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1. Howdadoun
KEYTRUDA® (fevgan)

2. dauarmnuusivasdaandldiy

W TusAguay (pembrolizumab) 25 fiadnsunafiadfng

3. ansuzuaINAndoum
daararidivayuianuay TuliifeFiniavasu

4. InFTNaFdAs LAt N TIaUANERS
4.1 ﬂmauﬁﬁmqtﬂﬁ‘nwamam%

4.1.1 nquN133N1
KEYTRUDA (W TusAgUNY) Wuargmunsisegluuunaufivafn laannnauisaaniiinaniaaalfia

(monoclonal antibody)

412 na‘lnmsaanqw%'mmm

PD-1 1w immune-checkpoint receptor #iruan s usaaadindonuaniWlan wiei 1u
iladasdutlany Taa PD-1 pathway SuiuaafinaumiuaugiiauiuaisazgnivlaTaaiaanas vinluie
natiufanisinsyveavsruugiauduainisaa 7 fifigns (active T cell) KEYTRUDA unaufvafiid
ANdNsaluni1s3uny PD-1 g Fosunsadinurrenisduuasaunualy PD-1 pathway aviedavsa Ao
PD-L1 uar PD-L2 fiwulweraaivinvuniinguanaudiau (Antigen presenting cell) UaUWTAANEIEY

KEYTRUDA ¢iugian153uiuseray PD-1 receptor Auaunuauaydiu vinlunseaunisvinouaasan i lae

gie7l  AduAnearaa Teaanizaaldaanst5elun1cinfNIaNAUAILERANLIEY  LATNSTAUITUY
plauMTun1snamIUNLLED

analunistiudonisastaduidanluieas lenvatinib (multi-TKI) ialasaufuanwanlusdsguay (anti-PD-1)
ﬁﬁqm%m:éunﬁéuﬁu AIHATUANIILUINA DNV AANLE (tumor microenvironment) Qﬂﬂsxéuﬁw T-cell
Winduiiagalusniaenzusnistaonlugled lunauduavnanissneuiaiilsngnanuduniandelsa
fIuann1sinmanfinuiuline (immunotherapy) uaranarnaiunauduatnaaaanzsifduiafiaudiy
nssnmssaialaaianiafessudien

nnmsAnsludameaaslaalaTunany murine (murine models) waaniiudnseiugs PD-1 saufu

TKI dursaingnalunisiindaaansnsuiiadfisuiunsaasialasiaviaioingen

4.1.3 \ndanadnans

mmmmhaaqLﬁ'a‘lﬁ;‘lumi%Lﬂﬁ'}:ﬁﬁoﬂ‘szﬁm%wauazmmﬂaamﬁu‘naoquTuﬁﬁmmu uamlugUiuuwad
AMNFNTUSTEI BN e T IaFufuauineniili (dose/exposure relationships) wuanlufinuuanang
asfitisdfneainluaulssansnauarainudasnsossuinauingn 200 Jadnsunsa 2 fadnsuna

ATan3u »n 3 e w32 AuRen 400 Tadn5u NN 6 ddan
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Tuidandrvdarsvavrilianlasy KEYTRUDA Auauia 2 fadnsusaiilansy vn 3 dlav vdaauia
10 Aadansumailansy n 2 d&lau v3a 3 §lau wunisadasaagaall CD4+ uar CD8+ Ngnnssau

(n@afAall HLA-DR+) fiindiunavainlun1ssneiasunnaulIng larasunnaisn1ssnyl  Taeluvinlu
FJuudn W laaaiiailunssudidaniingu

42 ndueaudidns

finnsfnundraaudidnsuaanulusdguuuluglionudunsidaaianieg duiu 2993 au Golasuanlu
aua 1 §iv 10 Tadnsunafilanin vn 2 flan udasuia 2 &3 10 Tadnsunafilaniy n 3 flau wiaaua
200 fiadnsu nn 3 dlan wu ludfimuuanawagninadragnaddinlundaaaudidnsvaviwnlus ey

unulusaLe a9

421 nsgadue

11t KEYTRUDA Taanisfiaianvaanidansd svtiudeligidsuiaaangndiuinasduyso

4.2.2 n15nS¥aaen

anTusaguuuiinisnszatssuanvaanifianasdinn I HURsIAULENINTN19NSERLFIUDILNTISEALEN

Aavniiuay (Uszuno 6.0 an5 dudse@nsainundsysiu 20%) sunaia hidnsuuausivas el Tusaguuy

TuduAuTdsfnlunarguiludnr oz inzianzas

423 nswdouulasen

nTusAgUULgALALNLA TAaTNIUITENINT TUFUNIEL1239 NSzUIUNSININEATEY (metabolism) Tuladidiu

LunisA1dnaluvua ly

424 n1aindean

Adulsraniauudstsin  (CV%)  aasnsindasnnaTusdguuuiiananalsanm 23%  [Auads
geometric 195 fiaddnsnatu  (40%)]  wawIndvsziunsasuulavgianfiansssiiuanasiidie
wWasuioudunisluennsausn (252 faddnseaiu [Fulssanianuulssiu 37%]) nMsanasuainisiiie
ganalIan gnansann I lfiandrdeunvaadin A1 geometric mean (% ﬁuﬂsxﬁmémmuﬂsﬂsau) dudu

AATeEInlunsindaen (t 14) fa 22 Su (@udssandannuudsdsiu 32%)

sefuANNTUTaIE WL TUSAguNLAEEvanrasindsatnnelduar 16 #lau Taanisvengann 3
o waswuMenfinisasaiismalssnm 2.1 W1 SEFUAMMILNTUVAIENGIFR (Crmax), TERUAIN
L‘ﬁwﬁu‘uaomﬁwam (Crmin) warRuilans sz nanuNIusats lunadLasATidN AT (AUCss)
agve i Tusaguuy astAnduasdudasiumuauing Walverluauinseuin 2 & 10 iadnsune

Alan3u nn 3 dlan

425 szansnaniieAy

wWazavaluLlslsIun1vg aandraaudidnsuavanwulusdagunulagalssilinlunisitasizsuinda
audrdnslulszanns TadusenalilufinananisirdnunuTusdgunuasteitioddgmivaain: any

(129 15 §9 94 1) e iFamh n1svitusaslaunwsasriiaidnuasv3aliunand AsvituaFILANTad



giadnuasrialdiunaiy uazdsuiailavan AuduiusseuIniItnduarniIsitdnediuauunigla
BUIA LT TUTUULUBUIALIAITUT DV UIREIATNUINUNFHD SEAUAMNLDNYUDDINNWN TUSAGUNUN
PuIneInINUIMLNgD 2 fadnsunaiilansu n 3 duam lurihawdn (99 2 §v 17 1) Wisudavlanulu

wWihagIugin lasualuauiadianiu

wieilin13vivauyay leyanwsay

nauain1svinuzaslaunnsaviiiinanisidaarmuTusdguuugnlsafiniaunisiinsisindrauddns
Tudszansy Urafifinisvinviusasinunnsasiinidnuas (A1 GFR < 90 uar 260 iaddnsnaulving
1.73 91519015 ) Uiariiaiunaiy (A1 GFR < 60 uax 230 fiaddnsnauriing 1.73 m1519mns) Woudy
wihofifinasvineuaasladnd (A1 GFR =90 fiaddnsnauring 1.73 a15719wmas) wuar lufinuuanaielu
nsfidasrnnTusagunuasviiiodideniveadiinszwinglisfiinisitsuzaslaunnsassiadnuay
wiathunarvuasyaifinasvituaasladnd veildeluinis@nsnen KEYTRUDA uwieiifinasyiaeiu
‘naolmunwéawﬁmuuio (ﬂ"\ GFR < 30 uax 215 {addnsnauliing 1.73 N19ILURNT) [@ﬁmfa YU

unziwasisn1s e (6.4)]

H1851A 15V YavEILUANTEY

NaUINISYINIUTaNTLLANSATinan1sitdae T TusAguiugnlssiinTaun1sinssndaudans
Tuszrinsgtheiinsvinuzasfuunnsavriiadntas (seudasiusin 1.0 &9 1.5 miwavagegauas
Aa1nd wda AST annnAIgigauasa1lng) uassiialunan (seeudastiusiu > 1.5 §9 3 IMNVaIAIGIgn
aavaln® wazinn AST agssdiunily) muiszyluinamiianunisvinuzavsuunnsavidunTaodantiiv
N SITd eudurlisfsinnsvinuaasdulng (sefudasiusinuas AST <angegaaataidng) wunn
VLijlﬂ’J’mLLGIﬂﬁi’]\‘l‘luﬂﬁ'3ﬁ']ﬁﬂf.l’]I,‘WJJT]J’Eﬁ‘leLJJ]Jaf;iﬁ\?ﬁﬁf_lﬁ’]ﬁfyﬂ’mﬂﬁﬁﬂ’izﬂ’)l’wP;l:l]’]Uﬁﬁﬂ’ﬁﬁﬁﬂ’]u‘ﬂa\‘lﬁu
unnsavaiiadnuasuiagiadiunany uasyihadfifinnsvinuaasdiudng sivildeluinas@nen KEYTRUDA
‘Luéﬂ’;ﬂﬁﬁm'svh\ﬂumaaﬁuunw%awﬁﬂjuuw (sveubdagiusn >3 Lviwaqéﬁaoammaoé'\ﬂnﬁ uasfian

AST agjsediunils) /r2a vurmeiuusiuas35015 127 (6.5)]

5. wauv Y
NEATIAIRUINNAT TUNT

KEYTRUDA™ (twnTusagiuay) JaaueladmsusnuimiianidunsidiiambimanTuui ludunsanidala

waaayluszazingnszany

KEYTRUDA (twnTusaguay) dvausladmsusnugianIuguasidnangsaue 12 dulunidunzidofiamiy

wanTunszaen 1B u3a 1IC warlaSuni19ni1sinaannivum

KEYTRUDA faiausladauiunissnuiasu (adjuvant treatment) WugiafidunsdefiaminuanTusnssey

anaULInaNUILUEaILaE TASUNISHIAADANTINUNA

wSolonaiin ulmwaaidn (Non-Small Cell Lung Carcinoma)

KEYTRUDA falgsauduaiaiidnte wwilmsnign waswwaniy dvauelegdivsunissnuindunuesnlu

wihaniduuziSalaaaiia lulasaaaldn (NSCLC) wuu non-squamous g luszazunanszans uaz luwunig

3



nataWuguaviu EGFR w3a ALK ‘lulgaaustsy

KEYTRUDA fia’lesiuiua1stunaifin wazwinlduviniaa vda nab-paclitaxel ivaueladivsunissnsiu

wnuwsnlumhoiuduuzidalasasia lulgasaaldn (NSCLC) uuu squamous 7aglussasunsnszang

KEYTRUDA dialanilusniion faausladmsunissnsnduunuusnlugihofidunzslonaiolulsaas
\&n (NSCLC) flagluszazananuanisiindassazunsnszans ilasunsnsianiedzilasunisnsiadauuan
wuandl PD-L1 Usannaguiaaanz5e 21% tumor proportion score (TPS) wazlinunisnatawuguasiiu
EGFR w3a ALK luimaanss

KEYTRUDA dialadusnfien  fvaueladmsusnugiafdusssalonain il aaaidnssasguns
(Advanced NSCLC) lasunisnsianiedaiilasunisnsaadanuas wuandl PD-L1 Usingaguuiaaanzise
aavihe 21% TPS uazkihofilesunissnsmsoaiitndanauunaditn dwsulunquiilsdifinisnans
Wugpaedu EGFR wsa ALK ‘lwaaanzse  aislasunissnsinisnarawuguasdumariinewlasy

KEYTRUDA

KEYTRUDA fiaflaiduaiison fasueladivsunissneiddu (adjuvant treatment) lumiofiiduuzielon
afialulaaaaldnssasi 1B (szue T2a naunzidyiiauin 24 i ufiues), ssash 1, udaszazn A uaslasy
AMSNIAADDNINNA

S SVASIEAZAS

KEYTRUDA fialaidusiifan wialasiuduaiaiitintdaunania was 5-wWaaalsysada (5-FU) fuavvla
dusunissnedunnunsnluglronudunzidindseeuazaaaiia squamous cell (HNSCC) finduiduaai

oy luszazunangzaania lugmisanIfia la

KEYTRUDA faflaidusainan faausladmisusnuglaniduusidendsysuarraaila  squamous cell
(HNSCC) wnnauiiuginiiaglussasunsnszatavdaludiuisanisala  deiinisanzuaaslsalusienlasy

N155N¥IN3aNAY lnsun1sSnaiaaalitintinnguunaniiy

wSinauiuvdoviagonaiv (Classical Hodgkin Lymphoma)

KEYTRUDA fizauvladmsusnuimiaifinuasy TgiidunsiSenaninvidasniinganaiu (cHL) Andauidu

F1vsaanan155n1

s Svnanduvdavrdaiivaasunuviudiuadiiueidanlsuni (Primary Mediastinal B-Cell Lymphoma)

KEYTRUDA flwauslalunissnungihadinuazynaiidunsienaminvdasaiinfiaaasiuniaubivad

fluniiamlguniinfananis3nu (refractory primary mediastinal B-cell lymphoma (PMBCL)) u%avﬁﬁﬁm‘s

Aduilugi 1a91n TASUNTSSAHININEU 2 LNUAISSNEIUEaNINNIN

vFudaydmiguiaaiis (Urothelial Carcinoma)

KEYTRUDA faawladmsusnumihandunzidafiauRmiduilddizscacsqgnaiuanicsnuiasses

UnsnsERANe Alnnamlunissnemeasnaitntianaudawaiiu wasyihedifi PD-L1 Usingaguunizse



ag 2 10 Ar35n15Usstiiuiluy Combined Positive Score (CPS) snuilaiinnsnsiadaunal uialadvsy

SnuwihanluinaunlunissSneialaaaiitintanguunaniu e ludlivionisdsanguay PD-L1

KEYTRUDA {flaauvladinsusnuigiroiudunsidaifiayfmmiibudddiisscozqanaruianisinniassos
UnsnsERNe ey lasunissneiasanafitninnauunaniiu

KEYTRUDA faauvladmsusnsgiiofilunavduatnanissnsiniunfinudutiniaids Bacillus
Calmette-Guerin (BCG) i fiauid svgenanisiiauzisonssinisdaads e luinsananaludadu
nanaila (non-muscle invasive bladder cancer (NMIBC)) Ewifluszi5eszazau q (Carcinoma in situ) Taaf
waa'ludi papillary tumors lunit luaunsasuni1ssnsmedsundinle

“A5ve (Hepatocellular Carcinoma)
KEYTRUDA  flaauvladmsusnuimiiansediu (HCC) iaglasunissnsiaiaan  anti-angiogenic
tyrosine kinase inhibitor (TKI) wu3alaSuaafitntingnsniisanasidanaifiu  (oxaliplatin-based

chemotherapy)

wzsniaifiale (Renal Cell Carcinoma)

KEYTRUDA fla‘larsaufugn axitinib fimauvladivisunissnsiduinunsnlugyilrandunzifaiiaiale

srtiegnau (RCC)

KEYTRUDA dialasqudusn lenvatinib fwauvladinsunissapiduinuisnlugdronudunzidailaidale

srtiegnanu (RCC)

KEYTRUDA alailusniien fivaveladmiunissnsnadu (adjuvant treatment) uptaadiilussise

Wiafa'le (RCC) Afimnudavlunisnduiduginaua1vganiaganasannniaalonaan uianasainniae 1
2aN3MAUNIAANLIEINTNI1TUWINGLANE

159774 Microsatellite Instability gv (MSI-H Cancer)

KEYTRUDA fizauvladususnuipiiafiidunziiessasqanainiiangiany MSI g9 (MSI-H) waagilaiiiniie
ynwsavaviuiinuinasiadaualinugnaadilassanuanauinlnflussriinisdiasisudofiiauia

(dMMR) 35N lasun15a523d8auLa) Ntaglasuni1ssneuinan

usSvvaana11s (Esophageal Cancer)

KEYTRUDA wWalasmdugiiaiitintangu platinum was fluoropyrimidine based chemotherapy fiaiauvlas
dmsunissnuiduunuusnlug raiufuuzisanaananisriausinisaunassrilaiaanaIvisuas
N5:1W1ra1115 (esophagus or gastroesophageal junction) szasgnatuanizAn ludiuIsandnlansda

QTULLNINTEINY

KEYTRUDA ialaidusnifion fvausladmsusnunilhafidunsiieiaanaiisssorananianizivindy
wWudm3dascazunsnseananil PD-L1 Usanguutaaanstsy 210 anaisn1sdseiliuuuy Combined Positive
Score (CPS) aufilafinnsnsiadauual  wazdmsugi lasunissneiaiugifiaangninaszuunigsinie

(systemic therapy) UINAU 1 UWNUNITINEA



KEYTRUDA falaidusifnar Juawsladmsusnegiranduusiioiannainisssasqnatiianwisnnnauy
ugivdassusunanszaan lasunissnealdaaangnanaszuuna519n1e (systemic therapy) unnau 2

LAUNTISINBIUZANINAN

w=5vnungn (Cervical Cancer)

KEYTRUDA fiaflasafuanaiitintinlaofinigaluiinisvan bevacizumab fiaauvladmsusnunian

Wunzisalnuagniniinisavaguatlsa naudusiviascasingnssany

KEYTRUDA  diatlanfusufan  fasueladvsusnwigdrandunsiiydinuagninauidugsiniascas
WWsnszany A8 PD-L1 dsinguuiaaaustdy =21 ala38n1sUsziliuiiuy Combined Positive Score (CPS)

AN IAfiN15M52Fa0La7 waziinisAauualsaluaaznsnrsanalt lnsun1asnnlgaiaitinte

w=sufay Insvungn (Endometrial Carcinoma)

KEYTRUDA fla‘lasiunuan lenvatinib Sauaueladivsusnsigdlraiidunzidabayinswnagnssozgnaiu 7
finnsrdzuwatlsanatannlasunissnsInlgaiaangninassuun1519n18 (systemic therapy) lunn

dorunisauar luduisasuniswaaatian1ssnen (Curative surgery) wia luduisasusedsnun

KEYTRUDA dalaniuafean faauvladivisusneglraniduusidaiayTwsungnastsanatunasiany
MSI g9 (MSI-H) vi3a dMMR anid lnsun1ansiadaunan Aifin1sdduaadlannasann lasunissnsaig
gMaanNEAasuLNISNNE (systemic therapy) Tunndarunisailar ludu1sasunIsHIAaLNaN195N ¥

(Curative surgery) aaludin1snsusidsnun

A5IATANI=a 115 (Gastric Cancer)

KEYTRUDA fia‘larsaudugn trastuzumab, gaiafititiangungaalsinafifiuiaznauunanidy dauavele
dmisunissnuniduunuusnlunianidunsidinssniramisaiinarf Tua1s g TuuNinan15ns23Lda5y)
ufuuan (HER2-positive) laruzi5eiisaunassni1aiaanaIniisiarnsslniza1uis gastroesophageal

junction (GEJ) sstizgnanuianisni ludinisanisia landaag lussasunenssang

«159a11a (Colorectal Cancer)

KEYTRUDA faawvlardmdunissneiuunuusnlunihafiiduuzsednld (CRC) insrany MSI e (MSI-

H) u3a dMMR #0351 lasun19n579dauial M lndinnsanidin lavdaag luscasunsnssany

uASTININAEIN U YaVEaUWUSATINGY Tumor Mutational Burden-High Cancer (TMB-H)

KEYTRUDA flaauelalunissnegiiaidinuazy Wegdiiduuzssiifinnsnanawuguasfunusnssugs
(TMB-H) Tagludmnsanida laniaayluscasunwsnszang  auianisdssifiunsisynfiansasiiunau solid
tumor [210 mutations/megabase (mut/Mb)] auilafiniansiadaunan lurniinisdiduuay1sanayann

1aSun1sSnEINaUMLIMEaLEINN TaSun1ssnuzSauundanuad lawa luuinwa’la



vzsuauuwidn Triple-Negative Breast Cancer

KEYTRUDA fimauvlardususnumirousisainuuaiia triple negative breast cancer (TNBC) szeiziauusn
Aflaudavauavnisnaulugige Taglasamdunisivaaiitindanauniswifna (neoadjuvant treatment)

AavavnIsHaalilaiduaiifoiaavealiiavdvsuidunissnuniasu (adjuvant treatment)

KEYTRUDA dia‘larsqudusiiaiitinta Jaaveladmsusnuigihauzidaaniunaiin TNBC [laraauziselull
A5uny 3 61 laun estrogen receptor, progesterone receptor uar human epidermal growth factor

receptor 2 (HER2)] szaizanaluanizninauiiugiuas luduisanida laniassazunsnszana i PD-L1

Usrnguulgaanz5y 210 aruisnsdssliunuy Combined Positive Score (CPS) s lafinnscsi3dau
1an

6. aulnginusdInariIsnsilgen

6.1 vl

a1sdanhe

ninfinnsssuaau lanianizianzay nisidanyihadiniunissneialaan KEYTRUDA diuagAunisuanina
uInway PD-L1, auiaazni1sanaiuuadnauuzisy (tumor status) d1msunz1599 Microsatellite Instability
9 (MSI-H Cancer) »3a dMMR, 2U1aLazn15qnaINaadnaunz15y (tumor status) damsunszi5yniinisnany

Wuguaeduiugnssugs (TMB-H) /@va2a vauwle (5)]

A1901973 PD-L1 masvinnisnsiadsaiinTaede PD-L1 IHC 22C3 pharmDx™ kit wdafiifisumn

a

maitasfinasyssiiuszazuasussy MSI-H 115a MMR a28357 lasun1ans2adauian

WUIALATNITANAUUDINDUNLLEY (tumor status) dmFunsztsy TMB-H a5 lasunisuszifiuiiasiesuinela

a

4nn523 FoundationOne® CDx #3a357ifisuinn

tlavandvlufimngalauiivnanssnuauasnisiiag lasuaaiitiliauinau nanan1snadaunivguay TMB-
H, MSI-H v#%a dMMR ‘lumiaiflavanduasndlannaiia high grade asvls sotuliusinlunadaudisuvd
159 luFdIn 2130199 M lasunnaunau nauldulvaeiitinta temozolomide ‘uniaiiiavansduasniia

u1ila high grade

AUIRLTALULUA

KEYTRUDA IuTasnisuaaiavaanidandniuinaiuiu 30 uaf

aunen KEYTRUDA (i@anauiagnagnvlaaananiie) fuusinlugmedmsy unsedswsuazaa uasinan
dndavriindandfiu  usSieaminuiaveiadiraasiunisuduadfitiueiolgunii ussadayfimiadiu
Tad1e NA5INT:nIzaImns NsSefill MSI g9 usiSovaananis ausedy sssuiiadale ussenuagn
uzSudauTnsanngn ussednld ussvifinnsnanauguasfiuiugnssugs ussuaunaiia Triple Negative
Breast Cancer usSvlanaiiadilileaaadniidvliiealasunisdnen  wiadmsuidunssneiasu
(adjuvant treatment) lugtofidunssefiaminuaTunn fa

o 200 fiaan3u nn 3 A u3a

e 400 fiadn3u nn 6 e



aune1 KEYTRUDA fiuusuinlugluaudinsuuzidiiauatTunmzansisalaaaiiai e aaaldaniiae

Tasun1asnun Aa 2 Hadnsunanlaniy nn 3 §am

g msulesiunuendu Tusearwandisirduaidinsuaifilaesiulunissnen Wavduisan KEYTRUDA <G4

Wudruniliuainissnesiudugaitintanisviaaniiansd a251va1 KEYTRUDA dudauusn

dmsugihauvidailailalanlasun1ssnyiaisan KEYTRUDA squnu axitinib Tusaatuianadisninfuan
dususuinewad axitinib Walysiunven KEYTRUDA A25RNsauIANDwIng anxitinib Tugeninauin

gBNAuA 5 Tadansu Taalunn 6 a1 usauruniniu

wWirsuziSadayTnswungnuasyilisuzisaiiaiiiale Nlasun1ssneinltaan KEYTRUDA squAu lenvatinib
UIRLIENAUDAY lenvatinib Ainuziinfia 20 adnsulean1ssudseniuiuas 1 asvaunfin1snsuwas

Teamdalinfun ludmisanle

wWihaaglasun1ssnale KEYTRUDA aund1asdiinisntzuaaslsauidatiniui ludiunsanule Taawy

nsaauduas? W laduluaugduuulng (Atypical response) (nanda auraiiavaniadiudinsnlunau

Buau viafisaslealuuauialdniindiunialusgvfiaulsneg uanaulaiilavanidnasluiainand) wiuand
a1n1anNAdinavitaziindangrutiaveunudnufion1sanzuaavlsAaal1s e uN133N¥IAUNE IS UNS

fiudurfinisAsuuatlsmade

dusulandunissardiuaasusidsdniananTunn vzisaaasialulasiaaaldn (NSCLC) vdanusL5y

iafiale A251ran KEYTRUDA wWussasiiatuiudioniell vdaauntaziinisnduidudt niafiaiuei 1y
dsanula

AMUSUNINBINOUINNSHAFALALNN1ENAIN1SHIGA (neoadjuvant and adjuvant treatment) ‘luéﬂwum%o
LUNR triple negative breast cancer (TNBC) 5xu:L%uuﬁﬂﬁﬁmﬁmﬁﬂwaamﬁﬂﬁmﬂueﬁ%j\‘i l’éﬂ’)ﬂﬂ’li
asunissnnauvinniskagalaan1slian KEYTRUDA auia 200 fiadnduvn 3 dlanmduau 8 asi usa
400 fiadnsuvn 6 dUansuIu 4 ase saufueuaitnte wiaaundnaginisABuuasTsaaunuaTania@vin
nsundansainfisd lidmisanule  aumisnissnemanidaTesien KEYTRUDA wuuaifianlu
aun 200 fiadndunn 3 dUaiduau 9 ase wla 400 fiadndunn 6 Flamduau 5 ad udaauninasdinis
nduiudi viadaisdlidunsanwle giladifinnsindusaslsaaununlaniavinnisidaniainis il
aunsanuwlaiitinainan KEYTRUDA @elusauduanaiitvniinnauinniswide adslasunissnsinioen

KEYTRUDA LuUsGiaI A auaInige

nsUsuuUIRen

Tfiduunirdmsunisanauingn KEYTRUDA  aiadftialunsdiiinainislufislseaenainnisiaan Tae

seunslgamionanlasn KEYTRUDA uaaslunisiei 1



a5 17 1: nMsUSuvenefiuunin /@292 Audauuazvanissei (8)]

UfAse lufesean

FEAUAITUFULSY

nsUsSuasnan

UamdniduniAarIUsTUUNRANAL

1unane (seeu 2)

FEUN3 1281 IUNTENN
UHAsa luivdsedan
niataviivssay 0-1*

suusandaldudunsiafiviin
(526110 3 "3 4) 52 LARNIS

ndududrlussdiutunans

(52611 2)

Wﬂﬂ‘l‘ﬁﬂ’]a&l']\‘mﬁ’lﬁ

anldluganiduniiarussuuniauiu

hunatvfivguusy (seeu 2

132 3)

s2iuN3 181 IUNTENN
UHAsa luvdseden
niataviivseay 0-1*

udunsafivgin (seeu 4)
v3a ianisnduiugdiluseeu
UL (586U 3)

Mf;‘lﬂsl‘ﬁf;naﬂﬂ\‘mﬁ’ﬁ

Tedniduniinniussuuniaum

1hunane (seeu 2)

seyuNsl9an aungeNy
UfAza luRlsed9a
Niataviivseay 0-1*

sunsyndalduduns1uiegin
(5¢9u 3 w78 4)

nyalra1a8190195

ANNRRUNUaIsEUUnaN lsnaitinNIU
srUUNNANAL

suusandaldudunsiafiviin
(52610 3 132 4)

seduNslaan aungeNy
UfAza luRvlsed9a
Niataviivseay 0-1*

dusunianiinlnu

Radndiuavszuunanlsva
G RTCEATE b [ Tl TN AT
FEAUFULSY (580U 3) 32

udunsrafivdie (szeu
4) Apufindninianas
AUFITHHU 2 uBasINIM
LATEINNITNAILANDING

TanladgasTuunaunu
a19masau Tnlaran

KEYTRUDA aa'lilla

fudniduitinniuszuunlauaw/ laidu
TaAuL5IAL

dmsunisiinduaasowlasulugile
uzSuiiadalnfi lasunissnmnsauiuen
axitinib TuUsaguuInnIsUSuaUIREN
AMUATIATY

Aspartate aminotransferase
(AST) vi%a alanine
aminotransferase (ALT) >3
fiv5 Lﬁﬁmaoﬁﬁaoaﬂmamw
Uné n3adagiiusu >1.5 89 3
Lviwaoﬂ"\suwammammnﬁ

523UN1519581 AUNTENY
UiAasa lufivdszden
niataviivseau 0-1*

AST w3a ALT >5 maad
Agudauasalng uiadasiu
593 >3 WNUAIANFIFAUDIAT
Unf

nealEt1a819015




dmsumiheiinisunsnszany
WgfuiiBun1ssnsaiea
AST u3a ALT ffinarlusssiu
unane (e 2) winan
AST 3a ALT iudu 250%
Wiasuduaduauuasiu
nauu 21 e

nenl2wE18190175

fudniduinrIUsruLnTANAw/TU
TaANzL59AL

AST w32 ALT fiusniu <2
WIANGIFAVDIAIUNG Uay
Windu =5 mrvavAngegavas
A1Und; AST uda ALT #ian
BUAU 22 1N1VBIANFIFATY
Ak uasfindu >3 wmwas
ABNAL W3 A1 AST w3a
ALT >500 U/L Toe Wdiuduan

' v

LU

faansu/ndans uasiiudu =2
MNUBIANBUAU naadasiu
591 >3.0 fadnsN/inGans Taa
TudufuAEuau

52UM3 181 IUNTENN
UfAsa luvdsedan
niataviivseay 0-1*

ALT >20 wiwaqdﬁaoamm
AUn#:; Child Pugh score 29

Azuuy; ldamnaanlussuy
NMLHUDINITITNNTIZAIUGU
AN UUaanLIdanportal

F9TU; NI w3 Tsaduay

(encephalopathy)

nyalaa1agvniig

YAz mvRmiliilAaNIussuuniauAu
138 Stevens-Johnson syndrome (SJS)

158 toxic epidermal necrolysis (TEN)

YAz Rt iiaguiLsy
( gy 3) ndadeduaniu SIS

a TEN

523UN1519581 AUNTENY
UfAasa lufivdscden
niataviivseau 0-1*

ﬂ.f]“ IR TTAATULSY
diu 4) wiadiudurndu SIS

a TEN

/\

um

W?_‘Iﬂél‘ﬁf;ﬂaﬂ']\‘mﬁ’.)‘i

321 Tl sravATIAR NI LS T
UAUAUY

duAuAMUFULSILAzaTiATaY
UAAZeN (526 2 vida 3)

5£3Un15 1987 AUATET
UfAse Tuivlseam
niataviivseay 0-1*

nanutilawladniduguLsavsa
Wuduns1ufiegia (szeu 3

wum‘l%mamomai
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W30 4) duavdniay v3a nau

21115 Guillain-Barré

udunsafivgin (seeu 4) nyalera1aa19n1I9
v3a tinnsnautdusilu
FEAUFULTY (580U 3)

UfAzanFuiusiunIsuaaaaIvaan suusandaliudunsiafiviin nyalera1aa19n199
tannn (5¢9u 3 w38 4)

o

WNEIG:  9sAuANgULSIEavn1tsANIduAR lanamiiaudmsuignisa lufvlssavaninuuaai

AuaTasaaniuzSungd (NCI-CTCAE 1iasdiu 4)

*  aaugaluan KEYTRUDA ag1vn175 nnauiadinasfladifiosasa ludmnsaanladiv <10 Jadnsu
aadnsail lourdauuianaIuiitvisuminun analu 12 §fdav vsan1nzauduisfitinainaislaanly

dsanatasaudesedu 0-1 nnelu 12 dUamudearnnisluan KEYTRUDA Tadganie

Tugihauzidenauinndavaiingdanaiu (cHL) ianzidenauinndavaiiaiigaasdiusnduadfiuaiia

Usupiinfasanissnen  (PMBCL)  ftdaniczanuiduisnanssudifanszau 4 A233z3un15T1an

KEYTRUDA aunssivilfiasan lufivilszasaniatatauiiaseéiu 0-1

Wwrhouzsuiadalefididesnsnioan KEYTRUDA s2ufiugn axitinib:

+ U ALT ®3a AST =3 wi'maocsi'\ejoam‘umﬁ'\ﬂnﬁ un <10 Lvi’\snaqd'lsjmmmawhﬂnﬁ waziagiu
59l 22 naavagedgauatang seunislaenvie KEYTRUDA Wag axitinib aunssvivlfasen
ivlseasanianasdivesdiy 0-1  Ma1sanlin1asnaiunislaannasi Taaifiusasndiainnis
Aush  Rarsaumeaandnlvendnadimosmibeiia wia neassluawivaaveiadnadsuuuiu
d19u (sequential rechallenge) winnaaavlue axitinib dnass WRansauanuuinen axitinib
AaLlangsiAuaiuad axitinib

« U ALT 138 AST 210 wiwaqdﬁaoam‘umé’\ﬂﬂﬁ naa >3 Lﬁﬁmaqéﬁaoamméﬁﬂnﬁ %’mﬁuﬁﬁg
Dusu 22 wi'\‘na\wi'lz;maﬂmmmﬂﬂﬁ uum‘lsﬁm KEYTRUDA uwat axitinib 88190175 waziiansoun

Tmn1ssneInan1slsanashladifiusaan

Waluan KEYTRUDA 571U lenvatinib aiaifjiifilunsdiiinainis luiiviszavnainnislaen Taasyiu
Aslaanilvaiiandavidavailn wisanuuina1vdangaan lenvatinib aauamNizdl  Tufiduusii
dusunisanuuinan KEYTRUDA

Auuninlunisianistuainislufelssanaiiiinanan  lenvatinib  Auadvannandisrnfuaiuad
lenvatinib fuusrlun1sanauinan lenvatinib almiasnuzidailafialouazuzidadanTwsungn
uaav 1 luns19n 2 duduaayaldavainanaaviliniaaiuasssasiiaiin lasuan lenvatinib Tusauale

Snumusailaiiale Tsagvidva 12 /@798 a5 witvt/s=ava (12)]
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A5 M7 2 Auuninlunisanauina lenvatinib lun1sdnnisiuainis luivilszasa

v o v ANSAAVUINEN NNSANVUINEL A1SaRUUIAELN
Y2114 PUIALUTUAU ¢ ¢ 4 P
AN ATINdD AN
20 fiadnsy e e .
. & 4 o 14 §aansu 10 4aansu 8 1adnau
uzisviada’la Tagn1s5ulseniu . v . v . ¥
. z uaz 1 A9 uaz 1 A9 uaz 1 A9
uar 1 A
c 20 ¥adnsy e e o e e e e e
uzL5uiay gy . 14 1adn3u 10 4adnsu 8 ladnsu
Taen1s5ulseniu . ¢ . v . »
umgn . p MUar 1 A9 Uar 1 A uar 1.a3
uaz 1 A9

A1sUSusUIRe lenvatinib dmuniifinasvinsuaasinunwsasaiaguus

auanen lenvatinib fiunsindmsurhsfiiuszisaiadalavusana S oy Twssungnuasziinisinsueala
unw%awﬁmjuuw (ﬁﬁh creatinine clearance < 30 faddns/ulil ANn1sAUIAIE Cockeroft-Gault
equation Taglanivinglvavyelusasinuunnadauas ladunisnsia) fa 10 Gadn3ulaonis
Sudszyuiuas 1 ade dusugayarindiuderduanuduisealaaingd lenvatinib lwanedsannandns

fAnAvewal lenvatinib

v 1 o ]

n1sdsuauing lenvatinib dmsugifinisvitusasiuuANsaITiagUNSY

AUIRE lenvatinib NuuziirdmsuylroAduuzisailaiiialandauzisadayTnssungnuazinisvinniuaay
fuuNWIaNAIATULIY (N15vitviuaasdualuseau Child-Pugh C) @a 10 iadnsuTaanissuldssniuiuas 1
ASY dsusayatiufuiioadnuanuduiRsnasduaningn lenvatinib liatvdvanntandisaiduaauay

lenvatinib

nswsouLasdIsnslaan

. AUTUWLEY uLaudy e
. i luueedia KEYTRUDA fiaauunniiininuaaunniiviad
. nawdaa et duisaiwinaideaanuingiinlea (aamglminuuniasionin 25 avAaalgas)

Wuauiude 24 92T

. ArsRsFaLNAnSanadansatdainauinaly e Walnuulan lufiauniaduidalunsad
wWasuld KEYTRUDA iudsazanala@ivauidnuas lfiddedindavaau vannuinflauniaduidatu
Ifaanaiu

. an KEYTRUDA luisunnsfinaenisauds 4 Gadans (100 iadnsu) uazinaslugedmsuluainig
Naandand Saussaansarans 0.9% Tafieunaa’lsn wsa 5% nalad (HinTnsd) iRaww3usdsazans

Faawnianuusuganioagluaiy 1 89 10 Tadnsusnalladfdng ndud1sazalruidaaniaanangy

navlduiiung
. WNLrLIEISaraad S LAl aaaLdana
o wAnAunil lufidsnuids  Fyeslandndamiitdavuaviud vndelwlaleluiuid  atauiu

d15azana KEYTRUDA #iidaavuad liaauvniivaslauduaiuiu 6 41Tue vaflanalfudisazans

KEYTRUDA  #i@advuarhlugdu  2-8 avAsaldadla  Walia1siumuiaiusialiaan
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KEYTRUDA audSadunisuansniavaanidandrliaisiiu 96 4979 vanuaidu lwitaanunde
warmiaguaniunamisraanidansiaanun lifiaauinfiviasnawlas

. anaiuaun1aTUsfiufsTdsouasaudedeludisazarofiidosvuar arsazanaTaanisuanian
naaadansnduiaiuiu 30 urfi Tnanislasinsaviifinansandungsomusan ldiRaan g of
aungnu 0.2 &4 5 lulaswaes JufuTdsfiunes lufidisnalauaslsiAannide

. mnlnswmduandulaonislaaadmsunanadudiaaiu

. e W lalanuwdaagluainaia

6.2 Hihudn

dfunsiSiRImiwanTunn - Nsisveauinvidavrilndandafiu Nsisvnauliivdavriiaiiaasiiuuuaiudile
dhtlnaiindsund wasnzidaninisnatawuguaviiuiugnssugy (TMB-H) aurnaiiuusiivay KEYTRUDA
Tumiudin Aa 2 fadnsunailaniu (VUIaugIga 200 Jadnsu) UsuiseTaavaaltTaaaldansiuiu 30

U1 n 3 fuan

6.3 éﬂwqamq

Tunusiauanuuana v Iaasmluauarnldaannanialssananassuinmiiageans (araavun 65 dau

1) uazmhadonuudann (arguasnii 65 1) FeludwdusnavdSusurealugronguil

6.4 ghuifinisvinvusaslaunnsas

TudndusavdSuauinonlunihaniinisviviuaaylaunwsasszauldnuaavdalrunans Matleiv luiinng

fin1 KEYTRUDA lugniiaiifinisvinouaaylaunwsavsiagunsy

6.5 iheoifinisvinvusasiuunnsas

TudndueavdSuauinanlugianiinisviteruaasduunwsasssauianuaadaliunaie vaddeluiin1s@nm

KEYTRUDA 1u87iin15v19 U ava uunws vt inguiLsy

B8naleen

dnsuvgatunviaanldanaiinitu

7. danuly
uf

8. Afiaullazuanlgssedv

v [ 4

UfAS e WRnlsedaTiAnNIUsEILAR AN

flfAzen luivlssavaiifianiussuunfiauau  saudvnsdiniinguusviasiiuduasiafundia  tAndulu

Wihanlasuy KEYTRUDA idfjfzanludiviszavaniifianiussuunfiquiugimisaifiadulavavainuaanis
snean  lunisneaasnedaiinnuanljisarlufvdssdsaitianuszsuuniaudiudiulugdiuisanigla

wazdnnIs lemen1sssiunisle KEYTRUDA uwazlunissnsinionisilaainasiladifiasaunuas/uianis
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Snuuulseduilszaag UAAZe TuRvlseainNAANIUSTLUARANAUNNTENUSZUUTINANENINNITUTT

dursatinlaluasiabiainu

AusuliAs e vl seavafiAarusruunianAuiiasdy aisiiulainfinisdssfiuasraiaswariafiudu
AnaavlsAnsadnd 1 und uaan 4uagAuANguLSTITaIUf A5 e luRlsedea Inseiunisle
KEYTRUDA uazansaunnlaainasiTadifiosasn winainisfiduauaylusedu 1 wianasunin Maauq
BuanauInurasiladiiissasnatiazanauingasnaiiuialagwnay 1 Hau audayaiiagwstai
aanmsAnsnadinlugied lamisamuaudfasen Wil ssavaiiinniussuunfinuiualanisle
11masiTadfiusasn AsRatsanltuInanfiauiuiinusidu audule KEYTRUDA Snassinufaselu
fvlszavatiomtaglussiin 1 wdanaunnTaumauganuuInaInasiTagisasnal unanfuan1saiduidu
UfAsen livdseaearisuusaindulnugaly KEYTRUDA a5 @798 yurmeriiuusumasisn1s 1oe
(6.1) uaza1n 15 lwivilazava (12.1)]

Yananauiifina 145U UATANAY

nuseunsiinlsatandniay (sauviridedia) lumiheiladu KEYTRUDA /g#a2a a1n15 luiv/szava
(12.1)] arshdsinnainsudniuazainisaavlsatandndy  winavderndulsadasdniaululsafiuans
mMuaneSiduasdnavaduaan MannashTadifosaundmiuTsafiaglussdy 2 wdaunna (IR
Busu fa wsedilau 1-2 fadnfumadlandunaiu wdaiouing uazAaLy anuuIREaINT) S=unislas
KEYTRUDA dwiulsatandnidusssutiunaiy (s«u 2) uasvgaly KEYTRUDA ag9n12581m5uTsa
Yandnaussiiuguusy (seiu 3) Wudunsnadedia (seiu 4) wiadanisnduidugiluseiuunay (sedu

2) [@irva wuneiuus i mas35n15 1921 (6. 1) uas1fAase luivi/ssavailAan1ussuypidaua Y wa U]

a1 1a Teudniauiiins 11 5=yunaANAY

nuseunsiieat ldluadniauluglhoflaiy KEYTRUDA /@#a2a 21015 wuiv/szava (12.1)] arswdn
Funmainisudnuarainisuatlsean ld e dnduuasdinamnauaan Inanasiladiiiosaundmiulsadi
a8 lusedy 2 udanannan (‘llu’lﬂf;ﬂl%m;{u fia msailTau 1-2 fadnsunailaniunaiu udaiouini uazaae
anUUIRENaINT) 523un15le KEYTRUDA dwsulsadnldamednidussiiuliunans (sedu 2) wdaguuss
(5¢6iu 3) uasvaaly KEYTRUDA agwansdmsiulsadldamgdnduiidudunsiofedin (seiu 4) /g

WIa YU INEUUEUMAZTENT 1Te (6. 1) uAs1/§A5e Iuiv/ssavailAnaIU s UL TANAUY L]

AUBAUFUTIANN I TEUUATANAY

nuseunsiiadudnaulugillafiladu KEYTRUDA [gi#29a a1n15 luivilszava (12.1)] asuladans
aswdsuutlainisviiuzasiu  (raudndnen  senisdnsuduseayg  uaraufistyLuRUgIUATS
Usufiun1eadiing uazannisuavsiudniduuazdindiuasuaan Wenrasiladifiusasn (VUIRENEUAU D

wsaitleu  0.5-1 fadnsunailansunaiu [dwmsulsafiaglussiiu 2] uar 1-2 fadnsunailansunaiu
[dusuTsafioglusediy 3 wiawannan] Wiafloumn wazAaey aUUIRENAINT)  uarseiuvSavea e
KEYTRUDA Tmﬂﬁmszmmﬂmmjuu‘swaom‘sLﬁwﬁwmaqLau'leﬁ:]ﬁu [:gm”aifa YU ITUUA WA

3515 1987 (6. 1) uas1/f§Aser luivi/ssavailAnaIussuyiauAu Y 1vn L]
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IamauiiAian1s=yunaANAY

wusreunsfin ladnaulugleilady KEYTRUDA [gria2a a1n17 lutvtszava (12.1)] arsudann
asuwdsundlainisvinuzaslauassinamnduaan WoinashTadifiusasndmiulsafioglusessdy 2 wsa
1NN (BUIREENAU Ao wsaiiTau 1-2 Tadnsusailaniunaiu wialfiuumn uazAaeg anTUIRLIAINA)
se¥unisley KEYTRUDA dwmduTsaladnidusssuliunans (seeu 2) uasgaly KEYTRUDA ag19a175
dmsulsaladnidussiuguuse (seiu 3) viadudunsiadedia (seiiu 4) /9728 vumeriuusiuas

3575 11 (6. 1) uaz1lfAase1 uivi/ssavaiiAanIussyundaua sy Wau]

AINAAUAGYEYTEULRAN ITNaTIARNIUTEULNTANAY

wusIEUAMEeavan launngay (Usunfivasndions) uniheilasy KEYTRUDA wusiawunisiin
amznanleanavindulughoilady KEYTRUDA [gia2a a1n15 witvi/szava (12.1)] arsdrdaunnainis
WEAILAZAINITVRINIEADNUNIN TALNNTDY Uazn1znaN lENaISALEY (SINEIN1Izandas Tuuanaax e
anav) uasfindueduaan Wannashladifiasauniiadnenydadunalunauiuinlavinew liiiaawa
warlugasTuuiug nawnuaafifizauelaniadin s:¥un15ley KEYTRUDA dmsuniiznanlnauasdniay
seduluNaTY (56U 2) seiundanga’e KEYTRUDA dudunnsaauvuinlaunngas wianizaanladuas
SniausEiuguuss (seeu 3) wialudunsufedie (seeu 4) [er9a v uusiuas 35075107 (6.1)
uazlfi5e1 L5 A AR NS U UDIRANAUY1INU]

nusEUMSAaTsAMIUEaT 1 saudnrensaiuiiasainansdTauiiinainTsaaninu lugias
A5y KEYTRUDA /@292 81075 luitvr/szava (12.1)] msdhdainaniisinaaluifangs wiaainisuane
wazaIn15aug wavTsAaInIn Wdugdudmsulsawnmiuaind 1 uazseiunisly KEYTRUDA lunsel

NIN12UINR TULRDAFITUFULITNAUNINALEINITOAIUANAITININALY 1A

nuseuaNAalnfiuateaninsaun  EesaufenseanInsauaiiudn a1y insaungas Tuusiuas
nanlnsaundniay lugiheiladu KEYTRUDA wasdiansaifindu lanaaniiaissninenissne doaiuienns
whdananisildsundainisvineuaasnaninsaun (raududnen sevaanisdnuadussayy wasduag iy
nsUssfiun1ndiin) - uarainisuazainisudnmnadiinasauialnfivasnannsass  aaelnsasa
gasTuusna1adne lananisindas TuunaunuTag linaessiunisinuauas Weaslaanasi Tadifiasaun

Azean nsasavituAinafadne lannainis uasssiunsangale KEYTRUDA dmsun1izaannsasn
VuAUsERITULSY (Svdiu 3) wiadudunsnadieiin (sediu 4) [gr2a yurmeiuussiuasi5n15 1967

(6.1) 811715 ludivi/szava (12.1) uasz1jAase Inivy/ssavaiiana U ssuuIANa Y196 1]

dmsumihanudulsanaulanassaugunse (szeu 3) udalludunsiafivdia (seeu 4) Nilain1sdidiuauagiu

[

5¥61U 2 ¥3a61N71 WAy lasunIsAILANAILgas TuUNALNUY 21315 Inle KEYTRUDA sa'la

1FA58 1 A I TR T1ITY

wusienulfAzamnAImbaiaguuseiiianiussuunfiauiulumilianlasunissneaia - KEYTRUDA

aaa a

Winsadaurefididuianinliidomnimmisiaguusiwasiaauvniug aanld n1sfiasseiunisa
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viaungnan KEYTRUDA aswasuazinlaeasiladifiasasniu duagduadugulsvaaydfizanluie

ssdvn [girva vurneviuusiuasisn1s 1o (6.1)]

WUs1e911 Stevens-Johnson syndrome (SJS) uas toxic epidermal necrolysis (TEN) lunihaiilasy
KEYTRUDA @iunvsiafinasnausy  dmsudoueyginaniaainisuas SIS wia TEN uiansanssiunislas
KEYTRUDA uazavaulalupidaiaqianiznivdsafiuuazine vanlasunisfiuduindu SIS wia TEN

Tunegaun KEYTRUDA aua11s /93798 vu1aeiuuziuazis5n15 1o (6.1)]

YA Wuiivi/seavadnug iAan145: U084 Y

UaRse WRvlseavaiug  Aiar uszuugiinufuuasitaddogmndiingenallid  wustavunisiauas
n71 1% waigiheiladun1sineiaie KEYTRUDA Tun1s@insn@aTun-001 faTun-002 AaTiun-006 uazde
Tun-010: wilvgnandunandniay nauiiadnidy nana1nis Guillain-Barré fuaaudniady duavdnidy Tsa
amaLn (sarcoidosis) nziummsnéﬁmﬁaéauuw (myasthenic syndrome) / TsAnanutiiaaauuse
(myasthenia gravis) saufivarniszasnaiiiasauusfiugas ladundsdnisy (myelitis) waanidandnuy
wazn1zRaNwisT nsauavitviuannnng  (hypoparathyroidism)  wusnesuaaluifainnisdinsanag

AATinAug way KEYTRUDA %32 navavdnvuisaignasnain: natuiiamrladniduuasmandaniduud

WUSIENIUINNNTANBININARTINKEanIS lan1audvTutagnasnainfivnsallffzun lufvlscdvaiitia

WAUSEUUNTANAL FEIWUFULFIUN

YA uiivi/s=avaiiifie 3aun151ana 188383

MUUMITIMUILLIFNDINAIN  WUSIL9IUNISLAR  solid organ  transplant rejection  lurianlasuy
KEYTRUDA n1s55n1#1a7a KEYTRUDA atatfnaluLdaNaasnisiia solid organ transplant rejection gy
nlasunistanataadads arsiatsaulsslaauinlasuarnnissneinia KEYTRUDA wasAMNLdeNaa9InIg

tAim organ transplant rejection Naatinduluniraimanil

fisavunsiiin Graft-versus-host-disease (GVHD) wuuidiauwan sudvn1siin GVHD Avinlndsundin
n&ninisineaear KEYTRUDA ‘lumiheilfilssianisdananaaanudniiadindanaiaiaaavas
@yﬁ'u (Allogeneic hematopoietic stem cell transplantation; HSCT) Tmaéﬂwﬁmuﬂsxﬂumaz GVHD
nFannszuiunslananaanuiniia  a1afinudssnanisiia GVHD tndu udiainsnmsiaiaan
KEYTRUDA a75@ansanfivlsslaaniiaslasuainnissnuiaisan KEYTRUDA wasuifisufuanudaena

n15tfinn17e GVHD lumihanfidszifnisdanatagmaasudiiadinidanalaisaauavndu

naindusaau lgududialuan KEYTRUDA saudu axitinib davsunissnenuziSailaiiia’le

Wialnen KEYTRUDA saufiu axitinib finnudvassasunisiinduaa ALT uas AST se6iu 3 w8 4 g9n
faanisal i luglhanasuitadalaszazanau [@ea 21775 Witvi/ssava (12.1)] arshinniaw oy
nauBunsSneuasiussaraann9n15SnET Tansainaudlun1sieaussiuawlasgudamoudy
nssnmssaiafes UAiiauuuinenisinnisnensunnadsuawadasaiio [q#r2a vurmei

uusuwazasn5 1w (6. 1) uarland1sriniuan axitinib]
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A5 KEYTRUDA 5aufiumnaTalus aundanuasndnaaunmlaun windasinsaalunhaTsaussadia
@oau1wilmiudiaun (multiple myeloma)

AsAnImeAdiinuuuan 2 n1sdne lugihalsauasudadananaiaiodlann (multiple myeloma) &4
o lufizauslalutsaiausuuausivaiiude PD-1 wsa PD-L1 wua1 n15 KEYTRUDA saufunatalus
aundan wasfingeumlou vinludnsinismaiindu $9luuunirivlguandvaddudy PD-1 wa PD-L1
sufumaTalun  aundan  uasdinoanumilou  ukthoTsaussdindaonuaiaiodlann  (multiple

myeloma) uantuilaaNNITNA[DININARTALLUAILAN

UAsunduiusiunisvaaaiaiaaaidansdn

wusEunIsRnl A3 AduRusfuNsHana I MaanEana1iguLse 51T I ARLAARNITUN
¥ilaguusd (anaphylaxis) Wuae 6 (0.2%) a1n 2799 au Alasu KEYTRUDA lunis@nunaaTiun-001 &g
Tun-002 A8Tum-006 wazAoTun-010 Tauwinidalfasafiduiusiunisuanaaiiaandansiiguus
waringanaaauasga’ley KEYTRUDA atnn1s /@798 vutmeiuusiuasisn1sioe (6.1)] dm
wihafinlinsofiduiusiunisuenumasadansisiindnuasiodunavanadivaelasy

KEYTRUDA sna’ldnalannisfinninaavilnaga nvitananaisanilvaianlawazannunnaunaaa’le

9. dunshdefuadug

v lufinsfnugussnaansznine KEYTRUDA Avatdunluaiuindgaandrdnsas1aiduniinis uwaiilavann
N TusAgunugnitdnaandanssuy alisuldaaniunuaunuadgy  (catabolism)  FvAa219z Iudl

dunsNFEITERINLTAAEIALLNLNUD AT

mwﬁﬂLf?imms‘l*ﬁmﬂaémﬂmﬁﬂ5aﬂﬁuuuaanqm§ﬁ1mw%amnmqﬁﬂfuﬁuﬁautéu‘l‘ﬁ KEYTRUDA ws1e
fnasunundanadidnsiazlssAninauay KEYTRUDA auwlsfinuauisalguinasiladifio saun
wuaanguavihnauiasinangiaufuiug aendaduly KEYTRUDA iadnu1lfiasenlufivissaeniiia
mufizuuaﬁéuﬁu”lﬁ [@z/i"fzfz/ya ANGIUUA=YINTTIETV (8)] snasiTaafiosasnduisaladuafilinaunis
Snu1 (premedication) dialeen KEYTRUDA saufugnaiitniie wwderfunisivaisiunisandau ia

Uaenu ax/vsaussiniannis Wiivdseavaanaiafitinia

10.  nslge1ludseansRtey
10.1 dndflassn

foludvayanisleannulusdgunnludnifingsn dniedelufinns@nsinazataunuTusaguaunanis
ﬁuﬁué‘lué’m%mmaao upaevlsAnuNLINin1sdinuian1savdayanainiun1vaunua PD-L1 uTunanyi
finssemasdinaraanunuzagnaaulunasuasinarinmiinnisgaudugnaaulunasindu 3nnRugiu
na”l,ﬂmﬁaaﬂqm% namaia niuaudo91n151% KEYTRUDA 1us51219n156 9550213 14 LAe
Juns1unan1snluassn sIMERNSAIINITUNINEadnsIananaan (stillbirth) {ufinsuAuIGuy TuTnay
au G4 ‘luau (Human 1gG4) drnunissnuazannnTusdaunududuy Tulnayau G4 (IgG4) smiie satiu
Fefiaruutulylai mLwnTusﬁ811uuua:qna'ommuia'm‘sn‘luﬂiiﬁﬁ' ArdIWmua Foluuusunlu e
KEYTRUDA ussminsenssnaniiufivsslaamnwaainuinninanudasiiasindunanisnlunssn das
SuRsgus A51e35n sauailafi fiszans nanlussnienissneinia KEYTRUDA uasudvlasy
KEYTRUDA ﬂ%’qamﬁwmﬂunmaﬂ'wﬁaﬂ 4 \fau
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10.2 d@nd5EMINIIUNLAS

v luns1u21 KEYTRUDA gndiuaanniviiunaunaalu uatiavainfisndiuiuningnduaanniviiunau
fatun1saaFulannasvgaluunynsuianyga’lea KEYTRUDA vialutiuadsiansaundivilsslaauaasnisiv

unymsuazdsslosuaninissneiniy KEYTRUDA ludns

10.3 n1sleurlwdn

1u KEYNOTE-051 ifitlangin 173 57a (inany 6 w@au dvarguasnin 12 9 s1uau 65 578 inTeay
12 9 &9 17 § $9uau 108 518) AdunsdeamminuanTusnssuzanain Nssinaninuias uia nxsiwiad
Wunauddl PD-L1 wuwauin szazanain finsnduidudvsanananissnen lasu KEYTRUDA auie 2
fiadnsunailaniu nn 3 e ananwatnissusndmiuniheilady KEYTRUDA wnfu 4 adi (av 1
fv 52 adv) Taadl 147 518 (85%) la3u KEYTRUDA 11nn 3 iy 2 ase mnnsauauaasewuTusaa
winlugihadin  Won@sslefuanuanausaseinulugiron g lasuar luaunudiondu 2 iadnsu

naflaniu n 3 dlau

suvuaulaaadalugihadnufiaudunwulunihaylugilasunissnsalaa Wi Tusagiuy a1nis l
fvlszavanwuuae (T51evruaauas 20% luwiaidn) da Tla andau hafsye 1hanay Taraanaas
la

UssAndnadmsugihadniiduusisynauninudavaiindandatiuusisynaninndavaiiadiraasinnmiug
wadfiuaiialsuniinazuzseninisnataiiuguaviiuiiugnssuges (TMB-H) dszunaunisannnaanslungu
UszansyIvgnlioaiaTsasnain

11.  nsloludndfinssauardnissninvuuyns

aiitua 10.1 dn3liassn uas 10.2 dndssvanvuuyng

12. 21015 WAvlseden
12.1 dszdunisaiannnisnaaasnivaiiln

aulaandiuay KEYTRUDA lasunisusafiulunihe 2799 518 lunis@nmiifinnsaiuauuas lufins
ATLAN AMNANUDITEHLIAINITINBUNIAL 4.2 (Fau (139 1 Fu 89 30.4 haw) Fefiniae 1153 au lasunis
Snwuduiaiuiunviamady 6 au wasyias 600 au lasunissnsiduaiuiunimiamadu 1 9 §
nsugaled KEYTRUDA a1nnistindfasen lufisdsyavariduiusiuniasnmnlu 5% wavwiae vieiwy
sreumgMsalliRlssanainsauseiduiusiun1ssnenaude 90 Jundelasveasigamadiadulu

10% waiRiheilady KEYTRUDA fiwuvasfiga da Tsalandniay d11dmeydniay nades uazla

Uinsenludnlseavaritianussuunlauiu [gy79va Audauuazvanasici (8)):

aaa

e unsAalfAse luivdseavafiiAnnussuuiiauin delaannisdnenlurihafiduuzssifiomi
wanlux  uazuzidalasaiialulagaaid@ndiuiun 2799 au wuduayamulaaanslugilraniduuzida

RombvianTunuasuzisvlaaaiia lulagsaaldn Tnan lluuaaranu a191990 3 udavansuinljizanTufiv

Usravafiiinuiussuunfiauiuaussiuauuusifiiadulugiefila¥y KEYTRUDA
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1917 3: 1l

v

o

Ansun lnlsrasaiAnrIussLLARi AN
KEYTRUDA
aum 2 RadnFumanTansu vn 3 flam wia
10 fadnsumadTaniu vn 2 wia 3 §lav
duu 2799 au

YiAsu Lielsean UREE T FUUSISEAL | JUUSISEAL | JUUSISEAY | QUUSITERL

AUFULSY 2 3 4 5

(%) (%) (%) (%) (%)

arinsasngdas Tuus* 8.5 6.2 0.1 0 0
Azmannsasarineu 3.4 0.8 0.1 0 0
thut
Tsmlandnidus 3.4 1.3 0.9 0.3 0.1
anldneydnisy 17 0.4 11 <0.1
mauvIn launwsay 0.8 0.3 0.3 <0.1 0
fuaniay 0.7 0.1 0.4 <0.1 0
AmzaaNladNavanLdy 0.6 0.2 0.3 <0.1 0
nanidus 0.3 0.1 0.1 <0.1 0
Tsmumauariladi 1 0.2 <0.1 0.1 0.1 0

* uprsAnsaainionzsfssuazaaiilasunssnsimesn KEYTRUDA Walaiusidan (S1uau 909 au)
atifin1saiwasniirInsasndas uusn da 16.1% (MA5EAUAIINTULSY) TASAMINTULSISEED 3 1w (n1ffu
0.3% uKUasuz5edsszuazaail lnsun1ssn¥iniaan KEYTRUDA saufugaditindaunaitiy uas 5-FU
(Fuamu 276 au) afin1saluasn1iy lnsaundasTuus Aa 15.2% Taaiouafissiuainuguuss 1 wsa 2 u

wihsuzsinaminvdaseiinganafiu (I1uau 389 au) atifin1saluainiizinsaungasTuusn da 17% Tag

See

$nuraausn KEYTRUDA wuuandian (31uau 488 au) wuat@inisaiaavn1iyinsauadasiuusi 21% (n

SERUAMNTULTY) TALAMNTULTITERU 3 1l iy 0.2%

t qupis@nsiunissnenasuluriie RCC Alasunisnidauarlasunissnunaiaan KEYTRUDA wuuen

e (3w 488 Aau) Wuaﬂﬁmﬁmmmmuzhau‘lmaﬂmi'\mutﬁu 12% (MNFEAUAINTULTY) TaeAIIN

FULFITEAU 3 UU 1Y 0.2%

£ unsfnmaavgihounarauiiiunsilaaaia llsaaaldni lasun1ssnunaiusn KEYTRUDA wialaiiu
gUfEn (31U 2602 Aw) atifin1salzasnisiinlsatandnidy (MNsEHUAINNTULTY) D581 3.8% &9 8.3%
amlurionssinaminudaseiinganafiu (cHL) 7ilasuni1ssneialuan KEYTRUDA Tagdaiduanidien

atifin1satuavnisiinlsalandnidy (MNSEAUAIINTULSY) 885129 5.2% f9 10.8% waviae cHL u

KEYNOTE-087 (37u2u 210 aw) as KEYNOTE-204 (37u)u 148 Aw) anuaiau

§ lughonssalaswia llmaaaidniilasun1ssneiaiaan KEYTRUDA 200 mg 52ufuen

wmilnsniauazanafitndanauunwaiin (31uau 405 au) atdnisawasladnEy Aa 1.7% (Maseiuady

FULSY) TREAMUTULSITEHL 3 UU AU 1.0% LazAugULsIs=zal 4 twniu 0.5%
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Tsapax 15na: ssuznatnanlunisiinnsaauvuinlaunnsas (median time) Aa 5.3 Wau (79 26 u &
16.6 (fiau) FeluduAinanuaisEazIaIN1Tine (399 4 Ju 9 1.9 diduaull) aneaaumnnlaunnwsaevin
‘lﬁvgﬂw 1 au (<0.1%) wqm‘lfﬁ KEYTRUDA ﬁéﬂ'm 5 AUKIEIINATILADUUNIN TALAWTDY THELIAINAW
Twnsiinnsnaninauasdnidy (median time) &a 3.7 (Wau (239 1 3u &9 11.9 (fiau) AnanuadszazIan
n155nNMA fa 4.7 o (229 8 Jwduauly & 12.7 Wauiduauwll) naseanlnduasdniduvinlugie 4 au
(0.1%) aualy KEYTRUDA uasigthe 7 aunigainniiznanlaauasdnidy ssazaainanlunisiianie
aanlnsauavinenudu da 1.4 (fau (19 15U &9 21.9 1fau) AnauatstuziaInIsinen fa 2.1 Wiau
(@ 3%u &9 15.0 Wowdusull) nzeanlnsasavitviuduinlvgiie 2 au  (<0.1%) waala
KEYTRUDA LLaxﬁvjﬂw 71 auiivnaainameeanInsasavinnuin ssaziainanlunisiianiisinsasn
gasTuusn fa 3.5 Wau (39 1 Ju & 18.9 iau) delufeAinanuatstasiainissne (e 2 5u &

27.7 dawduauly) gihe 1 Au(<0.1%)namign’le KEYTRUDA ilasainnniz Insasagasuusi

Isaandmay: stazanalunsiinlsnlananidy Aa 3.3 Whan (79 2 Tu §9 19.3 1Hau) ANaUaY
3rHz1I8IN155NRA A 1.5 1Hau (19 13U v 17.2 aulduaulil) Tsadananiduvinflvigilae 36 au (1.3%)

nualy KEYTRUDA wasfinihe 55 au fivnaainlsadandnuy

8118 Tngydniay: scozainanlunisiiad ldInganidy fa 3.5 WHau (29 10 Ju §9 16.2 LHaw) ANa
VAVITEEIAINITINWN Aa 1.3 Fau (39 1 3 &3 8.7 audueull) Tsadr1d Tueganiduvinlvmilia 15 au

(0.5%) qu‘lsﬁ KEYTRUDA uazﬁvgﬂaﬁ 41 Aau ﬁuﬂuaﬂnTsﬂéﬂﬁ‘lmﬁman

dygaay: ssaziiainanlunisiinnitsaudnidy Aa 1.3 Hau (739 8 U fiv 21.4 1fian) AnaNuay
F8UE1IaIN155NEN Ao 1.8 tfan (79 8 Tu fiv 20.9 awduaull) nissudniduvinluniia 6 au (0.2%)

ealey KEYTRUDA waziingdas 15 au Nnnannn1sfiuaniay

longaay; ssasainanlunisifianigleanidy da 5.1 Hau (1w 129w fiv 12.8 1fiau) AnaNuas
Sraz12a1N195N Aa 3.3 au (9 12 Tu v 8.9 ifawduaull) nagladnidurinlvgiae 3 au (0.1%)

nualy KEYTRUDA wasiinihe 5 au wisainanie lndnuey

mgmaal luiivlssavaaug

S SIAINLINET T

A5 197 4 @91 n1san luiivlsedvaniinduaaivuas 10% vavkiafidunziefaiiivianTuuinlasunis
Snu1a2a KEYTRUDA Tunis@nunAaTua-006 tianisa ludivdssdininuuaaign (wuaawuae 15% wav

wiae) Aa ann1sdinuauarla
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A5 W7 4: el lRlssavailiinduasnaas 10% wavgiheflasunissnunana KEYTRUDA uasfia
atifinisainsiingeninguitlasuean Ipilimumab (WAaLNaNNISIAIUANATIAU 25% [VNTEFHLAIINFULS]
V32 22% [quusvseay 3]) (nsAnuAsTun-006)

KEYTRUDA Ipilimumab
10 fiadnsunaitandu vn | 3 Nadnsumailaniu vn
2 vi3a 3 dlam 3 dam
J12uU7u 555 au JmUu 256 AU
mnn1sol lufasyaen NASEAL | JUUSISEAL | YNTEAYU | JUUSISERU
AIUFUUSY 3* AIUTULSY 3*
(%) (%) (%) (%)
aMuAnUnfvavssuunssgnuaznanniiauazidadadeniu
thewa 18 0 10 1
anay 12 1 7 1

AauAndnfigavsruun UKl nsvanuazadulrauszrivlan

la 17 0 7 0

auRndnfigavRdMiluaziilaliialafavmiv

AR 11 0 2 0

* nuanisos luivilssavaniindiu 210% wmanil Tuwusiaeu

IMONITUNTULTISEA 4
M9 197 5 dqilienisanlufivlscdvainiiinduasivuas 10% vavwiafidunzdefaviivianrTuninlasunis

3nw1n2e KEYTRUDA auia 2 fiadnsunafilandnlunisfnui@aTun-002 wanisos luivlseavanwuuae

N (Wuagwuas 20% wavpie) Ao aanisAn
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19197 5 mgnsol liivdseaafiiindiuatauas 10% aavghafiduussiiaminua Twnilasunis
$nw1a1u KEYTRUDA uasfiatiin1sainisiingeninnauil lasuaiitinta (unaznqunissnsuananefiu
25% [MNsEAUAINTULSY] B30 22% [uuseseeu 3-4]) (nsAnuAsTun-002)

KEYTRUDA Laditnla
2 fisdn3umafilaniu vn 3
Flan I 171 au
U 178 Aau
mgn1san luiivlsean NASTAL | JUUSISEAL | VNSEAY | JUULSISERY
AUTULTY 3.4* AU 3-4*
(%) (%) (%) (%)
AMNARUARUDISEUUNIIAUDINIG
1anad 13 2 8 1
AMuAnlnfasimiuasiitafalafRamis
AU 25 0 8 0
f’ju 13

ANRaUnfTavNLnUaATULasTATUINIS
A lafoululiansin 11 3 5 1

auRnlnftavsruunszgauaznantilauasiilalfiaifioaiu
theava 15 1 10 1

* anuanisos luiivilssavantindiu 210% wmanil TUwuS189Iwua NS LN TULSY
50U 4 Tupiianlasy KEYTRUDA au1a 2 88ansunafilaniy Wawusiaviunie

Tandanluldansifguusescsau 4 Tugdraaunilein lnSuiainiia

nanMeasin  anilllwayaminudaasiaaarafulunnauinainazaatanussuinnguyllaniaa lasunis

Sam881 ipilimumab unau waznauelan lueglasun1ssnsaige ipilimumab

A S9AENa Tuuit lasuniswsn

wiauzERviaman Tuan i lasun1sHadaduau 969 s1eiwsanlunsfne@aTua-716 uasyiheanss
AonamanTunilasunsragadiuin 1019 s1afansiunis@ns@sTun-054  fiaanasluiivdseasa
AanuAuiuTiReduluyihansSiiminua Tunnszasunsnszanavda luaunsonidala  wiauxsean

afiin llamaaldn

NeSvilanwin by lmvaaian

n55am Tae Tisaurvedu

s 6 dglgmsallufivdssaeafiiaduasuas 20%  wavwihoiiegladunisinsianasn
KEYTRUDA wiimsnien  wasanafitintianauunaiiy  a1nn1sfnsaaTun-189  dmsuumanigol L
YsravaAnlurthafiiuusseanain lilaaaadnitlasunissne1aie KEYTRUDA saudu carboplatin
war paclitaxel w3a nab-paclitaxel nN1sAnEIAE TuR-407 ‘l,uv;ﬂ'mﬁﬁq'l:jmﬂvlﬁ%umi%ﬂmmn'au

AagASIAUNNY Tuy81nN1sAN A TURN-189 anLIU WS (WU 46%) uar Uiawa (Wu 21%)
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a15197 6; gl Wifivlsravaiinduaatanas 20% umheilladusan KEYTRUDA saufu
wmivsnigauasaaiitintinnguuwaiin uadigidnisainisiiegeninsheilasuamaansausfumiiinsn
wanazsNAfiianguUWaNIN (LAAXARNNITSNHILANANAU 25% [VNTEHUAINFULSI]
W30 22% [Juussedy 3-4]) (N158nwdaTun-189)

KEYTRUDA + Placebo +
Pemetrexed + Pemetrexed +
Platinum Platinum
Chemotherapy Chemotherapy
d17uu 405 Aau J2uu 202 AU
mgnsallufivlssdea NNS5LHL JUUSY NNSLAL JUULSY
A7 sveU 3-4 AN s¥6U 3-4
FUUSY* (%) FULLSY (%)
(%) (%)
AaNRaUnfNYT lduazauRadnfifitinusiaaiiluen
DaULWAY 41 6 38 25
aauus 20 6 24 3.5
AMNRAaUnfvavsETUUN LA UAINS
naudey 31 5 21 3.0
aNRaUnfivavszuuIdanuasiiiniag
Azl nsilasinnang 27 16 24 12
auRmln@vavinwiuauiladalaimie
A 20 1.7 11 15

* LLﬁosxoﬁ’umm'juLLsomu NCI CTCAE v4.03

(o loniTuengie

a15971 7 dstimanisasluiivdseavafiiinduatnaias 10% waswihefidusssalaneia b lsaaaidnii
Tme lasun1ssnsannau uar lasunissneieia KEYTRUDA aannnsnuends Tun-042 wunamanisoslu
flseaafinuuasiign (wuaasuas 15% wavgilie) fa wialadunuasla dmsumanisal lfivlsean
MAnlugihofiiunsselasgin gt gaadnitlasun1sinwianiy KEYTRUDA vafiwulugihofide e
asunissnsannauainnIsin@aTun-024  uasiinulunihofiias lasun1ssnsuinauainmsnuae

Tun-010 wuMaaneafeiufinulugheilasy KEYTRUDA lunsfinsn@aTun-042
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1917 7 mgnnsol liivdsedvafiindiuatanas 10% savghafdunzsnlaaaiia llmaaadni lasy

n1s5ns1ia KEYTRUDA wasdlatiinmsainisiiageninnauitlasuaiaiinga (unaznqunissnsuanang
Au 25% [MN3LALAMNTULIY] N3 22% [Juusvseau 3-5]) (n1sAns1AsTun-042)

KEYTRUDA Chemotherapy
200 fiadn3u nn 3 §lav
F7uUuU 636 AU d7UuU 615 au

5oLl NNSTHLY FUUSITEAY NNSEHLY FUULSITEAU
Useaen AUFUUSI* 3-5 AUFUUSY 3-5

(%) (%) (%) (%)
auRnUnfivasszuundunisla nsnanuaraiarrdusmanlan
vigfladiunn 17 2.0 11 0.8
la 16 0.2 11 0.3
auAnndvasnanlsna
nrlnsasa 12 0.2 1.5 0
#a3Tuusn

* m_iﬁxﬁmmuiuu.ﬁmm NCI CTCAE v4.03

A998 NASNA 1T UN T aaien [y 1T oaalanii Iasun1saIGaUa7

lun1sfnn KEYNOTE 091 fimihauziSvilasaiia lulaaaaldni lasunisuadaiaiias lasun1ssneiaig
11 KEYTRUDA d1u2u 580 518 wun1an1s luiivilszavaaanaafanuiidaduluniliauziselanaiialalas
Wwaaldn lasuan KEYTRUDA wuugni@en aniiulan1z insagadasiuuedn (Wusaaas 21) uazn1iznal

Insaaavitviutin (Wwusaaas 11)

N F9EUg

(i oTuengie

mgmsatliflsraaiianlugiionssdsseuaraa - asSinaminvdasaingaonanu  uxSinaninmiay
yiiafiaasinunituadfitinefialgund ussudaufRoniaduladnoe uasesiu usdeiii MSI-H uzSvaan
211113 NxSenuagn NsSvaN 1 uzSudayTnseungniinsiawy MSI g9 (MSI-H) wia dMMR uz5e#iinas
nmuﬁuémaoﬁuﬁuﬁﬂsﬁqu nian1ssnuLd3N  (adjuvant  treatment) ‘luvﬁﬂwﬁtﬂumt%otﬁatﬁalm

Team ldaanaadviuiiinlugllausidiianilvinar Tundanssilanaiin lulasaaaldn

155711108 15 I0A L5 U

UziSvfsHeLaraa

Tupihanidunsisendseiazaaaiin squamous cell Nlasu KEYTRUDA squAuaaiitinige (Lwanitiuias
5-FU) wuign1saw lufialscavaniiainuguinsy (ssau 3-4) 1nnnan uasialifin1sauginin (WanaN 22%) Wia
wWiauisuAunguinlasugysunusiuduauaiitingg (wwantuuas 5-FU) laun aaunwda (7% gunu

4.9%) \HauRadnidy (10% Wiauiu 5%) uazlndnidy (8% wauiy 3.5%)

ULL5INTLLNIZAINNT

Quhafidunssinsemwizanuisitlafuen KEYTRUDA  sauffiuen trastuzumab  uasaniafitinge
(fluoropyrimidine uar platinum) wulinn1sal lufvlscdvnaatsuas 20% wavwie Tealaifinisouaas
25 WvlsEaAfifiadnguuseseiu 3-4 §9nn (Wanene 22%) WiawZouiiisudunauitlasusavaan

59NNV trastuzumab wazaaitingia (fluoropyrimidine was platinum) lawn a3au (4.6% wiaunu 1.9%)
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Tahnd W (14% Wiguiy 12%) dmunanidananay (14% suiy 10%) wasdruiuuinidanu1aia

lymphocyte udansin (13% auriu 9%)

uzL5nuagn

Wrhofidunssanuagniilasusn KEYTRUDA saufusaditintalunay (paclitaxel uas cisplatin) wa
(paclitaxel uax carboplatin) Taafivdalufinsen bevacizumab wuatifinisatuavmanisos lifivdszaadi
fiANTULTITERU 3-5 F9n1 (Uana 22%) WawsauiisudunauillasusraansinfuanaitntinTaod
wia'lufin1s e bevacizumab laun Tafinane (30% wisufiu 27%) ansiinTnsiasininnd (12% s

fiu 10%) nIzndnidansin (8% \Wiuufu 5%) aauuss (3.6% \uufiu 1.6%)

Uzl5Iaana111g

Murthofidunznsaanamns nuwmgnisalluiivdssasaiitinduassias 20% wavrias Tnonwuaiiinisol
218981115 WU sraATiiinNgULsIsERY 3-5 §9n71 (WANeY 22%) (lalean KEYTRUDA saufusail
1iinlunay cisplatin waz 5-FU wisuifisufiunauillasuavaansaufuaaadivntia (cisplatin uas 5-FU)
a5 ivdszavaringlaun andou (7% wWeoudu 5%) tandnidy (6% wWisudyu 3.8%) Usunaifiadanu
#ila neutrophil anav (24.1% isunu 17.3%) Furueaadinidanuiy white blood cell anav (9.2% iy
Ay 4.9%)

uziSuitaiiia’le

Walersauduen Axitinib (lunis@ne KEYNOTE-426)

wan1sos luiviseavanwuuaaiiindiuaawuas 20% lupihauzsailafaleanluiaalasunissneininan
wazlasuan KEYTRUDA 39y axitiniblun1s@nun@eTusn-426 Ao navlds anuaulaningy aaulwas Ay
InsagadasTuusn AuaLINaIMIanay palmar-plantar erythrodysaesthesia syndrome mauld nns

ndupadaw Lo ALT, nstinduway AST nisaanidavaiunn (dysphonia) la wasnavwn

TunsAnuAs Tun-426 aifinisaluasnisiAndusasanlas ALT (20%) uaznsiinduuas AST (13%) u
ey 3 uar 4 haduunnainidsananisal T lugthaussuiiada lei e lasunssnsmnnauuas lasu
KEYTRUDA sy axitinib szaziiainanlunisiinduvaaunlan ALT da 2.3 ifau (19 7 Fu fiv 19.8
Wau) Wwrtheffiowlas ALT 23 wnaasangedaaasaitng (suiu 2-4 | sauau 116 aw) § 94% Ao lasl
ALT ﬁuzjs:ﬁu 0-159% mawﬁﬂwﬁﬁmﬂﬁu‘ﬁumaa ALT ”lﬁ%umm%mﬂatﬁmauﬁaaﬂqméﬁaéﬂqnﬁﬂ pgvﬂ’m
92 518 (84%) ngLhafiduganwin@finisnangnans KEYTRUDA (3%) v3a axitinib (31%) Wieneila
e wsalasuangniiv 2 wiia (50%) wuan 55% wavgianausinad lfinsnduidugruasnisiiinduaas
wlan ALT >3 wi'\‘uaoé%joam‘umﬁwnﬁ Lm:éﬂ'zuﬁﬁmﬂﬁwﬁummmulmﬂ ALT>3 Lﬁwmaqﬁ%jqammm
alndfinnsiiugvionue luwuainis lfvdssavaiefusiusssu 5 [@ﬁ?ﬂ/%i/u7575/7172114:14’7113:?‘5",‘775°Z‘zry

&1(6.1) UALANFIUUAYDAITTETY (8)]

Wialasufuen Lenvatinib (Aun1s@ns KEYNOTE-581)

a9 8 aqUignisarlufivdsravafitinduasanas 20% wavnthefilasunissnsiniaan KEYTRUDA
59 lenvatinib 1un15@nun KEYNOTE-581
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a19971 8: gl luinlszaafiiinduastauan 20% uglefilasusn KEYTRUDA saufiu
lenvatinib uasfigiifin1sainasiiageninnieiladuen sunitinib (unaznaunNITSNEUANATIIU 25%
MAsEAUAINTULSI] UTD 22% [quusvaeay 3-4]) (n1sRnuAsTun-581)

KEYTRUDA + lenvatinib Sunitinib
Fm9u 352 Au 3UU 340 AU
w1 satlufelsyaen NnszAL UL VNSEHIL UL
’ AN svAu 3-4 AN svAu 3-4
FUILSY* (%) FUUN (%)
(%) (%)
ANMuAnlnfvavsruUNINAUEINIS
nade 61 10 49 5
aawld 36 2.6 33 0.6
e 26 3.4 20 1.5
ﬁamn 25 0.9 19 0
Yhanas 21 2.0 8 0.9
ANMURnUnfivavsTILMRDALADA
ANUAUTATREY 55 28 41 19
aruRnndvavnanlsne
nrlnsaungasTuue 47 1.4 26 0
ANuRaUnduawIunuadduuarTnauInIg
AUBLINDINITANAY 40 4.0 31 15
AMuAnnfiTavsrILINBUMAETR nsnanuaraiasAussnlan
AMNRnnGuaTe 30 0 4.1 0
(dysphonia)
nsnsadauluvaslfiiinig
dhwiinan 30 8 9 0.3
AanuAnlnduaslauasmaiulladnie
n3awuTlsfululladnns 30 8 13 29
(proteinuria)
anuAnlndaasiniuazifadalafami
fiu 27 3.7 14 0.6
anuRnlnfvavssuunszgnuasnaitauasniiadaiianiu
thawa 28 14 15 0.3
ANuRnUndvavsuLlsEdm
1hafswe 23 0.6 16 0.9

* LLﬁ\iﬁxﬁUﬂ’J’lﬂJ‘@uLLWM’m NCI CTCAE v4.03
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uzi5ufiayInswnaan (Endometrial Carcinoma)

a7 9 dgtimgmsatlifvlsravafitAinduastinay 20% vaurihofilasunisinusiaisan KEYTRUDA
s9ufiy lenvatinib lun1s@inen KEYNOTE-775 wanisad lfivdsvasarinulugianasaday Twsngnii
asuni1ssnuimasan KEYTRUDA 5wy lenvatinib Tun1s@nun KEYNOTE-146 aanaadeduiinylusiae
Ann1sAnw1 KEYNOTE-775

a9l 9: mgnsalluRvlssaeafiinduastas 20% luglufilasusn KEYTRUDA saufiu
lenvatinib uasfigifin1sain1siiageningreiiladuan doxorubicin w8a paclitaxel (uAazNaNNITFNBA
UANAIAU 25% [MNTERUAIMNTULTI] W3 22% [JUusIsiiu 3-4]) (MsBnuAaTun-775)

KEYTRUDA + Doxorubicin or
lenvatinib paclitaxel
d7uU 406 A F1u7uU 388 Au
el luflszden* REE JUUSY Qe JUUSY
AN Se6u 3-4 AN Seeu 3-4
quLLset (%) Fuuset (%)
(%) (%)
auRnUnfivavsruLiaaniian
AMNAUTARAF 64 37.9 5.2 2.3
auRmlndvasnanlsna
A lnsaangasTuuna 57 1.2 0.8 0
AMNRAaUnfvavsETUUN LA UAINS
NadLdY 54 gt 20 2.1
Aduld 50 3.4 46 13
a1dau 37 2.7 21 2.3
hanav 20 25 14 13
aNRaUnfivasnuadguLasTnauIn1S
AINDLINAINITANAN 45 8t 21 05
nsnsadauluvacliifnis
vwinan 34 10 0.3
sesiawlanl ALT godiu 21 4.6 5 0.8
auRmlndn liluazauRnln@iAnusiiaidive
gaWNaY 33 5 28 3.1
2aUUSY 24 6 24 3.9
auAninfiuasssuunsgnuasnannifauasdadadaniu
thaaa 31 17 8 0
auindnfivavlauasmadiulldann:
nNuTdsfAulutlddgae 29 5 28 0.3
(proteinuria)
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nsAnLda

mMsfndauavszuy 26 3.9 10 1.0
nputdanae

ANRaUnfivavszuulsedn
ndswe 25 0.5 9 0.3

'
o

ANRaUnfvavTzuUNINAUKIElR nsanLataTIzAUSErIILaR

ANURAUNHVaIFY 23 0 0.5 0
(dysphonia)

aNRaUnfivasivmibuaziilaifalafiamiy

Auiirfiauazring 21 2.7 0.8 0
(Palmar-plantar
erythrodysaesthesia
syndrome)

* AINANVITEEEIAINITI NI IUNNSANEIFR 7.6 WHau (129 1 Ju §9 26.8 1fiau) Anavuas
srazIa1ii lesuen KEYTRUDA @a 6.9 tfiaw (29 1 Ju 89 25.8 ifiaw) 1iuudu 3.4 ihau (499
15U &9 25.8 iau) lunquii lasuaafitiiie

T LLﬁosxoﬁ’ummiuLLiomu NCI CTCAE v4.03

¥ ﬁiﬁﬂmuwummﬂﬁﬁoﬂszaaﬁﬁﬁﬂaﬁuiuLtfiqszﬁu 5 dqu7u 1 518 (0.2%)

n1sugaa1 KEYTRUDA, lenvatinib waamdavaiiaiiiavarnimgnisos luivdseavaniiaauguunseluseeoy 1-
4 wu'la'lu 30% s Teainainan KEYTRUDA wniu 15% uaztfinannaame 2 afamny 1%
wman1sar luiivilsesdvanwuuasauainalunasvaaan lawn navida nistinduaavianlen ALT wasdldan

AU (Teaunarainisnwusatar 1.0) Meilatvdvainiandisninnuaiuatan lenvatinib ludiuiiduaayanisuya
Qasen

n155:§ul9ta1 KEYTRUDA, lenvatinib wavivaavaiiaiiiasarnmanisatluiivdlssasanulu 69% vavrie
Touiin19s+duleen KEYTRUDA agfi 50% uasnisssiulgavivdavaiinagi 31% wauwias anisolly
flsraafinuuasaudinalunavseiulann KEYTRUDA (22%) laun naudy (8%) n1siiuduaasiawla
ALT (3.9%) aauaulanagy (3.4%) nsinduvasiaule AST (3.2%) AuaanaIuiIsanay (2.2%)
aaunaY (2.2%) NMsfadavavssuunndutlaanie (2.2%) asranuTusiinlutlasdne (2.0%) uas aauus

(2.0%) nvila1vdvanniandisainfuaiaagan lenvatinib lugruniduaayanissedulaen

uziSamunaiia Triple-Negative Breast Cancer

KEYNOTE-522: lunis@nuiiingquaiuau/nauilsauiiay iwadsufiunavuasnisvanlunissnungile
uzi5NeuUNTila triple negative breast cancer (TNBC) szaziauusniifiannuidavaasnisnauiidugigy Tne
larsrufunisluaiaiintinnaunisnida (neoadjuvant treatment) anaudvsniswidalulaiuaiifaiadng

malilavdmsudunissneiasu (adjuvant treatment)

uria TNBC srazuusniiianudasaavnisnduidugige Alasusn KEYTRUDA saufuanaitintialu

na:u carboplatin waz paclitaxel waImNAILET doxorubicin 138 epirubicin 5L cyclophosphamide Tt

Landunisdnunaunisuidin (neoadjuvant treatment) nnendvniswadaladusdiatasenatiasdmsy

Wunssneadu (adjuvant treatment) wuwgnisol lufivdssavaiiAnduassias 20% wadnithe wasd

afifin1slgenin (uana9fiu 25%) Wawdeufisuiugihe TNBC filasusavaansaufuaaiitntialungu
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carboplatin uas paclitaxel uaamuAI8E1 doxorubicin Wia epirubicin 23U cyclophosphamide Toelaf
Wunsdnenaunisunga (neoadjuvant treatment) maudiniswidaladuaniarasneaiiasdmdudu
AN LS (adjuvant treatment) 81015 lRvUszavainy laun nasde (41% Woudyu 34%) fifiu (30%
Wisufu 24%) Tla (28% Wisuiy 19%) uazaindasInaviisanad (23% Woudy 17%) veiannuaniso
vlseavaiinusionann wumansasluiivdszaeanifanuguuselussiu 3-4 sil el (3.2% Wisudu
1.8%) fiflu (1.8% iuudu 0.3%) fila (1.3% wioudyu 0.3%) uazArsaainamisanad (0.9 % ey
0.3%)

KEYNOTE 355: ilunséinsfifinauaiuau/nauisauiioy tiadssfiunasainislien KEYTRUDA sauffu

gaafitintdaluriia TNBC szazanatuiawizinnauiiugiuaz ludiunsanidin landassasinanssand

urha TNBC #ilasuen KEYTRUDA saudusnafitntinlunan  paclitaxel, nab-paclitaxel w3a
gemcitabine waz carboplatin Wummmifﬁ“l:iﬁoﬂi:aoﬁﬁLﬁm‘ﬁuafjwﬁau 20% suaovgﬂ’m Ltazﬁaﬁﬁmszﬁejo
N7 (UAnNA 25%) WiawBauiauiunauii lasusmaansauiuanaiitntinlunau paclitaxel, nab-paclitaxel
W38 gemcitabine uax carboplatin  81n15 lWAvLszavAiny lawn andy (28% Wuudy 23%) Ar1Nasan
amsanal (21% Wiaudyu 14%) uasfifiu (20% Wisudy 12%) arnumanisollifslssaeafinugonan wu

wmgn1san luiivdssdsaniiaanguuseluscau 3-4 avil nawde (1.8% Wiaudu 1.8%) ArnuasinatnIsanal

(0.8% \ieufiy 0.4%) uasiifu (0.8% wisufu 0.0%)

12.2 srdunrsaanavdmuisungnan

Unzalurnlssavasina ldilifindiusznienislaan KEYTRUDA vavduunaangnaa tilavainidfjizen
Tuivdsedsamaniignsiguninainudingla’nnngulszainsi lunsuduiununan Sudauiduldlulan

szunaaud wiadsUanuduiusigdivadunis lasuan laaguiigaiia

AIMANLAGYavsELYNTERnnaIBauAz Taida1AL 7y AadnldU
AARLYNGYave1. Vogt-Koyanagi-Harada syndrome
AARYAfYavssULniIANAYK: Hemophagocytic lymphohistiocytosis

AImAnLndivavssyy/seam: \dulssamaanidau (optic neuritis)

13. g lasugiinauinuazisnissnen

gvlufiaayanislasu KEYTRUDA auauia danedvlulinnsnsianiauin KEYTRUDA gugandinisanu
T uslunisneaasnadinwuigillanlasuauiaaigediv 10 Tadnsunailansuy Jwuayaniulaansie

aaradutayanwulurionlasualuauia 2 Tadnsunafilaniu

aaa

unsdifilasuaiuauia gihanaslasunisiehfisniuainisuarainisudasuadlfize lufelssasnanne

Tnagauazlrn155nEININAINITAINAINLRNIEEN

14.  dn1znisLiusSne

Lﬁum‘luélﬁu (2-8 avALHALT e, 36-46 aqmmtﬁu‘laﬁ)
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LAUE WY VN wantaen

AMFUENIENIAUSABIMAIINNIDINWNANA UNGN 3220 VUM TUBUMATEN15 D87 (6.1)

15.  quuuusiuarauInussNTTIviuiy
sUuuusn; ande: d15azane 100 fadnsuna 4 fadans (25 Tadnsunafiadans) luwinadafilaiaiass
TofTp

AuIAUTsATTIMIUIE: 8nda KEYTRUDA (d15azane): 1 naad ussaannadaeialaiiiasasafiofifiauin

81 100 Tadansuna 4 1addans (25 Nadnsunaladans) ITuIu 1 49a

16. Fauarflaguasynaavinimiadionunulagiumnlusigainiding
U3 LBuadd (Uszndne) 91da ngainw dszndlng

17. Sudifinnsunludfulqaenars
AuL1uU 2565

AU :
grflanavinuifindunstasirousyla eavlanialanisaiuauuaInnamnitu
aayadfiaularaanlsseNAanIziatzasiuanilazaing luiviszavadueasinssula [ewrvaaudauuas

YanI5939 (8) uazarns luitvrls=ava (12)]
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Application number 655/66

Approval date 9 Mar 23

KEYTRUDA CCDS-MK3475-1V-092022
MK3475-THA-2020-021844

RCNO000022721-TH, RCN000023046-TH, RCN000023562-TH, RCN000024718-TH, RCN000024622-TH

1 PRODUCT NAME
KEYTRUDA®

2. NAME AND STRENGTH OF ACTIVE INGREDIENT (s)

Pembrolizumab 25 mg/ mL

3. PRODUCT DESCRIPTION

Clear to slightly opalescent, colorless to slightly yellow solution.

4. PHARMACODYNAMIC/PHARMACOKINETICS
41 Pharmacodynamic Properties
4.1.1 Therapeutic Class

KEYTRUDA (pembrolizumab) is an antineoplastic agent, monoclonal antibody.

4.1.2 Mechanism of Action

PD-1 is an immune-checkpoint receptor that limits the activity of T lymphocytes in peripheral tissues. The
PD-1 pathway is an immune control checkpoint that may be engaged by tumor cells to inhibit active T-cell
immune surveillance. KEYTRUDA is a high affinity antibody against PD-1, which exerts dual ligand blockade
of the PD-1 pathway, including PD-L1 and PD-L2, on antigen presenting or tumor cells. By inhibiting the PD-1
receptor from binding to its ligands, KEYTRUDA reactivates tumor-specific cytotoxic T lymphocytes in the

tumor microenvironment and reactivates anti-tumor immunity.

The anti-angiogenic effect of lenvatinib (multi-TKI) in combination with the immune-stimulatory effect of
pembrolizumab (anti-PD-1) results in a tumor microenvironment with greater T-cell activation to help
overcome primary and acquired resistance to immunotherapy and may improve tumor responses compared

to either treatment alone.

In preclinical murine models, PD-1 plus TKI inhibitors have demonstrated enhanced anti-tumor activity

compared to either agent alone.

4.1.3 Pharmacodynamics
Based on the modeling of dose/exposure relationships for efficacy and safety for pembrolizumab, there are
no clinically significant differences in efficacy and safety between the doses of 200 mg or 2 mg/kg every

3 weeks or 400 mg every 6 weeks.

Copyright © 2022 Merck & Co., Inc., Rahway, NJ, USA, and its affiliates.
All rights reserved.
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In peripheral blood of patients who received KEYTRUDA 2 mg/kg every 3 weeks or 10 mg/kg every 2 weeks
or 3 weeks, an increased percentage of activated (i.e., HLA-DR+) CD4+ and CD8+ T-cells was observed

after treatment at all doses and schedules without an increase in the circulating T-lymphocyte number.

4.2 Pharmacokinetics
The pharmacokinetics of pembrolizumab was studied in 2993 patients with various cancers who received
doses in the range of 1 to 10 mg/kg every 2 weeks, 2 to 10 mg/kg every 3 weeks, or 200 mg every 3 weeks.

There are no clinically meaningful differences in pharmacokinetics of pembrolizumab across indications.

421 Absorption

KEYTRUDA is dosed via the IV route and therefore is immediately and completely bioavailable.

4.2.2 Distribution
Consistent with a limited extravascular distribution, the volume of distribution of pembrolizumab at steady
state is small (6.0 L; coefficient of variation [CV]: 20%). As expected for an antibody, pembrolizumab does

not bind to plasma proteins in a specific manner.

4.2.3 Metabolism
Pembrolizumab is catabolized through non-specific pathways; metabolism does not contribute to its

clearance.

424 Elimination

Pembrolizumab clearance (CV%) is approximately 23% lower [geometric mean, 195 mL/day (40%)] after
achieving maximal change at steady state compared with the first dose (252 mL/day [CV%:37%]); this
decrease in clearance with time is not considered clinically important. The geometric mean value (CV%)
for the terminal half-life (t}%) is 22 days (32%).

Steady-state concentrations of pembrolizumab were reached by 16 weeks of repeated dosing with an every
3-week regimen and the systemic accumulation was 2.1-fold. The peak concentration (Cmax), trough
concentration (Cmin), and area under the plasma concentration versus time curve at steady state (AUCss)

of pembrolizumab increased dose proportionally in the dose range of 2 to 10 mg/kg every 3 weeks.

425 Special Populations

The effects of various covariates on the pharmacokinetics of pembrolizumab were assessed in population
pharmacokinetic analyses. The following factors had no clinically important effect on the clearance of
pembrolizumab: age (range 15-94 years), gender, race, mild or moderate renal impairment, mild or
moderate hepatic impairment, and tumor burden. The relationship between body weight and clearance
supports the use of either fixed dose or body weight-based dosing to provide adequate and similar control
of exposure. Pembrolizumab concentrations with weight-based dosing at 2 mg/kg every 3 weeks in pediatric

patients (2 to 17 years) are comparable to those of adults at the same dose.
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Renal Impairment

The effect of renal impairment on the clearance of pembrolizumab was evaluated by population
pharmacokinetic analysis in patients with mild (GFR <90 and =260 mL/min/1.73 m2) or moderate (GFR<60
and =230 mL/min/1.73 m2) renal impairment compared to patients with normal (GFR 290 mL/min/1.73 m2)
renal function. No clinically important differences in the clearance of pembrolizumab were found between
patients with mild or moderate renal impairment and patients with normal renal function. KEYTRUDA has
not been studied in patients with severe (GFR <30 and =15 mL/min/1.73 m2) renal impairment. [See
RECOMMENDED DOSE AND MODE OF ADMINISTRATION (6.4).]

Hepatic Impairment

The effect of hepatic impairment on the clearance of pembrolizumab was evaluated by population
pharmacokinetic analysis in patients with mild and moderate hepatic impairment (total bilirubin (TB) 1.0 to
1.5 x ULN or AST >ULN and TB >1.5 to 3 x ULN and any AST, respectively, as defined using the National
Cancer Institute criteria of hepatic dysfunction) compared to patients with normal hepatic function (TB and
AST <ULN). No clinically important differences in the clearance of pembrolizumab were found between
patients with mild or moderate hepatic impairment and normal hepatic function. KEYTRUDA has not been
studied in patients with severe (TB >3 x ULN and any AST) hepatic impairment. /[See RECOMMENDED
DOSE AND MODE OF ADMINISTRATION (6.5).]

5. INDICATIONS
Melanoma

KEYTRUDA™ (pembrolizumab) is indicated for the treatment of patients with unresectable or metastatic

melanoma.

KEYTRUDA is indicated for the treatment of adult and pediatric (12 years and older) patients with Stage

[IB or 1IC melanoma who have undergone complete resection.

KEYTRUDA is indicated for the adjuvant treatment of patients with melanoma with lymph node involvement

who have undergone complete resection.

Non-Small Cell Lung Carcinoma

KEYTRUDA, in combination with pemetrexed and platinum chemotherapy, is indicated for the first-line
treatment of patients with metastatic non-squamous non-small cell lung carcinoma (NSCLC), with no EGFR

or ALK genomic tumor aberrations.

KEYTRUDA, in combination with carboplatin and either paclitaxel or nab-paclitaxel, is indicated for the first-

line treatment of patients with metastatic squamous NSCLC.
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KEYTRUDA as monotherapy is indicated for the first-line treatment of patients with locally advanced or
metastatic NSCLC whose tumors express PD-L1 with a 21% tumor proportion score (TPS) as determined

by a validated test, with no EGFR or ALK genomic tumor aberrations.

KEYTRUDA as monotherapy is indicated for the treatment of patients with advanced NSCLC whose tumors
express PD-L1 with a 21% TPS as determined by a validated test and who have received platinum-
containing chemotherapy. Patients with EGFR or ALK genomic tumor aberrations should have received

prior therapy for these aberrations prior to receiving KEYTRUDA.

KEYTRUDA as monotherapy is indicated for the adjuvant treatment of patients with Stage IB (T2a 24 cm),

I, or llIA NSCLC who have undergone complete resection.

Head and Neck Cancer

KEYTRUDA, as monotherapy or in combination with platinum and 5-fluorouracil (5-FU) chemotherapy, is
indicated for the first-line treatment of patients with metastatic or unresectable recurrent head and neck

squamous cell carcinoma (HNSCC).

KEYTRUDA, as monotherapy, is indicated for the treatment of patients with metastatic or unresectable

recurrent HNSCC with disease progression on or after platinum-containing chemotherapy.

Classical Hodgkin Lymphoma

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

Primary Medjastinal B-Cell Lymphoma

KEYTRUDA is indicated for the treatment of adult and pediatric patients with refractory primary mediastinal

B-cell lymphoma (PMBCL), or who have relapsed after 2 or more prior lines of therapy.

Urothelial Carcinoma

KEYTRUDA is indicated for the treatment of patients with locally advanced or metastatic urothelial
carcinoma who are not eligible for cisplatin-containing chemotherapy and whose tumors express PD-L1
[Combined Positive Score (CPS) 210] as determined by a validated test, or in patients who are not eligible

for any platinum containing chemotherapy regardless of PD- L1 status.

KEYTRUDA is indicated for the treatment of patients with locally advanced or metastatic urothelial

carcinoma who have received platinum-containing chemotherapy.

KEYTRUDA is indicated for the treatment of patients with Bacillus Calmette-Guerin (BCG)-unresponsive,
high-risk, non-muscle invasive bladder cancer (NMIBC) with carcinoma in-situ (CIS) with or without papillary

tumors who are ineligible for or have elected not to undergo cystectomy.

4
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Hepatocellular Carcinoma

KEYTRUDA is indicated for the treatment of patients with hepatocellular carcinoma (HCC) who have been

previously treated with an anti-angiogenic tyrosine kinase inhibitor (TKI) or oxaliplatin-based chemotherapy.

Renal Cell Carcinoma

KEYTRUDA, in combination with axitinib, is indicated for the first-line treatment of patients with advanced

renal cell carcinoma (RCC).

KEYTRUDA, in combination with lenvatinib, is indicated for the first-line treatment of patients with advanced
RCC.

KEYTRUDA, as monotherapy, is indicated for the adjuvant treatment of patients with RCC at intermediate-
high or high risk of recurrence following nephrectomy, or following nephrectomy and resection of metastatic

lesions.

Microsatellite Instability-High Cancer
KEYTRUDA is indicated for the treatment of patients with advanced microsatellite instability-high (MSI-H)

or mismatch repair deficient (dIMMR) cancer, as determined by a validated test, who have received prior

therapy.

Esophageal Cancer

KEYTRUDA, in combination with platinum and fluoropyrimidine based chemotherapy, is indicated for the
first-line treatment of patients with locally advanced unresectable or metastatic carcinoma of the

esophagus or gastroesophageal junction.

KEYTRUDA, as monotherapy, is indicated for the treatment of patients with recurrent locally advanced or
metastatic esophageal cancer whose tumors express PD-L1 [Combined Positive Score (CPS) 210] as

determined by a validated test, and who have received one prior line of systemic therapy.

KEYTRUDA, as monotherapy, is indicated for the treatment of patients with recurrent locally advanced or

metastatic esophageal cancer who have received two or more prior lines of systemic therapy.

Cervical Cancer

KEYTRUDA, in combination with chemotherapy with or without bevacizumab, is indicated for the treatment

of patients with persistent, recurrent, or metastatic cervical cancer.

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

on or after chemotherapy.
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Endometrial Carcinoma

KEYTRUDA, in combination with lenvatinib, is indicated for the treatment of patients with advanced
endometrial carcinoma who have disease progression following prior systemic therapy in any setting and

are not candidates for curative surgery or radiation.

KEYTRUDA, as monotherapy, is indicated for the treatment of patients with advanced endometrial
carcinoma that is MSI-H or dMMR, as determined by a validated test, who have disease progression

following prior systemic therapy in any setting and are not candidates for curative surgery or radiation.

Gastric Cancer

KEYTRUDA, in combination with trastuzumab, fluoropyrimidine- and platinum-containing chemotherapy,
is indicated for the first-line treatment of patients with locally advanced unresectable or metastatic

HER2-positive gastric or gastroesophageal junction (GEJ) adenocarcinoma.

Colorectal Cancer

KEYTRUDA is indicated for the first-line treatment of patients with unresectable or metastatic MSI-H or

dMMR colorectal cancer (CRC) as determined by a validated test.

Tumor Mutational Burden-High Cancer

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

treatment options.

Triple-Negative Breast Cancer

KEYTRUDA is indicated for the treatment of patients with high-risk early-stage triple-negative breast cancer
(TNBC) in combination with chemotherapy as neoadjuvant treatment, and then continued as monotherapy

as adjuvant treatment after surgery.

KEYTRUDA, in combination with chemotherapy, is indicated for the treatment of patients with locally
recurrent unresectable or metastatic TNBC whose tumors express PD-L1 (CPS 210) as determined by a

validated test.

6. RECOMMENDED DOSE AND MODE OF ADMINISTRATION
6.1 General

Patient Selection
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If specified in the indication, select patients for treatment with KEYTRUDA based on the presence of
positive PD-L1 expression, MSI-H or dMMR tumor status, or TMB-H tumor status [see INDICATIONS (5)].

PD-L1 expression should be evaluated using the PD-L1 IHC 22C3 pharmDx™ kit or equivalent.

MSI or MMR tumor status should be evaluated using a validated test.

TMB-H tumor status should be evaluated using the FoundationOne® CDx assay or equivalent.

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

grade gliomas.

Recommended Dosing
KEYTRUDA is administered as an intravenous infusion over 30 minutes.

The recommended dose of KEYTRUDA in adults with head and neck cancer, cHL, PMBCL, urothelial
carcinoma, gastric cancer, MSI-H cancer, esophageal cancer, HCC, RCC, cervical cancer, endometrial
carcinoma, colorectal cancer, TMB-H cancer, TNBC, previously untreated NSCLC or for adjuvant treatment

of melanoma is either:

e 200 mg every 3 weeks or
« 400 mg every 6 weeks.

The recommended dose of KEYTRUDA in adults with melanoma or previously treated NSCLC is 2 mg/kg

every 3 weeks.

For use in combination, see the prescribing information for the concomitant therapies. When administering
KEYTRUDA as part of a combination with intravenous chemotherapy, KEYTRUDA should be administered

first.

For RCC patients treated with KEYTRUDA in combination with axitinib, see the prescribing information
regarding dosing of axitinib. When used in combination with KEYTRUDA, dose escalation of axitinib above

the initial 5 mg dose may be considered at intervals of six weeks or longer.

For endometrial carcinoma and RCC patients treated with KEYTRUDA in combination with lenvatinib, the
recommended initial dose of lenvatinib is 20 mg orally once daily until disease progression or unacceptable

toxicity.

Patients should be treated with KEYTRUDA until disease progression or unacceptable toxicity. Atypical

responses (i.e., an initial transient increase in tumor size or small new lesions within the first few months
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followed by tumor shrinkage) have been observed. Clinically stable patients with initial evidence of disease

progression should remain on treatment until disease progression is confirmed.

For the adjuvant treatment of melanoma, NSCLC, or RCC, KEYTRUDA should be administered for up to

one year or until disease recurrence or unacceptable toxicity.

For the neoadjuvant and adjuvant treatment of high-risk early-stage TNBC, patients should be treated with
neoadjuvant KEYTRUDA in combination with chemotherapy for 8 doses of 200 mg every 3 weeks or
4 doses of 400 mg every 6 weeks or until disease progression that precludes definitive surgery or
unacceptable toxicity, followed by adjuvant treatment with KEYTRUDA as monotherapy for 9 doses of
200 mg every 3 weeks or 5 doses of 400 mg every 6 weeks or until disease recurrence or unacceptable
toxicity. Patients who experience disease progression that precludes definitive surgery or unacceptable
toxicity related to KEYTRUDA as neoadjuvant treatment in combination with chemotherapy should not

receive KEYTRUDA monotherapy as adjuvant treatment.

Dose Modifications

No dose reductions of KEYTRUDA are recommended. Withhold or discontinue KEYTRUDA to manage

adverse reactions as described in Table 1.
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Table 1: Recommended Dose Modifications [see Warnings and Precautions (8)]

Adverse reactions

Severity

Dose modification

Immune mediated

pneumonitis

Moderate (Grade 2)

Withhold until adverse reactions

recover to Grades 0-1*

Severe or life-threatening (Grades 3

or 4) or recurrent moderate (Grade 2)

Permanently discontinue

Immune mediated colitis

Moderate or severe (Grades 2 or 3)

Withhold until adverse reactions

recover to Grades 0-1*

Life-threatening (Grade 4) or

recurrent severe (Grade 3)

Permanently discontinue

Immune mediated

nephritis

Moderate (Grade 2)

Withhold until adverse reactions

recover to Grades 0-1*

Severe or life-threatening (Grades 3
or 4)

Permanently discontinue

Immune mediated

endocrinopathies

Severe or life-threatening (Grades 3
or 4)

Withhold until adverse reactions

recover to Grades 0-1*

For patients with severe

(Grade 3) or life-threatening
(Grade 4) endocrinopathy that
improves to Grade 2 or lower
and is controlled with hormone
replacement, continuation of
KEYTRUDA may be considered

Immune mediated
hepatitis/ non-HCC

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

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

Withhold until adverse reactions

recover to Grades 0-1*

AST or ALT >5 times ULN or total
bilirubin >3 times ULN

Permanently discontinue

For patients with liver metastases
who begin treatment with moderate
(Grade 2) elevation of AST or ALT, if
AST or ALT increases 250% relative

to baseline and lasts 21 week

Permanently discontinue




Application number 655/66
Approval date 9 Mar 23

Immune-mediated
hepatitis’fHCC

AST or ALT with baseline <2 times
ULN and increases to 25 times ULN;
AST or ALT with baseline 22 times
ULN and increases to >3 times
baseline; or AST or ALT >500 U/L

regardless of baseline levels

Total bilirubin with baseline levels <1.5
mg/dL and increases to >2 mg/dL; total
bilirubin with baseline levels 21.5
mg/dL and increases to =2 times
baseline; or total bilirubin >3.0 mg/dL

regardless of baseline levels

Withhold until adverse reactions

recover to Grades 0-1*

ALT >20 times ULN; Child Pugh score
=9 points; gastrointestinal bleeding
suggestive of portal hypertension;

ascites; or encephalopathy

Permanently discontinue

Immune-mediated skin
reactions or Stevens-
Johnson syndrome (SJS)
or toxic epidermal

necrolysis (TEN)

Severe skin reactions (Grade 3) or
suspected SJS or TEN

Withhold until adverse reactions

recover to Grades 0-1*

Severe skin reactions (Grade 4) or
confirmed SJS or TEN

Permanently discontinue

Other immune-mediated

adverse reactions

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

Withhold until adverse reactions

recover to Grades 0-1*

Severe or life-threatening (Grades 3 or
4) myocarditis, encephalitis, or

Guillain-Barré syndrome

Permanently discontinue

Life-threatening (Grade 4) or recurrent

severe (Grade 3)

Permanently discontinue

Infusion-related reactions

Severe or life-threatening (Grades 3 or
4)

Permanently discontinue

Note: toxicity grades are in accordance with National Cancer Institute Common Terminology Criteria for
Adverse Events Version 4.0 (NCI CTCAE v.4)

* If corticosteroid dosing cannot be reduced to <10 mg prednisone or equivalent per day within

12 weeks or a treatment-related toxicity does not resolve to Grades 0-1 within 12 weeks after last
dose of KEYTRUDA, then KEYTRUDA should be permanently discontinued.

10
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In patients with cHL or PMBCL, with Grade 4 hematological toxicity, KEYTRUDA should be withheld until

adverse reactions recover to Grades 0-1.

In patients with RCC being treated with KEYTRUDA in combination with axitinib:
. If ALT or AST 23 times ULN but <10 times ULN without concurrent total bilirubin 22 times ULN,

withhold both KEYTRUDA and axitinib until these adverse reactions recover to Grades 0-1. Consider
corticosteroid therapy. Consider rechallenge with a single drug or sequential rechallenge with both
drugs after recovery. If rechallenging with axitinib, consider dose reduction as per the axitinib
prescribing information.

. If ALT or AST 210 times ULN or >3 times ULN with concurrent total bilirubin 22 times ULN,

permanently discontinue both KEYTRUDA and axitinib and consider corticosteroid therapy.

When administering KEYTRUDA in combination with lenvatinib, interrupt one or both or dose reduce or
discontinue lenvatinib to manage adverse reactions as appropriate. No dose reductions are recommended
for KEYTRUDA.

For recommendations for management of adverse reactions of lenvatinib, refer to the prescribing
information for lenvatinib. Recommended dose reductions for lenvatinib when used to treat RCC or
endometrial carcinoma are shown in Table 2. For information on median dose and median duration of
exposure of lenvatinib in RCC see Section 12 [See UNDESIRABLE EFFECTS (12)].

Table 2: Recommended Dose Reductions of Lenvatinib for Adverse Reactions

First Dose Second Dose Third Dose
Indication Starting Dose ) ) )
Reduction To Reduction To Reduction To
RCC 20 mg g;ﬁgy once | 14 mg once daily 10 mg once daily 8 mg once daily
Endometrial 20 mg orally once ) ) )
. ] 14 mg once daily 10 mg once daily 8 mg once daily
Carcinoma daily

Lenvatinib Dose Modifications for Severe Renal Impairment

The recommended dosage of lenvatinib for patients with RCC or endometrial carcinoma and severe renal
impairment (creatinine clearance less than 30 mL/min calculated by Cockcroft-Gault equation using actual
body weight) is 10 mg orally once daily. For additional information regarding renal toxicity with lenvatinib,

refer to the prescribing information for lenvatinib.

Lenvatinib Dose Modifications for Severe Hepatic Impairment

The recommended dosage of lenvatinib for patients with RCC or endometrial carcinoma and severe

hepatic impairment (Child-Pugh C) is 10 mg orally once daily. For additional information regarding

11
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hepatotoxicity with lenvatinib, refer to the prescribing information for lenvatinib.

Preparation and Administration

6.2

Protect from light. Do not freeze. Do not shake.

Equilibrate the vial of KEYTRUDA to room temperature.

Prior to dilution, the vial of liquid can be out of refrigeration (temperatures at or below 25°C) for up to
24 hours.

Parenteral drug products should be inspected visually for particulate matter and discoloration prior
to administration. KEYTRUDA is a clear to slightly opalescent, colorless to slightly yellow solution.
Discard the vial if visible particles are observed.

Withdraw the required volume up to 4 mL (100 mg) of KEYTRUDA and transfer into an intravenous
bag containing 0.9% sodium chloride or 5% glucose (dextrose) to prepare a diluted solution with a
final concentration ranging from 1 to 10 mg/mL. Mix diluted solution by gentle inversion.

Do not freeze the infusion solution.

The product does not contain preservative. The diluted product should be used immediately. If not
used immediately, diluted solutions of KEYTRUDA may be stored at room temperature for a
cumulative time of up to 6 hours. Diluted solutions of KEYTRUDA may also be stored under
refrigeration at 2°C to 8°C; however, the total time from dilution of KEYTRUDA to completion of
infusion should not exceed 96 hours. If refrigerated, allow the vials and/or IV bags to come to room
temperature prior to use.

Translucent to white proteinaceous particles may be seen in the diluted solution. Administer infusion
solution intravenously over 30 minutes using a sterile, non-pyrogenic, low-protein binding 0.2 to 5 ym
in-line or add-on filter.

Do not co-administer other drugs through the same infusion line.

Discard any unused portion left in the vial.

Pediatric Patients

For melanoma, cHL, PMBCL, and TMB-H cancer, the recommended dose of KEYTRUDA in pediatric

patients is 2 mg/kg (up to a maximum of 200 mg), administered as an intravenous infusion over 30 minutes

every 3 weeks.

6.3

Geriatric Patients

No overall differences in safety or efficacy were reported between elderly patients (65 years and over) and

younger patients (less than 65 years). No dose adjustment is necessary in this population.

6.4

Renal Impairment

No dose adjustment is needed for patients with mild or moderate renal impairment. KEYTRUDA has not

been studied in patients with severe renal impairment.

12



Application number 655/66
Approval date 9 Mar 23

6.5 Hepatic Impairment

No dose adjustment is needed for patients with mild or moderate hepatic impairment. KEYTRUDA has not

been studied in patients with severe hepatic impairment.

Mode of administration

For intravenous infusion only.

7. CONTRAINDICATIONS

None.

8. WARNINGS AND PRECAUTIONS
Immune-mediated adverse reactions

Immune-mediated adverse reactions, including severe and fatal cases, have occurred in patients receiving
KEYTRUDA. Immune-mediated adverse reactions can occur after discontinuation of treatment. In clinical
trials, most immune-mediated adverse reactions were reversible and managed with interruptions of
KEYTRUDA, administration of corticosteroids and/or supportive care. Inmune-mediated adverse reactions

affecting more than one body system can occur simultaneously.

For suspected immune-mediated adverse reactions, ensure adequate evaluation to confirm etiology or
exclude other causes. Based on the severity of the adverse reaction, withhold KEYTRUDA and consider
administration of corticosteroids. Upon improvement to Grade 1 or less, initiate corticosteroid taper and
continue to taper over at least 1 month. Based on limited data from clinical studies in patients whose
immune-related adverse reactions could not be controlled with corticosteroid use, administration of other
systemic immunosuppressants can be considered. Restart KEYTRUDA if the adverse reaction remains at
Grade 1 or less following corticosteroid taper. If another episode of a severe adverse reaction occurs,
permanently discontinue KEYTRUDA. [See RECOMMENDED DOSE AND MODE OF ADMINISTRATION
(6.1) and UNDESIRABLE EFFECTS (12.1).]

Immune-mediated pneumonitis

Pneumonitis (including fatal cases) has been reported in patients receiving KEYTRUDA [see
UNDESIRABLE EFFECTS (12.1).]. Monitor patients for signs and symptoms of pneumonitis. If pneumonitis
is suspected, evaluate with radiographic imaging and exclude other causes. Administer corticosteroids for
Grade 2 or greater events (initial dose of 1-2 mg/kg/day prednisone or equivalent followed by a taper),
withhold KEYTRUDA for moderate (Grade 2) pneumonitis, and permanently discontinue KEYTRUDA for

severe (Grade 3), life-threatening (Grade 4) or recurrent moderate (Grade 2) pneumonitis. [See

13
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RECOMMENDED DOSE AND MODE OF ADMINISTRATION (6.1) and Immune-mediated adverse

reactions above.]

Immune-medjated colitis
Colitis has been reported in patients receiving KEYTRUDA [see UNDESIRABLE EFFECTS (12.1)]. Monitor

patients for signs and symptoms of colitis and exclude other causes. Administer corticosteroids for Grade

2 or greater events (initial dose of 1-2 mg/kg/day prednisone or equivalent followed by a taper), withhold
KEYTRUDA for moderate (Grade 2) or severe (Grade 3) colitis, and permanently discontinue KEYTRUDA
for life-threatening (Grade 4) colitis. [See RECOMMENDED DOSE AND MODE OF ADMINISTRATION

(6. 1) and Immune-mediated adverse reactions above.]

Immune-mediated hepatitis
Hepatitis has been reported in patients receiving KEYTRUDA [see UNDESIRABLE EFFECTS (12.1)].

Monitor patients for changes in liver function (at the start of treatment, periodically during treatment and as

indicated based on clinical evaluation) and symptoms of hepatitis and exclude other causes. Administer
corticosteroids (initial dose of 0.5-1 mg/kg/day [for Grade 2 events] and 1-2 mg/kg/day [for Grade 3 or
greater events] prednisone or equivalent followed by a taper) and, based on severity of liver enzyme
elevations, withhold or discontinue KEYTRUDA. [See RECOMMENDED DOSE AND MODE OF
ADMINISTRATION (6.1) and Immune-mediated adverse reactions above.]

Immune-mediated nephritis
Nephritis has been reported in patients receiving KEYTRUDA [see UNDESIRABLE EFFECTS (12.1)].

Monitor patients for changes in renal function and exclude other causes. Administer corticosteroids for

Grade 2 or greater events (initial dose of 1-2 mg/kg/day prednisone or equivalent followed by a taper),
withhold KEYTRUDA for moderate (Grade 2), and permanently discontinue KEYTRUDA for severe (Grade
3) or life-threatening (Grade 4) nephritis. [See RECOMMENDED DOSE AND MODE OF
ADMINISTRATION (6.1) and Immune-mediated adverse reactions above.]

Immune-mediated endocrinopathies

Adrenal insufficiency (primary and secondary) has been reported in patients receiving KEYTRUDA.
Hypophysitis has also been reported in patients receiving KEYTRUDA [See UNDESIRABLE EFFECTS
(72.1)]. Monitor patients for signs and symptoms of adrenal insufficiency and hypophysitis (including
hypopituitarism) and exclude other causes. Administer corticosteroids to treat adrenal insufficiency and
other hormone replacement as clinically indicated, withhold KEYTRUDA for moderate (Grade 2), withhold

or discontinue KEYTRUDA for severe (Grade 3) or life-threatening (Grade 4) adrenal insufficiency or

14
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hypophysitis. /See RECOMMENDED DOSE AND MODE OF ADMINISTRATION (6.1) and Immune-

mediated adverse reactions above.]

Type 1 diabetes mellitus, including diabetic ketoacidosis, has been reported in patients receiving
KEYTRUDA [see UNDESIRABLE EFFECTS (12.1)]. Monitor patients for hyperglycemia or other signs and
symptoms of diabetes. Administer insulin for type 1 diabetes, and withhold KEYTRUDA in cases of severe

hyperglycemia until metabolic control is achieved.

Thyroid disorders, including hyperthyroidism, hypothyroidism and thyroiditis, have been reported in
patients receiving KEYTRUDA and can occur at any time 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 and symptoms of thyroid disorders. Hypothyroidism may be
managed with replacement therapy without treatment interruption and without corticosteroids.
Hyperthyroidism may be managed symptomatically. Withhold or discontinue KEYTRUDA for severe (Grade
3) or life-threatening (Grade 4) hyperthyroidism. /[See RECOMMENDED DOSE AND MODE OF
ADMINISTRATION (6.1), UNDESIRABLE EFFECTS (12.1), and Immune-mediated adverse reactions

above.]

For patients with severe (Grade 3) or life-threatening (Grade 4) endocrinopathy that improves to Grade 2

or lower and is controlled with hormone replacement, continuation of KEYTRUDA may be considered.

Severe skin reactions

Immune-mediated severe skin reactions have been reported in patients treated with KEYTRUDA. Monitor
patients for suspected severe skin reactions and exclude other causes. Based on the severity of the
adverse reaction, withhold or permanently discontinue KEYTRUDA and administer corticosteroids [See
RECOMMENDED DOSE AND MODE OF ADMINISTRATION (6.1)].

Cases of Stevens-Johnson syndrome (SJS) and toxic epidermal necrolysis (TEN), some with fatal outcome,
have been reported in patients treated with KEYTRUDA. For signs or symptoms of SJS or TEN, withhold
KEYTRUDA and refer the patient for specialized care for assessment and treatment. If SJS or TEN is
confirmed, permanently discontinue KEYTRUDA. [See RECOMMENDED DOSE AND MODE OF
ADMINISTRATION (6.1)].

Other immune-mediated adverse reactions

The following additional clinically significant, immune-mediated adverse reactions were reported in less
than 1% of patients treated with KEYTRUDA in KEYNOTE-001, KEYNOTE-002, KEYNOTE-006, and
KEYNOTE-010: uveitis, myositis, Guillain-Barré syndrome, pancreatitis encephalitis, sarcoidosis,

myasthenic  syndrome/myasthenia gravis (including exacerbation), myelitis, vasculitis, and
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hypoparathyroidism. The following were reported in other clinical studies with KEYTRUDA or in

postmarketing use: myocarditis and sclerosing cholangitis.

Cases of these immune-mediated adverse reactions, some of which were severe, have been reported in

clinical trials or in postmarketing use.

Transplant-related adverse reactions

Solid organ transplant rejection has been reported in the postmarketing setting in patients treated with
KEYTRUDA. Treatment with KEYTRUDA may increase the risk of rejection in solid organ transplant
recipients. Consider the benefit of treatment with KEYTRUDA versus the risk of possible organ rejection in

these patients.

Acute graft-versus-host-disease (GVHD), including fatal GVHD, after treatment with KEYTRUDA has been
reported in patients with a history of allogeneic hematopoietic stem cell transplant (HSCT). Patients who
experienced GVHD after their transplant procedure may be at increased risk for GVHD after treatment with
KEYTRUDA. Consider the benefit of treatment with KEYTRUDA versus the risk of possible GVHD in
patients with a history of allogeneic HSCT.

Elevated liver enzymes when KEYTRUDA is given in combination with axitinib for RCC

When KEYTRUDA is given with axitinib, higher than expected frequencies of Grades 3 and 4 ALT and AST
elevations have been reported in patients with advanced RCC [see UNDESIRABLE EFFECTS (12.1)].
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. [See RECOMMENDED DOSE AND MODE OF ADMINISTRATION

(6.1) and the prescribing information for axitinib.]

Increased mortality in patients with multiple myeloma when KEYTRUDA is added to a thalidomide analogue

and dexamethasone

In two randomized clinical trials in patients with multiple myeloma, the addition of KEYTRUDA to a
thalidomide analogue plus dexamethasone, a use for which no PD-1 or PD-L1 blocking antibody is

indicated, resulted in increased mortality. Treatment of patients with multiple myeloma with a PD-1 or PD-
L1 blocking antibody in combination with a thalidomide analogue plus dexamethasone is not recommended

outside of controlled clinical trials.

Infusion-related reactions

Severe infusion reactions, including hypersensitivity and anaphylaxis, have been reported in 6 (0.2%) of
2799 patients receiving KEYTRUDA in KEYNOTE-001, KEYNOTE-002, KEYNOTE-006, and KEYNOTE-

010. For severe infusion reactions, stop infusion and permanently discontinue KEYTRUDA /[see
16
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RECOMMENDED DOSE AND MODE OF ADMINISTRATION (6.1)]. Patients with mild or moderate
infusion reaction may continue to receive KEYTRUDA with close monitoring; premedication with antipyretic

and antihistamine may be considered.

9. INTERACTIONS WITH OTHER MEDICAMENTS

No formal pharmacokinetic drug interaction studies have been conducted with KEYTRUDA. Since
pembrolizumab is cleared from the circulation through catabolism, no metabolic drug-drug interactions are

expected.

The use of systemic corticosteroids or immunosuppressants before starting KEYTRUDA should be avoided
because of their potential interference with the pharmacodynamic activity and efficacy of KEYTRUDA.
However, systemic corticosteroids or other immunosuppressants can be used after starting KEYTRUDA to
treat immune-mediated adverse reactions. [See WARNINGS AND PRECAUTIONS (8).] Corticosteroids
can also be used as premedication, when KEYTRUDA is used in combination with chemotherapy, as

antiemetic prophylaxis and/or to alleviate chemotherapy-related adverse reactions.

10. USE IN SPECIFIC POPULATIONS

10.1 Pregnancy

There are no data on the use of pembrolizumab in pregnant women. Animal reproduction studies have not
been conducted with pembrolizumab; however, blockade of PD-L1 signaling has been shown in murine
models of pregnancy to disrupt tolerance to the fetus and to result in an increase in fetal loss. These results
indicate a potential risk, based on its mechanism of action, that administration of KEYTRUDA during
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 1gG4; therefore,
pembrolizumab has the potential to be transmitted from the mother to the developing fetus. KEYTRUDA is
not recommended during pregnancy unless the clinical benefit outweighs the potential risk to the fetus.
Women of childbearing potential should use effective contraception during treatment with KEYTRUDA and
for at least 4 months after the last dose of KEYTRUDA.

10.2 Nursing Mothers

It is unknown whether KEYTRUDA is secreted in human milk. Because many drugs are secreted in human
milk, a decision should be made whether to discontinue breast-feeding or to discontinue KEYTRUDA, taking

into account the benefit of breast-feeding for the child and the benefit of KEYTRUDA therapy for the woman.

10.3 Pediatric Use

In KEYNOTE-051, 173 pediatric patients (65children ages 6 months to less than 12 years and 108
adolescents ages 12 years to 17 years) with advanced melanoma, lymphoma, or PD-L1 positive advanced,

relapsed, or refractory solid tumors were administered KEYTRUDA 2 mg/kg every 3 weeks. Patients
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received KEYTRUDA for a median of 4 doses (range 1- 52 doses), with 147 patients (85%) receiving
KEYTRUDA for 2 doses or more. The concentrations of pembrolizumab in pediatric patients were

comparable to those observed in adult patients at the same dose regimen of 2 mg/kg every 3 weeks.

The safety profile in these pediatric patients was similar to that seen in adults treated with pembrolizumab.
The most common adverse reactions (reported in at least 20% of pediatric patients) were pyrexia, vomiting,

headache, abdominal pain, anemia, and cough.

Efficacy for pediatric patients with cHL, PMBCL, or TMB-H cancer is extrapolated from the results in the

respective adult populations.

1. PREGNANCY AND LACTATION

Please see 10.1 Pregnancy and 10.2 Nursing Mothers

12. UNDESIRABLE EFFECTS
12.1  Clinical Trials Experience

The safety of KEYTRUDA was evaluated in 2799 patients in controlled and uncontrolled studies. The
median treatment duration was 4.2 months (range 1 day to 30.4 months) including 1153 patients treated
for greater than or equal to six months and 600 patients treated for greater than or equal to one year.
KEYTRUDA was discontinued for treatment-related adverse reactions in 5% of patients. Treatment-related
serious adverse events (SAEs) reported up to 90 days after the last dose occurred in 10% of patients
receiving KEYTRUDA. Of these treatment-related SAEs, the most common were pneumonitis, colitis,

diarrhea, and pyrexia.

Immune-mediated adverse reactions /see WARNINGS AND PRECAUTIONS (8)]:

Immune-mediated adverse reactions are presented based on 2799 patients with melanoma and NSCLC.
The safety profile was generally similar for patients with melanoma and NSCLC. Table 3 presents the

incidence of immune-mediated adverse reactions by Grade that occurred in patients receiving KEYTRUDA.
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Table 3: Inmune-Mediated Adverse Reactions

KEYTRUDA
2 mg/kg every 3 weeks or 10 mg/kg every 2 or 3 weeks
n=2799

Adverse Reaction All Grades | Grade 2 Grade 3 Grade 4 Grade 5

(%) (%) (%) (%) (%)
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 0.8 0.3 0.3 <0.1 0
Insufficiency
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 0.2 <0.1 0.1 0.1 0
Mellitus

* In individual studies of patients with HNSCC treated with KEYTRUDA as monotherapy (n=909) the
incidence of hypothyroidism was 16.1% (all Grades) with 0.3% Grade 3. In patients with HNSCC treated
with KEYTRUDA in combination with platinum and 5-FU chemotherapy (n=276) the incidence of
hypothyroidism was 15.2%, all of which were Grades 1 or 2. In patients with cHL (n=389) the incidence of
hypothyroidism was 17%, all of which were Grade 1 or 2. In the adjuvant study of patients with resected
RCC treated with KEYTRUDA as monotherapy (n=488) the incidence of hypothyroidism was 21% (all
Grades) with 0.2% Grade 3.

In the adjuvant study of patients with resected RCC treated with KEYTRUDA as monotherapy (n=488) the
incidence of hyperthyroidism was 12% (all Grades) with 0.2% Grade 3.

In individual studies of patients with NSCLC treated with KEYTRUDA as monotherapy (total n=2602), the
incidence of pneumonitis (all Grades) ranged from 3.8% to 8.3%. In cHL patients treated with KEYTRUDA as
monotherapy, the incidence of pneumonitis (all Grades) ranged from 5.2% to 10.8% for cHL patients in
KEYNOTE-087 (n=210) and KEYNOTE-204 (n=148), respectively.

In patients with non-squamous NSCLC treated with KEYTRUDA 200 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.
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Endocrinopathies: The median time to onset of adrenal insufficiency was 5.3 months (range 26 days to

16.6 months). The median duration was not reached (range 4 days to 1.9+ years). Adrenal insufficiency led
to discontinuation of KEYTRUDA in 1 (<0.1%) patient. Adrenal insufficiency resolved in 5 patients. The
median time to onset of hypophysitis was 3.7 months (range 1 day to 11.9 months). The median duration
was 4.7 months (range 8+ days to 12.7+ months). Hypophysitis led to discontinuation of KEYTRUDA in 4
(0.1%) patients. Hypophysitis resolved in 7 patients. The median time to onset of hyperthyroidism was
1.4 months (range 1day to 21.9 months). The median duration was 2.1 months (range 3 days to
15.0+ months). Hyperthyroidism led to discontinuation of KEYTRUDA in 2 (<0.1%) patients.
Hyperthyroidism resolved in 71 patients. The median time to onset of hypothyroidism was 3.5 months
(range 1 day to 18.9 months). The median duration was not reached (range 2 days to 27.7+ months). One
(<0.1%) patient discontinued KEYTRUDA due to hypothyroidism.

Pneumonitis: The median time to onset of pneumonitis was 3.3 months (range 2 days to 19.3 months). The
median duration was 1.5 months (range 1 day to 17.2+ months). Pneumonitis led to discontinuation of
KEYTRUDA in 36 (1.3%) patients. Pneumonitis resolved in 55 patients.

Colitis: The median time to onset of colitis was 3.5 months (range 10 days to 16.2 months). The median
duration was 1.3 months (range 1 day to 8.7+ months). Colitis led to discontinuation of KEYTRUDA in 15

(0.5%) patients. Colitis resolved in 41 patients.

Hepatitis: The median time to onset of hepatitis was 1.3 months (range 8 days to 21.4 months). The median
duration was 1.8 months (range 8 days to 20.9+ months). Hepatitis led to discontinuation of KEYTRUDA in
6 (0.2%) patients. Hepatitis resolved in 15 patients.

Nephritis: The median time to onset of nephritis was 5.1 months (range 12 days to 12.8 months). The
median duration was 3.3 months (range 12 days to 8.9+ months). Nephritis led to discontinuation of
KEYTRUDA in 3 (0.1%) patients. Nephritis resolved in 5 patients.

Other adverse events
Melanoma

Table 4 summarizes the adverse events that occurred in at least 10% of patients with melanoma treated
with KEYTRUDA in KEYNOTE-006. The most common adverse events (reported in at least 15% of

patients) were arthralgia and cough.
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Table 4: Adverse Events Occurring in 210% of Patients Treated with KEYTRUDA and at a Higher
Incidence than in the Ipilimumab Arm (Between Arm Difference of 25% [All Grades] or 22% [Grade 3])
(KEYNOTE-006)

KEYTRUDA Ipilimumab
10 mg/kg every 2 or 3 mg/kg every 3 weeks
3 weeks n=256
n=555
Adverse Events All Grades Grade 3* All Grades Grade 3*
(%) (%) (%) (%)
Musculoskeletal and Connective Tissue Disorders
Arthralgia 18 0 10 1
Back pain 12 1 7 1
Respiratory, Thoracic and Mediastinal Disorders
Cough 17 0 7 0
Skin And Subcutaneous Tissue Disorders
Vitiligo 11 0 2 0

*

Of these 210% adverse events, none was reported as Grade 4.

Table 5 summarizes the adverse events that occurred in at least 10% of patients with melanoma treated
with KEYTRUDA at a dose of 2 mg/kg in KEYNOTE-002. The most common adverse event (reported in

at least 20% of patients) was pruritus.

Table 5: Adverse Events Occurring in 210% of Patients with Melanoma Treated with KEYTRUDA and at
a Higher Incidence than in the Chemotherapy Arm (Between Arm Difference of 25% [All Grades] or 22%
[Grades 3-4]) (KEYNOTE-002)

KEYTRUDA Chemotherapy
2 mg/kg every 3 weeks
n=178 n=171
Adverse Event All Grades | Grades 3-4* | All Grades | Grades 3-4*
(%) (%) (%) (%)
Gastrointestinal Disorders
Abdominal pain 13 2 8 1
Skin And Subcutaneous Tissue Disorders
Pruritus 25 0 8 0
Rash 13 0 8 0

Metabolism and Nutrition Disorders

Hyponatremia 11 3 5 1

Musculoskeletal and Connective Tissue Disorders
Arthralgia 15 1 10 1
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* Of these 210% adverse events, none was reported as Grade 4 in patients
receiving KEYTRUDA at 2 mg/kg. Hyponatremia was reported as Grade 4 in

one patient receiving chemotherapy.

Overall, the safety profile was similar across all doses and between patients previously treated with

ipilimumab and patients naive to treatment with ipilimumab.

Resected Melanoma
Among the 969 patients with resected melanoma enrolled in KEYNOTE 716 and 1019 patients with
resected melanoma enrolled in KEYNOTE-054, the adverse reactions were generally similar to those

occurring in patients with unresectable or metastatic melanoma or NSCLC.

Non-Small Cell Lung Carcinoma

Combination Therapy

Table 6 summarizes the adverse events that occurred in at least 20% of patients treated with KEYTRUDA,
pemetrexed, and platinum chemotherapy in KEYNOTE-189. Adverse events occurring in previously
untreated patients with NSCLC receiving KEYTRUDA in combination with carboplatin and either paclitaxel
or nab-paclitaxel in KEYNOTE-407 were generally similar to those occurring in patients in KEYNOTE-189
with the exception of alopecia (46%) and arthralgia (21%).
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Table 6: Adverse Events Occurring in 220% of Patients Receiving KEYTRUDA with Pemetrexed and
Platinum Chemotherapy and at a Higher Incidence than in Patients Receiving Placebo with Pemetrexed
and Platinum Chemotherapy (Between-Arm Difference of 25% [All Grades] or 22% [Grades 3-4])
(KEYNOTE-189)

KEYTRUDA + Placebo + Pemetrexed
Pemetrexed + Platinum + Platinum
Chemotherapy Chemotherapy
n=405 n=202
Adverse Events All Grades 3-4 All Grades 3-4
Grades* (%) Grades (%)
(%) (%)
General Disorders and Administration Site Conditions
Fatigue 41 6 38 25
Asthenia 20 6 24 3.5
Gastrointestinal Disorders
Diarrhea 31 5 21 3.0
Blood and Lymphatic System Disorders
Neutropenia 27 16 24 12
Skin and Subcutaneous Tissue Disorders
Rash 20 1.7 11 1.5

* Graded per NCI CTCAE v4.03

Monotherapy

Table 7 summarizes the adverse events that occurred in at least 10% of previously untreated patients with
NSCLC receiving KEYTRUDA in KEYNOTE-042. The most common adverse events (reported in at least
15% of patients) were dyspnea and cough. Adverse events occurring in previously untreated patients with
NSCLC receiving KEYTRUDA in KEYNOTE-024 and previously treated patients in KEYNOTE-010 were
generally similar to those occurring in patients in KEYNOTE-042.
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Table 7: Adverse Events Occurring in 210% of NSCLC Patients Treated with KEYTRUDA and at a Higher
Incidence than in the Chemotherapy Arm (Between Arm Difference of 25% [All Grades] or 22%
[Grades 3-5]) (KEYNOTE-042)

KEYTRUDA Chemotherapy
200 mg every 3 weeks
n=636 n=615
Adverse Event All Grades* | Grades 3-5 | AllGrades | Grades 3-5
(%) (%) (%) (%)
Respiratory, Thoracic and Mediastinal Disorders
Dyspnea 17 2.0 11 0.8
Cough 16 0.2 11 0.3
Endocrine Disorders
Hypothyroidism 12 0.2 1.5 0

* Graded per NCI CTCAE v4.03

Adjuvant Therapy for Resected NSCLC
Among the 580 patients with resected NSCLC treated with KEYTRUDA in KEYNOTE 091, the adverse
reactions were generally similar to those occurring in other patients with NSCLC receiving KEYTRUDA as

monotherapy with the exception of hypothyroidism (21%) and hyperthyroidism (11%).

Other Cancers

Monotherapy
Adverse events occurring in patients with HNSCC, cHL, PMBCL, urothelial carcinoma, HCC, MSI-H cancer,
esophageal cancer, cervical cancer, CRC, MSI-H or dMMR endometrial carcinoma, TMB-H cancer, or

adjuvant treatment of RCC were generally similar to those occurring in patients with melanoma or NSCLC.

Combination Therapy

Head and Neck Cancer

In patients with HNSCC receiving KEYTRUDA plus chemotherapy (platinum and 5-FU), adverse events
occurring at a greater severity (Grades 3-4) and at a higher incidence (=2% difference) compared to
cetuximab plus chemotherapy (platinum and 5-FU) were: fatigue (7% vs. 4.9%), mucosal inflammation
(10% vs. 5%), and stomatitis (8% vs. 3.5%).

Gastric Cancer
In patients with gastric cancer receiving KEYTRUDA plus trastuzumab and chemotherapy (fluoropyrimidine
and platinum), adverse events occurring in at least 20% of patients and at a higher incidence (22%

difference) of Grades 3-4 severity compared to placebo plus trastuzumab and chemotherapy

24



Application number 655/66
Approval date 9 Mar 23

(fluoropyrimidine and platinum) were: vomiting (4.6% vs. 1.9%), anemia (14% vs.12%), decreased platelet
count (14% vs.10%), and lymphopenia (13% vs.9%).

Cervical Cancer

In patients with cervical cancer receiving KEYTRUDA plus chemotherapy (paclitaxel and cisplatin or
paclitaxel and carboplatin) with or without bevacizumab, adverse events occurring at a higher incidence
(=2% difference) of Grades 3-5 severity for KEYTRUDA plus chemotherapy with or without bevacizumab
compared to placebo plus chemotherapy with or without bevacizumab were: anemia (30% vs. 27%),

neutropenia (12% vs. 10%), thrombocytopenia (8% vs. 5%), asthenia (3.6% vs. 1.6%).

Esophageal Cancer

In patients with esophageal cancer, adverse events occurring in at least 20% of patients and at a higher
incidence (=2% difference) of Grades 3-5 severity for KEYTRUDA in combination with chemotherapy
(cisplatin and 5-FU) compared to placebo plus chemotherapy (cisplatin and 5-FU) were: vomiting (7% vs.
5%), stomatitis (6% vs. 3.8%), neutrophil count decreased (24.1% vs. 17.3%), and white blood cell count
decreased (9.2% vs. 4.9%).

Renal Cell Carcinoma

In Combination with Axitinib (KEYNOTE-426)

The most common adverse events that occurred in at least 20% of previously untreated patients with RCC
receiving KEYTRUDA and axitinib in KEYNOTE-426 were diarrhea, hypertension, fatigue, hypothyroidism,
decreased appetite, palmar-plantar erythrodysaesthesia syndrome, nausea, ALT increased, AST

increased, dysphonia, cough and constipation.

In KEYNOTE-426, a higher than expected incidence of Grades 3 and 4 ALT increased (20%) and AST
increased (13%) were observed in previously untreated patients with RCC receiving KEYTRUDA in
combination with axitinib. The median time to onset of ALT increased was 2.3 months (range: 7 days to
19.8 months). In patients with ALT =3 times ULN (Grades 2-4, n=116), ALT resolved to Grades 0-1in 94%.
Fifty-nine percent of the patients with increased ALT received systemic corticosteroids. Of the patients who
recovered, 92 (84%) were rechallenged with either KEYTRUDA (3%) 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 recovered. There were no Grade 5 hepatic events. [See

RECOMMENDED DOSE AND MODE OF ADMINISTRATION (6.1) and WARNINGS AND PRECAUTIONS
(8).]

In Combination with Lenvatinib (KEYNOTE-581)

Table 8 summarizes the adverse events that occurred in at least 20% of patients treated with KEYTRUDA
and lenvatinib in KEYNOTE-581.
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Table 8: Adverse Events Occurring in 220% of Patients Receiving KEYTRUDA with Lenvatinib and
at a Higher Incidence than in Patients Receiving Sunitinib (Between Arm Difference of 25% [All
Grades] or 22% [Grades 3-4]) (KEYNOTE-581)

KEYTRUDA + Sunitinib
lenvatinib
n=352 n=340
Adverse Events All Grades 3-4 All Grades 3-4
Grades® (%) Grades (%)
(%) (%)

Gastrointestinal Disorders

Diarrhea 61 10 49 5

Nausea 36 26 33 0.6

Vomiting 26 3.4 20 1.5

Constipation 25 0.9 19 0

Abdominal pain 21 20 8 0.9
Vascular Disorders

Hypertension 55 28 41 19
Endocrine Disorders

Hypothyroidism 47 1.4 26 0
Metabolism and Nutrition Disorders

Decreased appetite 40 4.0 31 1.5
Respiratory, Thoracic and Mediastinal Disorders

Dysphonia 30 0 4.1 0
Investigations

Decreased weight 30 8 9 0.3
Renal and Urinary Disorders

Proteinuria 30 8 13 29
Skin and Subcutaneous Tissue Disorders

Rash 27 3.7 14 0.6
Musculoskeletal and Connective Tissue Disorders

Arthralgia 28 1.4 15 0.3
Nervous System Disorders

Headache 23 0.6 16 0.9

* Graded per NCI CTCAE v4.03
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Endometrial Carcinoma

Table 9 summarizes the adverse events that occurred in at least 20% of patients treated with KEYTRUDA
and lenvatinib in KEYNOTE-775. Adverse events occurring in patients with endometrial carcinoma
receiving KEYTRUDA in combination with lenvatinib in KEYNOTE-146 were generally similar to those
occurring in patients in KEYNOTE-775.

Table 9: Adverse Events Occurring in 220% of Patients Receiving KEYTRUDA with Lenvatinib and
at a Higher Incidence than in Patients Receiving Doxorubicin or Paclitaxel (Between Arm
Difference of 25% [All Grades] or 22% [Grades 3-4]) (KEYNOTE-775)

KEYTRUDA + Doxorubicin or paclitaxel
lenvatinib n=388
n=406
Adverse Events* All Grades 3-4 All Grades 3-4
Gradest (%) Gradest (%)
(%) (%)

Vascular Disorders

Hypertension 64 37.9 5.2 2.3
Endocrine Disorders

Hypothyroidism 57 1.2 0.8 0
Gastrointestinal Disorders

Diarrhea 54 8t 20 2.1

Nausea 50 3.4 46 1.3

Vomiting 37 2.7 21 2.3

Abdominal pain 20 25 14 1.3
Metabolism and Nutrition Disorders

Decreased appetite 45 8t 21 0.5
Investigations

Decreased weight 34 10 6 0.3

Increased ALT 21 4.6 5 0.8
General Disorders and Administration Site Conditions

Fatigue 33 5 28 3.1

Asthenia 24 6 24 3.9
Musculoskeletal and Connective Tissue Disorders

Arthralgia 31 1.7 8 0
Renal and Urinary Disorders
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Proteinuria 29 5 2.8 0.3
Infections
Urinary tract infection 26 3.9 10 1.0

Nervous System Disorders

Headache 25 0.5 9 0.3

Respiratory, Thoracic and Mediastinal Disorders

Dysphonia 23 0 0.5 0

Skin and Subcutaneous Tissue Disorders

Palmar-plantar 21 2.7 0.8 0
erythrodysaesthesia

syndrome

*  The median duration of study treatment was 7.6 months (range: 1 day to 26.8 months). The median
duration of exposure to KEYTRUDA was 6.9 months (range: 1 day to 25.8 months) compared to 3.4
months (range: 1 day to 25.8 months) for chemotherapy.

T Graded per NCI CTCAE v4.03

¥ There was one Grade 5 (0.2%) reported.

Discontinuation of KEYTRUDA, lenvatinib or both due to an adverse event (Grades 1-4) occurred in 30%
of patients; 15% KEYTRUDA, and 11% both drugs. The most common adverse events leading to
discontinuation of KEYTRUDA were diarrhea, increased ALT, and intestinal obstruction (each 1.0%). Refer

to the lenvatinib prescribing information for lenvatinib discontinuation information.

Dose interruptions of KEYTRUDA, lenvatinib, or both due to an adverse event occurred in 69% of patients;
KEYTRUDA was interrupted in 50%, and both drugs were interrupted in 31% of patients. The

most common adverse events leading to interruption of KEYTRUDA (=2%) were diarrhea (8%), increased
ALT (3.9%), hypertension (3.4%), increased AST (3.2%), decreased appetite (2.2%), fatigue (2.2%), urinary
tract infection (2.2%), proteinuria (2.0%), and asthenia (2.0%). Refer to the lenvatinib prescribing

information for lenvatinib interruption information.

Triple-Negative Breast Cancer

KEYNOTE-522: Controlled study of neoadjuvant and adjuvant treatment of patients with high-risk
early-stage TNBC.

In patients with high-risk early-stage TNBC receiving KEYTRUDA in combination with chemotherapy
(carboplatin and paclitaxel followed by doxorubicin or epirubicin and cyclophosphamide), given as a
neoadjuvant treatment and continued as monotherapy adjuvant treatment, adverse events occurring in at
least 20% of the patients and at a higher incidence (=5% difference) compared to patients with TNBC
receiving placebo in combination with chemotherapy (carboplatin and paclitaxel followed by doxorubicin or
epirubicin and cyclophosphamide), given as a neoadjuvant treatment and continued alone as adjuvant

treatment were diarrhea (41% vs. 34%), rash (30% vs. 24%), pyrexia (28% vs. 19%), and decreased
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appetite (23% vs. 17%). Of these adverse events, Grades 3-4 events were diarrhea (3.2% vs. 1.8%), rash
(1.8% vs. 0.3%), pyrexia (1.3% vs. 0.3%), and decreased appetite (0.9% vs. 0.3%).

KEYNOTE-355: Controlled study of combination therapy in patients with locally recurrent unresectable or
metastatic TNBC

In patients with TNBC receiving KEYTRUDA in combination with chemotherapy (paclitaxel, nab-paclitaxel,
or gemcitabine and carboplatin), adverse events occurring in at least 20% of the patients and at a higher
incidence (25% difference) compared to patients with TNBC receiving placebo in combination with
chemotherapy (paclitaxel, nab-paclitaxel, or gemcitabine and carboplatin) were diarrhea (28% vs. 23%),
decreased appetite (21% vs. 14%), and rash (20% vs. 12%). Of these adverse events, Grades 3-4 events
were diarrhea (1.8% vs. 1.8%), decreased appetite (0.8% vs. 0.4%), and rash (0.8% vs. 0.0%).

12.2 Postmarketing Experience
The following adverse reactions have been identified during post-approval use of KEYTRUDA. Because
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.

Musculoskeletal and connective tissue disorders. arthritis
Eye disorders. Vogt-Koyanagi-Harada syndrome
Immune system disorders. hemophagocytic lymphohistiocytosis

Nervous system disorders: optic neuritis

13. OVERDOSE AND TREATMENT
There is no information on overdosage with KEYTRUDA. The maximum tolerated dose of KEYTRUDA has
not been determined. In clinical trials, patients received up to 10 mg/kg with a similar safety profile to that

seen in patients receiving 2 mg/kg.

In case of overdose, patients must be closely monitored for signs or symptoms of adverse reactions, and

appropriate symptomatic treatment instituted.

14. STORAGE CONDITION
Store in a refrigerator (2°C to 8°C; 36°F to 46°F).

Protect from light. Do not freeze. Do not shake.

For storage conditions after dilution of the medicinal product, see RECOMMENDED DOSE AND MODE
OF ADMINISTRATION (6.1).
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156. DOSAGE FORMS AND PACKAGING AVAILABLE
Dosage forms: Injection: 100 mg/4 mL (25 mg/mL) solution in a single-use vial
Availability: KEYTRUDA injection (solution): carton containing one 100 mg/4 mL (25 mg/mL), single-use

vial

16. NAME AND ADDRESS OF MARKETING AUTHORIZATION HOLDER
MSD (Thailand) Ltd., Bangkok, Thailand

17. DATE OF RIVISION OF PACKAGE INSERT
September 2022

WARNINGS:
This drug may cause undesirable effects. Must use only under the supervision of a physician.
Information on product-specific warnings and precautions and undesirable effects is provided [see

Warnings and precautions (8) and Undesirable effects (12)].
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