and ORR remained consistent with the interim analysis
(seeTable88).
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Figurel2: KaplanMeier Curve for Overall Survival by Treatment Arm in KEYNOFE(Intent to
Treat Population)*
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Figurel3: KaplanMeier Curve for ProgressicRree Survival by Treatment Arm in KEYNEIBER
(Intent to Treat Population)*
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*based on the final analysis

KEYNOTF&)I7: Controlled trial of combination therapy in squamous NSCLC paiadwmésto treatment
The efficacy ointravenousKEYTRUDA combination with carboplatin and either paclitaxel or rab
paclitaxel was investigated in Study KEYN@IIE a randomized, doublelind, multicenter, placebo
controlled study. The key eligibility criteria for this study were metastatic squamous NSCLC, regardless
of tumour PBL1 expression status, and no prior systemic treatment for metastatic disease.tRatien
with autoimmune disease that required systemic therapy withyredrs of treatment; a medical
condition that equired immunosuppression; or who had received more thanz30of thoracic
radiation within the prior 26veeks were ineligible. Randomization was stratified by tumout PD
SELINBaarzy o¢t{ fm> oyS3lIiArgdsSe ¢ amabdpacliaxelandtz 0> Ay J
geographic region (East Asia vs. #itast Asia). Patients were randomized (1:1) to one of the following
treatment arms. All study medications were administered via intravenous infusion.
1 IntravenousKEYTRUDZOOmMg and carboplatin AUCnag/mL/min on Dayl of each 2iday
cycle for 4cycles, and paclitaxel 208g/m? on Dayl of each 2iday cycle for £ycles or nab
paclitaxel 100ng/m?on Daysl, 8 and 15 of each 2ay cycle for £ycles, followed by
intravenousKEYTRUDZ00mg every 3veeks.IntravenousKEY TRUD#Ras administered prior
to chemotherapy on Day; or
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9 Placebo and carboplatin AUCGg/mL/min on Dayl of each 24day cycle for £ycles and
paclitaxel 200ng/m?on Dayl of each 24day cycle for 4ycles or naipaclitaxel 10Gng/m? on
Daysl, 8 and 15 of each 2day cycle for &ycles, followed by placebo everyw@eks.

Treatment withintravenousK EYTRUD# placebo continued until RECIEI-defined progression of
disease as determined by blinded independent central review (BICR), unacceptable toxicity, or a
maximum of 24months. Administration ointravenousKEYTRUD#&as permitted beyond RECIST
defined disease progression if the patient was clinically stable and deriving clinical benefit as
determined by the investigator. Treatment withtravenousKEY TRUD&duld be reinitiated for
subsequent disease progression and administered for up to one additional year.

Patients in the placebo arm were offeredravenousKEYTRUDdS a single agent at the time of disease
progression.

Assessment of tumour status was performed evewegks through Week8, every veeks through

Week45 and every 1#%veeks thereafterThe major efficacy outcome measures were progrestiea

survival and objective response rate (ORR) as assessed bysBIGRECIST1 andoverall survivalAn
additional efficacy outcome measure was duration of respasassessed by BlIG&tng RECISTL.

Table89:; Baseline Characteristics in KEYNGIDE.

IntravenousKEYTRUDA . .
Carboplatin + Paclitaxel or Nab Placebo + Carbople_mn + Paclitaxel o
. Nab-Paclitaxel
Paclitaxel n=281
n=278

Men 79% 84%
Women 21% 16%
Age (median) 65 65
Age (range) 29-87 years 36-88 years
ECOG PS

0 26% 32%

1 74% 68%
Geographic region

East Asia 19% 19%

NonEast Asia 81% 81%
PDL1 status

<1% 34% 35%

K oOM2 63% 63%

Not evaluable 3% 2%
Brain metastases (treated
or untreated) at baseline

Yes 7% 9%

No 93% 91%
Taxane chemotherapy

Paclitaxel 61% 59%

Nab-Paclitaxel 39% 41%

In KEYNOHB7, there was a statistically significant improvement in OS, PFS and ORR in patients
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randomized tantravenousKEYTRUDA combination with carboplatin and either paclitaxel or nab
paclitaxel compared with patients randomized to placebo with carboplatin and either paclitaxel-or nab
paclitaxel, Table90 summarizes key efficacy measures of the interim analysis.

Table90: Efficacy Results in KEYNOAIE .

IntravenousKEYTRUDA Placebo
. Carboplatin Carboplatin
Endpoint . . . .
Paclitaxel/NakPaclitaxel | Paclitaxel/NabPaclitaxel
n=278 n=281
Primary Efficacy Outcome Measuf@S
Number of events (%) 85 (31%) 120 (43%)
Median in months (95% CI) 15.9 (13.2, NA) 11.3 (9.5, 14.8)
Hazard ratio* (95% CI) 0.64 (0.49, 0.85)
p-Value(stratified log rank) 0.0008
Primary Efficacy Outcome Measur-3
Number of events (%) 152 (55%) 197 (70%)
Median in months (95% CI) 6.4 (6.2, 8.3) 4.8 (4.2,5.7)
Hazard ratio* (95% CI) 0.56 (0.45, 0.70)
p-Value(stratified log rank) <0.0001
Secondary Efficacy Outcome Measure Objective Response™Rate
ORKR 58% 38%
(95% CI) (52, 64) (33, 44)
Secondary Efficacy Outcome Measure Duration of Respbnse
Median duration of response in months (rangg 7.7 (1.1+, 14.7+) 4.8 (1.3+, 15.8+)
f2 gAUOK RdzNI dA 2y % c ) 62% 40%
* Based on the stratified Cox proportional hazard model
"Assessed by BICR using RECIST 1.1
“ At the initial interim analysis (n=101 fmtravenousK EYTRUD&mbination therapy, n=102 for placebo), a
statistically significant difference was observed; ORR was 58% [95% CI (48, 68)] and 35% [95% CI (26, 45)] fq
=0.0004
5[3%9 AYRAOIGSEa GKSNB Aa y2 LINRPINBaargsS RaAaSrasS oe
TBased on KaplaNeier estimation
NA = not available

The final descriptive analysis of OS was performed at a median duration of-fgdlofvl4.3 months

after 365 patient events (168 fantravenousKEYTRUD&mbination arm and 197 for placebo plus
chemotherapy arm). Median OS was 17.1 morithighe intravenousKEYTRUD#mbination arm and

11.6 months for the placebo plus chemotherapy arm. The OS HR was 0.71 (95% CI: 0.58, 0.88; see
Figurel4). At final analysis, the results for PFS and ORR remained consistent with the interim analysis
(seeTable90).
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Figurel4: KaplanMeier Curve for Overall Survival in KEYNGQTE*
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Figurel5: KaplanMeier Curve for Progressichree Survival in KEYNOGZ&7*
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KEYNOT&LQ: Controlled trial in NSCLC patients previously treated with chemotherapy

The efficacy ointravenousKEYTRUD®#As investigated in KEYNGIH, a multicenter, randomized,
opertlabel controlled trial. Key eligibility criteria were metastatic NSCLC that had progressed following
platinum-containing chemotherapy, and if appropriate, targeted therapy for ALK or EGRERans|,

and PDBL1 expression tumour proportion score (TPS) of 1% or greater by a clinical trial assay version of
the PDL1 IHC 22C3 pharmlkit. Patients with autoimmune disease; a medical condition that required
immunosuppression; or who had received madhan 30Gy of thoracic radiation within the prior

26 weeks were ineligible. Randomization was stratified by tumout.PBxpression (RDL expression

¢ t {50%kvs. PID1 expression TPS#9%), ECOG performance scale (0 vs. 1), and geographic region
(East Asia vs. nelBast Asia). Patients were randomized (1:1:1) to redeivavenousKkEYTRUDA

2 mg/kg intravenously every 3 weeks (n=34d)ravenousKEYTRUDKO mg/kg intravenously every 3
weeks (n=346) or docetaxel #g/m? intravenously every &veeks (n343). Patients randomized to
intravenousKEYTRUD#&ere permitted to continue until disease progression that was symptomatic,
rapidly progressive, required urgent intervention, occurred with a decline in performance status, or
confirmation of progression at 4 to 6 weeks with repeat imaging or for up tm@dths without

disease progression.
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Table91: Baseline Characteristics in KEYNIB.

Intravenous Intravenous Docetaxel
KEYTRUDA KEYTRUDA 75mg/m? every
2 mg/kg every 10mg/kg every 3weeks
3weeks 3 weeks n=343
n=344 n=346

Men 62% 62% 61%
Women 38% 38% 39%
Age (median) 63 years 63 years 62 years
Age (range) 29-82 years 20-88 years 33-82 years
ECOG PS

0 33% 35% 34%

1 67% 65% 65%

2 1% 0% 0%
Geographic region

East Asia 19% 19% 18%

NonEast Asia 81% 82% 82%
Histology

Squamous 22% 23% 19%

Non-squamous 70% 71% 70%
Cancer stage at study entry

1B 6% 8% 6%

IV 92% 91% 91%
Brain Metastasis 16% 14% 14%
EGFR Mutant 8% 9% 8%
ALK Translocation Mutant 1% 1% 1%
Prior Lines of Systemic Therapy

One 71% 68% 69%

Two or more 27% 30% 30%

The median duration of exposure to treatmentitdgravenousKEYTRUD2AMg/kg every 3 weeks was
3.5 months (range: 1 day to 22.4 months) andntivavenousKEYTRUDK) mg/kg every 3 weeks was
3.5 months (range 1 day to 20.8 months). The median duration of exposure to docetaxel 75 mg/m
every 3 weeks was 2.0 months (range: 1 day to 13.7 months).

The primary efficacy outcome measures were OS and PFS as assesBbddaddndependent Central

Review (BICR) according to RECIST 1.1 in the subgroup of patients with P& | YR (G KS 2 @S NI
population with TP% M2 ® | 34S3aVYSyd 2F (dzvy2dzNJ aidl Gdza &1 & LISN
efficacy outcome measure was ORRni@ subgroup of patients with TRS p /82 YR GKS 2 @SNJ f§

population with TP¥% M abie92 and Table93 summarize key efficacy measures for the entire ITT
population (TP% 1%) and for the subgroup of patients with PP3%. KaplaiMeier curves for OS
(TPS 1% and TPS50%) are shown iRigurel6 and Figurel8. KaplanMeier curves for PFS (TP$%
and TP3 50%) are shown iRigurel7 andFigurel9.
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Table92: Response tontravenousKEYTRUDZA or 10mg/kg every 3Weeks in Previously Treated

Patients with NSCLCinKEYNOITEn > ¢ A G K ¢t { » M2 ®
Intravenous Intravenous
KEYTRUDA KEYTRUDA Docetaxel
Endpoint 75mg/m? every
2 mg/kg every 10mg/kg every 3weeks
3weeks 3 weeks
TPS 1%
Number of patients | 344 | 346 \ 343

Primary Efficacy Outcome Measure OS

Number (%) of patients with even

172 (50%)

156 (45%)

193 (56%)

Hazard ratio (98.35% CI)*

0.71 (0.55, 0.92)

0.61 (0.47, 0.79)

p-Valugt

<0.007

<0.007

Median in months (95% CI)

10.4 (9.4, 11.9)

12.7 (10.0, 17.3)

8.5 (7.5, 9.8)

Primary Efficacy Outcome Measure PES

Number (%) of patients with even

266 (77%)

255 (74%)

Hazard ratio (99.80% CI)*

0.88 (0.66, 1.15)

0.79 (0.60, 1.05)

257 (75%)

p-Valugt 0.068 0.005 -
Median in months (95% ClI) 3.9 (3.1,4.1) 4.0 (2.6, 4.3) 4.0 (3.1, 4.2)
Secondary Efficacy Outcome Measu®werall Response Raite

ORR %(95% CI) | 18% (14,23) | 18%(15,23) | 9% (7,13)

OS and PFS endpoints, respectively.

"Based on onaided stratified Log rank test

* Hazard ratio ibtravenousKEYTRUD#mpared to docetaxel) based on the stratified Cox proportional
hazard model. The confidence levels correspond to the allocated Type | error of 0.00825 and 0.001 fg

" Statistically significant basedonagilJSOA FASR h t S@St 2F nodnnywup
docetaxel using a Hochberg procedure
§ Assessed by BICR using RECIST 1.1
T All responses were partial responses.
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Figurel6: KaplanMeier Curve for Overall Survival by Treatment Arm in KEYNQIE(TPS 1%,

Intent to Treat Population)
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Figurel7: KaplanMeier Curve for ProgressicRree Survival by Treatment Arm in KEYNGIB

(TPS 1%, Intent to Treat Population)
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Table93: Response tantravenousKEYTRUD2 or 10mg/kg every 3Weeks in Previously Treated

Patients with NSCLCinKEYN@ITENn X A UGK ¢t { x pJrE:®
Intravenous Intravenous
KEYTRUDA KEYTRUDA Docetaxel
Endpoint 75mg/m? every
2 mg/kg every 10mg/kg every 3 weeks
3 weeks 3 weeks

TP 50%
Number of patients \ 139 151 \ 152
Primary Efficacy Outcome Measure OS
Number (%) of patients with event 58 (42%) 60 (40%) 86 (57%)
Hazard ratio (98.35% CI)* 0.54 (0.35,0.83)| 0.50(0.33, 0.75)
p-Valug! <0.00F <0.007
Median in months (95% CI) 14.9 (10.4, NA) | 17.3(11.8, NA) 8.2 (6.4,10.7)

Primary Efficacy Outcome Measure PES ?

Number (%) of patients with event 89 (64%) 97 (64%) 118 (78%)
Hazard ratio (99.80% CI)* 0.58 (0.37,0.92) | 0.59 (0.38, 0.91)
p-Valuet <0.001 <0.001
Median in months (95% CI) 5.2 (4.0, 6.5) 5.2(4.1,8.1) 4.1 (3.6,4.3)
Secondary Efficacy Outcome Measu®erall Response Rate
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ORR %(95% ClI) | 30%(23,39) | 29% (22,37) | 8% (4, 13)
* Hazard ratio intravenousKEYTRUD&mpared to docetaxel) based on the stratified Cox proportional
hazard model. The confidence levels correspond to the allocated Type | error of 0.00825 and 0.001 for
and PFS endpoints, respectively.
"Based on onsided stratified Log rank test
7 Statistically significant basedonagil JSSOATASR h £ S@PSt 2F nodnnyup T
docetaxel using a Hochberg procedure
§ Assessed by BICR using RECIST 1.1
T Statistically significant based on agidl JSOA FASR h  S@St 2F nodnnam F2N
docetaxel using a Hochberg procedure
# All responses were partial responses.

Figurel8: KaplanMeier Curve for Overall Survival by Treatment Arm in KEYNOIWE(TPS 50%,

Intent to Treat Population)
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Figurel9: KaplanMeier Curve for ProgressicRree Survival by Treatment Arm in KEYNGIB
(TP 50%, Intent to Treat Population)
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In exploratory subgroup analyses, a reduced survival benefitaivenousKEY TRUD&mpared to
chemotherapy was observed in patients with tumours harbouring EGFR activating mufati&ds
neversmokerg(n=130)and patients of East Asian Ethnidity=126) In patientswith tumours

expressing PID1 with a TP% 1%that receivedintravenousKEYTRUDs& 2 mg/kg every three weeks,

with EGFR activating mutations, the HR for PFS was 1.78 (95% CI: 0.82, 3.85) and the HR for OS was
1.07 (95% CI: 0.49, 2.37). In never smokers, the HR for PFS was 1.33 (95% CI: 0.86, 2.04) and the HR for
OS was 0.84 (95% G438, 1.49). In patients of East Asian Ethnicity, the HR for PFS wa85R@8 K

0.87, 2.21) and the HR for OS was 1.39 (95% CI: 0.72, 2.68). The efficacy and isaf@igidus

KEYTRUDA patients with tumourstiat do not express RD1 (TPS <1%) have not been established.

Efficacy results were similar for the 2 mg/kg and 10 mgikgvenousKEYTRUDems. Efficacy results
for OS were consistent regardless of the age of tumour specimen (new versus archival).

Adjuvant NSCLC
KEYNOTE91: Controlled trial for the adjuvant treatment of patients with resected NSCLC

The efficacy ointravenousKEYTRUD®#as investigated iIKEYNOTFE91, a multicenter, randomized,
triple-blind, placebecontrolled trial.Key eligibility criteria wereompletely resected stage (B2ax
4.cm), I, or 1A NSCb¢ AJCC'7edition, regardless of tumor PDL1 expression statuBatients had
not receivedneoadjuvantor adjuvantradiotherapy and/or neoadjuvant chemotherapidjuvant
chemotherapy up to 4 cycles was option@atientswere ineligible if they hadutoimmune disease
that required systemic therapy withinyZzars of treatment; a medical condition that required
immunosuppressiora history of interstitial lung disease or pneumonitisy@ceived more than

4 cycles of adjuvant chemotherapiandomization was stratified by stagBys. Il vs. Il[A adjuvant
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chemotherapy yesvs.no), PDL1 status (TPSL%[negative]vs. TPS-49% vs. TP§p /£ 2 0 X

geographic region (Western Europe vs. Eastern Europe vs. Asia vs. Rest hfR&teldts were
randomized (1:1) to receivatravenousKEYTRUDZO0mg or placebo intravenously everyageks.

Iy R

Treatment continued until RECIST-defined disease recurrence as determined by the investigator,
unacceptable toxicity, or approximately one year {t8es). Patients underwent imagit@assess

tumour recurrenceevery 12weeks for the first year, then everynBonths for years 2 to 3, and then
annually up to the end of yed&r. After yeal5, imaging is performed as per local standard of care.

Among the 117 patients in KEYNOTR1, 1010 (86%) received adjuvant platindrased
chemotherapy following complete resection. Among these 1010 patitimiésmedian age was 6ears

(range: 35 to 84), 49%ge65 or older; 68%nale; 77%Nhite, 18%Asian; 86%urrent or former
smokers; and 39% with ECOG PS of 1. Eleven percent had stage IB, 57% had stage Il, and 31% had stage
IlIA disease. Thirtgine percenthad PBL1 TPS1% [negative], 33% had TR&9%, and 28% had
TPSKk p /¥: BtwdCperEeiitdvere from Wstern Europe, 20% from Eastern Europe, 17% from Asia, and

11% from Rest of World.

The primary efficacy outcome measures were investigagsessed diseaseee survival (DFS) in the
overall population and in the population with turabPDL1 expression TR /£ 2

g KSNB

5 C{

defined as the time between the date of randomization and the date of first recurrence (local/regional
recurrence, distant metastasis), a second malignancy, or death, whichever occurred first. Secondary
efficacy oticome measures were investigatassessed DFS in the population with tum&DL1
expression TP M’> > 0% iy'tRe overall population and in the populations with tumBDL1
expression TPEp K3 | ¥R: @t {
The trial demonstrated a statistically significant improvement in DFS in the overall population at a pre
specified interim analysi®r patients randomized to thantravenousKEYTRUD&#m compared to

patients randomized to the placebo arin.an exploratory subgroup analysis of the J@fients (14%)

who did not receive adjuvant chemotherapy, the DFS HR wag95% CI: 0.76, 2.05t the time of
analysis, OS results were not mature (18% with events in the overall population). The mediafufollow
time was 32.4months (range: 0.6 to 68onths). Efficacy resulfsr KEYNOTFEOL in patients who
received adjuvant chemothera@re summarized ifable94 and Figure20.

Table94: Efficacy Results in KEYNGI®L for Patients Who Received Adjuvant Chemotherapy

Endpoint IntravenousKEYTRUD Placebo
200mg every 3wveeks
n=506
n=504

DFS

Number (%) of patients with evel 177 (35%) 231 (46%)

Median in months (95% CI) 58.7(39.2, NR) 34.9(28.6 NR)

Hazard ratio* (95% CI) 0.73 (0.60, 0.89)

* Based on theunstratified univariateCox regression model

NR = not reached
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Figure20: KaplanMeier Curve for Diseas€ree Survival in KEYNGU#L for Patients Who Received
Adjuvant Chemotherapy
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Neoadjuvant and Adjuvant Treatment of Resectable NSCLC

KEYNOTE 671: Controlled trial for the neoadjuvant and adjuvant treatment of patients with resectable
NSCLC

The efficacy ointravenousKEYTRUDA combination with platinurrcontaining chemotherapy given as
neoadjuvant treatment and continued as monotherapy adjuvant treatment was investigated in
KEYNOT&/1, a multicenter, randomized, doubldind, placebecontrolled trial. Patients with

previousy untreated and resectable Stage II, llIA, or llIB (N2) NSCLC as assessed by thedki@C 8
were eligible for the trial. Patients were enrolled regardless of tunfeDL1 expression. Patients with
active autoimmune disease that required systemic #pgr within 2 years of treatment, a medical
condition that required immunosuppression, a history of interstitial lung disease (ILD)/pneumonitis
that required steroid treatment were ineligible. Randomization was stratified by stage (Il vs. III), tumor
PDL1expression (TP& 50% or <50%), histology (squamous vs. non squamous), and geographic region
(East Asia vs. nelAast Asia).

Patients were randomized (1:1) to one of the following treatment arms:

1 Treatment Arm A: neoadjuvaimmtravenousKEYTRUDZOO mg on Day 1 in combination with
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cisplatin 75 mg/mand either pemetrexed 500 mg/on Day 1 or gemcitabine 1000 mg/on
Days 1 and 8 of each 21 day cycle for up to 4 cycles. Following simgemgnousKkEYTRUDA
200 mg was administered every 3 weeks for up to 13 cycles.
1 Treatment Arm B: neoadjuvant placebo on Day 1 in combination with cisplatin 75%agin
either pemetrexed 500 mg/fon Day 1 or gemcitabine 1000 mgfion Days 1 and 8 of each
21 day cycle for up to 4 cycles. Following surgery, placebo was administered every 3 weeks for
up to 13 cycles.

All study medications were administered via intravenous infusion. Treatmentntwtvenous

KEYTRUD# placebo continued until completion of the treatment (17 cycles), disease progression that
precluded definitive surgery, disease recurrence in the adjuvant phase, disease progression for those
who did not undergo surgery or had incomplete resection antéred the adjuvant phase, or

unacceptable toxicity. Assessment of tumor status was performed at baseline, Week 7, and Week 13 in
the neoadjuvant phase ahwithin 4 weeks prior to the start of the adjuvant phase. Following the start

of the adjuvant phase, assessment of tumor status was performed every 16 weeks through the end of
Year 3, and then every 6 months thereafter.

Thedualprimary efficacy outcome measures were investigaiesessed everitee survival (EFand

overall survival (OS¥econdary efficacy outcome measuiesdudedpathological complete response

(pCR) rate and major pathological response (MPR) rate as assessed by blinded independent pathology
review (BIPR). The trial was not designed to isolate the efficanyraienousKEYTRUDA each phase
(neoadjuvant or adjuvant) of treatment.

A total of 797 patients in KEYNG@HA. were randomized: 397 patients to th@ravenousKkEYTRUDA

arm and 400 to the placebo arm. Baseline characteristics were: median age of 64 years (range: 26 to

83), 45% age 65 or older; 71% male; 61% White, 31% Asian, and 2% Blattkegixtgrcent and 37%

had ECOG performance status of 0 or 1, respectived; I38@d Stage Il and 70% had Stage Il disease;

33% had TP& 50% and 67% had TPS <50%; 43% had tumors with squamous histology and 57% had
tumors with nonsquamoushistology; 31% were from the East Asian region. Four percent of patients

had EGFR mutations and in 66% EGFR mutation status was unknown. Three percent of patients had ALK
translocations and in 68% ALK translocation status was unknown.

Eightyone percent of patients in thimtravenousKEYTRUDA combination with platinurcontaining
chemotherapy arm had definitive surgery compared to 76% of patients in the platiomiaining
chemotherapy arm.

The trial demonstrated statistically significant improvements in EFS and OS for patients randomized to
intravenousKEYTRUDA combination with platinurrcontaining chemotherapy followed by
intravenousKEYTRUD®Aonotherapy compared with patients randomized to placebo in combination
with platinum-containing chemotherapy followed by placebo alone. At the first interim analysis, EFS
efficacy resultachieved statistical signifince witha median followup time of 21.4 months (range:

0.4 to 50.6 months) and asmummarized imMable95 and Figure21. At the second interim analysis, OS
efficacy resultachieved statistical significance widmedian followup time of 29.8 months (range:

0.4 to 62.0 months) and are summarizedeble95 and Figure22.
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Table95: Efficacy Results in KEYNGAHA

Endpoint

IntravenousKEYTRUDA
with chemotherapy/
IntravenousKEYTRUDA
n=397

Placebo with
chemotherapy/Placebo
n=400

EFS*

Number of patients with event (%)

139 (35%)

205 (51%)

Median in months(95% ClI)

NR (34.1, NR)

17.0 (14.3, 22.0)

Hazard ratio(95% CI)

0.58 (0.46, 0.72)

p-Valué

<0.0001

os*

Number of patients with event (%)

110 (28%)

144 (36%)

Median in months(95% ClI)

NR (NR, NR)

52.4 (45.7, NR)

Hazard ratio(95% ClI)

0.72 (0.56, 0.93)

p-Valué

0.0052

* EFS result based on the first interim analysis; OS result based on the second interim analysis

“Based on KaplaMeier estimates

“Based on Cox regression model with treatment as a covariate stratified by stageyrtB@®bl expression, histology, and geographic region

$Based on stratified logank test
NR = not reached
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Figure21: KaplanMeier Curve for EvenfFree Survival by Treatment Arm in KEYNGIE (Intent to

Treat Population)
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Figure22: KaplanMeier Curve for Overall Survival by Treatment Arm in KEYNGTHIntent to
Treat Population)
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The trial demonstrated a statistically significant difference in pCR rate (18.1% vs. 4.0%; p<0.0001) and
mMPR rate (30.2% vs. 11.0%; p<0.0001).

A posthoc exploratory subgroup analysis was performed in patientswhohgd RD ¢t { X p /E:
(pembrolizumab arm [n=132; 33%)] vs. placebo arm [n=134; 34%]); TR®%Ipembrolizumab arm

[n=127; 32%] vs. placebo arm [n=115; 29%]) and TPS < 1% (pembrblemumig@=138; 35%] vs.

LX F 0S62 FNXY oylmpmT oy:80® ¢KS 9C{ Iw ¢6la&az nony o
(95% CI: 0.36, 0.73) in patients with a TPS 49% and 0.75 (95% CI: 0.56, 1.01) in patients with a TPS
<1%.The OSHRwas®. 0Pz /LY ndooI ndpHo Ay LI GASYyda oA0K
patients with a TPS =-#19% and 0.91 (95% CI: 0.63, 1.32) in patients with a TPS < 1%.

Classical Hodgkin Lymphoma

KEYNOTFE)4: Controlled study in patients with relapsed or refractory cHL

The efficacy ointravenousKEYTRUD®#as investigated in KEYNGAW®, a randomized, opelabel,
active-controlled study in 304atients with relapsed or refractory cHL after at least one radent
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chemotherapy regimen. Patients eligible for atho auto-SCT per investigator assessment were
SEOf dZRSR® ¢KS (GNALFE NBIdANBRI ANk B[ I xKMllnidnk & [ &NILY
GAYSa GKS dzLJJISNI ft AYAOG 2F y2NXNIf 6! [b0X O0AfANHZOAY
1. Patients with active, neimfectious pneumonitis, an allogeneic hematopoietic stem cell transplant
within the past 5 years (or greater than 5 years but with GVHD), active autoimmune disease, a medical
condition that required immunosuppression or an active infection requiring systemic therapy were
ineligible for the trial. Randomization was stratified by prior a8@©T (yes vs. no) and disease status
after frontline therapy (primary refractory vs. relapse lelsart 12 months after completion vs. relapse
12 months or more after completion). Patients were randomized (1:1) to one of the following
treatment arms:
1 IntravenousKEYTRUDZ00 mgintravenously every @/eeks.
1 Brentuximab vedotin (BV) 1r8g/kg intravenously every ®eeks.

Patients receivedéhtravenousKEYTRUDZO0Omg intravenously every 3 weeks (h=151) until
unacceptable toxicity or documented disease progression, or for up to approximately 24 months or 35
administrations, whichever was longer. Disease assessment was performed every 12 weeks. The
primary efficay outcome measures was PFS as assessed by BICR according to the 2007 revised
International Working Group (IWG) criteria, including clinical and imaging data following ASCT or
allogeneic stem cell transplant. The additional primary efficacy outcome mea3&ewvas not formally
assessed at the time of the analysis.

The study population characteristics were: median age of 35 years (range: 18 to 84; 16% age 65 or

older), 57% male, 77% White, 9% Asian, 3.9% Black and 61% with ECOG PS of 0 and 38% ECOG PS of 1.
The median number of prior therapies was 2 (range: 1 tdri@)e intravenousKEYTRUDs#m and 3

(range: 1 to 11) in the BV arm, with 18% in both arms having 1 prior line-tikariyercent of patients

were refractory to the last prior therapy, 29% had primary refractory disease, 37% had prior autologous
HSCT, 5%ad received prior BV, and 39% had prior radiation therapy.

The median followup time for 151 patients treated witmtravenousKEYTRUD#&as 24.9 months
(range: 1.8 42.0 months)The primary PFS results are summariretiable96 and Figure23.

Table96: Efficacy Results in Patients with Refractory or Relapsed Classical Hodgkin Lymphoma.

Endpoint IntravenousKEYTRUDA Brentuximab vedotin
200 mg/kg every 3 weeks 1.8 mg/kg every 3 weeks
n=151 n=153
PFS
Number of patients with event (%) 81 (54%) 88 (58%)
Median in months (95% CI) 13.2 (10.9, 19.4) 8.3 (5.7, 8.8)
Hazard rati6 (95% CI) 0.65 (0.48, 0.88)
p-Valuet 0.0027
* Based on the stratified Cox proportional hazard model
" Based on stratified logank test. Onesided pvalue, with a prespecified boundary of 0.0043

ORR was 66% (95% ClI: 57.4, 73.1) in patiegaited with intravenousKEYTRUD#ersus 54% (95% CI:
46.0, 62.3) in patients treated with BV. The difference in ORR was 11.3% (95% ClI: 0.2, 22.1; stratified
Miettinen-Nurminen method). The complete response rate was 25% in patients treated with
intravenousKEYTRUDZrsus 24% in patients treated with BV. The response duration, assessed by
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BICR using IWG 2007, was based on patients with a best objective response as complete or partial
response. The median response duration was 2@onths (range: 0.0+, 33.2+) in patients treated with
intravenousKEYTRUDrsus 13.8nonths (range: 0.0+, 33.9+) in patients treated with BV.

Figure23: KaplanMeier Curve for ProgressicRree Survival by Treatment Arm in KEYNEDE
(Intent to Treat Population)
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Primary Mediastinal Bcell Lymphoma

KEYNOTE/Q: OpeHrabel study in patients with relapsed or refractory PMBCL

The efficacy oihtravenousKEYTRUD&Aas investigated in KEYNGIH, a multicenter, opetabel,

singlearm trial in 29atients with relapsed or refractory PMBCL, Patients with activesimi@atious
pneumonitis, an allogeneic HSCT within the pagt&rs (or greater thab years but with gmptoms of

GVHD), active autoimmune disease, a medical condition that required immunosuppression, or an active
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infection requiring systemic therapy were ineligible for the trial. Patients recenteavenous
KEYTRUDZOOmMg every 3veeks until unacceptable toxicity or documented disease progression, or for
up to 24months in patients that did not progress. Disease assessment was performed eweegR2

The major efficacy outcome measures (ORR, CRR, PFS and difreggponse) were assessed by
blinded independent central review according to the 2007 revised IWG criteria.

Among the 2%atients, the baseline characteristics were: median age ofezBs(range: 20 to 58), 0%

age 65 or older; 45%hale; 93%Nhite; 38% had an ECOG performance status (PS) of 0 and 62% had an
ECOG PS of 1. The median number of prior lines of therapy administered for the treatment of PMBCL
was 3 (range 2 to 8). Sixtyne percent were refractory to the last prior therapy, including 38% with
primary refractory disease and 79% whose disease was chefraxtory to any prior regimen. Thiry

four percent of patients had undergone prior atit5CT, 66% did not receive prior transplamd 38%

of patients had prior radiation therapy.

Efficacy from interim analysis was based on overall response rate (ORR) with the medianollow
duration of 6.6 months. The median duration of response was not reached. The efficacy results for
KEYNOTEZO are summarized ifable97. For the 12 responders, the median time to first objective
response was 2.9 months (range 2.4 to 8.5 months).

Table97: Efficacy Results in Patients with Refractory or Relapsed PMBCL.

. KEYNOTE70*

Endpoint n=29
Objective Response Rate*
ORR %, (95% CI) 41% (24, 61)
Complete Remission 14%
Partial Remission 28%
Response Duration*
Median in months (range) \ Not reached (1.1+,8.2%)
* Assessed by blinded independent central review according to the 2007 revised IWG criteria
"Based on patients (n=12) with a response by independent review

The finalefficacyanalysis of KEYNOTKEO included 53 patients. The ORR was 45% (95% CI: 32, 60) with
a median followup time of 22.3 months. Ten (19%) patients achieved a best overall response of
complete remission and 14 (26%) patients achieved a best overall respopasiaf remission. The

median response duration was not reached (range: 1.1+ to 46.9+ months).

Urothelial Carcinoma

KEYNOTE39: Controlled trial of combination therapy with enfortumab vedotin in urotheliatea
patients

The efficacy ointravenousKEYTRUDA combination with enfortumab vedotin was investigated in
KEYNOTEA39, an ogabel, multicenter, randomized, actisxantrolled trial that enrolled 88@dult
patients with unresectable locally advanced or metastatic urotheliateavho received no prior

systemic therapy for unresectable locally advanced or metastatic disease. The trial excluded patients
with autoimmune disease or a medical condition that required immunosuppression, active CNS
metastasescardiac sympmims (including congestive heart failure) consistent with New York Heart
Association Class-IV,severe renal impairmengngoing sensory or motor neuropathy Graged ~ 2 NJ

uncontrolled diabetes defined as hemoglobin A1C (HbAlgy> 2 Nk1:6! mOG K aa20AF GSR
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symptoms. Randomization was stratified by cisplatin eligibility, PDL1 expression, and liver metastases .
Patients were randomized (1:1) to one of the following treatment arms

$ IntravenousKEYTRUDZ00mgover 30minutes on Dayl and enfortumab vedotin 1.2%g/kg
on Daysl and 8 of each 2tlaycycle Treatment withintravenousKEYTRUDsxd enfortumab
vedotin continued until RECIST.1-defined progression of disease, unacceptable toxicity or,
for intravenousKEYTRUDAaximum of 3%cycles (up to approximatelyyzars).
§ Gemcitabine 1000ng/m?on Daysl and8 and y @S a G A 3+ (2 NR& n@kddA OS 2F OA
carboplatin (AU@.5 or 5mg/mL/min according to local guidelines) on Oagf each 2iday
cycle. Treatment was permitted until disease progression or unacceptable toxicity for up to 6
cycles.

Table98; Baseline characteristics in KEYNOAIO

IntravenousKEYTRUDA o .
: Gemcitabine + Platinum
200mg every 3weeks in . )
oS . Chemotherapy with or without
combination with enfortumab . :
. maintenance immunotherapy
vedotin ~
N n=444
n=442 % (n)
% (n) 0
Men 78%(344) 76%(336)
Women 22%(98) 24%(108)
Age (median years) 69 69
Age (range years) 37-87 22-91
Race
White 70%(308) 65% (290)
Asian 22%(99) 219%(92)
Black or African Americar 0.7%(3) 2%(7)
Other 7% (30) 12%(52)
ECOG PS
0 509(223) 48%(215)
1 46%(204) 49%(216)
2 3%(15) 2%(11)
Disease status
metastatic 95%(421) 95%(420)
locally advanced 5%(21) 5%(24)
Metastasis category
visceral metastasis 72%(318) 72%(318)
lymph nodes only disease 23%(103) 23%(104)
locally adyanced without 5%(21) 5%(22)
metastasis
Asplatin eligibility
eligible 54%(240) 55%(242)
ineligible 46%(202) 45%(202)
Liver metastasis
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IntravenousKEYTRUDA o .
: Gemcitabine + Platinum
200mg every 3weeks in . .
o . Chemotherapy with or without
combination with enfortumab . .
. maintenance immunotherapy
vedotin B
n=444
n=442 % (n)
% (n) 0
present 22%(98) 22%(98)
absent 78%(344) 78%(346)
Renal function
normal 19%(84) 21%(95)
mild impairment 37%(165) 369%(162)
moderate impairment 42%(186) 40%(179)
severe impairment 2%(7) 2%(8)

Documented baseline HbAlc

<5.7% \

46% (205)

47% (208)

Histology

Urothelial caacer(UC) 86%(379) 84%(373)
UC mixed squamous 0 0
differentiation 5%(24) 6%(28)
UC mixed other

0 0
histological varients 2%(7) 2%(7)

The major efficacy outcome measures were overall survival (OS) and progtessiauirvival (PFS) as

assessed by BICR according to RBQISTAdditional outcome measures were overall response rate

(ORR) as assessed by BICR according to REQLSTThe median followp time for KEYNOIA39 was

17.2months.

Efficacy results were consistent across all stratified patient subgroups. Results are summareield 99 and Figure24 and Figure

25,
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Table99: Efficacy Results in KEYNQAED

Intravenous Gemcitabine + Platinum
KEYTRUD200mg .
. every 3weeks in Chemothergpy with or
Endpoint o . without maintenance
combination with )
. immunotherapy
enfortumab vedotin n=444
n=442
0S
Number (%) of patients with 133 (30%) 226 (51%)
event
Median in months (95% ClI) 31.5 (25.4, NR) 16.1 (13.9, 18.3)
Hazard ratio* (95% CI) 0.47 (0.38, 0.58)
p-Valug! <0.0001
PFS
Number (%) of patients with 223 (50%) 307 (69%)
event
Median in months (95% ClI) 12.5 (10.4, 16.6) 6.3 (6.2, 6.5)
Hazard ratio* (95% CI) 0.45 (0.38, 0.54)
p-Valuét <0.0001
Objective Response Rdte
ORR% (95% CI) 68% (63.1, 72.1) 44% (39.7, 49.2)
p-Valué <0.0001
Complete response 29% 12%
Partial response 39% 32%
NR = not reached
*  Based on the stratified Cox proportional hazard regression model
" Twosided pValue based on stratified legnk test
“ Includes only patients with measurable disease at baseline
§  Based on patients with a best overall response as confirmed complete or partial
response
T Twosided pValue based on Cochraviantel-Haenszel test stratified by PLL
expression, cisplatin eligibility and liver metastases
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Figure24: KaplanMeier Curve for Overall Survival in KEYNGOYID
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Figure25. KaplanMeier Qurve for ProgressioAFree &rvival inKEYNOTA39
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KEYNOTE52: OpeHabel trial in urothelial carcinoma patients ineligible for cisplatmtaining

chemotherapy

The efficacy ointravenousKEYTRUD&as investigated in KEYNGIH2, a multicenter, opetabel,

single arm trial of patients with locally advanced unresectable or metastatic urothelial carcinoma who

were not eligible for cisplatigontaining chemotherapincluding patients who were not considered

eligible for any platinuntontaining chemotherapyParticipants were required to have a creatinine

Of S NI yOS xonYftkYAY | yR .The triglexcldedg&titidis iy 1 y OS & G| { dz
autoimmune disease or a medical condition that required impsuppression.

Patients receivedhtravenousKEYTRUDZ0O0 mg every 3 weeks until unacceptable toxicity or disease
progressionlf benefits were deemed to outweigh the risks based on clinical judgernimically

stable patients with initial radiographic disease progression could continue treatment until disease
progression was confirmed. Patients without disease progression could be treated for upniongs.
Assessment of tumour status was perforrmeg® weeks after the first dose, then everywgeks
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through the first year, followed by every #&eks thereafter.

Among the 37Qreated patients, baseline characteristics were: median aggeads (82%ge 65 or

older); 77%male; and 89%Vhite and 7%Asian.Eightyone percent had a primary tumour in the lower
tract, and 19% of patients had a primary tumour in the upper traghtyeight percent had M1

disease, 12% had MO disease. Eigiwg percent of patients had visceral metastases, including 21%
with liver metastases. Ninety percent of patients were treatment naive, and 10% received prior
adjuvant or neoadjuvanplatinum-based chemotherapy. Reasons for cisplatin ineligibility included:
50% with baseline creatinine clearance of ¥@0'min; 32% with ECOG performance status of 2; 9%
with ECOG performance status of 2 and baseline creatinine clearance oiL#®ih; ard 9% with

other reasons (Class Il heart failjiome subject] Grade 2 or greater peripheral neuropathy, and Grade
2 or greater hearing loss). In the study,-PDstatus by the combined positive score (CPS) was
determined using the PID1 IHC 22C3 pharmTKit (See4 Dosage and AdministratioRatient

Selection). Among the 3ffatients, 30% (n = 110) had tumours thatexpressed RD / t { x wmn I Yy R
(n = 251) had tumours that expressed-BDCPS <10.

The primary efficacy outcome measure was Objective Response Rate (ORR) according to RECIST 1.1 as
assessed by the blinded independent central radiology review. The key secondary efficacy outcome
measure was duration of response. A confirmation of respdnysepeat radiographic assessment was
required 4 to 6 weeks after the initial assessment.

The median followup time for the 370 patients treated witimtravenousKEYTRUD#as 11.5months
(range 0.1¢ 31.3 months) Efficacy results are summarizedTiable100.

Table100: Efficacy Results in Patients with Urothelial Carcinoma Ineligible for Cispl@bntaining
Chemotherapy in KEYNODB2.

: All Subjects
Endpoint n=370
Objective Response Rate*
ORR %, (95% CI) 29% (25, 34)
Complete Response 8%
Partial Response 21%
Response Duration
Median in months (range) Not reached (1.4+, 27.9+)
i gAGOK Rdmbidth§ A2y x c 82901
* Assessed by BICR using RECIST 1.1
“Based on KaplaNeier estimates; includes 85 patients with responses of 6 months or longer

In a longterm follow-up analysigperformed33.9monthsafter the interim analysis with 18 ORR
events for all patients [median followp of 11.4months (range: 0.163.8months)} the ORR was 29%
with the complete and partial response rates of 10% and 20%, respectivebnghthe responding
patients, the median response duration weg8months(range 1.4+ t&0. 7 months)

KEYNOTB61:PlatinumEligible Patients with Previously Untreated Urothelial Carcinoma

The efficacy oihtravenousKEYTRUDIAr the firstline treatment of platinurreligible patients with
locally advanced or metastatic urothelial carcinoma was investigated in KEX38O, T&Emulticenter,
randomized, opedabel, activecontrolled study in 1010 previously untreated patients. Ehaéety and
efficacy ofintravenousKEYTRUDA combination with platinurrbased chemotherapy for previously
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untreated patients with locally advanced or metastatic urothelial carcinoma has not been established.
The study comparethtravenousKEY TRUD®Ith or without platinumbased chemotherapy (i.e.,

cisplatin or carboplatin with gemcitabine) to platindmased chemotherapy alone. Among the patients
receivingintravenousKEYTRUD®#us platinumbased chemotherapy, 44% received cisplatin and 56%
received carboplatin.

The study did not meet its major efficacy outcome measures of improved PFS or Ofiratlemous
KEYTRUD#us chemotherapy arm compared to the chemotheragpygne arm. Additional efficacy
endpoints, including improvement of OS in théravenousKEYTRUDAonotherapy arm, could not be
formally tested.

KEYNOTE45: Controlled trial in urothelial carcinoma patients previously treated with platinum
containing chemotherapy

The efficacy ointravenousKkEYTRUD#as evaluated in KEYNGU45, a multicenter, randomized (1:1),
active-controlled trial in patients with locally advanced or metastatic urothelial carcinoma with disease
progression on or after platinuraontaining chemotherapy. The trial excluded patientth

autoimmune disease or a medical condition that required immunosuppression.

Patients were randomized to receive eithistravenousKEYTRUDZOOmMg every 3veeks (n=270) or
Ay@SaaAralriz2Nna OK2A0S 2F ye 2F (GKS F2fft2gAay3a OKS
3 weeks (n=272): paclitaxel 1g/m?(n=84); docetaxel 7Bg/m?(n=84); or vinflunine 32thg/m?

(n=87). Patients receivadtravenousKEY TRUDu#xtil unacceptable toxicity or disease progression.

Clinically stable patients with initial evidence of disease progression were permitted to remain on

treatment until diseas progression was confirmed. Patients without disease progression were treated

for up to 24months. Treatment withntravenousKEYTRUD#£ould be reinitiated for subsequent

disease progression and administered for up to one additional year. Assessment of tumour status was
performed at Qweeks after randomization, then every&eks through the first year, followed by

every 12weeks thereéter.

The major efficacy outcomes were OS and PFS as assessed by BICR per RECIST v1.1 at the time of the
second interim analysis using the inteottreat (ITT) population. These outcomes were also assessed

for the subgroup defined by PDm / t { O dz{D2 Fpbsitize}. Additiomaheffidaty outcome

measures were ORR as assessed by BICR per RECIST v1.1 and duration of response.

Among the 542andomized patients, the study population characteristics were: median age&s
(range: 26 to 88); 58% age 65 or older; Mgbe; 72%Nhite and 23%\sian; 57%&COG performance
status of 1 or greater; and 96Ml disease and 4% MO diseaBéghtseven percent of patients had
visceral metastases, including 34% with liver metastases. Eghpercent had a primary tumour in

the lower tract and 14% had a primary tumour in the upper tract. Fifteen percent of patients had
disease progression fowing prior platinumcontaining neoadjuvant or adjuvant chemotherapy as the
most recent line of therapy. Twentyne percent had received 2 or more prior systemic regimens in the
metastatic setting. Severdsix percent of patients received prior cisplat?8% had prior carboplatin,

and 1% were treated with other platinuivased regimens.

At a prespecified interim analysis, the median follay time for 270patients treated withintravenous
KEYTRUD#as 10.3nonths. The study demonstrated statistically significant improvements in OS and
ORR for patients in the ITT population randomizethtavenousKEYTRUDa#s compared to
chemotherapy. No statistically significant difference was demonstrated betuwesvenous

KEYTRUD&G (pembrolizumahnjection Page2510f 318



KEYTRUDsd chemotherapy with respect to PA®%ble101summarizes the key efficacy measures

andFigure26 shows the KaplaiVleier survival curve for OS.

Table101 Efficacy Results in Patients with Urothelial Carcinoma Previously Treated with

Chemotherapy.
Intravenous
Endpoint KEYTRUDA Chemotherapy
200mg every 3weeks n=272
n=270
(O

Number (%) of patients with event

155 (57%) | 179 (66%)

Hazard ratio* (95% CI)

0.73 (0.59, 0.91)

p-Valugt

0.00Z

Median in months (95% CI)

10.3(8.0,11.8) | 7.4 (6.1, 8.3)

PF$

Number (%) of patients with event

218 (81%) \ 219 (81%)

Hazard ratio* (95% CI)

0.98 (0.81, 1.19)

p-Valugt 0.416
Median in months (95% ClI) 21(2.0,22) |
Objective Response Rate
ORR % (95% CI)

3.3 (2.3, 3.5)

21% (16, 27) 11% (8, 16)

Complete Response Rate (%) 7% 3%
Partial Response Rate (%) 14% 8%
p-Value 0.00%

Duration of Response

Not reached
(1.6+, 15.6+)
* Hazard ratio ibtravenousKEYTRUD&mpared to chemotherapy) based on the stratified Cox proportion
hazard model

"Based on stratified Log rank test

“ Assessed by BICR using RECIST 1.1

§ Based on method by Miettinen and Nurminen

£ p-value is compared with 0.0123 of the allocated alpha for the interim analysis
¢ p-value is compared with 0.0151 of the allocated alpha for the interim analysis
¥ p-value is compared with 0.0170 of the allocated alpha for the interim analysis

Median in months (range) 4.3 (1.4+, 15.4+)

The interim analysis also demonstrated a statistically significant improvement in OS favouring
intravenousKEY T TRUDMr patients whose tumours tested positive forfDm  / t { X ™MJ/E: ol |
(HR) 0.57 (95% CI 0.37, 0.88)]. As with the ITT population, there was no statistically significant
difference betweerintravenousKEYTRUDed chemotherapy with respect to PFS among patients

whose tumours tested positive for ALL.

In exploratory subgroup analyses, a reduced survival beneifitraivenousKEY TRUDAonotherapy

compared to chemotherapy was observed in patients who were never smokers (n=187), who were
classified as Nolvhite (n=133) (92% of whom identified with Asian ethnicity), or who lived in the East
Asia geographic region (n=106). In never smokers, the HR for OS was 1.06 (95% CI: 0.72, 1.55) and the
HR for PFS was 1.13 (95% CI: 0.80, 1.60). lW\Mite subjects, the HR for OS was 1.12 (95% CI 0.70,
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1.79) and the HR for PFS was 1.48 (95% CI 0.99, 2.23). In subjects from AstaEgestgraphic region,
the HR for OS was 1.25 (95% CI: 0.72, 2.18) while the HR for PFS was 1.68 (95% CI: 1.05, 2.67).

The final descriptive analysis for OS was performed 13.6 months after the interim analysis with 419
patient events (200 fointravenousKEYTRUDsxd 219 for chemotherapy). Median OS was 10.1
months (95% CI: 8.0, 12.3) fatravenousKEYTRUD#kd 7.3 months (95% CI: 6.1, 8.1) for
chemotherapy. The OS HR was 0.70 (95% CI: 0.57, 0.85)g&e26 for OS curve. In the final analysis
of PFS there was no statistically significant difference betvirgieavenousKEY TRUD#hd

chemotherapy.

Figure26: KaplanMeier Curve for Overall Survival by Treatment Arm in KEYNOAE(Intent to

Treat Population)*
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*pased on the final analysis (a total of 419 deaths)

KEYNOTE57: Open label trial in Ba@fairesponsive HigRisk NorMuscle Invasive Bladder Cancer
The efficacy oihtravenousKEYTRUD®Aas investigated in KEYNGIEY, a multicenter, opetabel,
singlearm trial in 96patients with Bacillus Calmet@®uerin(BCGunresponsive, highisk, normuscle
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invasive bladder cancer (NMIBC) with carcinomsitim (CIS) with or without papillary tumours who are
ineligible for or have elected not to undergo cystectomy. B@f@sponsive highisk NMIBC is defined

as persistent disease despite adequate BCG thedipgase recurrence after an initial tumeoftiee

state following adequate BCG therapy, or T1 disease following a single induction course of BCG. Prior to
treatment, all patients had received adequate BCG therapy, had undergone recent cystoscopic
procedure§) and transurethral resection of bladder tumour (TURBT) to remove all resectable disease
(Ta and T1 components) and assure the absence of muscle invasive disease. Residual CIS (Tis
components) not amenable to complete resection was acceptable. Thexdided patients with

muscle invasive (i.e., T2, T3, T4) locally advancedesmttable or metastatic urothelial carcinoma,
concurrent extravesical (i.e., urethra, ureter or renal pelvis) Amaiscle invasive transitional cell
carcinoma of the urotheliumautoimmune disease or a medical condition that required
immunosuppression.

Patients receivedéhtravenousKEYTRUDZO0Omg every 3veeks until unacceptable toxicity, persistent

or recurrent highrisk NMIBC, or progressive disease. Assessment of tumour status was performed
every 12weeks, and patients without disease progression could be treated for up toa2dhs or B
administrations, whichever was longer. The major efficacy outcome measure was complete response
(as defined by negative results for cystoscopy [with TURBT/biopsies as applicable], urine cytology, and
computed tomograhy urography [CTU] imaging) at the first assessment (12 weeks). Duration of
response was a key supportive endpoint.

The study population characteristics were: median agge8s (69% age 65 or older); 84%%le;

67%White; and 73% and 27% with an ECOG performance status of O or 1, respectively. Tumour pattern
at study entry was CIS with T1 (13%), CIS with high gra(@5%#4, and CIS (63%). Baseline-higih

NMIBC disease status was 2fgétsistent and 73%ecurrent. The median number of prior instillations

of BCG was 12.

The median followup time was 28.@nonths (range: 4.6 to 40/months). Efficacy results are
summarized irmable102 A total of 36 patients went on to receive radical cystectomy. Upon review of
pathology, 2 patients who underwent cystectomy within 90 days after treatment discontinuation were
found to have T2 disease, and one patient who underwent cystectomy greatetltlgaar after

treatment discontinuation had T3 disease. No patients progressed to muscle invasive or metastatic
bladder cancer while on study therapy, based on protocol specified disease assessments.

Tablel102 Efficacy Results for Patients with B&@responsive, HighRisk NMIBC in KEYNOU&/.

Endpoint n=96
Complete Response Rate % (95% Cl)* 41% (30.7, 51.1)
Response Duratich
Median in months (range) 16.2 (0.0+, 30.4+)
£ 0y 0 GAOK Rdz2NI GA2Y X c Y2 69% (27)
£2 0YyU0 GAUK Rdz2NF GA2Y X MH Y 46% (18)

*Based on negative cystoscopy (with TURBT/biopsies as applicable), urine cytology, and computed tomc
urography (CTU imaging) at the first assessment (12 weeks).

"Based on patients who achieved a complete response (nB&®tion reflects period from the time complete
response was achieved.

+Denotes ongoing response
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Microsatellite Instability-High Colorectal Cancer

KEYNOTE/7: Controlled trial in colorectal carcinoma patients previously untreated for metastatic MSI
H or dMMR CRC

The efficacy ointravenousKEYTRUD®as investigated in KEYNGIE, a multicenter, randomized,
openlabel, activecontrolled trial that enrolled 30patients with previously untreated metastatic MSI

H or dAMMR CRC. MSI or MMR tumetatus was determined locally using polymerase chain reaction
(PCR) or immunohistochemistry (IHC), respectively. Patients with autoimmune disease or a medical
condition that required immunosuppression were ineligible.

Patients were randomized (1:1) to receimeravenousKEYTRUDZOOmg intravenously every ®eeks
2N Ay@SadAadalriz2NNa OK2A0S 2F GKS F2ff 2ouwegk¥ OKSY2GK

1T mFOLFOX®6 (oxaliplatin, leucovorin, and FU) or mFOLFOX6 in combination with either
bevacizumab or cetuximab: Oxaliplatin®§/m?, leucovorin 400ng/m? (or levoleucovorin
200mg/m?), and FU 40éng/m? bolus on Dayl, then FU 240éhg/m? over 4648 hours.
Bevacizumab Bhg/kg on Dayl or cetuximab 40@ng/m? on first infusion, then 25@ng/m?
weekly.

9 FOLFIRI (irinotecan, leucovorin, and FU) or FOLFIRI in combination with either bevacizumab or
cetuximab: Irinotecan 18Mg/m?, leucovorin 400ng/m? (or levoleucovorin 20eng/m?), and
FU400 mg/nt bolus on Dayl, then FL2400 mg/nt over 4648 hours. Bevacizumabrg/kg on
Day1 or cetuximab 40@g/m? on first infusion, then 25eng/m? weekly.

Treatment withintravenousKEYTRUD# chemotherapy continued until RECI&TI-defined

progression of disease as determined by the investigator or unacceptable toxicity. Patients treated with
intravenousKEYTRUD#Ithout disease progression could be treated for up ton2dnths or 35
administrations, whichever was longer. Treatment wittravenousKEYTRUDgbuld be reinitiated for
subsequent disease progression and administered for up to one additional year. Assessmentusf tumo
status was performed everyWeeks. Patients randomized to ahetherapy were offeredntravenous
KEYTRUDg the time of disease progression. Tiwémaryefficacy outcome measusavere PFSas

assessed by BICR according to RBGQIHTand OSThe secondargutcome measurevas ORR.

The trial demonstrated a statistically significant improvement in PFS for patients randomized to
intravenousKEYTRUDZompared with chemotherapyrhe median followup at thetime of thePFS
analysisvas27.6months (range: 0.2 td8.3months).At the time of the PFS analysis, the overall
survival data were not mature (66% of the required number of events for the OS final anaigkls).
103andFigure27 summarize the key efficacy measures for KEYNIJTBEssessed at the time of the
PFS analysis

Tablel103 Efficacy Results iRatients withMSIH or AMMR CRGn KEYNOT77.

Endpoint IntravenousKkEYTRUD/ Chemotherapy

200mg every 3veeks

n=153 n=154

PFS
Number (%) of patients with ever 82 (54%) 113 (73%)
Median in months (95% CI) 16.5 (5.4, 32.4) 8.2 (6.1, 10.2)
Hazard rati$ (95% CI) 0.60 (0.45, 0.80)
p-Valug! 0.0002
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Objective Response Rate

ORR (95% CI)

44% (35.8, 52.0)

33% (25.8, 41.1

Complete response rate

11%

4%

Partial response rate

33%

29%

h

* Based on Cox regression model
Based on logank test(compared to a significance level of 0.0117)

Theprotocotspecifiedfinal analysis for OS wasni@med 12 months after th€FS analysis, with 140
patient events (62 fomtravenousKEYTRUD#d 78 for chemotherapy). There was no statistically

significant difference betweeimtravenousKEYTRUDsnd chemotherapy. The HR for OS was 0.74 (95%

Cl: 0.53, 1.03), with ayalue of 0.0359 (based on lognk test compared to a significance level of
0.0246). Median OS was not reached (95% CI: 49.2 months, NiRjdeenousKEYTRUDand was
36.7 months (95% CI: 27.6 months, NRf@motherapy. Sixty percent of patients who had been
randomized to receive chemotherapy had crossed over to receive subsequefRitiPD-L1
therapies includingntravenousKEYTRUDA

Figure27: KaplanMeier Curve for PFBy Treatment Armin KEYNOTE77 (Intent to Treat

Population)
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In an exploratory subgroup analysis, the estimated PFS HR¢résenousKEYTRUDWersus
chemotherapy for the KRAS/NRAS/BRAF all wild type (N=69) subgroup and mutant KRAS or NRAS
(N=74) subgroup were 0.28 (95% CI 0.14, 0.55) and 1.19 (95% CI 0.68, 2.07), respectively

At the time of thePFSanalysis corresponding to a median follow up duration of 27.6 months, the
median duration of response was not reached in patients treated inttiavenousKEYTRUDATrsus
10.6 months in patients treated with chemotherapy.

Microsatellite Instability-High Cancer (MSH) or Mismatch Repair Deficient (dAMMRJancer
KEYNOTE4, KEYNOTE8, and KEYNODEL: Opedabel studies in patients with M&l or dAMMR,
cancer

The efficacy ointravenousKEYTRUD#&as investigated iB04 patients with MSH or dMMR cancer
enrolled inthree multicenter, nonrandomized, opelabel, multicohort studiefKEYNOTE4,
KEYNOTES8, and KEYNODR1) All studies excluded patients with autoimmune disease or a medical
condition that required immunosuppressioRegardless of histology, MSI or MMR tumour status was
determined using polymerase chain reaction (PCR) or immunohistochemistry (IHC), respectively.

1 KEYNOTE64 enrolled 124 patients with advanced MSIH or dMElstorectal cancer (CRC)
that progressed following treatment with a fluoropyrimidine and either oxaliplatin or
irinotecan+/- antiVEGF/EGFRAbbasedtherapy.

1 KEYNOTESS enrolled 373 patients with advanced MSIH or dMMigth-colorectal cancer
(non-CRC) who had disease progression following prior therapy.

1 KEYNOTE51 enrolled 7 pediatric patients with MSI H or dAMMR cancers.

Adult patients receivethtravenousKEYTRUDZO0 mg every 3 weeks (pediatric patients received 2
mg/kg every 3 weeks) until unacceptable toxicity or disease progression. Clinically stable patients with
initial evidence of disease progression were permitted to remain on treatment until disease
progression was confirmed. Patients without disease progression were treated for upnmaths.
Treatment withintravenousKEYTRUDZbuld be reinitiated for subsequent disease progression and
administered for up to ne additional year. In KEYNGI& and KEYNOTES, assessment of tumour
status was performed every 9 weeks through the first year, then evewyekks thereafterin

KEYNOTE51, assessment of tunuo status was performed everyweeks for 24veeks, and then

every 12weeks thereafterThe major efficacy outcome measures were ORR and DoR as assessed by
BICR according to REC1SITand as assessed by the investigator according to RECIST 1.1 in KEYNOTE
051.

In KEYNOTE4 and KEYNOTES, the baseline characteristics were median afé&0years(36%age
65 or oldej; 44% male; 78%Vhite, 14%Asian; and ECOG P&18%)and 1(55%). Ninetytwo percent

of patients had M1 disease addo had MO diseas&hirty-seven percent of patients received one prior
line of therapy and 61% received two or more prior lines of therapy.

Among the 7 pediatric patients) KEYNOTFE51, the baseline characteristics were: median age of 11

years (range: 3 to 16); 71% female; 86% White and 14% Asian; and 57% had a Lansky/Karnofsky Score
of 100. Seventy one percent of patients had Stage 1V and 14% had Stage 1l disease. Fifty seiten perce
of patients received one prior line of therapy and 29% received two prior lines of therapy.

The median followup time for 497 adult and 7 pediatric patients (KEYNGHE treated with
intravenousKEYTRUD#as 20.5months and 5.2 months, respectively. Efficacy results are summarized
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in Tablel04and Tablel05.

Table104: Efficacy Results foAdult Patients with MSIH/ dMMR Cancer

Endpoint \ n=497

Objective Response Rate

ORR%, (95% CI) 34% (30, 38)

Complete Response 11%

Partial Response 23%

Stable Disease 18%

Disease Control Rdte 52%

Response Duratioh

Median in months (range) 63.2 (1.9+, 63.94)
2 g A UK RdaNdntiisA 2y X ocC 75%

Time to Response

Median in months (range) \ 2.2 (1.3, 49.3)

*  Assessed by BICR using RECIST 1.1

U Based on best response of stable disease or better

4L Based on KaplaMeier estimates; includes Gaatients with response of 3@onths or longer

+ Denotes ongoing response

Among the Pediatric patients from KEYNOUEL (6with brain cancer [anaplastic astrocytoma (1),
glioblastoma multiforme (5)], tvith abdominal adenocarcinomajere were no responders per
RECIST 1.1. Opatient witha GBMhad aradiographic completeesponseper irRECIST that lasted 15
monthsafter initial pseudeprogression however, given the limited data, interpretation of the results
should be made with caution.
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Tablel105 Response by Tumo Type

Objective Response
Rate Duration of Response rangeg
N n (%) 95% CI (months)
CRC 124 | 42 (34%) (26%, 43%) (4.4, 58.5+)
Non-CRC 373 | 126 (34%) (29%, 39%) (1.9+, 63.9+)
Endometrial cancer 94 | 47 (50%) (40%, 61%) (2.9, 63.2)
Gastric or GE junction cancer| 51 | 20 (39%) (26%, 54%) (1.9+, 63.0+)
Small intestinal cancer 27 | 16 (59%) (39%, 78%) (3.7+, 57.3+)
Ovarian cancer 25 8 (32%) (15%, 54%) (4.2, 56.6+)
Biliary cancer 22 9 (41%) (21%, 64%) (6.2, 49.0+)
Pancreatic cancer 22 4 (18%) (5%, 40%) (8.1, 24.3+)
Brain cancer 21 1 (5%) (0%, 24%) 18.9
Sarcoma 14 3(21%) (5%, 51%) (35.4+, 57.2+)
Breast cancer 13 1 (8%) (0%,36%) 24.3+
Other* 12 4 (33%) (10%, 65%) (6.2+, 32.3+)
Cervical cancer 11 1 (9%) (0%, 41%) 63.9+
Neuroendocrine cancer 11 1 (9%) (0%, 41%) 13.3
Prostate cancer 8 1(13%) (0%, 53%) 24 .5+
Adrenocortical cancer 7 1(14%) (0%, 58%) 4.2
Mesothelioma 7 0 (0%) (0%, 41%)
Thyroid cancer 7 1(14%) (0%, 58%) 8.2
Small cell lung cancer 6 2 (33%) (4%, 78%) (20.0, 47.5)
Bladder cancer 6 3 (50%) (12%, 88%) (35.6+, 57.5+)
Salivary cancer 5 2 (40%) (5%, 85%) (42.6+, 57.8+)
Renal cell cancer 4 1(25%) (0%, 81%) 22.0
* Includes tumour type (n): anal (3), HNSCC (1), nasopharyngeal (1), retroperitoneal (1), testicular (1
vaginal (1), vulvar (1), appendiceal adenocarcinoma, NOS (1), hepatocellular carcinoma (1), and ca|
of unknown origin (1).
+ Denotes ongoingesponse

Endometrial Carcinoma

KEYNOTE46: Open label trial in patients with endometrial carcinoma that is notti& dMMR

The efficacy oihtravenousKEYTRUDA combination with lenvatinib was investigatedamulticenter,
singlearm, openlabel, multicohort trial that enrolled 10®atients with metastatic endometrial

carcinoma that had progressed following at least one prior platinased systemic therapy in any

setting. Eligible patients were 18 years gkaor older with pathologically confirmed endometrial

carcinoma and had an ECOG performance status of 0 or 1. Patients with active autoimmune disease or
a medical condion that required immunosuppression were ineligible.

Patients were treated witintravenousKEYTRUDZ00mg intravenously every ®eeks in combination

with lenvatinib 20mg orally once daily until unacceptable toxicity or disease progression as determined
by the investigatorThe major efficacy outcome measures were ORR and DOR by independent
radiologic review committee (IRC) using RECLSIT
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Administration ofintravenousKEYTRUDsand lenvatinibwas permitted beyond RECI8dfined disease
progression if the patient was clinically stable and considered by the investigator to be deriving clinical
benefit. intravenousKEYTRUDdosing was continued for a maximum of 2nths; however,

treatment with lenvatinibcould be continued beyond 2#onths. Assessment of tumour status was
performed at baseline and then everyw@eks until week 24, followed by everyv@eks thereafter.

Among the 10%atients, 87% (n=94) had tumours that were not MiSdr dAMMR, 10% (n=11) had

tumours that were MSH or dMMR, and in 3% (n=3) the status was not known. Tumour MSI status was
determined using a polymerase chain reaction (PCR) test. Tumour$tdlR was determined using

an immunohistochemistry (IHC) test. The baseline characteristics of that@hts with tumours that

were not MSIH or dMMR were: median age of §éars with 62% age &% older; 86% White, 6%

Black, 4% Asian, 3% other races] ECOG PS of 0 (52%) or 1 (48%). The majority of patients had
endometrioid (48.9%) or serous (35.1%) histology. All 94 patients received prior plaismed

systemic therapy for endometrial carcinoma: 51% received one; 38% received two; and 11% received
three or more prior systemic therapies.

Efficacy results are summarizedTablel106.

Tablel06Efficacy Results for Patients with Endometrial Carcinoma that is not-M® dMMR in
KEYNOTE46.

IntravenousKEY TRUD#ith lenvatinib
N=94
Objective Response Rate (ORR)
ORR (95% ClI) 38.3% (29%, 49%)
Complete Response, n (%) 10 (10.6%)
Partial Response, n (%) 26 (27.7%)
Duration of Response
Median in months (range) NR (1.2+, 33.1%)
5dzNF GA2Yy 2F NBAaALRYyaS x 25 (69%)

Tumour assessments were based on RECIST 1.1 per independent radiologic review committee (IRC).
responses were confirmed.

Median followup time of 18.7 months

“Based on patients (n=36) with a response by independent review

*Censored at Data cutoff

Cl = confidence interval; NR= Not reached.

KEYNOTE/5: Controlled trial of combination therapy in patienith advanced endometrial
carcinoma who have received prisystemic therapy

The efficacy ointravenousKEYTRUDA combination with lenvatinib was investigated in
KEYNOTE/5, a multicenter, opefiabel, randomized, activeontrolled trial that enrolled 82patients
with advanced endometrial carcinoma who had been previously treated with at least one prior
platinum-based chemotherapy regimen in any setting, including imth@adjuvant and adjuvant
settings.

Patients with endometrial sarcoma, including carcinosarcoma, or patients whadtag autoimmune
disease or a medical condition that required immunosuppression were ineligible. Patients with
endometrial carcinoma that were not M8l or dAMMR were stratified by ECOG performance status,
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geographic region, and history of pelvic radiation. Patients were randomized (1:1) to one of the
following treatment arms:

1 IntravenousKEYTRUDZOOmMg intravenously every Weeks in combination with lenvatinib 20g
orally once daily.

T LyoSadaAaalrd2NDa OK2A 0SSz GgnraveriIwaeksdr pachitax8 A § KSNJ R2 Ez

80mg/m? given weekly, 3veeks on/lweek off.

Treatment withintravenousKEYTRUDéd lenvatinib continued until RECIST wdefined progression
of disease as verified by BICR, unacceptable toxicity, antfavenousKEYTRUDAmMaximum of 24
months or up to 35administrations which ever was longer; however, treatment with lenvatinib could
be continued beyond 24 months.

Treatment was permitted bend RECISAL.1-defined disease progression if the treating investigator
considered the patient to be deriving clinical benefit, and the treatment was tolerated. Assessment of
tumour status was performed everyvBeeks.Theprimaryefficacy outcome measures were OS &S

as assessed by Bl@&ording to RECIST.1, modified to follow a maximum of ltarget lesions and a
maximum of Sarget lesions per orgarAdditional efficacy outcome measures included ORR and DoR,
as assessey BICR.

Amongthe 697 not dMMRpatients, 346 patients were randomizeditdravenousKEYTRUDA
O2YO0AYlLFI(iA2Y S6AGK tSy@riAyAoX | yR ohpiee ofldbxdrdbiSiy i &
(n=254) or paclitaxel (n=97Jhe not AIMMR population characteristics were: median age oyé&ars

(range: 30 to 86), 52% a@é or older; 62%Vhite, 22% Asian, and 38tack; 60% ECOG PS of 0 and

40% ECOG PSlofThe histologic subtypes were endometricircinoma $5%), serous (30f/clearcell
carcinoma (7%), mixed (4%), and other (3%). All 697 of these patients received prior systemic therapy
for endometrial carcinoma: 67% had one, 30% had two, and 3% had three or more prior systemic
therapies. Thirtyseven percent of patients receivedlgmprior neoadjuvant or adjuvant therapy.

Eficacy results for the not M&$ or dAMMR patients are summarizedTliable107 and Figure28 and
Figure29.

Tablel07: Efficacy Results for Patients with Advanced Endometrial Carcinoma that is notHvVis|
dMMR in KEYNOTE/5

Endometrial Carcinoma (not M$ or dAMMR)
Endpoint IntravenousKkEYTRUDA | Doxorubicin or Paclitaxel
200 mg every 3 weeks
and Lenvatinib
n=346 n=351
oS
Number (%) of patients with event 165 (48%) 203 (58%)
Median in months (95% CI) 17.4 (14.2, 19.9) 12.0 (10.8, 13.3)
Hazard ratio* (95% CI) 0.68 (0.56, 0.84)
p-Valuet 0.0001
PFS
Number (%) of patients with event 247 (71%) 238 (68%)
Median in months (95% CI) 6.6 (5.6, 7.4) 3.8 (3.6,5.0)
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Hazard ratio* (95% CI) 0.60 (0.50, 0.72)
p-Valugt <0.0001
Objective Response Rate
ORR(95% ClI) 30% (26, 36) 15% (12, 19)
Complete response rate 5% 3%
Partial response rate 25% 13%
p-Valué <0.0001
* Based on the stratified Cox regression model
" Based on stratified logank test
” Response: Best objective response as confirmed complete response or partial response
T Based on Miettinen and Nurminen method stratified BB¢OG performance status, geographic
region, and history of pelvic radiation

The exploratory analyses in responders suggested the median duration of response of 9.2 months
(range from 1.6+ to 23.7+) fimtravenousKEYTRUDA combination with lenvatinib treated patients
(n=105) and 5.7 months (0+ to 24.2+ months) for patients treated with doxorubicin or paclitaxel (n=53).
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Figure28: KaplanMeier Curve for Overall Survival IREYNOTE75(Not MSHH or dMMR)
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Figure29: KaplanMeier Curve for Progressickree Survival iKEYNOTE75(Not MSHH or dAMMR)
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Renal Cell Carcinoma

KEYNOT&26: Controlled trial of combination therapy with axitiio patients with advanced or
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metastatic RC@aive to treatment

The efficacy ointravenousKEYTRUDA combination with axitinib was investigated in a randomized,
multicenter, openlabel, activecontrolled trial KEYNO¥26, conducted in patients with advanced or

metastatic RCC with clear cell component, regardless dflPiDmour status and International

Metastatic RCC Database Consortium (IMDC) risk group categories. The trial excluded patients with
autoimmune diseasera medical condition that required systemic immunosuppression within the last
2 years. Patients were randomized (1:1) to receive eithigavenousKEYTRUDZO0 mg once every 3
weeks in combination with axitinib 5 mg twice daily or sunitinib 50 mg onite e 4 weeks and then

off treatment for 2 weeks. Randomization was stratified by risk categories (favorable versus
intermediate® S N& dza

iKS
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Treatment withintravenousKEYTRUDed axitinib continued until RECIST-defined progression of
disease as verified by BICR or confirmed by the investigator, unacceptable toxicityintrafegnous
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KEYTRUD#or up to 24 months or 35 administrations, whichever was longer. Administration of
intravenousKEYTRUDsd axitinib was permitted beyond RECISTdefined disease progression if

the patient was clinically stable and considered to be deriving clinical benefit by the investigator.
Treatment withintravenousKEYTRUDZbuld be reinitiated for subsequent disease progression and
administered for up to one additional year. Assessment of tumour status was performed at baseline,
after randomization at Wek12, then every 6veeks thereafter until Week 54, and then every

12 weeks thereatfter.

Among the 86Xatients in KEYNO¥R26 (432patients in theintravenousKEYTRUDZombination arm
and 429 in the sunitinib arm), baselinbaracteristics were: median age of $ars (range: 26 to 90);
38% age 65 or older; 73%ale; 79%Nhite and 16%Asian; 99.9% had a KarnkfsPerformance Score
o0 Yt { F0%2ahd patient distribution by IMDC risk categories was 31% favorable, 56&tcdizie
and 13%poor.

The primary efficacy outcome measures were OS and PFS (as assessecbydtitig to RECISTL,
modified to follow a maximum of 10 target lesions and a maximum of 5 target lesions per organ).
Secondary efficacy outcome measures were objective respons€¢®&RR) andesponse durationas
assessed by BICRIng RECISTL, modified to follow a maximum of 10 target lesions and a maximum

of 5 target lesions per orgaithe median followup time for theintravenousKEYTRUD&mbination
armwas 13.2nonths (ange: 0.1¢ 21.5months).Table108 summarizes key efficacy measures at the
pre-specified first interim analysi®©S and PFS benefits were observed in the Intent To Treat population
and regardless of RDL expression level.

Table108 Efficacy Results for Patients with Advanced and Metastatic RCC in KEYARB T&terim
Analysis 1 (Intent To Treat Populatipn

IntravenousKEYTRUDA Sunitinib
Endpoint with axitinib n=429
n=432
Primary Efficacy Outcome Measure OS
(I\(I)/l:)mber of patients with event 50 (14%) 97 (23%)
Median in months (95% CI) Not reached (NA, NA) Not reached (NA, NA)
Hazard ratio* (95% CI) 0.53 (0.38, 0.74)
p-Valuet 0.00005
Primary Efficacy Outcome Measure PFS
(I\(I)/l:)mber of patients with event 183 (42%) 213 (50%)
Median in months (95% CI) 15.1 (12.6, 17.7) 11.1 (8.7,12.5)
Hazard ratio* (95% CI) 0.69 (0.56, 0.84)
p-Valugt 0.00012
Secondary Efficacy Outcome Measure ORR
Overall response rat¢95% CI) 59% (54, 64) 36% (31, 40)
Complete response 6% 2%
Partial response 53% 34%
p-Valué <0.0001
aThe initial onesided type 1 error rate level for OS, PFS, ORR were 0.023, 0.002, and 0.025 respective
corresponding pralue bounds at the interim analysis for OS and PFS were 0.0001 and 0.0013, respe(
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IntravenousKEYTRUDA Sunitinib
Endpoint with axitinib n=429
n=432 B

For ORR, the correspondingvplue bound after alpha reallocation from PFS and OS followingpaeified
multiplicity adjustment was 0.025.

* Based on the stratified Cox proportional hazard model

“Based on stratified logank test.

“Based on patients with a best overall response as confirmed complete or partial response

$ Based on Miettinen and Nurminen method stratified by IMDC risk group and geographic region

NA = not available

The final OS analysis was performed at a median felipwf 37.7months after 41&atient events

(193 in theintravenousKEY TRUDad axitinib arm and 225 in the sunitinib arm). Median OS was
45.7months (95%CI: 43.6, NA) in thatravenousKEYTRUDed axitinib arm and 40.honths

(95%CI: 34.3, 44.2) in the sunitinib arm. Approximately 47.2% of participants intthgenous
KEYTRUDsxd axitinib arm and 65.5% of participants in the sunitinib arm received a new subsequent
anticancer therapy. The OS MRBs 0.73 (95%: 0.60, 0.88).

In an exploratory analysis, the updated analysis of OS in patients with IMDC favourable, intermediate,
and poor risk demonstrated a HR of 1.17 (95% CI. 0.76, 1.80), 0.67 (95% CI: 0.52, 0.86) and 0.51 (95%
Cl: 0.32, 0.81), respectively.

Figure30: KaplanMeier Curve for Overall Survival by Treatment Arm in KEYN@Z&: Interim

Analysis I(Intent to Treat Population)
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The OS KaplaMleier curves separated in favour iotravenousKEY TRUDAaxitinibat the first Interim
Analysisand remained separated at the time of the final analysis efehth follow-up.
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Figure31: KaplanMeier Curve for ProgressicRree Survival by Treatment Arm in KEYNGIPE,
Interim Analysis 1(Intent to Treat Population)
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KEYNOTES1: Controlled trial of combination therapy with lenvatinib in patients with advanced or

metastatic RCC with no prior systemic therapy

The efficacy ointravenousKEYTRUDA combination with lenvatinib was investigated in KEYNOTE
581, a multicenter, opetabel, randomized trial conducted in 1069 patientsh advanced or
metastatic RCC, with clear cell componeviip have not received prior systemic therapy for
metastatic RCPatients were enrolled regardless of-BDtumaur expression status. Patients were

AGNI GATASR o8

38$23aN}LIKAO NBIAZ2Y
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Memorial Sloan Kettering Cancer Center (MSKCC) prognostic graupsfie versus intermediate
versus poor risk). The study excludestients with active autoimmune disease or a medical condition
that required immunosuppression, active brain metastasis, poorly controlled hypertension
uncontrolled adrenal insufficiency, gastrointestinal malabsorption, bleeding or thrombotic disorders.

Patients were randomized (1:1:1) to one of the following treatment arms:

1 IntravenousKEYTRUDZOOmMg intravenously every ®eeks up to 24 months in combination

with lenvatinib 20mg orally once daily (n=355).

1 Lenvatinib 18 mg orally once daily in combination with everolimus 5 mg orally once daily

(n=357).

91 Sunitinib 50 mg orally once daily for 4 weeks then off treatment for 2 weeks (h=357).

Treatment continued until unacceptable toxicity or disease progression as determined by the
investigator and confirmed by BICR using RECISAdirinistration ofintravenousKEY TRUD®ith
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lenvatinib was permitted beyond RECGLt&fined disease progression if the patient was clinically stable
and considered by the investigator to be deriving clinical benefiavenousKEYTRUD#&as continued
for a maximum of 24 months or 35 administrations which ever was longer; however, treatment with
lenvatinib could be continued beyond 24 months. Assessment of tusiatus was performed at
baseline and then every 8 weeks.

The study population baseline characteristics were in general comparable between the treatment arms
with amedian age of 62 years (range: 29 to 88 years); 42% were age 65 or older and 11% age 75 or
older; 75% male; 74% White, 21% Asian, 1% Black, and 2% other races; 18% and 82% of patients had a
baseline KPS of 70% to 80% and 90% to 100%, respectively; M&kaa@gories was 27% favorable,

64% intermediate and 9% poor. Common sites of metastases in patients were lung (68%), lymph node
(45%), and bone (25). In addition, 6.8% of patients had tumours with sarcomatoid features.

Metastatic disease was present in 99% of the patients and locally advanced disease was present in 1%.

The primary efficacy outcome measure was PFS based on BICR using RECIST 1.1. Key secondary efficacy
outcome measures included OS and ORR. The trial demonstrated statistically significant improvements

in PFS, OS, and ORR in patients randomizidrévenousKEYTRUDA combination with lenvatinib

compared with sunitinib. The median overall survival follgetime was 26.6 months (range: 0.03+,

46.13+ months)Pre-specified interim analysiefficacy results for KEYNOB&L are summarized in
Table109andFigure32.

Tablel109 Efficacy Resultkor Patients with Advanced and Metastatic RGCKEYNOTE81, Interim
Analysis 3

Endpoint IntravenousKEYTRUDA Sunitinib
200 mg every 3 weeks n=357
and Lenvatinib
n=355
PFS
Number of patients with event (%) 160 (45%) 205 (57%)
Median in months (95% CI) 23.9 (20.8, 27.7) 9.2 (6.0, 11.0)
Hazard ratio* (95% CI) 0.39 (0.32, 0.49)
p-Valugt <0.0001
0S
Number of patients with event (%) 80 (23%) 101 (28%)
Median in months (95% CI) NR (33.6, NR) NR (NR, NR)
Hazard ratio* (95% CI) 0.66 (0.49, 0.88)
p-Valugt 0.0049
Objective Response Rate
ORR(95% ClI) 71% (66, 76) 36% (31, 41)
Complete response rate 16% 4%
Partial response rate 55% 32%
p-Value <0.0001
*  Based on the stratified Cox proportional hazard model stratified by geographic region and
MSKCC prognostic groups.
" Twosided pValue based on stratified legnk test, compared with a boundary of 0.0411 for
PFS, and 0.0161 for OS, respectively.
7 Twosided pValue based on Cochrdvlantel-Haenszel test
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| NR = not reached \

The exploratory analyses in responders suggested the median duration of response of 25.8 months
(range: 1.64+, 36.76+) fartravenousKEYTRUDA combination with lenvatinibreated patients and
14.6 months (range: 1.64+, 33.15+) for sunitinib treated patighdslitional exploratory analyses
indicated a consistent treatment benefit in PFS across all threspecified MSKCC risk groups.

The final descriptivé®©Sanalysisvas performed at median followp of 49.4 months aftef49 patient
events forintravenousKEYTRUDA combination with lenvatinib and 159 patient events for sunitinib.
Median OS was3.7 months 95%Cl:48.7, NEjor intravenousKEYTRUDA combination with lenvatinib
and 54.3months (95%CI: 40.9, NE) for sunitinib. The OS HR was 0.79Q850%63, 0.99)A total of
195/357 (54.6%) patients in the sunitinib arm &®I355 (15.8%) patients in thetravenousKkEY TRUDA
plus lenvatinib arm received subsequent systemic &nir1/PD-L1 therapy. SeeFigure33. At final
analysis, the results for PFS and ORR remained consistent with the interim analySe{e&89).

Figure32: KaplanMeier Curve for ProgressieRree Survival by Treatment Arm KEYNOTRS81,
Interim Analysis 3
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Figure33: KaplanMeier Curve for Overall Survival by Treatment ArmKEYNOTE81, Final Analysis
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Adjuvant RCC

KEYNOTF5E64: Placebaontrolled study for the adjuvant treatment of adult patients with resected RCC
The efficacy ointravenousKkEYTRUDAas investigated as adjuvant therapy for RCC in KEY5&ATE
multicenter, randomized, doubtblind, placebecontrolled study in 994 patients with intermediate

high or high risk of recurrence of RCC, or M1 no evidence of disease (NED). The intermediatk high
category included: pT2 with Grade 4 or sarconihfeatures; pT3, any Grade without nodal

involvement (NO) or distant metastases (MO0). The high category included: pT4, any Grade NO and
MO; any pT, any Grade with nodal involvement and MO. The M1 NED category included patients with
metastatic diseasevho had undergone complete resection of primary and metastatic lesions. Patients
must have undergone a partial nephroprotective or radical complete nephrectomy (and complete
resection of solid, isolated, soft tissue metastatic lesion(s) in M1 NED pantis)pvith negative

surgical margingd 4 weeks prior to the time of screening. Patients with active autoimmune disease or
a medical condition that required immunosuppression were ineligibtients who hadeceived prior
systemic therapy for advanced R@€re excluded from the triaPatients were randomized (1:1) to
receiveintravenousKEYTRUDZ00mg every 3veeks (n=496) or placebo (n=498) for up tpehr, until
disease recurreng®r until unacceptable toxicity. Randomization was stratified by metastasis status
(MO, M1NED), within MO group, further stratified by ECOG PS (0,1), and geographic region (US,
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non-US). Patients underwent imaging every 12 weeks for the first 2 years from randomization, then
every 16 weeks from year 3 to 5, and then every 24 weeks annually.

Baseline characteristics and demographics were generally comparable betweiatrévenous
KEYTRUDsxd placebo arms. Overall, 86% were intermediaigh risk, 8% were high risk, and 6%

were M1 NED. Ninetjwo percent of patients had a radical nephrectomy, 8% had a partial

nephrectomy. Among the 994 patients, the baseline characteristics were: medaof &fyears

(range: 25 to 84), 33% a@é or older; 71%nale; and 85% ECOG PS of 0 and 15% ECOG PS of 1. Ninety
four percent were NO; 84% had no sarcomdtteatures; 86% were pT2 with Grad®r sarcomatoid

features or pT3; 8% were pT4 or with nodal involvement; and 6% wes BILL

The primary efficacy outcome measure was investigatsessed diseadeee survival (DFS) defined as
time to recurrence, metastasis, or death. The key secondary outcome measure was OS. At the pre
specified interim analysis, the median follayp time was 2.9months (range 2.5 to 41/months). A
statistically significant improvement in DFS was demonstrated for patients randomized to the
intravenousKEYTRUDs#mM compared with placebo. OS results were not yet mature with 18 deaths out
of 496 patients in théntravenousKEYTRUDskm and 33 deaths out of 498 patients in the placebo

arm. Efficacy results are summarized'ablel10andFigure34.

Table110: Efficacy Results in KEYNCHGE

Endpoint IntravenousKEYTRUDA Placebo
200 mg
every 3 weeks

n=496 n=498
DFS
Number (%) of patients with event 109 (22%) 151 (30%)
Median in months (95% CI) NR NR
Hazard ratio* (95% CI) 0.68 (0.53, 0.87)
p-Value 0.0010
24-month DFS rate (95% CI) 77% (73, 81) | 68% (64, 72)
* Based on the stratified Cox proportional hazard model
"Based on stratified logank test. pvalue is onesided comparison with a boundary of 0.01
NR = not reached
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Figure34 KaplanMeier Curve for Diseas€ree Survival by Treatment Arm in KEYNCBE
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Head and Neck Cancer

KEYNOTF&48: Controlled trial of firdine monotherapy or combination therapy in HNSCC

The efficacy ointravenousKEYTRUD#&as investigated in Study KEYN@ZE, a multicenter,
randomized, opedabel, activecontrolled study in patients with metastatic or recurrent HNSCC who
had not previously received systemic therapy for recurrent or metastatic disease and who were
consideed incurable by local therapies. Patients with active autoimmune disease that required
systemic therapy within two years of treatment or a medical condition that required
immunosuppression were ineligible for the stu@®andomization was stratified by tumaoPDL1
expression (TP§50% or 50%), HPV status (positive or negative), and ECOG PS (0 vs. 1).

Patients were randomized 1:1:1 to one of the following treatment arms:
1 IntravenousKEYTRUDZOOmMg every 3veeks
1 IntravenousKEYTRUDZOOmMg every 3veeks, carboplatin AUCrBg/ml/min every 3weeks or
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cisplatin 100mg/m? every 3weeks, and FU 1008g/m?/d 4 days continuous every\8eeks
(maximum of &ycles of platinum and FU)

1 Cetuximab 400ng/m? load then 250mg/m? once weekly, carboplatin AUGg/ml/min every
3 weeks or cisplatin 106hg/m? every 3weeks, and FU 100@ig/m%d 4 days continuous every
3 weeks (maximum of 6ycles of platinum and FU)

Treatment withintravenousKEYTRUDZbntinued until RECISTL-defined progression of disease as
determined by the investigator, unacceptable toxicity, or a maximum ah@dths. Subjects on the
intravenousKEYTRUDskmM who stopintravenousKEY TRUD®Ith stable disease or better were
eligible for up to one year of additionaitravenousKEYTRUD#erapy if they progressed after
stopping study treatment. Administration aftravenousKEYTRUD#as permitted beyond RECIST
defined disease progression if thetjgent was clinically stable and considered to be deriving clinical
benefit by the investigator. Assessment of tunnstatus was performed at Weékand then every

6 weeks for the first year, followed by everyw@&eks through 24 months.

Table111: Baseline Characteristics in KEYNAB

IntravenousKEYTRUDA|  Intravenous Standard
Platinum Chemotherapy KEYTRUDA
Treatment*
FU n=300
n=281 n=301
Men 80% 83% 87%
Women 20% 17% 13%
Age (median) 61 years 62 years 61 years
Age (range) 20-85 years 22-94 years 22-84 years
ECOG PS

0 39% 40% 40%

1 61% 60% 60%
Former/current smokers 80% 79% 78%
HPV positive 21% 21% 22%
[t {1 x 86% 85% 85%
It {20 x 45% 44% 41%
¢t {509 24% 22% 22%
Ethnicity

White 72% 73% 75%

Asian 21% 19% 18%
Cancer stage at study entry

IVa 18% 20% 20%

IVb 5% 4% 7%

IVc 72% 72% 68%

The primary efficacy outcome measures were OS and PFS (assessed by BICR according to RECIST 1.1).
ORR, as assessed by BICR according to RECIST 1.1, was a secondary outcome measure. The trial
demonstrated a statistically significant improvement in OS foiepés randomized tontravenous

KEYTRUDA combination with chemotherapy compared to standard treatment. The trial

demonstrated a statistically significant improvement in OS in patients whose tumours exprestéd PD

It { x ™ NJlinfdvenoUskKEBRRDANGotherapy compared to standard treatmerftable
112andTablel13andFigure35andFigure36 describe key efficacy results fimtravenousKEYTRUDA
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in KEYNOT&48.

Table112 Efficacy Results fdntravenousKEYTRUD@lus Chemotherapy in KEYNOGUE&S at Final
Analysis.

IntravenousKEYTRUDA Standard
. Platinum Chemotherapy
Endpoint FU Treatment*
n=281 n=278

Primary Efficacy Outcome Measure OS
Number (%) of patients with event 213 (76%) 247 (89%)
Median in months (95% CI) 13.0 (10.9, 14.7) 10.7 (9.3, 11.7)
Hazard ratit (95% CI) 0.72 (0.60, 0.87)
p-Value 0.00025
Primary Efficacy Outcome MeasuRFS
Number of patients with event (%) 250 (89%) 260 (94%)
Median in months (95% CI) 49 (4.7,6.1) 5.2(4.9,6.1)
Hazard rati6 (95% CI) 0.93 (0.78, 1.11)
p-Valu€ 0.2121
* Cetuximab, platinum, and FU
“Based on the stratified Cox proportional hazard model
“Based on stratified logank test
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Figure35: KaplanMeier Curve for Overall Survival fdntravenousKEYTRUD@lus Chemotherapy in

KEYNOTED48 at Final Analysis
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Table113: Efficacy Results fdntravenousKEYTRUD#s Monotherapy in KEYNOTER y %

at FinalAnalysis.

gAlGK

Endpoint

Standard
IntravenousKEYTRUDA N
Treatment
n=257
n=255

Primary Efficacy Outcome Measure OS

Number (%) of patients with event

197 (77%)

229 (90%)

Median in months (95% CI)

12.3 (10.8, 14.3)

10.3 (9.0, 11.5)

Hazard rati$ (95% CI)

0.74 (0.61, 0.90)

p-Valueg

0.00133

Primary Efficacy Outcome Measure PFS

Number of patients with event (%)

228 (89%)

237 (93%)

Median in months (95% CI)

3.2(2.2,3.4)

5.0 (4.8, 6.0)

Hazard ratit (95% CI)

1.13 (0.94, 1.36)

p-Value

0.8958

* Cetuximab, platinum, and FU

“Based on stratified logank test

"Based on the stratified Cox proportional hazard model
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Figure36: KaplanMeier Curve for Overall Survival fdntravenousKEYTRUD#&s Monotherapy in
CAYLI ¢
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The duration of response (DOR) was analysed as an exploratory efficacy outcome. A longer median
DOR in months (range) was observediftravenousKEYTRUDas monotherapy [20.9 (1.5+, 34.8+)]
compared to the standard treatment [4.5 (1.2+, 30.6)] in patients witf RD / 1, dr foriktravenous
KEYTRUDA combination with chemotherapy [6.7 (1.6+, 30.4+)] compared to the standard treatment
[4.3 (1.2+, 27.9+)].

In exploratory analyses, a positive association was observed between CPS expression and treatment
benefit.

Gastricor Gastroesophageal junction (GEAjenocarcinoma

KEYNOT#11: Firsline treatment of locally advanced unresectable or metastatic HieRRive gastric
or gastroesophageal junction (GEJ) adenocarcinoma

The efficacy ointravenousKEYTRUDA combination with trastuzumab plus fluoropyrimidine and
platinum chemotherapy was investigated in KEYNBITE a multicenter, randomized, doublgind,
placeboecontrolled trial that enrolled 699atients with HERpositive advanced gastric or
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gastroesophageal junction (GEJ) adenocarcinoma regardlessldf 8fpression status, who had not
previously received systemic therapy for metastatic disease. Patients with an autoimmune disease that
required systemic therapy withiny&ars of treatment oa medical condition that required

immunosuppression were ineligible. Randomization was stratified By D SELINB&&aA 2y 6/ t {
chemotherapy regimen ¢gU plus cisplatin [FP] or capecitabine plus oxaliplatin [CAPOX]), and

geographic region (Europégrael/ North America/ Australia, Asia or Rest of the World). Patients were
randomized (1:1) to one of the following treatment arms; all study medications, except oral

capecitabine, were administered as an intravenous infusion for evergek cycle:

1 IntravenousKEYTRUDZOOmMg, trastuzumab 8&1g/kg on first infusion and g/kg in subsequent

A

OeOf Saz F2tt26SR o0& Ay@SadAidaldz2NRa oo 2F 02)

to 6 cycles and U 800mg/m?day for 5days (FP) or oxaliplatin 180y/m? up to 6-8 cycles and
capecitabine 100eng/m? bid for 14days (CAPOXptravenousKEYTRUD#as administered prior
to trastuzumab and chemotherapy on Dawf each cycle.

1 Placebo, trastuzumab®g/kg on first infusion and Bg/kg in subsequent cycles, followed by

Ay@SaaAaar i2NDna OK2A0S 2F 02 M@n6rup th cycleakdS Y 2 (i K S NI L

5-FU 80Gmg/m?/day for 5days (FP) or oxaliplatin 18@y/m? up to 6-8 cycles and capecitabine
1000mg/m? bid for 14days (CAPOX). Placebo was administered prior to trastuzumab and
chemotherapy on Da¥ of each cycle.

Treatment withintravenousKEYTRUD #&rastuzumab and chemotherapy or placebo, trastuzumab and
chemotherapy continued until RECIST wdefined progression of disease as determined by BICR,
unacceptable toxicity, or a maximum of wnths. Treatment was permitted beyond RECIST defined
disease progression if the patient was clinically stable and deriving clinical benefit as determined by the
investigator. Assessment of tumg status was performed everyvéeeks.

Among the 698 patients randomized in KEYN8TEthe study population characteristics were:

median age of 68ears (range: 19 to 85), 43% age 65 or ol8&¥ male61% White,34% Asian, and

0.6% Black; 42% ECOG PS of 0 and 58% ECOG Riietfrkight percent of patients had metastatic

disease (stage IV) and 2% had locally advanced unresectable diS&etefour percent had tumars

that were not MSH, 1% had tumars that were MSH, and in6%the status was not knowrkighty

five percent of patients had tumws that expressed RPm gA G K |/ t {PDMNHCO} &SR 2V
pharmDx* kit Eightyfive percent of patients received CAPOX.

The primary efficacy outcome measures were PFS, based on BICR using RECIST 1.1, and OS. Secondary
efficacy outcome measures included ORR and DoR, based on BICR using RECIST 1.1.

At the second interim analysis in the overall population, a statistically significant improvement in PFS
(HR 0.72; 95% CI 0.60, 0.8/ @ue 0.0002) was demonstrated in patients randomizeithtt@venous
KEYTRUDA combination with trastuzumab and chemotherapy compared with placebo in

combination with trastuzumab and chemotherapy. At the time of this analysis in the overall population,
there was no statistically significant difference with respect toAQ$he first interim analysis

conducted on the first 264 patients randomized in the overall population, a statistically significant
improvement in ORR was demonstrated in patients randomizéttavenousKEYTRUDA

combination with trastuzumab and chemotherapgmpared with placebo in combination with
trastuzumab and chemotherapy.

At the second interim analysiassessmenbf pre-specified subgroups based on-BD status showed
the HR for PFS and OS in patients witH RITPS <1 (n=104) was 1.17 (95% CI 0.73, 1.89) and 1.61 (95%
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Cl1 0.98, 2.64), respectivelyfficacy results at the second interim analysis for thegpecified

subgroup of patients whose tunuos expressed RD1 witha CP& M | NB & dZVaplelN®idS R Ay
Figure37.
Table114 Efficacy Results for KEYNGAELwith PD] m 9 ELINB&A&AA2Y [/t { XM
IntravenousKEYTRUDA Placebo
200mg every 3veeks
Endpoint Trastuzumab Trastuzumab
Fluoropyrimidine and Platinum Fluoropyrimidine and Platinum
Chemotherapy Chemotherapy
n=298 n=296

PFS

Number (%) of patients 199 (67%) 215 (73%)

with event

Median in months (95% 10.8 (8.5, 12.5) 7.2 (6.8, 8.4)

Cl)

Hazard ratie(95% ClI) 0.7 (0.58, 0.85)

0S

Number (%) of patients 167 (56%) 183 (61.8%)

with event

Median in months (95% 20.5 (18.2, 24.3) 15.6 (13.5, 18.6)

Cl)

Hazard ratie(95% ClI) 0.79 (0.64, 0.98)

Objective Response Rate

ORR(95% ClI) 73% (67.7, 78.1) 58% (52.6, 64.1)
Complete response 14% 10%
rate
Partial response rate 59% 49%
Duration of Response n=218 n=173

Median in months (range)

11.3 (1.1+, 40.1+)

9.5 (1.4+, 38.3+)

¥ Based on the unstratified Cox proportional hazard model
i Response: Best objective response as confirmed complete response or partial response
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Figure37: KaplanMeier Curve for ProgressicRree Survival by Treatment Arm in KEYNGBIE (PD
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KEYNOT859: Controlled trial of combination therapy in HEfiRBative gastrior gastroesophageal
junction (GEJ) adenocarcinortancer patients naive to treatment

The efficacy ointravenousKEYTRUDA combination with fluoropyrimidine and platinum based
chemotherapy was investigated in KEYNGIE a multicenter, randomized, doubldind, placebe
controlled trial that enrolled 1579 patients with HER@gative advanced gastric or gastroesophageal
junction (GEJ) adenocarcinoma, who had not previously received systemic therapy for metastatic
disease. Patients with an autoimmune disease that required systemic therapy wigear2 of
treatment or a medichcondition hat required immunosuppression were ineligible. Randomization
was stratified by PP m S E LINB & & A<y chémiothdrapyiegimend plus cisplatin [FP] vs.
capecitabine plus oxaliplatin [CAPOX]), and geographic region (Europe/ Israel/ North America/ Australia
vs. Asia vs. Rest of the World). Patients were randomized (1:1) to one of the followingentatms;
treatment was administered prior to chemotherapy on Day 1 of each cycle:

f IntravenousKkEYTRUDZOOY 3> Ay @SadAal §2NRa OK2A0S 2F O2Yo0Ayl
80mg/m? and 5FU 800mg/m?day for 5days (FP) or oxaliplatin 18@y/m? and capecitabine
1000mg/m? bid for 14days (CAPOX)
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T tfF0So02> Ay@SaidAaariz2Nna OK2A0S mgmad®sFo Ayl GA2Yy OF
800mg/m?/day for 5days (FP) or oxaliplatin 180g/m? and capecitabine 100@g/m? bid for
14 days (CAPOX)

All study medications, except oral capecitabine, were administered as an intravenous infusion for every
3-week cycle. Platinum agents could be administered for 6 or more cycles following local guidelines.
Treatment continued until RECIST vdefined progression of disease as determined by BICR,
unacceptable toxicity, or a maximum of 8vnths. Treatment was permitted beyoRECISdefined

disease progression if the patient was clinically stable and deriving clinical benefit as determined by the
investigata. Assessment of tumg status was performed everyvéeeks.

The population characteristics were: median age/éars (range: 21 to 86), 39% age 65 or older; 68%
male; 55% White, 34% Asian, 4.6% Multiple, 4.2% American Indian or Alaskan Native, 1.3% Black and
0.2% Native Hawaiian or other Pacific Islander; 76% MpiaHic or Latino and 21% Hispanic or Latino;
37% ECOG PS of 0 and 63% ECOG PS offflg®itétastatic disease (Stage IV) and 3% had locally
advanced unresectable disease; 7886l tumaurs that expressed RPm  gAGK | /[t { XM
had tumaurs that were MSIH. Eightysix percent of patients received CAPOX.

by R

The primary efficacy outcome measure was OS. Additional secondary efficacy outcome measures
included PFS and ORR as assessed by BICR using RECIST v1.1 modified to follow a maximum of 10 target
lesions and a maximum of 5 target lesions per organ.

A statistically significant improvement in OS, PFS and ORR was demonstrated in patients randomized to
intravenousKEYTRUDA combination with chemotherapy compared with placebo in combination with
chemotherapy.

Efficacy results from the prepecified interim analysis are summarizad ablel15andFigure38.
Tablel15: Hficacy Results* in KEYNOBER9

Intravenous Intravenous
KEYTRUDA Placebo KEYTRUDA Placebo
Plus Plus
Endpoint Plus FP or CAPO Plus FP or CAPO
FP or CAPOX n=789 FP or CAPOX n=617
n=790 n=618
All Patients PD[ m [t { X
O
Number (%) of patients
with event 603 (76) 666 (84) 464 (75) 526 (85)
Median in months 12.9 11.5 13.0 11.4
(95% CI) (11.9, 14.0) (10.6, 12.1) (11.6, 14.2) (10.5, 12.0)
Hazard rati$ (95% Cl) 0.78 (0.70, 0.87) 0.74 (0.65, 0.84)
p-value’ <0.0001 <0.0001
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Intravenous Intravenous
KEYTRUDA Placebo KEYTRUDA Placebo
Plus Plus
Endpoint Plus FP or CAPO Plus FP or CAPO
FP or CAPOX n=789 FP or CAPOX n=617
n=790 n=618
All Patients PD[ m [t { X
PFS
Number (%) of patients 572 (72) 608 (77) 443 (72) 483 (78)
with event
Median in months 6.9 5.6 6.9 5.6
(95% ClI) (6.3,7.2) (5.5,5.7) (6.0, 7.2) (5.4,5.7)
Hazard rati6(95% CI) 0.76 (0.67, 0.85) 0.72 (0.63, 0.82)
p-value’ <0.0001 <0.0001

Objective Response Rate

ORR(95% ClI) 51% (48%, 55%)| 42% (38%, | 52% (48%, 56%)| 43% (39%,
45%) 47%)

Complete response rate 9% 6% 10% 6%

Partial response rate 42% 36% 42% 37%

p-value <0.0001 0.0004

* Based on the prapecified interim analysis

"Based on a stratified Cox proportional hazards model

“Onesided pvalue based on stratifielbg-rank test

§ Response: Best objective response as confirmed complete response or partial response

T Onesided pvalue based on stratified Miettinen & Nurminen method
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Figure38: KaplartMeier Curve for Overall Survival by Treatment ArmKiEYNOT-B59
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The duration of response (DOR) was analyzed as a secondary efficacy outcome. In all randomized
patients the median DOR was@months(range: 1.2+, 41.5+) theintravenousKEYTRUD®ith
chemotherapy arm compared t6.7 months(range: 1.3+, 34.7-) the placebo witlchemotherapy

arm. In patients with PID1 CP8 1,the median DOR wa&3months (range: 1.2+, 41.5+) in the
intravenousKEY TRUD®ith chemotherapy arm compared t6.6 months (range: 1.3+, 34.2+) in the
placebowith chemotherapy arm

A positive association was observed betweenlROCPS score and the magnitude of the treatment
benefit. The hazard ratios (HR) for OS were 0.78, 0.74, 0.65 for all randomized patet’39) PDL1
| t { patigmts (n=1235)and PE M / t { x gna551)despécti/egiyilgnexploratoryOS
analyssin patients with PEL1 CPS < 1 (n=34#)e HR was 0.92 (95% CI: 0.73, 1.17)
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Esophageal Cancer

KEYNOTFE90: Controlled trial of combination therapy in esophageal carcinoma patients naive to
treatment

The efficacy ointravenousKEYTRUD&as investigated in KEYNGF®, a multicenter, randomized,
placebacontrolled trial that enrolled 749atients as a firstine treatment in patients with locally
advancednot resectable or curable with radiation therapy) metastaticesophageatarcinoma or
esophagogastric junction (EGdlenocarcinoma (Siewert Type Eigiblepatientsshould have
adequate organ function antimour specimengnewly obtained or archival sampliy PDL1 testing

at a central laboratoy at baselinePDL1 status was determined using the-BDIHC 22C3 pharmDx Kkit.
Patients with active autoimmune disegsemedical condition that required immunosuppression
known HER2 positiveGadenocarcinomgor a history of prior treatment with an immune checkpoint
inhibitor were ineligible.

Randomization was stratified by tumohistology (squamous cell carcinoma vs. adenocarcinoma),
geographic region (Asia vs.-8zia), and ECOG performance status (0 v®dtjents were randomized
(1:1) to one of the following treatment arms; all study medications were administered via intravenous
infusion:

1 IntravenousKEYTRUDZ00mg on Dayl of each threeweek cycle in combination with cisplatin
80mg/m? IV on Dayl of each threewveek cycle for up to six cycles affubrouracil FU
800mg/m? IV per day on Day to Day5 of each threeweek cycle, or per local standard for FU
administration, for up to24 months.

1 Placeboon Dayl of each threewveek cycle in combination with cisplatin 8&/m? IV on Dayl
of each threeweek cycle for up to six cycles and FU 8@m? IV per day on Day to Days of
each threeweek cycle, or per local standard for FU administration, for up to24 months.

Treatment withintravenousKEYTRUD# chemotherapy continued until unacceptable toxicity or
disease progression. Patients randomizedhtoavenousKEYTRUDRere permitted to continue

beyond the first RECIST.l-defined disease progression if clinically stable until the first radiographic
evidence of disease progression was confirmed at leasteks later with repeat imaging. Patients
treated withintravenousKEY TRUD®ithout disease progression could be treated for up ton2dnths.

Table116; Baseline Characteristics in KEYN&GBE

IntravenousKkEYTRUD/ Placebo
200 mg every 3 weekyg Cisplatin
Cisplatin FU
FU n=376
n=373
Men 82% 85%
Women 18% 15%
Age (median) 64 62
Age (range) 2894 years 27-89 years
Race
White 37™% 37™%
Asian 54% 53%
ECOG PS
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IntravenousKEYTRUD/ Placebo
200 mg every 3 weekyg Cisplatin
Cisplatin FU
FU n=376
n=373
0 40% 40%
1 60% 60%
Metastatic Staging
MO 8% 10%
M1 92% 90%
Histology
Adenocarcinoma 27% 27%
Sqguamous Cell Carcinon 74% 73%

The major efficacy outcome measures were OS and PFS as assessed by the investigator according to
RECISV1.1.The study prespecified analyses of OS and PFS based on squamous cell histology,

PDL1/ t {10,x¥nd in all patientsSecondary efficacy outcome measures were ORR and DoR,
according to RECISTI.1, as assessed by the investigator.

The study demonstrated a statistically significant improvement in OS and PFS for patients randomized
to intravenousKEYTRUDA combination with cisplatin and FU, compared to cisplatin and FU.

Tablel17, Figure39 and Figure40 summarize the key efficacy measures for KEYMNSQUEn all
randomized patients (ITT population).

Table117: Efficacy Results iRatients with Locally Advanced or Metastatic Esophageal and EGJ
carcinoma inKEYNOTE90 (ITT Population).

IntravenousKEYTRUD/ Placebo
200mg every 3veeks
Endpoint Cisplatin Cisplatin
FU FU
n=373 n=376
OF;
Number (%) of patients with event 262 (70%) 309 (82%)
Median in months* (95% ClI) 12.4 (10.5, 14.0) 9.8 (8.8, 10.8)
Hazard rati6 (95% CI) 0.73 (0.62, 0.86)
p-Value(stratified logrank) <0.0001
PF&
Number (%) of patients with event 297 (79.6%) 333 (88.6%)
Median in months* (95% CI) 6.3 (6.2, 6.9) 5.8 (5.0, 6.0)
Hazard rati$(95% CI) 0.65 (0.55, 0.76)
p-Value(stratified logrank) <0.0001
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IntravenousKEYTRUD Placebo
200mg every 3veeks

Endpoint Cisplatin Cisplatin
FU FU
n=373 n=376
Objective Response Rafe
ORR % (95% CI) 45% (39.9, 50.2) 29.3% (24.7,34.1)
Complete response rate 6.4% 2.4%
Partial response rate 38.6% 26.9%
p-Value (MiettineaNurminen) <0.0001

&  The corresponding-palue bounds at the interim analysis for OS, PFS and ORR were 0.01421, O
and 0.025, respectively, following pspecified multiplicity adjustment.
Based on KaplaWMeier estimation

Based on the stratified Cox proportional hazard model

Assessed by investigator using RECIST 1.1
Based on patients with a best overall response as confirmed complete or partial response

w X %

The duration of response (DOR) was analysed as a secondary efficacy olthermeedian duration of
response in patients receivingtravenousKEYTRUDA combination with chemotherapy was 8.3
months (range: 1.2+, 31.0+) compared to 6.0 months (range: 1.5+, 25.0+) for patients receiving

standard treatment.
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Figure39: KaplanMeier Curve forOverall Survival irKEYNOTE90
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Figure40: KaplanMeier Curve for ProgressicRree Survival iKEYNOTEO0
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Table118 Efficacy Results for Overall Survival in Patients with ESCCIPOP %10, ESCC, and R

CPSk10 in KEYNOTED0.

IntravenouskKEYTRUD/ Placebo
200mg every 3wveeks Cisplatin
Endpoint Cisplatin FU
FU
ESCC with RD1 CP%10?
n=143 n=143
Number (%) of patients with event 94 (65.7) 121 (84.6)
Median in months* (95% CI) 13.9(11.1,17.7) 8.8 (7.8, 10.5)
Hazard rati$(95% CI) 0.57 (0.43, 0.75)
p-Value(stratified logrank) <0.0001
ESCC
n=274 n=274
Number (%) of patients with event 190 (69.3) 222 (81.0)
Median in months* (95% CI) 12.6 (10.2, 14.3) 9.8 (8.6, 11.1)
Hazard rati&(95% CI) 0.72 (0.60, 0.88)
p-Value(stratified logrank) 0.0006
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IntravenousKEYTRUD Placebo
200mg every 3wveeks Cisplatin
Endpoint Cisplatin FU
FU
PDL1 CP%1(?
n=186 n=197

Number (%) of patients with event 124 (66.7) 165 (83.8)
Median in months* (95% ClI) 13.5(11.1; 15.6) 9.4 (8.0, 10.7)
Hazard ratit (95% CI) 0.62 (0.49, 0.78)
p-Value(stratified logrank) <0.0001

& The corresponding-palue bounds at the interim analysis for OS in ESGARIP 10,
ESCC and R CP%10 was 0.0067, 0.01003 and 0.01414, respectively, following pre
specified multiplicity adjustment.

*  Based on KaplaNleier

" Based on the stratified Cox proportional hazard model

7 Assessed by investigator using RECIST 1.1

ESCC: esophageal squamous cell carcinoma

Exporatory Analysis

In patients withesophageal adenocarcinoma (n=201), the median OS was 11.6 months (95% CI: 9.7,
15.2) for theintravenousKEYTRUDsXmM and 9.9 months (95% CI: 7.8, 12.3) for the placebo arm, with
an HR of 0.74 (95% CI: 0.52, 1.02). In patients withIPOPS<10 (n=347), the median OS was 10.5
months (95% CI: 9.7, 13.5) for timravenousKEYTRUDsxm and 10.6 months (95% CI: 8.8, 12.0) for
the placebo arm, with an HR of 0.86 (95% CI: 0.68, 1.10). In patightsqguamous cell carcinoma and
PDL1 CPS < 10 (n=247), the median OS was 10.5 months (95% CI: 9.2, 13.®H)tfavémus
KEYTRUDs#&m and 11.1 months (95% CI: 9.1, 12.4)}He placebo arm, with an HR of 0.99 (95% CI:
0.74, 1.32).

Triple Negative Breast Cancer (TNBC)

KEYNOT855: Controlled study of combination therapydoally recurrentinresectabler metastatic
TNBC patientsaive to treatment

The efficacy oihtravenousKkEYTRUDA combination with paclitaxel, nab paclitaxel, or gemcitabine
and carboplatin was investigated in Study KEYNEBbBEa randomized, double blind, multicenter,
placebacontrolled study The key eligibility criteria for this study were locally recurrent unresectable or
metastatic TNBC, regardless of tumdDL1 expression, and which had not been previously treated
with chemotherapyin the metastatic settingPatients with active autoimmune disease that required
systemic herapy within 2 years of treatment or a medical condition that required immunosuppression
were ineligible for the study. Randomization was stratified by chemotherapy treatment (paclitaxel or
nab paclitaxel vs. gemcitabine and carboplatin), tumeD[ m S E LINB &l&d RS <b) basefl onx
the PDL1 IHC 22C3 pharmbkit, and prior treatment with the same class of chemotherapy in the
neoadjuvant setting (yes vs. no).

A total of 847 ptients were randomized (2:1) to one of the following treatment arms; all study
medications were administered via intravenous infusion.
w IntravenousKEYTRUDZO0 mg on Day 1 every 3 weeks in combination with-padlitaxel
100 mg/nt on Days 1, 8 and 15 every 28 days, or paclitaxel 90 fgirbays 1, 8, and 15
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every 28 days, or gemcitabine 1000 mg/amd carboplatin AUC 2 mg/mL/min on Days 1
and 8 every 21 day®=566)

w Placebo on Day 1 every 3 weeks in combination withpedlitaxel 100 mg/rhon Days 1,
8 and 15 every 28 days, or paclitaxel 90 migdm Days 1, 8, and 15 every 28 days, or
gemcitabine 1000 mg/dand carboplatin AUC 2 mg/mL/min on Days 1 and 8 every 21
days(n=281)

Assessment of tume status was performed at Weeks 8, 16, and 24, then every 9 weeks for the first

year, and every 12 weeks thereaftdreatment withintravenousKEY TRUD# placebo continued until
RECIST 1.1 defined progression of disease as determined by the investigator, unacceptable toxicity, or a
maximum of 24 months. Administration witravenousKEYTRUD#&as permitted beyond RECIST

defined disease progression if the patient was clinically stable and considered to be deriving clinical
benefit by theinvestigator.

The study population characteristics 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 poshenopausal status. Seventy five percentlod patients had tumor PDL1
SELINBa&A2Y RSABYUSHR tumds PO t{ SE LINBAG A 2Y [t { X

The major efficacy outcome measures wePES as assessed by blinded independent central review

(BICR) using RECIST rhdgdlified to follow a maximum of 10 target lesions and a maximum of 5 target

lesions per orgarand OS in patients with tunww PD] m SELINB&AaA2y [/t { xmMnd CAYI
the second interim analysis (IAZ&dditional efficacy outcome measures were ORR and DOR in patients
withtumour PD[ m» SELINBa&aAz2zy /t{ xmn & ad4aSaaSR o6& .L/w
Tablel19andFigure41 andFigure42 below.

Tablel119: Ef[jcacy Results for Patients with locally recurrent unresectable or metastatic TNBC with
PD[ m 9 E LINB AGIAKEYNOFESS X

Intravenous Placebo
. KEYTRUDA with chemothera
Endpoint with chemotherapy* n=103 P
n=220
og
Number of patients with even 155 (70%) 84 (82%)
(%)
Median in months (95% CI) 23.0 (19.0, 26.3) 16.1 (12.6, 18.8)
Hazard ratié (95% CI) 0.73 (0.55, 0.95)
p-Valué 0.0093
PF&#
Number of patients with 136 (62%) 79 (77%)
event (%)
Median in months (95% CI) 9.7 (7.6, 11.3) 5.6 (5.3,7.5)
Hazard rati6 (95% CI) 0.65 (0.49, 0.86)
p-Value® 0.0012
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Intravenous Placebo
KEYTRUDA with chemotherapy*
with chemotherapy* n=103
n=220

Endpoint

Objective Response Rdtét
ORR, (95% ClI) 53% (4659) \ 41% @31, 51)

*  Chemotherapy: paclitaxel, ngiaclitaxel, or gemcitabine and carboplatin

" Based on the prspecified final analysiglata cutoff¢ 15 June 2021

g

§

Based on stratified Cox regression model

Onesided pValue based on stratified legnk test(compared to a

significance level of 0.0113)

Assessed by BICR using RECIST

# Based on a prspecified interim analysigata cutoff¢ 11 December 2019

P Onesided pValue based on stratified legnk test(compared to a
significance level of 00211)

=

The duration of response (DOR) was analysed as a secondary efficacy outéimad.analysighe
median duration of response was 12.8 months inititeavenousKEY TRUD#&Ith chemotherapy arm
and 7.3 months in the placebo with chemotherapy arm.
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Figure41: KaplanMeier Curve for Overall Survival by Treatment Arm in
KEYNOTB55 (CP% m n 0
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