XA "MV —& mFEEFE 100 mg
(ZBI9 D 'R

ARERHZ R S T H R IZHR D HER S YN D F AT 1E MSD #R 2
SHCH Y F9, YR o EAE ORI BRSO BB
ICAREEZFHT S Z ST TEET A,
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1.5 EEXIIHEROZERUVHEDRZEE
AHFEICE D BB ORIER Z (X 1.5-1ITRT,

B ORI 2 bR < MEZNEIZOW T, [2.5.1 HIZM,

X 1.5-1 FHAXORER

2014 2015 2016 2017 2018 2019 2020 2021 2022 2023 2024

Study
Q1 Q2A304Q1Q2Q304Q1Q2Q3 QA1 Q2ZA3Q4AQ1QR2A3AQAQA1IAR2A30QAQA1Q2A3AQ4AQA1Q2AQ30Q04Q1Q2AQ3Q40Q1 Q203 Q4Q1 Q2 Q3 Q4

KEYNOTE-013, Phi

KEYNOTE-170, Phil

KEYNOTE-A33, Phi

HGEPR

KEYNOTE-0137X5k (0135R5%) : /ML S T AR5
KEYNOTE-1707%5k (1707%5%) : #Eo+ 55 I AAAER
KEYNOTE-A33itBR (A33385R) : S 1 R
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xH
1.6 AMENCIT D RIS 2 &k
1.6.1  AEICEIT BRI
1.62  AMEOERASGE
1.6.2.1 SME D IRFS SR OBEEE (Fiak)
1.6.2.1.1 KEWAT SCEOBEL (FiEk)
1.62.1.2 EU i SCEOME (Fiak)
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1.6 SNEIZSITH5ERKTFICET 2EH
1.6.1 HSNEIZEITAHFERKRESE
SMENZ I 1 D ARFN O ARIE[ER 1.6.1-110 B0,

20234 H 17 BBIFE, AANTFFF XUTEBMEO RIS MRS M B MikaV o NEizkH 218
B L U CREZEGT3IOE T TEAR I TN D,

x 1.6.1-1 NEIZE T HERFIDOERRR

ARFNIN BN AR S =4 A 20144F9H  CRE, EMEE )

AHNDOBCKFEH [E] CK « 3¢« - AL+ 0+ 52) D | T~ THEGRHIGH 72,
GBI
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162 HSNEORFXE
1.6.21 HSNEORIXEOHE (FR)
1.6.2.1.1  REHREGXEOHE (FER)
KEVRA SCEOMSEZ LT IORT, SMEOEAE SR OHEAE S IChH b,
IREE RERE A
KEYTRUDA®,”Merck Sharp & Dohme LLC

ek - R
1

1.1 EpEEAE
KEYTRUDA®IL, YIBRAHE S ITHER M OBV B AJEO IR & i & 3 5,

KEYTRUDA 1%, AL OVNE (125504 F) @ 1B #. 1IC #1313 NI # oo Bk Bl 5 5 52
2Y)ER% OMZABRIEZ IS & T 5,
1.2 FE/NRa it

KEYTRUDA IZ. EGFR &fnFZ RN T ALK @& BT BrETldiawn, B0 IR -
B2 e/ NIRRT 5 A kLt RROT T F AN E L OBERIC L 2 — RGBT
k5,

KEYTRUDA %, #BMEO R ERIE NI VR T ZF o R ON7 U XXk
IR VAL (TAT I VBRERD (nab-327 U Z X&) EOPFRIC X A —RIEE T
ET5,

KEYTRUDA (X, FDA 23&GR L7zi2WidE (e - & (2.1) 28] 12 X v E5HeiZ PD-L13%§
B [Tumor Proportion Score (JEEAMALD 9 B PD-LIZEHGIEMAZOEIE) : TPS>1%] MHER S,
EGFR s 148 B G X3 ALK S B A5 1Btk TldZe W IR/ NRfa it (o3 2 B e 5l X 5 —
RIGWZES & T2 E - AE 2.1 2Rl 5612, LMFOWTINIHET 52 L,

o AAEHAYBIER K OMRIEHI LS O BRI IE DS AN S 0 T 1 00 FF/ Nl e Jiti s

o HERIEDIE/ NI i

KEYTRUDA (%, 77 FF ARG X DR K OVRIR% (R BT R8 0 B,
FDA MEGR L7-2Wi3kic X v I Mz PD-LIRBIGME (TPS>1%) 23Rl S 7=zt o I/
B R g L2k D B - A & 5 DAL - & (2.1) 28], EGFR #1572 %5 % ALK
A &R TR D BE 2O TiE, KEYTRUDA O#5-8112 2 6 DZEFIT%E LT FDA 23&FR L
TR ZZ T2 OORERBETVROONTBE LT 5,

KEYTRUDA (%, #EHIGIER LK N7 Z FF8FIGF R L2 E% O 1B #] (T2a>4ecm) . TTH, X
A #AD R A O FE/ ISR s (2 k9~ 2 B 512 K B BiEE 2w & 35,
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1.3 SASER V- RO

KEYTRUDA %, =Mt T UIBRREE D B RS ET m  Ee s o 7° 7 FF A R N7 v A m o
TN EDOPHRICEI D —RIBRZ#ESE T 5,

KEYTRUDA (%, FDA 23#&GE L7223k X 0 ISR PD-L13 85 [Combined Positive
Score (CPS) >1] MHERR SN T- MR ST FRANGE D R SRS R - B RGO Bk 52 L 5 —
WipgEE#EILE 35 [HE - HE 2.1) 2],

KEYTRUDA %, 77 FF8EIGF L FREIC L DR K ONERG IR BEITHARD bz
PR SO TR ME O BESH R R - R O B R 52 L AR R A & T 5,

1.4 HHAFRIX U LN E

KEYTRUDA (. il A\ O3 TG A AR % o U R (cHL) ORI A )G &9 5,
KEYTRUDA L. /NEOEHEMEEHMAIR XU N ET2L Y A VUL EOTREZICERE LT
TR O ) VOoREOIRRE#EIGE T D,

1.5 JFUSPERERR /SR B ARG U oo )i

KEYTRUDA (%, XA OVNEOEEIENE T2 L 2 A DL OIS I ET U7 RS PERENE SOH
JaZl B fEfa U >Nl (PMBCL) OREZAEIGE T 5,

fERHITR - B2 MR B IEZ B3 2 MR MRS B MgV o SREICk LT,
KEYTRUDA % #5925 Z L 13HELE X u7puy,

1.6 R R

KEYTRUDA %, A D A7 T F AL FEERIEICRA O RPT#EITE AT E O R -
FREICT A T RV TR F o L OFFRIC L ATBEEESE T 5,

AR SSIE. BRRE ORI T AN ES X | AR A TGS L [BRRE (14.6) 2],
A S DGRk IL, RAERER COBRD R DOMERBL OBRR N LI L R D550 H 5,

KEYTRUDA %, LA FOWT NS T 2 RPrEITIE XTSI O SR Rz ¥ o BB 5-12
Lk DiREEEIRE T 5,

o T F T RAOFREFERECARIA . T

o T FFRAIGEFREC L DR L ORIBERERICEBEIT SR bz, T
?%%@%Wﬁﬂhﬁ%&ﬂi6%@%%»@iﬁ%ﬁ%%ﬁm%ﬂ%mﬂuw:ﬁ%@ﬁwﬁu
LoYSY 40

KEYTRUDA (%, FLIVRIEGOFEIC L S0 LR (CIS) 2H87T 5, I Ay 7T

VR (BCG) FEARISYED @ Y 2 7 @R b (NMIBC) 123610 5. RIGRIBEME 24

BART 28 A A ST ARIA OB e BRI 2 22 L7 W R O MR 512 KX D IR 2 lIG & 5,
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1.7 MSI-High XX MMR K4H D

KEYTRUDA (%, RIAREEITEIT L, BRI H]IFF CE RV AR AR OVNE O IR HE
XD FDA D3GR L7222 WK1 X 0 iR S 4172 MSI-High X% MMR KIEETE 2 A DI
wHsETH AL AR (2.1) 2],

1.8 MSI-High X% MMR XAED#ENG « E G

KEYTRUDA (%, UIBRABE XTI D | FDA 23738 L 7222 WidklZ & 0 i S 472 MSI-High X
X MMR KABOFERG « BB OEREEICE 35 [HiE - A& 2.1) 28],

1.9 HiE

KEYTRUDA %, RFTEITOUIBRARRE X ITHEED HER2FGME B IldE XX &E 8 #4585 (GEJ)
BREED F T Ay X<7 7ok I VU RBFI RO T FRFIGE LR E opPFHIC X B
— I Z s & T D,

AL, BREK O 22805 EAGR A2 IS L7 [ERIRER (14.9) S,
ZIKL}’_.L;@E(WLM rdi *ﬁuﬁuﬁ%ﬁ‘(@ﬁm )‘j]%@ﬁn &U@Lﬁ)zgkiﬁé%mﬁ)g})é

nnu

I

110 R

KEYTRUDA (%, SMEHBIER K OCRRIG B BURBREIE S ARG O | RPTELT AT D fE
BT EEHESE (GED 8 (HEoP LA RER#EESHOLE1I~5am iZH 2 b D) (X LT,
LUFOWT N COWREE IR L T 5,

o TITFFRFKROT o) DU RBAIGE R TRE & OJF G T

«  FDA 23&GE L7-2Wric & 0 PD-LIEIGME (CPS>10) RSNz, 1V A LLED

HMEOIRRIED b 5 WV LR A kT 2 B 5 (AL - A& (2.1) 3]

111 FE S

memmAmlmAw%;Ltﬁﬁ%:i@@fm%:puu%ﬁ%éawynﬁ%%
. FRfe. BRI O 1B SEE R ﬁ#éAA/zv7ﬁmXi#ﬁmf@m%ﬁ&k
OPFRERZEIGE T2 [HiE - HE 2.1) 2R,

KEYTRUDA (3, {b5IEIC K D18 AXIRER ISR BETRRD b1, FDA NWAE L7-2
Wiz K 0 ESHI RIS PD-L1 B (CPS>1) MSHERR S 3L7- . FFFE TR M oD 15 S D Bl
BHICLDIBEEENET D [HE - HE 2.1) 2],

1.12 s
KEYTRUDA (%, VT 7 = =7\C X 21BN G DI (HCC) OiREZ s &9 5,

AT, ZENR L ORI D& | AR 2 BUG L7 [FRRBR (14.12) |,
AT G D AGERE AL, FRRERER T O ROMEER N OBOE N L E L R DGENRH 5,
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1.13 AV VR

KEYTRUDA %, A OVNR O Uz RETEI T SRR D A L VR B E D 1R & 16
s &I 5,

AWISIT, R K O 2D & HUKRZ BG L7z [BRR %%(MB)%%L
Z'KL}’_E:@%WLA#L‘?JL& *ﬁuﬁuﬁ%ﬁf@ﬁuu fﬂ%@ﬁﬁﬁf&()\fsﬁ 75&4?&73?5 &)é

1.14 M

KEYTRUDA 1% A OHEITHEBSAE DT X F =7 L O L 5 —RIBEA RIS L T 5,
KEYTRUDA %, il N OEITHERE g O L o RF =7 L o fE I — IR IS & T D,

KEYTRUDA 1. m?ﬁ ST QR BLYIBRZ (SRR EE D & m E UL EE O FH U A
7 T HETHE R O BRE IS &5 [BERER (14.14) 2R,

1.15  FEiE

KEYTRUDA (., 2V E TCOREMEORNEREITEBLEITHED B, RIRHIGIERIT I AT
FEEENA G O, FDA 285KE8 L 7= ki i@mmmﬁ%uémn I% MSI-High %A & 720 it
ITFEERETT Lo RF =T L OMIC L AEEE2EG TS [k AR  2.1) 3R],

KEYTRUDA (%, Z#LE CTOREMEORHERZIZEEEITRTED D v, RIGHIEIERIT SRR
%&ﬂ?ﬁmf&@ImAﬁ%uLtﬁﬁﬁmi@M&H@LW;MMRK@%ﬁ?é&%%
ni-, BT FEREOFMBESIC LR e ST Ak A  2.1) 2],

1.16 [EBEE AR &SSO (TMB-High &)

KEYTRUDA (%, RIVAEEZICHEIT L, (WRENSHOICHFFTE 7, FDA KGR L2z
X0 SR A R ERIE (TMB-High) [10£ % A H~_X—2Z (mut/Mb) LLE] THDZ &3
FENT=. AL OVNEOYIEAREE Tz O BN A OEREE#EsE 35 [Aik A (2.1)

M,

AT, RN ORI O & | dAR 2 BUG L7e (BB (14.16) S,
ATENE DGR L, BEERBR T ORI R OMEGE M OBUR S UHE LR DHEDR D D,

+

B FHIBR /N D TMB-High O HX % R B 1231 5 KEYTRUDA D% 4 K OVE 201
i AVASY (NG AV AN

1.17  FefERF- ERzge

KEYTRUDA (&, F7 3T A L CIRIBI AN GE D 58 TSR D B & R - B9 (cSCC)
T HFTEITIED ¢SCC DIBFEZ TG L T 5,

118 FYUTARHT 4 TURE

KEYTRUDA . &V A7 BHI N T2 0T ¢ 7 HEE R HFRidEEE & LT
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WL L OO, RO AiBhE & L TR G2 X D HkRtIa R 2 i & 92,

KEYTRUDA . FDA 23&GR L 7=22Wr3kiz X v fEEAniaic PD-L12& 55 [Combined Positive
Score (CPS) >10] NGRS 7=, RPTFAFEME « UIRAREUIIRBMED N Y Vx0T ¢ 7THIER
FRT DAL L OfFRER IS E T2 [HE - HE (2.1) 8],

1.19  BRAOHIAAR U U 2 E K O O JFESMERERE S B Mg U o N @ 400 mg
6l MR G- 1 A v

KEYTRUDA (%, A D HHAYAR % U L3l R O O RS MERERR AR AR B Al U o3
(2% BB OHESEH & & L C400 mg D631 Wﬁh&ﬁéﬁmkﬁé[m%-w%(m 1.5).
ik - A& (22) 28], RlEISIE, BOERESNT — % BEEAIMEORR K ONRTE & 24k
DORRIZHES & | AR Z G L7 [FRARSEHEER (12.2), %ﬁﬁ%(mw)%%hﬁ@m@

HKFRAEREI L, FREEAER T ORI R OMER L OB N LI L RDGERH 5,

B - A=
2 ik - HeE
2.1 BEER

BEEIRAZ A E L FDA KRB L2 E#RIT. U TZSR

http://www.fda.gov/CompanionDiagnostics

HUM B 51259 2 B EIR

KEYTRUDA @ B 5 TlX, PD-LIRBLOABIZESZ U TORE ZRINT 5,

o HARHOBIER K OURIBH LS BRI AN AN G O T 3 o0 FE/ N R it [ G PR ek
(14.2) ]
o EEBMEOIE NN AR (142) K]
o R SUIUIBR AR RE O R EESHET R - LR o — kiR [EARRER (143) ]
o BRI OBPTETTER UTEEB o RERE [FERER (14.10) 28]
o ARTFHREIC X 2 1R SUTTER S DR BT AR O Vs R XU O ESE (R
ek (14.11) &)
MSI-High X/Z MMR KO Z#IG & T 5556 KEYTRUDA OB 5T, IEEmRAD
MSI-High X% MMR K OIRFEICEE S & BF 2847 5 [FARER (147, 14.8) &M,

TMB-High ## % i)t & 9~ 5854 . KEYTRUDA OB 5T, fEEHIAD TMB-High DIRFEIC
EOXBELZEINT S AR (14.16) S8,

TEY B I IR HARIETICEEEEMRBIE Y7 7 m—J /0 dMMR ZRE O~ A 7
a7 T4 NRZEEDECDAREMENH D720, EEMEEMRBERE T, 723 R
K DAL 2 BAGT 2 AN BRI U 72 R I BSR4 I T TMB-High, MSI-High X TUF MMR X
BERET L Z LIRS D,
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FERENS « ELAGHE O [E 25 A BB 1235 1T D MSI-High XX MMR KA BE3 2% 810> B SR

fizk CHWDZEEKIC L 2 & FDA VAR LEZZRERIC L 2ME & OfIcAR 81 H 57
D, AIRE TdHALIE, MSI-High /X MMR K48 D [E A3 A B Tl FDA 237K L 7223 T MSI-
High /< MMR K OREZ GRS 5 2 EHER SN D, RO =8 O MSI-High,” MMR KiEDZ
WMl T & 220 GA 13, FDA 23K L 72 2WidE CE s B 4172 TMB>10 mut/Mb % HIV CTHEE
ARG 5 (BB (14.7) 2]

OEHBRIEIS R4 % A IR

KEYTRUDA &~ 33 X< 7 0FF T FEDFH TOLSEE & opff B 5 Tld. PD-LIZELO A i
(CHEE S X Fie. AR U O - ESERAE 2R 5 [FRRER (14.11) ],

PMMR Td 5 Xt MSI-High #f S e WIEIT BB LIS & T 5%, Ly T =7 Loff

HEG-CiE, EEMIAKDO MSI XX MMR OIRREICHK S BEZ23INT 25 [RRER (14.15) &
iy

o

KEYTRUDA & {b27EiE & OPF A5 CTld. PD-LIFELOA |2 LS X FFrEssik - Ul
WD U AR BT ¢ THREEBRE IS 5 [FRRER (14.18) ],

BHE OBRPUI BT 5 B0

G, JF MSI-High O HI% Hi9 & LT FDA V&G L7-2 %% . KEYTRUDA & LA
F =7 OPFMREIZEE T % IF MSI-High O 5 EE OBRICHFITN 35 Z LixTE v, [FRR
HEr (14.15) ],

22 HEEAE
% 16.2-1 HRFAE
S | KEYTRUDA 0% & | B 5

TR B}

He A O BB R S 200me E3ARMMRE | gepmiterr s zipaee = i mifER OB 8LE
| El >

BAEDBIER AN 400 mg FoRMBME | ©

RN OB R EE, IR 200 mg % 33 [HI HkE"

/N e P S 1 A - XaJEFEﬁ il ﬁ%ﬁ iﬁfﬂé IR ORIEH ORB R R
L D W R I 400 mg ZcmmEmE | 27

RN O T/ S

SESEI R P LR,

RS ESATER
W, BN A

B ALY I, R )
@fgé“ﬁﬁﬁﬁi, 200mg MR | gomiterr, wraczmvBIERORIU
I MMR 4 0. 400 mg ZeMpE | PP HET
MSI-High X% MMR X
BRI - EOHE.
MSI-High X% MMR X
D ERETY ST
Wi, TS, A
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JE. AV VHRRERE

JESR AT A SR A

PR D RR R

D ) A7 i E IR

pdEs
400 mg % 63 R IR

DI LB s - 1Bz
B
i A\ D BCG FIEA IR M 200 mg % 336 i fAIRE" i) A7 NMIBC OFfgiti L < L3, &

BT, SFR CTE W EITER ORIk
EMpyAET

fiEi, MSI-High X%

NROE A A P %
U Sl R FEPERERE
KM B Hifa U > s

MMR KIEDRE, AL
JV R ST A
TEREHEOEBE

2 mg/kg (Fx K200 mg) %3
20 i e ™

B T, IR TRV EWER ORBE I
24 AET

AR Q2L ) ofE

2 mg/kg (A K200 mg) %3

I, PR TS RVEIEROREH TRE

Eﬁgﬁ%%@m%ﬁ S R R 125 T
DF I

IDONREN ) iR
BE R

SRSHH R - b B 33

200 mg % 338 [ fHIkE"
X%
400 mg % 63 [
KEYTRUDA kAt #ik%
R B 53 2855
X, AL ARG T 5
B2 KEYTRUDA % #5-
T5

HOEIT, PR TERVEER ORI UL
EMyHET

&

R D JR T AT 3L
FR R D PR S 1 B g B

200 mg % 336 A fHIE"
X%

400 mg % 63 [ [
KEYTRUDA & 7k /L
VI XRFUEFRRIC
UFA#Z ST 285413, =
VIRV TR RF &
¥ 5. L7-1%12 KEYTRUDA

595

v RFATERVEER O

&7
i

PUNDY =LY

T8

5

200 mg % 336 A fHIfE"
s
400 mg % 63 [
KEYTRUDA & h 7 AY X

~ 7 R OMb R & IR A
WZOFR G325 613,
kT AW X< 7 OB

FE A B3 DR
KEYTRUDA ## 54 5

v AFRTE ZRVEIER O T

PR D - SR A

200 mg % 336 [A] "
s
400 mg % 63 [T
KEYTRUDA &~y X~
7P XATIEDEH T o1
SFE % R B ICOR &S
TLHHEIE. NV v
7O SULIEDFH e
FIE ARG T HHIIC
KEYTRUDA ## 54 5

LT, TFRTE W EIER DR UL
KEYTRUDA %245 A 535 F T

DUNDL b E

200 mg % 3@ MR
X%
400 mg % 6 R R

PHRAEST, R TRV EWER ORI
KEYTRUDA %245 A 595 F T

089767

C cConfidential




RLTAYXTT GEEFHEERR)

JE54&I  PMBCL

1.6 SEIZETHERKNREEFICETHEH

MK-3475
Page 11

KEYTRUDA &7 %3 F =
75 mg 1 2[R A& 5%
&G 5t
NI
KEYTRUDA & L2 /RF =
720 mg 1 H 1A 5%
DrHRET %

200 mg % 336 A fHIfE"
NiE
400 mg % 63 [ [T

PRIBELT, FFATE RV RITER ORI U

RADE Y A7 Bk
VFINERHT 4 T
B

400 mg % 630 [e] e *
KEYTRUDA kAt @ik%
R B0 53 256
X, ABFEEREE S5 T5
BTl KEYTRUDA % #% 5-

BRAOT BB KEYTRUDA & L > /3F= | KEYTRUDA % i E24 % A5+ % £
720 mg 1 H 1[al#& 0 # 5%
CiRARES S aE I
. o~ {bZEFEE & DR 3 2 TR BRE & LT
200 mg %jf T KEYTRUDA %243 H1#: 5. (200 mg % 31

[ 1 b C81E] 13400 mg % 61 [H][EIE T4
[\]) SUTREEITHEE L ITFFA TE WA
TER OFRBLE T, Z e < ik ik
& LU CicE27# ] % © KEYTRUDA % Bl
Beh (200 mg % 338 [ [ Colal i

400 mg % 63 MIFIFRCSED) SUIFHRA L

75 LA T RO RIE DR % T
200 mg % 338 [ 1 b
X

RN O JRETEFEME - ) 400 mg % 63 [ FEI e

BRANRE SUTHERME R U KEYTRUDA & b5k | AT, PR TX 2V EIER O3B XX
TIEHT 4 7 HpE R BIZOFH&R 532856 | E240 A ET
# X, AL ARG T 5
BTl KEYTRUDA % #% 5-
T5

P304 M2 CEMEHET D

PLEZS UTC, R SOV T, KEYTRUDA & fFHI# 59 2 A O T SCEL B RO = &

t 7% F=7% KEYTRUDA & 3 5456, 6L EEE#IZ, 7% F =7 OYIEIHES mg 7> 6 O EEZHHT5
ZEMTED

§ PR AT SR RTAIBN I & U C b & OF A 5- L 7= KEYTRUDA (C B2 #F T X 2 W ENERA O RBENED S i
- BEICIE, B LS LT KEYTRUDA Z B 5 Lawnws &

2.3 i

KEYTRUDA Ofs|IHELE Sy, —ixiZ, BEE (Grade 3) OffEREEORNEM 23780 51
X KEYTRUDA Z{K39 %, £mzE 7 (Grade4) ofZBHEOFIER. 28 MO 5% Bl
D52 BF 5 HEE (Grade 3) OHRZEFEEORNWEN ORI, XITAT oA FE5BLAH 1208 F 2L
WICEIBEREFRLVECRIOREZ10 mg/ HUT (FL R=yr M) ITETERWEGAT
KEYTRUDA #5- % H1k9 2,

I O—RH 7 faE & R 5 EH A2 BT S RIWEA B L7254 @ KEYTRUDA O A &
IZOWT, [#F L6221 EKT 5,

& 1.6.2-2 BIfEAIZx L THEEE S h % KEYTRUDA 0 R E R
il {E | FfiEx | JH A

B ORIEN [EE RO EoEE (5.1) Z2H]
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Tk Js Grade 2 PRIET
Grade 3 X134 el
N Grade 2 X1X3 PRIET
Grade 4 el
AST XU ALT 23 EYEE ERRO3ME | IRFET
FFI ORISR ZE 7S | EE8AE LA ICHE AN
I B IR X
eV L e B IEEYEE FRROD1.56%
TxF=T Lo | BELLFICHEN
BERBE G2 F7= | AST XX ALT 2N EYEE FRRogfE | thik
B OFEESEHMN | & IZHm
WZDOWTIEF+L6.2- | XX
3% B e U e s MR EEE ERRO3FE
WZHEEN
NR—R T A CRHIEEAEE ERO1GE | RSES
H3MELL T TH - 7255 D AST X
L ALT 723 UM _ERR OS5 L Y
1065 LA Tz s
Xix
R R T A R R IR D3E
FFlg O REBSIR A | HSELLF Th o 72355 D AST X
I B I DT I ALT 23 HEHUEE RO 8(EHA 1015
CLUR iz #n
ALT X% AST 23 HEYEfE FRRO10R% | H ik
eyl
Xix
e VL e PN EEYEE ERO3EGE
W0
N 43 TR Grade 3 X34 %iégi;ﬁﬁ?éifﬁ‘iyliii}gkm
BB % [ 5 ig%(uie 2XAX3DMHF 7 VT F = et
BR
Grade 4D 1.5 7 L7 F= L HEhN ik
SIS, TEN XX DRESS 2315 phoict
AR [
= SJS. TEN XX DRESS »3fEE L7- ik
e
TINEIE/S Grade 2, 3X (34 =l o
— Grade 2 PRIET
R Grade 3 X134 Hr ik
Ik #EE Grade 4 Grade 1L FIZEE T 5 F CIR3E
(AR %
U R E TR
PEHERR AR B
MpE U o iE AR
)
Z DM ORIVEH
Infusion-related Grade 1 X132 H ST AR E 2 T 5
reaction Grade 3 X134 Hr ok

[ 45 K OV A
DEE (52) =
fiE ]
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* AEFSIGEMAGER®E (CTCAE) v4.01225<,

t ORI R AR A OB, Fe 2 UTERSY B EIE (Grade 1LATF) L7284 1%. KEYTRUDA O il 2 B+ 2% 2 &
AT A RE5FED H 128 HEPNIZ 52 L <IEEHSIICEE L2 WXL T L K=Y 1 UHE C10 mg/ H LU RIZHET
T2 EA X, KEYTRUDA O Zdik4 5,

PR—Z T A BRIC AST X% ALT 2 EEYEME FIRLLT TH 28548, FROEERZE N B S AR WAFRISKT 5 B

%, KEYTRUDA ZARFEFH 45 Z &
AH&75:y7i/b5yx7I5~f\AQETXA5¥VMTS/k5yx7x5~€\Dmm%ﬂ@%%w&ﬁﬁﬁ
KEEIIE, SISAT 4 — TV R - Va vV VEERE, TEN=PEEREEMAE, ULN=JEE LR

wRDFIT, EFL (KEYTRUDA) & 5725 TFEMRRA3GE (F&TEE) & R 5 i
IZOWTORLELDTH D,

* 1.6.2-3 FXOFZTEDHABRESZDOBEIERICH L THEINS
KEYTRUDA D435 7% A 2 5 &6
5 BI1EH PR FH B
KEYTRUDA | FEEsE R A0* ALT XX AST 23 EE%E(E | | Grade ILATFICEIET A £ T
L7 F= FRO3MELL 105 AT, 2> | KEYTRUDA &7 % v F =7
7 L PR OB VL E N EEYEE || A REKT
5 [ D2 A i

ALT XX AST 2348l = | KEYTRUDA & 7% F =7
RO3fEE, hofe Y | ik

v EEE _ERR D25 LA
=

X%

ALT X% AST A3 E vl [
FRO10F%LL

R EERLE RO E A LK

TOAERSLEAG ﬂ@(m@&ﬂ%oﬁ%@<o@@%\Wfﬂ#*ﬁ@ﬁ%XMﬁﬂ@ﬁWﬁ%%%ETéo7%&
F=TOHEBICHTZ> T, THRIF=T OURMCEICESEHELZET D

ALT=7 5=0T73I ) 52 AT x2F—F, AST=F ANFELUEET I /) FF L A7 xF5—F, ULN= HUEH R

Lo F =7 L OFHEEHOBIVERICKR L THELRE S 5 KEYTRUDA O A &

L NF =7 L KEYTRUDA & 532546, WTih—F UImislo HE&EE2 R i+ 5,
[# 1.62-2)lZ7R L72 & 912, KEYTRUDA ZRETHIET 5, Lo A"F =7 O HEMREOFERIE
HICHOWTIE, Lo NRNF =T ORMNIELZBRBTH L.

24 AL ORSE
LT S O Y i

o RIFIRMESRE ANV INER Z BRRIC X VSR 5, WIRIZEH DN A G,
BENOLWEAEET S, KL PRO NI HEAITFEH LD

o PR B GRS AR AR & AR D

o RNATADLMEREEHREIEY . USP0.9%EB AT % USP 5%~ R o B 5K O £
Ny ZICBT, RSV ER 2R D TICFRNCIEENR T 2, S a97e ARk~
10 mg/mL ORE & 725 X H1TT %,

o FRIKIIBEFET D Z L,
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BRI R DIRAT

AELEIIRITE 2 GH LTV,

100 mg/4 mL /31 T Vb DAEFEER 2 LT DWT 0D FIETHRAFT 5 2 &,

o HIRIARRITEE TR E TIRETX A, Z OREMICIE., AR O SIEARE L OUE T #%
gﬁ#ﬁfﬁ %é\ﬂo

o WIS T2°C~8°C (36°F~46°F) T, MIIAIRITI6IFH E CHRAFTEX S, M L% H
I, FRRRAERBICR L TCOOERAT LI &, IEHRWNT &,

SRR T TR 34T T TR B IR T 5 2 &,

WL Ly

&5

o BEOIERBIEDEY LR IFEED02~S5um DA T AT 4 H—XXT A7 ¢
VB —D ST A 2 CRIPENR 2 3050 7 THARNEE S35,

o [AUMMTA v THORERRZHEE LW &y

I -E8

SRR A BENRAL A A, A7) DREEA) RH100 mg/4 mL (25 mg/mL) /31 7 /v
EE

L

BE RO LR
51  EERUOBECIZE D EREORIEH

KEYTRUDA %, 717 7 Afast1Z 244K (PD-1) XX PD— VU 4> K1 (PD-L1) OWF i
IZHE T2 HOERBTHF ) 7 —FT AHUETH 5, ZiE PD-1/PD-LIFERE 2 W+ 5 =
SN RV SIERIS ORE Z R 228, RIEMETEA 2 6E S S Z B ORIERNFES LD F]
REMED B D, BEKROMEN EoEEICeHd 2 BER G BEOREMRICIT, EEROELCICE
HEZNTRCTEHEEN TN D DT TR,

HE I CICE L REFEEDORIEMIL. W OHE R IUTMEIZ B THIIT L el
WiV 26&8FTEL O BRI RIRS 8 2 AT REMEDS & %, Sy BE O &I7E I, PD-1/PD-L1
PEOER LGRS THERIY 5 2%, @H 1L PD-1/PD-LIFUADOE G- HIZHBLT 528, &KE5OH
IERIZHH T DD H 5,

o R O RIWER 2 Ik E - WH4T 5 Z L 1d. PD-1/PD-LIFUERD L2 E IR R Th
%, S EEE O RIVER OIREIZ & 5 BRI R & b DIER K OBE A BB I E=2 U v 7 5,
R, 7 L7 F =0 ROWHRBEEREIC DWW T, =2 T B K O 581 5 ob i e L2 2
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%, firafHiBI#EE & LT KEYTRUDA #5925 F ) FAVXHT ¢ THREBEEITH L, XR—2F
A B, R CERALEEIISE U Tl a v FY — e e =4 ) v 745, SO
RAgEDN D56 BYIER L1300 ORK Z BRI 5 o0t et 2 Bke 9 %, WH., HME
D2 % S OEFEE TOFMAE LIZIT I,

FEFE G UC KEYTRUDA ZREETH IET25 2 & [Hik- & 2.3) 2], —fi%IZ . KEYTRUDA
DOIRFETH L A B 5554, Grade 12L FICHGET 5 £ CREMRIFRE R LVECHlOKE (7
L K=y e U B Cl~2mgkg/ H) %175, Grade 1LL FIZdE L 7= CRIE BE R VT H| D
WA BRAE L, 1y AR E S Efkeed 5. RBIRRERLVE CHlEZ G LCH AR o gIfEH 23
B CERWERITIL, oS HEREIEIA O &S 2R 5,

LI ICim T 2 BIWEMICBI T 2 st B e Tl BT Lo BAMERT oA FOREEZZRL
TWauy (B, RS X OB ROS)

Sy BRI D il S

KEYTRUDA (%, %)% BhE O fifiiss 2 51 &k Z 3 /IRt 23 & 5, Milisse O R BRI, R B i
D% EFTE, KEYTRUDA DO ¥H %517 72 B8 D3.4% (94/2799%1]) |2 605 B o Aififiek 28 23
FE LT, 20955, FETICEDEIWERIF0.1%. Grade4130.3%. Grade31%0.9%. Grade2i%1.3% T
bole, MBERRDND BT BFE D6T% (63/9461]) 1X VR R ERVE L HOBRGEEZLIEL L
7o Ml X285 1E1X1.3% (3641) . IR3E1%0.9% (26f1) TiE®H Hitiz, KEYTRUDA %K
WL TR TOBE TERSERICEG 2/ L2, 209 H23% THilEE SR Lz, il
RINFEBL LT B 946 H159% 13 EI1E L7,

KEYTRUDA O B¢ 5.2 5217 7= 1 AR O o U v 8@ 2 A9 5 38941 D Al N A DS A AL
SITERARFABR TIX, 3161 (8%) (ZHiilER 23 EH L7z, T D 9 B Grade3-4D fiiillgik DIEH R
23% Tholz, BEITEHEDRIBRERNVE CF 2 [HEHROTIMEITI08 G :2F
~53% H)] Shiz, MR OFERIL, M REEO R EIZ2030 b TRBRE Th o 7=, Ml
IZ R DEG-HIRIT2141 (5.4%) TRO LTz, MliEKNSFEE LIZEE D 5 HA2%ITIRIEL | 68%I%
BehGahik L, 77%IXm1E Lz,

SNEHEEIER O /N ITE A 763 5 580451 D il N B ASHE A AdL B AT g IR EBR (KEYNOTE-
0917k8R) TiE, 4161 (7%) MRS BI LTz, 20 o5, HTICEDENEMIL0.2%, Grade 4
130.3%. Grade31%1% CTh o7z, BEIEHEORERLERVE A Z G [$5 80 F i X
100 (HPH : 1H~23%H)] vz, Mgk X 285-F k3266 (4.5%) TR Hivlz, Ml
RVFEBLUTZBE D 9 B5A%ITIRIE L | 63%I1EH G2 F 1L, T1%IEEE L,

e BRIE D RAGR

KEYTRUDA (%, THi% 23 20 ZBE DO RKIGRZ 5| S Z TR H 5, IR EERLVE
FHEGIEORERE O KGR 2 & 724 HBE T, A4 M AT a7 A2 (CMV) &Ye RN
INTWD, BIREERNLVE CAFMED RIGRDOEGE. 1E0OFFEKNEZRINT 2 72 DIEGER T
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D FEMZ T 5, KEYTRUDA OEH %2517 72 BED1.7% (48/279941)) |24z B o K5k
MDRBLLTZ, 2095, GradediT0.1%A4H. Grade31%1.1%. Grade2130.4% T -7z, KRIFRNH
LT BE D% (33/48%1]) T, RHMERIBRERVE RO EZ0LEE Lz, BED42%T
13 S 57 D0EMEIARI OG- 2 LB L Uiz, KIBRIZ K 248%5-9111130.5% (1561) | K3£130.5% (13
B) TR® HITZ, KEYTRUDA Z K3 L 72X CORE TIERGERICEGZHE LA, 20
2 B23% TRIGRVDFIH LTz, RIBRDAEEL L 72 BE 4B H85%1X[A11E L 7=,

HT 5 S OV B D AT 2%

KEYTRUDA Hjli# 5-

KEYTRUDA (%, %/ZBH O K% 5| & Z 3 wlaetEA b 5, KEYTRUDA OF 5% %) 7= B
D0.7% (19/2799%1) (25 BHE DRI FEEL Lz, Z D H 5, Grade 41%0.1%A75 . Grade 3130.4%,
Grade 2130.1% CTH - 7=, FFRVBHONT=HEED68% (13/19%1]) T, 2 VERERE R AlD
TG EZEE LTz, 209 B1% TIES 6722 20EMtiAlOR G 2 nE s Uiz, iFRICK %5 %
1£130.2% (6f) . R3EIT0.3% (9f]) TFH HAL7z, KEYTRUDA ZARIE L 72§ T OB THEK
BEERICHR G2 HBA L, BRI o7, FFRFEEL L 72 B 1961 h79%I1 M8 L7z,

KEYTRUDA & 7 X3 F =7 L 05

KEYTRUDA & 7 % F =7 Off #5112 XV . KEYTRUDA it 55 0 & @&\ O EE C, Grade
3RVED ALT KON AST HINZ{F 5 [Ttk 25 & & T w Rk’ & 5, #5-5hanil Mk O G- B
P EHRC IS RER A 21T 5 2 &, BB SR L Y LRI OTFEEREZ BB 5, PSRN
R L7%A KEYTRUDA KOV F o F =7 2RI L | MBS U CRIB RE R VE CAIOEE
Eiatd o2 & [HE - HE (23) 38,

KEYTRUDA & 7 % v F =7 OffHEHIZL V| Grade 3&T4D ALT #1 (20%) &Y AST #§
I (13%) 23 H3Tz, ALT BII123 20 5 3072 B DS5S9% M H VERIR - ARV U Al DB % 5% 1)
7o FEVEME ERRO3MELL ED ALT MM A 72 B (Grade2-4, 1166]) D 5 H94%(X, ALT 28
Grade 1LL FIZ[EI#E L 7=, KEYTRUDA 3f3), 7F v F =7 34f) XiTZOmmHl (5561) Mk
B ENT=926100 9 6 HUEE FIRO3ELL D ALT BEMOFIREN B S 7- D%, KEYTRUDA #5.
BE, 7 xR TF =T REGEE M), ARG EE240 Th o7, ThHDBEITT T, 20
#%IeliE Lz,

S y22 BATH 0D PN 45 Tk B

RIE R4

KEYTRUDA X, #1503t ORIBHERE R 24 5| & Z 9 a[REMEX NS 5, Grade 204 _EDFEI
BUERE R 2Tt LT, BIRAIC L E THhHONIE., AT U fifEEL2 S sHEREL G 5, 2
B UCAKIZ RSS2 L [k AE 23) 1],

KEYTRUDA D¢ 5-% 5217 72279941 122451 (0.8%) \ZRIBHERER 2N REL LT, Z D5 b, Grade
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4130.1%A7i . Grade 3130.3%. Grade21%0.3% T -7z, BIEHER RN SNTZEBEDTT% (17/22
Bl) CEREMERIERERNVE CRIOBRGERLEL Sz, 209 BLRER, S5 MRIERE RV
FUAIOBG 2 fikfe LTz, BIBRERE NI X D% G F1E130.1%A0 (141]) TRD & 11, KFEI130.3%

(8f3) TER® B ALz, KEYTRUDA ZAKIKE L 72§ R TOBE TIERSGERICE G2 L,

TaERR

KEYTRUDA (%, SR NARZ G| EE TR H 5, FRARIL, B8R, AP X
EPRIB & W o 72, mass effect [ZBET HAMIERE 295, TEARKIT N EAEEBIK TEL S
R ZT AR D, LETHIVUL, FVEUMFTRFIEEZHGT 52 &, BEIZS U TARAZ
W52 8 [HiE - HE (23) 28],

KEYTRUDA O #t5-% 517 72 fBE 00.6% (17/2799%1) & FEARNHEIH LTZ, 2D 955, Grade
4130.1%A5 . Grade 31%0.3%. Grade 2130.2% Cd o7, FEEERD A HILIZEF D% (16/1741)

MRS RERNVE CRIORGEZLELE Lz, 2095 HREDR, SR EE R LVE Al
OF G2kt Uiz, FTEAERICEDHGHIEF0.1% @#) TRO B, KEIT0.3% (7#]) TR
B 57z, KEYTRUDA K3 L7 _X T o BE CERGER IR G 2 B Lz,

FEDR e i s

KEYTRUDA (%, %/ B o> HUR I HERERe & 4 5| S Z 3T aetEn & 5, HURIRR TN 0 WAk &
DHEEZ DD ST HBLT 5 AlREMEN D 5, FUIRIBERE TUEE (2 e\ T LR REAR T E 23 FE 5
THZLbd D, BIKMICKRETHIUZ, FRBEERIRTEOS G III R E o FefIE 4 Bl G
L. HURHSRE TOHEE O T I X E R OB A BAT 5, FLEEITIS U CARKI 2 R 3E T
T2z & L HE (23) 2],

KEYTRUDA Ot 5% 13 1-BEF 00.6% (16/27994]) I[ZHRBANFEE L=, Z D95 5, Grade
2130.3% Tdh o 7, FURIBRIC X 2FEF I 72 Do 7 BRRIERIC X A IREEIZ0. 1% (1451])
TR LT,

KEYTRUDA D#5-% %2 72 BE 3.4% (96/2799%1)) (2 FIRRHERE TTHEIE NI L=, ZD D
5. Grade 3130.1%, Grade2(30.8% Td -7z, HURMERETTHENEIC X 2 51 1R130.1% A0 (241)

TRO B, RHKIT0.3% (76]) TR Hitlz, KEYTRUDA Z K3 L 7= 9 X T EBH TR E
BB 2B Lz,

FRLDR AR R RE TUHESE O 7= 72 38 B ST 0B & 1%, AVEROUIER . 12 KEYTRUDA O Bl 512
X DIt A B IR 1 & 52 T2 FE/ N B e BB A S80I ot T < (11%) (KEYNOTE-0915345R) . = D
21X Grade 30D HURAREERETCHESE  (0.2%) 23 L TU =,

KEYTRUDA D% 5% 5% 17 1= D8% (237/2799%1) THURIEREIR TIENEH LIZ, ZD D
5. Grade 3130.1%, Grade2(36.2% Td -7z, HURIBERER THEIC X 2 351 1130.1% A0 (141)

D B AL, REIT0.5% (1441]) THE®H Hi7z, KEYTRUDA %K%K L 7= 3T BE TR

B G520 Uiz, HORBREEREIS MESV BB L2 BE O R HE, RYIR O FRIRFR VT T
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WILE LB L Lz,

FOR IS B T E O 72 70 B BL T O HFI G 1%, KEYTRUDA OBl 5. X137 7 5 HiH|
K7 nAr w7 v Ot s %250 72 BSER A EEmEE18H o TE < (16%). £
DOHIZIE Grade 3D FURIHEREIR TIE (0.3%) M E E Tz, FURIRBEREIR TAE DB 72 72 56 8L X
T OEIG 1L, KEYTRUDA O BB 5451 F 72 AR % o U o Sl 38941 00 1 C i <
(17%) . =D HIZi% Grade 1 (6.2%) %X Grade2 (10.8%) O HURISHEREIR FEN S £ Tz,

FRR RS REAR TIE O 72 72 8B T E OB A%, AR 12 KEYTRUDA O Hl# 5.2
X DI AR BRI A 52 U T2 FE /N i SR A S80I o R T < (22%) (KEYNOTE-091385R) . =
P21 Grade 30 FURARFEEELS TIE (0.3%) A& FEN Tz,

VRO PRI . BERISIES BT v R—=v A& Ete

MBS SR IR D F DO EE K SERZ T =2 U v 7T 52 L, BRI LETHIT.
A LAY R EZBET D b, BEIS U TARIZKRES S 2 & [k - HE 23) 2R,

KEYTRUDA D ¥t 5% 51 7= B85 000.2% (6/2799%1) TIRLBERIFAFHEL L, 1RFERBICE 5
Pe P EI0.1%A0 (161) TH Y | KEH0.1%A0 (16]) Th-o7-, KEYTRUDA Z K3 L7=9
RTOBETERUGER TG 27 Uiz, VRPN RE L2 B8E 3T ~T, RYEOA =
VoG anEe Lz,

Sy BRI D B % [ OVERE RE i

KEYTRUDA (%, %/ZBH OB &K% 5| & Z 3 Rtk d 5, KEYTRUDA OF 5% %) 7= BF#
D0.3% (9/2799451]) THIEBFHDOBERNFBLL 72, 2D H 5, Grade 4130.1%AT5 . Grade 31%0.1%.
Grade 2130.1% CH > 7=, BRVFEHL L 7= HBE D-8I% (8/9%1) NEHVERIE FE R LT H DS
EEEE Ui, BRICEDELH1R130.1% BfF]) TE® LI, KEH0.1% Gf) TR i,
KEYTRUDA ZRFE L 723 N TOBHE TIERUGER IR G ZH/A L, 2056, BROAFE L
BT\ o Tz, BRI LIZEBEIMF D H H56%IFRIE LT,

0% B O K2 JE O RIVER

KEYTRUDA &, %% BEDRE TG R A 0| S 29 /eEMEN & 5, PD-1/PD-L1Fuik % %
BT e, AT 40— TR Va vV SEMFERE, DRESS M O MR ESLRLRAE (TEN) 72 &
D FIBEPERTERAFEBL U T, RN D 5 O IEHIBMEFRIE OB ILR EIRALA L O UL SH
FITPERRE B AR VT A OB LT 5, FREEIDS U CARIZREIT k325 2 & [k
M&E (23) 2],

KEYTRUDA O 5. %5137~ BE D1.4% (38/27994]) THas B o 2 & O RINE A REL LT,
ZD 55, Grade3iX1%., Grade2i30.1% T > 7=, % BEEO K& O RIVER N B L 72 B35 D40%
(15/380) 1Ty MR EFRLVE KOG A2LEL LT,

E B O R B ORIWERIC X 5285 91130.1% 1) TR Hiv. KH130.6% (16f1]) TR
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Sz, KEYTRUDA ZRIE L 72T X TORBE CIERGEZICEGEZH/HE L, 2095, 6%T
V52 B o K2 & ORIWE A AR Uiz, SR O 7 E ORIWEF 2SR E L 7= B 38410 9 H79%
EE L7,

< DO 5055 BEE DRI E

KEYTRUDA D#¢5-% 5217 7= B3 %% Ohod PD-1/PD-LIFUER DG4 @Al Sz, RBER
D31 %A (FFICELHE D2V R Y ) DOREKRANICEE 20 B ORIEH Z L TSR T 5, Zb
DO—ERITEE I TICED L HWESH TV 5,

o DIEMESR DR, IR, AR

o MR BERRSL. R, FRER K OVDIRE. B EGHEBEIEMEE (EE ST,
X7 NU—ERRE, MR, B O = 2 — T —

o R BLEOER. MR M OIRDZ OMORIEVETEIEDFEE T D "ATREMEDS & 5, MR I
ZESEG O H D, KAZBL I ESIERBREOHENEENRIRT 2N H D, SE
IIRR N Z DOMOGEBEEDORIER & & bIZRI LG E, 74 —2 b - /M - JUHER
HELEET L, 2oL, EANRKAOY 27 ZETFSEL20, AT oA RO
BENLELRD,

o BBEFR R (TI7—BAOY S—BoliEPREMNZET) . Bk, F_fEH%

« ERRKROR MR - R ZRMEMR. BIBHRMARE (ROBArEZzE T O%E
iE) . B (1.5%). U U~ FIELHEM R

o AZUGR : BIHVIREREEREIR T E

© M RAER  IRIERE L, AR BRI, mERE RN Y O SHRRERIE, S PERIER
IR RERRERMEBESENE U » ik CGHLR) . v aA R— A etk MR
PESRBEI . SEE s RAE G

5.2 Infusion-related reaction

KEYTRUDA (%, KO Em %% )3 Infusion-related reaction GEBUEMK YT 7 4 T % —
Zate) ol TR ITAERENH Y | BE AT 72279961 D0.2%IZFBL L7z, #EFE (rigors) . HEHE

(chills) | MPEs, Z 5 FEAE, WIEL, 2895, it (KFAFE MIE & OV 24 % & T Infusion-related reaction
DR NMEREZET=2 1V 7352 &, BE (Grade 1) XITH5EE (Grade2) @ Infusion-related
reaction 3B L 7255 1T EAZ FW SUTIEANREZ F1F 5, HE (Grade 3) XUFAMEZE T

(Grade 4) Infusion-related reaction 2358l L 7= 51T EAZ L L, AKAlZ i35 2 & [HE -
Mg (23) ],

53 S MRS 5 A OHE

[FIFEE MR (HSCT) %% 2 BEICB W T, PD-1/PD-LIHUAOE Gai T 5412,
FLEIZED R OZEDOMDOEERESIHENRE T DA REMENDH 5, BHEEEOAIHEL LT, BA
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PR R *HE 9% (GVHD) ., 2t GVHD, 181 GVHD, 58S RTALE % ORF O FFIREA ZEIE
(VOD) KA T v A NEGZ2ET 2RBWERRE (BRRRITREShRY) B¥dD, Zhb
DEPHEIL, PD-1/PD-LIFUED G- & RIS Mt AR O I ATER L7256 THRELT 5
AREMEDN B D

BRSO GOHEIZ DWW T, BEEZERHECEE L, HElERBENAEIT) 2 &, [AfEE S
FMPRFEAE ORI XTI PD-1/PD-LIFiAZ & 5T 25 81E. X274 v b VR ITEBEETHZ L,

54 ZIRMEEBEEBREICH LYY R~A K7 a2 KT X4 %2 % 2 KEYTRUDA %
BIEEE LB IR O

ZRMEREE (PD-1X1% PD-LIFLEAINRE#IS) OBEZxIHRE L2 20 EIEALHBRIZHS
T, VU R~ R7FaZ kT X4 A XY 2 KEYTRUDA ZiBIN#e G L7zBRIC, e o

>%@Bﬂkoé@énk%mﬁﬁu%?\%%ﬁﬁ%@@%%:%JFv4F7+u7&U$
F A 2L PD-1XUT PD-LIREAZ 545 2 LT S nuiany,

5.5 R - BRIRTENE

KEYTRUDA OAEHIEF O | s C8 G L7ea . IBIRICfaRE KIZ 3 raetEn & 5, #inE
TTIE, BREAERRIC R 2 RHR DO REER % . PD-1/PD-L1> 7 VRERE P FHE T 5 2 L1
K VIR EHERFT 2 Z E RSN TN D, AEIDBIE~OBIER2 ) 27 2 HMBE IR D 2
& o MRS 2 RIREED & 2 I MEIZIE, AFI OB G- R O 548 T %4 % A T 2072 Reht )7 15 % F
WHZEERBETHZ L FEEM~D#EE (8.1, 83) B,

FEER
6 Rl

LU ORSRANCEZEZRBIERIC WL, Mot s v a o TEERICRET 5,

o HENUWRCICEAQEMEORNEH 5 LU EOEE (5.1) 2]
+  Infusion-related reaction [Z5 K OMEH EOEE (5.2) 2]

6.1  FEARRER CORER

BRRFRER IR 2 MR T CHEM SN D 72D, & 2 AN ORIRRER TR O DN A FFROIEE
FIEIE, BIOEA OFERABR TORIREG L EHELET 2 2 LTSy, £, BRKIE TR
D B D FBEIG Z B LW AT & 5,

M5 K OVl _E D7) DFC#HIE. KEYTRUDA O BB 5% 52 15 7= R 279941 0D il 5t % B ke
L7ebDTh Y, EpERANBIF1261 L OFE/ N it B 68241 2t A 723> D IEE (b,
FEEM, FEHBOEBEKRRR (KEYNOTE-002, 006/ CR0107%8k)  Hp: Bl #6556 2 OFE/IN
HOR B FRE S50/ A LA AU 7= BERERRBR  (KEYNOTE-001388R) 2N & £015, 279941 &N
z. MEER O EOEE] OFEO/NER TlE, U TOBKRR TR SN-AEER L OH#H
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LCW5% : KEYTRUDA % B G U7=3kBr & L C, SRHOUIERTE O FE/ NI TS o 58041 4 i
AN AL, 77 BR % RHER (KEYNOTE-0917385%) . SESHHEE R - b 5 j8 5 909451 & fHL A
AT, EEMEA, FEFER., ~ /LT ak— FikBi (KEYNOTE-012:8%) . FEMMEL(L, IEEM,
HREAE (KEYNOTE-0553R) M U2 >DEEER L, JEEH, FHE IR (KEYNOTE-040 % OF
048FRER O BUM PR 5-8E) 5 UK % U VoS EBE38B A A AN T2 o DIEEE AL, FEE
Rkt (KEYNOTE-013 & C0875UR) M OMEAEZ (b, FEE R, EFRI IR (KEYNOTE-204785%) ;

SHSER 7L RO B 276151 A A AV AR (b, FEE R, FEFRTHEEER (KEYNOTE-0487 5k
ORGSR ; BHlEBERGIZMAANT X F =7 L G L EA L, IS
AR (KEYNOTE-426:40%) ; I ONZ it O SR, Z 46 ORgIREER 48 L T, KEYTRUDA
2 mg/kg Z 3 FIME. 10 mg/kg %20 MR, 10 mg/kg % 330 ] Ik X 132200 mg 2 330 A A ba C &
ARG L=, 279961 5 5. 65 HLLE KEYTRUDA D5 %% 11 7= BF1341%., 125 HLLE&K
B a2 -BEIR21% TH o7,

VR ANE
A B Y b~ T RIGEROENE BONE

KEYNOTE-006:8 Tl&, 1 BV A~ 7 RIGF TANER & L TCLL YA U OREEIEL 2T T4)
B R RE T B B o R A lE AR (I KEYTRUDA % 5 U720 Mk %2 5l L 7=,
KEYNOTE-006:R 13 & fisk . FEEM. EIRMFBOBKRBR CH Y | BFIXEIELEIT (101
1) S, EEEIT XUIFTA TERWEIEH 2 %819 % £ T KEYTRUDA % 10 mg/kg 23 [H][E & (278
Bi) X110 mg/kg 3 MMM 27761) . XITRBET UIFTFA TERVAERADN B L-HE 0 R
ik Z2RE A BV A~ 7 %3 mgkg M REIRR C4lal £ TG (256f) L7 [EARRER (14.1) &
W], £7-. ACRERR, 25O R RIVE VAR OO mfiFNe L 515842545
A (BVEMERR B OBEE) . HIV 3T B BUAE U <1 C BUIFR 2 & ToiaiR & 53 A1 EhME O i
R T 5 BEILAER L S,

KEYTRUDA O#5HM o fiizs.e» A (&P : 1H~11.0% H) THY ., KEYTRUDA HiHE
TR TH -7z, 64 HLLEKEYTRUDA O 5 %52 1) 72 3 OFI 51X KEYTRUDA 10 mg/kg 2
[EEFR G- KO0 mg/kg 3EHERKR G TENLEN51% /X V46% TH Y | mfF CIFELB L TS
T TBE IR RN o T,

AEBRE O R 71X, FlE O P IAEN 6258 (B : 18~895%) ThHV . BEDOEIEIT60%., H
AH98%. LDH EH-72332%. Mlc 72365%., MMEafE DOBEIEN9%., EHEEE =T 72 BE13/36% C
H Y . BRAF BHEHIN15%. {LFEIEN13%, FERIENR6% TH > 72,

KEYNOTE-006:88 D Z2 M7 1 7 7 A V3208 M IR £ 5 & O3 H IR 5- ClRk CTh > 7=,
Lz -> T, Bt L L, KEYTRUDA Olift&0F4 (55561) L7I- s R a2 ~d, 9%
DRBEDFHEFERIZE Y KEYTRUDA O 5% 1k L7z, 2618, Eo @& TR G IEICE -T2 6%
FHIL, KK (1.4%) . A CORZEHEFR (0.7%), 7 LAF KR (04%), 2R=a—m/{F—
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(0.4%) HOVLAE (04%) Tholz, 21%DBENHEFLIZL Y KEYTRUDA #IRHE L, &
BEEIZRD BN (1%LL F) KEYTRUDA OIRFEIZE > 72 FEHELIL, FTH 2.5%) ThoT,
[ 1.6.2-4] ) O[F 1.6.2-5]IZ, KEYNOTE-00674%% C KEYTRUDA O 5% % \J I8 HE OHEFSL
B ORS IARI A 5 6 & T,

* 1.6.2-4 5EERT
KEYTRUDA DX 5 2 T1-YIRRTRER (LGB N EMEEBEEE TREZE 10%LU L
(KEYNOTE-006 &tE8)

KEYTRUDA 10 mg/kg o .
23 [ B ON3 3 [ M b 4 5 fe iéégzgzi%ji
HEEG (55501
All Grades* Grade 3-4 All Grades Grade 3-4
(%) (%) (%) (%)

—fk - 2EEER L O G OREE

5 | 28 [ 0.9 28 [ 3.1
B2 R KOV F kS E

F5S 24 0.2 23 1.2

e =Pl 13 0 2 0
BB & OSSRk E

B v 18 0.4 10 1.2

Rk 12 0.9 7 0.8
MR g, e K OERREE

Nk 17 0 7 0.4

-5 K] 11 0.9 7 0.8
R LU EE

AR | 16 | 0.5 | 14 | 0.8
1R R E

S | 14 | 0.2 | 14 | 0.8
T AEY AT REE AERE I ENL, EORBEE Tho m A EFLERIN LTz,
¥ Grade 23 %13 NCI CTCAE v4.0(2F:5<
S F95. KIBEVERS. BILVERIS. RGVERIS. BRRES . BEREBIRES . BBMES . F O FEMEES R ORI RIS %
e,
I B Gt % i,

KEYTRUDA % #5- S 7- BB TL0%LL FIZERS BT OO ERAIC BB HERER LT
Fl (26%) KOVELL (21%) K OVE D EEIE (17%) THoi=,

#* 1.6.2-5 R—RASAULELLL-BEREEEREE
KEYTRUDA DX 5 2 T1-YIBRTREX (IEBENEMEEEEE TREZIE 20%L L
(KEYNOTE-006 tE&)

KEYTRUDA 10 mg/kg . R
I 23 R R X B R TEVATTRY
" All Grades® Grade 3-4 All Grades Grade 3-4
(%) (%) (%) (%)
Mg LS
5 I 45 42 45 3.8
KU 7YY RifE 43 2.6 31 1.1
&F b U & AfSE 28 4.6 26 7
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AST H#31 27 2.6 25 2.5
5L AT o—/VUE 20 1.2 13 0
1
2 1. 35 3.8 33 4.0
Y L SERIAME 33 7 25 6

A AT REE RRRE I E AL EORBEIS Th - 1R R R 28I LT,

AR R AT ORRE ST N—RT A /H#&U&’ﬂﬁl@uﬁowﬂﬁﬁéiﬁ L7z B sic 5 < . B,
KEYTRUDA Bf : 520~546f5, A ©V A~=T R : 237~2470CHY . &~V 7 UV RMJEIZOWTIL, KEYTRUDA Bt :
4290, A &Y A~ TR 1830, B3 L AT u— VIIJEIZ DOV TiX, KEYTRUDA Bf : 484f, o &Y A~ 7 Ff : 20561,

$ Grade 23 $H13 NCI CTCAE v4.0l12%-3<

KEYTRUDA % #& 5 &7 H8 T20%LL EICERD &3 7-F O o G PR I B 25 72 i R R A R
Wik, KT L7 2 mSE (All Grades : 27%. Grade3-4 : 2.4%) . ALT #3840 (All Grades : 23%. Grade
3-4 :3.1%). ROT VAV EAT 72— (All Grades : 21%. Grade 3-4 : 2%) T -o7-,

A Y =T WG B BAE

KEYNOTE-00258k Tl&, A £V L~ 7104 & O BRAF V6004 [ D354 13 BRAF FHEH
TR IR BAETT L 72 BIBRANRE S TR M E O PR SR A AR 12 KEYTRUDA % #¢5- L7204
PEARHE L72, KEYNOTE-0025RERI3Z 2 fisx. —#BEM (KEYTRUDA O &), MEXL (1:1
1), EENIBOBHRABRTHY , BHE (5284]) X KEYTRUDA %2 mgkg (178f1) Xi%10 mg/kg

(179%1) ~CIEMMIRE, UXIRBRIY A 2SR Lo b22iiE (17161) 2S5 S, (basiik
DOBPLL, XN ANT Yy (26%), TEY B IR 25%), N7 UV EZXENLTNVRTTTF o Off
A (25%), "7 U Z%kL (16%), DVRTTF v (8%) Tholz [HHERAER (14.1) 28],
Fo, HORERR, A VY AR 2EEOREREEDRITEM [Grade 4 X 131216 2 2 TRl
REEARNLVEH (L F=yr U HE10mg” B L E) 2 X 21E% %225 5 Grade 3OEIER) .
EE ORI BE ARV H R O O IHIANC & 210 2 B4 D58, BRI B OBEE,
HIV % B B L <X C BT R Z2 5 0inE a2 2 D IHEM O 2 A3 2 Bk & S
7=

KEYTRUDA 2 mg/kg 3 B HIf@ &% 5 O 54 o g fEfi1X3.7» A (%P : 1H~16.6% H) TH
¥ . KEYTRUDA 10 mg/kg 3 [F] M@ # 5- 0¥ G- WM o h R fEgiz4.8 » H (G : 1H~16.8% ) T
& 7=, KEYTRUDA 2 mg/kg #% 5 C6# A LL_ |- KEYTRUDA D #t 5% %17 7 BBE OEIA1336%, 12
s AL EEG 22 T BB O EG1E4% TH Y, KEYTRUDA 10 mgkg # 5 T6» A LL E
KEYTRUDA D522 - BHEOEIE1T41%, 124 AU ERE 23210 7288 OEIE136% Th -
77

FRBREEH DT K 713, O T IRE 625k (HEPH : 15~895%) TH Y . FMEOEIEIL61%, H
A7398%. LDH L5-2341%., Mlc 5383%. HEFTIE K& QMR ME DB R A ISR T 2 piaEEZ2 1LY
A LA BT T2 BAEIET3% (4 B U A~ 7 753100%. BRAF BHEHIZ25%) Th 0 | KIS OB A
15% ThH -7,

KEYNOTE-002iBR D2 M7 7 7 7 A /U132 mgkg #5 K N0 mgkg #5- TRk CTH o7, L

=R T, ZaMEoffE L LT, KEYTRUDA OMBEEAZOES 357#1) LI-firisE4s =7, 12%
DERENAEFRIZLY KEYTRUDA OS5 %2 F 1k L7, SHEEICRD LN (1%L L) &5
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IHICE S o/ EFFGT, S RBEREBIET (1%). BIE (1%). MFERREE (1%) . HilgEg (1%)
M OEHHRE (1%) Tholo, 14%DEEDAHFFRIZLELY KEYTRUDA ZRHE L, &HEEIC
Bz (1%LL ) KEYTRUDA OIREKICE - - A EES T, HRRE (1%). TR (1%) &
OBEIR LB IR 2 (1%) Thotz, [#F 1.62-6] L T[F 1.6.2-7]112. KEYNOTE-002#& 5k ©
KEYTRUDA D¢ 5-% 52\ 7o 838 OF HEHEL K ORI A E R 427,

* 1.6.2-6 5EERT
KEYTRUDA D5 #ZIT-BEHEAERE TREINE 10% L L (KEYNOTE-002 X&)

KEYTRUDA A
2 mg/kg & U0 mg/kg {%Eﬁ’)ﬁi
HEHEG 330 M b 5-(357441))
All Grades® Grade 3-4 All Grades Grade 3-4
(%) (%) (%) (%)

B2 R KO PSS

I FIE 28 0 8 0

FB| 24 0.6 8 0
H RS

A 22 0.3 20 2.3

T 20 0.8 20 2.3

MR 13 1.7 8 1.2
MR g, FERE K OERREE

LS | 18 | 0 16 0
—fk - 2EEER L O G OREE

FEEN 14 0.3 9 0.6

I IE 10 2.0 9 1.8
R EAS RS & OV & ALk s

i | 14 | 0.6 | 10 | 1.2
P ALFIRERE & RIRE XUIZE N EOFRREIEG TH > 2 EAEFG L2 EIR LT,
PALFIREE X IINANT L TEYVOI R, IANRTSFL /N0 ) ZXBAOHH, X2V EXvL, IV RTSFF
N
$ Grade 3 #H1% NCI CTCAE v4.0l12%-3<,
| F55. FLBEVERGS, BOVERB. BRI, BEREBIRS, EBNABROZ I B & i,

KEYTRUDA # 5 SN/~ B Tl LN FOMOEEKRICEE 2 A EELT IS (43%) .
B (22%) . BEJEGE (20%) . WEM: (13%) KOOSR ==2—a 9 — (1.7%) ThoT=,

x 1.6.2-7 R—RSA LB LI-BERREERS
KEYTRUDA D5 #Z+1-EHEEEEF TRIEZE 20% L E (KEYNOTE-002 :45&)
KEYTRUDA
2 mg/kg } N0 mg/kg bR E
B PR p AT 338 R bR -
All Grades® Grade 3-4 All Grades Grade 3-4
(%) (%) (%) (%)
g4 LS
5 g 49 6 44 6
K7 N7 2 E 37 1.9 33 0.6
K U U AE 37 7 24 3.8
&KUY RifgE 33 0 32 0.9

C cConfidential

089767



RALTAYRXY T GEEFHEERZ) E51% PMBCL MK-3475

1.6 SEIZETHERAKRREICET IEH Page 25
;gﬁU$X77&E 26 3.1 18 1.9
AST #9h0 24 2.2 16 0.6
1 B R R YR ) 22 0.4 13 0
& A v  ALE 21 0.3 18 1.9
ALT 40 21 1.8 16 0.6

T AR & R T L, O RBEIA TH o BRI AR 2 5RIR LT,

AR R A RE ORBRE ST - T A /H#&U&’ifﬁllﬁ!ﬂi@%ﬁﬂﬁﬁ%f#bfz%%& RS, BEKIT.
KEYTRUDA B¥ : 320~325(1, Ab22FIERE  154~16161THY . & MY 7 V&Y FAEIZOWTIE, KEYTRUDA Bf : 247
B, ALFHRIERE - 116/, 1L P R ERHED (2O Tk, KEYTRUDA B : 26301, L2 ikRE - 1234,

$ Grade 23 $H13 NCI CTCAE v4.0l12%-35<

KEYTRUDA % #5 & 72 B T20%LL BIZF8 6 b= OO BER MM R 1L, &if (Al
Grades : 44%. Grade 3-4 : 10%) KONV REREE (All Grades : 40%. Grade 3-4 : 9%) Tdh o
7=

11 B #3003 I C oo Bk B B U BT O£ i Bh s

KEYNOTE-716:881%, OB #H UL C MoE:RAEEF60%] [ERHER (14.1) BM] (2
KEYTRUDA % #:5- L, KEYTRUDA OIRZEHIHI O RAEIT9.94 A (&P : 0~154% H) Tho
7o, HOSRERBZAT 588 REMHAIC L DEREET S E%Wd( EDBFE . KSR
OEMROEL G0 BE T AEE S Sz, IB #3U3IC WoERefEBg ic@o shi-
BEFGIL, KEYNOTE-0543R8R 2 HA A A4 B v 72 T O BN R A E A 101141 X KEYTRUDA
Ze B B SN 7o M RAE X 13 NSCLC B 27990 RO b AEFLR LFERTH -7,

1L o0 FEME SR (A RO B DI PR AR BN I T

KEYNOTE-05438% (%, MA # (VU >/ izl mm#8) . B I ITIC B ook BafE 6 L

eI E AT - 72 B 10196112, KEYTRUDA 200 mg % 338 B 0 C A sE (509%1) X~
ZEAR (5026) EERUFEMEL L2EEAL (1:1) —HEEemaE [BARRER (14.1) 8] ©
& ¥ . KEYTRUDA OB P 5-RF D222 2 50l L7z, TEEMED B OBk B2 a5 5 B3, ik
PN K DIEHR A2 B 2 EPHPIREO B | FESUIIROEMRAE 2 A 9 5 B 1R wEE &
Stz, 76%DEE D64 HLLE KEYTRUDA % # 5 iz,

ARBREEH DT SR F1 3. ARlin oD TRAE AN 545%  (REPH - 19~887%) . 65k LA £7325%, FPEOEIE
7362%., ECOGPS 7300 72394% % Y ECOG PS 231 D BEM1R6% T - 72, A H5316%, 1B H
2346%, IC Hl (1~3fED U o Eilis) 2318%. HIC H (4fELL LD U U~ Hifsf) 7320% T -
77

KEYTRUDA D25 5217 7 i3 0253 R BEAT LIS DOJRIRNC L 0 BT U7z, FERNIT AR ER Y
& BB REIR % 1 O W BUS, KO Z M D B CE & T - 72, KEYTRUDA O#& 5
Tz T BB DO2S% N EERA ERFL LRI LT, KEYTRUDA O 5 %5 1) 7= B D14% 013 F E
FRIZRVEEGEPIE L, ®EE (1%L 1) (28D b e &G IR E - B EERIIAMESK

(1.4%) . KBk (1.2%) KOVFH (1%) Tho7-, KEYTRUDA O 5% 5T 12 BE D19% M4
FRGUZL B2 L EEE (1%L E) IZ8D DI TREIZE - 725 FEERIL T (2.4%) .
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Ml Ze (2%). ALT #8001 (1.4%). PBEER (1.4%). AST H9I0 (1.4%). FRORIRSE (1%) MOYETT

(1%) THotz, [£ 1.62-8 % U[F 1.6.2-9]IZ, KEYNOTE-054

- BEOEEER M ORI AIESR T 277,

BT KEYTRUDA O 54275

* 1.6.2-8 5EERT
KEYTRUDA D5 #ZIT-BEHEAERE TREINE 10% L (KEYNOTE-054 3XE&R)
KEYTRUDA 7SR

fE 200 mg 31 [ R4 5 (50941) (50241)

- All Grades* Grade 3-4 All Grades Grade 3-4

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

H ke

T 28 1.2 26 1.2

AL 17 0.2 15 0
B2 R J O PSS

S FIE 19 0 12 0

B 13 0.2 9 0
R EAS R S & OV & Lk s

B v 16 1.2 14 0
PNy ABE

FOR IR RE IR T E 15 0 2.8 0

FROR IR RE LI E 10 0.2 1.2 0
MRS, Mok & OV s

Z K 14 0 11 0
— - EHEER L OGN O REE

I IE 11 0.2 8 0

A VTN RER R 11 0 8 0
AR AT

RE R | 11 0 | 8 0

VTR L RRE T TN LORBREG Th - 1o A HFFR LB L,

¥ Grade 2y $f13 NCI CTCAE v4.03(2F5<,

= 1.6.2-9

R—=RSA UM LBIELIBREKEEEER
KEYTRUDA 52 T-EMREEBEE TRIREIS 20%Ll L (KEYNOTE-054 5XER)

KEYTRUDA

B 200 mg 338 [ a5 7R
All Grades® Grade 3-4 All Grades Grade 3-4
(%) (%) (%) (%)

Mg LS

ALT #4701 27 2.4 16 0.2

AST #9h0 24 1.8 15 0.4
iRz

U BRI | 24 | 1 | 16 | 1.2

VTR L ARE TN LD RBEIG Th o TR RS 2R IR LT,
b R RR A AR ORBEI G I N— R T A VR OG- 1B ORI & 92 L7 B KICES < BRI,

KEYTRUDA Ff : 503~507f, 77 & REE : 492~4984,
$ Grade 43 #H13 NCI CTCAE v4.03/2%-35<

FE/ Nl e e

ARG T NE O I - ERIE/ N ATRE (A b L2t RROT T F AL & Off

089767
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A

KEYNOTE-1895l 1%, ZhigxtiF, —HEM, EIEAML 2: 1), FEEGFROBEKRBRTH Y |
EGFR &5 - AR T ALK Bl G381 TR RIBE T O IER - R 3E/ N
JifigE B & %P8, KEYTRUDA & XA b L%t R R OVRBRE Y A ANRIR L= 7 Z - #A1E
FIHNE (VR TTZF U NI AT TTF ) b LIZBEOREMEE27Hn U [ERRHER (14.2)
2], 76076173, KEYTRUDA 200 mg &= A | L ¥t KR 7 F 8K 2 3 MR 4= —
APFRBEH%IZ KEYTRUDA &2 R L&t REOHHES (405H)) X7 T7BRENX R L
T REROT T F A 23 MR T4 — AR ERICT T ER LA N LXE Nk
B 02fl) =7, IBBREAEIE G RRFEUNIC R RIEZ LEE L A OB RBE AT 5
B SR IIHIANRR 2 B b U7 B XX BRI I B 5-/ii2638 M LANIZ30 Gy % 8 2 5 Hil
(2R B BHRIRE & = QO BB IR & Sz,

KEYTRUDA 200 mg 38 [MEFE# 5o G- o hd iz, 725 A (& : 1H~201% H) T
Ho7, 64 HLLEKEYTRUDA O 5 %51 12 BE DEIE1Z60% ThH T, DNVRTTTF o DO
B2 - BEOESIINR% TH -7,

AEREE O R 713, FlvO R R 6458 (FiPH : 34~845%) . 65k LA E0349%, BHEOEIG
D59%. FAADY%, T T AN3%, _X— AT A UIFICIKIERE OB 2 A L TV EBEN18% Th

-7,

KEYTRUDA D¢ 5-% 51 2 BE D20% N A EFFRIC L 0 FHE2HIE L, mBEEICRD bk
BRI E - o GEEGL, MK 3%) KORMEREE 2%) Tho7z, KEYTRUDA O
22 I BBEDOSB%PAEFZICIVEGELRIEL, @EE 2% E) IZRD LN TIREEIC
ST B EFG IR MR T 1T, P EREAE (13%) . JEJRE P57 (1%) . &l (7%) . 1.
IRIBZDE (5%) . THI (4%) . ik (4%). d 7 L7 F=8800 3%) . FELREE (2%) .
B ERIBE (2%) . ERGERYE (2%) . ALT 8900 (2%) ROVEEL (2%) Th-o7z, [# 1.6.2-
101X O 1.6.2-11712, KEYNOTE-189545% ¢ KEYTRUDA D% 5-% % 1} 7= BE OH EFS L O
IR B 2R,

% 1.6.2-10 5EER
KEYTRUDA D% 5 #2IT1-ERIFE L FEIE/NMAEIMEEE THRIREEG 20%L £
(KEYNOTE-189 &tE&)

KEYTRUDA 200 mg 3[R G- L~ X & | TR ER_X ML X REOTFFF
L&t REOT 7 F AN E & Off RF L E OO (20241)
HERGR F(40541)
All Grades” Grade 3-4 All Grades Grade 3-4
(%) (%) (%) (%)
H RS
L 56 3.5 52 3.5
(EE7A 35 1.0 32 0.5
T 31 5 21 3.0
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RALTAYRXY T GEEFHEERZ) E51% PMBCL MK-3475

1.6 SHEICET2ERARKEFCETLEH Page 28
Mg - | 24 | 3.7 23 3.0
— - RHFEERS LR SEAMORE
P97t 56 12 58 6
FEEL 20 0.2 15 0
R L OvRERE
A ARIEE | 28 | 1.5 | 30 | 0.5
KBRS O Tk
Rt | 25 | 2.0 | 17 | 25
MR SR, ERE L OERREE
WK 21 0 28 0
% ] 21 3.7 26 5
* Grade 43 H1% NCI CTCAE v4.031235<
R AIE R O S A E e,
PMERRRIE. BB, RV, BUREE. BUREBIREE . EBVERIE. £ 9 FEMERS R OMSIEVER B & B i,

= 1.6.2-11 R—=RAFA MBI LI-ERKRREERE
KEYTRUDA D% 5 % % 11-3F R F £ & 3F/Miia sz BE TRIEES 20% L £
(KEYNOTE-189 &)

KEYTRUDA%OO mg §@FaﬁFaﬁBr%&Ef§\m SR LN LR RO T F
e R R A B EOPHH -
All Grades® Grade 3-4 All Grades Grade 3-4
(%) (%) (%) (%)
JiIRE
2 1. 85 17 81 18
U v REREDE 64 22 64 25
I HER 48 20 41 19
/R 30 12 29 8
Mg LS
5 A 63 9 60 7
ALT &0 47 3.8 42 2.6
AST #9000 47 2.8 40 1.0
K7 L7 2 e 39 2.8 39 1.1
7 LT F= 8N 37 42 25 1.0
K7 bV o AIfjE 32 7 23 6
1KY ERIMIE 30 10 28 14
TNAHVRAT 7 H— 26 1.8 29 2.1
VN
&AL MIfE 24 2.8 17 0.5
& U U A E 24 2.8 19 3.1
KAV v A MAE 21 5 20 5
* AR RE OFBE ST N— AT A R OB 5% 1R o BRI & 95 L7 BERIC RS, mERIT
KEYTRUDA & X2 N L%t FEOT T FFRANLZRE L OFHRE : 381~40141], 7T R ERA ML REQRTTF
FBUAN LR & OPFATE - 18461~19741,
t Grade 2y 13 NCI CTCAE v4.03(12F:5<

ARG CHBME O R BRI/ NIt (AR T T F o RO T Y XX/ RiE nab-s37
Z X AL & OO

KEYNOTE-407: 1%, Zhiaedtlal, “HEM., BIEAE (11D, 77 B RxROEKRRERT
bV KRIGEE CEIEBME O R EBIE/N a5 (55861) % %52, KEYTRUDA & 71 /LR~
T F R ORI Y RIS @R L7 by (N7 U 2 2|V UT nab--X27 U 2 X&1) %20FH
Beh Lo 223 i Uz [FRARER (14.2) 2], &A1D203%] (KEYTRUDA & {b=701k
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OPFREE 10141, 77 &R LALFREO RS 1026]) OLEMET — 2 BRI AR TH 5,
TRBRIEA B 5 RRELINIC 25 BIE A2 L & U- H CRERBRE F 9 5 84 S mifilFieR%z
WEEE LT, SUTEBRIERI B 5-Ri263 [ LANIZ30 Gy Z#8 2 2 MIEfI k92 B s is %
AT TV B IR & STz,

KEYTRUDA O# G o dfEix, 7o A (@i : 1B~124 H) Tho7z, 65 HE
KEYTRUDA O 5% %} 1 BEFE DOHIEI1T61% Th 72, #2030 55, WNRTTF &Ry
U XX NOBE 25T T2 BE D139 (68%) KOV AKRTTF & nab-s37 U XX LOEE
T BE D64 (32%) ThoT-,

B O F R 1%, FlvDO R 655% (HiPH : 40~835%) . 65mkLL E0352%, BHEOEIG
M78%. HIAD83%., MM DOBEEZ A L CWZRENI% TH -7,

KEYTRUDA D25 %253 72 BB DI5% N A EFEFRIZ L VG2 FIE Loy, REFITHBLLT-
BEFRII DT, BUDERENFEFRICEIY KEYTRUDA 2R3 L, BHEEE1/E D 2%
PLE) AEEGL. M/ MWEE (20%) . 4FHERBUME (11%) . &l (6%) . HIE 2%). K&
OFH 2%) Tholz, @HEE Q%L E) ([ZEO b EERAEFRRIT, BEMELG P EREE

(6%) . ffige (6%) KOVREEEG: 3%) Th-oTo,

KEYNOTE-4073 81235 C KEYTRUDA &AL FHRIEOPEFRE G CIE7 7 2R b5k o ff
b Ll U CTIRESE (47% vs. 36%) M OSKRIHME= 2 —r /3F— (31%vs. 25%) DORBLEIG

B o T2 2 L RV TL, 2% KEYNOTE-407:35k THRed b= A EF SR 1T KEYNOTE-1897
DEEFRRLFEKTH-T-,

SR DI R

KEYNOTE-04258%1%, ZMisxdtlnl, JEEM. EIEA (1: 1), BEGREBRTH Y | SFRY)
B U < IRIB LSRR IE Ot 82 & 7 B 72\ RIGH D PD-L1FEBLEG % 00 T o0 FE/ N i
FERE . XUTIEBYEO IR/ MR B 1251 N & 5212 KEYTRUDA D248 51 L 72 (R
AR (14.2) 28], BT KEYTRUDA 200 mg Z 3 EME (63661) . SR Y [ Aifi )3 i8R
L7z b=k (61561]) OWTF ook 52517 7=, (bFEIEIE, XA LI B REDAVRTTF
Y OBGHARETNA MLkt FEA3ERMR GL26), I 7 V22XV EDNVRT T F
DOEE%, ALETRA L3t FE3EMMER (30341 TG L7, EGFR #1512 R X
ALK @& FHEOIEG 2 A3 588 2FURNICETRIEZLEL L O REx2 A7
5 HBE . R IHIFAR 2 M3 L LT EEARRE D B | SUR263H B LANIZ30 Gy & 2 25 i
K2 R & % T B R ERS & ST,

KEYTRUDA DO#EGHE O HhRAiix, 5.6 5 H (P : 1H~273% H) Thovz, 64 HULE
KEYTRUDA 200 mg D 5-% 5 F 12 B OFIG 1L, 48% Th -7z,

B O R 113, FlvO R R 6358 (#iFH : 25~905%) . 65k LL E0345%, BEOEIE
D T1%. FAAD64%. T T AD330%., BADR2% ThH o7 19%I1F e A=y 7 R XIITT T
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HoTz, 8T%MEABMIEE (IVED) . 13% 03 H (IMA #12%., B #]11%) . X—RA 7 A S ERZEER
DO 2 A L CW-BENS% TH - T,

KEYTRUDA D25 %2513 72 BE DO 19% P8 G HEFRIZ LV 5% F1k L7z, KEYTRUDA Oz h-
FURIZE S T2 ERAFFRIIMIER (3.0%) . JLAARH DL (1.6%) K OMK (1.4%) Th o7,
3B%DBHENAEEFFRICLY KEYTRUDA ZRFE L, EEEIGAEmW 2%LL ) A EFES I
IRIR A BRI, g (3.1%) . Mgk (3.0%) . HURBHEREIR TE (2.2%) KO ALT ¥4 (2.0%)
Thole, MBE Q%L IZHRD LN EHERAHERRIT, MK (7%). MliEk (3.9%). Mk
BIE (2.4%) KOWIK (22%) THoiz,

[#£ 1.6.2-12]% O 1.6.2-13]iZ. KEYNOTE-0427&5% C KEYTRUDA O $¢5-% 5 1) 7= R OF &
FHE R OERRAEERT 2T,

* 1.6.2-12 5EER
KEYTRUDA D% 5 #2(T1- e/ Mtz EE TREDNE 10% L L (KEYNOTE-042 55&%)

KEYTRUDA 200 mg bR
s MRS (6361)) (615%1)
All Grades” Grade 3-5 All Grades Grade 3-5
(%) (%) (%) (%)

—fk - 2HEER L OB G ORI

P97t 25 3.1 33 3.9
FEEN 10 0.3 8 0
Rt L OsekEE

A BkIBEE | 17 1.7 21 1.5
MR g, ERE K OEmREE

IR K] 17 2.0 11 0.8
Nk 16 0.2 11 0.3
F2 G KOV PRk E

Rt | 15 1.3 8 0.2
H ke

A 12 0 21 0.2
T 12 0.8 12 0.5
AL 12 0.5 32 1.1
PNy AR

RIS AR TAE | 12 [ 0.2 [ 15 [ 0
JRYER L O dUE

fiii % | 12 | 7 | 9 | 6
AR AT

(R | 10 | 0.9 | 7 | 0.2
* Grade 23 #H1% NCI CTCAE v4.0312%-35< .,
S R OMIE S E R S T,
RSB, AHVERE. SRR, BRREBIREE. BB, 20 NS R OBEEN RIS R A,

# 1.6.2-13 R—RF4 LB L-BRRREEESR
KEYTRUDA 0% 5 % % 1 1-3F/MllfaffiE BE TRIIREIE 20%LL L (KEYNOTE-042 5HER)

KEYTRUDA 200 mg 338 [ iibe % 5- (bR
i R AR AT All Grades® Grade 3-4 All Grades Grade 3-4
(%) (%) (%) (%)
M4
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5 A 52 4.7 51 5
ALT &0 33 4.8 34 2.9
K7 L7 2 e 33 2.2 29 1.0
AST #9h0 31 3.6 32 1.7
K7 bV o AIfjE 31 9 32 8
TIVHIURAT 7 X — 29 2.3 29 0.3
BHN
&AL AfE 25 2.5 19 0.7
& U U A E 23 3.0 20 2.2
7m ke e INR H# 21 2.0 15 2.9
il
ik
2 43 4.4 79 19
U 2 SBRIDE 30 7 41 13
Y AR RAME T ORBE ST AT A VRELR O G% 1B EOBRRAEZ S L7 BE RIS <, BERUX
KEYTRUDA %f : 598~61001, {L2FRERE © 58841~597f, 7’1 b B INR#I : KEYTRUDA Bf : 20361, {b27ikE
BE 17341,
* Grade 474813 NCI CTCAE v4.031233< .

BV O I/ N

KEYNOTE-01051%, ZHtiax kA, FEEM. EIERL (1:1:1), FEESROBRKRBRTH Y |
77 F RO REEE S TR ICEBET N O B AL IR/ MR B R 2 PRI
KEYTRUDA % #¢5- L 72 BE DL BNEZ TN L 7=, 7235, EGFR EZMEEIR 74 B X ALK Ei51
R A A LTV D85 3o O 72691k 2 5200 7o [ERAR SR (14.2) 28], 9914153, KEYTRUDA
2mg/kg3 i R FEIRm i 51 (339451) . 10 mg/kg 33 [HfAIfR I G-1E (343451) UL FEZ FE1 75 mg/m

AR GEE G09%]) OWTIZEIY 1 bz, AORERBEEGIFL TV DL ERE,
By PERIR R R LV AU S M AR 2 LB U7 B, XUTIRBREEY) a4 H-Ri2 63 [# LA
WIZ30 Gy # #8 2 2 BT 63 2 A SR L 2 52 1 QO T2 I IS & Sz,

Fe 5 O P Yl X, 2 mg/kg 338 FFEIFER 58 C3.50 H (#6PH : 1H~22.4% A). 10mgkg 3
IR G-HET3.50 H (#iPH : 1H~208% H) Tholz, Til7 —Zid6n AL EOEE LT
7. 2 mg/kg 3 HIFIRFR G- HED31% D BE THERL L T\ 5, 10 mg/kg 31 [H IR 4 5-8F TlX34% D
BER6n AU EO®RE %2517,

AR O R 1%, Fl o T IMEA635% (FPH : 20~885%) . 65mLL EA42% TH D . Fk
DEIGIE61%, FIADBT2%. T T Ni321%., ST TR ED8%, MR R91% Th -7,
JREERE DREFE 2 L CW T EBEDS% TH o 72, 29%D BED , T AT O IR/ N i
(2t LR, EO RSO OHIN AANER 2% T Tz,

KEYNOTE-010:&5# 23 T, KEYTRUDA 2 mg/kg $¢5-8% & N0 mg/kg & GREO L &M T v 7
7 A VITIELL L T2z mEEA GFAIRHT L7 (68241) , KEYTRUDA D¢ 5% 5217 72 BB D 8%
NEERRICE VRS 2P L, BEFILICE - ERFEERIIMEE (1.8%) Thotz,
23%DBENAHEFFLRIZLY KEYTRUDA ZRFE L, BBIEIGRE W (1% E) AEFERIT. T
F(1%) . 3897 (1.3%) . Mige (1%). AFEESESI (1.2%) . BAEGE (1.3%) R OWlESE (1%)
ThHolz, [F 1.62-14] KL O[F 1.6.2-15]iZ, KEYNOTE-01075% T KEYTRUDA D #%5-% 51} 7= &

C cConfidential
089767



RALTAYRXY T GEEFHEERZ) E51% PMBCL MK-3475
1.6 SNEICHITHERKREICETIEH Page 32

HORERR L OERREIER W 2R,

* 1.6.2-14 5EEHR
KEYTRUDA D& 5 # 2+ 1= I/l fhfE BE THRIRENE 10% L E (KEYNOTE-010 5KER)

KEYTRUDA 2 mg/kg } U010 mg/kg Kt %t /L 75 mg/m? 338 R & 5-

e 3 bR 5 (682451) (309%1)

- All Grades® Grade 3-4 All Grades® Grade 3-4

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

R LU EE

A ARIEEE | 25 | 1.5 23 | 2.6
MR g, e K OERREE

-5 K] 23 3.7 20 2.6

Nk 19 0.6 14 0
H RS

L 20 1.3 18 0.6

R 15 0.6 12 0.6

g - 13 0.9 10 0.6
F2REF KOV TRk =

FBt 17 0.4 8 0

I FIE 11 0 3 0.3
RS R S & OV & ALk s

B v 11 1.0 9 0.3

Rk 11 1.5 8 0.3
CORBEIGN R X RAAEEREEF LT R FEABEHLY L EVEERS:
t Grade 23 %13 NCI CTCAE v4.0(2F5<
R, RBEMERE. BERES. BEREBR S, EBNRBRUT S EERBE D,

KEYTRUDA # ¥ 5 SN/~ B THRO LN FOMOEERICEE 2 A EELIT I (25%) .
THI (14%) . BIIAE (11%) KO%E (11%) Th-oTz,

# 1.6.2-15 N—RF4 LB LERKREERE"
KEYTRUDA 0% 5 % % 1 1-3F/NllfafE BE TRIIRENE 20%LL L (KEYNOTE-010 EXER)

KEYTRUDA 2 mg/kg } U0 mg/kg Kt %t/ 75 mg/m?
” 330 IR bE % 5 330 IR bR 5
HaIA R All Grades* Grade 3-4 All Grades* Grade 3-4
(%) (%) (%) (%)
MmiEAELS
K U U AE 32 8 27 2.9
TIHVKRAT 72— 28 3.0 16 0.7
AST #50 26 1.6 12 0.7
ALT #4n 22 2.7 9 0.4
* REEAN R EARGHELE U R ARG LV b E W ERREMEE
T AR RAEREE ORREGIE. N—R T A R EORBRIIF 120 EOBERERE R I G LN T D BEKICES
< : KEYTRUDA (631~638f1), KtEXXtE/NL (274~27761)
t Grade 2313 NCI CTCAE v4.0(Z 75 <,

KEYTRUDA O$:5-% 5 15 72 BFE D20%LL EIZHBL L 72 % OO EER MR 5L, &b (Al
Grades : 44%. Grade3 X (%4 : 4.1%). & (All Grades : 37%. Grade3 X134 :3.8%). ®m ~U 27V
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+ U FifiE (All Grades : 36%. Grade 3 X134 : 1.8%). YV > 7]EkEi/E (All Grades : 35%. Grade
30E4 0 9%) . KT V7 X U ISE (All Grades : 34%., Grade3 X (34 : 1.6%) KUE I L AT B—)b
IMJE (All Grades : 20%. Grade 3 X134 : 0.7%) T o7z,

SR BB 00 /N it 987 oD U 14 At B R i

KEYNOTE-09138r 1%, ZhuagdeFl, EEA (1: 1), =EHER., 77 B RROEKHERT
HY %ﬂﬂ’a%aé@][&%?ﬁ@mﬂ;ﬁ (T2a>4 cm) 111 3CUE TITA 1 0 I/ Nl s BB % 56 5212 KEY TRUDA
Z BB G B0 AV A T LT, 4 A 27 LV E TORBILFRIEIMEE Tho - [FRRR

(14.2) R], #1161415 KEYTRUDA200 mg (580%1) Xix~7" 7 &R (58141]) % 3 [HMIME C&
B, IEEMED B CRERE AT 588 BRI REMEIANTE R 2 LE L L2 ERR
RED B, TVEMEMER BT OBEERE S & 5 BE IS & Sz,

KEYTRUDA O G-#HM O P YAfEIZ11.74 A (&iPH : 1H~189% H) Th>7-, KEYTRUDA #f
D68%DEE D64 HLL ED KEYTRUDA O 5252177~

KEYNOTE-09 175k TiRob b Lo A E RS, FIRIREEEIS TE (22%) | BUIR IR RETTHESE (11%)
K OWilgS (7%) %= o IE/ Nl © KEYTRUDA OBy 5. %25 1 - BE TR LA
EHRG LML CTHEEL T\, EICEAREFESG L U LR 2ERE LT,

S T LA i
e U I HE 7 P S R F LOE D— Wi

KEYNOTE-0485k 1%, Zhtiax LA, FEEM. EIERL (1:1:1), FEESROBRKREBRTH Y |
ARV D T3 AT ISR - F RO B 2 56t 5:2 . KEYTRUDA Z Btz 5. i QNS 7" F F
FHAF] (AT TFUIIINVRT T F ) RONT A v T T v OfRFgEE L OGBS
DEEVEAEFHE L7 (ERARRER (14.3) 8], 2FELDNICESRIEA LE L LA CREREEH
T 5 A SEIEIRNAIR A LB L LT R ERIRRE O BB TN & STz, KEYTRUDA 200 mg

D3RR O EAE G (30041) . XIX7' 7 FF AL 7 A v o Z v & o358 E RO OF

57263*1%‘ KEYTRUDA B 5. (27661]) OWF 052515 125t5766 %, &> *%

RS KT T FFRF L 74 n w7 T 2L O3AEREO RS 262 — A%, V%
U~ T e P L 728741 & bk L 7=,

BeH Mo yfiix, KEYTRUDA B G5 C3.55 A (& : 1H~242% A). KEYTRUDA
DA 58 Cl1xs5.8» A (HPA : 3H~242% H) Th o7, KEYTRUDA HI# 58 T17%.
KEYTRUDA {f 1 # 5-H£ T18% D HE 23124 A LA D KEYTRUDA O 5% %177, KEYTRUDA
DOUFRBE %22 T D5T%DBEN VKT T F N L DIEEEZ T T,

KEYTRUDA B GREDEE D12% BN A EFRIZL WV FE G L1k L7z, KEYTRUDA Oz b

IEIZE s =BG FEEGIL, BUE (1.7%) KOWiR (13%) THolz, 3I1%DEEDEEFEEFRIC
£ U KEYTRUDA ZRFEL | HEEIG R E Q%20 1) AFEFERIL MK (2.3%) . Mgk (2.3%)
FLOMEF R U o AMJE (2%) Tholz,
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KEYTRUDA f}f 1#& G- HED B D16% P A HEFRIZL W FE G- L1k L7z, KEYTRUDA Oz hbH
IEICE S T2 ERAFFRIL, MK (2.5%) . MlERk (1.8%) MORMAEES =2 » 7 (1.4%) ThH-o
720 45%DRBFE NG FEEGUZ LY KEYTRUDA ZR3E L | HELEIG A E W Q%L F) AHEFLIT,
GFHRERIBDE  (14%) . /IMRIBZE (10%) . &Il (6%) . ik (4.7%) K OVGSEMA AT Hr BRI iE

(2.9%) ThH o7z,

[# 1.6.2-16] % O 1.6.2-17]1Z. KEYNOTE-04875% C KEYTRUDA O $#¢5-% 51 F 7= B OF E
FHE R AR REERT 27T,

* 1.6.2-16 5EEHR
KEYTRUDA D5 %21 -BBEHRE T LEEEETERRES 10%LlE (KEYNOTE-048 :HER)

KEYTRUDA 200 mg KEYTRUDA 200 mg [ | &YX ~7, 77 FFHA
3 MRRRE S (30041)) MR 5 & 75 FFHUH K ) BRI rtuar 5

- A a v g o (2874)

AHEER 5. (2764)
All Grades” Grade 3-4 All Grades” Grade 3-4 All Grades” Grade 3-4
(%) (%) (%) (%) (%) (%)

— - EEEER L OGN O REE

gt 33 4 49 11 48 8

FEEN 13 0.7 16 0.7 12 0

BB D JAE 4.3 1.3 31 10 28 5
H IR E

A 20 0.3 37 0 33 1.4

G 17 0 51 6 51 6

T 16 0.7 29 3.3 35 3.1

g - 11 0.3 32 3.6 28 2.8

Wi T PR 8 2.3 12 2.9 10 2.1

0% 3 0 26 8 28 3.5
B R J O PSS

FBS 20 2.3 17 0.7 70 8

I FIE 11 0 8 0 10 0.3
MR g, FERE K OERREE

R K 18 0.3 22 0 15 0

IR IR B 14 2.0 10 1.8 8 1.0
PNy AR

FOR IS REIR T | 18 0 | 15 | 0 | 6 0
R LU EE

B 15 1.0 29 47 30 3.5

RERD 15 2 16 2.9 21 1.4
JEYWE 36 K OV R e

Jifi 2% ® | 12 7 | 19 | 11 | 13 6
1R R E

A 12 0.3 11 0.7 8 0.3

FEED E W 5 0.3 10 0.4 13 0.3

RIS = = — 1 0 14 1.1 7 1

o SF—b
RS R S & OV & Lk s

R 12 1.0 13 0.4 11 0.3

I 6 0.7 10 1.1 7 0.7
IR

RERE | 7 | 0.7 10 0 8 0
* Grade 23 #H1% NCI CTCAE v4.0l12%-3<,
TR R OB E B T,
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TR, RBBSE . I TR R OB KRG 2% 2 & T,

SRR, SIERREER. T VR MR, ARIEMER SR, BERREE . RIBLIER S 2. SKIB . RIBE. ZIALBE, 5. AL
BEVERS . EE VR, BERES. BRIRDBIRES. £ 5 FEVMEROE K ORI IR G % & & T,

T OREHK N ONEME R A 5 T,

# PR DR K OV R P N i 2 S e

boge, SRS, MEEIERTZ, T N BREPEAZ, SRMEVERZE, TSUHEGL, MR O 2 — FE T AR & ST,
PORMMERER = 2 —a "F— RitE= 2 —m X F— EREHHELOCRERE 25T,

DR BRI T E R & O AR &S e

* 1.6.2-17 R—ZAFA UM BELI-ERKREERE
KEYTRUDA D55 % 2 T -BEEEER T L REBETHREEE 20%L0 L (KEYNOTE-048 FHER)

KEYTRUDA 200 mg KEYTRUDA 200 mg 3ifi] | ®Y*v~7, 77578
33 [ R 5- ffaE G- & 77 FFE Kk | AR rvdaey T oL
B A @7/1/%1:;2*‘//1/0){#}1%
All Grades® Grade 3-4 All Grades® Grade 3-4 All Grades® Grade 3-4
(%) (%) (%) (%) (%) (%)
JiIRE
U REREDE 54 25 69 35 74 45
2 52 7 89 28 78 19
/R JE 12 3.8 73 18 76 18
I BRI E 7 1.4 67 35 71 42
MmiEAELS
5 I 47 3.8 55 6 66 4.7
K7 bV o AIfjE 46 17 56 20 59 20
K7 L7 2 e 44 3.2 47 4.0 49 1.1
AST #9000 28 3.1 24 2.0 37 3.6
ALT 40 25 2.1 22 1.6 38 1.8
TIHIVKRAT 7 25 2.1 27 1.2 33 1.1
A —BHN
& H VT MLGE 22 4.6 16 43 13 2.6
&AL AfE 22 1.1 32 4 58 7
& U U A E 21 2.8 27 43 29 43
1KY ERIMIE 20 5 35 12 48 19
KAV v A MAE 19 5 34 12 47 15
7 LTI = BN 18 1.1 36 2.3 27 2.2
(L7 SVAVN i} 16 0.4 42 1.7 76 6
JiE
* BRI R ORBEBIAIL, R—R T A VB R ORI I 1oL O ERBRERKENG O TV S BEKITHES
< : KEYTRUDA /L2515 (235~2661) . KEYTRUDA (241~288%1) . &> o ~7 /baiE (249~2824)
t Grade 2313 NCI CTCAE v4.0(ZF:5<

BV O T3 % A BAL TS R T bR

KEYNOTE-0127&5% 0 SESE &1 I - b B R 1924510, KEYTRUDA O 4%-5-#AM D 1 9-fE133.3 %
H &P 1H~279% H) Tho7= (KA (143) 2], KEYNOTE-012:5R CiL, H O
MR AT 5 8E . I EMHIENERE L L U BE IR & Sz,

FRERAE M D S[R3, ARl O T 23605% (FiPH : 20~847%) T D | 655k LL EDOEIG1335%,
BYEN®3%, FIADRTTY%, 7T N3 15%, BADS% ThH o7z, BRXITEBIZ LD BHFEEEZ2
VYAV BRI T BFIT61% TH Y BSBREDBEEIZS% Th 72, X=X T A VKD
ECOG performance status (£0 (30%) X%l (70%) T, M1OEIE1E86% TH 7=,
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BEDIT%PEEFEFRICIVEELEZTIE LTc, AFIORE %250 1 B D45% PN EERAEF
RERBLUTZ, 2%LL EOBFITHE SN @BEE IR U EE A EEGUL, IS, MRk A
PEELIRAE, WRM:, KL OMER AR Th o7z, BERELAEFLEBZDAEEFLORBEIEIL, 20
OG- A 20— (10 mg/kg % 238 BB 13200 mg 23R CTREETHY . Zh b0
EMREROTNEZ G Lz, MBEEICRBLLI-AEFS Q0% E) 13, 5857, BAEGE &K O
WEECTod o 70, BEHSEHR LR EF ICRE LA EFRII. AmFEORBREEG ORI (Al
Grades : 10%. Grade 3-4:2.1%) M OVFRARBSREAR T I O #8138 E XA L &2 R\ Cid, KEYTRUDA
DB B 2 527 7o B B A NE S I/ it 0279961 CHBLL - B EFL LRKE TH - 72
(S R OMEH EoiEE (5.1) 2R,

F2E SR PR Y A 2 U N

KEYNOTE-20475#

KEYNOTE-204345 T KEYTRUDA D% 5l L7z [ERARER (14.4) 2], FE36 SO TR

PEH AR U ) U REE AT DA BEIC, KEYTRUDA 200 mg % 33 [ i b T RN £ 5-
(148%1) I7 Loy Xy ~T7 X KF > (BV) 1.8 mgkg % 3@ KM CEHARNE S (15261) L
72o RBRTIL. ANC 231000/uL BA L 1/ E2375000/ul BL L, BF R T 0 A7 2 —E 2N AEHEE
R (ULN) @2.5(5LLF, B UL E P ULN OLELL T K OVECOG /N7 4 —< 2V ART —H A
DOXITIDBE Z s & Lic, £7o. THEIM: « FEREMENRIR. AT v A NG 22 5k
OBEE, IKEIMED B CE AR, SEIMHIANC X 2160 %2 B4 5 EFEAREE, SUXSHFELLNIC A FE
1 MR & 52 ) 72 R I R4h L7, KEYTRUDA O S-HIRI O R, 104 H  (H#HiPH : 1
H~224F) Toh o7z, KEYTRUDA O G736 1 H UL LD B 1268%, 14ELL EDBFE1348% T
o,

KEYTRUDA D #25-% 51T 72 A& D30% CEBLEWERA NS EIL L7z, 1%LL RICHEIL L2 EE AR
RIVERNZ, Wlgde, Mlige, FEN Lfhse, VERRRE, REWELFHERIEAME K ORIIIE T - 72,
3 (2%) DORBRFDHEEHEITUSNOBLE (24173 [FIFRE f R iR A% O & DFIE & OV 23 5B AR
BH) T LT,

BIVEFIC X 28 5 1E1314% D HRFE CTRO BTz, &5 I O7%IZMilES (&R L Tuiz,
BIVERNC X AIREKIT30% D BE TRD Tz, 3%LL EDOBRE TRE LKA 34 2 I1ERAIX
FRGERY, gL, N T AT I F—EHEINE O TH o7,

BHEDI% T, EHMRIBRERNVECROREG 268 LT HRITERNFEER LT,

[ 1.6.2-18]IC KEYNOTE-204iB2 DA EHF L 2 w~T,
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#* 1.6.2-18 5EEHR”
KEYTRUDA D#EE#Z(T-HHMKR O T o) UNEEETEHRINEG 10% UL
(KEYNOTE-204 tE&)

TLUYF T RNRTF
KEYTRUDA 200 mg 1.8 mg/kg
g MR G (14841)) 33 I bR 5-
- (152651))
All Grades* Grades 3-4 All Grades* Grades 3- 4°
(%) (%) (%) (%)
JRYE R L O R duE
B Y 41 1.4 24 0
PR 8 e 11 0 3 0.7
F Bk 3 L OV B kLA
Bk 32 0 | 29 | 1.3
H B E
T 22 2.7 17 1.3
L 14 0 24 0.7
Mg 14 1.4 20 0
JE e 11 0.7 13 1.3
— % - RHEER LR G ORE
FEER 20 0.7 13 0.7
WP 20 0 22 0.7
BB & O TRk E
W5 b 20 0 19 0.7
% 5 FERE 18 0 12 0
MR SR, MIERE K Ok S
WK 2 20 0.7 14 0.7
il ¢ 11 5 3 1.3
I ) ] 5 © 11 0.7 7 0.7
N G Wb
PR R AR AEE T | 19 | 0 3 0
il ey ey
KM= =2 —m /XF—0 11 0.7 43 7
GAYF 11 0 11 0
* Grade 43 ¥81% NCI CTCAE v4.01275<
t BVEED A EFRIT Grade 30 A TH o717,
POAMERIEYESR . RIREEZS, WASEA. WHEERmARAE. mAE. BlEESE. MEEMERISE . Mk, ERGEREE O
T A N AME ERGEERY R ST,
S BETE. EEE. B, BRI, FhE SRR A RE . AhPINE. B, FE O e K& ONY R
EETe,
TR BEK, KIBREOGRE G,
RO TREG, MESW . TR & OY B & ST,
P9 M B A T,
B ONYERREE. T N E—MERER. T VAR VR SR, Bl G g5 RIBMER S, TR RO A, B
WG, ALBEMERE, B S, BOK TSRS, BBMEE. & D ENEB R TR RB E T,
@ IR ORI A T,
¢ il S K ORI i R A T,
O IR PRIEE, 5 VR TR IR K OV IS A S e
o BLEECGE. EURSIHE, RRIME= 2 —m 8T SERUE. RMMEER = 2 — n 8T KRR ET = 2 — 1
RNF— KB E = 2 — a0 RF— RS = o —a F—2aie,
v OGENE. IEIE R ORI & S e,

KEYTRUDA D% 5-7 52 1 T2 /835 0D 10%A TR & AT B R B B R A FHHRIL, ~ /LA
UANVASEG (9%) . Mg (8%). DIEMHERTE (8%). FUREREERETTHEIE (5%). MMEUE (4.1%) .
Infusionreaction (3.4%). FEMARBED AL (2.7%) WONT S E DR, ODFhde. HIRIRIE, FBEWE
T ERIBAE, BUIER OIS 7 L7 (£ Fh1.4%) Tholz,

[ 1.6.2-19]iC KEYNOTE-20435% 0 i PR AL il 5 & 7~ d 7,
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#= 1.6.2-19 NR—RF4 LB L-BRRREEER
KEYTRUDA x5 2T -H#iR X 1) V/\EERE THREEE 15% UL
(KEYNOTE-204 &ER)

KEYTRUDA TLYEFI TR EF
200 mg 3HE[F MR G- 1.8 mg/kg 3R G-
Ve PR A A L
All Grades™ (%) Grades 3-4 (%) All Grades™ (%) Grades 3-4 (%)
MRS
5 B 46 4.1 36 2.0
AST #3 39 5 41 3.9
ALT #8701 34 6 45 5
1KY »ERImfE 31 5 18 2.7
7 LT F =8 28 3.4 14 2.6
K~ 7 330 AMUE 25 0 12 0
&F b U & AfSE 24 4.1 20 3.3
& H v AifdE 22 2.0 16 0
TNHIVEAT 7 X
e 21 2.1 22 2.6
BEE U LE CME 16 2.0 9 1.3
K77 2 U E 16 0.7 19 0.7
AV U AIMAE 15 1.4 8 0
i
U L SERIDE 35 9 32 13
MR E 34 10 26 5
U R ERIBE 28 8 43 17
21 24 5 33 8

YR ERRRAEMEE OFRBEIS TR T A VR RO GZEILL EORKRREZ F L - BB LS, BE
¥ KEYTRUDA B : 143~148%1, 7L >V F <7 X RKF U 0 146~1521, K~ 7 %> 7 AMJEIZ DOV TiE
KEYTRUDA B335, 7' Lo &~ 7 RF RS04,

' Grade 43 $H1% NCI CTCAE v4.0(Z 55 <,

KEYNOTE-087:45%

KEYNOTE-087: %23 T, KEYTRUDA D5 %5} 7o iR &% U o JEEE 2104
® KEYTRUDA OGO T JAEi38.4 5 A (HiPH : 1H~152% H) Th o7z [BRHER (14.4)
2], KEYTRUDA O 5% % T 12 BED16% N EE LA EFRE KL LT, BEDI%LL FIZH
B EERAEFGIL, Mgk, Mgk, B FPRNEE, BALR %8 9% (GVHD) M OMRIRIE
ZCTh ol 260 BEPEEETUNORE (1623 RS M2 OB R 8 £ &
OB AEUIIEME S 3 » 7)) THLE L,

RVERIC L 2H5H 1E135% D BFHE TRD b AL, K3EIT26% D BE TRO Lz, R VERIE K
BARLEVAIOBRGZKLELE LIZBREFTIS% TH o772, [F 1.62200 L O[# 1.62-21]1
KEYNOTE-087:85% D A 5 FH4: K ORGSR H 2 =,
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# 1.6.2-20 5EER
KEYTRUDA D& E#Z(T-HHMKR T o) UNEREETEHRINEG 10% UL
(KEYNOTE-087 :tE&)

KEYTRUDA
200 mg
HEES MRS (21041))
All Grades” Grade 3
(%) (%)
—fk - 2HEER L OGO
il 26 1.0
FEEN 24 1.0
MR g, ERE K OERREE
N 24 0.5
IR PR S 11 1.0
i #E RIS L O B ik
3 B A g Y 21 1.0
B v 10 0.5
H IR E
T 20 1.4
M - 15 0
G 13 0
B R J O Pk EE
F5 P 20 0.5
I FEIE 11 0
PR
FOR IR RE IR T E | 14 | 0.5
JRYER L O dUE
AR E R | 13 | 0
R R E
SE 11 0.5
KM= 2 —nm X5 —b 10 0
*Grade 43 %8H 1% NCI CTCAE v4.012 &3 <,
S K OV ) & B e,
IS R ONEE R 2 5 T,
SRR RIS, 55 R T R TR R, O % 25
TEEE . RN, B, DB RR. DUECE. ERSRINE ., B A TR L O R A T,
PREL, B, KIBREROBEE ST,
PIE . BEIK BN, BB, 5. MIERZYERIS, RS, SIERRAE . B A, FLBEMEEGS, BRI, B
BB . Z 5B B . NelRMER G 28 B OWEIRERE FE % 25 % 2 To,
PRMME= 2 —a R F— RMRE = o — a8 — REMUR, SR, RERERVOE K2 —a F—% 5D,

KEYTRUDA D 5-% 51T 72 FBE D10%ATM TR b b V2 BRRPICEE /2 HEF G, Infusion
reaction (9%). FARIRHEEETCEE (3%). Mg (3%). S EIBERLOIHE (ZnZE1%) ., i
IZHFER KL OVDR (FNE0.5%) ThoT-.
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= 1.6.2-21 R—ZRFA MBI LI-ERKREERE
KEYTRUDA D% 5 & Z T -H#IHR O£ ) /\BBEETREENE 15%LUL
(KEYNOTE-087 &ER)

KEYTRUDA
200 mg
i AR AR A i S MR 5
All Grades® Grade 3-4
(%) (%)

MmiEALS

& kT AT X F—P 34 2

TIHVKRAT 72— 17 0

7 LT F =N 15 0.5
ik

25 if. 30 6

IR 27 4

U R ERIBE 24 7
KR RAME T ORBEI ST R—RA T A VRER OB 5% 1BILL EORRRE 2 50 Lz BEKICES <, BT
KEYTRUDA Ff : 208~209f,
tGrade 43 %1% NCI CTCAE v4.0(2F:5<
IAST X% ALT #4hn % & e,

KEYNOTE-087: 823\ T, & D 15% K00 T BV L B 1fiE (All Grades : 10%., Grade 3-4
2.4%) MNIE LT,

JEREVERERR IR B i U oS

KEYNOTE-17038% TiZ, KEYTRUDA D¢ 5-% 52 1 7= JRAEPEMERRE AT B il U o/ SJE B
531> KEYTRUDA O 5-Wi O RAEIX3.5% A (i : 1H~22.8% H) Tho7 [EKHER
(145) ], BEO26% P EERAEFFZ LRI L2, BEO2%E THRI L -HERAHEFR
FAREAR (4%) . OF o RTF—=7 2%) . OFfEZE 2%) . DERITHE 2%) KOWDER (2%)
Thotz, 6 (11%) OBFN, HEHERRBEHZI0H NI Lz, BWERAIC X 285 H1E138% D
BETRO LI, KRIEIXI5%DBE TRO b, B MHRIBERNVE CHORGZVLEEE L
THEII25% T o 72, [ 1.6.2-22]1 ) O[F 1.6.2-2311C KEYNOTE-170788% DA E 55 M O R
AT 2R T,

* 1.6.2-22 5EER
KEYTRUDA DX 5 # 2 T1-[RFHM4HMtfm AMIZE B M) o/ \[EEE THREFEIE 10%UE
(KEYNOTE-170 E&)

KEYTRUDA
200 mg
HEREL 3B R G- (5361)
All Grades” Grade 3-4
(%) (%)
kR L OSSRk
3B s g | 30 | 0
B R | 28 | 0
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—% - BHEER L OB SEALOREE
FEEN 28 0
e S 23 2
MENds, HERIS & OVERm PR
A 26 2
- AR 21 11
H S
THI 13 2
& P 13 0
G 11 0
Do fgbE
RENR P | 11 | 4
1R R E
B | 1 | 0
*Grade 43 JH13 NCI CTCAE v4.0/2F5 <,
RIS . R, AP, AR, DU, BB R RN . B, R K OFE DI RE 2 T,
tEIAEEZE . WHEEZE. MmN, SR, Rl RO ERGERRYE BT,
S 5 S OV ) E % 5 e,
97 LV — PRk ik R O Ik 2 e,
LR OVE Bk B A T,
P e M O B RS & e,
BO RS, JAMESEIR, SRR R OSSR & T,

KEYTRUDA O 5% 517 72 F83E D 10% A TR td B V- BEIRIIC B oA EH G L, FURIR
BEIR TIE (8%). HUIRARMEAETUHESE K VDR (1 E14%) . HUIRARSS . ODEBIRITHE .. filEgss .

RIS M VR fEE (22 12%) ThoT-,

* 1.6.2-23 R—RASA U LELLI-BEREEERRE
KEYTRUDA D% 5 =2 T1-[RFM4HMtfm AMZE B ME ) o/ \EEEFE THRIRIE 15% UL
(KEYNOTE-170 &tE&)

KEYTRUDA
200 mg
g AR R A i B MR 5
All Grades® Grade 3-4
(%) (%)

JiRi

§=qii 47 0
H iR iE 35 9
U L SBRIDE 32 18
U R ERIBE 30 11
MmiEAELS

5 B 38 4
1KY »ERIMfE 29 10
& kT AT I —PiiE 27 4
15K A 19 0
TIHVRAT 72— 17 0
7 LT F = EEN 17 0
&AL MIfE 15 4
KAV U A ME 15 4
H R RE MR ORBRE AT RN—RA T A VB RO 5% 1R EOBKRRE % I3 L2 BEKICES <, BEKT
KEYTRUDA 7 : 44~484l,
tGrade 43 %1% NCI CTCAE v4.0(2F:5<
TAST X% ALT #9520,
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PRI b B2
VAT T FURMBEDREE EREICRT 2Ry T X RTF L DOOFH

VAT T F O ML FIRRIE SR O SR AT E T M U D IR IE RO R A xR e LT
KEYNOTE-869:8BR T, = Ry <7 X RF 2 & OFFHIC & D KEYTRUDA D722 2P0 GE S
7o [BRARRER (14.6) 2], FH21B10BF L, 4= —X (21HH]) ©1H BIZ KEYTRUDA 200 mg,
1HHKOSH BIZ= Ry <7 X RF 125 mgkg ##% 5 S 7=, KEYTRUDA O 5o
RAE1X6.9% A (&P : 1H~29.6% ) Th-olz,

KEYTRUDA & =2 RV~ T X RF U EDOUHBEG 22T T-RBEDS% T, IR/ E
FHENEI LT, TONFIE. BUME (1.6%). AEMHERZER (0.8%). BEIEMMEE (0.8%) K
OVitiligZe (0.8%) Tdh -7,

KEYTRUDA & = U RV Y = 7N RF O RG22 T2 BF D50% T, BERAFEFRNHE
B L7, KEYTRUDA & T RN~ T X RF & O G 25T T2 BEH DO2%LL LidlE Sh
TTEERAEFERIL. SUEREE (7%) . REEE (7%) . REERMAE (5%). MR (3.3%).
e (3.3%) . Mgz (3.3%). WUIE (3.3%). Al (2.5%). F#l (2.5%). it (2.5%), &
JERIESE (2.5%) . %k (2.5%) MOYREA (2.5%) TH-o7=,

B D32%7% KEYTRUDA O G2k L7, @HEEICRD bz 2%LL E) KEYTRUDA @
BHGHIEICE > = BERERIL, MiER (5%). KtE==2—a/3F— (5%). %% 3.3%) LKUEH
SERNEESIE (2.5%) ThH o1,

B D69%7 KEYTRUDA ZKRIEL7-, EHEEICERD bz 2%LLE) KEYTRUDA ORHKIZ
EoT-HERERT, K= 22— 3F— (22%) . 392 (17%) . fFFPERBAE (7%) . 3257 (6%) .
TH (5%). U X—BHI (5%). 2R REE (3.3%). ALT #4900 (2.5%) & O COVID-19 (2.5%)
THo7,

[ 1.6.2-24] K[ 1.6.2-25]1C KEYNOTE-8697lix C KEYTRUDA & = 7Ry <7 X KNF
DG %2 T T2 BE OREFES K OERRRAE R 2R3,

= 1.6.2-24 5EER
KEYTRUDA £ T URILYR IR KFUDHAKREEZZT-REBLREEE CTHRIERE 20%L L
(KEYNOTE-869 :%E&)

KEYTRUDA & =Ry <= 7R RNF Ot HiEs
(12141)
All Grades* Grade 3-4
HERR (%) (%)
F2 G KOV PRk
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FBT 71 21
et 52 0
& 5 PEIE 40 3.3
B Wk 21 0.8
PR EE
K= 2 —a XF— 65 3.3
R4 35 0
FEMED E W 23 0
—i% - BHIEER L OB GENLOREE
i 60 11
RAYPEIE 26 0
R AR A
IRE R 48 5
H S
T 45 7
D 36 0.8
A 27 0
Rtk L Ok E
A ARIEE | 38 | 0.8
JEYWER & 0% A BUE
R R | 30 | 12
R P
RIA4TA4 | 25 | 0
B RS R K OV ALk EE
REL | 23 | 1.7
* Grade 4y %13 NCI CTCAE v4.03
PR, REIEESE. BRESE. AREMERCRE S, R VERIEML . KB, IR, BIBMEISS. Fok - RERRMER AE
ERE, FHRE . 55, FLEEMERDS . BEIRRS, BRIREIBIRES, EBMRB. 2 S REMEs, AKEIERS ., REHE
VCHAR%EZETe,
PR IR, ST, SRR, RRMESEB) = o — o8 F— | KRR ER = o — o S — | SRR = =
— o SF— RO TR E R G

20% AT TR LT RRAYIC B 2 A EFG 0T, M (19.8%) . FEL (18%). FARARHERE(S
THE (11%) . g (9%). i (3.3%). BEIEMEIE (2.5%) K OVEANEAEEE (0.8%) THh

ST,
* 1.6.2-25 R—XS53A4 UM LELLL-BEREEERS
KEYTRUDA D5 %2 IT-BEFETHRIRENE 20% L (KEYNOTE-869 5E&)
KEYTRUDA
200 mg 3EMMFEE = HFLY < TR
Fif R i A F L OPFH
All Grades® Grades 3-4
(%) (%)
Mg LS

5 A 74 13
TANRGEXUERT 2 ) N T AT 27— HIN 73 9
7 LT F= 8N 69 3.3
K7 bV o AIfjE 60 19
TI7= T2 ) NI UAT 27— 60 7
Y o —BHN 59 32
K7 L7 2 e 59 4.2
1KY ERIMIE 51 15
KAV v A MAE 35 8
e DEN| 27 1.7

089767
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H V7 KB 27 42
ik
2 69 15
U o SERIRE 64 17
I BRI E 32 12

* KRR BT OFBEGIIN— R T A VIR O G #RILL EOBRRRAZ 30 L7- BEHICES <, BEKE
KEYTRUDA B : 114~ 121,
+ Graded 47 %f1% NCI CTCAE v4.0312%°5< .

77 F I BFEIA M O PR ¥ SR

KEYNOTE-05238r 1%, 1] & O OHFERE A2 H T 5 RFTE T MU IR B 837041
ZHLA AN, KEYTRUDA % #% 5 L 7- B0 R &M 27 2 BT 74 V OEKRBR ThHh -7, A
CAEIRBA G T 2BE, IR HMEORIE REHRLE UFIE L < i{m@ﬁﬂfﬂﬁﬂﬁ L DIRE
EMEE L LRI E L [HEERER (14.6) 2IR], BEIRBMEIT UIFR TE 2V E
TEA 2384 % % ¢, KEYTRUDA %200 mg 3 M RIfE T 5 S hiz,

KEYTRUDA OG5 HiM o F 2.8 H &P : 1IH~158% H) ThH-o7-,

BEON%PAFFRIZLY KEYTRUDA O GZ2H i Lz, 1861 (5%) 23R EHETLS OB
HCH LT L72, KEYTRUDA O 5.2 3217 72561 (1.4%) 2358 T2 % - 7o iUl fie 2 7888 L | 341 (0.8%)
DN B S TR EREL LTz, BEOD2%NAHEREGIZL Y KEYTRUDA K3 L7z, mHEE
IO LIz (1%L F) BESEG, FFEEREM, TR, JRIGEY, SRS, 7. B
KO Tholz, BEORYWPEEREEFZEHKE L, RBEEIGEOLNAL Q%UE) &=
B ERGIL, REERY, MR, SUEBREE, k& OREHERIIE CH > 7,

BEDONIZZ N AANTF AL FIZROEHRIELLEL LI pEREOREESR, B D%
(ZARNVE AT E LB L LT SE B O ERRDTEH Lz, BED5%0540 mg LA LD T
nA REE (L =y u U n#E) 1Rl by e L,

[ 1.6.2-26]1Z KEYNOTE-0527&%% ¢ KEYTRUDA O 5% %17 1-BREDOHEELZ R~

* 1.6.2-26 5EER
KEYTRUDA DX 5 # 2 T1-IRIE L REEETREIE 10% L L (KEYNOTE-052 5KE&)

KEYTRUDA

. 200 mg 3 MMEE 5 (37041)
HEHR All Grades” Grade 3-4

(%) (%)
—% - EHREER IO GEALOREE
w5 38 6
FEEN 11 0.5
RERD 10 0
Bk R KOS Ok
B A Je T 24 4.9
B v 10 1.1
Rt L OsekEE
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B 22 1.6
K7 bV U AIfjE 10 4.1
H IR E
5 21 1.1
TS 20 2.4
L 18 1.1
e 18 2.7
Jrgne A Sl R 13 3.5
Mgt 12 0
B R J O Pk E
F5 P 21 0.5
I FEIE 19 0.3
R P B 14 1.1
JRYER L O dUE
B | 19 | 9
Mg LY v R EE
i | 17 | 7
MR g, ERE K OEREE
Z K 14 0
I8 ) 11 0.5
BB LR KESE
Mg 27 V7 F= 480 11 1.1
Jii5 13 3.0
*Grade 43 %8H 1% NCI CTCAE v4.012 &3 <,
S R OMEE ) & B e,
YRR, CBOR. WBR RN, SRR, MR, BEE. DUIBOR K& OFRHER 25 T,
STRL, KB, Wide. B2l OEE RIS 2 5 Te,
WERR. EAE. WUMEERAG. TREEOR. BEBDAOW. BEDERE. RPN, BB LR, MEERPLE K O RN 2 ST,
tHCREMEIFR . TR, REEFL. HFEE. FSoxT7IF—F LR, GrUasvrigE. mfr ) e, ALT
HANN, AST H9AN, FFB%ESE BN K OV REmR A e B 52 & T,
PREG S, ARHMER G S, 1B, FTBE. BB, BERIZ. BRIRMBIREIE, % SEEMS. IWEMERS. RS, SIERE
FeRES . MRIRMERZ G 25, FH - RIERARMBE RGN R ORI MR B % 8T,
SRR METRIE B O EIE % & Te,

WETBHR D PRI b K29,

KEYNOTE-04535k Tl&, 77 F T A OF A L TR IER# (AT U2 R PT A T S THR R R B
BeJE B & %1522 KEYTRUDA % # 5. U 72 BE O 2ME 2 FFA L 72, KEYNOTE-04538R 1%, £ itk |
IFEM., BIEAL (1:1), EESBOBEKRBRTHY . BFIL KEYTRUDA %200 mg 3 i H k&
B b (266051]) SUTTRBRIE X EANTDNEIR U 7o b5 g8iE (25561 (N7 U ZFBAn384], Nie& %
U A384451 J O vinflunine 238761) ] O L% = T 7- (KRR (14.6) 2], ACREEEEZH
T2 BE IR ORIB G RN E VA L I o IANC X 2 iaR A LI L LB
IIARGER & LT,

B EHIM O FJfE X, KEYTRUDA O 5251 7-HET3.55 A PH : 18~20% H) KMk
RO 2 - BE TSy A @R 1H~14% H) ThoTo,

BED%NNAEFRIZLY KEYTRUDA OF G2 H 1k L7z, @BEEIZE O bl ikicE
ST HEEGIL, gk (1.9%) Tholo, BED20%NHEEFFHIZ LY KEYTRUDA K3 L,
EHEICRO biLle (1%L 1) AFFZRIEL, REEY: (1.5%) . M (1.5%) XOKRE%R (1.1%)
T o>72, KEYTRUDA O 5% T 1= BE D39% N EE LA EES 43 L=, KEYTRUDA O
B b a2 T BRE CTEREEICED DN Q%L L) EEAAEERGIL, R, Mk, &,
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KOVl R T~ 7,

[ 1.6.2-27]) % O [# 1.6.2-28]iZ KEYNOTE-0453% C KEYTRUDA O 5 %5 1= BHF DA E
FR M ORI AR 2R,

* 1.6.2-27 5EER
KEYTRUDA D& 5 %2 +1-RIE EREEETHRIFES 10%LE (KEYNOTE-045 RER)

KEYTRUDA ==
e 200 mg 3 MMEE 5 (26641) (25541))
- All Grades® Grade 3-4 All Grades® Grade 3-4
(%) (%) (%) (%)
— - EHEER L OGN O REE
JE 38 4.5 56 11
FEEN 14 0.8 13 1.2
BB & OSSRk E
15 B R | 32 3.0 27 2.0
B R J O PSS
S FIE 23 0 6 0.4
FB1 20 0.4 13 0.4
H ke
AL 21 1.1 29 1.6
A 19 1.1 32 3.1
T 18 23 19 1.6
M - 15 0.4 13 0.4
i35 13 1.1 13 2.7
Rt L OsekEE
A BkIBGE | 21 | 3.8 | 21 | 1.2
JEYWE 36 K OV5 4k e
JR I Y | 15 [ 49 [ 14 [ 4.3
MRS, Mok & O s
Nk P 15 0.4 9 0
I %% K] B 14 1.9 12 1.2
BBk R E
i R & | 12 | 23 | 8 1.6
LR X7 U Xk KB X& XU vinflunine
tGrade %3 %1% NCI CTCAE v4.01235< .
MESE, S, BRI OEIR 2 & T,
SR, AR, B, BB, TR, AR R MR, AR RS A TR M OB & T,
WER BB, BB, MERRE, MBS, B, 7 O, IEEM S, S, B, mB. IEXRZM
MBI, Pl fE 26, SIBRERE R, G s, NRIRVEA(LIE R O REeE f LE 2 & e,
SR, BB, KIBREROBEE ST,
PG, VMR A T,
BT RIS 5 P T TR S R O 2 5 e,
SR, MR, EORE ST,

# 1.6.2-28 R—R54 LB L-BRRREEESR
KEYTRUDA D55 %% T 1-FRi§ L REEBE THRIEL S 20%L £ (KEYNOTE-045 FHER)

KEYTRUDA e
T 200 mg 338 i - Lk
All Grades® Grade 3-4 All Grades® Grade 3-4
(%) (%) (%) (%)
MmiEAELS
& I 52 8 60 7
25 if. 52 13 68 18
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U REREDE 45 15 53 25
K7 L7 2 e 43 1.7 50 3.8
K7 bV U AIfjE 37 9 47 13
TIVHIURAT 7 X — 37 7 33 4.9
BHN
I LT F= N 35 4.4 28 2.9
1KY ERIMIE 29 8 34 14
AST #9h0 28 4.1 20 2.5
& U U AE 28 0.8 27 6
&AL AIfLE 26 1.6 34 2.1
B BRI S D BB ST R — A T A L R O 5% 1D, Lo BRI 2 920 L 72 BERIC S <, mFERIT
KEYTRUDA Ff : 240051 ~248f1, {L22FERE 23861 ~244%1, 1ff U L2200 Tidk, KEYTRUDA B : 23241, L2281k
e 2 222401,
tGrade 43813 NCI CTCAE v4.0(Z F:5<

BCG FRIENIGTED U A 7 fij & HEREIEREIE R (NMIBC)

KEYNOTE-057:8k (%, Zhiigx, IFEM. HEEOMKAB CTH Y . KEYTRUDA Z x5 L7ZERD
LEMEZFHE LTz, &Y A7 NMIBC B 48B3 A AN Hiv, D 5 H6HI N FLEIRIER O AH
HEIZ X 5720 BCGIRIERNIGTED CIS & AT 2B Th o 7o BFITFHFAE TERVREITEH OFEHL,
iU A7 NMIBC OFifess L <IEF%., HRAEET IR E24 5 H £ TKEYTRUDA %200 mg 37 [#]
MR TG Sz,

KEYTRUDA O #&5-#M o hdufiix43 5 H (@i : 1H~25.64 H) ThHo7-,

BEDON%PAEFRIZLY KEYTRUDA O#L52H 1k Lz, @mBEEICRD bz (1%8) &
Bilblc B o - GERELRIL, MK (1.4%) Tholo, BED2%PAHFFELIZL Y KEYTRUDA
ARIEL, BEEICGEO LN Q%I L) AEFERIL. TH (%) KOREEE 2%) Tho
72 KEYTRUDA DO 5% %17 1= B D28% N EHE R A EH L4 J8L L7z, KEYTRUDA D5 %
ZTTRETEHEICRED b Q%L L) EERAEREZIL. MK G%) . LEMm Q%) . KiF
K (2%) . MZERAE (2%) . BUMSE (2%) K OVREEEG: 2%) Tholo, [#£ 1.6.2-29] L [FE 1.6.2-
30112 KEYNOTE-057: T KEYTRUDA Ot 5-% 521 1= BE OF EFR L O RR A 2 % 7R
R

* 1.6.2-29 5EER
KEYTRUDA D15 %% (+1- BCG EERIGHENE ') X2 NMIBC BEH THRIFEIA 10%L.E
(KEYNOTE-057 :tE&)

KEYTRUDA
e 200 mg 3 MRIRRE G (14841)
HEHFR All Grades” Grade 3-4
(%) (%)
—fk - 2EEER L OGO
w5 29 0.7
SRR P 11 0
H ke
TS 24 2.0
AL 13 0
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1.6 SEIZETHERAKRREICET IEH Page 48
SRR, | 12 0
B2 R J O Pk E
FB 24 0.7
S FIE 19 0.7
B RS R XS & OV & Lk s
i B RS g 19 0
B v 14 1.4
BBk R E
i fR | 19 | 1.4
MR, Mok & OV s
R | 19 | 0
JEYWE 36 K OV R e
RS 12 2.0
-IRBESS 10 0
PNy A BE
FOR IR RE IR T E | 11 0
*Grade 43 %8 1% NCI CTCAE v4.0312 &3 <
MEESE, S ORISR R A T,
SRR VE I R O R IEAR 2 & e,
SFHL, HBER KB EET,
R ISR, RIB, SLEMERS, 2 O EEMERS . MMEMERS . STHE, 195, RRRZ MRS, BREAILE. FRE K
DGR &G0,
SRR . TR, ARSI, DU, B R BT K OEERE & S e,
P I K OV A & e,

#* 1.6.2-30 R—ZAFA UM BIELI-ERKREERE
KEYTRUDA D#%5 % %(+1- BCG EETILMENE ) XY NMIBC EE THRBFEIS 20%L £
(KEYNOTE-057 &ER)

KEYTRUDA
. . 200 mg 3 MM R 5
AR £ All Grades' Grade 3-4
(%) (%)
MmiEALS
5 A 59 8
ALT ¥4 25 3.4
KT bV o AIfjE 24 7
1KY ERIMIE 24 6
K7 L7 2 UifdE 24 2.1
& U U A E 23 1.4
&AL AfE 22 0.7
AST #4410 20 3.4
7 LT F = 20 0.7
iRz
2 1. 35 1.4
) > S BRI 29 1.6
* H R R ORBLEIS IZR— R 5 A R OB 5% 1B DL O BRRTE 4 50 L 72 B HIC RS <, BFERIE
KEYTRUDA Bf : 124~147f,
t Grade 47 %81% NCI CTCAE v4.0312 52 <

MSI-High X% MMR KB D

KEYNOTE-158#5. KEYNOTE-16458%, KEYNOTE-05175(Z 33\ T MSI-High /¥ MMR X
HOHE BT 5040 2 X 812, KEYTRUDA OGN S vz [ERRRER (14.7) 8],
KEYTRUDA #5-#iR] o R sfiiZe2» H (#iH : 1H~535% H) ToH -7, MSI-High XiZ MMR
RIBOFEBEITRIB LA EEFSRIT. KEYTRUDA O BMEEE %2515 - B A A BE TR
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LIEAEFZRLFAKRTH T,

MSI-High X 1& MMR KIEDO# 5 « B

KEYNOTE-177:BR 23\ > T, MSI-High Xi% MMR K8 O ##85 « B 548 #1534 0> KEYTRUDA
B MM OP R A P 1A~30.60 H) Tho7 [HRREH (14.8) ], BOM
IR B A AT DB I IR X 2169 & MEE & U7z EEHDRRE O B 1R & Sz,
MSI-High XX MMR KAEDOHKENG - ERAGEEE THE LA EFSEL. KEYTRUDA O U5 %

T T R B ST IR N i D279 TRELL A EFRLFKTH - T,

B

E

KEYNOTE-8117X8R D2 e VEfFAT Tld. HER2[5ME H e B 2 %4 & L T, KEYTRUDA 200 mg,
kT A X< 7 KON CAPOX (189451]) i FP (28%) % 3@ MR CH G 47221761 & 7 Z & AR,
kZ AV X< 7 JK O CAPOX (187f1) XiX FP (29f1) % 3HEMMIG TS Sh7-21661% ik L7-
[ERaER (14.9) S,

KEYTRUDA OG5 ofyefiix, 5.8+% H (#ipH : 1H~1775 H) ThH-o7=,

B O R 1%, FlvO R 23635% (i : 19~845%) . 65k LA E0343%, BHEOEIG
D81%. FAADS8Y%., T VT AM35%. HAD0.9%, ECOGPS 0D B 7344% K (N ECOG PS 731
DHBREN56% TH o7,

BREDBREFED%NPHEFLIZL Y KEYTRUDA XX 77 v RDEE %1k L7, KEYTRUDA
DEGHFIICE 7= ERAEFRIIMER (1.4%) Thotz, S8NDOEENAEFRICZLY
KEYTRUDA ZARI L7z, IRFEIZE S 2 RBIFIE @ Q%L 1) A EFFG UL IR R A R
VXL AP ERIBE (18%) | L/ IMBEVE (12%) . T (6%) . &L (3.7%) \ AKX U U AMLUE (3.7%)
J57 S MESE (32%) . AAEOE (3.2%). ASTHIIN (2.8%). MLHE U LB 8N (2.8%) . fifidk

(2.8%). ALT il (2.3%) KOMEH: (2.3%) Tho7o,

KEYTRUDA Bt L 7T v RBEAZ g L7~ & = A KEYTRUDA ## 5 S /- B L EERE A5
T2 B CTRBLRIZS%U EOZERBD LN ERFERIL, TH (53%%744%) KON (49%5%)
44%) To > 7=, Grade 3-4DH EFROIEIRITIFRANTER O H DR ZITZRD b2 o T2,

KEYTRUDA % $¢5 S V7= B8 AR UETRIR 2 52 1T 1= B CHBIZRIZS% LA EDOZEDFRD b LTz
RREAEE T 1. ALT 8900 (34%%§29%) KON L7 F = (20%%F10%) Td - 7=, Grade 3-4
DFGRARAE I OF BRI RIE RO & 2 BER 21T iz o7z,

BB
JRPTHEELT DYIBR AR BE T IE DO BB/ Bl E A i O —IRIBR

=

KEYNOTE-59058k 1%, Zhasx i, “HEEMR., BIEA (1:1), 77 vRRoOBERRERT
B0 SRR K OB IRR LS SRR RIE N AR O . i X R PTE T o8 I AE
HiEAEm (EEOPLAREFESHO F1~5cam iI2hb 56 0) 2 HT 5BE L2410, —RIE
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B & LT KEYTRUDA 23 A7 7 F U R ONT A r w T L OfbEiE L O RS LT-BoZ7 4
PEA T L7z [EEREER (14.10) 2], 37406103, v AT 7 F U iRK6a—A KO T7 v Ar Ty T
IVIR R3S — 2D #E E ORI L Y . KEYTRUDA200mg (37061]) Xix~7"Z7 &R (37041)
O£ 5% 3 MR CRoR35a— A% 1T -,

B o RfEix, KEYTRUDA (& 5#ETIE5.76 H @ : 1H~26% H). {b5RIERE
TIE5.0x A @& :30~276 H) Thoiz,

BEDI5%BEEFGIZ LY KEYTRUDA O G2k Uiz, SSEICREO btk (1% 1)
KEYTRUDA Oz 5-H1IEIZE - 7 FHFFRIT, Ml (1.6%) . SMEERES (1.1%) K OiZ%k (1.1%)
Thotz, BEDOT%NAEFEZIZL Y KEYTRUDA Z K3 L7, @HEEICFES btz Q%L 1)
KEYTRUDA OIRIEIZE - 7o G EFGIL, AP EREAE (19%) ., 57 EIE (8%) . H IMEREK
D(5%) . Mgk (5%). BRBOE (4.3%). &l (3.2%). mH 27 L7 F= 8 3.2%). ANK

(3.2%) . BRI (3.0%) . M/IIEAE (3%) . Mgz (2.7%) . THI (2.4%) . WETREE (2.2%)
KO (22%) Thotz,

[# 1.6.2-317K% O[FF 1.6.2-32]12. KEYNOTE-5903 5% C KEYTRUDA D¢ 5% 52 1) 7= BE OFE
FHG R OBEARRAEERT 2T,

* 1.6.2-31 FEER
KEYTRUDA Dz 5 =2 T-BBEEE THRIREIS 20%Ll L (KEYNOTE-590 FXER)

KEYTRUDA
200 mg 3HEMMIRER G & AT TITRREVATTF RN
FTFURRT LA TT Ll TAa v OftH
AEHS D BE (3704
(370%1)
All Grades* (%) | Grade 3-47 (%) | All Grades* (%) | Grade 3-47 (%)
HIBhEE
i 67 7 63 7
5K 40 0 40 0
T 36 4.1 33 3
[P 34 7 32 5
EIEES 27 6 26 3.8
— - RHFRERS LR SEAOREE
% 5t | 57 | 12 | 46 | 9
Rk L OsekEE
A ARIEEE | 44 | 4.1 | 38 | 5
IR
R E D> | 24 | 3.0 | 24 | 5

* Grade 4313 NCI CTCAE v4.03(2 %5 <,
¥ HCICE ST FEO FTRNSHEVERE S vz,
i I JIE Je O 5 % B e,
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#* 1.6.2-32 R—ZRFA MBI LI-ERKREERE
KEYTRUDA D% 5 %% T -RiEEEE THIRES 20%LlE (KEYNOTE-590 FHER)

KEYTRUDA s R e .
200 mg AL G- & > AT 5 F o {%%f;’iggf;j g ;@7{#7% -
Hige A A A FO7)vAta e OftH
All Grades® Grade 3-4 All Grades® Grade 3-4
% % % %
JiIRE
2 83 21 86 24
I BRI E 74 43 71 41
H BRI E 72 21 73 17
U Lo SERIEDE 55 22 53 18
/R JE 43 5 46 8
Mg LS
5 A 56 7 55 6
&F U v AE 53 19 54 19
K7 L7 2 e 52 2.8 52 2.3
7 LT F=HEN 45 2.5 42 2.5
&AL SfE 44 3.9 38 2
5V v ifidiE 37 9 31 10
KAV v A MAE 30 12 34 15
TAHVRAT 7 2 —F N 29 1.9 29 1.7
E U U A E 28 3.6 27 2.6
ASTHEIEN 25 4.4 22 2.8
ALTHEN 23 3.6 18 1.7
B BB B OFEBUBI B TN — R T A VR O 54 1E L - O RGR & 2 E i L 7= BB S <, BERT
KEYTRUDA,/ > A7 5F 2 /T )Fa T )Vl E  345~3650, 7R,/ S AT7FF 2/ 7)Atar T 8 330
~35843l,
i GradeZy ¥H1XNCI CTCAE v4.031235< .

BEVEIE O R P T R AT Pt O BB s

KEYNOTE-18 175k (2 3\ T, Bl B 31441 O KEYTRUDA O 58 o F yefifi32.1 % A (#
P :1H~244% A) Thol (KRB (14.10) 2], B CAEHEBZH T 5 BE UL 0E il
FIVERE 22 B & 2 B I AR & Shvlc, BB T8I L - A EFFRIT. KEYTRUDA O H
ML % 52 ) 7= B A SO IR/ N T 0279961 THEBL LA ERER LAk CTH - 7=,

""’(« J;‘;
Firg, R SUSIEBANE T S

KEYNOTE-8265l1%, Zhiaettlal, “HEM. BIEAL (1: 1), 77 2R ROEKRRER T
b0 ALFRERE L (BB S L CRIRER L7256 2R<) Off, B, Xd—K
TRIR DRI B SHFE BB 2 %812, KEYTRUDA & _AY X< 7O UIIESFA To 7 ) &
XV VAT TFURININRNT N BRI STNVRTTF L DO GE U B0 & 3
fli L7 [ERHER (14.11) 2], 6162y, PD-LIFHOAMEIZ L 59, KEYTRUDA 200 mg 3
ARG &~ X< 7O SUTIEDFH TOFHE &L oS (30761) X377 & &R3
WG &~y X~ TR SUTIESE A COFRiE L Ot AE S (309%1) %5157,

KEYTRUDA O#5-#M o hdufiix, 994 H G&PH : 1H~264 H) THorz,
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KEYTRUDA & ~33 X< 70O UL IEDEH Tofb5pik & OO #5252 17 1285 D4.6% T,
FECIZE S To R EERNRBL L 72, £ OWNFRIE, {23361, BuisiE 3241, JRE A 0SB L A324
SYELFFEIE, B O A, OE I, A REAE, RN SRR E 2 £ 5 KRB 8. IBE
AL VBN & 1B Th - 72,

KEYTRUDA &~y X< 7O SUIIEOFH Cofb2kik & O # G- 2% T 72 BE D50% T,
HERAEFERNEI L, 3% EOBE IS SN EE LA EFRSIT. BEWELG P ERBUE
(6.8%). JREGIEG: (5.2%). &Il (4.6%). 2PERFEE (3.3%) MOWUE (3.3%) THo7-,

BEDI15% N EERFLICL Y KEYTRUDA OG- %2 IE L7z, ®HEEICROD N (1%L 1)
KEYTRUDA OFHH ILIZE S = HEREGIT, KK (1%) ThoT-,

66% DEBENAEFRICLY KEYTRUDA 2 KK L7z, BHEECREO LN Q%L L)
KEYTRUDA DIRFRIZE o o A EHEFR TR BRAER T, I IWasE (15%) . 4f ek
SE (14%) . &l (11%). ALT #5800 (6%). HIMEREE (5%) . 557 HEIE (4.2%) . JRESEG:

(3.6%) . AST #i/1 (3.3%). FE 33%). THl (2.6%). CEEEE (2.6%). MH 27 L7 F=
CHIIN (2.6%) . KRIG%R (2.3%). AR (2%) KUOWEHK (2%) TH ol

KEYTRUDA, {b5FJRIE KR AN X~ 7B (19661) T, SIS bt (20%20 F)
HEFRRIT, K= 2—a/3F— (62%) . BLEIE (58%). &l (55%) . %57 HEIIAE (53%) .
HOL (41%) | P ERIBAE (41%) . T (39%) . mlfiE (35%) | /I E (35%) | EFE (31%) .
BIEE (31%). WEr: (30%) . JREREGY (27%). F&Z (26%). HUMLEKAME (24%). FURBERE
TAE (22%) ROEARBOUE (21%) Tholz,

[ 1.6.2-33] % O[# 1.6.2-34]iC, KEYNOTE-826745 ¢ KEYTRUDA D ¥ 5% % 1} 1= BEF DA E
LR ORI T &,

% 1.6.2-33 5EER
KEYTRUDA D522 1 -F=WREEE THRIFEES 20%LLE (KEYNOTE-826 HER)

KEYTRUDA 7R
200 mg 33 [H
NNy = THRASUIEFRATO | _ANY X< TR UIIEGEH To
HEES == 3k {ESERIEDE I *
(307451) (309%1)
All Grades® Grades 3-4 All Grades® Grades 3-4
(%) (%) (%) (%)

R R EE

FRIE = = — 1 /ST | 58 | 4.2 | 57 | 6
B2 R J O Pk EE

Wi B 56 0 58 0

F5S 22 3.6 15 0.3
—fk - 2HEER L OGO

9% 557 | 47 7 46 6
H RS

AL 40 2 44 1.6

T 36 2 30 2.6
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{5 i 28 0.3 33 1
[ 26 2.6 27 1.9
B R L UGS ARk RS
i | 27 | 0.7 | 26 | 1.3
I AE B
& IE | 24 | 9 | 23 | 11
JR BRI | 24 | 9 | 26 | 8

*ALFRE N2 V2 XL U RTTF OO, I s U XX S HVRT T T OR)

t Grade 47 %81 NCI CTCAE v4.012 53 <,

PR 2 —a T KRR = 2 —a T KSR = 2 —a 3T — | REMERRER = 2 — T — RO
R EE T,

S 3B, BOR B EE | FLBEYERGS . BOIREE . BERIE . £ O FEIEERE R ORI 5 % T,

PR RO E & E e,

#= 1.6.2-34 R—RFA4 LB L-BRRREEESR
KEYTRUDA #5211 -FEREEE THIREIE 20%L £
(KEYNOTE-826 &ER)

KEYTRUDA WA
200 mg 33 [H1 I
RN X2 THRAIIEHHATO | A~ X< TR IIENE TO
b DR i A == 3r=ivEh LS RIEDE
(30741) (309%1)
All Grades* Grades 3-4 All Grades* Grades 3-4
(%) (%) (%) (%)
JiIRE
2 80 35 77 33
H iR iE 76 27 69 19
I BRI E 66 39 58 31
U RERE D E 61 33 56 33
/R JE 57 19 53 15
Mg LS
5 A 51 4.7 46 2.3
K7 L7 2 e 46 1.3 38 5
KT bV o AIfjE 40 14 38 11
ALT 840 40 7 38 6
AST #9h0 40 6 36 3.0
TAHVRAT 72— 38 3.4 40 2.3
&AL AfE 37 4.0 31 5
7 LT F = 34 5 32 6
KAV v A MAE 29 7 26 7
BHh U Y AMGE 23 3.7 27 4.7
& H VT MLGE 21 1.0 20 1.3
* R OB S I N— 2 T A VR OB 5% 1R L ORI & 32 L7 BEF R E-S <, BEKIE,
KEYTRUDA /b2 EGERRE © 297~30141), 77 &R e BRIEGFARE : 209~30241,
PARFRE (X7 VBRI S VAT TF OO, IRV X X'V S HNVRT T OPM),
t Grade 4713 NCI CTCAE v4.0123<

BEIR IR D B8 I FHRRE - S

KEYNOTE-15838t D a7k — ~ E TlE, = S HEE 98610 KEYTRUDA O#-5- i o v Jefif
13294 H GHiPH : 1H~22.1% H) Tho7- [HRRAER (14.11) 2], BOREKEEEZHFT LA
H XTSRRI 2 V3 L3 5 BE IR & Sz,

BEDR%NAEFRIZL Y KEYTRUDA OFKH %2 Hik Uiz, BE D3N EEAEFSR &5
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BL7z, MEEICRDONTEERAEERSL, Al (7%), B (4.1%), Hii (4.1%) KO
e [(4.1%) REBEGIBRLS ] THoTz, [ 1.62-35] L O[F 1.6.2-36]1C KEYNOTE-15855 C
KEYTRUDA O#: 5% 5 1} - BE DA EFL M ORRREMRE T 2 r7,

# 1.6.2-35 FEER
KEYTRUDA x5 %2 T-FEREEE THRIREIS 10%Ll L (KEYNOTE-158 5XER)

KEYTRUDA
200 mg
HERGR 3 MRRES (98f5)
All Grades” Grade 3-4
(%) (%)
—fk - 2HEER L OB G OREE
W5t 43 5
PTGt 22 2.0
FEEN 19 1.0
AP S 15 2.0
BB & OSSRk E
3 B A g Y | 27 5
H IR E
T 23 2.0
5 ° 22 3.1
L 19 0
g H- 19 1.0
A 14 0
R LU EE
BB | 21 | 0
I PR
Hifn. 8 | 19 | 5
JRYER L O fUE
PR BRI 2 18 6
G URBEBYLLIS) ¢ 16 4.1
B R J O Pk E
i o | 17 | 2.0
PR
FOR IR RE IR T E | 11 | 0
1R R E
B | 11 | 2.0
MR g, FERE K OEhmREE
I DR e | 10 [ 1.0
*Grade 43 $H13 NCI CTCAE v4.012F5 <,
TSI, H . RBIR KR OWEEIERE G e,
PR, V. WERGRE. PEIRNEE. EW. SRR, RESHIE. VU LoSHIRR. DRENEEER, R, BRI . ERE.
ARARTE . A b —~< RN M OV IR & & e,
S IR METRIE B O A IR % & Te,
BN, W, BRI . AE R, AR, ik, B, FECNERMERE K OO R 2 S e,
fEYE. FHRIROE A 28T,
PSR, MR . M. T REEE M O B RE R A A T,
SEVHM, MR, wEf, RIEFE M, BN, R i R O i &5 T,
MR G, AME R, R, MEMERBERL, a2 — RS AR R K OWR BV I 2 S e,
CHEIAE. B ARNYTT L T 47 4 UG, ERESRBIEERY BIR. R, SR T A VRS YA
W, &Y, A7 oY FRE D ol WY, AMeh v PAYE, OPEEEE, Bk, v a— FEF R, K08
Y, R, FRGERG. TEREROSMNEEESD v O X R E e,
SRR, B, WIB, FIBE, FE - RERFMEAREGR., BB, RYVERB R OB EBIREBE ST,
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#* 1.6.2-36 R—ZRFA MBI LI-ERKREERE
KEYTRUDA D5 =21 -FEREEE THIREIE 20%L £
(KEYNOTE-158 FE&)

KEYTRUDA
. . 200 mg 33 i ] e £ 5+
EE R All Grades® Grade 3-4
(%) (%)
ik
2 1. 54 24
U REREDE 47 9
MmiEAELS
K7 L7 2 e 44 5
TIHVRAT 72— 42 2.6
K7 bV o AIfjE 38 13
5 I 38 1.3
AST #9h0 34 3.9
7 LT F= 8N 32 5
&AL AfE 27 0
ALT 84 21 3.9
KAV v A MAE 20 6
* AR EME Y OFRBFB ST R—A T A VLR OEE#% 1B DL O R % i L 72 BE T . BEHU
KEYTRUDA ¥ : 76~79,
tGrade 781X NCI CTCAE v4.012 %2 <

10%LA_EIZFE®D BTz 2 DM ORI AR I3, 1KY BRME (All Grades : 19%, Grade3-4 :
6%) . INR /Il (All Grades : 19%, Grade3-4 : 0%). /L7 AifijiE (All Grades : 14%, Grade
3-4:2.6%) . M/NREDHA (All Grades : 14%, Grade3-4 : 1.3%) . IEMEALES hr v AT T AF
WRFFJE R (All Grades : 14%., Grade3-4 : 0%) . {KiffE (All Grades : 13%. Grade3-4 : 1.3%). I
BB (All Grades : 13%, Grade3-4 : 2.6%) K OVE A U w7 AMSE (All Grades : 13%, Grade 3-4 :
1.3%) Th-oTo,

AT A g

KEYNOTE-2243 8 (23517 2 T a8 (10445]) & KEYTRUDA O #¢5-#H oO Hhfli134.2 %
H (#iPH: 1A ~1.5%) Tho7 (R (14.12) 28], IFMiEEE ICRBL L - FEF503
@m<&mw4:w0&0ﬁﬁéﬁﬁ(um)@%ﬁﬁéﬁ%ﬂok:&%%%\mwnumA®
B 5% 52 1) 72 SR B 00 ST NI TE 2799 CHRIL L - A EFHR LML CREETH -
7oo FBLEIG OEOER R AT (Grade3-4) 1. AST¥IN (20%) . ALT ¥4h0 (9%) KOVEE
Vv simiE (10%) Tho7v-,

AV VAR

KEYNOTE-017:8R (2351 D A V7 Vg 878 (50651) ¢ KEYTRUDA D% -5-HiH o o A%
6.6 A (HiPH : 1H~23.6% ) Tholz [HRRAER (14.13) ZMR], BOREEREZHTLEE
XA SaE BHIFNER 2 LB & 9 5 BE IR & Sz, A7 Vil BE IO RBL LA EE
G:1%, KEYTRUDA O HUM$E: 5-% 5217 7 Ve B0 il S IR/ N e 00279961 THEL L 7= A H =+
RLARTH o7z, FBEIEOEOEARREIERT (Grade3-4) 1T, AST HIMN (11%) KOV b
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(19%) TH -7,
RS A e

T X F =7 L OPHHIC K D EATYEE MR O —RIGHR (KEYNOTE-426:45%)

KEYNOTE-426iBR Clx, 7X v F =7 L &G LizGE 0@ a2 340 Ls [R5

(14.14) 28], 25 MR R E A VE VAR L < IXE OO e sl ANEHR 2 L3 & 2 R
WREDBFE, UXIVRBEIRSF, | IEABL, ¥ = — 7 L UEBERE L QR Ve U FIRIE CREL T
WD FUR RSB IR MIELS O FEE O B O RO 2 A7 2 BEIIREES & Shviz, B
KEYTRUDA 200 mg ¢33 BB O SHHEHEL O T ¥ F =75 mg O1H2EBIOR A S, T A
=F=750mg %1 H 1[4 5% 2BEERIED , WIT IO %517 72, KEYTRUDA & 7 %
UF =T OPFRREEZ T R O R REIX104 A G 1A~2125 H) Thotz,

FUBREE M OB N1, Al O RAE 2 62% (REDA : 30~895%) TH Y | 655k L DOEIE 1340%,
BYEDT1%, H AD80%, Karnofsky Performance Status (KPS) 7390~100D F2357)380%, KPS 7370
~80D BEN20% TH > 7=,

KEYTRUDA &7 X3 F =7 DOHHAHE G252 - HBFD33% T, HEICE->T-HEHESLNHRE
L7co ZOWNFRIE, OF 123361, MZERAEA 261, (D2, FIRAHORLT, BEAEMELE, O
K. TN=c—HH, WEAEIEEBEE, MK, il & O R ER S 1B THh - o,

KEYTRUDA & 7 % F =7 O E 252 1T 12 BE D40% T, BELHAERSZNEHR L, 1%
PLEDBRFICHRE SNTEE A EFRIL. IFEE (7%). TH (42%), SHEBEE (2.3%). B
K (1%) KOWlESE (1%) Thoiz,

31%DHEFE T KEYTRUDA XIET7 F 3 F =7 DOWT OGO P IRICE - - A EELPHE
L 72, 13%73 KEYTRUDA O Zx, 13%03 7 ¥V F =7 DI, 8% MM OIFEF O GH Ik L 7p o7,
KEYTRUDA, 7 % ¥ F =7 XFMlAlO#E G HILICE -7, BHREEGNED (1%H8) AEFFRIT,
JFaEtE (13%) . TR KIER (1.9%), SEEES (1.6%) XKOMIMERE (1.2%) Thol,

KEYTRUDA & 7 %3 F =7 OfH#E 525 T 72835 D76% T, Infusion-related reaction (Z & Y
KEYTRUDA DO 5-% — KR W L7256 2 R & IRIEIEIZE ST A EFER P HBL LT,
50% D BFE T, KEYTRUDA Z KK L7z, 64%DBEETT I F =T HIRE L, 2%DEETT ¥
VF =7 Z i L=, KEYTRUDA OREIZE > 7-@daE (10%8) (SR LI-AERFRIT,
P (14%) ZOVFHT (11%) THY | 7F > F =7 OREIFEO VTS E - 72 5HEE (10%
) ICEBLLAERERIT. TEE 21%) . M (19%) XKOEILE (18%) Th-olz,

KEYTRUDA & 7 & v F =7 OUFH&R G 22 T T2 BE TEHEE Q0% E) IR bn-FESE
Gk, R, JESTMESE, ST, FURIMEREIS TE, BAEEE. HEt. FE - BIERRRAE
REJEMERE, B, OWNREORIE, BFEREE, 325, KL OMEBTH -7,

KEYTRUDA & 7 %3 F =7 OEMEEA2Z1T1227% D BE T, EEEOFERELO-DIC]
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AdH7-0 7L R=ra #1540 mg L EORKR O G2 X D168 E =T 7,

[ 1.6.2-37]% & 1.6.2-38]IC KEYNOTE-426:882 C KEYTRUDA &7 ¥ F =7 DG %%
FTZEE D20%LL ETH LN HFFR M ORAR BB R T 27,

#* 1.6.2-37 BFEER
KEYTRUDA &7 XL FJOHRAKE 2 T -BilEEE THRREIS 20%L £

(KEYNOTE-426 #5%)

KEYTRUDA 200 mg 33 [ i & O° A=F e
T X F =TS (Lﬁ@
HERGR (429151)
All Grades” Grade 3-4 All Grades” Grade 3-4
(%) (%) (%) (%)
H ke
T 56 11 45 5
AL 28 0.9 32 0.9
15 21 0 15 0.2
— % - EHEER IO GEALOREE
W5/ I | 52 | 5 | 51 | 10
I
5 i E | 48 | 24 | 48 | 20
HFREE A p
JIF RS | 39 | 20 | 25 | 4.9
PNy A BE
ORI AE S T Al | 35 | 0.2 | 32 | 0.2
Rt L OsekEE
A BkIBGE | 30 | 2.8 | 29 | 0.7
FRER L OV FHlRkESE
FE - BERREAR 28 5 40 3.8
AJEGERE
A% RO SE 27 1.6 41 4
FB 25 1.4 21 0.7
MR, Mok & OV s
il 25 0.2 3.3 0
Z K 21 0.2 14 0.5
* Grade 4313 NCI CTCAE v4.0312 55 <,
VR, KRB, BEg. BB, /B RO MRS 2 % A T,
PEIME, mE RS, EES ) —B RO EE & T & e,
SALT B0, AST 890, FCGEMAZ%, by v e i, Sy, frasss 5. SRR . FFZ. BUERF
%, FFARBRGE, FFEtE. m eV e e, ErEiTse, ITERaEM L8, FRERCN I V27 IF—Y LR 25
.
1 RB. MRS, KR, SRR, T b U —ER SR, ARV . R R S FIRMETRE . VEREE . FTBE
PR, REMERE. BEIRES, BEIREBIREE . BB MRE. 75 Rtis. IRIRMERIER, REEG, RIEHIL O
BB % G,
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# 1.6.2-38 R—ZRFA MBI LI-ERKREERE
KEYTRUDA &7 XL F - J0HAKE 2 T -BHilEEE THRREIS 20%L £
(KEYNOTE-426 &)

KEYTRUDA 200 mg 33 ] ] & OF PR
Bk TELF =TS
All Grades® Grade 3-4 All Grades® Grade 3-4
(%) (%) (%) (%)

MmiEAELS
5 A 62 9 54 3.2
ALT 84 60 20 44 5
AST #9h0 57 13 56 5
7 LT I = BN 43 43 40 2.4
K bV o AIfjE 35 8 29 8
E U U A E 34 6 22 1.7
K7 L7 2 e 32 0.5 34 1.7
& AV T SLGE 27 0.7 15 1.9
1KY ERIMIE 26 6 49 17
THAHVRAT 7 X — 26 1.7 30 2.7
BHN
&AL AifLjiEt 22 0.2 29 0.7
M e UL e HE 22 2.1 21 1.9
EHEEE S he R 22 1.2 14 0
T AT HFWAE RS

JiIRE
U RERE D E 33 11 46 8
2 29 2.1 65 8
ﬁu/Mﬁﬁ/M“ 27 1.4 78 14

KR RAME T ORBEI ST R—RA T A4 VRER OB 5% 1BILL EORRRE 2 580 L BEKICES <, BT

KEYTRUDA, 7 % F = 7Rt : 342~4250, A=F =T7Ff : 345~4224,

t Grade 47 %813 NCI CTCAE v4.031233<

P PT I UHHIE R

$ Grade 3OIEMALER Y h 2 VAR 75 2 F VIERIER 2 18 ) 2B RO R EFL LA L T,

LonNF =7 L OPFHIC HEATPE B AR O — kI (KEYNOTE-581585%)

KEYNOTE-5817 T KEYTRUDA D723l L7 [ERIREER (14.14) M), BEIX
KEYTRUDA 200 mg >33 B R E O S §HEKL O L " F =720 mg D1 H AR D5 (35261)
LANF =718 mg O1AIERKRAFE G L R=~N1 Y AR5 mg OLHIERROES (35561), XITA
=F =750 mg &1 H1[E4HEMREAFEGZ2EEIRIE (34061]) OWTNDIREFEE T 72,
KEYTRUDA & U AF =7 Ot ELZ T - Mo vEix17, A (& : 0.1~39% H) T
ol

KEYTRUDA & Lo ANF =T OO G %2521 12 BF D43% T, IR ST HEFRNEH

L7z, TOWNFRIE, OfifFIE (0.9%) . BUiE (0.9%). REAR. B CRErETR, kN, &
fEZ V=8, b7 V7 F =80, ZhiaEERER SRR, A ERRE, DA, B

lgge, BRI L O BT HIML (%0.3%) Th-oT,

KEYTRUDA & L o RF =T O E 2% 1T 72 BE D51% T, BERAERESZNEI LT, 2%
P EOBFICHE SN EELAEEST, HBE#EES (5%), T 4%). @it (3%) ., O
FEZE (3%) . Miiligse (3%) . MRt (3%) . RMERFEE (2%) . BIBHERER S (2%) . FERIR#E (2%)
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KO 2%) ThoT-,

KEYTRUDA & L U AF =T OHFHAFE %% 12 BH D37%2, KEYTRUDA # L < XL T
=T OWTIITI A OB DR IEICE S TG EER PRI L7, 29%728 KEYTRUDA D,
26%3 L 2 RF =T DI, 13% 0 MWAI O 5% F ik Uiz, BEEIG 2 m (2%LL ) KEYTRUDA.,
L UNF =T IWA ORGP E - 7o ERHGIL, Mgk 3%). LifEZE 3%). FEk

(3%). AMEEREE (3%). BZ (3% KOTH 2% Thol,

KEYTRUDA & L o AF =7 O b %251 72538 D78% T, KEYTRUDA #5 L <L L v/ F
=T DOWFTINATHH ORI R > - A HFFRPIEI LT, 55%7 KEYTRUDA ZAKHE L 39%
DA 2 AREE U 7=, FBLEIA 03E O (3%LL 1) KEYTRUDA ORIRICE - 7= FEHGIE, FHT (10%) |
fFatE (8%). ¥ (7%). U X—EBHM (5%). 7 I 7 —EHin (4%). HiEm (3%) . @i
JE B%). 3% (3%). SVEBEE (3%) KUREMBUE 3% ThoT,

KEYTRUDA & L o AF =7 OG- 252 T 12 BF D15%0, s ORERRDZDIZ]
Ab7-0EN7 L R=y o HEA0 mg UL EORT a1 RigEE =TT,

[ 1.6.2-39] L [ 1.6.2-40]IC KEYNOTE-5813882 C KEYTRUDA & L > N"F =T D H %%
FTZEHE D20%LL ETH LN HFFR M ORAR R AR T 257,

# 1.6.2-39 BFEER
KEYTRUDA & L UN\FZJDOHAKRS 22T -BHllgEEE TREEE 20%L L
(KEYNOTE-581 &ER)

KEYTRUDA A =F =750 mg
200 mg 318 HFIR & Ot (340431)

. VIRF=THERES

HEER (352431))
All Grades Grade 3-4 All Grades Grade 3-4
(%) (%) (%) (%)

— % - EHREER IO SEALOREE

I 7 | 63 | 9 56 8
H ke

T 62 10 50 6

Okt 43 2 43 2

AL 36 3 33 1

RS 27 2 18 1

g M- 26 3 20 1

A 25 1 19 0
BB & OSSRk E

i B | 58 | 4 41 3
PNy ABE

N e e | 57 | 1 32 0
I

5 I JE P 56 29 43 20

HH afn B E g 5 B 27 5 26 4
Rt L OsekEE

AR @ | 41 | 4 | 31 | 1
B2 R J O Pk EE

5 ¢ | 37 | 5 | 17 | 1
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FE - RERRHERSEGER | 29 | 4 | 38 | 4
RRIR I A

(2 | 30 | 8 | 9 | 0.3
MR SR, MERES K OMithRRE

Eial s | 30 | 0 | 4 [ 0
B L IR IRk

E=1i 30 8 13 3

PR R Y 21 5 16 2
B R

JF AR | 25 | 9 | 21 | 5
PR

i | 23 | 1 | 16 [ 1

MEFRE, KT, WEIR N ORI E S T,

t THRIKOH R ZETe,

1 T 7 HVEEE., PR, SR, B, DVEPRIBAR. KIRORIE, DRERNRTRE, DERSEAER R, PP
M VEHEESR . IHEE D RAE K OO Nk & & T,

§ MEERATRRS, A, MEEREEE ., MR, DA AR, IR A O R R & ST,

1 BAfA . BIEiK. . ‘B, B, DRI, AR, AR, B RSEEE, AR, ZEEE.
FEOMRRPE MR . TURRE K OV & & T,

# IR A AR T E L 1 HP PR BRI L 7R L8 L #80 K OV S8 ME FOIR IR BRI T IE 2 & To,

» AfeMEE MERE, fE ES- RESE R SiiE, &g s U —8, S EMEREBRE & O E T A T,

8 TRCOHMBEMFEZ ST, WO G TIFILL ISR Uz Hi B g, TP, SiiRmmsd, m
PR, Sl PEEi, R MmErE, 7 — T VR AL M, R, RS, PR, b R, RRRE M Im A
PIEERE . BRI, S, ARAM., B, e . S, REEHf, de, e, g, fEEPe,
PR VR, FEHML, PN MR A OBEIE A, SRR AR, FEREAL M, MERERN I, TR I, <2
— U RGEERE, A LI, AUREM., BRI, B, AR, AN, BRI L, B, AR R i
JE, < BRI, dAe e RO MR B, B ., A i e OF VS A A i,

@ FARPER N RIS & E T,

é PESRIIZ . EABIRIE, BRERE, S5, BB, fBMEE, BRESE, BIREBIRES . mBithisE, 9
FEMER S B OBIEME R B % & T,

8 FEABE, P - RIEFERAEAR SRR OVR EALEE 2 5 T,

0 ~NEZREVR, R 7 —BREEREKOEARE ST,

y AMBEE, REFBME, mhr7 L T7F= N, B vrF=r - T IR, @2 VT F = UME, BAR
4, BHREREE . ZIR. CRERMRTERE =D K O B BE & & T,

£ TI=T ) NI UAT 2T =B, TARTRUEET I ) M T UAT =T —BHM, e UL E N, 38
WrEFRES . WEER BA. RS, PR M, HFatk, se Y revimfE, @7 A7 I —EMm
SE. RIEVENTR . ITHEREMEME LA, THEE., FI U AT I F—FERARRy = ALEZ IV T AT =T —EHN
T Eie,

KEYTRUDA & U U AF =T OO G %517 72 FBBE D20%A TR O 7= FF R 7
HERERIL, ODIHFE 3%) KOWLE (1%) Tholz,

# 1.6.2-40 N—RF34 LB L-BRRREEESR
KEYTRUDA & L UNFZJOHAKRE R T -BHlaEEE TRREEG 20%L L (Al

Grades)
(KEYNOTE-581 i E&)
KEYTRUDA A =F =750 mg
200 mg 378 [ @ M OF
i R i A LU NTF =T KRS
All Grades Grade 3-4 All Grades Grade 3-4
%" %" %" %"
g4 LS
&RV 7YY RifE 80 15 71 15
B2 L AT a— )VIE 64 5 43 1
U o S—B N 61 34 59 28
7 LT F= 61 5 61 2
77— 59 17 41 9
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KEYTRUDA A =F =750 mg
200 mg 33 [ I fE A OF
i R i A LU RNF =TS
All Grades Grade 3-4 All Grades Grade 3-4
%? %? %? %?
AST #9h0 58 7 57 3
5 I 55 7 48 3
ALT 84 52 7 49 4
BEh Y 7 AMSE 44 9 28 6
15 i B 44 2 27 1
&F R YU AIfE 41 12 28 9
TIVT 2 B 34 0.3 22 0
TIAHVRAT 72— 32 4 32 1
&A1V v AE 30 2 22 1
1KY ERIMIE 29 7 50 8
K~ 27 %3 ™ A ME 25 2 15 3
7 VT FURARFF—B N 24 6 36 5
B~ 7 X7 AMUE 23 2 22 3
BV AE 21 1 11 1
TR
U L SBRDE 54 9 66 15
/R JE 39 2 73 13
2 1. 38 3 66 8
H iR iE 34 1 77 8
I BRI E 31 4 72 16
B R=2F A4 bbbl EH17 L— ROBLRRD b,
t B B R AT S 5 DR BB S 1IN — A T A VR R O 514 1[BILL - BRI & 920 L7 BE RIS <, mERIT
KEYTRUDA K ONL U R F =T FE : 343~34905], A=F =7FE : 329~335%,

Grade 3% UMD ALT BEAN L AST BEANT T D9%IZ78 H iz, Grade 2LA LD ALT ¥4I X%
AST #EAN1364%41 (18%) IZFELL , D 5 H2061 (31%) IXIHH- VKO T L K=" 1 #1H40 mg
U bozxTa A FE 2% F7-, KEYTRUDA & L > A\F =7 o5 2 55 L= B (384)
10451 C Grade 2LL > ALT #§0131% AST #8125 f5%& L7225, KEYTRUDA O A O F 5% FEBH L
7o QR ITHRBIIA DR T,

S Al e Ao 0D Bt £ Ak B MR

KEYNOTE-5647A8% 1%, Bl iads (e U C B it 217 - 72 39844112 . KEYTRUDA 200 mg %
338 IR C e (48801) XX 7 TR (496f) %R VEMES L2 E\EAL 1: 1), —
B, 77 B ARLROEFRRER TH Y . KEYTRUDA O B 5020 2 314 U 7= [FRARR
Bk (14.14) 2], KEYTRUDA OIgE MM O RfEfiX11.15 A &P : 18 ~143% H) ThoTz,
B O R B2 A 5 B TR I FIAER & WE L3 2 EERRIE O B 1Rl & Sz,

KEYTRUDA D5 -Z52 T2 E# D20% T, EELRAEFEPRE LT, 1%L EoBHEIZHRE
SNTHEELRAEFRIL, SMEEEE. RIFEREAS, Mk, RIBREXORERREES 72 F—
VA (%1%) T o7z, KEYTRUDA O 5% T2 B3 D02% T, FLTIZE T EFEFLIR
BLL., I CHTITE S TR FEH LT,

BED2% N EHERFLICL Y KEYTRUDA OG- 2 IE L7, SEEICRO b (1%L E)
FERELIT, ALTHEN (1.6%) . KiEX (1%) KOEIBEERE (1%) Thoiz,
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BED26% 0 F EFEFGIT LY KEYTRUDA ZARFE L7z, @sEEICRO Hiv7e (1%LLE) IRFEIZ
Eo-HERELIT, ASTHI (2.3%) ., BIEH (1.6%). FIRAMEAEIS TIE (1.6%) . FH#l (1.4%).
ALT #80 (1.4%) . #97 (1.4%). B2, BREIRLOMEE: (%1%) ThoTo, [ 1.6.2-411 %W
[F¢ 1.6.2-42]1C KEYNOTE-564:85% T KEYTRUDA D #¢ 5% 5% 1} = i O EHL K O AR AT
B AR,

= 1.6.2-41 5EEHR
KEYTRUDA #5211 -BMiazEE THRTFEEE 10%LE
(KEYNOTE-564 &)

KEYTRUDA IR
200 mg 33 MR 5
HERGR (488131) (496151)
All Grades® Grades 3-4 All Grades Grades 3-4
(%) (%) (%) (%)

ks el & O A FRk S %

i e R g | 41 | 1.2 | 36 | 0.6
— % - EHREER L OGO REE

9% 578 | 40 | 1.2 | 31 | 0.2
FRER L OV FHlRkESE

FB1 30 1.4 15 0.4

O FIE 23 0.2 13 0
H ke

T 27 2.7 23 0.2

AL 16 0.4 10 0

5 ° 11 0.4 13 0.2
PNy A BE

FOR IR RE IR T E 21 0.2 3.6 0

FROR IR RE LI E 12 0.2 0.2 0
MRS, Mok & OV s

ng ik & | 17 | 0 | 12 | 0
R R EE

SE g @ | 15 | 0.2 | 13 | 0
HFREE R p

JFE @ | 14 | 3.7 | 7 | 0.6
BBk DR E

AR REE O | 13 | 1.2 | 10 | 0.2

* TR FRE X ILETNU LORREETH oo AEFRERIR LT,

t Grade %73 1% NCI CTCAE v4.0(23-3<

¥ BAfR., m. A, BAfhk. DUMOR. B, AEROR. BB RREEL. M. DB RSRIRE. BR kO
AR 2 S e,

§ W K O 55 & & e,

35, BOIRBIRERE . B MERE. RIGHL, SR, fLEMERZ, B, BRIRRE . SERREE R, RIg%.
TR, AT 4 — TV A - T a v Y UEERE, IR R Z S R OTFE - R AR T R SRR 2 S T,
T, KR, B, PEEREE & OVINE% % & ie,

MR, AR . BRI MR PRI R OV L 2R & BT,

REME R, Rk R Ok 2 e,

BROEMESENR . UATR. RIS IS RE O SR R OSIIR A0 O FEER 2 & T,

TI7=VT ) NTUAT 2T =B, TARTXVEET I ) VT UAT7 27 —BHIN, b ey e Hgn, 3
YRR, WEER BA. FREERE . FMREE, ek, e ve v i, EFR. FERmRAE A
NG AT IF—F LS, v = AEINEIT AT = F—PHIMEOHE Y L E U EINE ST,

6 AMEREE, b7 LT F =W, BRAE, BERERE, 2R, CREREERERD RO R BEE ST,

S
&
i}

=

> o ® T #*
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#* 1.6.2-42 R—ZRFA4 U BIELI-ERKREEBRE"
KEYTRUDA 0% 5 %% T 1-Blilafe E& THRIEIE 20%LL L
(KEYNOTE-564 &ER)

KEYTRUDA 75 R
. 200 mg 3 MM R 5
HRIR R All Grades* Grades 3-4 All Grades Grades 3-4
% % % %
MmiEAELS
7 R ORI 48 8 45 4.5
I LT F= N 40 1.1 28 0.2
INR #500 27 0.9 20 0.8
K bV o AIfjE 21 3.3 13 1.9
ALT 40 20 3.8 11 0.2
iRz
i | 28 | 0.5 | 20 | 0.4
* 7T R R & FRRE X Z L EOFRENE TH - 72l ARRAE R 2R LTz,
¥ K BRI E ORBFE G TR AT A VR R O 5% 1R E O RRE 2 Eit L7 BE B HES<, BEET
KEYTRUDA Bf : 440~44961, 7 &R REE : 461~469%1, INR EEIIZ O\ TCix, KEYTRUDA B : 2286, 77 &R
BE 2 2544,
H Grade 43 %81 NCI CTCAE v4.0312 %3 < .

£ B AR

pPMMR T % X% MSI-High 28 S 72 W T FEREEIC%T 25 KEYTRUDA & LU XF =T D
DEREB G Xk BI1E%E

KEYNOTE-7753 k1%, s, HFEM. EIEAML (1: 1), EIEIIROBERKABR TH Y | AT
BlgEE B OV il Bh ik & & O 7o 1R B oo 77T - B Al 1%%45%‘%?21/9% N K DIEHRE

ST TEREEREDSHAAN DI, L ANF =T LR E LSE O % AT
L 7 [ IREAER (14.15) Z2 /], pMMR T & % X3 MSI-High %ﬁém\%aﬁi%ﬁ%‘ KEYTRUDA
200 mg DO3ARIFREHR G- & Lo "F =720mg D1 B 1EFRE ARG 2 &S 34261) . UL K¥ Y
NEVUELINNZ U X vefth Lz (32561),

B3 pMMR C & 5 X% MSI-High %A S 72V RIED B OIRBRIEO & 5 WM O R A IX7.2 %
A (#EPH 0 1H~26.8% H). KEYTRUDA O #&5HfOFJufiix6.8» A (HiH : 1H~258% H)
ThH-oT,

KEYTRUDA & Lo A\F =7 OPFHEG &% T 123 D4.7% T, HEICE ST HHFEFRNFED
L7z, ZOWNRIL. iz, ArkiEE, ArbOmize, KB, ABER. BE L. T
THALAE i, EVEELE PAZE, ZIBERERE RN RIEERE, BRI e ERE . I JEARIE S OV 24

ENFIFITH ST,

KEYTRUDA & L U ARNF =T OUFHKR G 22 T2 8BE D50% T, BEERAEEFELNRE LT, 3%
PLEDOBEFEICHRE SN-EELRAEESRER T, SilE (4.4%) KOREBEY: 32%) Thol,

BEDI15% N EERFLICL Y KEYTRUDA OG- %21k L7z, @HEEICRO b (1%L 1)
BeHHIEICE T BEFRIT. ALTHEN (1.2%) TH-o7-,
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B DA% N HEFRIZ LY KEYTRUDA #{R3E L7z, @HEIZED Lz B%LLE) K3
Eo-AEFEL L, T (8%). ALT #4iN (4.4%) . AST I (3.8%) NMOEMLE (3.5%) Tdh -
7=

[# 1.6.2-43] % UYF 1.6.2-44]17 KEYNOTE-775:8C KEYTRUDA & L > NF =7 D5
R T BE DA EER L OWARAEERT 217,

# 1.6.2-43 BFEER
KEYTRUDA & L UNFZIJIDHARES ZRIT-FEKREEE TREEE 20%L L
(KEYNOTE-775 &)

FERE (pPMMR TH 5 XiF MSI-High % S 72\)
KEYTRUDA A
200 mg 3EMMRR L o NF =7 I ) ZxEL
. A&
AEER (3424351) (32541)
All Grades* Grades 3-4 All Grades* Grades 3-4
(%) (%) (%) (%)
PNy AR
LR A T T 67 | 0.9 | 0.9 | 0
I
& I £ 67 39 6 2.5
HH afn B e g 5 25 2.6 15 0.9
— % - EHREER IO GEALOREE
9% 571 | 58 11 | 54 6
H ke
T 55 8 20 2.8
G 49 2.9 47 1.5
S 37 2.3 21 22
PP 35 2.6 26 1.2
i 34 2.6 21 1.2
A 27 0 25 0.6
BB & OSSRk E
i B 2 | 53 | 5 | 27 | 0.6
Rt L OsekE
A RRIEGE ¢ | 44 | 7 | 21 | 0
AR AT
RE R | 34 | 10 | 6 | 03
BBk R E
EAR? | 29 | 6 | 3.4 | 0.3
JEYWE 36 K OV 4k e
JR R © | 31 | 5 | 13 | 1.2
R R EE
S | 26 | 0.6 | 9 | 03
MRS, Mok & OV s
RS | 22 | 0 | 0.6 | 0
B R J O Pk EE
TE - BERRMEREY 23 2.9 0.9 0
FBt 20 2.3 4.9 0
* Grade 43 %13 NCI CTCAE v4.03(2 %5 <,
t FEOR BB R A TRE I o EE DR BRI AR LB L BN, IR R B OV M IR B AR I TIE & e,
i EME, MUE RR, CWRMEEME, ME R, i R R O E B & 2T,
§

s, FEHm, MR, R HD, REFEBm, ERHD, #E, mEEgRk, tm, REED, HEHn, vk

i, PREE I, TENEEE D, PREN G, SR, R, TP, Sk, BRI, @, SRR
i, i pEARg . AL A b=, BV i, AlE i, SR P, BERE M, i, BT B,
ST A, RSSO PN ., B i, MREE M A G SRS T AR R e O SRR AL PN M A 5 T,
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1.6 SEIZETHERKNREEFICETHEH

MK-3475
Page 65

T . EE. BRERROEIRE G,
# THRIEOHB R ZE T,
P CINZ, MEEORAE, DFEHEER, 7 7 2 MR, DPENTEREER. DER, DR X VGRS 2 & e,
® M, R, FREMR, PR PR, AR, M R VL A & 2 S de,
a RO, AP, WERdE. DUBOW. B, BTN, B Rm. BAEZ. B MR, AERSAEE, JEONERIE NN &
OV & & e,
é B BROGR M OV 2 S e,
6 EAR, BRPEABERO~NES B E VR ES T,
° JRIEEYG: . R R OB R R &2 & T,
y Fh LIRS, T EAIHE K OVE BSALHE 2 & e,
£ RiB, BRSNS, % 5SS, REHERIS. BEIRAE ., MRS, EBMRE . AINRIEYER 2 K O
WFRBE &,
* 1.6.2-44 R—ZXS534 LB L-BEBRREERSE
KEYTRUDA £ LUNFZJDHARS#ZIT-FEREEET
FIVE|E 20% L E (TRTD Grade) XIF 3%LLE (Grade 3 X% 4)
(KEYNOTE-775 &%)
TFERE (pPMMR TH 5 Xid MSI-High % S 72\)
KEYTRUDA RS A
E b AT 200 mg 35@F’5F’5E§(évw<%:ﬂ# DAV &
All Grades* Grades 3-4 All Grades* Grades 3-4
% % % %
MmiEAELS
KU 27V RifgE 70 6 45 1.7
K7 L7 2 e 60 2.7 42 1.6
AST #9010 58 9 23 1.6
5 B 58 8 45 44
K~ 7 %0 A IMSE 53 6 32 3.8
ALT 84 55 9 21 1.2
ol AT a—/VffE 53 3.2 23 0.7
K bV o AIfjE 46 15 28 7
TIVHIVKRAT 7 Z—F 43 4.7 18 0.9
HAN
&AL AIfE 40 4.7 21 1.9
U o —BHN 36 14 13 3.9
7Ly T = 35 4.7 18 1.9
KAV v A MAE 34 10 24 5
1KY ERIMIE 26 8 17 3.2
727 —BHIN 25 7 8 1
& U U A E 23 2.4 12 1.2
7 LT F xS —EHM 19 3.7 7 0
SUARYZ ] 18 3.6 6 1.6
JiIRE
U REREDE 50 16 65 20
/R JE 50 8 30 4.7
2 49 8 84 14
H iR iE 43 3.5 83 43
I BRI E 31 6 76 58
* R=2F A4 bRl EH17 L— ROBLRRD b,
t B BRI 5 DR BB BTN — A T A VR R O 514 1 [EILL - OERRIRE & 920 L7 BE RIS <, mERIT
KEYTRUDA ML U N F =T B 1 263~3400], F¥V LB I 7 U X B VR 240~322f,
i Grade %3 %1% NCI CTCAE v4.0312 33 <,

MSI-High XX MMR K% H T 51T BRI T % KEYTRUDA O Hl$: 512 K % {6

KEYNOTE-158# 5k (274 AL 541, KEYTRUDA O B $: 5% 521 7= MSI-High #6795 XX

089767
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MMR K18 % H 9 5 =4 RE M Tk [FFARER (14.15) 2], KEYTRUDA DRI D
o 1%83 4 A (&iPH : 1H~269% H) Tholz, FEREEEICRAL-AEELIT
KEYTRUDA O Hijh$s 525 1} /- Bk B A NE 3 NSCLC BE279901 THEL LA EFHSR L AR
THo7,

B n 128 LB i fE O (TMB-High #4)

KEYNOTE-1583# Tl&. TMB-High ¥ H8# 105617257 AdL Hiv, KEYTRUDA # #x5- L 72BRD
M Z G U 7- (EEARHER (14.16) 28], KEYTRUDA £ 5-#I o> tF 4 fifi34.9 % A (P : 0.03
~352% ) Th o7z, TMB-High FEERFITHELL -G FHFSRIL, KEYTRUDA O BB 5% 51
T DETER A BE THRE LIZAFERERLFAKTH ST,

P LR (eSCC)

KEYNOTE-6293 R I T, AT SCC (FH¥EA L < ITHEBME ST mPntETT) 159610
KEYTRUDA #¢ 53RO P i 136.9 % A (#FH : 1H~28.9% H) Th-o7- [EKRAB (14.17) &
M1, B ORERBEZ AT 2 BE IR MERIE REARVE CHE L <I3Z Do mfilAic

DIRE 2 ML b LT R PRPIRIE D B I IANE M & Sivlz, B3E L <FHBBIED SCC U RPT
HEAT D ¢SCC BE IR H L= A EES 1T, KEYTRUDA O HM P 5 % 5% 1) 7= B B il SO 36/ N
Rl fitif D2799%1 THRIL L - A EF G LR TH - 7, BHEEG O @WK MR (Grade 3-4)
I U U ERBAE (10%) KOV R Y 7 A (10%) Th oz,

b UTNEHT 4 T

E U A7 B LY TR T 4 TR DI AT B % OVl Al Bh A

KEYNOTE 522588k 1%, #EAEAM (2: 1), ZhisktkFl, —EHEMR., 77 B RASROBKRR TH
O TR SV RIBEOE Y A7 B R U TV T ¢ 7 IR ERE & kBRI KEYTRUDA
BANAIABIRE & U TESIRE (DR T T F o ROUNT V2 X' AFHHHZIZ RS LE T X
IFTEALES RN 7 aR A7 7 I Raegh) LOHERES. KO aiBiis & LU CHMmE 5
L 7=BR DM % 5l LT,

B RPTI8GI AL 72 < L b 1Bl AbSERRE 2 OF 3 2 ATl Al Bh s Kk Ol s Al Bh i & L T
KEYTRUDA DO#:5.% 50T, & ORERZ A7 9152 03 IRl Bh R E L O e i Bk & L
TT T EROEE 25T 7238961 & bhig U7 [ERIRERER (14.18) 1,

KEYTRUDA 200 mg 318 B [EIfg & 5- 0 5 HM o Yk, 1335 H &P : 1H~219% A) T
Hotm,

KEYTRUDA O 5. %32 13 1= HEF D0.9% T, T ICE > T-AEFERNRBE L=, £OWNRIL,
B U —B, HOREENS, IFR, i, Milgss, MZERE, KO IgaSie R SIEWRE & O
FRSE £ 5 BUME (£16]) THho7-,

KEYTRUDA O 5% 5211 12 f83E D44% T, EHERAEFRNHEEL LT, KEYTRUDA O# 5 %
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ZAF T2 EBEDO2%LL FICHE SN EE LA ERESIT, BEWEL P EREAE (15%) . FE (3.7%) .
Al (2.6%) KOUHHERBDE (22%) THoTz,

BED20% P FEFLRIZEY KEYTRUDA O G2 HIE L7z, HEPIICESTEAFEHELRD D
LEMEEICED b (1%L E) FSIT, ALT #0 (2.7%) . AST #900 (1.5%) KO%EZE (1%)
Tholz, BEDST%NAEEGIZL Y KEYTRUDA 2R3 L7-, WHEEIZED bz Q%L 1)
KEYTRUDA DIRFEIZE - 7o EFEFRIL, i FERBE (26%) . [/ IMRIBE (6%). ALT H#0

(6%). ASTHIIN (3.7%). &l (3.5%). FE (3.2%). FEMELFHERB/E (2.8%) . FIMERNK
DIE (2.8%) . FRGERY: (2.6%). FEE (2.2%) KOYETT (2.1%) Thol,

[ 1.6.2-45] % ON[# 1.6.2-46]1C. KEYNOTE 5225482 © KEYTRUDA DO#¢ 5% %52 1} 1= RE O E
FRJ ORI AEERT 22N 2hrd,

* 1.6.2-45 5EER
KEYTRUDA D5 %2 (+11-BE THRIRE|EG 20%LlE (KEYNOTE-522 :HE&)

KEYTRUDA 7R
200 mg 33 WM& 5- & {LERRTEDPER*
s {LFFREOPF*  KEYTRUDA 77 R
- (778%51) (389431)
All Grades® Grades 3-4 All Grades® Grades 3-4
(%) (%) (%) (%)
—fk - 2HEER L OB G ORI
JE 70 8 66 3.9
FEEN 28 1.3 19 0.3
H IR E
L 67 3.7 66 1.8
A 42 0 39 0.3
T 41 3.2 34 1.8
0 AS 34 2.7 29 1
g - 31 2.7 28 1.5
i 24 0.5 23 0.8
B R J O Pk EE
Wi B 61 0 58 0
FB 52 5 41 0.5
1R R E
K= 2 —m RF—P 41 3.3 42 2.3
FEE 30 0.5 29 1
TR RIS KOs B ik e
ESNERG 29 0.5 31 0.3
i1 AR 20 0.5 19 0
MR g, ERE K OEhmEE
K B | 26 | 0.1 | 24 | 0
R L OEEE
ERKEEE | 23 | 0.9 | 17 | 0.3
IR
RHRAE | 21 | 0.5 | 19 | 0
AL INVRT T F RO Y X EAFEEBRICIRF Y LE I EZELE UKDV 7 a R AT 7
]\“
t Grade 43 $81% NCI CTCAE v4.012%:5<,
b IE R OYE S R AT,
S 77 AR, DA, DR, DR, OVEPIEREE. KO JOE, DSBS, OlERE, Nk, &
KRR OIS % ST,
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©EERPER, . RIS, IE R R O ER & ST,
bR, SRS, T LA MRS, KRR ER, SEEHBIERE S, B, 95, BIBImALR

% TEEHNIIEIS, R,
5 MRS WRER TS

FLEEMERE . BALMERE . BEREZ .

JRIZIREEIZ . BREHRIL, BTk, MRS,

PERB & E e,
PRI = 2 —m N SRR = 2 — T — R TEE) = =
F—aEir,

O, PRI N O L SGE R & S T,

BEIR EBREE, BRI, mBMEE, %
TS, M

— B ST R ORI = = — 1

RMEEBR O A LA

* 1.6.2-46 R—ZXS53A4 VML ELLL-BEBRREERE
KEYTRUDA DX 5 %# 2 T1-BEF THRIREE 20%LU Lt (KEYNOTE-522 5HE&)
KEYTRUDA 75 R
200 mg 318 M H R 5 & (b7 L FFAED DT
Fif R i A EDOFEHT,/KEYTRUDA 75 R
All Grades* Grades 3-4 | All Grades* Grades 3-4
% % % %
JiIRE
2 1. 97 22 96 19
H BRI E 93 41 91 32
I BRI E 88 62 89 62
U REREDE 80 28 74 22
/R JE 58 11 57 9
Mg LS
ALT &0 71 9 69 4.6
AST #9h0 66 6 58 1.8
5 A 65 5 62 2.8
TIAHVRAT 7 2 —B NN 41 1 37 0.8
K7 bV U AIfjE 38 9 28 6
K7 L7 2 e 36 1.2 30 1.5
&AL AfE 32 3.2 29 4.4
KAV v A MAE 32 6 24 2.8
1KY ERIMIE 23 6 18 4.5
& J VT MLGE 21 3 24 3.4
* B R DR BIES I N— 2T A R OB 5% 1R DL ORI & 92 L7 BF RIS,
BT, KEYTRUDA ALk & OFA & 55 IS B 5 U727E « 759~77761. 77 B R &bk & OF
A G HAME G U 72/ : 378~389%,
THLIRIE - IVR T T F U RO U EF AR ERZIC R L EY U I L E Y RN 7 uk A7
7IFK
* Grade 43 #H(% NCI CTCAE v4.01235<

JRPTEEFETE - BIBRARE

WTHERBED Y VR T T 4 T

KEYNOTE-355:% CiZ. KEYTRUDA %/ 37 U X% ¥t /)L nab-"7 U XX L NFTF LT HZE

VEOHNRT T F L EHEES LB O
B, EEA (2

VARl L 7=, KEYNOTE-355:8R 1T & Hsk. —
DN 7"??%‘5@‘%%&%?% UIN
T 4 THIE T, BERHALFREEZ =T TR WEE 25 L L [BRIR
596D B (22 run-in 2> 5 BRIE L 723401 % 5T e)

RIpTE R TR R Y xR
AR (14.18) /1,

IZ KEYTRUDA 200 mg >3 [ [HIf@ ¢ 5- &

* DIBRANRE

R Y AEXEN, nab-37 UV EXENLIIF AL EZEL ROV RTSF oL 20HxE L,

KEYTRUDA O # 58 o defiixs.7» A (#

KEYTRUDA EAbZEEOIFAR G 2% 07
12 110.7% K% OUIENES 3 v 7 0.3% % &),

:
B D25% CHTICEAEIERANEER L

1H~33.04 H) Th-oT,

(Lot
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KEYTRUDA & %7 U Z Xt/ nab-37 VEZXEAIIT LS B ROANRTFTF L&D
DFR G232 123 D30% CEEZRFIEAN BRI LT, 2% EOBFIRI L EERFIEH
M. iR (2.9%). &l (2.2%) KOML/IMEIBAIE 2%) Téh o7,

BIVERIC X 285 FIEITN%DOBRE TRO LN, BT IMCEDZRWERAO 5 bLEMiEIcED
Hie (1%L E) FEaE, ALT 890 (2.2%) . AST #9001 (1.5%) KR OVilESR (1.2%) Th-oiz,
RIMERNC X 2R3EIT50% D BE TRRO b ALz, RIEIZEDENWEM O O bHEHEICREO b 2%
P b)) FRIE, AP EREAE (22%) . I/ MRBE (14%) . &l (7%) . ALT #8001 (6%) . H I
EKIB/DE (5%) . ASTHEIN (5%). EEREGED (3.9%) KOVFH (2%) Thoiz,

[ 1.6.2-471% O 1.6.2-48]1Z, KEYNOTE-3557&6% C KEYTRUDA D% 5-% 52 1} 7= B#E DOFE
FHG R OHEAR R ERT 27T,

= 1.6.2-47 5EER
KEYTRUDA &t EFHRA SN -EE THRIRINE 20%LLE (KEYNOTE-355 51 E%)

KEYTRgDAlOOn%i -

33@%3?;1&;%;; fers S PRI 5 % (L2 & DA
HERGR - (28141)

(59631)
All Grades* Grades 3-4 All Grades* Grades 3-4

(%) (%) (%) (%)
—f% - 2 EER X OB GEALOIRE
el | 48 | 5 | 49 | 43
H I
G 44 1.7 47 1.8
T 28 1.8 23 1.8
5 28 0.5 27 0.4
& i 26 2.7 22 3.2
B R J O PSS
ESd 34 0.8 35 1.1
FBt 26 2 16 0
IR g, MIEhds L ONER b
Il | 23 | 0 | 20 | 0.4
R L Ok E
AR | 21 | 0.8 | 14 | 0.4
PR R b
ST | 20 | 0.7 | 23 | 0.7
*  GradeZy $HIINCI CTCAE v4.0312 53 <,
TS R OME S R B e,
OB, BUR EBIREIE, O REMAS . MRS, BEINAS, RBVERIS, BHES . MBI S R OIRB RS 24
7o,
SOOIk, TR K Of L W R R T,
1B BT ORIV & ST,
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# 1.6.2-48 R—ZRFA MBI LI-ERKREERE
KEYTRUDA & EZ2BEZHASIN-EZTHRIRINE 20%L L
(KEYNOTE-355 &ER)

KEYTRUDA 200 mg FF R
B SRR G2 bk O | 3ERRIRRR 5 229k & O
All Grades® Grades 3-4 All Grades® Grades 3-4
(%) (%) (%) (%)
JiIRE
2 1. 90 20 85 19
H BRI E 85 39 86 39
I BRI E 76 49 77 52
U RERYE D E 70 26 70 19
/R JE 54 19 53 21
Mg
ALTHEN 60 11 58 8
ASTHEEN 57 9 55 6
5 A 52 4.4 51 2.2
K7 L7 2 ifdE 37 2.2 32 2.2
THAHVRAT 7 & —B NN 35 3.9 39 2.2
& A v  ALE 29 3.3 27 1.8
K7 bV o AIfjE 28 5 26 6
1KY ERIMIE 21 7 18 4.8
KAV v A MAE 20 4.4 18 4.0
* BRI ERE ORBUEISIE, N— AT A R OVARIIR P 1o L EO BRI RS AE DTV D BERICES
< : KEYTRUDA HESRIE (566~59201) . 7 F7 & RHbFHEE (269~28001)
T GradeZ¥EIZNCI CTCAE v4.0312 325 < .

6.2 TR O H R

KEYTRUDA O filR7&GRZOFEHIZHB T, UTOEEBEEHE L THRESIN TS, 277
L. BN E CERWEMMNSEEICRESNEZFRTHDZ b, T L HEBEE 2
FITHER L720, AAIEOREBERESGELTZD TE D EERS 20,

TR 7 2 iiAME AR 2%

BIRERA~DIZS
8 RepRAE M ~D$ 5

8.1  hER

U 27 OEK

KEYTRUDA OAEHEFN G | il IC& G- L2 8t . WBIRICfalRE RIE T rTaetEni & 5, MIEIR
DY A7 T MIBIT 527 =3 GFon TRy, BT /L Clx, PD-1/PD-L1¥ 2 F
JAREERR I X, TR AR ISR 2 RHR O RE R EFHET 5 Z LI L0 HRAHER T HFRICE
LCThHhD (T—42R), b huErar )y GHIREZ®BEBT 52 L RHEIRTEBY,
KEYTRUDA (T RHAED b FEZEH DR RA~BATT 2 WREVEDR & 5, SEIRPICARI 2T 556 IR
RA~DWIEHI ) A7 ZBRE 2D L,
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KIE O — AR TRER AT TR D S VT IEIRIC I THERE S 412 70 e R K OREE D8 5
UAZIE, ENEN2%~4% K D15%~20% T %,

F— b
BT — 4

G K ORI 36 3 ~D KEYTRUDA D524 3T 5 72 O OB AL SR 1L 5 S T
23, PD-1/PD-LIREE O HLIIBERE IIRE VISR 3~ D RHE O B R A HEFFT 5 2 L IC K DUEROHE
FFCH Y. PD-IRREE DO EFHIZ KIFE T AN RIC ORI TV D, HIERT O~ T ZET /LI
T, PD-L1 ¥ 7 FIAREZEDAFIZ L > THRIE~ORIEERN TN L 720 | JRIRERNEINT 52 &
PREINTWD, Lo T, HIRPICAR Z &GS D & MERSLEERD L5772 EOBER
RURAIPELDEEZEZ NS, LKTHE SN TWD LBV | kP OB O FRIZF1F % PD-
1V 7 F IAREOFICBE L7 A ISR O HAIL TV R WA PD-1/ v 7 7 U b~ 7 AIZBWTH
EMEREENGEO DTS, RBIOEREFEN S, ABIOBY~OREIX, @M EEREDR
BT IEE 72 Z IS E DB E W o Tz U A7 IS5 Al eEn & 5,

82 I
U 27 OEK

KEYTRUDA O i3t AT ~OBITICET 27— %, KO ORI SUTFIEA
~ORBIZET DT — X137\, BHRD 1gG PR TICHFET HZ ENMbNTW5, BILTE
THAZHANL D KEYTRUDA ~O R 72 B iR iR &k QR E R 72 2 1R O BII A TH 5,
BT OAICEE A EERNRET L HEENRS 5720 REIOEGH R OB G4 T%4n A
il E T Ik 22 25752 &,

8.3 MR D WIHEVED & D LVE R OV M~ ]
PEMRAR AR

KEYTRUDA ¥ 5-BHAARIIZ  #F0E$ 5 AT REM: D & B M O IFRINEEIZ DWW CHERT 5 = & [Fisk
EH~DFKE (8.1) BHE],
HELT:

KEYTRUDA Z G2 5- L2356, BRIRICERZ JIE 3 mTaettnd 5 5 L OE A EoEE
(5.5) MORFRER~O®KE (8.1) 2R, HET 2RO H 5 LrEicid, AFIOE G- k)
A& T %45 ARNCBW AR BT ka2 Wb Z L #hE45 2 L,

84  /NE~ORH

NROBEMER AN, HHBR TR U N, ERVERR RIS B Ml Y Nl A v L
#HfEE . MSI-High X3 MMR K48 % 3 % 8 % Y TMB-High # B4 12331F 5 KEYTRUDA HU %
5O MR OEIEITHNL L TV D, 2D OMINEZ & 723 BE BT 2 ARBN ORI, Bk
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NERG L Lo+l BB anzdBoo s o 22z, /NEREIZE Té%%@]ﬁé
K OEZEMEDBNT —ZIZ L > TEMITFLNATHS [BIER (6.1), BERFEHSE (12.3), KK
B (14.4. 145, 147, 14.13, 14.16) =],

KEYNOTE-05 130k CiE, dEfTHEEMERAN, U o Rl PD-LIGHEEE S A O /N EE173
B (A#%6H H S 1A 236561, 12~17/%A3108%1]) |2 KEYTRUDA 2 mg/kg % 33 ] [HIBE TH
5 L7, #58Eoh iz H &P : 18~25% A) Thoto, ABRE L~V NEBHET
10%2L ERBLRN @D TRIERIZ, B (33%) . MR (29%) . B0 (25%) . M8 (23%). U
VORERERD (13%) K OVAMEREGRD (11%) Th o7z, RS L~V NEBE TI0%LL B3
BURM @ o T B AR AR A B 1, B IERIE (31%) | 4 R ERIBZDE (28%) | I/ IMIGBAME (22%)
LOEMmM (17%) Th-oT-,

INRBE AR 2 % 5 U TR OZ2VE R O I, & OO AGR S 7= )5 CIImENL ST
Weuy [ZhiEe - & (1) &R,

8.5  mliinE ~DFEH]

i K3 BR C KEYTRUDA % &5 S 7= bk B s, FE/ N amia e, SESEE R - bR g K OR 1
FRIEDERE3IIHID H B, 65 LA EDEBEEFEDEIEIT48% TH Y | 15 LL_ ED BEZE DOEIE1X17% T
Hot-, EilmBRE K OIEEERE COLEM UTARMEICH L CERITRD bR o T,

G R FABR C KEYTRUDA % 5 S 7= AR O v U LR @R B 38960 © 5| 65k L |
D EE1T4661 (12%) Th o7z, EEZBWEMOREIRIZL, 65l EOBE (50%) T65imA D
B (24%) L b@EhoTs, R YU LoNEICE TS KEYTRUDA ORRKER TIL65s
Ll EDBEDOEMN 4T IEEEEE & ORI THIMICER N D 5 0GR T E A

-7,

KEYNOTE-0913&52 ¢ KEYTRUDA ODO#5 %% 7= B 5E 205 K N7 T FF 8UEI b 1E
#% D IBH (T2a>4cm) . T H1. T TIA #I DR A O IE/ Nl fiE BB 50661 D 9 B 24201 (48%)
D65ELL FTh o7, mEERE K OIEEEBRE TOREME I AINEICH L TERITRD b
Mo T,

KEYNOTE-355#8C KEYTRUDA & /37 U # X%/l nab-/N7 U XX BN LT T LXK
OIWNRTZF OO ARG L2 N ) TR T 4 THAFRNEES6HI D 5 5| 655 LA 1
DB (23%) Tholz, milinEE KOS EE TOLEMSUTAZMEICH L TERIT
O BIRINoT,

KEYNOTE-775:452 C KEYTRUDA & L > A_F =7 L OEHEE 25 ) 7= 7= N B35 406
BlD 5 B, 655%LL EDBEIR20141] (50%) Th oz, mlnBE &k OFEEIEE TOLEM TS
SHYEIZHE U CERITZRD b o T,

KEYTRUDA & = R <wT X RF OG22 T 2BE RO 9 6, 65~T4i5 D &
F1343% (5245]) . 75 LA E1333% (40f5) T o717, 65mkLh FDBE K O6sSEmAN DERETOH
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PRI L CERITERD DR o Tz, FElNC K 22 M %2 EMEICE AT 5121E, BRERER
IZBWT KEYTRUDA & =Ry~ T RRNF U OG- 25 T - BERN+5 T3 no
7=,

KEYNOTE-426:4% C KEYTRUDA & 7 % > F =7 O A GEECEN O T - BEA26 D5 5,
651k LA EDEBEITA0% Th -7, 65mELh LD BFE K 65 AN D BE CTOR M T A M
L CERIIBED N o T,
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1.6.21.2 EURNXEOHE (FFHR)
EU i SCEOBE A LITIOR Y, MEOHBAFE S COHAFEZICHOET,

58 BRFERHL A
KEYTRUDA/Merck Sharp & Dohme B.V.

B - &5
2 K - &5

TS VAL 100 mg/4 mL /31 77 )L

BRIl mL P A7 n ) X~7 L L (25 mg &4

KEYTRUDA (pembrolizumab) @Btz 51%, pl N & DN 25 BL b oD /D48 FR 3 O A T MM
BONE (DRI OIRRA RIS T 5,

KEYTRUDA OB 513, B, I1C XX MR ARE I3 5 52 2 0IR% Ok N BE &
Q2% UL LD F DV EBE ~DOWSMIRIE I &5 ERI7ZRAORE (5.1) 2R,

FE/ N AR ATEE  (NSCLC)

KEYTRUDA O ¥ 5- 1%, fEEAEIZ PD-L1iS3& 8. [Tumor Proportion Score  (FEEEHIIED 5
5 PD-LIFBLGMERMIIEOEIE) « TPS>50%] 23R S 4L, EGFR &fn 128 BEGME XX ALK @AE
1B ClrE e, 5B IE O IR/ IR ATHE O R N BE O —IRIBE Z s & T 5,

KEYTRUDA &2 kL&t KRS T FFRANLSEE OO B 513, EGFR B1x ARG
NI ALK @A B Aa1-BEE Tl S5 O IE R b B2 IR/ a it O BN BBEE O — IR TB TR % 1
&I 5,

KEYTRUDA & AR T5F L U7 U XX/ T nab--37 U & 2B L0 HEEIZ, §E
M DR - b Bz FE/ NG g 0D Rl N BB O — IRIBIR Z I & 95,

KEYTRUDA O BB 513, RS PD-LIZEBGME (TPS>1%) 23RS S A7z RFTEST 3%
R D IR/ NI RE &2 L (LRI K DI R 1D Bd D Bl MR ~DIEHR AL & &
%, EGFR B RGN ALK @ E 8D BFE 2OV TiE, KEYTRUDA O#5Hi1IC
DTSR O 52 % e LT 5,

HH AR YU o3 (cHL)

KEYTRUDA O Hlge 513, B misafiE (ASCT) N RNy X3 B & s i hl
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FE G CHITER Z2L Y A VU EZ 0 7=, R XUTEHEMEO IR o ) Vo 2 AT DA
K OB5E LA LD/ N O BE ~DOIRE Z s &35,

PRI b B

KEYTRUDA DO HMPEL 1L, 77 FF AL 2EE% O RFTE T SO T O R B R
AT HRNBRE~DOIBR G E T 5 R (5.1) 1],

KEYTRUDA O HM#E 5%, fEEMINIC PD-L138H54 [Combined Positive Score (CPS) >10]
DR STV AT T F U RIE O Sy prdEf T U TERBME D JR 16 LR 2 9 2 A EBE ~DIR
a5 [BEIIFRRE (5.1) &,

SESHE R B RO (HNSCQ)

KEYTRUDA OB E- XL 7 7 FF 8K R ON5-7 v 41 75 L (5-FU) OibLFEE & 0P
Be 50X, FEEHIINIZ PD-LIFHGME (CPS>1) 23R S L= nf it S WIBRASAE O P38 BESH ST R -
LREEHT HRANBRE~O—RIEREZ G E T2 ER)F0ORE (5.1) 2],

KEYTRUDA O B #5113, S PD-L1E 3 EL (TPS>50%) M HERR S L. 77 F 1A ff
FILERHRIEC X D 1ER T e OB IR BT V3800 B V7= B USRI O BESE S i~ B
EHTDHRNBE~OEFREZEI T 5 BRI (5.1) &8,

B (RCC)

KEYTRUDA & 7 %3 F =7 ORI 5- 1%, 1T Ol N BE O —RIBHE & @ & 3
% [ERAARHE (5.1) R,

KEYTRUDA & Lo A_F =7 ORI S- 1%, 1R O e N BE O —RIBHE & @i & 3
%[RRI (5.1) =],

KEYTRUDA O HAlPE G 1%, B H % OB L OB IBYIRZICEEDOHRR Y A7 2/
7 B O R N BE O AERIE 2 I & 95 RIEHEIC OV TR, R (5.1)
S,

MSI-High X% MMR KIE D

T - EEE (CRC)

KEYTRUDA O Hm# 5.0%, LLFIZ#%4 4 5 MSI-High X3 MMR KB OFENG - EGEZ A5
RN B ZiEn LT 5,

o EEBMEOREN - EMEICRT D —IRIBHK

o T ofbE Y VU ROFHEES OUIRANRE TSI OFER « S

FERTHG - B
KEYTRUDA O HM# 5.0%, LU FIZi%2% 9 % MSI-High XX MMR KIEDEE % A3 5 AN EBE
Zis & T 5,
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o ETHESUIEREOFEERE T, 77 F T REIDFIESEREIC X D RIEE T E e R
(CIRBELT U, IRIE TN F 72 13RI Ot R & 2 B 7 W BE

o UIBRAEESUTEERMEO B, /M. UTMEER T, 27 < LB IOORHRET £ 72I3E
WRITRBDET L T D EE

B

E‘ﬂﬁ}

KEYTRUDA & 77 FF8EI R N7 oAb’V 2 R bFHREO IR G- 13 A PD-LI
FEIGME (CPS>10) 23RS S 7=, A A O JRIFTHEIT O UIBEARER L < 1T ME O/ IE#: XX HER2
e PE Al BB A E s O — RIRE i) & 35 [ERI1Z2RRHE (5.1) ],

U TNV HT 4 THE (TNBC)

KEYTRUDA & AVZRIEDHTHERY L & L COPERER G K O D% ISk < e ik & L
T® KEYTRUDA O HBMEEIL, MRADREEIT UIFR Y A7 OEWEE N IR 07 4 7
FHIEOIRFE IS E T 5 FEDFNRE (5.1) 28],

KEYTRUDA & AbS#EO R 513, TEEMEIC PD-LIFEBLGME (CPS>10) 23fERd STz,
R MR BRI L A RIRIEIC L D RITER 22 T 722 & e RO RT3 O U AR HE
HBMED N TR T ¢ THREOIRE 2L T2 D2 (5.1) 28R,

FERE (EC)

KEYTRUDA & Lo NRF=T7OHfHE L. ZhE TO T T FFRANLEIEIC L D REHEF
SATETBERR IR EEITHR O Hiv, RIBHIEIBRIN SIS REIEN RS TH D A DT
MESTERBME D E IR OIRREZ IS E T 5,

FE S

KEYTRUDA (%, ~/\ X< 7 SUIIEDFH DAL & OO L LT, PD-LIRBLRGE
(CPS>1) DR STz, AR OFEREE. 3 UM O B SEIE OIRR 2 i & 95,

B - BE

42 L A&

TBHICH T > T, BIBEORBRAE R T H2HMEOEBEDL & CTHETH Z &,
PD-LI R HiH

HEE « BWRITHE SN TV DIEA, BRESNTZREIC LY PD-LIFHGEN R SN EE %
KEYTRUDA #&5-0Oxt4 42 [#hEE « 25 (4.1), BELOMEH EoEE (4.4). BIWEA (4.8)
RO 2200k (5.1) R,

MSIL MMR ¥ EHAE

WIE CTED HIL TV A AL, KEYTRUDA # & 54 2 BEZRINT 570, it S i-HaE
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(2 & 0 RS O MSI-High, MMR KB 2 HIE 95 2 & [BhRE - 2R (4.1) M O 20955 (5.1)
Z,

M - HE

B AT 392 HESE & d, 200 mg % 33 A RETIE 13400 mg % 638 [ I R T3040 2 T EfiE
T 5,

HHEPAR XU oNEEE T A3 Eo/NREE ITERRAEEE T 5 12 Lo F A
BT D BB 5 OHEREH Bl d. 2 mg/kg (B K200 mg) % 33 ] IR T3040 [ 2 C AT
HET 5,

KEYTRUDA Off ¥ 5B ff i 5151Z. KEYTRUDA ORI SCEICEEHE T A I HEEAS SR
HT L,

PABHEAT UTFFAE T RWVENEM DI B (O OISE IRk R OF#N & 556
T OHE) ETHEMZRT D2 &, HEMIE FIHIO 8P D REFFER SUTRAT OEoH A LA
I/ S TR R LR . IEGAE/ ) 23380 BT\ D, REETT DAIHNER 23 F8 D & AL FiRR
FICZE LTV D BE T, REEITOHEET 2 TR EMke T2 Z LTS D,

SR PR I S R M L3 D IR A B T, AR UTRFA T E RV ENER O ELE T,
b DV RVFER OB ZTHEMZFT 5 Z L,

MU TN T 4 7RIS DN - W5 FERE T, IITATRE#IE & LT KEYTRUDA
200 mg % 33 [#][#1FFE T8IH1 X 13400 mg 2 63 [ [EIFE T4lml, %, HIATI A IS 72 R B O T XX
TR CTERVENWERH ORI E L FRIE LA G T2 2L, 20k, IiREWRIEL LT
KEYTRUDA 200 mg % 33 [ i@ TR 313400 mg % 638 fIf b C5lEl, U, RO FRE UITFE
TERWVEWEA OB £ CHEMBE G+ % Z &, KEYTRUDA & b5k & OOFIC X ARy
Wik & B O & D AR PN AT IS 72 5 B OMEAT UTFFAR T E 2V RIER OR BN E U8 A 1
fiits ik & L C KEYTRUDA OHEMI G- 21772 &,

KFER T AU [BEER O LD (4.4) ST

KEYTRUDA O ElIfELE S u7evy, BITERHOEHEA B & 925 KEYTRUDA ORHE 3+ 1k
WE[E 1.62-49]12 RO Z L,

#* 1.6.2-49 #EIN S KEYTRUDA DESDESE

SO RIEA FLE BH5DEE

Tl Grade 20 Jililig 25 Grade 1LL FIZ[EHE 9% F TIREET
Grade 35 L < 134DJiligse. X% ik
Grade 2D Jififigi g O H%

PN O Grade 233D KJIFHK Grade 1LA TIZ[EIE 2 F THRHKT
Grade 4D K% 1% Grade 3O K4S | H Ik
DFH

C cConfidential
089767



RLTAYXTT GEEFHEERR)

JE54&I  PMBCL

1.6 SEIZETHERKNREEFICETHEH

MK-3475
Page 78

% Grade 20B R TY LT F= U NEUEME | Grade 1LL FIZ[EIE 5 F TR
FIRO1.5EE~34%
Grade 3LL FOBLR T/ LT F=0 % | HIk
YRR O 3%
PN WARE Grade 2D BB HEREAR 2 K OV F (R RVE U FEHRIE CEERATRE & 72 B F TIREE
Grade 3X 34 DFIEHEER X ITEME | Grade 1LLTIZ[RIE T 5 £ TIRIES
MR AR
Grade 2LL FIZ[E{E L 7= Grade 3 X 134D N5y
Grade 324 Lo & 1mpE (MU WEE T, VETHIUISVE AFFEHEET
250 mg/dL #8 X1%13.9 mmol/L #) XiE | BEHINTWAHEFIL, LEISUT, FAIF
FRT YV RV ACEE L 1B IR | BB R VE AR, AR O 5 Ok &
¥7i EETDHZ L, TNUSOEG SIS &I
THI L,
Grade 301 o HUR IREERE TTHESE
IR IR RE IS T ORI RE IR TR I, K39 A2 L7 H
T UFIFRIECTEERETH D,
IIR7S 4T AST #5 L < IX ALT 2N EE¥EfE | | Grade 1LL FIZ[RIE 32 £ CIRIE

7 : KEYTRUDA &
TXRF=TOHA
B 5% 20 1= B
¥ PR O JF ISR HE N
(ZOWTIE, AFRTF
RES AR i=Fadie Yikl

FROMEB~5FE, XIFTHME U L E VN
FEME RO 155 ~31% (Grade 2)

P96 T AST #5 L < 13 ALT 25 JEHEfE | Pk
FROSHEE, Tk e UL e s 35

fiti EFRO3E#E (Grade 384 F)

NR— 2 F A WD Grade 200 AST X% | Wik

ALT O _ER%2M4E5 TR O5E, R
T AST XX ALT 2850%4 F EH- L. 1
ERILL R 5

B B

Grade 3D S, XIIAT 4 —T v
A e Va vV UEmERE (SIS) XUEH
TEMEFR R EBAERMRIE (TEN) 23Ebi

%6

Grade 1LL FIZ[EIE 9 5 F CTIOREET

Grade 4D K JE S its, XUIFXAT 4 — T v
A e Va3 v R T R R
BEICRMRIE D i L7236

fk

Z OO B O
Rl 1EH

TR K OB ofiSEIC Ho <
(Grade 2 X 133)

Grade 1LL FIZ[EIE T 5 F CTIREET

Grade 3X 134D 04
Grade 3 X134 DK%
Grade 33X UF4ADX T o « N L —JEERE

Hk

Grade 4O BHEORIWERH ., XX
Grade 3D %)% BhE O BIVEH O P58

Hk

Infusion-related
reaction

Grade 3 X |34 Infusion-related reaction

Hk

Grade 4313 NCI CTCAE v4.0(2F:5<

T KEYTRUDA O & 5706 125 B LANIZBITER A Grade 18L FIZ[EI{E LW G4
OHEZ10mg/ HLUF (FL F=y o V) Il TER0WEE.

R 12BN RINE R ARV A
KEYTRUDA O 5214252 &,

HIE B O DR DOBEEN & 5 B 12, KEYTRUDA O 52 FHEH L7I-5E8 02T AT
H5,

[# 1.6.2-49)CHLEN72WR Y | Grade 4 X1 Grade 3D %% BE# O FIVEH O IR OHA I,
KEYTRUDA (HUh# 530 E) o5 a2Hik+252 &,

AR O ) oERFE I Grade 4D IMIRFBIEN IR L7-HE D

\ZA1iE4 % £ T, KEYTRUDA O¥ 52 {Kk3E4 25 = L,

089767

. BITEA A Grade 1LAF

R B 12 x4 A KEYTRUDA & 7 X F =70 E
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BRI BB 21D KEYTRUDA & 7 X F =7 OB EICBITS, 7TX® v F =705
TEX, TRV F =T ORMNICEELSBRT S 2 L, KEYTRUDA & T 2546, 6EREILL F#E
BIZ, TX VT =7 OYRIHES mg O OMEEZRGTT 22 N TE 5 [EAZRMEE (5.1) &
]

o

KEYTRUDA & 7 % v F =7 OO & 5 %25 ) 7= B g 1o B8 2 HEERE 0 L5 -

o ALT XUT AST 2VEEHEE EIRO3FELL E10f5K0 T, 2208 B L B U DN BRI LR D245
IZEZE L CTWRWEA, 26 OFIER A Grade 184 FIZ[Al#E 9% £ TKEYTRUDA & 7 %
VI =T ERET L, BIBRERVECROREEEZETHZ L, FEER, WThu—#l
OFEBIIHEAIDONER 2 EE T 5, TX¥F=TOFERICH->TiE, 7TFvF=7
DU LIS WEEBET 5,

«  ALT XUT AST PHEEHEE LIRO10FFLL L, SUI3MEEOR E U L B M I E LR D26
UL EDEEA . KEYTRUDA K ONT F v F =7 OMAlO#KG %2 HIE L, B EERLVE A
DG EZET D L,

KEYTRUDA & L > A_RF =7 OHHE5

KEYTRUDA & Lo NRF =T 20 G T D8R, —F X5 OFA| 2 @i £ 5 - 3
HVE NS, KEYTRUDA & Lo NRF =T OHFHEGIZEBN T, LI ANTF =T ORMCEOHRE
WZIEV, Lo NTF =T R i, k35 2 &, KEYTRUDA Ol #ELE L 7Ze vy,

KEYTRUDA DOGEZ 2T H5HBEIIET 7 — b1 — Rt L, KEYTRUDA ® U X 7 225\
meoegsn @BV —7ry hHBRTSH) 2L,

il 7 AL
IR

65k LA ED BT T A HEREIISNE 2V, [BE RO EOEE (4.4) KOS 2R0FHE
(5.1) =]

BN

BREE O P OB E L2 A T 588 0BT 2 HEMEITSNE RV, EEREERE RS
Z%fg L L= KEYTRUDA OREHIITHOR TR, (BB OYE ] FOEE (44) KOS S50
FitE (5.1) 3R]

Vig:: 1=

BREE7 O P DO ITHERERE E 2 3 5 B 1S 1T 2 HEMEN XM E e, HEEE O FHRE R R
FH x5 L Lz KEYTRUDA ORFHIITHIL TV, [EE RO EOEE (4.4) KOS E)
RERFME (5.2) MR

w4

C cConfidential
089767



RALTAYRXY T GEEFHEERZ) E51% PMBCL MK-3475
1.6 SEIZETHERAKRREICET IEH Page 80

BB E Y cHL O/NREFE ZFRE . 18R O/NEIZI 1T 5 KEYTRUDA O Zhit f OV
EPEITAESL L TR, BIRER TR LN TV ARERIZ, BIWEA (4.8), FEIrRHE (5.1) LUEE
YyEhaesEE: (5.2) ICEE S TW b,

55k
KEYTRUDA (A EARAITH 5, 3000 CEIRNEET D Z &,

KEYTRUDA (FEFRINTES SUTEFAIRN AR — 7 A G- L7enZ &,

KEYTRUDA % i A8 & OFH# 53 28815, JCIC KEYTRUDA # #5325 2 &,

BGRIOARFNOTEI7 IR, [FEFER L O OMMOT Y HNIBIT 2 Rl i EHE (6.6)] %
ZWRT 5L,

A%

neN

43

#

E1
SO

ARFN DA ZNRLGY SATIRNMI % UBBUE DBEERE O & 5 83 [ —% (6.1) M,

gk
of

44 BELROFEHEOEE

F—HEVT ¢

AZERRF O P L —H U T 4 W EDTD, 5 LIEROAFRE vy &S IR RLEk
THZ L,

PD-L1 DR BUR L O F

(RIS G HTE 2 e/ RIS 2. 5 728D 0 ISHRGE S AVToESR 22 5 1E TS @ PD-L1%E
Badid2 Z L NEETH D,

Yo B D EIEH]

KEYTRUDA Ot 5% 5 1 F 7= BE T EE L OB H] & e Z R O EWEA N L T\ 5,
KEYTRUDA O 5 #5372 BE TRO LN ZEBEOBEEHDIZE A ERAIHRTHY |
KEYTRUDA DOREE, GBI BB AR /LE FI KDY SATSFRIEIC L0 L vfge Th o7z, £72.
B OFEIER X KEYTRUDA O F & GZIC 3RO Hivle, ARSI OIR T 2 % K IE
FIEBEORERAN R T 22 &b D,

FEBEORIER DR DN 256, MY eMRESE CRKRZ iR L., toJREZRINT 5 2 & F
TERORREICHESE  AFIEZARIE L, BIBRERVE Rl 2S5 4252 L, Grade ILLTFICEIE L
728, 1 AU EDNT CRIF BB AR VE Al AT 5, BRI %ﬁ%ﬁ@%“»«& O TNTH DN,
BB BB R LT A CHREBEORIER 2 EH TX o B8, T OMOEH MO
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HIF OG- ZBHT 252 &,

RIER 7S Grade 1L FICEfE L, RBIEREARLVE CHIOMEZIO mg/ ALLT (FL F=ynrr
Ba) | CWE T X 72854 . KEYTRUDA O #&Hs 542 128 R LINIC £ 5.4 R4 5,

Grade 3DOFIERBEOBIWEA N ER L2548 & N Grade 4D EELEDEIWER (KR/VE A Fok
ETCEHINT-NOWEEZERLS) »"RB L% E. KEYTRUDA #4528 (M- A&
(42) KOBEIER (4.8) &M,

Sy BRI D fillf I

KEYTRUDA Dz 5451 724 T, MMligR23#BL L7 [RIER (4.8) M1, Ml O e &
WIERZE=X V7552 &, MERBEDLNDHA . BOHRERIC L0 #R L., thoFHKNE
br&N 9D Z L, Grade 2Pk EOBGEITIE, B RERNVE Al (FIEHEIZ T L =y o R~
2mgkg/ B, Z D% 2595 Z &, Grade 2DA 1IAA KSR L, Grade 3 (34D fililigis .
# L < 1% Grade 2D il 23 i3 L= & i3A R 2 i35 2 & [HIE - HE 4.2) 3R],

S BRI D RAGR

KEYTRUDA Oz 54511 728 T, KIGRAFEEL L7 [RIER (4.8) 2], KRIGK OB K
WEREZE=ZY 7 L, OFERNEZRNT 52 L, Grade 2L EOBFAICIE, BIBRERLE
Fl FIEIHEIZT L F=Y m iR 1~2 mgkg/H, £ D% ##% 573252 &, Grade2 XIF3D
A IIIAF 2 IREE L, Grade 4 XX Grade 3FFEREOLGAITIIAK ZHIETAZ & [HiE - HE

(42) 2], HWILEZILOBERNY A 72O TEET L &,

G025 BESE D 4%

KEYTRUDA D52 52\ 72 85 T, AFROFEELIZ [RIER (4.8) M, TFRERAOL
g (BGBHARr, &5 TEHIC, R ORI ESNT) RONFROERZE=2 Y 7 L,
OFEKZRIT 22 L BIERERLVE A (Grade 2054, FIEAEIZT L F=>' 0 ik
0.5~1mg/kg/H . Grade3LA LA FIRIARIT T L F=Y v U a1 ~2 mg/kg/ B . Z OH%MiE)
ZPeE L. TR LA OREICESERMZRESOITIET 52 & [HE - HE 4.2) 381

S PE BRI OB 7%

KEYTRUDA D525 7285 T, BRPEE LI [RIEH (4.8) M, BHRERAMEOL
WarE=4Y 7L, BEEESTOMORERLZRIIT S Z &, Grade 2LL EOGEIZIE, RIEKE
FEUH FIEHEIX T L =Y a o fRH1~2 mgkg/ B, TO®KENK) 5L, 7L 7F=
VMO ZFED X Grade 203 AN IIAFN A RIE L, Grade 3 IFT4DE R OLEITITAA] % H
35z L M- HE (42) 2],

Gy BRI OO N S U

KEYTRUDA O 5% 5211 1285 T, HEDONMWEE (RIBEERES, TERAK, 1HBERIA.,
BEIRIFVES BT 3 K= A BURIRHEREIR TE M O RUIR IR RE TCHEIE 2 5 Te) RE LT,
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Yo% BE DN MES DY 6. BRI BT CHRIRIER LR Z LD D,

KEYTRUDA D ¥t 5% 517 7 5 T, BIBRERE R4 (FIR L O tE) R OVF BAAZR A HEL L 7=
[RIFE (4.8) 2], RIBHEA 2RO TERER (FTRISEEIRTELZ S T) Ok OYEk 2
F=H YL, MOFRRZRNT D2 L, BRIICUHETHILE, BIEEIER2OIBERICHIE
BB ARV VR DO RNVE AFERIEE T 5 2 &, Grade 20 B ERE R 42 K OV N A
RITFNVE AHFTFRIETEBDN TE D E TARAIZIRET 5 2 &, Grade 33F40D EIBHERE N4 X
RN FRAERSFEL L 725810, ARNIRE IR T2 2 &, HBEIZGU T, BIFLE
RVE CAIOWIRE., ARIOMGEEEB T2 (AL AR 4.2) 2R, FEREREEL ORI
TUMEAEE=ZY T L, @YV E AR E T D 2 L,

KEYTRUDA O 5-% S\ F 1= 835 T BEIRIGMES b7 R—U 22 & T 1R 2356 B L 7= (R
EM (4.8) 2], S THERIE OMOBIEL OEREZE=42 U 73252 &, 1HBERE
TIEA AV U &FE L, Grade 3LL EO&EIME X IT7 b7 ¥ R—3 R &£ 5 1R OFA 13
RGN TE D ETARAEIKRIEST 52 & [HE - HE 4.2) 3R],

KEYTRUDA DO #5252 17 7238 T, FURIRRESE (FRRIRBSREIR TAE, FURIESRE TUEE &K O
WHRE & Ete) BB LT, FRIREEIZAET VO THIIET 2 AlREMEN H 5, FUIRIRSAEK
TIREIL, BRBRIERIERE O & 2 B R EROEAEE TR mBEEICHRE I TWD, BEOHIR
Mg Re D2 (B G-BRAARE, B5- R EMIIC, KORGS5 T) I QN HRIR IR RS D1
BEERWMEREE=XV 7352 L, FRIBERIRMEIIAREST 2 2 &72<, RIBRERLVE S
FlOEH72 LT, ML CEENARETH 5, HUIRIRERETUESE (XA IR OF B e T h
%, Grade 3L b HUR IRFEARETUHESE DA 121X, Grade 1A FIZEIE T 5 £ CTAFIZIRE S5 Z &,
FURIHSRER OR NV E Al ZE=2 U v 7 L, YRR Ve Uil ad Ehiid 5 Z &,

RIVE A TERRIE TE R & U Grade 204 FIZ[EIE L7z Grade 3 X4 DN IEE OBAITIL,
TGS U T, BIREE R VT B OE ., AEIOKRG Ok ZBET 20, F52H1E352
& [HE - AR 42 KOEIER (4.8) &M,

o5 B 0O 7 O RIVER

KEYTRUDA D545 728 T, BEOREREDKERICAHBL L. [BIEH (4.8) &
], BEEOKRBRICDORENR O L5E1E, BEAERRSE=4V 7 L, thoRERAZRNT 5
ZE, FOREIZESE, Grade 3D EMINDOEETE Grade 104 FIZHRIRT 5 F TAA| 2RI,
Grade 40 G DA 1IAAN Z IR L, RIBRERVE Al 592 2 & [HE- HE 4.2)
ZH,

KEYTRUDA D5 %52 J 2 T AT 4 — T A« P a Y UIEGRE M O a2 SO SE Rl
fRIEAFEBL LTz [RIVER (4.8) B3], AT 4 — TV R« U a Y UIEGEREU LT TR SRRl
FRIEDB DD 25615, AFIOEEZRIEL, FMO 77 %I 572 DICHMEIC L 572K
B ONEREZBEIRD D&, AT 4 — TR« Vg v EGERE T T EE SR B AT R RIE D
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DWIBHEE L2 B E1E, ARk 2hibd o2 L L - HE (42) 2],

LD SRS A A AN BEREIC & 0 . BEESURAA & B B R O BIEM & %3 L 7=
B AR OB 5 ARt DB AL ETH D,

< DO 5055 BEE D EIE
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7,631 DR % 72 3 AFED (B 2%t G & LT B RAER . KEYTRUDA O HUM# 5-& L CT4>D H
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Ainii) . FEFITELL (1/10000A71) MK OARH] (BEE TIZHE S TW D HHD DITHERI TE 720
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YoR—EHm, 77 =
VT RNTUARAT =
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7 LT F =8

< mbns TI=T ) R T UAT e | R VT F= 8N, By | 77—, i
S—BEIN. TANRTEUR | VBV KRR T2 —BHN, & | YR,
TN TR 2T —BH | AU AME, AV LE | TABYRRAT 74—
m, 7B URRAT 7 | N VM, mALT T A
—BHn, &AL v AL MIE
SE. M e Y v E R, M
th7 L7 F =8

HEVHLN | TIT =B 73T —Ern
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*[# 1.6.2-50)127 L7 FIWER O FBEIE 1L,

RO FREMED & 5
RN R EENR B OBENRPE AR EENR & B deff it 7 = V|2 H-S5 <,

TROFEGA L., B—0FRTERL, EFRELZRIBEE L-FROEEY 2577,
Infusion-related reaction GREMBEUE, 77 7 4 T XV —KIi. 7T 7 4 7F > —KOG, BEUE, BB EHRHE S, A
I A R B RE S OMILIE 979)
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PRI RBAR T CRETR/KIE B OVR e M FR R IR BB A T E)

BIBHRER S (T VY L, SRR BB RE N 4 K Ot sV Il BB RE R 42)
FURARSE (B R FRIRAE . HUIRAREE 3 e OV HUIR AR Z%)
FRIRBERETCIEE (3 & R U 4R)
THEAR (TEAEEBIEK TELOY o/ SEREE T EARSK)
VRIBERSS (BERIEME BT R—2 %)
5 A D9 At (RRRE 7 1 R Ke OV f7 91 5 0D HEES)
Hige (B SR Mbge & ORGP K %%)
X7 NU—ERRE @R =2 — e S F— RO =2 —n T —)

55422 KEYTRUDA O B IZHEK T2 S DO Tide < | JFRE UMM O P — K &

g (BRI 2 &)
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DR (B CREMELHR)

MAESE (PR R A 48, KBRS K O EAT R MBI AR 2¢)

i (VRIS SR AL SR PRI Je O s v itk /&)

N (SR, IR & OV T )

Kipge (BEERIRIBR. Bk, HMPERR, B CREMERBR &K OREMEEZR)

JlEge (B CREMEREst . SEIREAR M UM PMEIESS)

LB (H & O 41

JiFge (B ORI, SEmirse. S MATR S L OE M)

EALPEIR A 28 (AT MR 2%)

ZOME GRS, LBRFE K OREZ 9 BE)

5 GRLBEMER B, BIMERE, BLRES. SRR BRI, WBMERE. £ 5 MRS . AINRIEIER IS f OMEER R 5)

HEOKERE FIBMERE . RIEE . WO Grade LA LK G, RIBMERER . REHERIBERER . ZAL

BE, FPaie, PEREER, BREE, T OMIE, BT ORI, BB, RIBEMEEE. BEIR B IREIE, X O FEMERIE

Rt S5 B FEERAE K UM 35 S5 )

z.  =EMANE (MEOFEMK, BEARHED & ORK AR D)

aa.  EEERRAIE OR8N OB 5 )

bb.  FEHOR (B RARPE, EEE. ARSI, RS R K Ok )

ce. Wik (AR, IA/NF—, BIMFR, VU~ FHLIEMR & OB R ALIE)

dd.  BEfEIZ (BIFINENR, 236 B A2 b ONBEE Hi)

ce.  MEEHZL (BEgt, YIRS K O

ff.  BR (ACREEER. RMEHEETRLOBERE, QIEERE, UTHEREM I QMEBIRE. * 7 —BiEREE. &
BRRRE 2 2 ONT M BRARRE 2¢)

gg.  TRHE ORMHVEEZAE, &bl AR EAn, i, IRMEIL OV N SR, B, [RR ML, 3O IRE)E

R N

D YA
K& ORIWER OFlak

LU OB ORWERIZET 567 — 213, EARRER T KEYTRUDA 45O H & (2 mgkg %
3E EIEIBE. 10 mg/kg 2 238 MM 51X 10 mg/kg 2 3 MG, 200 mg & 3@ RIHER) D05 %% 1)
T ITESNTWD [FEERsRE (5.1) 2], Zh b 0RIEROEHIZOWTOTA 74
E. EEEOEA EOEE 44)] (RLTE,

e BEE ORIER [ZE RO LR (44) S

Sy BRI D il I

KEYTRUDA D §5-% 521 7= fB38 D324451 (4.2%) (ZHilgK 03Bl L7, 2D 55, Grade21%143
B (1.9%) . Grade31E81%1 (1.1%). Grade4iZ19%1 (0.2%). Grade 513961 (0.1%) Toh o7z, fiiliik
RFEHFE COMMOPIEILX3.91 H (#FiPH: 28 ~272% H) TH Y, REMOPREIT2.05 A

(#iPH : 1H~51.0+% H) ThHolo, MERHIEOS 5 HBE (8.1%) TIE. MRHED 2\ VB

(3.9%) &tz U CHfilig O BAEIG N E o T2, Milgdkic L 285 P 313141 (1.7%) Th-
77 190BI23AIHE LT, ZD 5 HLeBlLaE Li- BN EEIEZ BT,

FE N RS BB T, 16061 (5.7%) (Tl 23368 L7z, 2D 95 5B Grade 2136261 (2.2%) .
Grade 313471 (1.7%) . Grade 4114451 (0.5%). Grade 51X10631] (0.4%) T o7z, FEBHRHIED &
% /NI B D8.9%I MR 3 F B Lo, AR % ) oNIERE TIE. Wiz (Al
Grades) DOFEIIEIAIL, KEYNOTE-087:&5 (21061) T?5.2%% 5 KEYNOTE-204748% (1485)
TD10.8% ThH -7z,

e BRI D RAGR
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KEYTRUDA D #t5-% 515 72 fBE D 15861 (2.1%) I[CKIBRBFEHI L7z, 2D 95, Grade2(349
B (0.6%) . Grade 31%82f51 (1.1%). Grade 4136/ (0.1%) Th 7=, KIHFRIEELE TOHFOF
RAEIF43H H G 28 ~243% H) ThHY ., EEMHMOPRMEITIIL A (P 18 ~452%
H) Thotl, KIERIZEDEEHIET4861] (0.6%) TH-o7z, 130FI3EE Lz, D 5 H2%
REIE L 723 %iBIE 258 60 72, KEYTRUDA O BUM$R G- 252 1 F 7 561 - E My B (15341) T,
KIGROFBEIE136.5% (All Grades) T Y . Grade 3132.0%, Grade 41%1.3% Th o7z,

405 B D 48

KEYTRUDA O 5% 31T 12 B& D804 (1.0%) IZHFRDBFEH LI, D55, Grade 215124
(0.2%) . Grade 31%5561 (0.7%). Grade 413861 (0.1%) Toh o7z, FFRFEH E TOHIRH O JefE
13354 H (HPH - 8H~263x% H) ThH v, EHEOPIMEIZI3, A G : 1H~29.0+% H)
Thotz, MRICEDELFIEZTITH (0.5%) Tholz, 60FI3EIHE Lz,

e BRI D J%

KEYTRUDA OBl 5% 521 72 FBF D376 (0.5%) I[ZERBFEI LT, D55, Grade 21
1161 (0.1%) . Grade3i%19%] (0.2%). Grade4iX2f] (<0.1%) ThH-o7-, BRFEHE TOWMDOF
JfEIF42 H G 128~2145 H) TH O, EHBOPRMEITI3H A P : 60 ~28.2+
B A) Thotz, BRICLDEEHIEIZI7H] (02%) THoT-, 20013E1E L1Z, TDH L5l
18 L 7= N IBIE 2 B 72, KEYTRUDA & XA F Lt REOT T FFRIFNULZHEE & OO
B 5% 2 T T IFRAE B N R it B (488%1]) Tl B R DI BLEIE131.4% (All Grades) T
&Y . Grade 3% UM4DIRBLEISITENZL10.8%K% 10.4% Th - 7=,

G % BEE D N S AR

KEYTRUDA DO #5-% 52\ 72 BFH D746 (1.0%) ICEIE#EAN RN RBEL LT, 2055, Grade
2133441 (0.4%). Grade3i%31%1 (0.4%). Grade 413441 (0.1%) TH -7, BIBHEEREIHE T
OHWM O RAEITS. 4% A (FPH: 1H~2375 H) ThY | BEWIMO R RfEIIAREE (FPFH:3H
~40.1+% H) Th o7z, RIBEREARIC X 25 F1EF1361] (0.2%) Th o7z, 176123 E1E L,
Z DD BIFIXEE L7283 R BIEE2 7R D7,

KEYTRUDA DO 5.2 51T 1= B& D526 (0.7%) I FERAERPBEELLZ, 20955, Grade 213
2351 (0.3%) . Grade 31324%1 (0.3%). Grade4iZ1 (<0.1%) T -7z, FTHEAERKII T TOHIMH
DOHFIAEIZS9H H @HiPH: 1A~17746 H) TV | B oI fEIF3.6 » H (P : 30 ~48.1+
HA) Thole, TEERIZEDFEGFILITI4H (02%) Thotz, 15FBEIE L, £D 5 H8
BNXIEIE U= 3 EIE 2 58D 7,

KEYTRUDA DO 5-% %521 F 7= BF D394 (5.2%) IZHIRIMERETTHEIE N BB L=, D95 b,
Grade 213108%1 (1.4%). Grade 31391 (0.1%) Toh-o7-, HARIRERETLEERELE COHR O F
RAEIX1.4n A P 1A~232% H) THO ., REHEOFIfEIXI.6 9 H (HPH : 48 ~43.1+%
H) Thotz, FIRBHERETHEIE IC L 285 F k1346 (0.1%) Th o7z, 31561 (79.9%) 23[EE

C cConfidential
089767



RALTAYRXY T GEEFHEERZ) E51% PMBCL MK-3475
1.6 SNEICHITHERKREICETIEH Page 94

L7z, 209 HLUBNEEIE L7 N EEIEZ RO 7=, e aidhiEik & LT KEYTRUDA O Hl#& 5.
%52 T T A K OV R IE R (1480051)) Tid. FRIRHERE TTEEAE ORI E51310.9% TH
D, ZTDHHRFEN Grade 1 LiT2TH o 7=,

KEYTRUDA O 5% 527 7= B3 093941 (12.3%) (ZHIRIREREIS MIEA KB L, 209 b
Gmk%%@%(%m)(M&siWﬂwvm‘T%oko@%%%*ﬁ?ﬁ%ﬁif@%%®¢
RAEIX340 H (& : 1H~259% A) Thv ., A OPREIREE (FPF : 2H~63.0+%
H) Thotz, IR ﬁTF’ié%ﬁ*iiWﬂ@w@f%okomWUQm%)ﬂ@@
L7z, Z0 9 H16BIIEIEE L7 S EIEZ B2, AR XU L oREERE (389%1) Tk
FR IR BRI MIEOFBEIAIL17% TH V. WT b Grade | (X2 ThH 72, KEYTRUDA O Hijh
P 5% 5 - BEHSEE R RO R (909%1)) TIE, AR ARFERE(R TIE O R EEIA1316.1% (All
Grades) T® V| Grade 3O ELEIA130.3% Tdh > 72, KEYTRUDA & 77 FF AR S5-7 L4 1
U7 b (5-FU) OALFHRE L OO G 2% ) 7S8R LR B (27661) Tik, HUIRAR
BEEEIR TIEDORBBEAI1X152%TH Y . WT I d Grade | X132 TH -7, KEYTRUDA & 7 ¥ 5
=TIV o ANF =T OOFRE 2% T 2B (145661) Tk, HURIEREIK TRE DR BLEIGI1X
46.2% (All Grades) Td V. Grade 3 XIX4DFEHENIE150.8% T o 7o, MitcufiiFik e LT
KEYTRUDA O Hijftiz 5. % 52 1) 7= B Al Lk ORI (148061) Tik, FURIRHEREIR T E
DORBENGIL17.7%TH Y, ZD 9 HR?FD Grade | XIF2ThH o7,

S92 BHIHE D B U

KEYTRUDA O 5-% % 3 7= BE DO 13061 (1.7%) \Z5eE B O EE O L ERENER LZ, =
? 95, Grade 2131141 (0.1%) . Grade 313103%1 (1.3%). Grade 413161 (<0.1%). Grade 51314
(<0.1%) ThHotz, EEOMERIGHEHE TOHMOFREIT3.00 H G : 20 ~255% H)
ThHY, EEMEOPRMETIIL A (EHH :uquwwﬂ)f%okoiﬁ®&ﬁﬁm:
HEENX186B (0.2%) Thotz, BHINEIE Lz, £ 9 B2fliXREIE Lf:i)i‘%ﬁiﬁﬁ%m&)to
EHEGRENTH DN, SELEEDAT =T A - V3 v VEERER O RIER BRI
AAHENHRE S TS [HE - AR 42) ROELE RO EOEE (44) 2R,

AR % U L NEIZ U 2 (ARG I A R AR A 5 & OFE

KEYNOTE-0135%5% Cld, KEYTRUDA D #:5-1% |2 [RIFf i M i A AR FAE 2 52 1 7 [8 5 1445 6/451)
TAMBHE A HE TR, 0TI R 6 E TR SRE S, WINLETICEL R o7, 2
BN DERIREAZEIEN TR L, 5 BHIBIOBENIET LT, 10N S A S TE RN R LT,

KEYNOTE-087:&%% Ci%. KEYTRUDA D% 5-1% |2 [FIFf 1 M s A AR R E 2 52 1 F 7= FR B 3261 H 16451

TRMERRE A )8 . THI TRIERBAE R S TSRS S, O BIloBE N LT Lz, I
OFFIRPAZEE 2 3881 L 72 8 13V e o T, BRERAEIEREF 2 B LTCBE bW RipoTe,

KEYNOTE-2043&%5% T3, KEYTRUDA D #5-1% |2 [RIFf i M i AR Al 2 52 1 7= f8 5 1445 8451
TR F *HE TR, 3B TR g RN HE S, WINbLETICE S o7, I
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DR ARBHZESE 2 3B L 1= B 12 v o 7oy ISR A SR RS S B L 7=,
B R 128 1T D KEYTRUDA & 7 X > F =7 05 L ATEED 5

RIBWE DA BE 265 & L7z KEYTRUDA & 7% v F =7 Ot fHR G OERRBRIZE )
T, FAESNERAEE LV LAV Grade 3L V4D ALT BN (20%) KOV AST #4001 (13%) A3
Sz, ALT BMOREH £ TOMMOPREIT23 5 H i : 7TH~198% H) TH o7, HYEHE
ERRO3fELLED ALT BNA A & 7= B35 (Grade 2-4, 116%) D 9 H94%(X, ALT 28 Grade 1LL T
IR L7z, ALT N3 2 5372 BBE DO 59% N 2 HVERIB R E R VE VAl 25 ) 7=, [FiE
L7zBEDH B, 926 (84%) 1L KEYTRUDA (3%)., 77X v F =7 (31%) XITZ DAl (50%)
DEELG-Sh-, 2095 H55%DBE T, EEM LROIGFED ALT MO FHRILA LT, K
Yl EIROIEH D ALT #INO IR A LT N TOBENEE L7z, Grade SOMFRIHFSRIT
RO LIRS T,

A IR A A {7

KEYTRUDA OHMEE2ZJ72RBED I B, _R—Z T A )5 Grade 3 X340 [iF R A 5
HOEBEROT-BEOERFILUTOLEY THhotz, VU EKEY (94%). 7 FU v AR
(7.4%) A~E 7 B (5.8%) . U R (5.3%) . 7 R U BEHEIN(5.3%) . ALT #1 (3.3%) .
AST #8/1 (3.1%), TAHUKRAT 7 2 —EEM 2.6%). BV U LRD 23%). BV 7 LHEN
(2.1%) | AF BRI (1.9%) | /MR (1.8%) /L3 o BEEIN(1.8%) . B U /L E HEAN(1.7%)
AN T B (1.5%) T VT R (14%) . 7 L7 F=480(1.3%) . 7 R o BERD (1.2%) .
F B (0.8%) . ~ 7713 7 AN (0.7%) . 7 U & A0 (0.5%) . ~F 27 1 B HEN (0.4%)

KO~ 7220 LA (0.2%).

KEYTRUDA LALZEREL OPFRFRG2Z T T-EBED I B, X—2F A )5 Grade 3X[3T4D
BRI T OLB AR O - BEOEEIILLTO LB Tholo, HPERED (44.0%). HI
BRIBD (29.4%) . U L 8ERBY (26.9%) . ~FEZ 0 EURED (22.1%) . f/MRED (13.2%) .
FU T AED (11.0%) . U BRI (7.7%) . ALT #90 (6.8%) . 1 U 7 A (68%). 7 K
BN (6.1%) . ASTH#IIN (5.6%). #/vvU A (3.5%) . AV UL 32%)., 7 LT F=
VN (2.9%), TAT I 22%), TOAHVRAT 7 X —BEA (2.1%), B UL E L HEN
(2.0%). BT LB (2.0%), 77 hrYEY INR I (1.3%). 7 RuEEd (1.2%) &
O F R U 7 A8 (0.5%) .

KEYTRUDA &7 X3 F =7 NIL o NF =7 LOUAEEE2Z T -BEDI B, "= T4
V35 Grade 3X T4 DRI AL T OL B 2RO BEHEOEAIILLTO LBV Tholz, VX
—PHIN (23.0%) (KEYTRUDA & 7 X3 F =7 L OPFF G 2% - BETIZRE Lo 7).
U RERED (12.0%) . F R U oA (114%), 727 —B8 (112%), U7 UED R
A (11.2%) . ALT #890 (10.4%) . AST #0 (8.9%) . 7 KU ¥EHEIN (7.8%) ., V » FEHE (6.8%) .
VT LA (6.1%), BV 7L (5.1%), I LATr—AHI (4.5%), 7 LT F =800
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(4.4%) . ~EZ7BEUED (42%). v 72T LA (4.0%) . iFTERBA (3.5%) . T
RA T 7 A —BHIN (3.1%) | M/ IR (3.0%) . B U L E N (2.8%) . B /L3 7 KR (2.2%) |
FHERJED (1.7%) . ~ 732> 7 28800 (1.6%), 77 e Y INR B (1.5%), 7 Ko #E
B (14%) . TAT IR (12%) . Iy a8 (1.2%) . F R U o L8800 (0.4%) . ~F 2
o eI (0.1%),

pahidntes

W R AR T2 mg/kg A3 HIFIME. 200 mg A 3HHIHRE. 10 mg/kg 2 238 #HIFE 110 mg/kg %3
B CEMER S SN-HBE T, FMlir[fE TH 2722034010 5 B, RHNOFEEIZ L > THHEY
PURBGE & 22 - 72 BE 133661 (1.8%) THY . D5 Bl (0.4%) DEFIL, KEYTRUDA (Zxt

T HHRPUEE A LTz, HL KEYTRUDA HUiESUIHFIHUARD LRI E 5 SEMEIRE Kk OV
701277/(/1/“-—-% %ﬁ’iﬁ%ﬂﬁ mu&)l%i’bfciﬁ)of_o

% 1/ N AHEG RS O KEYNOTE-051788 ©, AT Rk, U o 3@, & L < iX PD-LIBGE
DOHELT, FFIE X i%%ﬁ#ﬁﬁ%ﬁh%ﬁ#éi%9¢ﬂ~nﬁ@¢ﬁ%%«ﬂ%ﬁﬁbf\
KEYTRUDA 2 mg/kg % 38 RIRE CHME 5 LI 5E 02l 7 Ml Lz, SRS U v
SRIELERT (22451) 12 \u~Nm®%%@ainko¢E%%z‘iéféﬁfm774w Tk
NBHEEML TR CTH o7, BHEEICRD LI 20%2L F) AEFELIT, %R (33%) . NEH:
(30%) . HHJE (26%). M9 (22%). &l (21%). Bk (21%) M OMER (20%) Th-o7-, Himl
B THRESNZAFEFROITZLE A LT Grade 1XUTI2TH -7, 766 (47.2%) 1T Grade 3-5DF
FHEEPHEILL, 56 (3.1%) IHECITE -T2 AFERNFEE LT, 10BRE 4 ERNIC X 5 KRR
DOFHIIZ b B, FEBBEE X T X ToORE SNTEHEFLIIESHTWS, B, IC I
HoEnRAEEL H T 5 HDEICK L, KEYTRUDA ZMBhEE s L THRYG Lo EZ2 e
T —=HIIHF LTV,

BIEHOWE

ERRDOY R/ SKT 4 v FAT Y AOYEIRT =S ) L T AT T, ERE 0 AR
ORNERAREON S FEOWEIEETH 5, BEARERDNSBE. EREFET. BIEHO
s AT 5 ((HRS) &l L CHET S T L,

BEHS
49 mERE

KEYTRUDA O &8 5123 2 TG Hiv Ty,

WERGPEO bNTGE, BWEA OGN ERZEERS =2 U 7 L, il iER
Eamd o2&,
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HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the information needed to use
KEYTRUDA safely and effectively. See full prescribing
information for KEYTRUDA.

KEYTRUDA® (pembrolizumab) injection, for intravenous use
Initial U.S. Approval: 2014

--------------------------- RECENT MAJOR CHANGES -s-seremcmsmmmmemememnns

Indications and Usage (1) 04/2023
Dosage and Administration (2) 04/2023
Warnings and Precautions (5) 01/2023

INDICATIONS AND USAGE

KEYTRUDA is a programmed death receptor-1 (PD-1)-blocking
antibody indicated:

Melanoma

o for the treatment of patients with unresectable or metastatic
melanoma. (1.1)

e for the adjuvant treatment of adult and pediatric (12 years and
older) patients with Stage IIB, IIC, or Ill melanoma following
complete resection. (1.1)

Non-Small Cell Lung Cancer (NSCLC)

. in combination with pemetrexed and platinum chemotherapy,
as first-line treatment of patients with metastatic nonsquamous
NSCLC, with no EGFR or ALK genomic tumor aberrations.
(1.2)

. in combination with carboplatin and either paclitaxel or
paclitaxel protein-bound, as first-line treatment of patients with
metastatic squamous NSCLC. (1.2)

e as asingle agent for the first-line treatment of patients with
NSCLC expressing PD-L1 [Tumor Proportion Score (TPS)
>1%] as determined by an FDA-approved test, with no EGFR
or ALK genomic tumor aberrations, and is:

o  Stage lll where patients are not candidates for surgical
resection or definitive chemoradiation, or
o  metastatic. (1.2, 2.1)

. as a single agent for the treatment of patients with metastatic
NSCLC whose tumors express PD-L1 (TPS 21%) as
determined by an FDA-approved test, with disease
progression on or after platinum-containing chemotherapy.
Patients with EGFR or ALK genomic tumor aberrations should
have disease progression on FDA-approved therapy for these
aberrations prior to receiving KEYTRUDA. (1.2, 2.1)

. as a single agent, for adjuvant treatment following resection
and platinum-based chemotherapy for adult patients with
Stage IB (T2a 24 cm), I, or IIIA NSCLC. (1.2)

Head and Neck Squamous Cell Cancer (HNSCC)

. in combination with platinum and FU for the first-line treatment
of patients with metastatic or with unresectable, recurrent
HNSCC. (1.3)

e as a single agent for the first-line treatment of patients with
metastatic or with unresectable, recurrent HNSCC whose
tumors express PD-L1 [Combined Positive Score (CPS) 21] as
determined by an FDA-approved test. (1.3, 2.1)

. as a single agent for the treatment of patients with recurrent or
metastatic HNSCC with disease progression on or after
platinum-containing chemotherapy. (1.3)

Classical Hodgkin Lymphoma (cHL)

o for the treatment of adult patients with relapsed or refractory
cHL. (1.4)

e for the treatment of pediatric patients with refractory cHL, or
cHL that has relapsed after 2 or more lines of therapy. (1.4)

Primary Mediastinal Large B-Cell Lymphoma (PMBCL)

o for the treatment of adult and pediatric patients with refractory
PMBCL, or who have relapsed after 2 or more prior lines of
therapy. (1.5)

. Limitations of Use: KEYTRUDA is not recommended for
treatment of patients with PMBCL who require urgent
cytoreductive therapy.

Urothelial Carcinoma

. in combination with enfortumab vedotin, for the treatment of
adult patients with locally advanced or metastatic urothelial
carcinoma who are not eligible for cisplatin-containing
chemotherapy.' (1.6)

08976C

e as a single agent for the treatment of patients with locally
advanced or metastatic urothelial carcinoma who:

o are not eligible for any platinum-containing
chemotherapy, or

o  who have disease progression during or following
platinum-containing chemotherapy or within 12 months of
neoadjuvant or adjuvant treatment with platinum-
containing chemotherapy. (1.6)

e as a single agent 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. (1.6)

Microsatellite Instability-High or Mismatch Repair Deficient Cancer

e  for the treatment of adult and pediatric patients with
unresectable or metastatic microsatellite instability-high
(MSI-H) or mismatch repair deficient (dMMR) solid tumors, as
determined by an FDA-approved test, that have progressed
following prior treatment and who have no satisfactory
alternative treatment options. (1.7, 2.1)

Microsatellite Instability-High or Mismatch Repair Deficient

Colorectal Cancer (CRC)

. for the treatment of patients with unresectable or metastatic
MSI-H or dMMR colorectal cancer (CRC) as determined by an
FDA-approved test. (1.8, 2.1)

Gastric Cancer

. in combination with trastuzumab, fluoropyrimidine- and
platinum-containing chemotherapy, for the first-line treatment
of patients with locally advanced unresectable or metastatic
HER2-positive gastric or gastroesophageal junction (GEJ)
adenocarcinoma." (1.9)

Esophageal Cancer

e for the treatment of patients with locally advanced or metastatic
esophageal or gastroesophageal junction (GEJ) (tumors with
epicenter 1 to 5 centimeters above the GEJ) carcinoma that is
not amenable to surgical resection or definitive chemoradiation
either:

o in combination with platinum- and fluoropyrimidine-based
chemotherapy, or

o as a single agent after one or more prior lines of systemic
therapy for patients with tumors of squamous cell
histology that express PD-L1 (CPS 210) as determined
by an FDA-approved test. (1.10, 2.1)

Cervical Cancer

. in combination with chemotherapy, with or without
bevacizumab, for the treatment of patients with persistent,
recurrent, or metastatic cervical cancer whose tumors express
PD-L1 (CPS 21) as determined by an FDA-approved test.
(1.11,2.1)

. as a single agent for the treatment of patients with recurrent or
metastatic cervical cancer with disease progression on or after
chemotherapy whose tumors express PD-L1 (CPS 21) as
determined by an FDA-approved test. (1.11, 2.1)

Hepatocellular Carcinoma (HCC)

e for the treatment of patients with HCC who have been
previously treated with sorafenib." (1.12)

Merkel Cell Carcinoma (MCC)

e for the treatment of adult and pediatric patients with recurrent
locally advanced or metastatic Merkel cell carcinoma." (1.13)

Renal Cell Carcinoma (RCC)

e in combination with axitinib, for the first-line treatment of adult
patients with advanced RCC. (1.14)

e in combination with lenvatinib, for the first-line treatment of
adult patients with advanced RCC. (1.14)

e 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. (1.14)

Endometrial Carcinoma

. in combination with lenvatinib, for the treatment of patients with
advanced endometrial carcinoma that is mismatch repair
proficient ((MMR) as determined by an FDA-approved test or
not MSI-H, who have disease progression following prior
systemic therapy in any setting and are not candidates for
curative surgery or radiation. (1.15, 2.1)




e as a single agent, for the treatment of patients with advanced
endometrial carcinoma that is MSI-H or dMMR, as determined
by an FDA-approved test, who have disease progression
following prior systemic therapy in any setting and are not
candidates for curative surgery or radiation. (1.15, 2.1)

Tumor Mutational Burden-High (TMB-H) Cancer

o 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 an FDA-approved test, that have progressed
following prior treatment and who have no satisfactory
alternative treatment options." (1.16, 2.1)

. Limitations of Use: The safety and effectiveness of
KEYTRUDA in pediatric patients with TMB-H central nervous
system cancers have not been established.

Cutaneous Squamous Cell Carcinoma (cSCC)

o for the treatment of patients with recurrent or metastatic cSCC
or locally advanced cSCC that is not curable by surgery or
radiation. (1.17)

Triple-Negative Breast Cancer (TNBC)

e for the treatment of patients with high-risk early-stage TNBC in
combination with chemotherapy as neoadjuvant treatment, and
then continued as a single agent as adjuvant treatment after
surgery. (1.18)

. in combination with chemotherapy, for the treatment of
patients with locally recurrent unresectable or metastatic
TNBC whose tumors express PD-L1 (CPS 210) as determined
by an FDA approved test. (1.18, 2.1)

Adult Classical Hodgkin Lymphoma and Adult Primary Mediastinal

Large B-Cell Lymphoma: Additional Dosing Regimen of 400 mg

Every 6 Weeks

e for use at an additional recommended dosage of 400 mg every

6 weeks for Classical Hodgkin Lymphoma and Primary
Mediastinal Large B-Cell Lymphoma in adults.? (1.19, 2.2)

This indication is approved under accelerated approval based on

tumor response rate and durability of response. Continued

approval for this indication may be contingent upon verification
and description of clinical benefit in the confirmatory trials.

This indication is approved under accelerated approval based on

pharmacokinetic data, the relationship of exposure to efficacy,

and the relationship of exposure to safety. Continued approval for
this dosing may be contingent upon verification and description of
clinical benefit in the confirmatory trials.

----------------------- DOSAGE AND ADMINISTRATION -------------emmoeemm-

. Melanoma: 200 mg every 3 weeks or 400 mg every 6 weeks; 2
mg/kg (up to 200 mg) every 3 weeks for pediatrics. (2.2)

e  NSCLC: 200 mg every 3 weeks or 400 mg every 6 weeks. (2.2)

. HNSCC: 200 mg every 3 weeks or 400 mg every 6 weeks. (2.2)

e  cHL or PMBCL: 200 mg every 3 weeks or 400 mg every 6 weeks
for adults; 2 mg/kg (up to 200 mg) every 3 weeks for pediatrics.
(2.2)

. Urothelial Carcinoma: 200 mg every 3 weeks or 400 mg every
6 weeks. (2.2)

. MSI-H or dMMR Cancer: 200 mg every 3 weeks or 400 mg every
6 weeks for adults; 2 mg/kg (up to 200 mg) every 3 weeks for
pediatrics. (2.2)

. MSI-H or dMMR CRC: 200 mg every 3 weeks or 400 mg every
6 weeks. (2.2)

e MSI-H or dMMR Endometrial Carcinoma: 200 mg every 3 weeks
or 400 mg every 6 weeks. (2.2)

e  Gastric Cancer: 200 mg every 3 weeks or 400 mg every 6 weeks.
(2.2)

e  Esophageal Cancer: 200 mg every 3 weeks or 400 mg every
6 weeks. (2.2)

e  Cervical Cancer: 200 mg every 3 weeks or 400 mg every
6 weeks. (2.2)

e  HCC: 200 mg every 3 weeks or 400 mg every 6 weeks. (2.2)

e  MCC: 200 mg every 3 weeks or 400 mg every 6 weeks for adults;
2 mg/kg (up to 200 mg) every 3 weeks for pediatrics. (2.2)

e RCC: 200 mg every 3 weeks or 400 mg every 6 weeks as a single
agent in the adjuvant setting, or in the advanced setting with
either:

o  axitinib 5 mg orally twice daily or
o lenvatinib 20 mg orally once daily. (2.2)

1
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Endometrial Carcinoma: 200 mg every 3 weeks or 400 mg every
6 weeks with lenvatinib 20 mg orally once daily. (2.2)

TMB-H Cancer: 200 mg every 3 weeks or 400 mg every 6 weeks
for adults; 2 mg/kg (up to 200 mg) every 3 weeks for pediatrics.
(2.2)

cSCC: 200 mg every 3 weeks or 400 mg every 6 weeks. (2.2)
TNBC: 200 mg every 3 weeks or 400 mg every 6 weeks. (2.2)
Administer KEYTRUDA as an intravenous infusion over

30 minutes after dilution.

See Full Prescribing Information for preparation and
administration instructions and dosage modifications for adverse
reactions.

----------------- DOSAGE FORMS AND STRENGTHS ---s-creememmemence-

Injection: 100 mg/4 mL (25 mg/mL) solution in a single-dose vial

®)
CONTRAINDICATIONS

------------------- WARNINGS AND PRECAUTIONS ---s-smsmmemememnnena

Immune-Mediated Adverse Reactions (5.1)

o Immune-mediated adverse reactions, which may be severe
or fatal, can occur in any organ system or tissue, including
the following: immune-mediated pneumonitis, immune-
mediated colitis, immune-mediated hepatitis, immune-
mediated endocrinopathies, immune-mediated nephritis with
renal dysfunction, immune-mediated dermatologic adverse
reactions, and solid organ transplant rejection.

o  Monitor for early identification and management. Evaluate
liver enzymes, creatinine, and thyroid function at baseline
and periodically during treatment.

o  Withhold or permanently discontinue based on severity and
type of reaction.

Infusion-related reactions: Interrupt, slow the rate of infusion, or

permanently discontinue KEYTRUDA based on the severity of

reaction. (5.2)

Complications of allogeneic HSCT: Fatal and other serious

complications can occur in patients who receive allogeneic HSCT

before or after being treated with a PD-1/PD-L1 blocking antibody.

(5.3)

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. (5.4)

Embryo-Fetal toxicity: Can cause fetal harm. Advise females of
reproductive potential of the potential risk to a fetus and to use
effective method of contraception. (5.5, 8.1, 8.3)

ADVERSE REACTIONS

Most common adverse reactions (reported in 220% of patients) were:

KEYTRUDA as a single agent: fatigue, musculoskeletal pain, rash,
diarrhea, pyrexia, cough, decreased appetite, pruritus, dyspnea,
constipation, pain, abdominal pain, nausea, and hypothyroidism.
(6.1)

KEYTRUDA in combination with chemotherapy: fatigue/asthenia,
nausea, constipation, diarrhea, decreased appetite, rash, vomiting,
cough, dyspnea, pyrexia, alopecia, peripheral neuropathy,
mucosal inflammation, stomatitis, headache, weight loss,
abdominal pain, arthralgia, myalgia, and insomnia. (6.1)
KEYTRUDA in combination with chemotherapy and bevacizumab:
peripheral neuropathy, alopecia, anemia, fatigue/asthenia,
nausea, neutropenia, diarrhea, hypertension, thrombocytopenia,
constipation, arthralgia, vomiting, urinary tract infection, rash,
leukopenia, hypothyroidism, and decreased appetite. (6.1)
KEYTRUDA in combination with axitinib: diarrhea,
fatigue/asthenia, hypertension, hepatotoxicity, hypothyroidism,
decreased appetite, palmar-plantar erythrodysesthesia, nausea,
stomatitis/mucosal inflammation, dysphonia, rash, cough, and
constipation. (6.1)

KEYTRUDA in combination with lenvatinib: hypothyroidism,
hypertension, fatigue, diarrhea, musculoskeletal disorders,
nausea, decreased appetite, vomiting, stomatitis, weight loss,
abdominal pain, urinary tract infection, proteinuria, constipation,
headache, hemorrhagic events, palmar-plantar



erythrodysesthesia, dysphonia, rash, hepatotoxicity, and acute
kidney injury. (6.1)

e KEYTRUDA in combination with enfortumab vedotin: rash,
peripheral neuropathy, fatigue, alopecia, weight loss, diarrhea,
pruritus, decreased appetite, nausea, dysgeusia, urinary tract
infection, constipation, peripheral edema, dry eye, dizziness,
arthralgia, and dry skin. (6.1)

To report SUSPECTED ADVERSE REACTIONS, contact Merck
Sharp & Dohme LLC at 1-877-888-4231 or FDA at 1-800-FDA-1088
or www.fda.gov/medwatch .

----------------------- USE IN SPECIFIC POPULATIONS -----=----znmeeunnenes
Lactation: Advise not to breastfeed. (8.2)

See 17 for PATIENT COUNSELING INFORMATION and Medication
Guide.
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FULL PRESCRIBING INFORMATION

1 INDICATIONS AND USAGE

1.1 Melanoma

KEYTRUDA® is indicated for the treatment of patients with unresectable or metastatic melanoma.

KEYTRUDA is indicated for the adjuvant treatment of adult and pediatric (12 years and older) patients
with Stage IIB, IIC, or Il melanoma following complete resection.

1.2 Non-Small Cell Lung Cancer

KEYTRUDA, in combination with pemetrexed and platinum chemotherapy, is indicated for the first-line
treatment of patients with metastatic nonsquamous non-small cell lung cancer (NSCLC), with no EGFR or
ALK genomic tumor aberrations.

KEYTRUDA, in combination with carboplatin and either paclitaxel or paclitaxel protein-bound, is indicated
for the first-line treatment of patients with metastatic squamous NSCLC.

KEYTRUDA, as a single agent, is indicated for the first-line treatment of patients with NSCLC expressing
PD-L1 [Tumor Proportion Score (TPS) 21%] as determined by an FDA-approved test [see Dosage and
Administration (2.1)], with no EGFR or ALK genomic tumor aberrations, and is:

e Stage Il where patients are not candidates for surgical resection or definitive chemoradiation, or
o metastatic.

KEYTRUDA, as a single agent, is indicated for the treatment of patients with metastatic NSCLC whose
tumors express PD-L1 (TPS 21%) as determined by an FDA-approved test [see Dosage and
Administration (2.1)], with disease progression on or after platinum-containing chemotherapy. Patients
with EGFR or ALK genomic tumor aberrations should have disease progression on FDA-approved
therapy for these aberrations prior to receiving KEYTRUDA.

KEYTRUDA, as a single agent, is indicated as adjuvant treatment following resection and platinum-based
chemotherapy for adult patients with Stage IB (T2a =24 cm), Il, or 1A NSCLC.

1.3 Head and Neck Squamous Cell Cancer

KEYTRUDA, in combination with platinum and fluorouracil (FU), is indicated for the first-line treatment of
patients with metastatic or with unresectable, recurrent head and neck squamous cell carcinoma
(HNSCCQC).

KEYTRUDA, as a single agent, is indicated for the first-line treatment of patients with metastatic or with
unresectable, recurrent HNSCC whose tumors express PD-L1 [Combined Positive Score (CPS) 21] as
determined by an FDA-approved test [see Dosage and Administration (2.1)].

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

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

KEYTRUDA is indicated for the treatment of pediatric patients with refractory cHL, or cHL that has
relapsed after 2 or more lines of therapy.

1.5 Primary Mediastinal Large B-Cell Lymphoma

KEYTRUDA is indicated for the treatment of adult and pediatric patients with refractory primary
mediastinal large B-cell ymphoma (PMBCL), or who have relapsed after 2 or more prior lines of therapy.

Limitations of Use: KEYTRUDA is not recommended for treatment of patients with PMBCL who require
urgent cytoreductive therapy.
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1.6 Urothelial Carcinoma

KEYTRUDA, in combination with enfortumab vedotin, is indicated for the treatment of adult patients with
locally advanced or metastatic urothelial carcinoma who are not eligible for cisplatin-containing
chemotherapy.

This indication is approved under accelerated approval based on tumor response rate and durability of
response [see Clinical Studies (14.6)]. Continued approval for this indication may be contingent upon
verification and description of clinical benefit in the confirmatory trials.

KEYTRUDA, as a single agent, is indicated for the treatment of patients with locally advanced or
metastatic urothelial carcinoma:

e who are not eligible for any platinum-containing chemotherapy, or

¢ who have disease progression during or following platinum-containing chemotherapy or within
12 months of neoadjuvant or adjuvant treatment with platinum-containing chemotherapy.

KEYTRUDA, as a single agent, is indicated for the treatment of patients with Bacillus Calmette-Guerin
(BCG)-unresponsive, high-risk, non-muscle invasive bladder cancer (NMIBC) with carcinoma in situ (CIS)
with or without papillary tumors who are ineligible for or have elected not to undergo cystectomy.

1.7 Microsatellite Instability-High or Mismatch Repair Deficient Cancer

KEYTRUDA is indicated for the treatment of adult and pediatric patients with unresectable or metastatic
microsatellite instability-high (MSI-H) or mismatch repair deficient (dMMR) solid tumors, as determined by
an FDA-approved test, that have progressed following prior treatment and who have no satisfactory
alternative treatment options [see Dosage and Administration (2.1)].

1.8 Microsatellite Instability-High or Mismatch Repair Deficient Colorectal Cancer

KEYTRUDA is indicated for the treatment of patients with unresectable or metastatic MSI-H or dMMR
colorectal cancer (CRC) as determined by an FDA-approved test [see Dosage and Administration (2.1)].

1.9 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.

This indication is approved under accelerated approval based on tumor response rate and durability of
response [see Clinical Studies (14.9)]. Continued approval of this indication may be contingent upon
verification and description of clinical benefit in the confirmatory trials.

1.10 Esophageal Cancer

KEYTRUDA is indicated for the treatment of patients with locally advanced or metastatic esophageal or
gastroesophageal junction (GEJ) (tumors with epicenter 1 to 5 centimeters above the GEJ) carcinoma
that is not amenable to surgical resection or definitive chemoradiation either:

e in combination with platinum- and fluoropyrimidine-based chemotherapy, or

e as a single agent after one or more prior lines of systemic therapy for patients with tumors of
squamous cell histology that express PD-L1 (CPS =10) as determined by an FDA-approved test [see
Dosage and Administration (2.1)].

1.11 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 whose tumors express
PD-L1 (CPS 21) as determined by an FDA-approved test [see Dosage and Administration (2.1)].

KEYTRUDA, as a single agent, is indicated for the treatment of patients with recurrent or metastatic

cervical cancer with disease progression on or after chemotherapy whose tumors express PD-L1
(CPS =1) as determined by an FDA-approved test [see Dosage and Administration (2.1)].
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1.12 Hepatocellular Carcinoma

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

This indication is approved under accelerated approval based on tumor response rate and durability of
response [see Clinical Studies (14.12)]. Continued approval for this indication may be contingent upon
verification and description of clinical benefit in the confirmatory trials.

1.13 Merkel Cell Carcinoma

KEYTRUDA is indicated for the treatment of adult and pediatric patients with recurrent locally advanced
or metastatic Merkel cell carcinoma (MCC).

This indication is approved under accelerated approval based on tumor response rate and durability of
response [see Clinical Studies (14.13)]. Continued approval for this indication may be contingent upon
verification and description of clinical benefit in the confirmatory trials.

1.14 Renal Cell Carcinoma

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

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

KEYTRUDA is indicated for the adjuvant treatment of patients with RCC at intermediate-high or high risk
of recurrence following nephrectomy, or following nephrectomy and resection of metastatic lesions [see
Clinical Studies (14.14)].

1.15 Endometrial Carcinoma

KEYTRUDA, in combination with lenvatinib, is indicated for the treatment of patients with advanced
endometrial carcinoma that is mismatch repair proficient (PMMR) as determined by an FDA-approved test
or not MSI-H, who have disease progression following prior systemic therapy in any setting and are not
candidates for curative surgery or radiation [see Dosage and Administration (2.1)].

KEYTRUDA, as a single agent, is indicated for the treatment of patients with advanced endometrial
carcinoma that is MSI-H or dAMMR, as determined by an FDA-approved test, who have disease
progression following prior systemic therapy in any setting and are not candidates for curative surgery or
radiation [see Dosage and Administration (2.1)].

1.16 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 an FDA-approved test [see Dosage and Administration (2.1)], that have progressed following prior
treatment and who have no satisfactory alternative treatment options.

This indication is approved under accelerated approval based on tumor response rate and durability of
response [see Clinical Studies (14.16)]. Continued approval for this indication may be contingent upon
verification and description of clinical benefit in the confirmatory trials.

Limitations of Use: The safety and effectiveness of KEYTRUDA in pediatric patients with TMB-H central
nervous system cancers have not been established.

1.17 Cutaneous Squamous Cell Carcinoma

KEYTRUDA is indicated for the treatment of patients with recurrent or metastatic cutaneous squamous
cell carcinoma (cSCC) or locally advanced cSCC that is not curable by surgery or radiation.
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1.18 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 a
single agent 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 an
FDA-approved test [see Dosage and Administration (2.1)].

1.19 Adult Classical Hodgkin Lymphoma and Adult Primary Mediastinal Large B-Cell Lymphoma:
Additional Dosing Regimen of 400 mg Every 6 Weeks

KEYTRUDA is indicated for use at an additional recommended dosage of 400 mg every 6 weeks for
classical Hodgkin lymphoma and primary mediastinal large B-cell lymphoma in adults [see Indications
and Usage (1.4, 1.5), Dosage and Administration (2.2)]. This indication is approved under accelerated
approval based on pharmacokinetic data, the relationship of exposure to efficacy, and the relationship of
exposure to safety [see Clinical Pharmacology (12.2), Clinical Studies (14.19)]. Continued approval for
this dosage may be contingent upon verification and description of clinical benefit in the confirmatory
trials.

2 DOSAGE AND ADMINISTRATION

2.1 Patient Selection

Information on FDA-approved tests for patient selection is available at:
http://www.fda.gov/ICompanionDiagnostics .

Patient Selection for Single-Agent Treatment

Select patients for treatment with KEYTRUDA as a single agent based on the presence of positive PD-L1
expression in:

e Stage Il NSCLC who are not candidates for surgical resection or definitive chemoradiation [see
Clinical Studies (14.2)].

o metastatic NSCLC [see Clinical Studies (14.2)].

o first-line treatment of metastatic or unresectable, recurrent HNSCC [see Clinical Studies (14.3)].

e previously treated recurrent locally advanced or metastatic esophageal cancer [see Clinical Studies
(14.10)].

e recurrent or metastatic cervical cancer with disease progression on or after chemotherapy [see
Clinical Studies (14.11)].

For the MSI-H/dMMR indications, select patients for treatment with KEYTRUDA as a single agent based
on MSI-H/dMMR status in tumor specimens [see Clinical Studies (14.7, 14.8)].

For the TMB-H indication, select patients for treatment with KEYTRUDA as a single agent based on
TMB-H status in tumor specimens [see Clinical Studies (14.16)].

Because subclonal dAMMR mutations and microsatellite instability may arise in high-grade gliomas during
temozolomide therapy, it is recommended to test for TMB-H, MSI-H, and dMMR in the primary tumor
specimens obtained prior to initiation of temozolomide chemotherapy in patients with high-grade gliomas.

Additional Patient Selection Information for MSI-H or dMMR in Patients with non-CRC Solid Tumors

Due to discordance between local tests and FDA-approved tests, confirmation of MSI-H or dMMR status
is recommended by an FDA-approved test in patients with MSI-H or dMMR solid tumors, if feasible. If
unable to perform confirmatory MSI-H/dMMR testing, the presence of TMB =10 mut/Mb, as determined by
an FDA-approved test, may be used to select patients for treatment [see Clinical Studies (14.7)].

Patient Selection for Combination Therapy

For use of KEYTRUDA in combination with chemotherapy, with or without bevacizumab, select patients
based on the presence of positive PD-L1 expression in persistent, recurrent, or metastatic cervical cancer
[see Clinical Studies (14.11)].
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For the pMMR/not MSI-H advanced endometrial carcinoma indication, select patients for treatment with
KEYTRUDA in combination with lenvatinib based on MSI or MMR status in tumor specimens [see Clinical
Studies (14.15)].

For use of KEYTRUDA in combination with chemotherapy, select patients based on the presence of
positive PD-L1 expression in locally recurrent unresectable or metastatic TNBC [see Clinical Studies
(14.18)].

Additional Patient Selection Information

= An FDA-approved test for the detection of not MSI-H is currently unavailable for the selection of
patients with not MSI-H endometrial carcinoma for treatment with KEYTRUDA in combination with
lenvatinib [see Clinical Studies (14.15)].

2.2 Recommended Dosage

08976C

Table 1: Recommended Dosage

Indication

Recommended Dosage of
KEYTRUDA

Duration/Timing of Treatment

Monotherapy

Adult patients with unresectable or
metastatic melanoma

200 mg every 3 weeks*
or
400 mg every 6 weeks*

Until disease progression or
unacceptable toxicity

Adjuvant treatment of adult patients
with melanoma, NSCLC, or RCC

200 mg every 3 weeks”
or
400 mg every 6 weeks*

Until disease recurrence, unacceptable
toxicity, or up to 12 months

Adult patients with NSCLC, HNSCC,
cHL, PMBCL, locally advanced or
metastatic Urothelial Carcinoma, MSI-H
or dMMR Cancer, MSI-H or dMMR
CRC, MSI-H or dMMR Endometrial
Carcinoma, Esophageal Cancer,
Cervical Cancer, HCC, MCC, TMB-H
Cancer, or cSCC

200 mg every 3 weeks*
or
400 mg every 6 weeks*

Until disease progression, unacceptable
toxicity, or up to 24 months

Adult patients with high-risk BCG-
unresponsive NMIBC

200 mg every 3 weeks*
or
400 mg every 6 weeks*

Until persistent or recurrent high-risk
NMIBC, disease progression,
unacceptable toxicity, or up to

24 months

Pediatric patients with cHL, PMBCL,
MSI-H or dMMR Cancer, MCC, or TMB-
H Cancer

2 mg/kg every 3 weeks (up to a
maximum of 200 mg)*

Until disease progression, unacceptable
toxicity, or up to 24 months

Pediatric patients (12 years and older)
for adjuvant treatment of melanoma

2 mg/kg every 3 weeks (up to a
maximum of 200 mg)*

Until disease recurrence, unacceptable
toxicity, or up to 12 months

Combination Therapy'

Adult patients with NSCLC, HNSCC, or
Esophageal Cancer

200 mg every 3 weeks*
or
400 mg every 6 weeks*
Administer KEYTRUDA prior to
chemotherapy when given on
the same day.

Until disease progression, unacceptable
toxicity, or up to 24 months

Adult patients with locally advanced or
metastatic urothelial carcinoma

200 mg every 3 weeks*
or
400 mg every 6 weeks*

Administer KEYTRUDA after
enfortumab vedotin when given
on the same day.

Until disease progression, unacceptable
toxicity, or up to 24 months

Adult patients with Gastric Cancer

200 mg every 3 weeks*
or
400 mg every 6 weeks*

Until disease progression, unacceptable
toxicity, or up to 24 months




Indication

Recommended Dosage of
KEYTRUDA

Duration/Timing of Treatment

Administer KEYTRUDA prior to
trastuzumab and chemotherapy
when given on the same day.

Adult patients with Cervical Cancer

200 mg every 3 weeks*
or
400 mg every 6 weeks*
Administer KEYTRUDA prior to
chemotherapy with or without
bevacizumab when given on the
same day.

Until disease progression, unacceptable
toxicity, or for KEYTRUDA, up to
24 months

Adult patients with RCC

200 mg every 3 weeks*
or
400 mg every 6 weeks*
Administer KEYTRUDA in
combination with axitinib 5 mg
orally twice daily*
or
Administer KEYTRUDA in
combination with lenvatinib
20 mg orally once daily.

Until disease progression, unacceptable
toxicity, or for KEYTRUDA, up to
24 months

Adult patients with Endometrial
Carcinoma

200 mg every 3 weeks”
or
400 mg every 6 weeks*
Administer KEYTRUDA in
combination with lenvatinib
20 mg orally once daily.

Until disease progression, unacceptable
toxicity, or for KEYTRUDA, up to
24 months

Adult patients with high-risk early-stage
TNBC

200 mg every 3 weeks*
or
400 mg every 6 weeks*

Administer KEYTRUDA prior to
chemotherapy when given on
the same day.

Neoadjuvant treatment in combination
with chemotherapy for 24 weeks

(8 doses of 200 mg every 3 weeks or
4 doses of 400 mg every 6 weeks) or
until disease progression or
unacceptable toxicity, followed by
adjuvant treatment with KEYTRUDA as
a single agent for up to 27 weeks

(9 doses of 200 mg every 3 weeks or
5 doses of 400 mg every 6 weeks) or
until disease recurrence or
unacceptable toxicity$

Adult patients with locally recurrent
unresectable or metastatic TNBC

200 mg every 3 weeks*
or
400 mg every 6 weeks*

Administer KEYTRUDA prior to
chemotherapy when given on
the same day.

Until disease progression, unacceptable
toxicity, or up to 24 months

30-minute intravenous infusion

T Refer to the Prescribing Information for the agents administered in combination with KEYTRUDA for recommended

dosing information, as appropriate.

* When axitinib is 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.

§  Patients who experience disease progression or unacceptable toxicity related to KEYTRUDA with neoadjuvant
treatment in combination with chemotherapy should not receive adjuvant single agent KEYTRUDA.

2.3 Dose Modifications

No dose reduction for KEYTRUDA is recommended. In general, withhold KEYTRUDA for severe

(Grade 3) immune-mediated adverse reactions. Permanently discontinue KEYTRUDA for Life-threatening
(Grade 4) immune-mediated adverse reactions, recurrent severe (Grade 3) immune-mediated reactions
that require systemic immunosuppressive treatment, or an inability to reduce corticosteroid dose to 10 mg
or less of prednisone or equivalent per day within 12 weeks of initiating steroids.
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Dosage modifications for KEYTRUDA for adverse reactions that require management different from these
general guidelines are summarized in Table 2.

Table 2: Recommended Dosage Modifications for Adverse Reactions

Adverse Reaction

Severity*

Dosage Modification

Immune-Mediated Adverse Reactions [see Warnings and Precautions (5.1)]

Pneumonitis Grade 2 Withhold* _ _
Grade 3 or 4 Permanently discontinue
Colitis Grade 2 or 3 Withhold?
Grade 4 Permanently discontinue

Hepatitis with no tumor involvement
of the liver

For liver enzyme elevations in
patients treated with combination
therapy with axitinib, see Table 3.

AST or ALT increases to more than 3
and up to 8 times ULN

or

Total bilirubin increases to more than
1.5 and up to 3 times ULN

Withhold*

AST or ALT increases to more than
8 times ULN

or

Total bilirubin increases to more than
3 times ULN

Permanently discontinue

Hepatitis with tumor involvement of
the liver*

Baseline AST or ALT is more than 1
and up to 3 times ULN and increases to
more than 5 and up to 10 times ULN

or

Baseline AST or ALT is more than 3
and up to 5 times ULN and increases to
more than 8 and up to 10 times ULN

Withhold?

ALT or AST increases to more than
10 times ULN

or

Total bilirubin increases to more than
3 times ULN

Permanently discontinue

Endocrinopathies

Grade 3 or 4

Withhold until clinically stable or permanently
discontinue depending on severity

Nephritis with Renal Dysfunction

Grade 2 or 3 increased blood creatinine

Withhold*

Grade 4 increased blood creatinine

Permanently discontinue

Exfoliative Dermatologic Conditions

Suspected SJS, TEN, or DRESS

Withhold*

Confirmed SJS, TEN, or DRESS

Permanently discontinue

(5.2)]

Myocarditis Grade 2,3,0r4 Permanently discontinue
Grade 2 Withhold®
Neurological Toxicities
Grade 3 or 4 Permanently discontinue
Hematologic toxicity in patients with . . .
cHL or PMBCL Grade 4 Withhold until resolution to Grades 0 or 1
Other Adverse Reactions
Infusion-related reactions Grade 1 or 2 Interrupt or slow the rate of infusion
[see Warnings and Precautions Grade 3 or 4 Permanently discontinue

*

Based on Common Terminology Criteria for Adverse Events (CTCAE), version 4.0

T Resume in patients with complete or partial resolution (Grades 0 to 1) after corticosteroid taper. Permanently discontinue if
no complete or partial resolution within 12 weeks of initiating steroids or inability to reduce prednisone to 10 mg per day or
less (or equivalent) within 12 weeks of initiating steroids.

* If AST and ALT are less than or equal to ULN at baseline, withhold or permanently discontinue KEYTRUDA based on
recommendations for hepatitis with no liver involvement.

ALT = alanine aminotransferase, AST = aspartate aminotransferase, DRESS = Drug Rash with Eosinophilia and Systemic
Symptoms, SJS = Stevens Johnson Syndrome, TEN = toxic epidermal necrolysis, ULN = upper limit normal
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The following table represents dosage modifications that are different from those described above for
KEYTRUDA or in the Full Prescribing Information for the drug administered in combination.

Table 3: Recommended Specific Dosage Modifications for Adverse Reactions for KEYTRUDA in
Combination with Axitinib

Treatment Adverse Reaction Severity Dosage Modification

AL_T or AST increases to _at least Withhold both KEYTRUDA
3 ‘tlmes but less than 10 t'.’T‘eS.ULN and axitinib until resolution to

KEYTRUDA in without concurrent total bilirubin at Grades 0 or 1

combination with Liver enzyme elevations* least 2 times ULN

axitinib ALT or AST increases to more than
3 times ULN with concurrent total Permanently discontinue both
bilirubin at least 2 times ULN KEYTRUDA and axitinib

or ALT or AST 210 times ULN

Consider corticosteroid therapy

T Based on Common Terminology Criteria for Adverse Events (CTCAE), version 4.0. 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.

ALT = alanine aminotransferase, AST = aspartate aminotransferase, ULN = upper limit normal

Recommended Dose Modifications for Adverse Reactions for KEYTRUDA in Combination with Lenvatinib

When administering KEYTRUDA in combination with lenvatinib, modify the dosage of one or both drugs.
Withhold or discontinue KEYTRUDA as shown in Table 2. Refer to lenvatinib prescribing information for
additional dose modification information.

2.4 Preparation and Administration

Preparation for Intravenous Infusion

e Visually inspect the solution for particulate matter and discoloration. The solution is clear to slightly
opalescent, colorless to slightly yellow. Discard the vial if visible particles are observed.

¢ Dilute KEYTRUDA injection (solution) prior to intravenous administration.

e Withdraw the required volume from the vial(s) of KEYTRUDA and transfer into an intravenous (IV)
bag containing 0.9% Sodium Chloride Injection, USP or 5% Dextrose Injection, USP. Mix diluted
solution by gentle inversion. Do not shake. The final concentration of the diluted solution should be
between 1 mg/mL to 10 mg/mL.

¢ Discard any unused portion left in the vial.

Storage of Diluted Solution

The product does not contain a preservative.

Store the diluted solution from the KEYTRUDA 100 mg/4 mL vial either:

e At room temperature for no more than 6 hours from the time of dilution. This includes room
temperature storage of the diluted solution, and the duration of infusion.

e Under refrigeration at 2°C to 8°C (36°F to 46°F) for no more than 96 hours from the time of dilution. If
refrigerated, allow the diluted solution to come to room temperature prior to administration. Do not
shake.

Discard after 6 hours at room temperature or after 96 hours under refrigeration.
Do not freeze.
Administration

e Administer diluted solution intravenously over 30 minutes through an intravenous line containing a
sterile, non-pyrogenic, low-protein binding 0.2 micron to 5 micron in-line or add-on filter.
e Do not co-administer other drugs through the same infusion line.
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3 DOSAGE FORMS AND STRENGTHS

¢ Injection: 100 mg/4 mL (25 mg/mL) clear to slightly opalescent, colorless to slightly yellow solution in
a single-dose vial

4 CONTRAINDICATIONS

None.

5 WARNINGS AND PRECAUTIONS

5.1 Severe and Fatal Inmune-Mediated Adverse Reactions

KEYTRUDA is a monoclonal antibody that belongs to a class of drugs that bind to either the programmed
death-receptor 1 (PD-1) or the PD-ligand 1 (PD-L1), blocking the PD-1/PD-L1 pathway, thereby removing
inhibition of the immune response, potentially breaking peripheral tolerance and inducing immune-
mediated adverse reactions. Important immune-mediated adverse reactions listed under WARNINGS
AND PRECAUTIONS may not include all possible severe and fatal immune-mediated adverse reactions.

Immune-mediated adverse reactions, which may be severe or fatal, can occur in any organ system or
tissue and can affect more than one body system simultaneously. Immune-mediated adverse reactions
can occur at any time after starting treatment with a PD-1/PD-L1 blocking antibody. While immune-
mediated adverse reactions usually manifest during treatment with PD-1/PD-L1 blocking antibodies,
immune-mediated adverse reactions can also manifest after discontinuation of PD-1/PD-L1 blocking
antibodies.

Early identification and management of immune-mediated adverse reactions are essential to ensure safe
use of PD-1/PD-L1 blocking antibodies. Monitor patients closely for symptoms and signs that may be
clinical manifestations of underlying immune-mediated adverse reactions. Evaluate liver enzymes,
creatinine, and thyroid function at baseline and periodically during treatment. For patients with TNBC
treated with KEYTRUDA in the neoadjuvant setting, monitor blood cortisol at baseline, prior to surgery,
and as clinically indicated. In cases of suspected immune-mediated adverse reactions, initiate appropriate
workup to exclude alternative etiologies, including infection. Institute medical management promptly,
including specialty consultation as appropriate.

Withhold or permanently discontinue KEYTRUDA depending on severity [see Dosage and Administration
(2.3)]. In general, if KEYTRUDA requires interruption or discontinuation, administer systemic
corticosteroid therapy (1 to 2 mg/kg/day prednisone or equivalent) until improvement to Grade 1 or less.
Upon improvement to Grade 1 or less, initiate corticosteroid taper and continue to taper over at least

1 month. Consider administration of other systemic immunosuppressants in patients whose immune-
mediated adverse reactions are not controlled with corticosteroid therapy.

Toxicity management guidelines for adverse reactions that do not necessarily require systemic steroids
(e.g., endocrinopathies and dermatologic reactions) are discussed below.

Immune-Mediated Pneumonitis

KEYTRUDA can cause immune-mediated pneumonitis. The incidence of pneumonitis is higher in patients
who have received prior thoracic radiation. Imnmune-mediated pneumonitis occurred in 3.4% (94/2799) of
patients receiving KEYTRUDA, including fatal (0.1%), Grade 4 (0.3%), Grade 3 (0.9%), and Grade 2
(1.3%) adverse reactions. Systemic corticosteroids were required in 67% (63/94) of patients with
pneumonitis. Pneumonitis led to permanent discontinuation of KEYTRUDA in 1.3% (36) of patients and
withholding of KEYTRUDA in 0.9% (26) of patients. All patients who were withheld reinitiated KEYTRUDA
after symptom improvement; of these, 23% had recurrence of pneumonitis. Pneumonitis resolved in 59%
of the 94 patients.

In clinical studies enrolling 389 adult patients with cHL who received KEYTRUDA as a single agent,
pneumonitis occurred in 31 (8%) patients, including Grades 3-4 pneumonitis in 2.3% of patients. Patients
received high-dose corticosteroids for a median duration of 10 days (range: 2 days to 53 months).
Pneumonitis rates were similar in patients with and without prior thoracic radiation. Pneumonitis led to
discontinuation of KEYTRUDA in 21 (5.4%) patients. Of the patients who developed pneumonitis, 42%
interrupted KEYTRUDA, 68% discontinued KEYTRUDA, and 77% had resolution.

08976C 12



In a clinical study enrolling 580 adult patients with resected NSCLC (KEYNOTE-091) who received
KEYTRUDA as a single agent for adjuvant treatment, pneumonitis occurred in 41 (7%) patients, including
fatal (0.2%), Grade 4 (0.3%), and Grade 3 (1%) adverse reactions. Patients received high-dose
corticosteroids for a median duration of 10 days (range: 1 day to 2.3 months). Pneumonitis led to
discontinuation of KEYTRUDA in 26 (4.5%) of patients. Of the patients who developed pneumonitis, 54%
interrupted KEYTRUDA, 63% discontinued KEYTRUDA, and 71% had resolution.

Immune-Mediated Colitis

KEYTRUDA can cause immune-mediated colitis, which may present with diarrhea. Cytomegalovirus
(CMV) infection/reactivation has been reported in patients with corticosteroid-refractory immune-mediated
colitis. In cases of corticosteroid-refractory colitis, consider repeating infectious workup to exclude
alternative etiologies. Immune-mediated colitis occurred in 1.7% (48/2799) of patients receiving
KEYTRUDA, including Grade 4 (<0.1%), Grade 3 (1.1%), and Grade 2 (0.4%) adverse reactions.
Systemic corticosteroids were required in 69% (33/48) of patients with colitis. Additional
immunosuppressant therapy was required in 4.2% of patients. Colitis led to permanent discontinuation of
KEYTRUDA in 0.5% (15) of patients and withholding of KEYTRUDA in 0.5% (13) of patients. All patients
who were withheld reinitiated KEYTRUDA after symptom improvement; of these, 23% had recurrence of
colitis. Colitis resolved in 85% of the 48 patients.

Hepatotoxicity and Immune-Mediated Hepatitis
KEYTRUDA as a Single Agent

KEYTRUDA can cause immune-mediated hepatitis. Imnmune-mediated hepatitis occurred in 0.7%
(19/2799) of patients receiving KEYTRUDA, including Grade 4 (<0.1%), Grade 3 (0.4%), and Grade 2
(0.1%) adverse reactions. Systemic corticosteroids were required in 68% (13/19) of patients with
hepatitis. Eleven percent of these patients required additional immunosuppressant therapy. Hepatitis led
to permanent discontinuation of KEYTRUDA in 0.2% (6) of patients and withholding of KEYTRUDA in
0.3% (9) of patients. All patients who were withheld reinitiated KEYTRUDA after symptom improvement;
of these, none had recurrence of hepatitis. Hepatitis resolved in 79% of the 19 patients.

KEYTRUDA with Axitinib

KEYTRUDA in combination with axitinib can cause hepatic toxicity with higher than expected frequencies
of Grades 3 and 4 ALT and AST elevations compared to KEYTRUDA alone. Monitor liver enzymes before
initiation of and periodically throughout treatment. Consider more frequent monitoring of liver enzymes as
compared to when the drugs are administered as single agents. For elevated liver enzymes, interrupt
KEYTRUDA and axitinib, and consider administering corticosteroids as needed [see Dosage and
Administration (2.3)].

With the combination of KEYTRUDA and axitinib, Grades 3 and 4 increased ALT (20%) and increased
AST (13%) were seen. Fifty-nine percent of the patients with increased ALT received systemic
corticosteroids. In patients with ALT =3 times ULN (Grades 2-4, n=116), ALT resolved to Grades 0-1 in
94%. Among the 92 patients who were rechallenged with either KEYTRUDA (n=3) or axitinib (n=34)
administered as a single agent or with both (n=55), recurrence of ALT =23 times ULN was observed in

1 patient receiving KEYTRUDA, 16 patients receiving axitinib, and 24 patients receiving both KEYTRUDA
and axitinib. All patients with a recurrence of ALT =3 ULN subsequently recovered from the event.

Immune-Mediated Endocrinopathies

Adrenal Insufficiency

KEYTRUDA can cause primary or secondary adrenal insufficiency. For Grade 2 or higher adrenal
insufficiency, initiate symptomatic treatment, including hormone replacement as clinically indicated.
Withhold KEYTRUDA depending on severity [see Dosage and Administration (2.3)].

Adrenal insufficiency occurred in 0.8% (22/2799) of patients receiving KEYTRUDA, including Grade 4
(<0.1%), Grade 3 (0.3%), and Grade 2 (0.3%) adverse reactions. Systemic corticosteroids were required
in 77% (17/22) of patients with adrenal insufficiency; of these, the majority remained on systemic
corticosteroids. Adrenal insufficiency led to permanent discontinuation of KEYTRUDA in <0.1% (1) of
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patients and withholding of KEYTRUDA in 0.3% (8) of patients. All patients who were withheld reinitiated
KEYTRUDA after symptom improvement.

Hypophysitis

KEYTRUDA can cause immune-mediated hypophysitis. Hypophysitis can present with acute symptoms
associated with mass effect such as headache, photophobia, or visual field defects. Hypophysitis can
cause hypopituitarism. Initiate hormone replacement as indicated. Withhold or permanently discontinue
KEYTRUDA depending on severity [see Dosage and Administration (2.3)].

Hypophysitis occurred in 0.6% (17/2799) of patients receiving KEYTRUDA, including Grade 4 (<0.1%),
Grade 3 (0.3%), and Grade 2 (0.2%) adverse reactions. Systemic corticosteroids were required in 94%
(16/17) of patients with hypophysitis; of these, the majority remained on systemic corticosteroids.
Hypophysitis led to permanent discontinuation of KEYTRUDA in 0.1% (4) of patients and withholding of
KEYTRUDA in 0.3% (7) of patients. All patients who were withheld reinitiated KEYTRUDA after symptom
improvement.

Thyroid Disorders

KEYTRUDA can cause immune-mediated thyroid disorders. Thyroiditis can present with or without
endocrinopathy. Hypothyroidism can follow hyperthyroidism. Initiate hormone replacement for
hypothyroidism or institute medical management of hyperthyroidism as clinically indicated. Withhold or
permanently discontinue KEYTRUDA depending on severity [see Dosage and Administration (2.3)].

Thyroiditis occurred in 0.6% (16/2799) of patients receiving KEYTRUDA, including Grade 2 (0.3%). No
patients discontinued KEYTRUDA due to thyroiditis. KEYTRUDA was withheld in <0.1% (1) of patients.

Hyperthyroidism occurred in 3.4% (96/2799) of patients receiving KEYTRUDA, including Grade 3 (0.1%)
and Grade 2 (0.8%). Hyperthyroidism led to permanent discontinuation of KEYTRUDA in <0.1% (2) of
patients and withholding of KEYTRUDA in 0.3% (7) of patients. All patients who were withheld reinitiated
KEYTRUDA after symptom improvement.

The incidence of new or worsening hyperthyroidism was higher in 580 patients with resected NSCLC,
occurring in 11% of patients receiving KEYTRUDA as a single agent as adjuvant treatment
(KEYNOTE-091), including Grade 3 (0.2%) hyperthyroidism.

Hypothyroidism occurred in 8% (237/2799) of patients receiving KEYTRUDA, including Grade 3 (0.1%)
and Grade 2 (6.2%). Hypothyroidism led to permanent discontinuation of KEYTRUDA in <0.1% (1) of
patients and withholding of KEYTRUDA in 0.5% (14) of patients. All patients who were withheld reinitiated
KEYTRUDA after symptom improvement. The majority of patients with hypothyroidism required long-term
thyroid hormone replacement.

The incidence of new or worsening hypothyroidism was higher in 1185 patients with HNSCC, occurring in
16% of patients receiving KEYTRUDA as a single agent or in combination with platinum and FU,
including Grade 3 (0.3%) hypothyroidism. The incidence of new or worsening hypothyroidism was higher
in 389 patients with cHL (17%) receiving KEYTRUDA as a single agent, including Grade 1 (6.2%) and
Grade 2 (10.8%) hypothyroidism.

The incidence of new or worsening hypothyroidism was higher in 580 patients with resected NSCLC,
occurring in 22% of patients receiving KEYTRUDA as a single agent as adjuvant treatment
(KEYNOTE-091), including Grade 3 (0.3%) hypothyroidism.

Type 1 Diabetes Mellitus, which can present with Diabetic Ketoacidosis

Monitor patients for hyperglycemia or other signs and symptoms of diabetes. Initiate treatment with insulin
as clinically indicated. Withhold KEYTRUDA depending on severity [see Dosage and Administration

(2.3)].

Type 1 diabetes mellitus occurred in 0.2% (6/2799) of patients receiving KEYTRUDA. Type 1 diabetes
mellitus led to permanent discontinuation in <0.1% (1) of patients and withholding of KEYTRUDA in
<0.1% (1) of patients. All patients who were withheld reinitiated KEYTRUDA after symptom improvement.
All patients with Type 1 diabetes mellitus required long-term insulin therapy.
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Immune-Mediated Nephritis with Renal Dysfunction

KEYTRUDA can cause immune-mediated nephritis. Immune-mediated nephritis occurred in 0.3%
(9/2799) of patients receiving KEYTRUDA, including Grade 4 (<0.1%), Grade 3 (0.1%), and Grade 2
(0.1%) adverse reactions. Systemic corticosteroids were required in 89% (8/9) of patients with nephritis.
Nepbhritis led to permanent discontinuation of KEYTRUDA in 0.1% (3) of patients and withholding of
KEYTRUDA in 0.1% (3) of patients. All patients who were withheld reinitiated KEYTRUDA after symptom
improvement; of these, none had recurrence of nephritis. Nephritis resolved in 56% of the 9 patients.

Immune-Mediated Dermatologic Adverse Reactions

KEYTRUDA can cause immune-mediated rash or dermatitis. Exfoliative dermatitis, including Stevens
Johnson Syndrome, DRESS, and toxic epidermal necrolysis (TEN), has occurred with PD-1/PD-L1
blocking antibodies. Topical emollients and/or topical corticosteroids may be adequate to treat mild to
moderate non-exfoliative rashes. Withhold or permanently discontinue KEYTRUDA depending on severity
[see Dosage and Administration (2.3)].

Immune-mediated dermatologic adverse reactions occurred in 1.4% (38/2799) of patients receiving
KEYTRUDA, including Grade 3 (1%) and Grade 2 (0.1%) adverse reactions. Systemic corticosteroids
were required in 40% (15/38) of patients with immune-mediated dermatologic adverse reactions.
Immune-mediated dermatologic adverse reactions led to permanent discontinuation of KEYTRUDA in
0.1% (2) of patients and withholding of KEYTRUDA in 0.6% (16) of patients. All patients who were
withheld reinitiated KEYTRUDA after symptom improvement; of these, 6% had recurrence of immune-
mediated dermatologic adverse reactions. Immune-mediated dermatologic adverse reactions resolved in
79% of the 38 patients.

Other Immune-Mediated Adverse Reactions

The following clinically significant immune-mediated adverse reactions occurred at an incidence of <1%
(unless otherwise noted) in patients who received KEYTRUDA or were reported with the use of other PD-
1/PD-L1 blocking antibodies. Severe or fatal cases have been reported for some of these adverse
reactions.

Cardiac/Vascular: Myocarditis, pericarditis, vasculitis

Nervous System: Meningitis, encephalitis, myelitis and demyelination, myasthenic syndrome/myasthenia
gravis (including exacerbation), Guillain-Barré syndrome, nerve paresis, autoimmune neuropathy

Ocular: Uveitis, iritis and other ocular inflammatory toxicities can occur. Some cases can be associated
with retinal detachment. Various grades of visual impairment, including blindness, can occur. If uveitis
occurs in combination with other immune-mediated adverse reactions, consider a Vogt-Koyanagi-Harada-
like syndrome, as this may require treatment with systemic steroids to reduce the risk of permanent vision
loss.

Gastrointestinal: Pancreatitis, to include increases in serum amylase and lipase levels, gastritis,
duodenitis

Musculoskeletal and Connective Tissue: Myositis/polymyositis, rhabdomyolysis (and associated
sequelae, including renal failure), arthritis (1.5%), polymyalgia rheumatica

Endocrine: Hypoparathyroidism

Hematologic/Immune: Hemolytic anemia, aplastic anemia, hemophagocytic lymphohistiocytosis, systemic
inflammatory response syndrome, histiocytic necrotizing lymphadenitis (Kikuchi lymphadenitis),
sarcoidosis, immune thrombocytopenic purpura, solid organ transplant rejection

5.2 Infusion-Related Reactions

KEYTRUDA can cause severe or life-threatening infusion-related reactions, including hypersensitivity and
anaphylaxis, which have been reported in 0.2% of 2799 patients receiving KEYTRUDA. Monitor patients
for signs and symptoms of infusion-related reactions including rigors, chills, wheezing, pruritus, flushing,
rash, hypotension, hypoxemia, and fever. Interrupt or slow the rate of infusion for mild (Grade 1) or
moderate (Grade 2) infusion-related reactions. For severe (Grade 3) or life-threatening (Grade 4) infusion-
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related reactions, stop infusion and permanently discontinue KEYTRUDA [see Dosage and
Administration (2.3)].

5.3 Complications of Allogeneic HSCT

Fatal and other serious complications can occur in patients who receive allogeneic hematopoietic stem
cell transplantation (HSCT) before or after being treated with a PD-1/PD-L1 blocking antibody.
Transplant-related complications include hyperacute graft-versus-host-disease (GVHD), acute GVHD,
chronic GVHD, hepatic veno-occlusive disease (VOD) after reduced intensity conditioning, and steroid-
requiring febrile syndrome (without an identified infectious cause). These complications may occur
despite intervening therapy between PD-1/PD-L1 blockade and allogeneic HSCT.

Follow patients closely for evidence of transplant-related complications and intervene promptly. Consider
the benefit versus risks of treatment with a PD-1/PD-L1 blocking antibody prior to or after an allogeneic
HSCT.

5.4 Increased Mortality in Patients with Multiple Myeloma when KEYTRUDA is Added to a
Thalidomide Analogue and Dexamethasone

In two randomized 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 trials.

5.5 Embryo-Fetal Toxicity

Based on its mechanism of action, KEYTRUDA can cause fetal harm when administered to a pregnant
woman. Animal models link the PD-1/PD-L1 signaling pathway with maintenance of pregnancy through
induction of maternal immune tolerance to fetal tissue. Advise women of the potential risk to a fetus.
Advise females of reproductive potential to use effective contraception during treatment with KEYTRUDA
and for 4 months after the last dose [see Use in Specific Populations (8.1, 8.3)].

6 ADVERSE REACTIONS

The following clinically significant adverse reactions are described elsewhere in the labeling.
e Severe and fatal immune-mediated adverse reactions [see Warnings and Precautions (5.1)].
e Infusion-related reactions [see Warnings and Precautions (5.2)].

6.1 Clinical Trials Experience

Because clinical trials are conducted under widely varying conditions, adverse reaction rates observed in
the clinical trials of a drug cannot be directly compared to rates in the clinical trials of another drug and
may not reflect the rates observed in practice.

The data described in the WARNINGS AND PRECAUTIONS reflect exposure to KEYTRUDA as a single
agent in 2799 patients in three randomized, open-label, active-controlled trials (KEYNOTE-002,
KEYNOTE-006, and KEYNOTE-010), which enrolled 912 patients with melanoma and 682 patients with
NSCLC, and one single-arm trial (KEYNOTE-001), which enrolled 655 patients with melanoma and

550 patients with NSCLC. In addition to the 2799 patients, certain subsections in the WARNINGS AND
PRECAUTIONS describe adverse reactions observed with exposure to KEYTRUDA as a single agent in
a randomized, placebo-controlled trial (KEYNOTE-091), which enrolled 580 patients with resected
NSCLC, a non-randomized, open-label, multi-cohort trial (KEYNOTE-012), a non-randomized, open-label,
single-cohort trial (KEYNOTE-055), and two randomized, open-label, active-controlled trials (KEYNOTE-
040 and KEYNOTE-048 single agent arms), which enrolled 909 patients with HNSCC; in two non-
randomized, open-label trials (KEYNOTE-013 and KEYNOTE-087) and one randomized, open-label,
active-controlled trial (KEYNOTE-204), which enrolled 389 patients with cHL; in a randomized, open-
label, active-controlled trial (KEYNOTE-048 combination arm), which enrolled 276 patients with HNSCC,;
in combination with axitinib in a randomized, active-controlled trial (KEYNOTE-426), which enrolled 429
patients with RCC; and in post-marketing use. Across all trials, KEYTRUDA was administered at doses of
2 mg/kg intravenously every 3 weeks, 10 mg/kg intravenously every 2 weeks, 10 mg/kg intravenously
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every 3 weeks, or 200 mg intravenously every 3 weeks. Among the 2799 patients, 41% were exposed for
6 months or more and 21% were exposed for 12 months or more.

Melanoma
Ipilimumab-Naive Melanoma

The safety of KEYTRUDA for the treatment of patients with unresectable or metastatic melanoma who
had not received prior ipilimumab and who had received no more than one prior systemic therapy was
investigated in KEYNOTE-006. KEYNOTE-006 was a multicenter, open-label, active-controlled trial where
patients were randomized (1:1:1) and received KEYTRUDA 10 mg/kg every 2 weeks (n=278) or
KEYTRUDA 10 mg/kg every 3 weeks (n=277) until disease progression or unacceptable toxicity or
ipilimumab 3 mg/kg every 3 weeks for 4 doses unless discontinued earlier for disease progression or
unacceptable toxicity (n=256) [see Clinical Studies (14.1)]. Patients with autoimmune disease, a medical
condition that required systemic corticosteroids or other immunosuppressive medication; a history of
interstitial lung disease; or active infection requiring therapy, including HIV or hepatitis B or C, were
ineligible.

The median duration of exposure was 5.6 months (range: 1 day to 11.0 months) for KEYTRUDA and
similar in both treatment arms. Fifty-one and 46% of patients received KEYTRUDA 10 mg/kg every 2 or
3 weeks, respectively, for 26 months. No patients in either arm received treatment for more than one
year.

The study population characteristics were: median age of 62 years (range: 18 to 89); 60% male;

98% White; 32% had an elevated lactate dehydrogenase (LDH) value at baseline; 65% had M1c stage
disease; 9% with history of brain metastasis; and approximately 36% had been previously treated with
systemic therapy which included a BRAF inhibitor (15%), chemotherapy (13%), and immunotherapy (6%).

In KEYNOTE-006, the adverse reaction profile was similar for the every 2 week and every 3 week
schedule, therefore summary safety results are provided in a pooled analysis (n=555) of both
KEYTRUDA arms. Adverse reactions leading to permanent discontinuation of KEYTRUDA occurred in
9% of patients. Adverse reactions leading to discontinuation of KEYTRUDA in more than one patient
were colitis (1.4%), autoimmune hepatitis (0.7%), allergic reaction (0.4%), polyneuropathy (0.4%), and
cardiac failure (0.4%). Adverse reactions leading to interruption of KEYTRUDA occurred in 21% of
patients; the most common (21%) was diarrhea (2.5%). Tables 4 and 5 summarize selected adverse
reactions and laboratory abnormalities, respectively, in patients on KEYTRUDA in KEYNOTE-006.
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Table 4: Selected* Adverse Reactions Occurring in 210% of Patients
Receiving KEYTRUDA in KEYNOTE-006

KEYTRUDA Ipilimumab
10 mg/kg every 2 or 3 weeks
Adverse Reaction n=555 n=256
All Grades' Grades 3-4 All Grades Grades 3-4
(%) (%) (%) (%)

General

Fatigue | 28 | 0.9 | 28 | 3.1
Skin and Subcutaneous Tissue

Rash* 24 0.2 23 1.2

Vitiligo$ 13 0 2 0
Musculoskeletal and Connective Tissue

Arthralgia 18 0.4 10 1.2

Back pain 12 0.9 7 0.8
Respiratory, Thoracic and Mediastinal

Cough 17 0 7 0.4

Dyspnea 11 0.9 7 0.8
Metabolism and Nutrition

Decreased appetite | 16 | 0.5 | 14 I 0.8
Nervous System

Headache | 14 | 0.2 | 14 | 0.8

*  Adverse reactions occurring at same or higher incidence than in the ipilimumab arm

T Graded per NCI CTCAE v4.0

¥ Includes rash, rash erythematous, rash follicular, rash generalized, rash macular, rash maculo-
papular, rash papular, rash pruritic, and exfoliative rash.

§ Includes skin hypopigmentation

Other clinically important adverse reactions occurring in 210% of patients receiving KEYTRUDA were
diarrhea (26%), nausea (21%), and pruritus (17%).

Table 5: Selected* Laboratory Abnormalities Worsened from Baseline Occurring
in 220% of Melanoma Patients Receiving KEYTRUDA in KEYNOTE-006

KEYTRUDA Ipilimumab
10 mg/kg every 2 or
Laboratory Testt 3 weeks
All Grades* | Grades 3-4 | All Grades Grades 3-4
% % % %

Chemistry

Hyperglycemia 45 4.2 45 3.8

Hypertriglyceridemia 43 2.6 31 1.1

Hyponatremia 28 4.6 26 7

Increased AST 27 2.6 25 25

Hypercholesterolemia 20 1.2 13 0
Hematology

Anemia 35 3.8 33 4.0

Lymphopenia 33 7 25 6

*  Laboratory abnormalities occurring at same or higher incidence than in ipilimumab arm

T Each test incidence is based on the number of patients who had both baseline and at least one on-
study laboratory measurement available: KEYTRUDA (520 to 546 patients) and ipilimumab (237 to
247 patients); hypertriglyceridemia: KEYTRUDA n=429 and ipilimumab n=183; hypercholesterolemia:
KEYTRUDA n=484 and ipilimumab n=205.

¥ Graded per NCI CTCAE v4.0

Other laboratory abnormalities occurring in 220% of patients receiving KEYTRUDA were increased
hypoalbuminemia (27% all Grades; 2.4% Grades 3-4), increased ALT (23% all Grades; 3.1% Grades 3-
4), and increased alkaline phosphatase (21% all Grades, 2% Grades 3-4).

Ipilimumab-Refractory Melanoma

The safety of KEYTRUDA in patients with unresectable or metastatic melanoma with disease progression
following ipilimumab and, if BRAF V600 mutation positive, a BRAF inhibitor, was investigated in
KEYNOTE-002. KEYNOTE-002 was a multicenter, partially blinded (KEYTRUDA dose), randomized
(1:1:1), active-controlled trial in which 528 patients received KEYTRUDA 2 mg/kg (n=178) or 10 mg/kg
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(n=179) every 3 weeks or investigator’s choice of chemotherapy (n=171), consisting of dacarbazine
(26%), temozolomide (25%), paclitaxel and carboplatin (25%), paclitaxel (16%), or carboplatin (8%) [see
Clinical Studies (14.1)]. Patients with autoimmune disease, severe immune-related toxicity related to
ipilimumab, defined as any Grade 4 toxicity or Grade 3 toxicity requiring corticosteroid treatment (greater
than 10 mg/day prednisone or equivalent dose) for greater than 12 weeks; medical conditions that
required systemic corticosteroids or other immunosuppressive medication; a history of interstitial lung
disease; or an active infection requiring therapy, including HIV or hepatitis B or C, were ineligible.

The median duration of exposure to KEYTRUDA 2 mg/kg every 3 weeks was 3.7 months (range: 1 day to
16.6 months) and to KEYTRUDA 10 mg/kg every 3 weeks was 4.8 months (range: 1 day to 16.8 months).
In the KEYTRUDA 2 mg/kg arm, 36% of patients were exposed to KEYTRUDA for 26 months and 4%
were exposed for 212 months. In the KEYTRUDA 10 mg/kg arm, 41% of patients were exposed to
KEYTRUDA for 26 months and 6% of patients were exposed to KEYTRUDA for 212 months.

The study population characteristics were: median age of 62 years (range: 15 to 89); 61% male; 98%
White; 41% had an elevated LDH value at baseline; 83% had M1c stage disease; 73% received two or
more prior therapies for advanced or metastatic disease (100% received ipilimumab and 25% a BRAF
inhibitor); and 15% with history of brain metastasis.

In KEYNOTE-002, the adverse reaction profile was similar for the 2 mg/kg dose and 10 mg/kg dose,
therefore summary safety results are provided in a pooled analysis (n=357) of both KEYTRUDA arms.
Adverse reactions resulting in permanent discontinuation occurred in 12% of patients receiving
KEYTRUDA; the most common (=21%) were general physical health deterioration (1%), asthenia (1%),
dyspnea (1%), pneumonitis (1%), and generalized edema (1%). Adverse reactions leading to interruption
of KEYTRUDA occurred in 14% of patients; the most common (=1%) were dyspnea (1%), diarrhea (1%),
and maculo-papular rash (1%). Tables 6 and 7 summarize adverse reactions and laboratory
abnormalities, respectively, in patients on KEYTRUDA in KEYNOTE-002.

Table 6: Selected* Adverse Reactions Occurring in 210% of Patients Receiving
KEYTRUDA in KEYNOTE-002

KEYTRUDA Chemotherapy’
2 mg/kg or 10 mg/kg every
3 weeks
Adverse Reaction n=357 n=171
All Grades* Grades 3-4 All Grades Grades 3-4
(%) (%) (%) (%)
Skin and Subcutaneous Tissue
Pruritus 28 0 8 0
Rash® 24 0.6 8 0
Gastrointestinal
Constipation 22 0.3 20 2.3
Diarrhea 20 0.8 20 23
Abdominal pain 13 1.7 8 1.2
Respiratory, Thoracic and Mediastinal
Cough | 18 [ 0 | 16 | 0
General
Pyrexia 14 0.3 9 0.6
Asthenia 10 2.0 9 1.8
Musculoskeletal and Connective Tissue
Arthralgia [ 14 [ 0.6 [ 10 | 1.2
*  Adverse reactions occurring at same or higher incidence than in chemotherapy arm
T Chemotherapy: dacarbazine, temozolomide, carboplatin plus paclitaxel, paclitaxel, or carboplatin
¥ Graded per NCI CTCAE v4.0
§

Includes rash, rash erythematous, rash generalized, rash macular, rash maculo-papular, rash papular,
and rash pruritic

Other clinically important adverse reactions occurring in patients receiving KEYTRUDA were fatigue
(43%), nausea (22%), decreased appetite (20%), vomiting (13%), and peripheral neuropathy (1.7%).
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Table 7: Selected* Laboratory Abnormalities Worsened from Baseline Occurring in
220% of Melanoma Patients Receiving KEYTRUDA in KEYNOTE-002

KEYTRUDA Chemotherapy
2 mg/kg or 10 mg/kg
Laboratory Test’ every 3 weeks
All Grades* Grades 3-4 All Grades Grades 3-4
% % % %
Chemistry

Hyperglycemia 49 6 44 6
Hypoalbuminemia 37 1.9 33 0.6
Hyponatremia 37 7 24 3.8
Hypertriglyceridemia 33 0 32 0.9
Increased alkaline phosphatase 26 3.1 18 1.9
Increased AST 24 2.2 16 0.6
Decreased bicarbonate 22 0.4 13 0
Hypocalcemia 21 0.3 18 1.9
Increased ALT 21 1.8 16 0.6

Laboratory abnormalities occurring at same or higher incidence than in chemotherapy arm.

T Each test incidence is based on the number of patients who had both baseline and at least one on-study
laboratory measurement available: KEYTRUDA (range: 320 to 325 patients) and chemotherapy (range: 154
to 161 patients); hypertriglyceridemia: KEYTRUDA n=247 and chemotherapy n=116; decreased bicarbonate:
KEYTRUDA n=263 and chemotherapy n=123.

*  Graded per NCI CTCAE v4.0

Other laboratory abnormalities occurring in 220% of patients receiving KEYTRUDA were anemia (44% all
Grades; 10% Grades 3-4) and lymphopenia (40% all Grades; 9% Grades 3-4).

Adjuvant Treatment of Resected Stage 1IB or IIC Melanoma

Among the 969 patients with Stage 1I1B or IIC melanoma enrolled in KEYNOTE-716 [see Clinical Studies
(14.1)] treated with KEYTRUDA, the median duration of exposure to KEYTRUDA was 9.9 months (range:
0 to 15.4 months). Patients with autoimmune disease or a medical condition that required
immunosuppression or mucosal or ocular melanoma were ineligible. Adverse reactions occurring in
patients with Stage IIB or [IC melanoma were similar to those occurring in 1011 patients with Stage |l
melanoma from KEYNOTE-054 or the 2799 patients with melanoma or NSCLC treated with KEYTRUDA
as a single agent.

Adjuvant Treatment of Stage Il Resected Melanoma

The safety of KEYTRUDA as a single agent was investigated in KEYNOTE-054, a randomized (1:1)
double-blind trial in which 1019 patients with completely resected Stage IlIA (>1 mm lymph node
metastasis), 11IB or [lIC melanoma received 200 mg of KEYTRUDA by intravenous infusion every 3 weeks
(n=509) or placebo (n=502) for up to one year [see Clinical Studies (14.1)]. Patients with active
autoimmune disease or a medical condition that required immunosuppression or mucosal or ocular
melanoma were ineligible. Seventy-six percent of patients received KEYTRUDA for 6 months or longer.

The study population characteristics were: median age of 54 years (range: 19 to 88), 25% age 65 or
older; 62% male; and 94% ECOG PS of 0 and 6% ECOG PS of 1. Sixteen percent had Stage IlIA, 46%
had Stage IlIB, 18% had Stage IlIC (1-3 positive lymph nodes), and 20% had Stage IlIC (=4 positive
lymph nodes).

Two patients treated with KEYTRUDA died from causes other than disease progression; causes of death
were drug reaction with eosinophilia and systemic symptoms and autoimmune myositis with respiratory
failure. Serious adverse reactions occurred in 25% of patients receiving KEYTRUDA. Adverse reactions
leading to permanent discontinuation occurred in 14% of patients receiving KEYTRUDA, the most
common (21%) were pneumonitis (1.4%), colitis (1.2%), and diarrhea (1%). Adverse reactions leading to
interruption of KEYTRUDA occurred in 19% of patients; the most common (=1%) were diarrhea (2.4%),
pneumonitis (2%), increased ALT (1.4%), arthralgia (1.4%), increased AST (1.4%), dyspnea (1%), and
fatigue (1%). Tables 8 and 9 summarize adverse reactions and laboratory abnormalities, respectively, in
patients on KEYTRUDA in KEYNOTE-054.
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Table 8: Selected* Adverse Reactions Occurring in 210% of Patients Receiving
KEYTRUDA in KEYNOTE-054

KEYTRUDA Placebo
200 mg every 3 weeks
Adverse Reaction n=509 n=502
All Grades' Grades 3-4 All Grades Grades 3-4
(%) (%) (%) (%)

Gastrointestinal

Diarrhea 28 1.2 26 1.2

Nausea 17 0.2 15 0
Skin and Subcutaneous Tissue

Pruritus 19 0 12 0

Rash 13 0.2 9 0
Musculoskeletal and Connective Tissue

Arthralgia 16 | 1.2 | 14 | 0
Endocrine

Hypothyroidism 15 0 2.8 0

Hyperthyroidism 10 0.2 1.2 0
Respiratory, Thoracic and Mediastinal

Cough 14 | 0 [ 11 | 0
General

Asthenia 11 0.2 8 0

Influenza like illness 11 0 8 0
Investigations

Weight loss | 11 | 0 | 8 | 0

Adverse reactions occurring at same or higher incidence than in placebo arm
t Graded per NCI CTCAE v4.03

Table 9: Selected* Laboratory Abnormalities Worsened from Baseline
Occurring in 220% of Melanoma Patients Receiving KEYTRUDA in
KEYNOTE-054

KEYTRUDA Placebo
200 mg every 3 weeks
Laboratory Test! All Grades® | Grades 34 | All Grades | Grades 34
% % % %

Chemistry

Increased ALT 27 2.4 16 0.2

Increased AST 24 1.8 15 0.4
Hematology

Lymphopenia | 24 | 1 | 16 | 1.2

*

Laboratory abnormalities occurring at same or higher incidence than placebo.

T Each test incidence is based on the number of patients who had both baseline and at least
one on-study laboratory measurement available: KEYTRUDA (range: 503 to 507 patients)
and placebo (range: 492 to 498 patients).

*  Graded per NCI CTCAE v4.03

NSCLC
First-line treatment of metastatic nonsquamous NSCLC with pemetrexed and platinum chemotherapy

The safety of KEYTRUDA in combination with pemetrexed and investigator’s choice of platinum (either
carboplatin or cisplatin) was investigated in KEYNOTE-189, a multicenter, double-blind, randomized (2:1),
active-controlled trial in patients with previously untreated, metastatic nonsquamous NSCLC with no
EGFR or ALK genomic tumor aberrations [see Clinical Studies (14.2)]. A total of 607 patients received
KEYTRUDA 200 mg, pemetrexed and platinum every 3 weeks for 4 cycles followed by KEYTRUDA and
pemetrexed (n=405) or placebo, pemetrexed, and platinum every 3 weeks for 4 cycles followed by
placebo and pemetrexed (n=202). Patients with autoimmune disease that required systemic therapy
within 2 years of treatment; a medical condition that required immunosuppression; or who had received
more than 30 Gy of thoracic radiation within the prior 26 weeks were ineligible.

The median duration of exposure to KEYTRUDA 200 mg every 3 weeks was 7.2 months (range: 1 day to
20.1 months). Sixty percent of patients in the KEYTRUDA arm were exposed to KEYTRUDA for
=6 months. Seventy-two percent of patients received carboplatin.
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The study population characteristics were: median age of 64 years (range: 34 to 84), 49% age 65 or
older; 59% male; 94% White and 3% Asian; and 18% with history of brain metastases at baseline.

KEYTRUDA was discontinued for adverse reactions in 20% of patients. The most common adverse
reactions resulting in permanent discontinuation of KEYTRUDA were pneumonitis (3%) and acute kidney
injury (2%). Adverse reactions leading to the interruption of KEYTRUDA occurred in 53% of patients; the
most common adverse reactions or laboratory abnormalities leading to interruption of KEYTRUDA (22%)
were neutropenia (13%), asthenia/fatigue (7%), anemia (7%), thrombocytopenia (5%), diarrhea (4%),
pneumonia (4%), increased blood creatinine (3%), dyspnea (2%), febrile neutropenia (2%), upper
respiratory tract infection (2%), increased ALT (2%), and pyrexia (2%). Tables 10 and 11 summarize
adverse reactions and laboratory abnormalities, respectively, in patients on KEYTRUDA in KEYNOTE-
189.

Table 10: Adverse Reactions Occurring in 220% of Patients in KEYNOTE-189

KEYTRUDA Placebo
200 mg every 3 weeks
Pemetrexed Pemetrexed
Adverse Reaction Platinum Chemotherapy Platinum Chemotherapy
n=405 n=202
All Grades* Grades 3-4 All Grades Grades 3-4
(%) (%) (%) (%)

Gastrointestinal

Nausea 56 3.5 52 3.5

Constipation 35 1.0 32 0.5

Diarrhea 31 5 21 3.0

Vomiting 24 3.7 23 3.0
General

Fatigue® 56 12 58 6

Pyrexia 20 0.2 15 0
Metabolism and Nutrition

Decreased appetite | 28 | 1.5 | 30 | 0.5
Skin and Subcutaneous Tissue

Rasht | 25 | 2.0 | 17 | 2.5
Respiratory, Thoracic and Mediastinal

Cough 21 0 28 0

Dyspnea 21 3.7 26 5

*  Graded per NCI CTCAE v4.03

T Includes asthenia and fatigue

* Includes genital rash, rash, rash generalized, rash macular, rash maculo-papular, rash papular, rash
pruritic, and rash pustular.
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Table 11: Laboratory Abnormalities Worsened from
Baseline Occurring in 220% of Patients in KEYNOTE-189

KEYTRUDA Placebo
200 mg every 3 weeks
Laboratory Test* ) Pemetrexed _ Pemetrexed
Platinum Chemotherapy Platinum Chemotherapy
All Grades' Grades 3-4 All Grades Grades 3-4
% % % %
Hematology
Anemia 85 17 81 18
Lymphopenia 64 22 64 25
Neutropenia 48 20 41 19
Thrombocytopenia 30 12 29 8
Chemistry

Hyperglycemia 63 9 60 7
Increased ALT 47 3.8 42 2.6
Increased AST 47 2.8 40 1.0
Hypoalbuminemia 39 2.8 39
Increased creatinine 37 4.2 25 1.0
Hyponatremia 32 7 23 6
Hypophosphatemia 30 10 28 14
Increased alkaline phosphatase 26 1.8 29 2.1
Hypocalcemia 24 2.8 17 0.5
Hyperkalemia 24 2.8 19 3.1
Hypokalemia 21 5 20 5

* Each test incidence is based on the number of patients who had both baseline and at least one on-
study laboratory measurement available: KEY TRUDA/pemetrexed/platinum chemotherapy (range: 381
to 401 patients) and placebo/pemetrexed/platinum chemotherapy (range: 184 to 197 patients).

T Graded per NCI CTCAE v4.03

First-line treatment of metastatic squamous NSCLC with carboplatin and either paclitaxel or paclitaxel
protein-bound chemotherapy

The safety of KEYTRUDA in combination with carboplatin and investigator’s choice of either paclitaxel or
paclitaxel protein-bound was investigated in KEYNOTE-407, a multicenter, double-blind, randomized
(1:1), placebo-controlled trial in 558 patients with previously untreated, metastatic squamous NSCLC [see
Clinical Studies (14.2)]. Safety data are available for the first 203 patients who received KEYTRUDA and
chemotherapy (n=101) or placebo and chemotherapy (n=102). Patients with autoimmune disease that
required systemic therapy within 2 years of treatment; a medical condition that required
immunosuppression; or who had received more than 30 Gy of thoracic radiation within the prior 26 weeks
were ineligible.

The median duration of exposure to KEYTRUDA was 7 months (range: 1 day to 12 months). Sixty-one
percent of patients in the KEYTRUDA arm were exposed to KEYTRUDA for 26 months. A total of 139 of
203 patients (68%) received paclitaxel and 64 patients (32%) received paclitaxel protein-bound in
combination with carboplatin.

The study population characteristics were: median age of 65 years (range: 40 to 83), 52% age 65 or
older; 78% male; 83% White; and 9% with history of brain metastases.

KEYTRUDA was discontinued for adverse reactions in 15% of patients, with no single type of adverse
reaction accounting for the majority. Adverse reactions leading to interruption of KEYTRUDA occurred in
43% of patients; the most common (22%) were thrombocytopenia (20%), neutropenia (11%), anemia
(6%), asthenia (2%), and diarrhea (2%). The most frequent (22%) serious adverse reactions were febrile
neutropenia (6%), pneumonia (6%), and urinary tract infection (3%).

The adverse reactions observed in KEYNOTE-407 were similar to those observed in KEYNOTE-189 with
the exception that increased incidences of alopecia (47% vs. 36%) and peripheral neuropathy (31% vs.
25%) were observed in the KEYTRUDA and chemotherapy arm compared to the placebo and
chemotherapy arm in KEYNOTE-407.
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Previously Untreated NSCLC

The safety of KEYTRUDA was investigated in KEYNOTE-042, a multicenter, open-label, randomized
(1:1), active-controlled trial in 1251 patients with PD-L1 expressing, previously untreated Stage Ill NSCLC
who were not candidates for surgical resection or definitive chemoradiation or metastatic NSCLC [see
Clinical Studies (14.2)]. Patients received KEYTRUDA 200 mg every 3 weeks (n=636) or investigator’s
choice of chemotherapy (n=615), consisting of pemetrexed and carboplatin followed by optional
pemetrexed (n=312) or paclitaxel and carboplatin followed by optional pemetrexed (n=303) every 3
weeks. Patients with EGFR or ALK genomic tumor aberrations; autoimmune disease that required
systemic therapy within 2 years of treatment; a medical condition that required immunosuppression; or
who had received more than 30 Gy of thoracic radiation within the prior 26 weeks were ineligible.

The median duration of exposure to KEYTRUDA was 5.6 months (range: 1 day to 27.3 months). Forty-
eight percent of patients in the KEYTRUDA arm were exposed to KEYTRUDA 200 mg for 26 months.

The study population characteristics were: median age of 63 years (range: 25 to 90), 45% age 65 or
older; 71% male; and 64% White, 30% Asian, and 2% Black. Nineteen percent were Hispanic or Latino.
Eighty-seven percent had metastatic disease (Stage V), 13% had Stage Il disease (2% Stage IlIA and
11% Stage 1lIB), and 5% had treated brain metastases at baseline.

KEYTRUDA was discontinued for adverse reactions in 19% of patients. The most common adverse
reactions resulting in permanent discontinuation of KEYTRUDA were pneumonitis (3.0%), death due to
unknown cause (1.6%), and pneumonia (1.4%). Adverse reactions leading to interruption of KEYTRUDA
occurred in 33% of patients; the most common adverse reactions or laboratory abnormalities leading to
interruption of KEYTRUDA (22%) were pneumonitis (3.1%), pneumonia (3.0%), hypothyroidism (2.2%),
and increased ALT (2.0%). The most frequent (22%) serious adverse reactions were pneumonia (7%),
pneumonitis (3.9%), pulmonary embolism (2.4%), and pleural effusion (2.2%).

Tables 12 and 13 summarize the adverse reactions and laboratory abnormalities, respectively, in patients
treated with KEYTRUDA in KEYNOTE-042.

Table 12: Adverse Reactions Occurring in 210% of Patients in KEYNOTE-042

KEYTRUDA Chemotherapy
200 mg every 3 weeks
Adverse Reaction n=636 n=615
All Grades* | Grades 3-5 | All Grades Grades 3-5
(%) (%) (%) (%)
General
Fatigue® 25 3.1 33 3.9
Pyrexia 10 0.3 8 0
Metabolism and Nutrition
Decreased appetite | 17 | 1.7 | 21 | 1.5
Respiratory, Thoracic and Mediastinal
Dyspnea 17 2.0 11 0.8
Cough 16 0.2 11 0.3
Skin and Subcutaneous Tissue
Rash? | 15 | 1.3 | 8 | 0.2
Gastrointestinal
Constipation 12 0 21 0.2
Diarrhea 12 0.8 12 0.5
Nausea 12 0.5 32 1.1
Endocrine
Hypothyroidism | 12 | 0.2 [ 1.5 | 0
Infections
Pneumonia | 12 | 7 | 9 | 6
Investigations
Weight loss | 10 | 0.9 [ 7 | 0.2

*  Graded per NCI CTCAE v4.03

T Includes fatigue and asthenia

¥ Includes rash, rash generalized, rash macular, rash maculo-papular, rash papular, rash pruritic, and
rash pustular.
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Table 13: Laboratory Abnormalities Worsened from
Baseline in 220% of Patients in KEYNOTE-042

KEYTRUDA Chemotherapy
. 200 mg every 3 weeks
Laboratory Test All Grades' Grades 3-4 All Grades Grades 3-4
% % % %

Chemistry

Hyperglycemia 52 4.7 51 5

Increased ALT 33 4.8 34 2.9

Hypoalbuminemia 33 2.2 29 1.0

Increased AST 31 3.6 32 1.7

Hyponatremia 31 9 32 8

Increased alkaline phosphatase 29 2.3 29 0.3

Hypocalcemia 25 2.5 19 0.7

Hyperkalemia 23 3.0 20 2.2

Increased prothrombin INR 21 2.0 15 29
Hematology

Anemia 43 4.4 79 19

Lymphopenia 30 7 41 13

* Each test incidence is based on the number of patients who had both baseline and at least one on-
study laboratory measurement available: KEYTRUDA (range: 598 to 610 patients) and chemotherapy
(range: 588 to 597 patients); increased prothrombin INR: KEYTRUDA n=203 and chemotherapy n=173.

T Graded per NCI CTCAE v4.03

Previously Treated NSCLC

The safety of KEYTRUDA was investigated in KEYNOTE-010, a multicenter, open-label, randomized
(1:1:1), active-controlled trial, in patients with advanced NSCLC who had documented disease
progression following treatment with platinum-based chemotherapy and, if positive for EGFR or ALK
genetic aberrations, appropriate therapy for these aberrations [see Clinical Studies (14.2)]. A total of 991
patients received KEYTRUDA 2 mg/kg (n=339) or 10 mg/kg (n=343) every 3 weeks or docetaxel (n=309)
at 75 mg/m? every 3 weeks. Patients with autoimmune disease, medical conditions that required systemic
corticosteroids or other immunosuppressive medication, or who had received more than 30 Gy of thoracic
radiation within the prior 26 weeks were ineligible.

The median duration of exposure to KEYTRUDA 2 mg/kg every 3 weeks was 3.5 months (range: 1 day to
22.4 months) and to KEYTRUDA 10 mg/kg every 3 weeks was 3.5 months (range 1 day to 20.8 months).
The data described below reflect exposure to KEYTRUDA 2 mg/kg in 31% of patients exposed to
KEYTRUDA for 26 months. In the KEYTRUDA 10 mg/kg arm, 34% of patients were exposed to
KEYTRUDA for 26 months.

The study population characteristics were: median age of 63 years (range: 20 to 88), 42% age 65 or
older; 61% male; 72% White and 21% Asian; and 8% with advanced localized disease, 91% with
metastatic disease, and 15% with history of brain metastases. Twenty-nine percent received two or more
prior systemic treatments for advanced or metastatic disease.

In KEYNOTE-010, the adverse reaction profile was similar for the 2 mg/kg and 10 mg/kg dose, therefore
summary safety results are provided in a pooled analysis (n=682). Treatment was discontinued for
adverse reactions in 8% of patients receiving KEYTRUDA. The most common adverse events resulting in
permanent discontinuation of KEYTRUDA was pneumonitis (1.8%). Adverse reactions leading to
interruption of KEYTRUDA occurred in 23% of patients; the most common (21%) were diarrhea (1%),
fatigue (1.3%), pneumonia (1%), liver enzyme elevation (1.2%), decreased appetite (1.3%), and
pneumonitis (1%). Tables 14 and 15 summarize adverse reactions and laboratory abnormalities,
respectively, in patients on KEYTRUDA in KEYNOTE-010.
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Table 14: Selected* Adverse Reactions Occurring in 210% of Patients Receiving KEYTRUDA in
KEYNOTE-010

KEYTRUDA Docetaxel
2 or 10 mg/kg every 3 weeks 75 mg/m? every 3 weeks
Adverse Reaction n=682 n=309
All Grades' Grades 3-4 All Grades' Grades 3-4
(%) (%) (%) (%)

Metabolism and Nutrition

Decreased appetite | 25 | 1.5 | 23 | 2.6
Respiratory, Thoracic and Mediastinal

Dyspnea 23 3.7 20 2.6

Cough 19 0.6 14 0
Gastrointestinal

Nausea 20 1.3 18 0.6

Constipation 15 0.6 12 0.6

Vomiting 13 0.9 10 0.6
Skin and Subcutaneous Tissue

Rash* 17 0.4 8 0

Pruritus 11 0 3 0.3
Musculoskeletal and Connective Tissue

Arthralgia 11 1.0 9 0.3

Back pain 11 1.5 8 0.3

Adverse reactions occurring at same or higher incidence than in docetaxel arm

T Graded per NCI CTCAE v4.0

* Includes rash, rash erythematous, rash macular, rash maculo-papular, rash papular, and rash
pruritic

Other clinically important adverse reactions occurring in patients receiving KEYTRUDA were fatigue
(25%), diarrhea (14%), asthenia (11%) and pyrexia (11%).

Table 15: Selected* Laboratory Abnormalities Worsened from Baseline Occurring in 220% of
NSCLC Patients Receiving KEYTRUDA in KEYNOTE-010

KEYTRUDA Docetaxel
2 or 10 mg/kg every 75 mg/m? every 3 weeks
Laboratory Test' 3 weeks
All Grades* | Grades 3-4 | All Grades* | Grades 3-4
% % % %
Chemistry
Hyponatremia 32 8 27 29
Increased alkaline phosphatase 28 3.0 16 0.7
Increased AST 26 1.6 12 0.7
Increased ALT 22 2.7 9 0.4

Laboratory abnormalities occurring at same or higher incidence than in docetaxel arm.

U Each test incidence is based on the number of patients who had both baseline and at least one on-
study laboratory measurement available: KEYTRUDA (range: 631 to 638 patients) and docetaxel
(range: 274 to 277 patients).

¥ Graded per NCI CTCAE v4.0

Other laboratory abnormalities occurring in 220% of patients receiving KEYTRUDA were hyperglycemia
(44% all Grades; 4.1% Grades 3-4), anemia (37% all Grades; 3.8% Grades 3-4), hypertriglyceridemia
(36% all Grades; 1.8% Grades 3-4), lymphopenia (35% all Grades; 9% Grades 3-4), hypoalbuminemia
(34% all Grades; 1.6% Grades 3-4), and hypercholesterolemia (20% all Grades; 0.7% Grades 3-4).

Adjuvant Treatment of Resected NSCLC

The safety of KEYTRUDA as a single agent was investigated in KEYNOTE-091, a multicenter,
randomized (1:1), triple-blind, placebo-controlled trial in patients with completely resected Stage 1B

(T2a 24 cm), Il, or A NSCLC; adjuvant chemotherapy up to 4 cycles was optional [see Clinical Studies
(14.2)]. A total of 1161 patients received KEYTRUDA 200 mg (n=580) or placebo (n=581) every 3 weeks.
Patients were ineligible if they had active autoimmune disease, were on chronic immunosuppressive
agents, or had a history of interstitial lung disease or pneumonitis.

The median duration of exposure to KEYTRUDA was 11.7 months (range: 1 day to 18.9 months). Sixty-
eight percent of patients in the KEYTRUDA arm were exposed to KEYTRUDA for 26 months.

08976C 26



The adverse reactions observed in KEYNOTE-091 were generally similar to those occurring in other
patients with NSCLC receiving KEYTRUDA as a single agent, with the exception of hypothyroidism
(22%), hyperthyroidism (11%), and pneumonitis (7%). Two fatal adverse reactions of myocarditis
occurred.

HNSCC
First-line treatment of metastatic or unresectable, recurrent HNSCC

The safety of KEYTRUDA, as a single agent and in combination with platinum (cisplatin or carboplatin)
and FU chemotherapy, was investigated in KEYNOTE-048, a multicenter, open-label, randomized (1:1:1),
active-controlled trial in patients with previously untreated, recurrent or metastatic HNSCC [see Clinical
Studies (14.3)]. Patients with autoimmune disease that required systemic therapy within 2 years of
treatment or a medical condition that required immunosuppression were ineligible. A total of 576 patients
received KEYTRUDA 200 mg every 3 weeks either as a single agent (n=300) or in combination with
platinum and FU (n=276) every 3 weeks for 6 cycles followed by KEYTRUDA, compared to 287 patients
who received cetuximab weekly in combination with platinum and FU every 3 weeks for 6 cycles followed
by cetuximab.

The median duration of exposure to KEYTRUDA was 3.5 months (range: 1 day to 24.2 months) in the
KEYTRUDA single agent arm and was 5.8 months (range: 3 days to 24.2 months) in the combination
arm. Seventeen percent of patients in the KEYTRUDA single agent arm and 18% of patients in the
combination arm were exposed to KEYTRUDA for 212 months. Fifty-seven percent of patients receiving
KEYTRUDA in combination with chemotherapy started treatment with carboplatin.

KEYTRUDA was discontinued for adverse reactions in 12% of patients in the KEYTRUDA single agent
arm. The most common adverse reactions resulting in permanent discontinuation of KEYTRUDA were
sepsis (1.7%) and pneumonia (1.3%). Adverse reactions leading to the interruption of KEYTRUDA
occurred in 31% of patients; the most common adverse reactions leading to interruption of KEYTRUDA
(=2%) were pneumonia (2.3%), pneumonitis (2.3%), and hyponatremia (2%).

KEYTRUDA was discontinued for adverse reactions in 16% of patients in the combination arm. The most
common adverse reactions resulting in permanent discontinuation of KEYTRUDA were pneumonia
(2.5%), pneumonitis (1.8%), and septic shock (1.4%). Adverse reactions leading to the interruption of
KEYTRUDA occurred in 45% of patients; the most common adverse reactions leading to interruption of
KEYTRUDA (=2%) were neutropenia (14%), thrombocytopenia (10%), anemia (6%), pneumonia (4.7%),
and febrile neutropenia (2.9%).

Tables 16 and 17 summarize adverse reactions and laboratory abnormalities, respectively, in patients on
KEYTRUDA in KEYNOTE-048.
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Table 16: Adverse Reactions Occurring in 210% of Patients Receiving KEYTRUDA in
KEYNOTE-048

KEYTRUDA KEYTRUDA Cetuximab
200 mg every 3 weeks 200 mg every 3 weeks Platinum
Platinum FU
FU
Adverse Reaction n=300 n=276 n=287
All Grades* | Grades 3-4 All Grades* Grades 3-4 All Grades* Grades 3-4
(%) (%) (%) (%) (%) (%)
General
Fatigue® 33 4 49 11 48 8
Pyrexia 13 0.7 16 0.7 12 0
Mucosal 4.3 1.3 31 10 28 5
inflammation
Gastrointestinal
Constipation 20 0.3 37 0 33 1.4
Nausea 17 0 51 6 51 6
Diarrhea* 16 0.7 29 3.3 35 3.1
Vomiting 11 0.3 32 3.6 28 2.8
Dysphagia 8 2.3 12 29 10 2.1
Stomatitis 3 0 26 8 28 3.5
Skin
Rash$ 20 2.3 17 0.7 70 8
Pruritus 11 0 8 0 10 0.3
Respiratory, Thoracic and Mediastinal
Cough' 18 0.3 22 0 15 0
Dyspnea” 14 2.0 10 1.8 8 1.0
Endocrine
Hypothyroidism | 18 | 0 15 [ 0 6 | 0
Metabolism and Nutrition
Decreased 15 1.0 29 4.7 30 3.5
appetite
Weight loss 15 2 16 2.9 21 1.4
Infections
Pneumonia® | 12 | 7 19 | 11 13 | 6
Nervous System
Headache 12 0.3 11 0.7 8 0.3
Dizziness 5 0.3 10 0.4 13 0.3
Peripheral 1 0 14 1.1 7 1
sensory
neuropathy?
Musculoskeletal
Myalgia? 12 1.0 13 0.4 11 0.3
Neck pain 6 0.7 10 1.1 7 0.7
Psychiatric
Insomnia | 7 | 0.7 10 | 0 8 | 0

w H o+ %

Graded per NCI CTCAE v4.0
Includes fatigue, asthenia

Includes diarrhea, colitis, hemorrhagic diarrhea, microscopic colitis
Includes dermatitis, dermatitis acneiform, dermatitis allergic, dermatitis bullous, dermatitis contact, dermatitis

exfoliative, drug eruption, erythema, erythema multiforme, rash, erythematous rash, generalized rash, macular rash,
maculo-papular rash, pruritic rash, seborrheic dermatitis
T Includes cough, productive cough

Includes dyspnea,
Includes pneumonia, atypical pneumonia, bacterial pneumonia, staphylococcal pneumonia, aspiration pneumonia,

exertional dyspnea

lower respiratory tract infection, lung infection, lung infection pseudomonal
® Includes peripheral sensory neuropathy, peripheral neuropathy, hypoesthesia, dysesthesia
4 Includes back pain, musculoskeletal chest pain, musculoskeletal pain, myalgia
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Table 17: Laboratory Abnormalities Worsened from Baseline Occurring in 220% of Patients
Receiving KEYTRUDA in KEYNOTE-048

KEYTRUDA KEYTRUDA Cetuximab
200 mg every 3 weeks 200 mg every 3 weeks Platinum
Platinum FU
FU
Laboratory Test* All Grades 3- All Grades 3- | All Grades™ | Grades 3-4
Grades' 4 Grades' 4 (%) (%)
(%) (%) (%) (%)

Hematology
Lymphopenia 54 25 69 35 74 45
Anemia 52 7 89 28 78 19
Thrombocytopenia 12 3.8 73 18 76 18
Neutropenia 7 14 67 35 71 42

Chemistry
Hyperglycemia 47 3.8 55 6 66 4.7
Hyponatremia 46 17 56 20 59 20
Hypoalbuminemia 44 3.2 47 4.0 49 1.1
Increased AST 28 3.1 24 2.0 37 3.6
Increased ALT 25 2.1 22 1.6 38 1.8
Increased alkaline 25 21 27 1.2 33 1.1
phosphatase
Hypercalcemia 22 4.6 16 4.3 13 2.6
Hypocalcemia 22 1.1 32 4 58 7
Hyperkalemia 21 2.8 27 4.3 29 4.3
Hypophosphatemia 20 5 35 12 48 19
Hypokalemia 19 5 34 12 47 15
Increased creatinine 18 1.1 36 2.3 27 2.2
Hypomagnesemia 16 0.4 42 1.7 76 6

* Each test incidence is based on the number of patients who had both baseline and at least one on-study laboratory
measurement available: KEYTRUDA/chemotherapy (range: 235 to 266 patients), KEYTRUDA (range: 241 to 288
patients), cetuximab/chemotherapy (range: 249 to 282 patients).

T Graded per NCI CTCAE v4.0

Previously treated recurrent or metastatic HNSCC

Among the 192 patients with HNSCC enrolled in KEYNOTE-012 [see Clinical Studies (14.3)], the median
duration of exposure to KEYTRUDA was 3.3 months (range: 1 day to 27.9 months). Patients with
autoimmune disease or a medical condition that required immunosuppression were ineligible for
KEYNOTE-012.

The study population characteristics were: median age of 60 years (range: 20 to 84), 35% age 65 or
older; 83% male; and 77% White, 15% Asian, and 5% Black. Sixty-one percent of patients had two or
more lines of therapy in the recurrent or metastatic setting, and 95% had prior radiation therapy. Baseline
ECOG PS was 0 (30%) or 1 (70%) and 86% had M1 disease.

KEYTRUDA was discontinued due to adverse reactions in 17% of patients. Serious adverse reactions
occurred in 45% of patients receiving KEYTRUDA. The most frequent serious adverse reactions reported
in at least 2% of patients were pneumonia, dyspnea, confusional state, vomiting, pleural effusion, and
respiratory failure. The incidence of adverse reactions, including serious adverse reactions, was similar
between dosage regimens (10 mg/kg every 2 weeks or 200 mg every 3 weeks); therefore, summary
safety results are provided in a pooled analysis. The most common adverse reactions (occurring in 220%
of patients) were fatigue, decreased appetite, and dyspnea. Adverse reactions occurring in patients with
HNSCC were generally similar to those occurring in 2799 patients with melanoma or NSCLC treated with
KEYTRUDA as a single agent, with the exception of increased incidences of facial edema (10% all
Grades; 2.1% Grades 3-4) and new or worsening hypothyroidism [see Warnings and Precautions (5.1)].

Relapsed or Refractory cHL
KEYNOTE-204

The safety of KEYTRUDA was evaluated in KEYNOTE-204 [see Clinical Studies (14.4)]. Adults with
relapsed or refractory cHL received KEYTRUDA 200 mg intravenously every 3 weeks (n=148) or
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brentuximab vedotin (BV) 1.8 mg/kg intravenously every 3 weeks (n=152). The trial required an ANC
21000/pL, platelet count =75,000/uL, hepatic transaminases <2.5 times the upper limit of normal (ULN),
bilirubin <1.5 times ULN, and ECOG performance status of 0 or 1. The trial excluded patients with active
non-infectious pneumonitis, prior pneumonitis requiring steroids, active autoimmune disease, a medical
condition requiring immunosuppression, or allogeneic HSCT within the past 5 years. The median duration
of exposure to KEYTRUDA was 10 months (range: 1 day to 2.2 years), with 68% receiving at least

6 months of treatment and 48% receiving at least 1 year of treatment.

Serious adverse reactions occurred in 30% of patients who received KEYTRUDA. Serious adverse
reactions in 21% included pneumonitis, pneumonia, pyrexia, myocarditis, acute kidney injury, febrile
neutropenia, and sepsis. Three patients (2%) died from causes other than disease progression: two from
complications after allogeneic HSCT and one from unknown cause.

Permanent discontinuation of KEYTRUDA due to an adverse reaction occurred in 14% of patients; 7% of
patients discontinued treatment due to pneumonitis. Dosage interruption of KEYTRUDA due to an
adverse reaction occurred in 30% of patients. Adverse reactions which required dosage interruption in
23% of patients were upper respiratory tract infection, pneumonitis, transaminase increase, and
pneumonia.

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

Table 18 summarizes adverse reactions in KEYNOTE-204.
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Table 18: Adverse Reactions (210%) in Patients with cHL who Received KEYTRUDA
in KEYNOTE-204

KEYTRUDA Brentuximab Vedotin
200 mg every 3 weeks 1.8 mg/kg every 3 weeks
Adverse Reaction N=148 N=152
All Grades* Grades 3-4 All Grades* Grades 3- 4t
(%) (%) (%) (%)
Infections
Upper respiratory tract infection* 41 1.4 24 0
Urinary tract infection 11 0 3 0.7
Musculoskeletal and Connective Tissue
Musculoskeletal pain$ | 32 | 0 | 29 | 1.3
Gastrointestinal
Diarrhea' 22 2.7 17 1.3
Nausea 14 0 24 0.7
Vomiting 14 1.4 20 0
Abdominal pain* 11 0.7 13 1.3
General
Pyrexia 20 0.7 13 0.7
Fatigue® 20 0 22 0.7
Skin and Subcutaneous Tissue
Rashf 20 0 19 0.7
Pruritus 18 0 12 0
Respiratory, Thoracic and Mediastinal
Cough? 20 0.7 14 0.7
Pneumonitis® 11 5 3 1.3
Dyspnea® 11 0.7 7 0.7
Endocrine
Hypothyroidism | 19 | 0 | 3 | 0
Nervous System
Peripheral neuropathy® 11 0.7 43 7
Headache’ 11 0 11 0

*  Graded per NCI CTCAE v4.0

T Adverse reactions in BV arm were Grade 3 only.

* Includes acute sinusitis, nasopharyngitis, pharyngitis, pharyngotonsillitis, rhinitis, sinusitis, sinusitis bacterial,
tonsillitis, upper respiratory tract infection, viral upper respiratory tract infection

§ Includes arthralgia, back pain, bone pain, musculoskeletal discomfort, musculoskeletal chest pain,

musculoskeletal pain, myalgia, neck pain, non-cardiac chest pain, pain in extremity

Includes diarrhea, gastroenteritis, colitis, enterocolitis

Includes abdominal discomfort, abdominal pain, abdominal pain lower, abdominal pain upper

Includes fatigue, asthenia

Includes dermatitis acneiform, dermatitis atopic, dermatitis allergic, dermatitis contact, dermatitis exfoliative,

dermatitis psoriasiform, eczema, rash, rash erythematous, rash follicular, rash maculo-papular, rash papular,

rash pruritic, toxic skin eruption

Includes cough, productive cough

Includes pneumonitis, interstitial lung disease

Includes dyspnea, dyspnea exertional, wheezing

Includes dysesthesia, hypoesthesia, neuropathy peripheral, paraesthesia, peripheral motor neuropathy,

peripheral sensorimotor neuropathy, peripheral sensory neuropathy, polyneuropathy

¥ Includes headache, migraine, tension headache

™ U #* =A

s o o o

Clinically relevant adverse reactions in <10% of patients who received KEYTRUDA included herpes virus
infection (9%), pneumonia (8%), oropharyngeal pain (8%), hyperthyroidism (5%), hypersensitivity (4.1%),
infusion reactions (3.4%), altered mental state (2.7%), and in 1.4% each, uveitis, myocarditis, thyroiditis,
febrile neutropenia, sepsis, and tumor flare.

Table 19 summarizes laboratory abnormalities in KEYNOTE-204.
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Table 19: Laboratory Abnormalities (215%) That Worsened from
Baseline in Patients with cHL in KEYNOTE-204

KEYTRUDA Brentuximab Vedotin
e 200 mg every 3 weeks 1.8 mg/kg every 3 weeks

Laboratory Abnormality All Grades' | Grades34 | All Grades' | Grades 34

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

Chemistry
Hyperglycemia 46 4.1 36 2.0
Increased AST 39 5 41 3.9
Increased ALT 34 6 45 5
Hypophosphatemia 31 5 18 2.7
Increased creatinine 28 3.4 14 2.6
Hypomagnesemia 25 0 12 0
Hyponatremia 24 4.1 20 3.3
Hypocalcemia 22 2.0 16 0
Increased alkaline phosphatase 21 21 22 2.6
Hyperbilirubinemia 16 2.0 9 1.3
Hypoalbuminemia 16 0.7 19 0.7
Hyperkalemia 15 1.4 8 0
Hematology

Lymphopenia 35 9 32 13
Thrombocytopenia 34 10 26 5
Neutropenia 28 8 43 17
Anemia 24 5 33 8

Each test incidence is based on the number of patients who had both baseline and at least one on-study
laboratory measurement available: KEYTRUDA (range: 143 to 148 patients) and BV (range: 146 to 152
patients); hypomagnesemia: KEYTRUDA n=53 and BV n=50.

T Graded per NCI CTCAE v4.0

KEYNOTE-087

Among the 210 patients with cHL who received KEYTRUDA in KEYNOTE-087 [see Clinical Studies
(14.4)], the median duration of exposure to KEYTRUDA was 8.4 months (range: 1 day to 15.2 months).
Serious adverse reactions occurred in 16% of patients who received KEYTRUDA. Serious adverse
reactions that occurred in 21% of patients included pneumonia, pneumonitis, pyrexia, dyspnea, graft
versus host disease (GVHD) and herpes zoster. Two patients died from causes other than disease
progression; one from GVHD after subsequent allogeneic HSCT and one from septic shock.

Permanent discontinuation of KEYTRUDA due to an adverse reaction occurred in 5% of patients and
dosage interruption due to an adverse reaction occurred in 26%. Fifteen percent of patients had an
adverse reaction requiring systemic corticosteroid therapy. Tables 20 and 21 summarize adverse
reactions and laboratory abnormalities, respectively, in KEYNOTE-087.
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Table 20: Adverse Reactions (210%) in Patients with cHL who Received KEYTRUDA
in KEYNOTE-087

KEYTRUDA
200 mg every 3 weeks
Adverse Reaction N=210
All Grades* Grade 3
(%) (%)
General
Fatigue® 26 1.0
Pyrexia 24 1.0
Respiratory, Thoracic and Mediastinal
Cough* 24 0.5
Dyspnea$ 11 1.0
Musculoskeletal and Connective Tissue
Musculoskeletal pain 21 1.0
Arthralgia 10 0.5
Gastrointestinal
Diarrhea®” 20 1.4
Vomiting 15 0
Nausea 13 0
Skin and Subcutaneous Tissue
Rash 20 0.5
Pruritus 11 0
Endocrine
Hypothyroidism | 14 | 0.5
Infections
Upper respiratory tract infection | 13 | 0
Nervous System
Headache 11 0.5
Peripheral neuropathyf 10 0
*  Graded per NCI CTCAE v4.0
T Includes fatigue, asthenia
* Includes cough, productive cough
§ Includes dyspnea, dyspnea exertional, wheezing
1

Includes back pain, myalgia, bone pain, musculoskeletal pain, pain in extremity,
musculoskeletal chest pain, musculoskeletal discomfort, neck pain

Includes diarrhea, gastroenteritis, colitis, enterocolitis

Includes rash, rash maculo-papular, drug eruption, eczema, eczema asteatotic,
dermatitis, dermatitis acneiform, dermatitis contact, rash erythematous, rash macular,
rash papular, rash pruritic, seborrheic dermatitis, dermatitis psoriasiform

® Includes neuropathy peripheral, peripheral sensory neuropathy, hypoesthesia,
paresthesia, dysesthesia, polyneuropathy

T #*

Clinically relevant adverse reactions in <10% of patients who received KEYTRUDA included infusion
reactions (9%), hyperthyroidism (3%), pneumonitis (3%), uveitis and myaositis (1% each), and myelitis and
myocarditis (0.5% each).
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Table 21: Select Laboratory Abnormalities (215%) That Worsened from
Baseline in Patients with cHL who Received KEYTRUDA in
KEYNOTE-087

KEYTRUDA
. 200 mg every 3 weeks
Laboratory Abnormality All Grades' Grades 34
(%) (%)

Chemistry

Hypertransaminasemia* 34 2

Increased alkaline phosphatase 17 0

Increased creatinine 15 0.5
Hematology

Anemia 30 6

Thrombocytopenia 27 4

Neutropenia 24 7

Each test incidence is based on the number of patients who had both baseline and at
least one on-study laboratory measurement available: KEYTRUDA (range: 208 to
209 patients)

t Graded per NCI CTCAE v4.0

* Includes elevation of AST or ALT

Hyperbilirubinemia occurred in less than 15% of patients on KEYNOTE-087 (10% all Grades, 2.4% Grade
3-4).

PMBCL

Among the 53 patients with PMBCL who received KEYTRUDA in KEYNOTE-170 [see Clinical Studies
(14.5)], the median duration of exposure to KEYTRUDA was 3.5 months (range: 1 day to 22.8 months).
Serious adverse reactions occurred in 26% of patients. Serious adverse reactions that occurred in >2% of
patients included arrhythmia (4%), cardiac tamponade (2%), myocardial infarction (2%), pericardial
effusion (2%), and pericarditis (2%). Six (11%) patients died within 30 days of start of treatment.
Permanent discontinuation of KEYTRUDA due to an adverse reaction occurred in 8% of patients and
dosage interruption due to an adverse reaction occurred in 15%. Twenty-five percent of patients had an
adverse reaction requiring systemic corticosteroid therapy. Tables 22 and 23 summarize adverse
reactions and laboratory abnormalities, respectively, in KEYNOTE-170.
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Table 22: Adverse Reactions (210%) in Patients with PMBCL who Received KEYTRUDA in
KEYNOTE-170

KEYTRUDA
200 mg every 3 weeks
Adverse Reaction N=53
All Grades* Grades 3-4
(%) (%)

Musculoskeletal and Connective Tissue

Musculoskeletal paint | 30 | 0
Infections

Upper respiratory tract infection® | 28 | 0
General

Pyrexia 28 0

Fatigue$ 23 2
Respiratory, Thoracic and Mediastinal

Cough' 26 2

Dyspnea 21 11
Gastrointestinal

Diarrhea” 13 2

Abdominal pain® 13 0

Nausea 11 0
Cardiac

Arrhythmia ? | 11 | 4
Nervous System

Headache | 11 | 0

*  Graded per NCI CTCAE v4.0

T Includes arthralgia, back pain, myalgia, musculoskeletal pain, pain in extremity,
musculoskeletal chest pain, bone pain, neck pain, non-cardiac chest pain

* Includes nasopharyngitis, pharyngitis, rhinorrhea, rhinitis, sinusitis, upper respiratory tract

infection

Includes fatigue, asthenia

Includes allergic cough, cough, productive cough

Includes diarrhea, gastroenteritis

Includes abdominal pain, abdominal pain upper

Includes atrial fibrillation, sinus tachycardia, supraventricular tachycardia, tachycardia

™ T #* = w»

Clinically relevant adverse reactions in <10% of patients who received KEYTRUDA included
hypothyroidism (8%), hyperthyroidism and pericarditis (4% each), and thyroiditis, pericardial effusion,
pneumonitis, arthritis and acute kidney injury (2% each).
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Table 23: Laboratory Abnormalities (215%) That Worsened from Baseline
in Patients with PMBCL who Received KEYTRUDA in KEYNOTE-170

KEYTRUDA
. 200 mg every 3 weeks
Laboratory Abnormality All Grades' Grades 3.4
(%) (%)
Hematology
Anemia 47 0
Leukopenia 35 9
Lymphopenia 32 18
Neutropenia 30 11
Chemistry
Hyperglycemia 38 4
Hypophosphatemia 29 10
Hypertransaminasemia* 27 4
Hypoglycemia 19 0
Increased alkaline phosphatase 17 0
Increased creatinine 17 0
Hypocalcemia 15 4
Hypokalemia 15 4

Each test incidence is based on the number of patients who had both baseline and at
least one on-study laboratory measurement available: KEYTRUDA (range: 44 to

48 patients)

T Graded per NCI CTCAE v4.0

* Includes elevation of AST or ALT

Urothelial Carcinoma

Cisplatin-ineligible patients with urothelial carcinoma in combination with enfortumab vedotin

The safety of KEYTRUDA in combination with enfortumab vedotin was investigated in KEYNOTE-869 in
patients with locally advanced or metastatic urothelial carcinoma and who are not eligible for
cisplatin-based chemotherapy [see Clinical Studies (14.6)]. A total of 121 patients received KEYTRUDA
200 mg on Day 1, and enfortumab vedotin 1.25 mg/kg on days 1 and 8 of each 21-day cycle. The median
duration of exposure to KEYTRUDA was 6.9 months (range 1 day to 29.6 months).

Fatal adverse reactions occurred in 5% of patients treated with KEYTRUDA in combination with
enfortumab vedotin, including sepsis (1.6%), bullous dermatitis (0.8%), myasthenia gravis (0.8%), and
pneumonitis (0.8%).

Serious adverse reactions occurred in 50% of patients receiving KEYTRUDA and enfortumab vedotin.
Serious adverse reactions in 22% of patients receiving KEYTRUDA in combination with enfortumab
vedotin were acute kidney injury (7%), urinary tract infection (7%), urosepsis (5%), hematuria (3.3%),
pneumonia (3.3%), pneumonitis (3.3%), sepsis (3.3%), anemia (2.5%), diarrhea (2.5%), hypotension
(2.5%), myasthenia gravis (2.5%), myositis (2.5%), and urinary retention (2.5%).

Permanent discontinuation of KEYTRUDA occurred in 32% of patients. The most common adverse
reactions (=2%) resulting in permanent discontinuation of KEYTRUDA were pneumonitis (5%), peripheral
neuropathy (5%), rash (3.3%), and myasthenia gravis (2.5%).

Dose interruptions of KEYTRUDA occurred in 69% of patients. The most common adverse reactions
(22%) resulting in interruption of KEYTRUDA were peripheral neuropathy (22%), rash (17%), neutropenia
(7%), fatigue (6%), diarrhea (5%), lipase increased (5%), acute kidney injury (3.3%), ALT increased
(2.5%), and COVID-19 (2.5%).

Tables 24 and 25 summarize adverse reactions and laboratory abnormalities, respectively, in patients on
KEYTRUDA in combination with enfortumab vedotin in KEYNOTE-869.
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Table 24: Adverse Reactions Occurring in 220% of Patients Treated with KEYTRUDA in
Combination with Enfortumab Vedotin in KEYNOTE-869

KEYTRUDA in combination with Enfortumab
Vedotin
n=121
All Grades* Grade 3-4

Adverse Reaction % %
Skin and subcutaneous tissue disorders

Rash' 71 21

Alopecia 52 0

Pruritus 40 3.3

Dry skin 21 0.8
Nervous system disorders

Peripheral neuropathy* 65 3.3

Dysgeusia 35 0

Dizziness 23 0
General disorders and administration site conditions

Fatigue 60 11

Peripheral edema 26 0
Investigations

Weight loss 48 5
Gastrointestinal disorders

Diarrhea 45 7

Nausea 36 0.8

Constipation 27 0
Metabolism and nutrition disorders

Decreased appetite | 38 | 0.8
Infections and infestations

Urinary tract infection | 30 | 12
Eye disorders

Dry eye | 25 | 0
Musculoskeletal and connective tissue disorders

Arthralgia | 23 | 1.7

* Graded per NCI CTCAE v4.03

T Includes: blister, conjunctivitis, dermatitis, dermatitis bullous, dermatitis exfoliative generalized,
erythema, erythema multiforme, exfoliative rash, palmar-plantar erythrodysesthesia syndrome,
pemphigoid, rash, rash erythematous, rash macular, rash maculo-papular, rash papular, rash
pruritic, rash vesicular, skin exfoliation, and stomatitis

* Includes: dysesthesia, hypoesthesia, muscular weakness, paresthesia, peripheral motor
neuropathy, peripheral sensorimotor neuropathy, peripheral sensory neuropathy, and gait
disturbance

Clinically relevant adverse reactions (<20%) include vomiting (19.8%), fever (18%), hypothyroidism
(11%), pneumonitis (9%), myositis (3.3%), myasthenia gravis (2.5%), and infusion site extravasation
(0.8%).

08976C 37



Table 25: Selected Laboratory Abnormalities Worsened from
Baseline Occurring in 220% of Patients in KEYNOTE-869

KEYTRUDA
200 mg every 3 weeks and
Laboratory Test* Enfortumab Vedotin
All Grades' Grades 3-4
% %
Chemistry
Hyperglycemia 74 13
Increased aspartate aminotransferase 73 9
Increased creatinine 69 3.3
Hyponatremia 60 19
Increased alanine aminotransferase 60 7
Increased lipase 59 32
Hypoalbuminemia 59 4.2
Hypophosphatemia 51 15
Hypokalemia 35 8
Increased potassium 27 1.7
Increased calcium 27 4.2
Hematology
Anemia 69 15
Lymphopenia 64 17
Neutropenia 32 12

Each test incidence is based on the number of patients who had both baseline and at least one
on-study laboratory measurement available: KEYTRUDA (range: 114 to 121 patients)
T Graded per NCI CTCAE v4.03

Platinum-ineligible Patients with Urothelial Carcinoma

The safety of KEYTRUDA was investigated in KEYNOTE-052, a single-arm ftrial that enrolled 370 patients
with locally advanced or metastatic urothelial carcinoma who had one or more comorbidities. Patients
with autoimmune disease or medical conditions that required systemic corticosteroids or other
immunosuppressive medications were ineligible [see Clinical Studies (14.6)]. Patients received
KEYTRUDA 200 mg every 3 weeks until unacceptable toxicity or either radiographic or clinical disease
progression.

The median duration of exposure to KEYTRUDA was 2.8 months (range: 1 day to 15.8 months).

KEYTRUDA was discontinued due to adverse reactions in 11% of patients. Eighteen patients (5%) died
from causes other than disease progression. Five patients (1.4%) who were treated with KEYTRUDA
experienced sepsis which led to death, and three patients (0.8%) experienced pneumonia which led to
death. Adverse reactions leading to interruption of KEYTRUDA occurred in 22% of patients; the most
common (21%) were liver enzyme increase, diarrhea, urinary tract infection, acute kidney injury, fatigue,
joint pain, and pneumonia. Serious adverse reactions occurred in 42% of patients. The most frequent
serious adverse reactions (=2%) were urinary tract infection, hematuria, acute kidney injury, pneumonia,
and urosepsis.

Immune-related adverse reactions that required systemic glucocorticoids occurred in 8% of patients, use
of hormonal supplementation due to an immune-related adverse reaction occurred in 8% of patients, and
5% of patients required at least one steroid dose 240 mg oral prednisone equivalent.

Table 26 summarizes adverse reactions in patients on KEYTRUDA in KEYNOTE-052.
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Table 26: Adverse Reactions Occurring in 210% of Patients Receiving KEYTRUDA in
KEYNOTE-052

KEYTRUDA
200 mg every 3 weeks
Adverse Reaction N=370
All Grades* Grades 3—4
(%) (%)

General

Fatigue' 38 6

Pyrexia 11 0.5

Weight loss 10 0
Musculoskeletal and Connective Tissue

Musculoskeletal pain* 24 4.9

Arthralgia 10 1.1
Metabolism and Nutrition

Decreased appetite 22 1.6

Hyponatremia 10 41
Gastrointestinal

Constipation 21 1.1

Diarrhea’ 20 2.4

Nausea 18 1.1

Abdominal pain 18 2.7

Elevated LFTs* 13 3.5

Vomiting 12 0
Skin and Subcutaneous Tissue

Rash® 21 0.5

Pruritus 19 0.3

Edema peripheral® 14 1.1
Infections

Urinary tract infection | 19 9
Blood and Lymphatic System

Anemia 17 7
Respiratory, Thoracic, and Mediastinal

Cough 14 0

Dyspnea 11 0.5
Renal and Urinary

Increased blood creatinine 11 1.1

Hematuria 13 3.0

Graded per NCI CTCAE v4.0

T Includes fatigue, asthenia

* Includes back pain, bone pain, musculoskeletal chest pain, musculoskeletal pain, myalgia, neck pain, pain in
extremity, spinal pain
Includes diarrhea, colitis, enterocolitis, gastroenteritis, frequent bowel movements

T Includes abdominal pain, pelvic pain, flank pain, abdominal pain lower, tumor pain, bladder pain, hepatic
pain, suprapubic pain, abdominal discomfort, abdominal pain upper

# Includes autoimmune hepatitis, hepatitis, hepatitis toxic, liver injury, increased transaminases,
hyperbilirubinemia, increased blood bilirubin, increased alanine aminotransferase, increased aspartate
aminotransferase, increased hepatic enzymes, increased liver function tests

P Includes dermatitis, dermatitis bullous, eczema, erythema, rash, rash macular, rash maculo-papular, rash
pruritic, rash pustular, skin reaction, dermatitis acneiform, seborrheic dermatitis, palmar-plantar
erythrodysesthesia syndrome, rash generalized

B Includes edema peripheral, peripheral swelling

Previously Treated Urothelial Carcinoma

The safety of KEYTRUDA for the treatment of patients with locally advanced or metastatic urothelial
carcinoma with disease progression following platinum-containing chemotherapy was investigated in
KEYNOTE-045. KEYNOTE-045 was a multicenter, open-label, randomized (1:1), active-controlled trial in
which 266 patients received KEYTRUDA 200 mg every 3 weeks or investigator’s choice of chemotherapy
(n=255), consisting of paclitaxel (n=84), docetaxel (n=84) or vinflunine (n=87) [see Clinical Studies
(14.6)]. Patients with autoimmune disease or a medical condition that required systemic corticosteroids or
other immunosuppressive medications were ineligible.
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The median duration of exposure was 3.5 months (range: 1 day to 20 months) in patients who received
KEYTRUDA and 1.5 months (range: 1 day to 14 months) in patients who received chemotherapy.

KEYTRUDA was discontinued due to adverse reactions in 8% of patients. The most common adverse
reaction resulting in permanent discontinuation of KEYTRUDA was pneumonitis (1.9%). Adverse
reactions leading to interruption of KEYTRUDA occurred in 20% of patients; the most common (=1%)
were urinary tract infection (1.5%), diarrhea (1.5%), and colitis (1.1%). Serious adverse reactions
occurred in 39% of KEYTRUDA-treated patients. The most frequent serious adverse reactions (=22%) in
KEYTRUDA-treated patients were urinary tract infection, pneumonia, anemia, and pneumonitis.

Tables 27 and 28 summarize adverse reactions and laboratory abnormalities, respectively, in patients on
KEYTRUDA in KEYNOTE-045.

Table 27: Adverse Reactions Occurring in 210% of Patients Receiving KEYTRUDA
in KEYNOTE-045

KEYTRUDA Chemotherapy*
200 mg every 3 weeks
Adverse Reaction n=266 n=255
All Grades' Grades 3-4 | All Grades' | Grades 3-4
(%) (%) (%) (%)

General

Fatigue* 38 4.5 56 11

Pyrexia 14 0.8 13 1.2
Musculoskeletal and Connective Tissue

Musculoskeletal pain$ | 32 | 3.0 | 27 I 2.0
Skin and Subcutaneous Tissue

Pruritus 23 0 6 0.4

Rash' 20 0.4 13 0.4
Gastrointestinal

Nausea 21 1.1 29 1.6

Constipation 19 1.1 32 3.1

Diarrhea” 18 2.3 19 1.6

Vomiting 15 0.4 13 0.4

Abdominal pain 13 1.1 13 2.7
Metabolism and Nutrition

Decreased appetite | 21 | 3.8 | 21 | 1.2
Infections

Urinary tract infection | 15 | 4.9 | 14 | 4.3
Respiratory, Thoracic and Mediastinal

Cough? 15 0.4 9 0

Dyspnea® 14 1.9 12 1.2
Renal and Urinary

Hematuria | 12 | 2.3 | 8 | 1.6
* Chemotherapy: paclitaxel, docetaxel, or vinflunine
T Graded per NCI CTCAE v4.0
; Includes asthenia, fatigue, malaise, lethargy

Includes back pain, myalgia, bone pain, musculoskeletal pain, pain in extremity, musculoskeletal chest
pain, musculoskeletal discomfort, neck pain

T Includes rash maculo-papular, rash, genital rash, rash erythematous, rash papular, rash pruritic, rash
pustular, erythema, drug eruption, eczema, eczema asteatotic, dermatitis contact, dermatitis acneiform,
dermatitis, seborrheic keratosis, lichenoid keratosis

Includes diarrhea, gastroenteritis, colitis, enterocolitis

Includes cough, productive cough

Includes dyspnea, dyspnea exertional, wheezing

Includes blood urine present, hematuria, chromaturia

o » T
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Table 28: Laboratory Abnormalities Worsened from Baseline Occurring in 220% of Urothelial
Carcinoma Patients Receiving KEYTRUDA in KEYNOTE-045

KEYTRUDA Chemotherapy
. 200 mg every 3 weeks

Laboratory Test All Grades' | Grades 34 | All Grades' | Grades 34

% % % %

Chemistry

Hyperglycemia 52 8 60 7
Anemia 52 13 68 18
Lymphopenia 45 15 53 25
Hypoalbuminemia 43 1.7 50 3.8
Hyponatremia 37 9 47 13
Increased alkaline phosphatase 37 7 33 4.9
Increased creatinine 35 4.4 28 2.9
Hypophosphatemia 29 8 34 14
Increased AST 28 4.1 20 2.5
Hyperkalemia 28 0.8 27 6
Hypocalcemia 26 1.6 34 21

* Each test incidence is based on the number of patients who had both baseline and at least one on-study
laboratory measurement available: KEYTRUDA (range: 240 to 248 patients) and chemotherapy (range: 238
to 244 patients); phosphate decreased: KEYTRUDA n=232 and chemotherapy n=222.

T Graded per NCI CTCAE v4.0

BCG-unresponsive High-risk NMIBC

The safety of KEYTRUDA was investigated in KEYNOTE-057, a multicenter, open-label, single-arm trial
that enrolled 148 patients with high-risk non-muscle invasive bladder cancer (NMIBC), 96 of whom had
BCG-unresponsive carcinoma in situ (CIS) with or without papillary tumors. Patients received KEYTRUDA
200 mg every 3 weeks until unacceptable toxicity, persistent or recurrent high-risk NMIBC or progressive
disease, or up to 24 months of therapy without disease progression.

The median duration of exposure to KEYTRUDA was 4.3 months (range: 1 day to 25.6 months).

KEYTRUDA was discontinued due to adverse reactions in 11% of patients. The most common adverse
(>1%) reaction resulting in permanent discontinuation of KEYTRUDA was pneumonitis (1.4%). Adverse
reactions leading to interruption of KEYTRUDA occurred in 22% of patients; the most common (=2%)
were diarrhea (4%) and urinary tract infection (2%). Serious adverse reactions occurred in 28% of
KEYTRUDA-treated patients. The most frequent serious adverse reactions (=22%) in KEYTRUDA-treated
patients were pneumonia (3%), cardiac ischemia (2%), colitis (2%), pulmonary embolism (2%), sepsis
(2%), and urinary tract infection (2%). Tables 29 and 30 summarize adverse reactions and laboratory
abnormalities, respectively, in patients on KEYTRUDA in KEYNOTE-057.
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Table 29: Adverse Reactions Occurring in 210% of Patients Receiving KEYTRUDA
in KEYNOTE-057

KEYTRUDA
200 mg every 3 weeks
Adverse Reaction N=148
All Grades* Grades 3—4
(%) (%)

General

Fatigue' 29 0.7

Peripheral edema* 11 0
Gastrointestinal

Diarrhea’ 24 2.0

Nausea 13 0

Constipation 12 0
Skin and Subcutaneous Tissue

Rash' 24 0.7

Pruritus 19 0.7
Musculoskeletal and Connective Tissue

Musculoskeletal pain® 19 0

Arthralgia 14 1.4
Renal and Urinary

Hematuria | 19 | 1.4
Respiratory, Thoracic, and Mediastinal

Cough® [ 19 | 0
Infections

Urinary tract infection 12 2.0

Nasopharyngitis 10 0
Endocrine

Hypothyroidism | 11 0

* Graded per NCI CTCAE v4.03

T Includes asthenia, fatigue, malaise

* Includes edema peripheral, peripheral swelling

§ Includes diarrhea, gastroenteritis, colitis

T Includes rash maculo-papular, rash, rash erythematous, rash pruritic, rash pustular, erythema, eczema,
eczema asteatotic, lichenoid keratosis, urticaria, dermatitis

# Includes back pain, myalgia, musculoskeletal pain, pain in extremity, musculoskeletal chest pain, neck pain

P Includes cough, productive cough

Table 30: Laboratory Abnormalities Worsened from Baseline Occurring in
220% of BCG-unresponsive NMIBC Patients Receiving KEYTRUDA in
KEYNOTE-057

KEYTRUDA
. 200 mg every 3 weeks
Laboratory Test All Grades' Grades 3-4
(%) (%)
Chemistry
Hyperglycemia 59 8
Increased ALT 25 3.4
Hyponatremia 24 7
Hypophosphatemia 24 6
Hypoalbuminemia 24 2.1
Hyperkalemia 23 1.4
Hypocalcemia 22 0.7
Increased AST 20 3.4
Increased creatinine 20 0.7
Hematology
Anemia 35 1.4
Lymphopenia 29 1.6

Each test incidence is based on the number of patients who had both baseline and at
least one on-study laboratory measurement available: KEYTRUDA (range: 124 to
147 patients)

T Graded per NCI CTCAE v4.03
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Microsatellite Instability-High or Mismatch Repair Deficient Cancer

The safety of KEYTRUDA was investigated in 504 patients with MSI-H or dMMR cancer enrolled in
KEYNOTE-158, KEYNOTE-164, and KEYNOTE-051 [see Clinical Studies (14.7)]. The median duration of
exposure to KEYTRUDA was 6.2 months (range: 1 day to 53.5 months). Adverse reactions occurring in
patients with MSI-H or dMMR cancer were similar to those occurring in patients with other solid tumors
who received KEYTRUDA as a single agent.

Microsatellite Instability-High or Mismatch Repair Deficient Colorectal Cancer

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

Gastric Cancer

The safety analysis of Study KEYNOTE-811 included 217 patients with HER2-positive gastric cancer who
received KEYTRUDA 200 mg, trastuzumab, and CAPOX (n=189) or FP (n=28) every 3 weeks, compared
to 216 patients who received placebo, trastuzumab, and CAPOX (n=187) or FP (n=29) every 3 weeks
[see Clinical Studies (14.9)].

The median duration of exposure to KEYTRUDA was 5.8 months (range: 1 day to 17.7 months).

The study population characteristics were: median age of 63 years (range: 19 to 84), 43% age 65 or
older; 81% male; 58% White, 35% Asian, and 0.9% Black; 44% ECOG PS of 0 and 56% ECOG PS of 1.

KEYTRUDA and placebo were discontinued due to adverse reactions in 6% of patients in each arm. The
most common adverse reaction resulting in permanent discontinuation of KEYTRUDA was pneumonitis
(1.4%). Adverse reactions leading to interruption of KEYTRUDA occurred in 58% of patients; the most
common adverse reactions or laboratory abnormalities leading to interruption of KEYTRUDA (=22%) were
neutropenia (18%), thrombocytopenia (12%), diarrhea (6%), anemia (3.7%), hypokalemia (3.7%),
fatigue/asthenia (3.2%), decreased appetite (3.2%), increased AST (2.8%), increased blood bilirubin
(2.8%), pneumonia (2.8%), increased ALT (2.3%), and vomiting (2.3%).

In the KEYTRUDA arm versus placebo, there was a difference of 25% incidence between patients treated
with KEYTRUDA versus standard of care for diarrhea (53% vs 44%), and nausea (49% vs 44%). There
were no clinically meaningful differences in incidence of Grade 3-4 toxicity between arms.

There was a difference of 25% incidence between patients treated with KEYTRUDA versus standard of
care for increased ALT (34% vs 29%), and increased creatinine (20% vs 10%). There were no clinically
meaningful differences in incidence of Grade 3-4 toxicity between arms.

Esophageal Cancer

First-line Treatment of Locally Advanced Unresectable or Metastatic Esophageal
Cancer/Gastroesophageal Junction

The safety of KEYTRUDA, in combination with cisplatin and FU chemotherapy was investigated in
KEYNOTE-590, a multicenter, double-blind, randomized (1:1), placebo-controlled trial for the first-line
treatment in patients with metastatic or locally advanced esophageal or gastroesophageal junction
(tumors with epicenter 1 to 5 centimeters above the GEJ) carcinoma who were not candidates for surgical
resection or definitive chemoradiation [see Clinical Studies (14.10)]. A total of 740 patients received either
KEYTRUDA 200 mg (n=370) or placebo (n=370) every 3 weeks for up to 35 cycles, both in combination
with up to 6 cycles of cisplatin and up to 35 cycles of FU.

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

08976C 43



KEYTRUDA was discontinued for adverse reactions in 15% of patients. The most common adverse
reactions resulting in permanent discontinuation of KEYTRUDA (21%) were pneumonitis (1.6%), acute
kidney injury (1.1%), and pneumonia (1.1%). Adverse reactions leading to interruption of KEYTRUDA
occurred in 67% of patients. The most common adverse reactions leading to interruption of KEYTRUDA
(22%) were neutropenia (19%), fatigue/asthenia (8%), decreased white blood cell count (5%), pneumonia
(5%), decreased appetite (4.3%), anemia (3.2%), increased blood creatinine (3.2%), stomatitis (3.2%),
malaise (3.0%), thrombocytopenia (3%), pneumonitis (2.7%), diarrhea (2.4%), dysphagia (2.2%), and
nausea (2.2%).

Tables 31 and 32 summarize adverse reactions and laboratory abnormalities, respectively, in patients on
KEYTRUDA in KEYNOTE-590.

Table 31: Adverse Reactions Occurring in 220% of Patients Receiving KEYTRUDA in
KEYNOTE-590

KEYTRUDA Placebo
200 mg every 3 weeks
Cisplatin Cisplatin
Adverse Reaction FU FU
n=370 n=370
All Grades* | Grades 3-4" | All Grades* | Grades 3-47
(%) (%) (%) (%)
Gastrointestinal
Nausea 67 7 63 7
Constipation 40 0 40 0
Diarrhea 36 4.1 33 3
Vomiting 34 7 32 5
Stomatitis 27 6 26 3.8
General
Fatiguet | 57 [ 12 [ 46 [ 9
Metabolism and Nutrition
Decreased appetite | 44 | 4.1 | 38 | 5
Investigations
Weight loss | 24 [ 3.0 | 24 | 5

Graded per NCI CTCAE v4.03
One fatal event of diarrhea was reported in each arm.
¥ Includes asthenia, fatigue
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Table 32: Laboratory Abnormalities Worsened from Baseline Occurring in 220% of Esophageal
Cancer Patients Receiving KEYTRUDA in KEYNOTE-590

KEYTRUDA Chemotherapy
200 mg every 3 weeks (Cisplatin and FU)
Laboratory Test* Clslr:)Latm
All Grades' Grades 3-4 All Grades' Grades 3-4
% % % %
Hematology
Anemia 83 21 86 24
Neutropenia 74 43 71 41
Leukopenia 72 21 73 17
Lymphopenia 55 22 53 18
Thrombocytopenia 43 5 46 8
Chemistry
Hyperglycemia 56 7 55 6
Hyponatremia 53 19 54 19
Hypoalbuminemia 52 2.8 52 2.3
Increased creatinine 45 2.5 42 25
Hypocalcemia 44 3.9 38 2
Hypophosphatemia 37 9 31 10
Hypokalemia 30 12 34 15
Increased alkaline phosphatase 29 1.9 29 1.7
Hyperkalemia 28 3.6 27 2.6
Increased AST 25 4.4 22 2.8
Increased ALT 23 3.6 18 1.7

Each test incidence is based on the number of patients who had both baseline and at least one on-
study laboratory measurement available: KEYTRUDA/cisplatin/FU (range: 345 to 365 patients) and
placebo/cisplatin/FU (range: 330 to 358 patients)

T Graded per NCI CTCAE v4.03

Previously Treated Recurrent Locally Advanced or Metastatic Esophageal Cancer

Among the 314 patients with esophageal cancer enrolled in KEYNOTE-181 [see Clinical Studies (14.10)]
treated with KEYTRUDA, the median duration of exposure to KEYTRUDA was 2.1 months (range: 1 day
to 24.4 months). Patients with autoimmune disease or a medical condition that required
immunosuppression were ineligible. Adverse reactions occurring in patients with esophageal cancer were
similar to those occurring in 2799 patients with melanoma or NSCLC treated with KEYTRUDA as a single
agent.

Cervical Cancer
Persistent, Recurrent, or Metastatic Cervical Cancer

The safety of KEYTRUDA in combination with paclitaxel and cisplatin or paclitaxel and carboplatin, with
or without bevacizumab, was investigated in KEYNOTE-826, a multicenter, double-blind, randomized
(1:1), placebo-controlled trial in patients with persistent, recurrent, or first-line metastatic cervical cancer
who had not been treated with chemotherapy except when used concurrently as a radio-sensitizing agent
[see Clinical Studies (14.11)]. A total of 616 patients, regardless of tumor PD-L1 expression, received
KEYTRUDA 200 mg and chemotherapy with or without bevacizumab (n=307) every 3 weeks or placebo
and chemotherapy with or without bevacizumab (n=309) every 3 weeks.

The median duration of exposure to KEYTRUDA was 9.9 months (range: 1 day to 26 months).

Fatal adverse reactions occurred in 4.6% of patients receiving KEYTRUDA in combination with
chemotherapy with or without bevacizumab, including 3 cases of hemorrhage, 2 cases of sepsis, 2 cases
due to unknown causes, and 1 case each of acute myocardial infarction, autoimmune encephalitis,
cardiac arrest, cerebrovascular accident, femur fracture with perioperative pulmonary embolus, intestinal
perforation, and pelvic infection.

Serious adverse reactions occurred in 50% of patients receiving KEYTRUDA in combination with
chemotherapy with or without bevacizumab. Serious adverse reactions in 23% of patients included febrile
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neutropenia (6.8%), urinary tract infection (5.2%), anemia (4.6%), acute kidney injury (3.3%), and sepsis
(3.3%).

KEYTRUDA was discontinued for adverse reactions in 15% of patients. The most common adverse
reaction resulting in permanent discontinuation of KEYTRUDA (21%) was colitis (1%).

Adverse reactions leading to interruption of KEYTRUDA occurred in 66% of patients; the most common
adverse reactions or laboratory abnormalities leading to interruption of KEYTRUDA (22%) were
thrombocytopenia (15%), neutropenia (14%), anemia (11%), increased ALT (6%), leukopenia (5%),
fatigue/asthenia (4.2%), urinary tract infection (3.6%), increased AST (3.3%), pyrexia (3.3%), diarrhea
(2.6%), acute kidney injury (2.6%), increased blood creatinine (2.6%), colitis (2.3%), decreased appetite
(2%), and cough (2%).

For patients treated with KEYTRUDA, chemotherapy, and bevacizumab (n=196), the most common
(=20%) adverse reactions were peripheral neuropathy (62%), alopecia (58%), anemia (55%),
fatigue/asthenia (53%), nausea (41%), neutropenia (41%), diarrhea (39%), hypertension (35%),
thrombocytopenia (35%), constipation (31%), arthralgia (31%), vomiting (30%), urinary tract infection
(27%), rash (26%), leukopenia (24%), hypothyroidism (22%), and decreased appetite (21%).

Table 33 and Table 34 summarize adverse reactions and laboratory abnormalities, respectively, in
patients on KEYTRUDA in KEYNOTE-826.

Table 33: Adverse Reactions Occurring in 220% of Patients Receiving KEYTRUDA in
KEYNOTE-826

KEYTRUDA Placebo
200 mg every 3 weeks
and chemotherapy* with or and chemotherapy* with or
Adverse Reaction without bevacizumab without bevacizumab
n=307 n=309
All Grades' Grades 3-4 All Grades' Grades 3-4
(%) (%) (%) (%)
Nervous System
Peripheral neuropathy* | 58 | 4.2 | 57 | 6
Skin and Subcutaneous Tissue
Alopecia 56 0 58 0
Rash$ 22 3.6 15 0.3
General
Fatigue 47 7 46 6
Gastrointestinal
Nausea 40 2 44 1.6
Diarrhea 36 2 30 2.6
Constipation 28 0.3 33 1
Vomiting 26 2.6 27 1.9
Musculoskeletal and Connective Tissue
Arthralgia | 27 | 0.7 | 26 | 1.3
Vascular
Hypertension | 24 | 9 | 23 | 11
Infections
Urinary tract infection | 24 | 9 | 26 | 8

Chemotherapy (paclitaxel and cisplatin or paclitaxel and carboplatin)

T Graded per NCI CTCAE v4.0

¥ Includes neuropathy peripheral, peripheral sensory neuropathy, peripheral motor neuropathy, peripheral
sensorimotor neuropathy, paresthesia

§ Includes rash, rash maculo-papular, rash erythematous, rash macular, rash papular, rash pruritic, rash pustular

T Includes fatigue, asthenia
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Table 34: Laboratory Abnormalities Worsened from Baseline Occurring in 220% of Patients
Receiving KEYTRUDA in KEYNOTE-826

KEYTRUDA Placebo
200 mg every 3 weeks
and chemotherapy' with or and chemotherapy' with or
Laboratory Test* without bevacizumab without bevacizumab
n=307 n=309
All Grades* Grades 3-4 All Grades* Grades 3-4
(%) (%) (%) (%)
Hematology
Anemia 80 35 77 33
Leukopenia 76 27 69 19
Neutropenia 66 39 58 31
Lymphopenia 61 33 56 33
Thrombocytopenia 57 19 53 15
Chemistry
Hyperglycemia 51 4.7 46 2.3
Hypoalbuminemia 46 1.3 38 5
Hyponatremia 40 14 38 11
Increased ALT 40 7 38 6
Increased AST 40 6 36 3.0
Increased alkaline phosphatase 38 3.4 40 2.3
Hypocalcemia 37 4.0 31 5
Increased creatinine 34 5 32 6
Hypokalemia 29 7 26 7
Hyperkalemia 23 3.7 27 4.7
Hypercalcemia 21 1.0 20 1.3

* Each test incidence is based on the number of patients who had both baseline and at least one on-study
laboratory measurement available: KEYTRUDA plus chemotherapy (range: 297 to 301 patients) and placebo
plus chemotherapy (range: 299 to 302 patients)

T Chemotherapy (paclitaxel and cisplatin or paclitaxel and carboplatin)

¥ Graded per NCI CTCAE v4.0

Previously Treated Recurrent or Metastatic Cervical Cancer

Among the 98 patients with cervical cancer enrolled in Cohort E of KEYNOTE-158 [see Clinical Studies
(14.11)], the median duration of exposure to KEYTRUDA was 2.9 months (range: 1 day to 22.1 months).
Patients with autoimmune disease or a medical condition that required immunosuppression were
ineligible.

KEYTRUDA was discontinued due to adverse reactions in 8% of patients. Serious adverse reactions
occurred in 39% of patients receiving KEYTRUDA. The most frequent serious adverse reactions reported
included anemia (7%), fistula (4.1%), hemorrhage (4.1%), and infections [except UTIs] (4.1%). Tables 35
and 36 summarize adverse reactions and laboratory abnormalities, respectively, in patients on
KEYTRUDA in KEYNOTE-158.
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Table 35: Adverse Reactions Occurring in 210% of Patients with Cervical
Cancer in KEYNOTE-158

KEYTRUDA
200 mg every 3 weeks
Adverse Reaction N=98
All Grades* Grades 3-4
(%) (%)

General

Fatigue® 43 5

Pain* 22 2.0

Pyrexia 19 1.0

Edema peripheral® 15 2.0
Musculoskeletal and Connective Tissue

Musculoskeletal pain' | 27 5
Gastrointestinal

Diarrhea” 23 2.0

Abdominal pain® 22 3.1

Nausea 19 0

Vomiting 19 1.0

Constipation 14 0
Metabolism and Nutrition

Decreased appetite | 21 | 0
Vascular

Hemorrhage® | 19 | 5
Infections

UTI? 18 6

Infection (except UTI)® 16 4.1
Skin and Subcutaneous Tissue

Rash® | 17 | 2.0
Endocrine

Hypothyroidism | 11 | 0
Nervous System

Headache | 11 | 2.0
Respiratory, Thoracic and Mediastinal

Dyspnea | 10 | 1.0

*

t
1

08976C

Graded per NCI CTCAE v4.0

Includes asthenia, fatigue, lethargy, malaise

Includes breast pain, cancer pain, dysesthesia, dysuria, ear pain, gingival pain, groin pain, lymph
node pain, oropharyngeal pain, pain, pain of skin, pelvic pain, radicular pain, stoma site pain,
toothache

Includes edema peripheral, peripheral swelling

Includes arthralgia, back pain, musculoskeletal chest pain, musculoskeletal pain, myalgia, myositis,
neck pain, non-cardiac chest pain, pain in extremity

Includes colitis, diarrhea, gastroenteritis

Includes abdominal discomfort, abdominal distension, abdominal pain, abdominal pain lower,
abdominal pain upper

Includes epistaxis, hematuria, hemoptysis, metrorrhagia, rectal hemorrhage, uterine hemorrhage,
vaginal hemorrhage

Includes bacterial pyelonephritis, pyelonephritis acute, urinary tract infection, urinary tract infection
bacterial, urinary tract infection pseudomonal, urosepsis

Includes cellulitis, clostridium difficile infection, device-related infection, empyema, erysipelas,
herpes virus infection, infected neoplasm, infection, influenza, lower respiratory tract congestion,
lung infection, oral candidiasis, oral fungal infection, osteomyelitis, pseudomonas infection,
respiratory tract infection, tooth abscess, upper respiratory tract infection, uterine abscess,
vulvovaginal candidiasis

Includes dermatitis, drug eruption, eczema, erythema, palmar-plantar erythrodysesthesia
syndrome, rash, rash generalized, rash maculo-papular
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Table 36: Laboratory Abnormalities Worsened from Baseline Occurring
in 220% of Patients with Cervical Cancer in KEYNOTE-158

KEYTRUDA
200 mg every 3 weeks
Laboratory Test*
All Grades' Grades 3-4
(%) (%)

Hematology

Anemia 54 24

Lymphopenia 47 9
Chemistry

Hypoalbuminemia 44 5

Increased alkaline phosphatase 42 2.6

Hyponatremia 38 13

Hyperglycemia 38 1.3

Increased AST 34 3.9

Increased creatinine 32 5

Hypocalcemia 27 0

Increased ALT 21 3.9

Hypokalemia 20 6

* Each test incidence is based on the number of patients who had both baseline and at
least one on-study laboratory measurement available: KEYTRUDA (range: 76 to
79 patients)

T Graded per NCI CTCAE v4.0

Other laboratory abnormalities occurring in 210% of patients receiving KEYTRUDA were
hypophosphatemia (19% all Grades; 6% Grades 3-4), increased INR (19% all Grades; 0% Grades 3-4),
hypercalcemia (14% all Grades; 2.6% Grades 3-4), platelet count decreased (14% all Grades; 1.3%
Grades 3-4), activated partial thromboplastin time prolonged (14% all Grades; 0% Grades 3-4),
hypoglycemia (13% all Grades; 1.3% Grades 3-4), white blood cell decreased (13% all Grades; 2.6%
Grades 3-4), and hyperkalemia (13% all Grades; 1.3% Grades 3-4).

HCC

Among the 104 patients with HCC who received KEYTRUDA in KEYNOTE-224 [see Clinical Studies
(14.12)], the median duration of exposure to KEYTRUDA was 4.2 months (range: 1 day to 1.5 years).
Adverse reactions occurring in patients with HCC were generally similar to those in 2799 patients with
melanoma or NSCLC treated with KEYTRUDA as a single agent, with the exception of increased
incidences of ascites (8% Grades 3-4) and immune-mediated hepatitis (2.9%). Laboratory abnormalities
(Grades 3-4) that occurred at a higher incidence were elevated AST (20%), ALT (9%), and
hyperbilirubinemia (10%).

MCC

Among the 50 patients with MCC enrolled in KEYNOTE-017 [see Clinical Studies (14.13)], the median
duration of exposure to KEYTRUDA was 6.6 months (range 1 day to 23.6 months). Patients with
autoimmune disease or a medical condition that required immunosuppression were ineligible. Adverse
reactions occurring in patients with MCC were similar to those occurring in 2799 patients with melanoma
or NSCLC treated with KEYTRUDA as a single agent. Laboratory abnormalities (Grades 3-4) that
occurred at a higher incidence were elevated AST (11%) and hyperglycemia (19%).

RCC
In combination with axitinib in the first-line treatment of advanced RCC (KEYNQOTE-426)

The safety of KEYTRUDA in combination with axitinib was investigated in KEYNOTE-426 [see Clinical
Studies (14.14)]. Patients with medical conditions that required systemic corticosteroids or other
immunosuppressive medications or had a history of severe autoimmune disease other than type 1
diabetes, vitiligo, Sjogren’s syndrome, and hypothyroidism stable on hormone replacement were
ineligible. Patients received KEYTRUDA 200 mg intravenously every 3 weeks and axitinib 5 mg orally
twice daily, or sunitinib 50 mg once daily for 4 weeks and then off treatment for 2 weeks. The median
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duration of exposure to the combination therapy of KEYTRUDA and axitinib was 10.4 months (range:
1 day to 21.2 months).

The study population characteristics were: median age of 62 years (range: 30 to 89), 40% age 65 or
older; 71% male; 80% White; and 80% Karnofsky Performance Status (KPS) of 90-100 and 20% KPS of
70-80.

Fatal adverse reactions occurred in 3.3% of patients receiving KEYTRUDA in combination with axitinib.
These included 3 cases of cardiac arrest, 2 cases of pulmonary embolism and 1 case each of cardiac
failure, death due to unknown cause, myasthenia gravis, myocarditis, Fournier's gangrene, plasma cell
myeloma, pleural effusion, pneumonitis, and respiratory failure.

Serious adverse reactions occurred in 40% of patients receiving KEYTRUDA in combination with axitinib.
Serious adverse reactions in 21% of patients receiving KEYTRUDA in combination with axitinib included
hepatotoxicity (7%), diarrhea (4.2%), acute kidney injury (2.3%), dehydration (1%), and pneumonitis (1%).

Permanent discontinuation due to an adverse reaction of either KEYTRUDA or axitinib occurred in 31% of
patients; 13% KEYTRUDA only, 13% axitinib only, and 8% both drugs. The most common adverse
reaction (>1%) resulting in permanent discontinuation of KEYTRUDA, axitinib, or the combination was
hepatotoxicity (13%), diarrhea/colitis (1.9%), acute kidney injury (1.6%), and cerebrovascular accident
(1.2%).

Dose interruptions or reductions due to an adverse reaction, excluding temporary interruptions of
KEYTRUDA infusions due to infusion-related reactions, occurred in 76% of patients receiving
KEYTRUDA in combination with axitinib. This includes interruption of KEYTRUDA in 50% of patients.
Axitinib was interrupted in 64% of patients and dose reduced in 22% of patients. The most common
adverse reactions (>10%) resulting in interruption of KEYTRUDA were hepatotoxicity (14%) and diarrhea
(11%), and the most common adverse reactions (>10%) resulting in either interruption or reduction of
axitinib were hepatotoxicity (21%), diarrhea (19%), and hypertension (18%).

The most common adverse reactions (220%) in patients receiving KEYTRUDA and axitinib were diarrhea,
fatigue/asthenia, hypertension, hypothyroidism, decreased appetite, hepatotoxicity, palmar-plantar
erythrodysesthesia, nausea, stomatitis/mucosal inflammation, dysphonia, rash, cough, and constipation.

Twenty-seven percent (27%) of patients treated with KEYTRUDA in combination with axitinib received an
oral prednisone dose equivalent to 240 mg daily for an immune-mediated adverse reaction.

Tables 37 and 38 summarize the adverse reactions and laboratory abnormalities, respectively, that
occurred in at least 20% of patients treated with KEYTRUDA and axitinib in KEYNOTE-426.
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Table 37: Adverse Reactions Occurring in 220% of Patients
Receiving KEYTRUDA with Axitinib in KEYNOTE-426

KEYTRUDA Sunitinib
200 mg every 3 weeks
. and Axitinib n=425
Adverse Reaction n=429
All Grades* | Grades 3-4 All Grades Grades 3-4
(%) (%) (%) (%)

Gastrointestinal

Diarrhea’ 56 11 45 5

Nausea 28 0.9 32 0.9

Constipation 21 0 15 0.2
General

Fatigue/Asthenia | 52 | 5 51 | 10
Vascular

Hypertension* | 48 | 24 48 | 20
Hepatobiliary

Hepatotoxicity® | 39 | 20 25 | 4.9
Endocrine

Hypothyroidism | 35 | 0.2 32 | 0.2
Metabolism and Nutrition

Decreased appetite | 30 | 2.8 29 | 0.7
Skin and Subcutaneous Tissue

Palmar-plantar 28 5 40 3.8

erythrodysesthesia syndrome

Stomatitis/Mucosal inflammation 27 1.6 41 4

Rash" 25 1.4 21 0.7
Respiratory, Thoracic and Mediastinal

Dysphonia 25 0.2 3.3 0

Cough 21 0.2 14 0.5

Graded per NCI CTCAE v4.03

w H %

Includes diarrhea, colitis, enterocolitis, gastroenteritis, enteritis, enterocolitis hemorrhagic
Includes hypertension, blood pressure increased, hypertensive crisis, labile hypertension
Includes ALT increased, AST increased, autoimmune hepatitis, blood bilirubin increased, drug-

induced liver injury, hepatic enzyme increased, hepatic function abnormal, hepatitis, hepatitis
fulminant, hepatocellular injury, hepatotoxicity, hyperbilirubinemia, immune-mediated hepatitis,

liver function test increased, liver injury, transaminases increased

T Includes rash, butterfly rash, dermatitis, dermatitis acneform, dermatitis atopic, dermatitis
bullous, dermatitis contact, exfoliative rash, genital rash, rash erythematous, rash generalized,

rash macular, rash maculopapular, rash papular, rash pruritic, seborrheic dermatitis, skin

discoloration, skin exfoliation, perineal rash
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Receiving KEYTRUDA with Axitinib in KEYNOTE-426

Table 38: Laboratory Abnormalities Worsened from Baseline Occurring in 220% of Patients

KEYTRUDA Sunitinib
200 mg every 3 weeks
Laboratory Test* and Axitinib
All Grades' Grades 3-4 | All Grades Grades 3-4
% % % %
Chemistry
Hyperglycemia 62 9 54 3.2
Increased ALT 60 20 44 5
Increased AST 57 13 56 5
Increased creatinine 43 4.3 40 2.4
Hyponatremia 35 8 29 8
Hyperkalemia 34 6 22 1.7
Hypoalbuminemia 32 0.5 34 1.7
Hypercalcemia 27 0.7 15 1.9
Hypophosphatemia 26 6 49 17
Increased alkaline phosphatase 26 1.7 30 2.7
Hypocalcemia* 22 0.2 29 0.7
Blood bilirubin increased 22 21 21 1.9
Activated partial thromboplastin time 22 1.2 14 0
prolonged$
Hematology

Lymphopenia 33 11 46 8
Anemia 29 21 65 8
Thrombocytopenia 27 1.4 78 14

Each test incidence is based on the number of patients who had both baseline and at least one on-study
laboratory measurement available: KEY TRUDA/axitinib (range: 342 to 425 patients) and sunitinib (range:

345 to 422 patients).
Graded per NCI CTCAE v4.03
Corrected for albumin

Two patients with a Grade 3 elevated activated partial thromboplastin time prolonged (aPTT) were also
reported as having an adverse reaction of hepatotoxicity.

In combination with lenvatinib in the first-line treatment of advanced RCC (KEYNOTE-581)

The safety of KEYTRUDA was evaluated in KEYNOTE-581 [see Clinical Studies (14.14)]. Patients
received KEYTRUDA 200 mg intravenously every 3 weeks in combination with lenvatinib 20 mg orally
once daily (n=352), or lenvatinib 18 mg orally once daily in combination with everolimus 5 mg orally once
daily (n=355), or sunitinib 50 mg orally once daily for 4 weeks then off treatment for 2 weeks (n=340). The
median duration of exposure to the combination therapy of KEYTRUDA and lenvatinib was 17 months
(range: 0.1 to 39).

Fatal adverse reactions occurred in 4.3% of patients treated with KEYTRUDA in combination with
lenvatinib, including cardio-respiratory arrest (0.9%), sepsis (0.9%), and one case (0.3%) each of
arrhythmia, autoimmune hepatitis, dyspnea, hypertensive crisis, increased blood creatinine, multiple
organ dysfunction syndrome, myasthenic syndrome, myocarditis, nephritis, pneumonitis, ruptured
aneurysm, and subarachnoid hemorrhage.

Serious adverse reactions occurred in 51% of patients receiving KEYTRUDA and lenvatinib. Serious
adverse reactions in 22% of patients were hemorrhagic events (5%), diarrhea (4%), hypertension (3%),
myocardial infarction (3%), pneumonitis (3%), vomiting (3%), acute kidney injury (2%), adrenal
insufficiency (2%), dyspnea (2%), and pneumonia (2%).

Permanent discontinuation of either of KEYTRUDA, lenvatinib or both due to an adverse reaction
occurred in 37% of patients receiving KEYTRUDA in combination with lenvatinib; 29% KEYTRUDA only,
26% lenvatinib only, and 13% both. The most common adverse reactions (22%) resulting in permanent
discontinuation of KEYTRUDA, lenvatinib, or the combination were pneumonitis (3%), myocardial
infarction (3%), hepatotoxicity (3%), acute kidney injury (3%), rash (3%), and diarrhea (2%).

Dose interruptions of KEYTRUDA, lenvatinib, or both due to an adverse reaction occurred in 78% of
patients receiving KEYTRUDA in combination with lenvatinib. KEYTRUDA was interrupted in 55% of
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patients and both drugs were interrupted in 39% of patients. The most common adverse reactions (23%)
resulting in interruption of KEYTRUDA were diarrhea (10%), hepatotoxicity (8%), fatigue (7%), lipase
increased (5%), amylase increased (4%), musculoskeletal pain (3%), hypertension (3%), rash (3%), acute
kidney injury (3%), and decreased appetite (3%).

Fifteen percent (15%) of patients treated with KEYTRUDA in combination with lenvatinib received an oral
prednisone equivalent to 240 mg daily for an immune-mediated adverse reaction.

Tables 39 and 40 summarize the adverse reactions and laboratory abnormalities, respectively, that
occurred in 220% of patients treated with KEYTRUDA and lenvatinib in KEYNOTE-581.

Table 39: Adverse Reactions Occurring in 220% of Patients Receiving KEYTRUDA with Lenvatinib
in KEYNOTE-581

KEYTRUDA Sunitinib 50 mg
200 mg every 3 weeks N=340
. with Lenvatinib
Adverse Reaction N=352
All Grades Grades 3-4 All Grades Grades 3-4
(%) (%) (%) (%)
General
Fatigue* | 63 | 9 56 8
Gastrointestinal
Diarrhea’ 62 10 50 6
Stomatitis* 43 2 43 2
Nausea 36 3 33 1
Abdominal pain$ 27 2 18 1
Vomiting 26 3 20 1
Constipation 25 1 19 0
Musculoskeletal and Connective Tissue
Musculoskeletal 58 4 41 3
disorders'
Endocrine
Hypothyroidism* | 57 | 1 32 0
Vascular
Hypertension® 56 29 43 20
Hemorrhagic events® 27 5 26 4
Metabolism
Decreased appetite? | 41 | 4 | 31 | 1
Skin and Subcutaneous Tissue
Rash® 37 5 17 1
Palmar-plantar 29 4 38 4
erythrodysesthesia
syndrome®
Investigations
Weight loss | 30 | 8 | 9 | 0.3
Respiratory, Thoracic and Mediastinal
Dysphonia | 30 | 0 | 4 | 0
Renal and Urinary
Proteinuria® 30 8 13 3
Acute kidney injury’ 21 5 16 2
Hepatobiliary
Hepatotoxicity® [ 25 | 9 | 21 [ 5
Nervous System
Headache | 23 | 1 | 16 | 1

*

Includes asthenia, fatigue, lethargy, malaise

Includes diarrhea, gastroenteritis

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

§ Includes abdominal discomfort, abdominal pain, abdominal rigidity, abdominal tenderness,
epigastric discomfort, lower abdominal pain, upper abdominal pain

f Includes arthralgia, arthritis, back pain, bone pain, breast pain, musculoskeletal chest pain,

musculoskeletal discomfort, musculoskeletal pain, musculoskeletal stiffness, myalgia, neck

pain, non-cardiac chest pain, pain in extremity, pain in jaw
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Includes hypothyroidism, increased blood thyroid stimulating hormone, secondary
hypothyroidism
P Includes essential hypertension, increased blood pressure, increased diastolic blood
pressure, hypertension, hypertensive crisis, hypertensive retinopathy, labile blood pressure
Includes all hemorrhage terms. Hemorrhage terms that occurred in 1 or more subjects in
either treatment group include Anal hemorrhage, aneurysm ruptured, blood blister, blood loss
anemia, blood urine present, catheter site hematoma, cerebral microhemorrhage, conjunctival
hemorrhage, contusion, diarrhea hemorrhagic, disseminated intravascular coagulation,
ecchymosis, epistaxis, eye hemorrhage, gastric hemorrhage, gastritis hemorrhagic, gingival
bleeding, hemorrhage urinary tract, hemothorax, hematemesis, hematoma, hematochezia,
hematuria, hemoptysis, hemorrhoidal hemorrhage, increased tendency to bruise, injection
site hematoma, injection site hemorrhage, intra-abdominal hemorrhage, lower gastrointestinal
hemorrhage, Mallory-Weiss syndrome, melaena, petechiae, rectal hemorrhage, renal
hemorrhage, retroperitoneal hemorrhage, small intestinal hemorrhage, splinter hemorrhages,
subcutaneous hematoma, subdural hematoma, subarachnoid hemorrhage, thrombotic
thrombocytopenic purpura, tumor hemorrhage, traumatic hematoma, upper gastrointestinal
hemorrhage
é Includes decreased appetite, early satiety
¢ Includes genital rash, infusion site rash, penile rash, perineal rash, rash, rash erythematous,
rash macular, rash maculo-papular, rash papular, rash pruritic, rash pustular
6 Includes palmar erythema, palmar-plantar erythrodysesthesia syndrome, plantar erythema
2 Includes hemoglobinuria, nephrotic syndrome, proteinuria
y Includes acute kidney injury, azotemia, blood creatinine increased, creatinine renal clearance
decreased, hypercreatininemia, renal failure, renal impairment, oliguria, glomerular filtration
rate decreased, and nephropathy toxic
Includes alanine aminotransferase increased, aspartate aminotransferase increased, blood
bilirubin increased, drug-induced liver injury, hepatic enzyme increased, hepatic failure,
hepatic function abnormal, hepatocellular injury, hepatotoxicity, hyperbilirubinemia,
hypertransaminasemia, immune-mediated hepatitis, liver function test increased, liver injury,
transaminases increased, gamma-glutamyltransferase increased

Clinically relevant adverse reactions (<20%) that occurred in patients receiving KEYTRUDA with
lenvatinib were myocardial infarction (3%) and angina pectoris (1%).
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Table 40: Laboratory Abnormalities Worsened from Baseline Occurring in 220% (All Grades) of
Patients Receiving KEYTRUDA with Lenvatinib in KEYNOTE-581

KEYTRUDA Sunitinib 50 mg
200 mg every 3 weeks
Laboratory Test* with Lenvatinib
All Grades Grade 3-4 All Grades Grade 3-4
%! %! %! %!
Chemistry
Hypertriglyceridemia 80 15 71 15
Hypercholesterolemia 64 5 43 1
Increased lipase 61 34 59 28
Increased creatinine 61 5 61 2
Increased amylase 59 17 41 9
Increased AST 58 7 57 3
Hyperglycemia 55 7 48 3
Increased ALT 52 7 49 4
Hyperkalemia 44 9 28 6
Hypoglycemia 44 2 27 1
Hyponatremia 41 12 28 9
Decreased albumin 34 0.3 22 0
Increased alkaline phosphatase 32 4 32 1
Hypocalcemia 30 2 22 1
Hypophosphatemia 29 7 50 8
Hypomagnesemia 25 2 15 3
Increased creatine phosphokinase 24 6 36 5
Hypermagnesemia 23 2 22 3
Hypercalcemia 21 1 11 1
Hematology
Lymphopenia 54 9 66 15
Thrombocytopenia 39 2 73 13
Anemia 38 3 66 8
Leukopenia 34 1 77 8
Neutropenia 31 4 72 16

With at least one Grade increase from baseline

U Laboratory abnormality percentage is based on the number of patients who had both baseline and at least one post-
baseline laboratory measurement for each parameter: KEYTRUDA with lenvatinib (range: 343 to 349 patients) and
sunitinib (range: 329 to 335 patients).

Grade 3 and 4 increased ALT or AST was seen in 9% of patients. Grade =2 increased ALT or AST was
reported in 64 (18%) patients, of whom 20 (31%) received 240 mg daily oral prednisone equivalent.
Recurrence of Grade 22 increased ALT or AST was observed on rechallenge in 10 patients receiving
both KEYTRUDA and lenvatinib (n=38) and was not observed on rechallenge with KEYTRUDA alone
(n=3).

Adjuvant treatment of RCC

The safety of KEYTRUDA as a single agent was investigated in KEYNOTE-564, a randomized (1:1)
double-blind placebo-controlled trial in which 984 patients who had undergone nephrectomy for RCC
received 200 mg of KEYTRUDA by intravenous infusion every 3 weeks (n=488) or placebo (n=496) for up
to one year [see Clinical Studies (14.14)]. The median duration of exposure to KEYTRUDA was

11.1 months (range: 1 day to 14.3 months). Patients with active autoimmune disease or a medical
condition that required immunosuppression were ineligible.

Serious adverse reactions occurred in 20% of these patients receiving KEYTRUDA. Serious adverse
reactions (=1%) were acute kidney injury, adrenal insufficiency, pneumonia, colitis, and diabetic
ketoacidosis (1% each). Fatal adverse reactions occurred in 0.2% of those treated with KEYTRUDA,
including one case of pneumonia.

Discontinuation of KEYTRUDA due to an adverse reaction occurred in 21% of patients; the most common
(21%) were increased ALT (1.6%), colitis (1%), and adrenal insufficiency (1%).

Dose interruptions of KEYTRUDA due to an adverse reaction occurred in 26% of patients; the most
common (21%) were increased AST (2.3%), arthralgia (1.6%), hypothyroidism (1.6 %), diarrhea (1.4%),
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increased ALT (1.4%), fatigue (1.4%), rash, decreased appetite, and vomiting (1% each). Tables 41 and
42 summarize adverse reactions and laboratory abnormalities, respectively, in patients on KEYTRUDA in
KEYNOTE-564.

Table 41: Selected* Adverse Reactions Occurring in 210% of Patients Receiving
KEYTRUDA in KEYNOTE-564

KEYTRUDA Placebo
200 mg every 3 weeks
Adverse Reaction n=488 n=496
All Grades' Grades 3-4 All Grades Grades 3-4
(%) (%) (%) (%)

Musculoskeletal and Connective Tissue

Musculoskeletal paint | 41 | 1.2 | 36 | 0.6
General

Fatigue$ | 40 | 1.2 | 31 | 0.2
Skin and Subcutaneous Tissue

Rash' 30 1.4 15 0.4

Pruritus 23 0.2 13 0
Gastrointestinal

Diarrhea” 27 2.7 23 0.2

Nausea 16 0.4 10 0

Abdominal pain® 11 0.4 13 0.2
Endocrine

Hypothyroidism 21 0.2 3.6 0

Hyperthyroidism 12 0.2 0.2 0
Respiratory, Thoracic and Mediastinal

Cough® | 17 | 0 | 12 | 0
Nervous System

Headache? | 15 | 0.2 | 13 | 0
Hepatobiliary

Hepatotoxicity® | 14 | 3.7 | 7 | 0.6
Renal and Urinary

Acute kidney injury® | 13 | 1.2 | 10 | 0.2

*

Adverse reactions occurring at same or higher incidence than in placebo arm

T Graded per NCI CTCAE v4.0

* Includes arthralgia, back pain, myalgia, arthritis, pain in extremity, neck pain, musculoskeletal pain,
musculoskeletal stiffness, spinal pain, musculoskeletal chest pain, bone pain, musculoskeletal discomfort
Includes asthenia, fatigue

T Includes rash, rash maculo-papular, rash papular, skin exfoliation, lichen planus, rash erythematous,

eczema, rash macular, dermatitis acneiform, dermatitis, rash pruritic, Stevens-Johnson Syndrome,

eczema asteatotic, palmar-plantar erythrodysesthesia syndrome

Includes diarrhea, colitis, enterocolitis, frequent bowel movements, enteritis

Includes abdominal pain, abdominal pain lower, abdominal pain upper, abdominal discomfort,

gastrointestinal pain

Includes upper-airway cough syndrome, productive cough, cough

2 Includes tension headache, headache, sinus headache, migraine with aura

¢ Includes alanine aminotransferase increased, aspartate aminotransferase increased, blood bilirubin

increased, drug-induced liver injury, hepatic enzyme increased, hepatic function abnormal, hepatocellular

injury, hepatotoxicity, hyperbilirubinemia, immune-mediated hepatitis, liver function test increased,

transaminases increased, gamma-glutamyltransferase increased, bilirubin conjugated increased

Includes acute kidney injury, blood creatinine increased, renal failure, renal impairment, oliguria,

glomerular filtration rate decreased, nephropathy toxic
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Table 42: Selected* Laboratory Abnormalities Worsened from Baseline
Occurring in 220% of Patients Receiving KEYTRUDA in KEYNOTE-564

KEYTRUDA Placebo
200 mg every 3 weeks
Laboratory Test! All Grades® | Grades 34 | All Grades | Grades 34
% % % %

Chemistry

Increased glucose 48 8 45 4.5

Increased creatinine 40 1.1 28 0.2

Increased INR 27 0.9 20 0.8

Hyponatremia 21 3.3 13 1.9

Increased ALT 20 3.8 11 0.2
Hematology

Anemia | 28 | 0.5 | 20 | 0.4

Laboratory abnormalities occurring at same or higher incidence than placebo

U Each test incidence is based on the number of patients who had both baseline and at least
one on-study laboratory measurement available: KEYTRUDA (range: 440 to 449 patients)
and placebo (range: 461 to 469 patients); increased INR: KEYTRUDA n=228 and placebo
n=254.

¥ Graded per NCI CTCAE v4.03

Endometrial Carcinoma

In Combination with Lenvatinib for the Treatment of Advanced Endometrial Carcinoma That Is pMMR or
Not MSI-H.

The safety of KEYTRUDA in combination with lenvatinib was investigated in KEYNOTE-775, a
multicenter, open-label, randomized (1:1), active-controlled trial in patients with advanced endometrial
carcinoma previously treated with at least one prior platinum-based chemotherapy regimen in any setting,
including in the neoadjuvant and adjuvant settings [see Clinical Studies (14.15)]. Patients with
endometrial carcinoma that is pMMR or not MSI-H received KEYTRUDA 200 mg every 3 weeks in
combination with lenvatinib 20mg orally once daily (n=342) or received doxorubicin or paclitaxel (n=325).

For patients with pMMR or not MSI-H tumor status, the median duration of study treatment was
7.2 months (range 1 day to 26.8 months) and the median duration of exposure to KEYTRUDA was
6.8 months (range: 1 day to 25.8 months).

Fatal adverse reactions among these patients occurred in 4.7% of those treated with KEYTRUDA and
lenvatinib, including 2 cases of pneumonia, and 1 case of the following: acute kidney injury, acute
myocardial infarction, colitis, decreased appetite, intestinal perforation, lower gastrointestinal hemorrhage,
malignant gastrointestinal obstruction, multiple organ dysfunction syndrome, myelodysplastic syndrome,
pulmonary embolism, and right ventricular dysfunction.

Serious adverse reactions occurred in 50% of these patients receiving KEYTRUDA and lenvatinib.
Serious adverse reactions (23%) were hypertension (4.4%) and urinary tract infections (3.2%).

Discontinuation of KEYTRUDA due to an adverse reaction occurred in 15% of these patients. The most
common adverse reaction leading to discontinuation of KEYTRUDA (21%) was increased ALT (1.2%).

Dose interruptions of KEYTRUDA due to an adverse reaction occurred in 48% of these patients. The
most common adverse reactions leading to interruption of KEYTRUDA (23%) were diarrhea (8%),
increased ALT (4.4%), increased AST (3.8%), and hypertension (3.5%).

Tables 43 and 44 summarize adverse reactions and laboratory abnormalities, respectively, in patients on
KEYTRUDA in combination with lenvatinib in KEYNOTE-775.
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Table 43: Adverse Reactions Occurring in 220% of Patients with Endometrial Carcinoma in

KEYNOTE-775

Endometrial Carcinoma (pMMR or not MSI-H)
KEYTRUDA Doxorubicin or
200 mg every 3 weeks Paclitaxel
and Lenvatinib
Adverse Reaction n=342 n=325
All Grades* Grades 3-4 All Grades* Grades 3-4
(%) (%) (%) (%)

Endocrine

Hypothyroidism? 67 0.9 0.9 0
Vascular

Hypertension* 67 39 6 2.5

Hemorrhagic events® 25 2.6 15 0.9
General

Fatigue' 58 11 54 6
Gastrointestinal

Diarrhea” 55 8 20 2.8

Nausea 49 2.9 47 1.5

Vomiting 37 2.3 21 2.2

Stomatitis” 35 2.6 26 1.2

Abdominal pain® 34 2.6 21 1.2

Constipation 27 0 25 0.6
Musculoskeletal and Connective Tissue

Musculoskeletal disorders® | 53 | 5 [ 27 | 0.6
Metabolism

Decreased appetite® | 44 | 7 | 21 | 0
Investigations

Weight loss | 34 | 10 | 6 | 0.3
Renal and Urinary

Proteinuria® | 29 | 6 | 3.4 | 0.3
Infections

Urinary tract infection® | 31 | 5 | 13 | 1.2
Nervous System

Headache | 26 | 0.6 | 9 | 0.3
Respiratory, Thoracic and Mediastinal

Dysphonia | 22 | 0 | 0.6 | 0
Skin and Subcutaneous Tissue

Palmar-plantar 23 29 0.9 0

erythrodysesthesia’

Rash® 20 23 4.9 0

< 8 o o

Graded per NCI CTCAE v4.03

Includes hypothyroidism, blood thyroid stimulating hormone increased, thyroiditis, secondary hypothyroidism

Includes hypertension, blood pressure increased, secondary hypertension, blood pressure abnormal, hypertensive
encephalopathy, blood pressure fluctuation

Includes epistaxis, vaginal hemorrhage, hematuria, gingival bleeding, metrorrhagia, rectal hemorrhage, contusion,
hematochezia, cerebral hemorrhage, conjunctival hemorrhage, gastrointestinal hemorrhage, hemoptysis, hemorrhage
urinary tract, lower gastrointestinal hemorrhage, mouth hemorrhage, petechiae, uterine hemorrhage, anal hemorrhage,
blood blister, eye hemorrhage, hematoma, hemorrhage intracranial, hemorrhagic stroke, melena, stoma site hemorrhage,
upper gastrointestinal hemorrhage, wound hemorrhage, blood urine present, ecchymosis, hematemesis, hemorrhage
subcutaneous, hepatic hematoma, injection site bruising, intestinal hemorrhage, laryngeal hemorrhage, pulmonary
hemorrhage, subdural hematoma, umbilical hemorrhage, vessel puncture site bruise

Includes fatigue, asthenia, malaise, lethargy

Includes diarrhea, gastroenteritis

Includes stomatitis, mucosal inflammation, oropharyngeal pain, aphthous ulcer, mouth ulceration, cheilitis, oral mucosal
erythema, tongue ulceration

Includes abdominal pain, abdominal pain upper, abdominal pain lower, abdominal discomfort, gastrointestinal pain,
abdominal tenderness, epigastric discomfort

Includes arthralgia, myalgia, back pain, pain in extremity, bone pain, neck pain, musculoskeletal pain, arthritis,
musculoskeletal chest pain, musculoskeletal stiffness, non-cardiac chest pain, pain in jaw

Includes decreased appetite, early satiety

Includes proteinuria, protein urine present, hemoglobinuria

Includes urinary tract infection, cystitis, pyelonephritis

Includes palmar-plantar erythrodysesthesia syndrome, palmar erythema, plantar erythema
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£ Includes rash, rash maculo-papular, rash pruritic, rash erythematous, rash macular, rash pustular, rash papular, rash

vesicular, application site rash

Table 44: Laboratory Abnormalities Worsened from Baseline* Occurring in 220% (All Grades) or
23% (Grades 3-4) of Patients with Endometrial Carcinoma in KEYNOTE-775

Endometrial Carcinoma (pMMR or not MSI-H)
KEYTRUDA Doxorubicin or
200 mg every 3 weeks Paclitaxel
and Lenvatinib
Laboratory Test'
All Grades* Grades 3-4 All Grades* Grades 3-4
% % % %
Chemistry
Hypertriglyceridemia 70 6 45 1.7
Hypoalbuminemia 60 2.7 42 1.6
Increased aspartate 58 9 23 1.6
aminotransferase
Hyperglycemia 58 8 45 4.4
Hypomagnesemia 53 6 32 3.8
Increased alanine 55 9 21 1.2
aminotransferase
Hypercholesteremia 53 3.2 23 0.7
Hyponatremia 46 15 28 7
Increased alkaline 43 4.7 18 0.9
phosphatase
Hypocalcemia 40 4.7 21 1.9
Increased lipase 36 14 13 3.9
Increased creatinine 35 4.7 18 1.9
Hypokalemia 34 10 24 5
Hypophosphatemia 26 8 17 3.2
Increased amylase 25 7 8 1
Hyperkalemia 23 2.4 12 1.2
Increased creatine 19 3.7 7 0
kinase
Increased bilirubin 18 3.6 6 1.6
Hematology
Lymphopenia 50 16 65 20
Thrombocytopenia 50 8 30 4.7
Anemia 49 8 84 14
Leukopenia 43 3.5 83 43
Neutropenia 31 6 76 58
*  With at least one grade increase from baseline
T Laboratory abnormality percentage is based on the number of patients who had both baseline and at least one post-
baseline laboratory measurement for each parameter: KEYTRUDA and lenvatinib (range: 263 to 340 patients) and
doxorubicin or paclitaxel (range: 240 to 322 patients).
¥ Graded per NCI CTCAE v4.03

As a Single Agent for the Treatment of Advanced MSI-H or dMMR Endometrial Carcinoma

Among the 90 patients with MSI-H or dAMMR endometrial carcinoma enrolled in KEYNOTE-158 [see
Clinical Studies (14.15)] treated with KEYTRUDA as a single agent, the median duration of exposure to
KEYTRUDA was 8.3 months (range: 1 day to 26.9 months). Adverse reactions occurring in patients with
endometrial carcinoma were similar to those occurring in 2799 patients with melanoma or NSCLC treated
with KEYTRUDA as a single agent.

TMB-H Cancer

The safety of KEYTRUDA was investigated in 105 patients with TMB-H cancer enrolled in KEYNOTE-158
[see Clinical Studies (14.16)]. The median duration of exposure to KEYTRUDA was 4.9 months (range:
0.03 to 35.2 months). Adverse reactions occurring in patients with TMB-H cancer were similar to those
occurring in patients with other solid tumors who received KEYTRUDA as a single agent.
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cSCC

Among the 159 patients with advanced cSCC (recurrent or metastatic or locally advanced disease)
enrolled in KEYNOTE-629 [see Clinical Studies (14.17)], the median duration of exposure to KEYTRUDA
was 6.9 months (range 1 day to 28.9 months). Patients with autoimmune disease or a medical condition
that required systemic corticosteroids or other immunosuppressive medications were ineligible. Adverse
reactions occurring in patients with recurrent or metastatic cSCC or locally advanced cSCC were similar
to those occurring in 2799 patients with melanoma or NSCLC treated with KEYTRUDA as a single agent.
Laboratory abnormalities (Grades 3-4) that occurred at a higher incidence included lymphopenia (10%)
and decreased sodium (10%).

TNBC
Neoadjuvant and Adjuvant Treatment of High-Risk Early-Stage TNBC

The safety of KEYTRUDA in combination with neoadjuvant chemotherapy (carboplatin and paclitaxel
followed by doxorubicin or epirubicin and cyclophosphamide) followed by surgery and continued adjuvant
treatment with KEYTRUDA as a single agent was investigated in KEYNOTE-522, a randomized (2:1),
multicenter, double-blind, placebo-controlled trial in patients with newly diagnosed, previously untreated,
high-risk early-stage TNBC.

A total of 778 patients on the KEYTRUDA arm received at least 1 dose of KEYTRUDA in combination
with neoadjuvant chemotherapy followed by KEYTRUDA as adjuvant treatment after surgery, compared
to 389 patients who received at least 1 dose of placebo in combination with neoadjuvant chemotherapy
followed by placebo as adjuvant treatment after surgery [see Clinical Studies (14.18)].

The median duration of exposure to KEYTRUDA 200 mg every 3 weeks was 13.3 months (range: 1 day
to 21.9 months).

Fatal adverse reactions occurred in 0.9% of patients receiving KEYTRUDA, including 1 each of adrenal
crisis, autoimmune encephalitis, hepatitis, pneumonia, pneumonitis, pulmonary embolism, and sepsis in
association with multiple organ dysfunction syndrome and myocardial infarction.

Serious adverse reactions occurred in 44% of patients receiving KEYTRUDA. Serious adverse reactions
in 22% of patients who received KEYTRUDA included febrile neutropenia (15%), pyrexia (3.7%), anemia
(2.6%), and neutropenia (2.2%).

KEYTRUDA was discontinued for adverse reactions in 20% of patients. The most common adverse
reactions (21%) resulting in permanent discontinuation of KEYTRUDA were increased ALT (2.7%),
increased AST (1.5%), and rash (1%). Adverse reactions leading to the interruption of KEYTRUDA
occurred in 57% of patients. The most common adverse reactions leading to interruption of KEYTRUDA
(=2%) were neutropenia (26%), thrombocytopenia (6%), increased ALT (6%), increased AST (3.7%),
anemia (3.5%), rash (3.2%), febrile neutropenia (2.8%), leukopenia (2.8%), upper respiratory tract
infection (2.6%), pyrexia (2.2%), and fatigue (2.1%).
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Tables 45 and 46 summarize the adverse reactions and laboratory abnormalities, respectively, in patients
treated with KEYTRUDA in KEYNOTE-522.

Table 45: Adverse Reactions Occurring in 220% of Patients Receiving KEYTRUDA in
KEYNOTE-522

KEYTRUDA Placebo
200 mg every 3 weeks with chemotherapy*/Placebo
Adverse Reaction with chemotherapy*/KEYTRUDA
n=778 n=389
All Grades' Grades 3-4 All Grades' Grades 3-4
(%) (%) (%) (%)

General

Fatiguet 70 8 66 3.9

Pyrexia 28 1.3 19 0.3
Gastrointestinal

Nausea 67 3.7 66 1.8

Constipation 42 0 39 0.3

Diarrhea 41 3.2 34 1.8

Stomatitis® 34 2.7 29 1

Vomiting 31 2.7 28 1.5

Abdominal painf 24 0.5 23 0.8
Skin and Subcutaneous Tissue

Alopecia 61 0 58 0

Rash* 52 5 41 0.5
Nervous System

Peripheral neuropathy® 41 3.3 42 2.3

Headache 30 0.5 29 1
Musculoskeletal and Connective Tissue

Arthralgia 29 0.5 31 0.3

Myalgia 20 0.5 19 0
Respiratory, Thoracic and Mediastinal

Cough® | 26 | 0.1 | 24 | 0
Metabolism and Nutrition

Decreased appetite | 23 | 0.9 | 17 | 0.3
Psychiatric

Insomnia | 21 | 0.5 | 19 | 0
*  Chemotherapy: carboplatin and paclitaxel followed by doxorubicin or epirubicin and cyclophosphamide
T Graded per NCI CTCAE v4.0
*  Includes asthenia, fatigue
§

Includes aphthous ulcer, cheilitis, lip pain, lip ulceration, mouth ulceration, mucosal inflammation, oral mucosal
eruption, oral pain, stomatitis, tongue blistering, tongue ulceration

T Includes abdominal discomfort, abdominal pain, abdominal pain lower, abdominal pain upper, abdominal
tenderness

Includes dermatitis, dermatitis acneiform, dermatitis allergic, dermatitis bullous, dermatitis exfoliative
generalized, drug eruption, eczema, incision site rash, injection site rash, rash, rash erythematous, rash
follicular, rash macular, rash maculo-papular, rash morbilliform, rash papular, rash pruritic, rash pustular, rash
rubelliform, skin exfoliation, skin toxicity, toxic skin eruption, urticaria, vasculitic rash, viral rash

Includes neuropathy peripheral, peripheral motor neuropathy, peripheral sensorimotor neuropathy, peripheral
sensory neuropathy

Includes cough, productive cough, upper-airway cough syndrome
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Table 46: Laboratory Abnormalities Worsened from Baseline Occurring in 220% of
Patients Receiving KEYTRUDA in KEYNOTE-522

KEYTRUDA Placebo
200 mg every 3 weeks with chemotherapy'/Placebo
Laboratory Test* with chemotherapy!/KEYTRUDA
All Grades* Grades 3-4 | All Grades® Grades 3-4
% % % %
Hematology
Anemia 97 22 96 19
Leukopenia 93 41 91 32
Neutropenia 88 62 89 62
Lymphopenia 80 28 74 22
Thrombocytopenia 58 11 57 9
Chemistry

Increased ALT 71 9 69 4.6
Increased AST 66 6 58 1.8
Hyperglycemia 65 5 62 2.8
Increased alkaline phosphatase 41 1 37 0.8
Hyponatremia 38 9 28 6
Hypoalbuminemia 36 1.2 30 1.5
Hypocalcemia 32 3.2 29 4.4
Hypokalemia 32 6 24 2.8
Hypophosphatemia 23 6 18 4.5
Hypercalcemia 21 3 24 3.4

Each test incidence is based on the number of patients who had both baseline and at least one on-study
laboratory measurement available: KEYTRUDA in combination with chemotherapy followed by
KEYTRUDA as a single agent (range: 759 to 777 patients) and placebo in combination with chemotherapy
followed by placebo (range: 378 to 389 patients).

T Chemotherapy: carboplatin and paclitaxel followed by doxorubicin or epirubicin and cyclophosphamide

¥ Graded per NCI CTCAE v4.0

Locally Recurrent Unresectable or Metastatic TNBC

The safety of KEYTRUDA in combination with paclitaxel, paclitaxel protein-bound, or gemcitabine and
carboplatin was investigated in KEYNOTE-355, a multicenter, double-blind, randomized (2:1),
placebo-controlled trial in patients with locally recurrent unresectable or metastatic TNBC who had not
been previously treated with chemotherapy in the metastatic setting [see Clinical Studies (14.18)]. A total
of 596 patients (including 34 patients from a safety run-in) received KEYTRUDA 200 mg every 3 weeks in
combination with paclitaxel, paclitaxel protein-bound, or gemcitabine and carboplatin.

The median duration of exposure to KEYTRUDA was 5.7 months (range: 1 day to 33.0 months).

Fatal adverse reactions occurred in 2.5% of patients receiving KEYTRUDA in combination with
chemotherapy, including cardio-respiratory arrest (0.7%) and septic shock (0.3%).

Serious adverse reactions occurred in 30% of patients receiving KEYTRUDA in combination with
paclitaxel, paclitaxel protein-bound, or gemcitabine and carboplatin. Serious adverse reactions in 22% of
patients were pneumonia (2.9%), anemia (2.2%), and thrombocytopenia (2%).

KEYTRUDA was discontinued for adverse reactions in 11% of patients. The most common adverse
reactions resulting in permanent discontinuation of KEYTRUDA (21%) were increased ALT (2.2%),
increased AST (1.5%), and pneumonitis (1.2%). Adverse reactions leading to the interruption of
KEYTRUDA occurred in 50% of patients. The most common adverse reactions leading to interruption of
KEYTRUDA (22%) were neutropenia (22%), thrombocytopenia (14%), anemia (7%), increased ALT (6%),
leukopenia (5%), increased AST (5%), decreased white blood cell count (3.9%), and diarrhea (2%).

Tables 47 and 48 summarize the adverse reactions and laboratory abnormalities in patients on
KEYTRUDA in KEYNOTE-355.
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Table 47: Adverse Reactions Occurring in 220% of Patients
Receiving KEYTRUDA with Chemotherapy in KEYNOTE-355

KEYTRUDA Placebo
200 mg every 3 weeks every 3 weeks
Adverse Reaction with chne=n;géherapy with chne=r;c8):herapy
All Grades* | Grades 3-4 | All Grades* Grades 3-4
(%) (%) (%) (%)
General
Fatigue' 48 | 5 | 49 | 4.3
Gastrointestinal
Nausea 44 1.7 47 1.8
Diarrhea 28 1.8 23 1.8
Constipation 28 0.5 27 0.4
Vomiting 26 2.7 22 3.2
Skin and Subcutaneous Tissue
Alopecia 34 0.8 35 1.1
Rash* 26 2 16 0
Respiratory, Thoracic and Mediastinal
Cough? 23 | 0 | 20 | 0.4
Metabolism and Nutrition
Decreased appetite 21 | 0.8 | 14 | 0.4
Nervous System
Headache' 20 | 0.7 | 23 | 0.7

*  Graded per NCI CTCAE v4.03
T Includes fatigue and asthenia

* Includes rash, rash maculo-papular, rash pruritic, rash pustular, rash macular, rash papular, butterfly

rash, rash erythematous, eyelid rash

§  Includes cough, productive cough, upper-airway cough syndrome
T Includes headache, migraine, tension headache

Table 48: Laboratory Abnormalities Worsened from Baseline Occurring in 220% of Patients

Receiving KEYTRUDA with Chemotherapy in KEYNOTE-355

KEYTRUDA Placebo
200 mg every 3 weeks every 3 weeks
Laboratory Test* with chemotherapy with chemotherapy
All Grades' Grades 3-4 All Grades' Grades 3-4
% % % %
Hematology
Anemia 90 20 85 19
Leukopenia 85 39 86 39
Neutropenia 76 49 77 52
Lymphopenia 70 26 70 19
Thrombocytopenia 54 19 53 21
Chemistry

Increased ALT 60 11 58 8
Increased AST 57 9 55 6
Hyperglycemia 52 4.4 51 2.2
Hypoalbuminemia 37 2.2 32 2.2
Increased alkaline phosphatase 35 3.9 39 2.2
Hypocalcemia 29 3.3 27 1.8
Hyponatremia 28 5 26 6
Hypophosphatemia 21 7 18 4.8
Hypokalemia 20 4.4 18 4.0

* Each test incidence is based on the number of patients who had both baseline and at least one on-study
laboratory measurement available: KEYTRUDA + chemotherapy (range: 566 to 592 patients) and placebo +
chemotherapy (range: 269 to 280 patients).

T Graded per NCI CTCAE v4.03

6.2 Postmarketing Experience

The following adverse reactions have been identified during postapproval 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.

08976C

63




Hepatobiliary: sclerosing cholangitis
8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy

Risk Summary

Based on its mechanism of action, KEYTRUDA can cause fetal harm when administered to a pregnant
woman. There are no available human data informing the risk of embryo-fetal toxicity. In animal models,
the PD-1/PD-L1 signaling pathway is important in the maintenance of pregnancy through induction of
maternal immune tolerance to fetal tissue (see Data). Human IgG4 (immunoglobulins) are known to cross
the placenta; therefore, pembrolizumab has the potential to be transmitted from the mother to the
developing fetus. Advise pregnant women of the potential risk to a fetus.

In the U.S. general population, the estimated background risk of major birth defects and miscarriage in
clinically recognized pregnancies is 2-4% and 15-20%, respectively.

Data
Animal Data

Animal reproduction studies have not been conducted with KEYTRUDA to evaluate its effect on
reproduction and fetal development. A literature-based assessment of the effects of the PD-1 pathway on
reproduction demonstrated that a central function of the PD-1/PD-L1 pathway is to preserve pregnancy
by maintaining maternal immune tolerance to the fetus. 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;
therefore, potential risks of administering KEYTRUDA during pregnancy include increased rates of
abortion or stillbirth. As reported in the literature, there were no malformations related to the blockade of
PD-1 signaling in the offspring of these animals; however, immune-mediated disorders occurred in PD-1
knockout mice. Based on its mechanism of action, fetal exposure to pembrolizumab may increase the risk
of developing immune-mediated disorders or of altering the normal immune response.

8.2 Lactation

Risk Summary

There are no data on the presence of pembrolizumab in either animal or human milk or its effects on the
breastfed child or on milk production. Maternal IgG is known to be present in human milk. The effects of
local gastrointestinal exposure and limited systemic exposure in the breastfed child to KEYTRUDA are
unknown. Because of the potential for serious adverse reactions in breastfed children, advise women not
to breastfeed during treatment with KEYTRUDA and for 4 months after the last dose.

8.3 Females and Males of Reproductive Potential

Pregnancy Testing

Verify pregnancy status in females of reproductive potential prior to initiating KEYTRUDA [see Use in
Specific Populations (8.1)].

Contraception

KEYTRUDA can cause fetal harm when administered to a pregnant woman [see Warnings and
Precautions (5.5), Use in Specific Populations (8.1)]. Advise females of reproductive potential to use
effective contraception during treatment with KEYTRUDA and for 4 months after the last dose.

8.4 Pediatric Use

The safety and effectiveness of KEYTRUDA as a single agent have been established in pediatric patients
with melanoma, cHL, PMBCL, MCC, MSI-H or dMMR cancer, and TMB-H cancer. Use of KEYTRUDA in
pediatric patients for these indications is supported by evidence from adequate and well-controlled
studies in adults with additional pharmacokinetic and safety data in pediatric patients [see Adverse
Reactions (6.1), Clinical Pharmacology (12.3), Clinical Studies (14.4, 14.5, 14.7, 14.13, 14.16)].
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In KEYNOTE-051, 173 pediatric patients (65 pediatric patients aged 6 months to younger than 12 years
and 108 pediatric patients aged 12 to 17 years) with advanced melanoma, lymphoma, or PD-L1 positive
solid tumors received KEYTRUDA 2 mg/kg every 3 weeks. The median duration of exposure was

2.1 months (range: 1 day to 25 months). Adverse reactions that occurred at a 210% higher rate in
pediatric patients when compared to adults included pyrexia (33%), vomiting (29%), headache (25%),
abdominal pain (23%), decreased lymphocyte count (13%), and decreased white blood cell count (11%).
Laboratory abnormalities that occurred at a 210% higher rate in pediatric patients when compared to
adults were leukopenia (31%), neutropenia (28%), thrombocytopenia (22%), and anemia (17%).

The safety and effectiveness of KEYTRUDA in pediatric patients have not been established in the other
approved indications [see Indications and Usage (1)].

8.5 Geriatric Use

Of 3781 patients with melanoma, NSCLC, HNSCC, or urothelial carcinoma who were treated with
KEYTRUDA in clinical studies, 48% were 65 years and over and 17% were 75 years and over. No overall
differences in safety or effectiveness were observed between elderly patients and younger patients.

Of 389 adult patients with cHL who were treated with KEYTRUDA in clinical studies, 46 (12%) were 65
years and over. Patients aged 65 years and over had a higher incidence of serious adverse reactions
(50%) than patients aged younger than 65 years (24%). Clinical studies of KEYTRUDA in cHL did not
include sufficient numbers of patients aged 65 years and over to determine whether effectiveness differs
from that in younger patients.

Of 506 adult patients with Stage IB (T2a =4 cm), Il, or IlIA NSCLC following complete resection and
platinum-based chemotherapy who were treated with KEYTRUDA in KEYNOTE-091, 242 (48%) were
65 years and over. No overall differences in safety or effectiveness were observed between elderly
patients and younger patients.

Of 596 adult patients with TNBC who were treated with KEYTRUDA in combination with paclitaxel,
paclitaxel protein-bound, or gemcitabine and carboplatin in KEYNOTE-355, 137 (23%) were 65 years and
over. No overall differences in safety or effectiveness were observed between elderly patients and
younger patients.

Of 406 adult patients with endometrial carcinoma who were treated with KEYTRUDA in combination with
lenvatinib in KEYNOTE-775, 201 (50%) were 65 years and over. No overall differences in safety or
effectiveness were observed between elderly patients and younger patients.

Of the 121 patients treated with KEYTRUDA in combination with enfortumab vedotin, 43% (n=52) were
65-74 years and 33% (n=40) were 75 years or older. No overall differences in effectiveness were
observed between patients 65 years of age or older and younger patients. There were an insufficient
number of patients treated with KEYTRUDA in combination with enfortumab vedotin in clinical trials to
accurately characterize safety by age.

Of the 432 patients randomized to KEYTRUDA in combination with axitinib in the KEYNOTE-426 trial,
40% were 65 years or older. No overall difference in safety or efficacy was reported between patients
who were 265 years of age and younger.

11  DESCRIPTION

Pembrolizumab is a programmed death receptor-1 (PD 1)-blocking antibody. Pembrolizumab is a
humanized monoclonal IgG4 kappa antibody with an approximate molecular weight of 149 kDa.
Pembrolizumab is produced in recombinant Chinese hamster ovary (CHO) cells.

KEYTRUDA (pembrolizumab) injection is a sterile, preservative-free, clear to slightly opalescent, colorless
to slightly yellow solution for intravenous use. Each vial contains 100 mg of pembrolizumab in 4 mL of
solution. Each 1 mL of solution contains 25 mg of pembrolizumab and is formulated in: L-histidine

(1.55 mg), polysorbate 80 (0.2 mg), sucrose (70 mg), and Water for Injection, USP.
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12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action

Binding of the PD-1 ligands, PD-L1 and PD-L2, to the PD-1 receptor found on T cells, inhibits T cell
proliferation and cytokine production. Upregulation of PD-1 ligands occurs in some tumors and signaling
through this pathway can contribute to inhibition of active T-cell immune surveillance of tumors.
Pembrolizumab is a monoclonal antibody that binds to the PD-1 receptor and blocks its interaction with
PD-L1 and PD-L2, releasing PD-1 pathway-mediated inhibition of the immune response, including the
anti-tumor immune response. In syngeneic mouse tumor models, blocking PD-1 activity resulted in
decreased tumor growth.

12.2 Pharmacodynamics

There are no clinically significant exposure-response relationships for efficacy or safety at pembrolizumab
dosages of 200 mg or 2 mg/kg every 3 weeks regardless of cancer type. There are no clinically significant
exposure-response relationships for efficacy or safety at pembrolizumab dosages of 200 mg or 2 mg/kg
every 3 weeks and 400 mg every 6 weeks in patients with solid tumors based on observed data in adult
patients with melanoma. The exposure-response relationships for efficacy or safety at pembrolizumab
dosages of 400 mg every 6 weeks in patients with classical Hodgkin lymphoma or mediastinal large B-cell
lymphoma have not been fully characterized.

12.3 Pharmacokinetics

The pharmacokinetics (PK) of pembrolizumab was characterized using a population PK analysis with
concentration data collected from 2993 patients with various cancers who received pembrolizumab doses
of 1 to 10 mg/kg every 2 weeks, 2 to 10 mg/kg every 3 weeks, or 200 mg every 3 weeks.

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.

Distribution
The geometric mean value (CV%) for volume of distribution at steady state is 6.0 L (20%).
Elimination

Pembrolizumab clearance (CV%) is approximately 23% lower [geometric mean, 195 mL/day (40%)] at
steady state than that after the first dose [252 mL/day (37%)]; this decrease in clearance with time is not
considered clinically important. The terminal half-life (t1.2) is 22 days (32%).

Specific Populations

The following factors had no clinically important effect on the CL of pembrolizumab: age (range: 15 to

94 years), sex, race (89% White), renal impairment (eGFR = 15 mL/min/1.73 mZ2), mild hepatic impairment
(total bilirubin < upper limit of normal (ULN) and AST > ULN or total bilirubin between 1 and 1.5 times
ULN and any AST), or tumor burden. The impact of moderate or severe hepatic impairment on the
pharmacokinetics of pembrolizumab is unknown.

Pediatric Patients: Pembrolizumab concentrations with weight-based dosing at 2 mg/kg every 3 weeks in
pediatric patients (10 months to 17 years) are comparable to those of adults at the same dose.

12.6 Immunogenicity

The observed incidence of anti-drug antibody (ADA) is highly dependent on the sensitivity and specificity
of the assay. Differences in assay methods preclude meaningful comparisons of the incidence of ADA in
the studies described in this section with the incidence of ADA in other studies, including those of
KEYTRUDA or of other pembrolizumab products.

Trough levels of pembrolizumab interfere with the electrochemiluminescent (ECL) assay results;
therefore, a subset analysis was performed in the patients with a concentration of pembrolizumab below
the drug tolerance level of the anti-product antibody assay. In clinical studies in patients treated with
pembrolizumab at a dose of 2 mg/kg every 3 weeks, 200 mg every 3 weeks, or 10 mg/kg every 2 or

08976C 66



3 weeks, 27 (2.1%) of 1289 evaluable patients tested positive for treatment-emergent anti-pembrolizumab
antibodies of whom six (0.5%) patients had neutralizing antibodies against pembrolizumab. There was no
evidence of an altered pharmacokinetic profile or increased infusion reactions with anti-pembrolizumab
binding antibody development.

13  NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

No studies have been performed to test the potential of pembrolizumab for carcinogenicity or
genotoxicity.

Fertility studies have not been conducted with pembrolizumab. In 1-month and 6-month repeat-dose
toxicology studies in monkeys, there were no notable effects in the male and female reproductive organs;
however, most animals in these studies were not sexually mature.

13.2 Animal Toxicology and/or Pharmacology

In animal models, inhibition of PD-1/PD-L1 signaling increased the severity of some infections and
enhanced inflammatory responses. Mycobacterium tuberculosis-infected PD-1 knockout mice exhibit
markedly decreased survival compared with wild-type controls, which correlated with increased bacterial
proliferation and inflammatory responses in these animals. PD-1 blockade using a primate anti-PD-1
antibody was also shown to exacerbate M. tuberculosis infection in rhesus macaques. PD-1 and PD-L1
knockout mice and mice receiving PD-L1-blocking antibody have also shown decreased survival following
infection with lymphocytic choriomeningitis virus. Administration of pembrolizumab in chimpanzees with
naturally occurring chronic hepatitis B infection resulted in two out of four animals with significantly
increased levels of serum ALT, AST, and GGT, which persisted for at least 1 month after discontinuation
of pembrolizumab.

14 CLINICAL STUDIES
14.1 Melanoma
Ipilimumab-Naive Melanoma

The efficacy of KEYTRUDA was investigated in KEYNOTE-006 (NCT01866319), a randomized (1:1:1),
open-label, multicenter, active-controlled trial in 834 patients. Patients were randomized to receive
KEYTRUDA at a dose of 10 mg/kg intravenously every 2 weeks or 10 mg/kg intravenously every 3 weeks
until disease progression or unacceptable toxicity or to ipilimumab 3 mg/kg intravenously every 3 weeks
for 4 doses unless discontinued earlier for disease progression or unacceptable toxicity. Patients with
disease progression could receive additional doses of treatment unless disease progression was
symptomatic, was rapidly progressive, required urgent intervention, occurred with a decline in
performance status, or was confirmed at 4 to 6 weeks with repeat imaging. Randomization was stratified
by line of therapy (0 vs. 1), ECOG PS (0 vs. 1), and PD-L1 expression (=1% of tumor cells [positive] vs.
<1% of tumor cells [negative]) according to an investigational use only (IUO) assay. Key eligibility criteria
were unresectable or metastatic melanoma; no prior ipilimumab; and no more than one prior systemic
treatment for metastatic melanoma. Patients with BRAF V600E mutation-positive melanoma were not
required to have received prior BRAF inhibitor therapy. Patients with autoimmune disease; a medical
condition that required immunosuppression; previous severe hypersensitivity to other monoclonal
antibodies; and HIV, hepatitis B or hepatitis C infection, were ineligible. Assessment of tumor status was
performed at 12 weeks, then every 6 weeks through Week 48, followed by every 12 weeks thereafter.
The major efficacy outcome measures were overall survival (OS) and progression-free survival (PFS; as
assessed by blinded independent central review [BICR] using Response Evaluation Criteria in Solid
Tumors [RECIST v1.1, modified to follow a maximum of 10 target lesions and a maximum of 5 target
lesions per organ]). Additional efficacy outcome measures were objective response rate (ORR) and
duration of response (DoR).

The study population characteristics were: median age of 62 years (range: 18 to 89); 60% male; 98%
White; 66% had no prior systemic therapy for metastatic disease; 69% ECOG PS of 0; 80% had PD-L1
positive melanoma, 18% had PD-L1 negative melanoma, and 2% had unknown PD-L1 status using the
IUO assay; 65% had M1c stage disease; 68% with normal LDH; 36% with reported BRAF mutation-
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positive melanoma; and 9% with a history of brain metastases. Among patients with BRAF mutation-
positive melanoma, 139 (46%) were previously treated with a BRAF inhibitor.

The study demonstrated statistically significant improvements in OS and PFS for patients randomized to
KEYTRUDA as compared to ipilimumab. Among the 91 patients randomized to KEYTRUDA 10 mg/kg
every 3 weeks with an objective response, response durations ranged from 1.4+ to 8.1+ months. Among
the 94 patients randomized to KEYTRUDA 10 mg/kg every 2 weeks with an objective response, response
durations ranged from 1.4+ to 8.2 months. Efficacy results are summarized in Table 49 and Figure 1.

Table 49: Efficacy Results in KEYNOTE-006

08976C

Endpoint KEYTRUDA KEYTRUDA Ipilimumab
10 mg/kg every 10 mg/kg every 3 mg/kg every
3 weeks 2 weeks 3 weeks
n=277 n=279 n=278
os
Deaths (%) 92 (33%) 85 (30%) 112 (40%)
Hazard ratio* (95% ClI) 0.69 (0.52, 0.90) 0.63 (0.47, 0.83)
p-Value (stratified log-rank) 0.004 <0.001 -
PFS by BICR
Events (%) 157 (57%) 157 (56%) 188 (68%)
Median in months (95% CI) 4.1(2.9,6.9) 5.5(3.4,6.9) 2.8 (2.8,2.9)
Hazard ratio* (95% ClI) 0.58 (0.47,0.72) 0.58 (0.46, 0.72)
p-Value (stratified log-rank) <0.001 <0.001 -
Best objective response by
BICR
ORR (95% Cl) 33% (27, 39) 34% (28, 40) 12% (8, 16)
Complete response rate 6% 5% 1%
Partial response rate 27% 29% 10%

* Hazard ratio (KEYTRUDA compared to ipilimumab) based on the stratified Cox proportional hazard

model
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Figure 1: Kaplan-Meier Curve for Overall Survival in KEYNOTE-006*
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KEYTRUDA 10 mg/kg every 2 weeks: 279 249 221 202 176 156 44
KEYTRUDA 10 mg/kg every 3 weeks: 277 251 215 184 174 156 43
ipilimumab: 278 213 170 145 122 110 28

*Based on the final analysis with an additional follow-up of 9 months (total of 383 deaths as pre-specified in the protocol)

Ipilimumab-Refractory Melanoma

The efficacy of KEYTRUDA was investigated in KEYNOTE-002 (NCT01704287), a multicenter,
randomized (1:1:1), active-controlled trial in 540 patients randomized to receive one of two doses of
KEYTRUDA in a blinded fashion or investigator’s choice chemotherapy. The treatment arms consisted of
KEYTRUDA 2 mg/kg or 10 mg/kg intravenously every 3 weeks or investigator’s choice of any of the
following chemotherapy regimens: dacarbazine 1000 mg/m? intravenously every 3 weeks (26%),
temozolomide 200 mg/m? orally once daily for 5 days every 28 days (25%), carboplatin AUC 6 mg/mL/min
intravenously plus paclitaxel 225 mg/m? intravenously every 3 weeks for four cycles then carboplatin AUC
of 5 mg/mL/min plus paclitaxel 175 mg/m? every 3 weeks (25%), paclitaxel 175 mg/m? intravenously
every 3 weeks (16%), or carboplatin AUC 5 or 6 mg/mL/min intravenously every 3 weeks (8%).
Randomization was stratified by ECOG PS (0 vs. 1), LDH levels (normal vs. elevated [2110% ULN]) and
BRAF V600 mutation status (wild-type [WT] or V60OE). The trial included patients with unresectable or
metastatic melanoma with progression of disease; refractory to two or more doses of ipilimumab (3 mg/kg
or higher) and, if BRAF V600 mutation-positive, a BRAF or MEK inhibitor; and disease progression within
24 weeks following the last dose of ipilimumab. The trial excluded patients with uveal melanoma and
active brain metastasis. Patients received KEYTRUDA until unacceptable toxicity; disease progression
that was symptomatic, was rapidly progressive, required urgent intervention, occurred with a decline in
performance status, or was confirmed at 4 to 6 weeks with repeat imaging; withdrawal of consent; or
physician’s decision to stop therapy for the patient. Assessment of tumor status was performed at

12 weeks after randomization, then every 6 weeks through week 48, followed by every 12 weeks
thereafter. Patients on chemotherapy who experienced progression of disease were offered KEYTRUDA.
The major efficacy outcomes were PFS as assessed by BICR per RECIST v1.1, modified to follow a
maximum of 10 target lesions and a maximum of 5 target lesions per organ, and OS. Additional efficacy
outcome measures were confirmed ORR as assessed by BICR per RECIST v1.1, modified to follow a
maximum of 10 target lesions and a maximum of 5 target lesions per organ, and DoR.
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The study population characteristics were: median age of 62 years (range: 15 to 89), 43% age 65 or
older; 61% male; 98% White; and 55% ECOG PS of 0 and 45% ECOG PS of 1. Twenty-three percent of
patients were BRAF V600 mutation positive, 40% had elevated LDH at baseline, 82% had M1c disease,
and 73% had two or more prior therapies for advanced or metastatic disease.

The study demonstrated a statistically significant improvement in PFS for patients randomized to
KEYTRUDA as compared to control arm. There was no statistically significant difference between
KEYTRUDA 2 mg/kg and chemotherapy or between KEYTRUDA 10 mg/kg and chemotherapy in the OS
analysis in which 55% of the patients who had been randomized to receive chemotherapy had crossed
over to receive KEYTRUDA. Among the 38 patients randomized to KEYTRUDA 2 mg/kg with an objective
response, response durations ranged from 1.3+ to 11.5+ months. Among the 46 patients randomized to
KEYTRUDA 10 mg/kg with an objective response, response durations ranged from 1.1+ to 11.1+ months.
Efficacy results are summarized in Table 50 and Figure 2.

Table 50: Efficacy Results in KEYNOTE-002

Endpoint KEYTRUDA KEYTRUDA Chemotherapy
2 mg/kg every 10 mg/kg every
3 weeks 3 weeks
n=180 n=181 n=179
PFS
Number of Events, n (%) 129 (72%) 126 (70%) 155 (87%)
Progression, n (%) 105 (58%) 107 (59%) 134 (75%)
Death, n (%) 24 (13%) 19 (10%) 21 (12%)
Median in months (95% ClI) 2.9(2.8,3.8) 2.9(2.8,4.7) 2.7 (2.5, 2.8)
p-Value (stratified log-rank) <0.001 <0.001 -

Hazard ratio* (95% CI)

0.57 (0.45, 0.73)

0.50 (0.39, 0.64)

osf

Deaths (%) 123 (68%) 117 (65%) 128 (72%)
Hazard ratio* (95% CI) 0.86 (0.67, 1.10) 0.74 (0.57, 0.96)
p-Value (stratified log-rank) 0.117 0.011# -

Median in months (95% CI)

13.4 (11.0, 16.4)

14.7 (11.3, 19.5)

11.0 (8.9, 13.8)

Objective Response Rate

ORR (95% Cl)

21% (15, 28)

25% (19, 32)

4% (2, 9)

Complete response rate

2%

3%

0%

Partial response rate

19%

23%

4%

Hazard ratio (KEYTRUDA compared to chemotherapy) based on the stratified Cox proportional hazard
model

U With additional follow-up of 18 months after the PFS analysis
Not statistically significant compared to multiplicity adjusted significance level of 0.01

Figure 2: Kaplan-Meier Curve for Progression-Free Survival in KEYNOTE-002
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Adjuvant Treatment of Resected Stage IIB or IIC Melanoma

The efficacy of KEYTRUDA was investigated in KEYNOTE-716 (NCT03553836), a multicenter,
randomized (1:1), double-blind, placebo-controlled trial in patients with completely resected Stage IIB or
IIC melanoma. Patients were randomized to KEYTRUDA 200 mg or the pediatric (=12 years old) dose of
KEYTRUDA 2 mg/kg intravenously (up to a maximum of 200 mg) every three weeks or placebo for up to
one year until disease recurrence or unacceptable toxicity. Randomization was stratified by AJCC 8t
edition T Stage (>2.0-4.0 mm with ulceration vs. >4.0 mm without ulceration vs. >4.0 mm with ulceration).
Patients must not have been previously treated for melanoma beyond complete surgical resection for
their melanoma prior to study entry. The major efficacy outcome measure was investigator-assessed
recurrence-free survival (RFS) (defined as the time between the date of randomization and the date of
first recurrence [local, in-transit or regional lymph nodes or distant recurrence] or death, whichever
occurred first). New primary melanomas were excluded from the definition of RFS. Patients underwent
imaging every six months for one year from randomization, every 6 months from years 2 to 4, and then
once in year 5 from randomization or until recurrence, whichever came first.

The study population characteristics were: median age of 61 years (range: 16 to 87), 39% age 65 or
older; 60% male; 98% White; and 93% ECOG PS of 0 and 7% ECOG PS of 1. Sixty-four percent had
Stage IIB and 35% had Stage IIC.

The trial demonstrated a statistically significant improvement in RFS for patients randomized to the
KEYTRUDA arm compared with placebo. Efficacy results are summarized in Table 51 and Figure 3.

Table 51: Efficacy Results in KEYNOTE-716

Endpoint KEYTRUDA Placebo
n=487 n=489
RFS
Number (%) of patients with event 54 (11%) 82 (17%)
Median in months (95% CI) NR (22.6, NR) NR (NR, NR)
Hazard ratio* (95% CI) 0.65 (0.46, 0.92)
p-Value® 0.0132*

*

Based on the stratified Cox proportional hazard model

U Based on a log-rank test stratified by American Joint Committee on Cancer 8™ edition (AJCC)
stage

* p-Value is compared with 0.0202 of the allocated alpha for this interim analysis.

NR = not reached

08976C 71



Figure 3: Kaplan-Meier Curve for Recurrence-Free Survival in KEYNOTE-716
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Adjuvant Treatment of Stage Il Resected Melanoma

The efficacy of KEYTRUDA was investigated in KEYNOTE-054 (NCT02362594), a multicenter,
randomized (1:1), double-blind, placebo-controlled trial in patients with completely resected Stage IIIA
(>1 mm lymph node metastasis), llIB, or [lIC melanoma. Patients were randomized to KEYTRUDA

200 mg intravenously every three weeks or placebo for up to one year until disease recurrence or
unacceptable toxicity. Randomization was stratified by American Joint Committee on Cancer 7t edition
(AJCC) stage (IlIA vs. IlIB vs. llIC 1-3 positive lymph nodes vs. IlIC =4 positive lymph nodes) and
geographic region (North America, European countries, Australia, and other countries as designated).
Patients must have undergone lymph node dissection and, if indicated, radiotherapy within 13 weeks prior
to starting treatment. The major efficacy outcome measure was investigator-assessed recurrence-free
survival (RFS) in the whole population and in the population with PD-L1 positive tumors where RFS was
defined as the time between the date of randomization and the date of first recurrence (local, regional, or
distant metastasis) or death, whichever occurs first. New primary melanomas were excluded from the
definition of RFS. Patients underwent imaging every 12 weeks after the first dose of KEYTRUDA for the
first two years, then every 6 months from year 3 to 5, and then annually.

The study population characteristics were: median age of 54 years (range: 19 to 88), 25% age 65 or
older; 62% male; and 94% ECOG PS of 0 and 6% ECOG PS of 1. Sixteen percent had Stage IlIA, 46%
had Stage 11IB, 18% had Stage IlIC (1-3 positive lymph nodes), and 20% had Stage IlIC (=4 positive
lymph nodes); 50% were BRAF V600 mutation positive and 44% were BRAF wild-type; and 84% had PD-
L1 positive melanoma with TPS =21% according to an IUO assay.

The trial demonstrated a statistically significant improvement in RFS for patients randomized to the
KEYTRUDA arm compared with placebo. Efficacy results are summarized in Table 52 and Figure 4.
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Table 52: Efficacy Results in KEYNOTE-054

Endpoint

KEYTRUDA
n=514

Placebo
n=505

RFS

Number (%) of patients with event

135 (26%)

216 (43%)

Median in months (95% ClI)

NR

20.4 (16.2, NR)

Hazard ratio*! (95% Cl)

0.57 (0.46, 0.70)

p-Valuet (log-rank)

<0.001*

* Based on the stratified Cox proportional hazard model
f Stratified by American Joint Committee on Cancer 7" edition (AJCC) stage
* p-Value is compared with 0.016 of the allocated alpha for this interim analysis.

NR = not reached

For patients with PD-L1 positive tumors, the HR was 0.54 (95% CI: 0.42, 0.69); p<0.001. The RFS benefit
for KEYTRUDA compared to placebo was observed regardless of tumor PD-L1 expression.

Figure 4: Kaplan-Meier Curve for Recurrence-Free Survival in KEYNOTE-054
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14.2 Non-Small Cell Lung Cancer

First-line treatment of metastatic nonsquamous NSCLC with pemetrexed and platinum chemotherapy

The efficacy of KEYTRUDA in combination with pemetrexed and platinum chemotherapy was
investigated in KEYNOTE-189 (NCT02578680), a randomized, multicenter, double-blind, active-
controlled trial conducted in 616 patients with metastatic nonsquamous NSCLC, regardless of PD-L1
tumor expression status, who had not previously received systemic therapy for metastatic disease and in
whom there were no EGFR or ALK genomic tumor aberrations. Patients with autoimmune disease that
required systemic therapy within 2 years of treatment; a medical condition that required
immunosuppression; or who had received more than 30 Gy of thoracic radiation within the prior 26 weeks
were ineligible. Randomization was stratified by smoking status (never vs. former/current), choice of
platinum (cisplatin vs. carboplatin), and tumor PD-L1 status (TPS <1% [negative] vs. TPS 21%). Patients
were randomized (2:1) to one of the following treatment arms:
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« KEYTRUDA 200 mg, pemetrexed 500 mg/m?, and investigator’s choice of cisplatin 75 mg/m?2 or
carboplatin AUC 5 mg/mL/min intravenously on Day 1 of each 21-day cycle for 4 cycles followed by
KEYTRUDA 200 mg and pemetrexed 500 mg/mZ2intravenously every 3 weeks. KEYTRUDA was
administered prior to chemotherapy on Day 1.

« Placebo, pemetrexed 500 mg/m?, and investigator’s choice of cisplatin 75 mg/m? or carboplatin AUC
5 mg/mL/min intravenously on Day 1 of each 21-day cycle for 4 cycles followed by placebo and
pemetrexed 500 mg/m?intravenously every 3 weeks.

Treatment with KEYTRUDA continued until RECIST v1.1 (modified to follow a maximum of 10 target
lesions and a maximum of 5 target lesions per organ)-defined progression of disease as determined by
the investigator, unacceptable toxicity, or a maximum of 24 months. Administration of KEYTRUDA was
permitted beyond RECIST-defined disease progression if the patient was clinically stable and considered
to be deriving clinical benefit by the investigator. Patients randomized to placebo and chemotherapy were
offered KEYTRUDA as a single agent at the time of disease progression. Assessment of tumor status
was performed at Week 6, Week 12, and then every 9 weeks thereafter. The main efficacy outcome
measures were OS and PFS as assessed by BICR according to RECIST v1.1, modified to follow a
maximum of 10 target lesions and a maximum of 5 target lesions per organ. Additional efficacy outcome
measures were ORR and DoR, as assessed by BICR according to RECIST v1.1, modified to follow a
maximum of 10 target lesions and a maximum of 5 target lesions per organ.

The study population characteristics were: median age of 64 years (range: 34 to 84), 49% age 65 or
older; 59% male; 94% White and 3% Asian; 56% ECOG PS of 1; and 18% with history of brain
metastases. Thirty-one percent had tumor PD-L1 expression TPS <1% [negative]. Seventy-two percent
received carboplatin and 12% were never smokers. A total of 85 patients in the placebo and
chemotherapy arm received an anti-PD-1/PD-L1 monoclonal antibody at the time of disease progression.

The trial demonstrated a statistically significant improvement in OS and PFS for patients randomized to
KEYTRUDA in combination with pemetrexed and platinum chemotherapy compared with placebo,
pemetrexed, and platinum chemotherapy. Table 53 and Figure 5 summarize the efficacy results for
KEYNOTE-189.

Table 53: Efficacy Results in KEYNOTE-189

Endpoint KEYTRUDA Placebo
200 mg every 3 weeks Pemetrexed
Pemetrexed Platinum Chemotherapy
Platinum Chemotherapy
n=410 n=206
0s
Number (%) of patients with event 127 (31%) 108 (52%)
Median in months (95% ClI) NR 11.3
(NR, NR) (8.7, 15.1)
Hazard ratio* (95% Cl) 0.49 (0.38, 0.64)
p-Valuet <0.0001
PFS
Number of patients with event (%) 245 (60%) 166 (81%)
Median in months (95% CI) 8.8(7.6,9.2) 4.9 (4.7,5.5)
Hazard ratio* (95% CI) 0.52 (0.43, 0.64)
p-Valuet <0.0001
Objective Response Rate
ORR*(95% CI) 48% (43, 53) 19% (14, 25)
Complete response 0.5% 0.5%
Partial response 47% 18%
p-Value$ <0.0001
Duration of Response
Median in months (range) 11.2 (1.1+4, 18.04) 7.8 (2.1+, 16.44)

* Based on the stratified Cox proportional hazard model

T Based on a stratified log-rank test

* Response: Best objective response as confirmed complete response or partial response

§ Based on Miettinen and Nurminen method stratified by PD-L1 status, platinum
chemotherapy, and smoking status

NR = not reached
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At the protocol-specified final OS analysis, the median in the KEYTRUDA in combination with pemetrexed
and platinum chemotherapy arm was 22.0 months (95% CI: 19.5, 24.5) compared to 10.6 months (95%
Cl: 8.7, 13.6) in the placebo with pemetrexed and platinum chemotherapy arm, with an HR of 0.56 (95%

Cl: 0.46, 0.69).
Figure 5: Kaplan-Meier Curve for Overall Survival in KEYNOTE-189*
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*Based on the protocol-specified final OS analysis

First-line treatment of metastatic squamous NSCLC with carboplatin and either paclitaxel or paclitaxel
protein-bound chemotherapy

The efficacy of KEYTRUDA in combination with carboplatin and investigator’s choice of either paclitaxel
or paclitaxel protein-bound was investigated in KEYNOTE-407 (NCT02775435), a randomized, multi-
center, double-blind, placebo-controlled trial conducted in 559 patients with metastatic squamous
NSCLC, regardless of PD-L1 tumor expression status, who had not previously received systemic therapy
for metastatic disease. Patients with autoimmune disease that required systemic therapy within 2 years of
treatment; a medical condition that required immunosuppression; or who had received more than 30 Gy
of thoracic radiation within the prior 26 weeks were ineligible. Randomization was stratified by tumor PD-
L1 status (TPS <1% [negative] vs. TPS 21%), choice of paclitaxel or paclitaxel protein-bound, and
geographic region (East Asia vs. non-East Asia). Patients were randomized (1:1) to one of the following
treatment arms; all study medications were administered via intravenous infusion:

« KEYTRUDA 200 mg and carboplatin AUC 6 mg/mL/min on Day 1 of each 21-day cycle for 4 cycles,
and paclitaxel 200 mg/m? on Day 1 of each 21-day cycle for 4 cycles or paclitaxel protein-bound
100 mg/m? on Days 1, 8 and 15 of each 21-day cycle for 4 cycles, followed by KEYTRUDA 200 mg
every 3 weeks. KEYTRUDA was administered prior to chemotherapy on Day 1.

« Placebo and carboplatin AUC 6 mg/mL/min on Day 1 of each 21-day cycle for 4 cycles and paclitaxel
200 mg/m2 on Day 1 of each 21-day cycle for 4 cycles or paclitaxel protein-bound 100 mg/m?2 on
Days 1, 8 and 15 of each 21-day cycle for 4 cycles, followed by placebo every 3 weeks.
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Treatment with KEYTRUDA and chemotherapy or placebo and chemotherapy continued until

RECIST v1.1 (modified to follow a maximum of 10 target lesions and a maximum of 5 target lesions per
organ)-defined progression of disease as determined by BICR, unacceptable toxicity, or a maximum of
24 months. Administration of KEYTRUDA was permitted beyond RECIST-defined disease progression if
the patient was clinically stable and deriving clinical benefit as determined by the investigator. Patients
randomized to the placebo and chemotherapy arm were offered KEYTRUDA as a single agent at the time
of disease progression. Assessment of tumor status was performed every 6 weeks through Week 18,
every 9 weeks through Week 45 and every 12 weeks thereafter. The main efficacy outcome measures
were PFS and ORR as assessed by BICR using RECIST v1.1, modified to follow a maximum of 10 target
lesions and a maximum of 5 target lesions per organ, and OS. An additional efficacy outcome measure
was DoR as assessed by BICR according to RECIST v1.1, modified to follow a maximum of 10 target
lesions and a maximum of 5 target lesions per organ.

The study population characteristics were: median age of 65 years (range: 29 to 88), 55% age 65 or
older; 81% male; 77% White; 71% ECOG PS of 1; and 8% with a history of brain metastases. Thirty-five
percent had tumor PD-L1 expression TPS <1%; 19% were from the East Asian region; and 60% received
paclitaxel.

The trial demonstrated a statistically significant improvement in OS, PFS and ORR in patients randomized
to KEYTRUDA in combination with carboplatin and either paclitaxel or paclitaxel protein-bound
chemotherapy compared with patients randomized to placebo with carboplatin and either paclitaxel or
paclitaxel protein-bound chemotherapy. Table 54 and Figure 6 summarize the efficacy results for
KEYNOTE-407.

Table 54: Efficacy Results in KEYNOTE-407

Endpoint KEYTRUDA Placebo
200 mg every 3 weeks Carboplatin
Carboplatin Paclitaxel/Paclitaxel
Paclitaxel/Paclitaxel protein-bound
protein-bound
n=278 n=281
0os
Number of events (%) 85 (31%) 120 (43%)
Median in months (95% CI) 15.9 (13.2, NE) 11.3 (9.5, 14.8)
Hazard ratio* (95% ClI) 0.64 (0.49, 0.85)
p-Valuef 0.0017
PFS
Number of events (%) 152 (55%) 197 (70%)
Median in months (95% CI) 6.4 (6.2, 8.3) 4.8 (4.2,5.7)
Hazard ratio* (95% ClI) 0.56 (0.45, 0.70)
p-Valuef <0.0001
n=101 n=103
Objective Response Rate*
ORR (95% CI) 58% (48, 68) 35% (26, 45)
Difference (95% CI) 23.6% (9.9, 36.4)
p-Value$ 0.0008
Duration of Response?
Median duration of response in months 7.2(2.4,12.4+) 4.9 (2.0, 12.4+)
(range)

* Based on the stratified Cox proportional hazard model

U Based on a stratified log-rank test

* ORR primary analysis and DoR analysis were conducted with the first 204 patients enrolled.
§ Based on a stratified Miettinen-Nurminen test

NE = not estimable

At the protocol-specified final OS analysis, the median in the KEYTRUDA in combination with carboplatin
and either paclitaxel or paclitaxel protein-bound chemotherapy arm was 17.1 months (95% CI: 14.4, 19.9)
compared to 11.6 months (95% CI: 10.1, 13.7) in the placebo with carboplatin and either paclitaxel or
paclitaxel protein-bound chemotherapy arm, with an HR of 0.71 (95% CI: 0.58, 0.88).
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Figure 6: Kaplan-Meier Curve for Overall Survival in KEYNOTE-407*
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*Based on the protocol-specified final OS analysis

First-line treatment of metastatic NSCLC as a single agent
KEYNOTE-042

The efficacy of KEYTRUDA was investigated in KEYNOTE-042 (NCT02220894), a randomized,
multicenter, open-label, active-controlled trial conducted in 1274 patients with Stage Il NSCLC who were
not candidates for surgical resection or definitive chemoradiation, or patients with metastatic NSCLC.
Only patients whose tumors expressed PD-L1 (TPS =1%) by an immunohistochemistry assay using the
PD-L1 IHC 22C3 pharmDx kit and who had not received prior systemic treatment for metastatic NSCLC
were eligible. Patients with EGFR or ALK genomic tumor aberrations; autoimmune disease that required
systemic therapy within 2 years of treatment; a medical condition that required immunosuppression; or
who had received more than 30 Gy of radiation in the thoracic region within the prior 26 weeks of initiation
of study were ineligible. Randomization was stratified by ECOG PS (0 vs. 1), histology (squamous vs.
nonsquamous), geographic region (East Asia vs. non-East Asia), and PD-L1 expression (TPS 250% vs.
TPS 1 to 49%). Patients were randomized (1:1) to receive KEYTRUDA 200 mg intravenously every

3 weeks or investigator’s choice of either of the following platinum-containing chemotherapy regimens:

e Pemetrexed 500 mg/m? every 3 weeks and carboplatin AUC 5 to 6 mg/mL/min every 3 weeks on
Day 1 for a maximum of 6 cycles followed by optional pemetrexed 500 mg/m?2 every 3 weeks for
patients with nonsquamous histologies;

e Paclitaxel 200 mg/m? every 3 weeks and carboplatin AUC 5 to 6 mg/mL/min every 3 weeks on Day 1
for a maximum of 6 cycles followed by optional pemetrexed 500 mg/m?2 every 3 weeks for patients
with nonsquamous histologies.

Treatment with KEYTRUDA continued until RECIST v1.1 (modified to follow a maximum of 10 target
lesions and a maximum of 5 target lesions per organ)-defined progression of disease, unacceptable
toxicity, or a maximum of 24 months. Administration of KEYTRUDA was permitted beyond RECIST-
defined disease progression if the patient was clinically stable and deriving clinical benefit as determined
by the investigator. Treatment with KEYTRUDA could be reinitiated at the time of subsequent disease
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progression and administered for up to 12 months. Assessment of tumor status was performed every

9 weeks. The main efficacy outcome measure was OS in the subgroup of patients with TPS =250%
NSCLC, the subgroup of patients with TPS =20% NSCLC, and the overall population with TPS =21%
NSCLC. Additional efficacy outcome measures were PFS and ORR in the subgroup of patients with TPS
250% NSCLC, the subgroup of patients with TPS 220% NSCLC, and the overall population with TPS
21% NSCLC as assessed by BICR according to RECIST v1.1, modified to follow a maximum of 10 target
lesions and a maximum of 5 target lesions per organ.

The study population characteristics were: median age of 63 years (range: 25 to 90), 45% age 65 or
older; 71% male; and 64% White, 30% Asian, and 2% Black. Nineteen percent were Hispanic or Latino.
Sixty-nine percent had ECOG PS of 1; 39% with squamous and 61% with nonsquamous histology; 87%
had M1 disease and 13% had Stage IlIA (2%) or Stage IlIB (11%) and who were not candidates for
surgical resection or definitive chemoradiation per investigator assessment; and 5% with treated brain
metastases at baseline. Forty-seven percent of patients had TPS 250% NSCLC and 53% had TPS 1 to
49% NSCLC.

The trial demonstrated a statistically significant improvement in OS for patients (PD-L1 TPS 250%, TPS
220%, TPS =1%) randomized to KEYTRUDA as compared with chemotherapy. Table 55 and Figure 7
summarize the efficacy results in the subgroup of patients with TPS =250% and in all randomized patients
with TPS 21%.

Table 55: Efficacy Results of All Randomized Patients (TPS 21% and TPS 250%) in KEYNOTE-042

TPS 21% TPS 250%
KEYTRUDA Chemotherapy KEYTRUDA Chemotherapy
Endpoint 200 mg every 3 weeks 200 mg every 3 weeks
n=637 n=637 n=299 n=300
0os
Number of events (%) 371 (58%) 438 (69%) 157 (53%) 199 (66%)
Median in months (95% 16.7 (13.9, 19.7) 12.1 (11.3, 13.3) 20.0 (15.4, 24.9) 12.2(10.4, 14.2)
Cl)
Hazard ratio* (95% ClI) 0.81(0.71, 0.93) 0.69 (0.56, 0.85)
p-Value® 0.0036 0.0006
PFS
Number of events (%) 507 (80%) 506 (79%) 221 (74%) 233 (78%)
Median in months (95% 5.4 (4.3,6.2) 6.5(6.3,7.0) 6.9 (5.9, 9.0) 6.4 (6.1, 6.9)
Cl)
Hazard ratio* ¥ (95% Cl) 1.07 0.82
(0.94, 1.21) (0.68, 0.99)
p-Value® -+ NSS$
Objective Response Rate
ORR¥ (95% Cl) 27% (24, 31) 27% (23, 30) 39% (33.9, 45.3) 32% (26.8, 37.6)
Complete response 0.5% 0.5% 0.7% 0.3%
rate
Partial response rate 27% 26% 39% 32%
Duration of Response
% with duration 212 47% 16% 42% 17%
months'
% with duration 218 26% 6% 25% 5%
months'
* Based on the stratified Cox proportional hazard model
f Based on a stratified log-rank test; compared to a p-Value boundary of 0.0291
+ Not evaluated for statistical significance as a result of the sequential testing procedure for the secondary endpoints
1§] Not significant compared to a p-Value boundary of 0.0291

Based on observed duration of response

The results of all efficacy outcome measures in the subgroup of patients with PD-L1 TPS 220% NSCLC
were intermediate between the results of those with PD-L1 TPS 21% and those with PD-L1 TPS =250%. In
a pre-specified exploratory subgroup analysis for patients with TPS 1-49% NSCLC, the median OS was
13.4 months (95% CI: 10.7, 18.2) for the pembrolizumab group and 12.1 months (95% CI: 11.0, 14.0) in
the chemotherapy group, with an HR of 0.92 (95% CI: 0.77, 1.11).
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Figure 7: Kaplan-Meier Curve for Overall Survival in all Randomized Patients in KEYNOTE-042
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KEYNOTE-024

The efficacy of KEYTRUDA was also investigated in KEYNOTE-024 (NCT02142738), a randomized,
multicenter, open-label, active-controlled trial in 305 previously untreated patients with metastatic NSCLC.
The study design was similar to that of KEYNOTE-042, except that only patients whose tumors had high
PD-L1 expression (TPS of 50% or greater) by an immunohistochemistry assay using the PD-L1 IHC 22C3
pharmDx kit were eligible. Patients were randomized (1:1) to receive KEYTRUDA 200 mg intravenously
every 3 weeks or investigator’s choice of any of the following platinum-containing chemotherapy
regimens:

Pemetrexed 500 mg/m? every 3 weeks and carboplatin AUC 5 to 6 mg/mL/min every 3 weeks on
Day 1 for 4 to 6 cycles followed by optional pemetrexed 500 mg/m? every 3 weeks for patients with
nonsquamous histologies;

Pemetrexed 500 mg/m? every 3 weeks and cisplatin 75 mg/m? every 3 weeks on Day 1 for 4 to
6 cycles followed by optional pemetrexed 500 mg/m? every 3 weeks for patients with nonsquamous
histologies;

Gemcitabine 1250 mg/m? on days 1 and 8 and cisplatin 75 mg/m?2 every 3 weeks on Day 1 for 4 to
6 cycles;

Gemcitabine 1250 mg/m? on Days 1 and 8 and carboplatin AUC 5 to 6 mg/mL/min every 3 weeks on
Day 1 for 4 to 6 cycles;

Paclitaxel 200 mg/m? every 3 weeks and carboplatin AUC 5 to 6 mg/mL/min every 3 weeks on Day 1
for 4 to 6 cycles followed by optional pemetrexed maintenance (for nonsquamous histologies).

Patients randomized to chemotherapy were offered KEYTRUDA at the time of disease progression.
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The main efficacy outcome measure was PFS as assessed by BICR according to RECIST v1.1, modified
to follow a maximum of 10 target lesions and a maximum of 5 target lesions per organ. Additional efficacy
outcome measures were OS and ORR as assessed by BICR according to RECIST v1.1, modified to
follow a maximum of 10 target lesions a