e HHEE T A NF A
NRA7n ) X<v7 (B Z)
(724 © A b—F s ERE 100 mg)
~ PRI b R~

YRk 2 9% 1 2 H (41 44 8 HIUGT)
JRAE T B
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1. ZLoic

IS OGN - REMEDHEROT- DI, WA STEZEITE SVl E el 23R D
B, 6T, IEORFEHNOMEAIZ LY | FUREIK 22 & OFEHH 72 Frli/F A%
FFEIMPEARINDGH T, 26 DOESK,ZEIZLEREE IR 5 2 L3RR
AR & 7o TR Y RIFMBGER & SO FA T #2016 (TR 28 A2 6 A 2 HEERE)
B WThH, FHERLEOHHORBEHEEZXS Z LS TWn5,

AR AR ESR S, EE RSS2 7 0 7 7 A VBB FEOESK L & B S MR
RHZENRDD, ZOD, HWELROEEMEICET 2 IEHRNHERET 5 ToR,
WMELEIG DO BEEZ RS ZIT 5 2 EPWIR SN BFICK L THERT 2 & &b, BIFE
RNV LTI B et & & D 2 & DN ARE 72— 18 O B & i 7= 3 R A RS <
THILENEETHD,

L7eRoT, KA KT A4 TiE, BIFERES ZNE TITE LN TV A ESLIH -
BHER M EED & | LU O E 3K O feiid 708 FH 2 HEHE 3 2 8LA & B2 2 B %
F RO EFREERT,

I ARITA RT A %, MSIATBOE NE L RS O . A ME AN AR
BRI s | — kB N B ARERIR NBFZE 2 e O FE N B ARIBRE B 72 O W
Db EAERR LT,

KG L I DRI XA M —F S ERHE 100mg (— k4% AT e U X~vT (Eis
TR %))

KB LRDMREUIIE « DS AALFIRIER (S HIE U 72 AR IR TR BE 72 R IS b R e

MEERDREROCHE  @% ., RAICIE, a7 nl) XA~7 (EaEfz) LT 1
[8] 200 mg % 3 3@ [A]fHEIME 13 1 (5] 400 mg 2 6 [HfEFE T 30 53 fH
DNT TR T S,

3% R 58 ¥ & MSD Rt




2. ARANIOFHE. 1EREST

XA M —F BIEHE 100mg (—f4 : XA 7r ) X7 GBIEFHZ)  BUT TR
Fll Evv5,) X, PD-1 (programmed cell death-1) &% dD VU %> K Td 5 PD-L1 & T PD-
L2 L OfEEZEHERET S, B MEIgG4 £/ 7 v —F AFURTH 5,

PD-1 & 1T T HIAQ e BEARKSAE 2> & 38 2 72 1203 AUKIB SR 3 2 3 2 s 28 il £
AA »F T, PD-1 1, EFREZREBICEWDCEER T MildoMia£mic BB L, Bom
& i % B Do AR LB TR R 7o S0 B RS il 35, 7B, PD-1 (XU Ho REfE
ATHZ LK VIRZRIRCE D v 7 VB EZ AT 2% R Th D, PD-LI
DIEFFMEIZIB T 2B DTN TH LN, Z<ONRAMIETIE T Miao@ = 2z
HIFEBWENCFHBL TV D, DAFIICEIT S PD-L1 OEFEBIL, B, M.
A . SREE . FE/INRaTE 72 & DRk x e A TTHARRKE - TH D | RWAELFR
& OB HE STV D,

BED D A DEGIRI T4 & PD-L1 FEBLOFEEIMEN S, PD-1 & PD-L1 OFfREILEE
DA BT HEARZEZH ) 2 L OVRIB SN TEY | Fim 2B ATRROER) &
LTHIfF ST 5,

AANX, PD-1 & PD-L1 XOPD-L2 Olj U T2 ROFERERESTHZ Llck v,
W INBRBE Th D RS SOOI E . T U o ERA TR L S8, HUEE IS 2 FEE L
T 52 & THIEG IR ZRET D,

AHN DRI 2 55 < B DS RISIC £ 5 BHEA S S b, BEUIIE I
DRI B D, AAOBGHROBGHIIE, BEOBEE HHIIT0, BE IR
D BTG AITIE, BB L HGUTIE U B 2 kil & B8 & FF o R Afl & i L Col
)72 RIS 21T\, BB DS RS K 2 BIEF 28 Eb 88T IE, RIS R AL
LI OB G SO R ILE 51T 5 LER DD,



3. FEIR RS
DN AAVFIRIES ([ HE T U AR IR YIBR AN RE 72 SR I b RO 0 7k GRIR (3t 24T - 7= 3272
W PR R BR O i A 0”9,

[H2hE]
[ BR AL [F) 55 M AHRER  (KEYNOTE-045 35R)
7T T BE & E AL FEIERET AT 2 RPTET U O IR I bR R E
542 5] (HARN 52 il &5 de) ARSI, AHAI 200 mg 3 @F MR (LT TQ3W] &9, )
B G- OFMME R VRN, fLFFEE N7 U Z X8 K& & F8/0 X vinflunine)
2EXE LTRET SN, Al BEiREHl CREBET R DA, EEET
ZR IR TR H IR W ED IR L E LT 5 BE T, RIBICARE O mifg N ¢
PRIBHEIT RO G D ETARB O G A4kt d 5 2 LA AR & Shvic, FEFHmE A (X
AALFHIRE (0S) M OMEHEALFHIN (PFS) & S, AANIbFEE L i LT, OS
EEBICERE L (F1EOX) |
1. 75 F R A GRS (—RIBR) RIORBETERDZRE,. ROT 7 F K2 &
LRI & BIFAT - BB REER 12 5 A LINICTES LI BE A AN STz,
*2 0 ARF T vinflunine 1IREKFE TH D72, RTZ VEZ XA I FELZ T ELOWNTINZEIRL
7o



751 KEYNOTE-045 35k O A 20 als

AF 200 mg M =-37
Q3W
(270 1) (272 f51])
oSt thefii [H] 10.3 7.4
(95%E #E X ) (8.0,11.8) (6.1, 8.3)
NPF— R 0.73
(95% (=M K1) (0.59,0.91) -
P fiifb 0.002
PFST] HhofE (] 2.1 33
(95%{Z X 1) (2.0,2.2) (2.3,3.5)
NI — R 0.98
(95%(E X i) (0.81,1.19) -
P s 0.416

100
90 7
80
70 1
€ 60
¥ 50
5 40
30
20
10

: PR DT — & 201649 TR v AT
: J8RI Cox Ll — RET I L DAL & O kg
@Rl 7T T e
: RECIST A KT A > 1.1 K HS < ANz p g

— 200G QI
TFWE

e ron e

0
0
at risk®

Z#H200mg Q3W
(L8

T T T T T T T T T T T Y T T T T e T T T Y T T T Ty Yy

2 4 6 8 10

T T T T T T T T T I T T Y

12 14 16 18 20 22 24

S (R)

270226194 169147 131 87 54 27 13 4
272232171138109 89 55 27 14 3 0

0 0
0 0

1 OS ® Kaplan-Meier fi## (KEYNOTE-045 #X5#)




[Zz 2]

[ BR AL [F) 25 M AHRER  (KEYNOTE-045 35R)

HEREGIIARKIRE 248/266 B (93.2%) K& OMLFHIERE 250/255 1 (98.0%) 12788 B
. BUWERIZZENE I 162/266 5] (60.9%) K TX230/255 fil (90.2%) 258D HiLTe, K
FIRECTHBLEDN 5% EORWERIZITRDO LBV Th oz,

F2 FHEDN 5%LL EORWER (KEYNOTE-045 35R) (L VEMAT e 4 M)

#EBIRHE (SOC: System Organ Class) mjfﬁlj(ﬁ/‘;)
JEAFE (PT: Preferred Term) 266(4]
(MedDRA ver.20.1) 4 Grade Grade 3-4 Grade 5
2EIEH 162 (60.9) 38 (14.3) 4 (1.5)
Rl e
FOPR IR REA T 15 (5.6) 0 0
B IBhEE
T 24 (9.0) 3 (1.1 0
L 29 (10.9) 1 0.4) 0
—% - BHEER L OG- OREE
b 15 (5.6) 1 0.4) 0
o 37 (13.9) 3 (1.1) 0
TR EN 17 (6.4) 0 0
Rt L OvseaspEE
RARIBOE 23 (8.6) 0 0
B ¥ K OVEE TRk R
Z 3 PESE 52 (19.5) 0 0
A2 22 (8.3) 1 0.4) 0

7ek . AR B W CRIBE MR 10 61 (3.8%) . Kimk - HEED T 7 61 (2.6%) |
MRS (72 - NL—EBERSE) 16 (0.4%) . TFHEERE 14 61 (5.3%) . HURAR
BREEREE 23 ] (8.6%) . RIEHEAEREE 1 4] (0.4%) . FEIFERERET (RS RVEIMER 2%
) 141 (0.4%) KON infusionreaction 1 f5] (0.4%) iR Lz, Fio., EED LG
O (RERIEIRIE R, ZTALEE, BRRIESE) | T EEMaERE S, 1 IR E, k.,
e - RO RRIE . EEARIEJRE, DR, IR - B, 5 &0 B, ki
BB PSRBT . VA ML I N QIR ZFERIE 133830 B 7e o T2, ARIER R BLRILIE RS
HHESR (BAMAEMERET L) 230EERERT,



[Hik - HE]

ARNOREREYEHETT L EZFIH LIV I 2L — 3 12k AH 200 mg %
Q3W, 400 mg % 6 MMk (LUK TQeW) & 95, ) XiF 10 mgkg ((KH) % 2 M
fkm (LT TQ2W1 &9, ) TG LEBOARR O MG HIRESHREF Sz, Ok
Fe. AAI 400 mg & Q6W TH G- L7=BEOARHF O EFIRREIZ IS 1T 2 Mg g (LA
T [Cavgss) V9. ) 1E. AHI200mg 2 Q3W THEH LTZFED Cavgss & LT 5 & T
Ehi- (F#) . 7. K#H400mg & Q6W TG L =B DOARA| O E HIREEIC BT 5
EE FIREE (LLF TCmaxss) &V 96 ) 1F. AAI200mg 2 Q3W THH L72BRD Craxss
g L CEEZ R T E TSN OO, BARNBEFIZE W TR FHER ST
HHE - HETH 544 10 mgkg (RHE) %2 Q2W THEEH LTZERD Chaxss & G LU TIK
EaERTETRHENTE (FFR) . SOIC, EERAERE 2 FRICAKA] 400mg % Q6W
TG L2/ TR ER (KEYNOTE-555 i5R) K 0 155 = FRMEIC S < EiyHhhe
WIA=2T VI ab—ra AR THILTCEYEIRE T A—2 LHEILTZ (TR,
Iz T, BEOFEEIZIT 5 EERABREGE IS D& | AFI DR & & A XL e
& OBEZ R DR GE T VS S v, AK] 200 mg 2 Q3W XiE 400 mg %
Q6W THL L7IZBROgE & & Ao TRt & OB W ORGSR, |k
SEORE - HEOM THME R OZ M2 228 X v &Pl &Sz,

K3 AFOEKMERE T A -4

B - P Cinax Cavg Chnin Comax,ss Cavg.ss Cnin,ss
(ng/mL) (ug/mL) (ng/mL) (ug/mL) (pg/mL) (ug/mL)
200 mg Q3W! (582?;97) (27i?§81) (17;?;83) (91%3524) (49;??L0) (302??L4)
400 mg QOW' (125??24) (32i5§§7) (10L?fb$) (14é??49) (SOi?glﬁ) (192?;09)
4%§§%E§N (B;é?SaM NA 05:?;0 NA NA NA
10 mg/kg Q2W' <21§?§23> (14§??45) (11;}?21) (423?333) (2727282> (19;?200>

F:n=2,993, 100 BN I = L—3r3 N XY BEH SN2 EEO FIE (2.5%5,97.5%5) « Coax @ FIEIHE
H# OB IMIEFIRE. Cag : PIEIR 5% OFEMIEFRE, Cun: PIEIERGH% (A 702 ) OFiRiE
HIREE . Craxss : EFCIRIBIZR T 2 B MG PRI, Cavgss 1 EHFIRIEIZIS T 2 FHIIMTEFIRIE . Crminss : EHIRAEIZ
BT B FeARumn i i

I 56 FIORELME (95%(ETHIXH)

§ : 41 FIOREEME  (95%(ETHIXH)

NA : %72 L




4. fEFXIZHOUWT

KBS & U TR (SFIFHE) AEonTVnD 2 b, Yk 4
UNCER T Dk THOIMLERD D, O LT, KEOBEGNEY 2R EE 220 -
E L, AANOBGIZ X0 BEEZBEM 2R LIBRICRHET 2 Z &R0 EER /-, LU
DO~@DFT X TENWIZTHRIZBWTHHAT A RETH D,

O MEXIZDOWT

O-1 TREo (1) ~ (5) OWTNNITHEY T HHETHDH Z L,

(1) JEAFBRENEE T 523 AR HEEEEIL AR PES GRREI IR A3 A2 i L U T
HUIE )N AR B EEHL R, HUIE DS ARSI BT e &)

(2) FrEMERERPL

(3) HBEM RN ENFEET 20N ABFEEERRE (S AR EWRbL. 23 A2
W IEBE, 3 AR HERE B e &)

(4) IRACFHEEE 28 U, S RIS L RIS RE | SIS SRIE S L ik is ekt
2 DR IEECLR DR E2 1T > T D ek

(5) HUEMERESAI AL B BINGE O ik FAE AR D @ H 21T > T D ik

-2 R bR DAL 5 K ONRIVE S BLIRF O ST 447 722 Jnak & R 8R 2 ¢ D = Al
(FROWT NN L T DIER) 23, BEZZFEROARANCET 2R OEMTE & L
THEINTWNDZ &,

#z

o EANRFFEUTE 2 FOMMTHEZE T LI2RIC 5 4ELLEOM ATRIR D BRRITHE 2
ToTWDHZ L, 5b, 24, BAFWIRIEE 3 & LIBRRIES - OHE %
7o TND T &,

o [ERIRFFIGER 2 FOPMHEZE T LIRS 4 FLL EOWIREGFZ D ERIRIHE
ZIToTHY. 96, 2HEU T R LR DM A TR 2 5 Lo D3 AR TR DS
RWHEZ1T > TnH 2 &

@ BENOEIEGFHRE ORI DONT
PSR BB BT 2 B EE DR E S, BRSO OFRAE D, Aotk - &%
EMEEIRPEROEEKE OERS ST 2RI, AEFEFGNRE LG oWE
EW. ENHESDIATONDIKHINES>TWDHZ L&,




® BWER~ORHRIZHOWT
-1 e ARSIz a3 5 Eif

VR PERR RS D B A BIVE SR AR LT-BRIC, 24 BRRIZZIRIEHIO T, ik X
VB R (23U T, BB L EWERICIE U CABRE B L O CT O RIVER ORI 4
B EDORERNY HHIZE G, EHICRHIGC TR AEHINE > TWnWD Z &,

©@-2 EFNEEHICL DHEFSHCICET 5 EH:

DAZIRICED 2 MR L R 2 BT 2 ERIEEEPEIERE=42V 7
EHROIFRDOA T ) —= T EATOEIRE & FHZ G TE 5 F— AERIRH 23V
iESNTWAZ L, 2B, BIHEHIZHOWT, BABE L ZOFECHIICEmENT
WhHZ L,

@-3 BITEHDOZWrCx I LT

RIWER (FEMEMEBIZINZ, KIBX - Mk - BEO N, BUERZX - A2 - 1T
FEREREE - IF2% - EMERRAR 2, BHRRER S RS EMEBRE) . NWowkEE (7
TERPRREFEE . FURIR RIS . RITHERERTE) | 1 BUBEIRIA. S E IR, Mk - B
TIRMEAE . e, B OGRS (PEERZBIERAE, FRERBEIRAE R, 2 AL
BE, B RIEIESE) . infusionreaction, MM - BEMEESc, HSEAN S E, MRkES (7 -
AN U—IEERESE) | D2, R 7R Mk e (S M il VIR BA M SR B . 3 e I
IREFERES . BEFRRIERIES) . MERERIEMREE, %) 1Sk LT, Yikhsx T pkE
JESEA DR 2 A3 5 AN & EEE U (RHWEH OO IZRE L CTHRER OS2 5%
TONAEMICHDH L) | EHIZHEEURENTE LGN ESTND Z L,



5. BEXGLRDEE
[Bh B3 % 1]
O 77 FFR-HNE GO FEIERE L G T 5 RETEITIE T O R I R
FIZBWTAROGIMERFES TV D,

I

D fE

E

@ TRUCEZY T 2 BE T 2 ARKAN OB G L O FIEIZ DWW TR, RFIOAF D
LS TE LT, RFIORGG LB,
o I TFFRHNE G TALTIRIEI X DR O I W EE,
o FF OB,
o fhOHUEMERELA] & OOFH,

[ZZ etz B 4 5 F1E]

O TRICEYTHIBRFICOWVWTUIAK OB ENED L INTWDE Z Enb, &5 %21T
r YA A RGP
o ARHNOESTIT KR LIRHUE DO BEAERE D & 5 BHE

@ IREATOFHIIZ IV T FRLCEZ Y T 2 BE T OV TR, AR OG- IFHERE I e 0n

D, AOIRERPFUL A 2 NGEITIRY | HEICAFZEHT 22 2BETE D,

o [WEMMEEOEDUIBED & 5 BFH

o i EE R A CRE R 258 2 B K ONE B M 0 F B i st 2% <0 R g M it 2%
FEOMMIZRIEMEZE N A BN D BHE

o HOMEBEROADE XUXEMERZE L IIHEFHEMEO B O EEDOBHERE D
b5 BE

o EERBHIE GEMEHaBHEEL ST) ObHEE

o MO IIBEE AT LR

*  ECOG Performance Status 3-4 VD

2

GED  ECOG @ Performance Status (PS)

Score | EFE

0 | &<MERIEEH TS5, BT &lE U R EAERNHRZ AT D,

PRREIZI LUEBNIHIIR S 225, BTAIRE T, BAIEESEE > TOMERITITO LN TE D,
AN NE S (S

ROENTHSOHOEY OZ L LnTERY, BFO 50%LL L&~y R kT2 d,

AW

ELENT RV, BAOHFOEY O Z L34 TERY, BEICy R+ T4,

10

HBATARECTH A O OEIY O Z LT F N THEEZSERTTE 2V, HHP D 50%Lh Eid~y R Tl 25




6. BHICEEL CHHETREHHE

O  RASCEREIIIN A, BEEIREES D IRAET 2 ERFE T -D & ARHF| O FeE & OV E 4
DT OIZ B HAZ I L TS5 2 &,

@ JHREBIAICHENL D BE T F OFRICE MR ERMEE oA L, FEE2 S
ThoRETHZ &,

@ FEREWEHO~RT AL MZDOWNT

MEMEMERER D oI D Z ENHHDT, AAIOBRGIZHT- > Tk, PIHE
W (BG0dv, PR IREE, Wmkes) O &L O X fRfrds o i, BlEx+
AT O T &, Flo. BELTS U THES CT, Mg~ —F —F O/ 2 Fhi+
5k,

infusion reaction 23 & 0I5 Z L 3% %, infusionreaction 2372 H AL G AT
X, WUREZIT S & &b, IERDEIE T 2 £ THRE DR L /0815
THI &,

FURISEERE . M RAHERE K ORIBHRERENHODONDLZ N H DD
T, ARHNOFH-BALGET L O G-I IE IS N werssieiR & (TSH, 78
T3, i T4, ACTH, I =LF > —VEORIE) ZEMET 5 &,

BIERF 2%, A4, ITRERERERE ., TR, {LERERNH L DNL Z 0N H D
DT, AHNOEG-FAMERT R O 5 P I EH I ITseEMR A (AST, ALT,

y-GTP, Al-P, B U LE U EHOHE) ZEMTHZ &,

SEIEE (MR LT BHEARZET) FOEERIREERS bbb
ZENHLHOT, EFICIROEF OFBEMHRT 52 L, £, IROEFEN
RO OLNTHEITIR, HONIEREELZZ2 T2 KO BEBLEETHZ &,
AR OBEGIZLY | WEOGRERINIERT 5 &5 2 bV EkA IR EHTE
DHOLLNDZENRDHDH, BEPBRDOONTLEITIE, BB LEFRIIS U
BEPHE 70 il & AR & B O Rl & s U ClE bl 22 8RR W 247\ ot
FOSZ & 2 BWER B 25581213, AFIORIESUI IR, K OREIE RE R
IWEVAIOBRGEZEZRTDHZ L, ek, BIERERLVE L OERGIZEYETE
HOYGENFRD B2 WIGEIZIE, RIS B AR VE o LSO 5 i &l o e hn
LERETDH L,

B TR, BOARI 5 AfRE LT LEERDP IR T2 13 H L5720,
AFN DGR TZRICHRIEHORBUZHSITHEET H 2 &,

1 AHERIE (BIE 1 BUBEIR I 2 5 e) BNd bbiv, HERFEES 7 v F—T &
IZELHZERHLOT, Aig, Fl, EHFOIEROFEELCMEEO R+
SEETDHZ &, 1 EEREASRONTZGE IR EERIEL, AR 8l
H o5& ORI R LEZI1TH 2 &,

@ AA| ORI T, BEHLMHD 9 MR, ZALIRITR GGG 1 FMIX
6 WRIHINE, #GLE G 1 AFLIEIE 12 HFME CHMEOFHME 21T > T\ Z
& EBBEI ARG ITEBICEGRRE THROMER LTI Z &,

11



o HEE T A R T A
RAT7n Y X<vT (B )
(Bt « A b—F SHEHE 100 mg)

~MSI-High % A5 B (R RN MR A TR S) ~
~MSI-High %478 % K1 + [ B~

Y3 01 2 H (47F0 4 4 8 HIUGT)
JRA T A
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R IR BAR

% 22U T
BhxtGe L 70 5 B
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1. [XL®HIC

IS OGN - REMEDHEROT- DI, WA STEZEITE S Wl E el 23R D
B, 6T, IEORFEHNOEAIZ LY | FUREIKS 22 & OFHH 72 Frlil/F A%
FFEIMPERBINLGH T, 2O DOEEKLZFEICLEREF RIS 5 2 L BRED
PR L 72 o TR Y RREMBGEE & O FEAR T #2016 CEAL 28 4F 6 A 2 H BIERE)
IZBWTH, EHMERLEOMFHORKE(LEEZXNL Z L L ShTn5,

HRE R PP ST, SRR L M7 0 7 7 A VBBEFEOES L &I 5 R
RHZENRNHD, ZOh, HMEROLZEVEICET A ERN oS T 5 E TOR,
WMELEMG DO BEEZ RS 2T 52 EPWIRE SN BFICK L THERT 2 & &bz, BIFE
FDFEE U= LB 72 kb & & D 2 & DS ARE 72— 8 O B &3 7 9 R B < F
THZENEETHD,

L7eRoT, KA KT A4 TiE, BIFERES ZNE TITE LN TV A EFLIEH -
BHEm R S & DUTFOEMES O e 2 HEEST 28800 6 B R 2 35 2
FROEEFRREZ T,

B ARITA BT A %, MNATEBUE N EE S ERES R G, A8 HEANR AR
BRI s . — MR AN B ARERIR N E & L Ot R N B AR IR 7= O )
Db EER LT,

RG L IR B EINL A b L—F EEERE 100mg (— R4 Na T ) X~T (Eis
THAHE X))
REERDPEXIAE : 1. DAACFHFEZITHE LT - BROEHE~A 7 a7
T4 MZENE (MSI-High) A9 2 @B (BEMER IR A3 A
R AR D)
2. IBEYIBRRREZR AT - BROEBE~ A 7 a7 T4 FRL
&M (MSI-High) %83 2458 - Bk
MNEERDAEROHE - @HE. RAIZIE, a7 n) X~v7 (ElaF#ikz) LT 1
[0 200 mg % 3 ML 1 [5] 400 mg % 6 # M T 30 75
2T T RIEERET 5,
% & . MSD B4t

5

;3
=
o




2. AEIDYEH. EAEF

XA M—H BIEEHE 100mg (—i4 XA 7r ) X7 GBEEFHZ) BUT TR
Fl Evv5,) X, PD-1 (programmed cell death-1) &% dD VU %> K Tdh 5 PD-L1 & T PD-
L2 L DG ZEZEMET S, B MbIgG4 £/ 7 v —TF ULHURTH 5,

PD-1 f&H& 1T T FIAQ e BEARKSAE 2> & 38 2 72 1203 AR SR 3 2 3 2 o 28 il £
AA w F T, PD-1 1, EFEZRREBICI W TEER T HifuoMin L mIcBELL, B %
P I s % B o AR LB STl R 70 e RS & il 35, 7B, PD-1 (U o REfE
ATHZ LKV PURSZRRICL D v 7P v a AICHIET 5B/ KTH 5, PD-L1
DIEFFMEIZIB T 2 7B DTN TH LN, Z<ONRAMIETIE T Miao@ s 2z
DI CEENCII L TWD, DAMBIZIIT S PD-L1 O &38RI, BN . s
JEAmiasE ., JRELE. B/ NVIEE 7 & OA B ATTRARK - TH Y | RV EFR
& OB HE STV D,

BED N /DGR T4 & PD-L1 EHOFEEME) S PD-1 & PD-L1 OFfRMKIINEE
DG PERREIC BV CHEERKZEZE S Z LRI TEY | Hiiz e N ATEROER &
LTHIfF ST 5,

AANX, PD-1 & PD-L1 X OPD-L2 Olj U > ROFERERESTHZ Llck v,
W NBRBE TR O RS A S T U S ERATEMAL &8, HUlEE 6 2 FEE L
T 52 & THIEG IR RET D,

AFNOVERE 2D < B ORI X 2RITERER & b b, BESUIELTIC
EOWREMDN D5, AANORGH R OEEGRIZIT, BEOBIEL TI2ATV, BER
D HIIZEEITIE, FEH Lo F RIS T RPN 22 ik & BB 2 FF O PRl & i L Col
GI72 8RR 22 ATV P DSERUSIC K D RIER 2 VB 2 56 1213, BB RE AL
RO GFEDWY) IRALE 24T 9 WER D D,



3. ERFRAHE

TR AALTFIRIER \THE LT - BROEHE~ A 7 a¥7 T 4 MARZEN (MSI-
High) #f 7 5EEE (BEENZRIGENSREE RS EICRS) ) KO REYIRAGE /1
1T BROEHE~A 70T 74 MARZEME (MSI-High) 263 548685 « EEE] O

PRI M 24T o 72 T 72 iR akBR 0 plif 2 7~ 9,

B, TEEE~A 7T T4 NRLZEME (LT IMSI-High) &\ 95,) 287 5E
FCBE LT, TPCRIEIZE W MSI-High & HIE SN2 2BKT 5856 k%) 12
I% TMSI-High (PCRYE) 2f 7 5E%E ] LRI L. DNA I R~ v FEEEE OIHED
boEEBEXNT LA (L) . 72D B IPCR EIC XL Y MSI-High XX figi ikl 2y
& (LLFIHCI &V ) ,) JEIZE Y I A~y FEEMEEDO KB (LLF T[dMMR] &9 )
CHESINT-RE] #BXT 5548120k IMSI-High #6952 HB%#% ) £ L7z, THC &
12X 5 MMR #i#t & PCR L2 L D MSI A DO —ERI% 96.6~98.7% WV TH 5 = L%
DHREINTWD,

[H2nhE]

DS AL T U - 11T - 53D MSI-High 287 2 [EER  (FEAER 22750 )3
N2 A 2R ) >
DE B HE S TR (KEYNOTE-164 i8R, =tdh— K A)

7 oAb I VRGBSR, XYY ST F RO Y T R K
(2 X DALHIRIERE O & 2 16 YIBR A GE 72T « B9 dMMR X3 MSI-High (PCR %)
W E2HT DA - EIEEE 61 B (HARN 761 ETe) ZXRIC, AHKI200mg3 ¥
FfkE CLT TQ3W] & 9o,) EEDFENMK VMR RET Sz, ok, WG
il CEEEHETT D LT GA T, EEETT 2 R T IER D F8D SN WED RN
TE LTV 5 B TIE, RIEILLRE O BfG RN CHEEBEIT 358 H LD £ TARAIO# 5%k
T HZEDAREE STz, EEFHMEEE CThHE20F [RECIST A4 R7 4 2 1.1 iR
ICED S HIRHEIZ L 5584882 (CR) XiXimZEsh (PR)] I2OW T, ABRIZEE
SN 6l PIOFEREIIR 1 DLEEBY THoT-,

(Ep) Lindor Naralane M et al.: J Clin Oncol. 2002; 20: 1043-8, Bertagnoli Monica M. et al.: J Clin Oncol. 2009; 27:
1814-21, Ferguson Sarah E. et al,: Cancer. 2014; 120: 3932-9, Wang Yang et al.: J] Mol Diagn. 2017; 19: 57-64,
Smyth Elizabeth C. et al,: JAMA Oncol. 2017; 3: 1197-203

TR A C BT, THCHEIC £ 0 R A~ v FEH # 2 /%7 Tdh D MLHI, MSH2, MSH6 /% PMS2
DWTRNDFBINRD LR WA IMMR, PCRIEIZED 2 2L kD~ A 70T 5 (4 b~——T
KINLIBIR T ED Y A X OB S L7256 MSI-High (PCR %) &HIE Sz,
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F1 EBHREDEKROESER (KEYNOTE-164 5k, 22—~ A)
(RECIST ver.1.1, AWM RIREMS:E, FIHEE, 20072 H10 BT —X% v A7)

B s A % (%)

SRR 61 51! 39 {312
ER7%%) (CR) 0 0
HorZ5%h (PR) 17 (27.9) 9 (23.1)

ZiE (SD) 14 (23.0) 10 (25.6)

1#47 (PD) 28 (45.9) 18 (46.2)
HEEARE (NE) 2 (3.3) 2 (5.1)

%% (CR+PR) 17 9
(ZZh [95%[E X ™ (%)) (27.9 [17.1,40.8]) (23.1 [11.1,39.3] )

¥ HONERENT R RAE, %2 o AN ERRIT S 45 > 5 5 MSI-High (PCR #) %A1 % B,
*3 . IEHEE
@IEBEILF T AHER (KEYNOTE-158 ##)

—IRIGHE & U CTHEHER 2 LS RTEE O & 2 1R YR N RE 22 61T « FERE D IMMR Y&
MSI-High (PCR %) ®2? 249 2 EfFEEE ™ 2545102, AHI 200 mg Q3W 50 f
I B OVZRMED G ST, 7ed. B EHN CREEITER O b N HEIT, KRB
ITERTIERDED DA WEDBRMICZE LTV 5 B3 Tk, RO Ei & EEh
THREMEITVRO D E TAFOEG ki35 Z L AHE & e, EEFHEE
To 57285053 [RECIST A R7 A 2 1.1 IS < FIfEIC L 5584872850 (CR) X
1L Z8%h (PR) ] 122U T, MSl-high &M S 72 % ICARRER IS S iz 83 fil%E

(ZNV—7"K) OFEFRITER 2, RBRIZBRER S 72 94 B30T 2 IER O 5133k 3
DEBY THoT,
*2 mBEBREDHRKOEZFR (KEYNOTE-158 iR, 7 /1—7 K)
(RECIST ver.1.1, A ZWWERAT RIS, Py, 201744 H28 A7 —% 1y A7)

ELE] G0 A % (%)

mERETR 83 f3il*! 28 {52
542785 (CR) 4 (4.8) 3 (10.7)
453755 (PR) 25 (30.1) 8 (28.6)

ZE (SD) 20 (24.1) 3 (10.7)

#1717 (PD) 24 (28.9) 9 (32.1)
HEARHE (NE) 10 (12.0) 5 (17.9)
#%h (CR+PR) 29 11

(ZZhF [95%(E X" (%)) (34.9 [24.8,46.2]) (39.3 [21.5,59.4] )

*1 o A NMERRENT XSGR %2« AR R S4ERI D 5 6 MSI-High (PCR L) #H 3 5 BH,
*3 : IEHMElE

(BE3) il = & 42 A~ U240 1F 7= 7 b — 7 % O MSI-High O T E B 250 AT 7 b—7 K 7 i

En, 20— A TERILME (RYELER) . Z0—7 B TikiRdEm (BEEOEEORRE) . 72720
77— —MEREIES AR . ZV—7 C CIEfl, i, NG, RERG. ELRS R OV e ORRAR N 43 U
B (BRSO A AR N AP IIEE) . 7 v —7 D TIE - E N (RIER RIS 2% <) .
IN—7E ClHTrESE (RELEE) . ZVv—7F Cl3teR (RFLigs) . 70— G CidvNibuht
S, ZV—7 H TIEHEE, 7 0—7 1 IR, 70— 1 CIaMER s (RIS e g
Fr<). Z/—7 K TiZ MSI-High #6635 @ (s - EMEZBR<) BEPMAANLGNTZ, 7 —
7 A~ ITRER S N O MSI-High IZOW TR, b e AT T ¢ TR L 0 HIE S vz,
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73 MSI-High %9 % B OFEMER] 025202 (KEYNOTE-158 #5k)
(RECIST ver.1.1, AT G, HRflE, 20174F4 H 28 BT — 4 v hA7)

I Bi% (%) 7%%)) (CR+PR) B (%) 7%%)) (CR+PR)

94 5" (Zh= (%)) 39 {312 (Fh= (%))
T B N 24 (25.5) 13 (54.2) 11 (28.2) 6 (54.5)
B 13 (13.8) 6 (46.2) 7 (17.9) 4 (57.1)
N 13 (13.8) 4 (30.8) 6 (15.4) 2 (33.3)
e 10 (10.6) 1 (10.0) 1 (2.6) 0
ERTER 9 (9.6) 2 (22.2) 4 (10.3) 1 (25.0)
il P R 3 (3.2) 1 (33.3) 0 0
HH R 3 (3.2) 0 1 (2.6) 0
7N B it 3 (3.2) 2 (66.7) 0 0
= S 2 (2.1) 1 (50.0) 2 (5.1) 1 (50.0)
TR N 57 WANE 5% 2 (2.1) 0 0 0
FIR JBes 2 (2.1) 0 1 (2.6) 0
DR b R 2 (2.1) 1 (50.0) 1 (2.6) 0
JIb4 HEE IS 1 (1.1) 0 0 0
5P B 1 (1.1) 0 0 0
GIA S 1 (1.1) 0 1 (2.6) 0
% NG Mg 1 (1.1) 1 (100) 1 (2.6) 1 (100)
UE {7 s 1 (1.1) 1 (100) 1 (2.6) 1 (100)
PRI i 1 (1.1) 1 (100) 0 0
K TR NS 1 (1.1) 0 1 (2.6) 0
kR 1 (1.1) 1 (100) 1 (2.6) 1 (100)

*1 o ARMWERRHT R *2 © AMERAT T REEH D 5 5 MSI-High (PCR %) Z2H7 % B8

<JBRYIFRREZR LT « F53E D MSI-High % A3 55515 - E iR >
OEBEIL A MAHGFER (KEYNOTE-177 ##)

{LSHRIERE O 72 WIRIEYIBR R BE 22 AT « F% D dMMR X% MSI-High (PCR i) 2
AT DR - EIGREE 307 5] (HAN 22 Bladte) X512, AHK 200 mg Q3W
B G- OFNME R VLMD, Y ER ORI (b5 ik [T vt v Z oL (LUF 15-
FU] W9 ,) - ARUF—rBLsm A BLF TARYF—hR] L0 ,) «AFH US55
EYE (LR TmFOLFOX6] &9, ), mFOLFOX6 M MRy X< 7 (& s/ z)

(LT R X=T ] Lnd,) ke YFo~7 (Eariiaz) CIF Tty sy
<7 W) ), 5-FU-HRUF—h AU T h R (LU TFOLFIRI)



EWNVH ) JFOLFIRI L UMY R 7 Y FE Y X~ 7 |25l e U CRF S,

¥, WHERAT TR BT 8

RO BNTIHEIT, BRBEIT 2R IR DT D RN

DEFIRANLE LT 5 3 TH, RIBILARE O B Rl TREET RO b b £ TA
AlOF G Zfkipi 5 Z LA THE & Svlc, FEERHLE H (I HEIEEAF IR (LT TPFS)
VD) ROEAFHIN & S, AANIEERE & i LT PFS Z A BICIER L7c (&

4 KO 1),
# 4 FHMELEE (KEYNOTE-177 i5R)
AFA200 mg Q3W (b (0
(153431) (15441)

thofE [H ] 16.5 8.2

(95%(E HE X [#]) (5.4,32.4) (6.1,10.2)

PFS™ | /¥ — K™ 0.60

(95%(E #E X [#]) (0.45, 0.80) —

P fE" 0.0002

*1 : RECIST A R 7 A LIICIESD N gl E, *2 : Cox BN — RET M L (b5
FIEE DG, 3 vl 7mE. AEAE (M) 0.0117

D (k0% L U AT T O LB Y 5 LT,
mFOLFOX6 :
F XY 7 FF 85 mg/m?, AV F— F400 mg/m? X i L AR Y F— 200 mg/m?, 5-FU 400 mg/m? (2K
F#iE) . 5-FU 2,400 mg/m? (46~48FEFRGEEE) 22 MR TS L7,
FOLFIRI :
AV T B KFI 180 mg/m?, A VU — F400 mgm? XX LA A Y F— K200 mgm?, 5-FU
400 mg/m? (BUEHERE) . 5-FU 2,400 mg/m? (46~48HEMFREEERE) Z 20 MMM C5 L7,
VAN A=y
5 mg/kg % 2RI CTHRE LTz,
YRS
WIEE 400 mg/m?, 2 [B] B LAKEIE 250 mg/m? % 1 B EIEIFE THES- Lz,
7




100 =

90 - 4 — EWI00mg QIW
80 - '\ —— (PR

£704 L

Ef L
50

& \

5 40< \‘_‘

Bt 30- Mg
20- i YO

10 P g

0 4 8 12 16 20 24 28 32 36 40 44 48

T ST AR L)

AF200mg Q3W 153 96 77 72 64 60 55 37 20 7 5 0O
{EPRE 154100 68 43 33 22 18 11 4 3 0 O

1 PFS @ Kaplan-Meier {if% (KEYNOTE-177 i)



[Z241]
<IN AR BT U - 11T - B38 D MSI-High 2 A7 % B (FEAER 72 180808
RS AR D) >
DE B AL [F S M FERER (KEYNOTE-164 &8, Zid— k A)

HEERIT60/61 B (98.4%) 12, BITEAIE 35/61 5] (57.4%) TR LT, FHR
D 5%LL EORIWERIZ TEDOEBY THoT,

#£5 FEHEN 5% LEORIER (KEYNOTE-164 iX5R, =R — ~ A) (LM c R 4EMH])

#EBIR2HE (SOC: System Organ Class) B (%)

FEAGE (PT: Preferred Term) 61 1 |
(MedDRA ver.20.1) 4 Grade Grade 3-4 Grade 5
2RIEH 35 (57.4) 9 (14.8) 0
B IGhEE

T 8 (13.1) 0 0

L 9 (14.8) 0 0

M - 5 (82) 0 0
—i% - REEER L O S ENORRE

) RE 7 (11.5) 1 (L6 0

W7 6  (9.8) 2 (33) 0

ARAE MR 4 (6.6 1 (1.6 0
B RS RS & OV SRR 5

RAHi 10 (16.4) 0 0
B E KOV T AR

% ) FENE 7 (11.5) 0 0

7ok, MIEMEMEE B (1.6%) ., BEEOLERE (FEMEIREGRE, S,
FRBIESE) 16 (1.6%) . NTHERERES 3 il (4.9%). FUIRIRERERES 2 61 (3.3%). W
%301 (4.9%) . Ahdk - BESUREAEE 1 41 (1.6%) . MM - BEIEZE 161 (1.6%) 2338905
Nico FTo. RIBK - BEO TR, MfklEE (7 0« NU—IEGERES) . T EAREER
. ORIEWEEREE, | BRI, BEREREE (RME BB RS . HIEDHEAE, O
2%, SR MM OB PSR B . IR IR L, JRZFEKSEE . infusion reaction X NS &9
TERITRD LR D o Tz, AEWERBBURDUIEEFESR (AREMER T L) 258
THEFHER 2T,

@E BRI EZE T AERER (KEYNOTE-158 #tbR)
BHEFLIL, 91/94 B (96.8%) (2. BIVERIX. 58/94 5 (61.7%) T3 H vz, FEH
T 5% FORWERIZTRDO LB THoT,



F6 FHEDN 5%LL EORIER (KEYNOTE-158 35R) (22 MRt <t 45 )

#EBIRHE (SOC: System Organ Class) B (%)
FHAGE (PT: Preferred Term) 94 131
(MedDRA ver.20.1) 4> Grade Grade 3-4 Grade 5
2RIEH 58 (61.7) 12 (12.8) 0
B ke
THI 9 (9.6) 1 (1.1) 0
GITIN 8 (8.5) 0 0
M - 5 (5.3) 0 0
— % - RHEER L O GEALOREE
) RE 8 (8.5) 1 (1.1) 0
Ty 11 (11.7) 0 0
B8 KOV TR
7 9 PR 11 (11.7) 0 0

. FEMEMEE 461 (4.3%) . KBk - BEOTHI3F (3.2%) ., #fEE (£7
Ve N UIEBRRES) 2 5] (2.1%)  ATRERERE S 8 51 (8.5%) . HUIR S REREZ 8 151 (8.5%) .
1 ZUBEPRIS 1 61 (1.1%) . infusionreaction 1 5l (1.1%) 2§D LTz, £/, EEDLE
P (REREIEIRIEERE, ZIRLEE, FEEIESE) . T ERAHEERES . RIEHREREE .
el S RAMEMEMEBRE) . R, ik - BIBUHBARE, BREMEE, O
K. Wide - B, SRR i OB SR B . TR IR M, JRIFERES K ORS &9 Ak
IO LN o Tz, REWERZBUR LI B EFS (BRI 25T 25Tk
AR AT,

IR RRE/R LT « 38 D MSI-High =9 2 &5 « ELAGE >
QE B LA ZE AR RS (KEYNOTE-177 i5R)

AEFERIX, 149153 ] (97.4%) 12, BITERIE. 122/153 651 (79.7%) 12388 BTz,
W DRECTHRIELEN 5%, EORIWERIZ TR LB ThHh-o7-,
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KT DT UDORETIILEN 5%LL LOEIEA] (KEYNOTE-177 #B) (2 MMt xt S4£H)

BRI K 4% (SOC:

pi%% (%)

System Organ Class) AFHE (b RRIERE
JEAFE (PT: Preferred Term) 153 4l 143 #i
(MedDRA ver.22.1) 4= Grade Grade 3-4 Grade 5 4 Grade Grade 3-4 Grade 5
FEIEM 122 (79.7) 33216 0 141 (98.6) 93 (65.0) 1 (0.7)
Mgk KOV > RBEE
25 1f. 9 (5.9) 2 (13) 0 17 (11.9) 7 (49 0
I HRER IS i 0 0 0 30 (21.0) 22 (154) 0
NG b
PR IR REAR T 16 (10.5) 0 0 0 0 0
e
250 (3.9) 0 0 10 (7.0) 1 (07 0
INEN (5.2) 3 20 0 0 0 0
(EEA (1.3) 0 0 10 (7.0) 0 0
T 38 (24.8) 3 20 0 75 (524) 14 (98) 0O
N RIS 11 (7.2) 0 0 6 (42) 0 0
L 19 (12.4) 0 0 79 (55.2) 321 0
A% 8 (5.2) 0 0 43 (30.1) 6 (42 0
& i 5 (3.3) 0 0 40 (28.0) 5 (35 0
—% - BEFEER IO SEAORE
I ) E 11 (7.2) 0 0 25 (17.5) 5 (35 0
957 32 (20.9) 3 200 0 63 (441) 13 (91 0
FEE D RAE 4 (2.6) 0 0 25 (17.5) 1 (07 0
FEN 11 (7.2) 1 (07) 0 7 (4.9) 0 0
R AL AN 0 0 0 8 (5.6 0 0
JRYSIE RS K OV A HUE
INEEE/S 1 0.7) 0 0 8  (5.6) 1 (©7) 0
P R A A
ALT #4m 15 9.8) 3 200 0 10 (7.0) 1 07 0
AST H#5/1 17 (11.1) 2 (13) 0 7 (4.9) 1 (07 0
i ALP H#540 12 (7.8) 1 (07) 0 3 @20 0 0
I HRERER D 1 0.7) 0 0 33 (23.1) 24 (168) 0
MR 2 (1.3) 0 0 9  (6.3) 1 07 0
R 3 (2.0) 0 0 8 (5.6) 0 0
i B Ha D 1 0.7) 0 0 17 (11.9) 6 @42 0
Rt L OSAREE
RARIEER 12 (7.8) 0 0 49  (34.3) 3 @21 0
1&H U v A fLE 3 (2.0 1 (07) 0 8  (5.6) 4 (28 0
B RS R K OV SRRk b =
BA &Y 16  (10.5) 0 0 2 (1.4) 0 0
PR R
FEED E 4 (2.6) 0 0 15 (10.5) 0 0
R N 2 (1.3) 0 0 13 (9.1 0 0
K= 2 —m RF— 1 0.7) 0 0 25 (17.5) 1 ©7) 0
KRR =2 —m N F— 0 0 0 29 (20.3) 3 @2 0
B K OUREEREE
EHR 2 (1.3) 0 0 10 (7.0) 2 (14 0
MR g, MaERES KON R RS
S 0 0 0 20 (14.0) 0 0

11



Bl R 4y HE (SOC: B (%)

System Organ Class) AFHE #== 375 it
JLARFE (PT: Preferred Term) 153 451 143 i
(MedDRA ver.22.1) 4 Grade Grade 3-4  Grade 5 4 Grade Grade 3-4 Grade 5
FERE R KO T AR RRRE S
BB E 5 (3.3) 0 0 28 (19.6) 0 0
B T iz s 7 (4.6) 0 0 10 (7.0 0 0
FE - BIEFEIREN AR DR 0 0 0 25 (17.5) L ©07n 0
5 FEE 20 (137) 0 0 7 @49 1 (07 0
£ 17 ALy 1 07 0 1 oan 1 07 0
A5
i 1 1 ©7) 1 (07 0 9 (63 6 (42 0

¥, RVEMEMIZRE 561 (3.3%). Kiak - /Mak - HEO TH 14 61 (9.2%) . #ik
fEE (72« NU—JEEES) 161 (0.7%) . BIUEFK - FA4E - SRR - Tk -
PELMEAEAE 2% 25 61 (16.3%)  FR IR TE 18 1) (11.8%) . T TEAAREREFEE 2 41 (1.3%) .
R RERERETE 2 5] (1.3%) . BEREREE RAMEMEMERSE) 261 (1.3%). Ak - #
R RAAE 141 (0.7%) | infusionreaction 2 5] (1.3%) . #6#% 1 5] (0.7%) 2358 H ATz,
T, BEOREREE (TEEREESCAMATE, RERIEIREGRE, S, FHRXE
B 1 BB, ek, EAEMEESE, MR - Bk, SO R, LAk, EHER
Mgk (et MR PEER BT, IR L, JRIFEREE . MERERIERAESS) KON
EKREBIEGREIIR O b o 7o, REWERRBURDLIEESFS (BRMRAME R 25
te) HEUEIERETRT,

12



(At - HE]

AR OREREYEHETT L EZFIH LIV I 2L —v 3 12k, AHl 200 mg %
Q3W, 400 mg % 6 MMk (LUK TQeW) & 95, ) XiF 10 mgkg ((KH) % 2 M
IkE (LLF TQ2WJ &), ) THE LIZBEOARAI O MG FRENRG SNz, £ Ofk
Fe. AAI 400 mg & Q6W TH G- L7=BEOARHF O EFIRREIZ IS 1T 2 Mg g (LA
T [Cavgss) EWV9, ) 1E, AAI200mg % Q3W THeH L7ZFED Covgss & FHLLT 5 & T
Ehiz (F&) . £72. AF400mg %2 Q6W THG L7=BRDO AR O E HFIRBIZEB T 5 i
EMIEFIREE (PAT [Cmaxss) &V ) 1F. AH200mg & Q3W THH L7ZEED Crnaxss
CHE L THEEZ T ETFRIENZL OO, BARAABEICBOD CEAMEN MR ST
HHE - HETH 544 10 mgkg (RHE) 2 Q2W THEH LTZERD Chaxss & G LU TIK
EERTETFRHISNTE (TR) . I, EERAHEEBEZXIBUTAHK 400mg 2 Q6W
TG L2/ TR (KEYNOTE-555 i5R) K 0 155 i= FRMEIC S < EiyHhhe
WRIA=BFT v Ialb—ra Al PRI LICEMERE ST XA —X LHEEILT (FR),
Mz T, BEOREEIZBIT 5 BRRBRSGE IS & | AR ORE R & B UIZ ek
& OB A BT 2 BBESOSET A EE S, AAI 200 mg 2 Q3W XX 400 mg %
Q6W THL L7IZBROgE & & Ao X TR et & OB W ORGSR, E
LD - HEOM TAEINEL OVREMEICAME R 2RI v & PRl Sz,

K8 AHNOEDERE T A —4

i - B Crnax Cavg Chin Crnax,ss Cavg,ss Chnin,ss
(ng/mL) (ug/mL) (pg/mL) (ug/mL) (ng/mL) (ug/mL)
200 mg Q3W! <58§?g97) (27i35;1) (17;??83) (9123§L1) (49;??L0) (30§?§L4)
400 mg QoW (12;??24) (32i5§§7) (IOL?fOB) (14é??49) (SOi?gIB) (192?509)
4%;;%%gw (B;Z?S&M NA UJ:?;M NA NA NA
10 mg/kg Q2W! (21%?223) (14;??45) (11;}?21) (4zi?§33) (2727282) (19;?200)

F:1n=2,993, 100[HDY I =L —r a3 LY EH SN KAEIEO T IAE (2.5%4,97.5%4) . Crmax : HIEIE
HHOREMIERIRE, Cog : PIEHEGHOFEMIEFIE . Cuin : FIEHEEGE (A 702 E5E) ORKME
BT, Cmaxss 1 EFIRIEIZH T D BT FIEEE, Cavgss 1 EFIRIEIZI T D FEHIMIE IR, Cumines © EHAIRAEIC
BT D Bl i

T o 56 BT EIIME (95% 5 HEIX[H])

§ : 41 BIORMTEEME  (95%(FHEIX )

NA : %47 L
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4. HERIZ DT

TREBARMEE U CHERSERE IS T D868 - B A2 B < MSI-High Z A9 % [@ERHEIC
*THEHAMGEREL T SN TWD, AEZE D, EHRNLY 27 E8EE (RMP)
(233 < ARFN O R R S & EMEREAIE B~ D W R 23 8 2 ik T - T, ARFI O 5703
W/ BE AW - FrE L. AFIOBEIC L0 BEREWERZ3H LIZBIC ks 5 =
EMRERTZD, LTOO~Q@DT X TE- T B W THEAT I RETH S,

O MEXIZDOWT

D-1 Fred (1) ~ (5) OWVWTINITHY T HExTHDHZ &,

(1) JEAEFEBKRKENEET 20 A HFEEERLRBTSE (B E RS A2 OE L SR B
HUIE )N AR B EEHL R, HUR DS A SIRIRRE 7 &)

(2) FEEHRERPE

(3) FAEFIRFNF DG E T D03 USRS (DS ARSI BT, 03 AL
W IEBE, 3 ARSI EEHERE B e &)

(4) IRALFIEIESE 238 U, S SRIESHE LR | SIS SRIER L ik is ekt
2 Ofiieg FYEIAR D 21T - TV D ek

(5) PUEMEBEAIAL TS FING O s SR 5 a2 1T - T D fitiak

-2 3G & 7 2l T ORI E S O BINE A FE B O RIS 5 70 ek & 0Lk 2 Fr
DER (FROWTNNIEYE T DERM) 23, UE2EROAFICE T 5RO EE
HELTRESN TS Z L,

X MNAALFIEERITHEIE LT - BROSHEE~ A 7 aY T 54 NREEME (MSI-
High) #A 3 2 (FEAENZIRENREERGEIZRD)

o [ERIGIFESE 2 EDOYHAHME ZE T L2121 5 UL ED D ATRIED BERIHE &
fToTWBZ &, 95, 24D RiX, NASEWRES T L UZRERERESOHE %
ITHoTWAHZ &,

o [EHIEFESE 2 FEOYHHMEZE T L2142 4 FELL EDOBKERBREZAE L TV 5D
Z L, OB 3FELRIE, G L 7R D FEIEREI T O 0 A SRMIRIE Z G T DS VIR D
FERMHE Z#1T > TN D Z &y

% IREYIBRARE /AT - R OEHE~ A 7 aYT T4 MARLEM (MSI-High) &
T 5 - B

o [ERIGEFEUSHE 2 FOYIHEZE T L7212 5 UL ED D ARIE O EGIRIHE %
{ToTWBHZ &, 96, 28U BT, BAERYEELY I & LZBRESEZOHHE %
IToTWAHZ &,

o [ERRFFIUSER 2 FOMBINHE 22T LI, HILZHREO N AL A2 ST 5
FLLEDOHLBARFZOBEMZIT> TS Z &,
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o [EAIRFFEASE 2 FOMMINMEZE T L72RIC 4 FEL LORKERZ A L T\ D
Tl OB 3T, AR E T DT O 2 A EYIRIEE E e N ATRIRD
FRRBHE 21T > T D Z &,

@ BENOEIESEHAEE ORI DV T

P E R BCE T T 2 BEE D EE S, REBEN D OFRE D, Ao - &
EHEEIENEROE L OEMEIC T 2 [EHRE Mt AEERNRBAE LG E 0OHE
EH, SERHNIITONDIRHNE S TWDH Z L,

@ BIWEH~OXIRIT DT
@-1 SR ARHNZBI T 2 Zt:

PR MR RS D EEE A BIE SR LT-BRIC, 24 BRRISIRIRHIO T, MR X
IR BT B L 2 BIERNICIE U CABRE BE L O CT Z O BIVER ORI
ERRAEORERD Y HHIZE G, B HITRIGFTRE AR 3 > T D Z &y

@-2 ERERUEFEHICLDEEFGXISICET 5 2

DN AR Z B 2 ik M O e 2 4 2 R HEERRIERT =421 > 7
EEHEOIEROA T ) —= T EITOERE &R EZ G TE 5 F— AEBRIRH] 235
S TnWBZ L, 2B, BiAHIZHOWT, BABRE EZOFEICHFITEMENT
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