Rl HHEET A R4 v
Roa7ul) <7 (BioFEEz)
(54 : %A FA—4 EREETE 100 mg)
~HHERHF ) oNE~

Y2 941 1A (ffn 24 8 AKET)
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1. IIC®IZ

I OB N - REMEDHEROT-DIZIE, WA TR SVl 7 23K D
bbd, 62, IEOREFIFOMEARIC LV | FUAEIRSL 22 & OFEHN 72 Hili /E Atk
FPEIEMPEARINDGH T, 2N OEHKGNZEICHLEREF IR 5 2 L 3R
PR L 72 o TR RREMBGE R & O IR T #2016 CEAL 28 4F 6 A 2 H BRI E)
IZBWTH, EHERLEOH A ORE(LHEEZXS Z L LS TWn5,

R R T, SRR BT 0 7 7 A VDB RO EI S, & B S R
B ENRBHD, ZOD, HIMEROLEMEICET A ERN ST 5 E TOM,
WEEIGOBE LR ZIT D 2 ENYHINLBEICRH L THERT 2 & &b, BIFE
FDNVREEL LB B et i & & D 2 & DS ARE 72— 8 D B & i 7= 3-SR B C i
THIENEETHD,

L7eRoT, KA RT A4 TiE, BIRERES ZNE TITE LN TV A ESLIH -
BHER M EED & | LU O E IR O i 7o ) 2 HEdE 3 2 8LS0 6 B2 B 3B %
F RO EFHERT,

B ARTA RT A A%, MATBOE NESE G ERESR SN, AARTEAN A
BRI oy . — Mk N B ARERIR N R 2 L OB N B AR MK 52 DO b /) D
b EERK LT,

KGR LI BHEIRE - XA F—F SHEENE 100mg (— 4 - Xa T el X7 (B
FHEHEZ))

REEBDREIINE : PR SUTEIRPEO H A AR % U N iE

MNEERDAERCHE  BH, AKX, Ra7n ) Xv7 (BEFHHE#LZ) LT 1
[8] 200 mg % 3 @A IR X131 (5] 400 mg Z 6 I W[k T 30 47 [H
T T RIEFRET D,

3% IR 58 2 - MSD MRt




2. AFORE. 1ERERF

XA M —F BIEEHE 100mg (—i4 : XA T7r ) X~7 BB ) DUT TR
Fll Evv5,) X, PD-1 (programmed cell death-1) &% dD VU %> K Té 5 PD-L1 & T PD-
L2 L OfAZEHERET S, B MbIgG4 £/ 7 n—FAHiETH 5,

PD-1 & 1T T HIAQ 0 BEARKSAE 2> & 6 2 72 0123 AVKIRE AN FI FH 9 B T 7 o0 2% il £
AA wF T, PD-1 1%, RIS O COEER T MleoMiaRmicBH L, H%
P& SO % B e A B X TRl 72 oS SOG Z HlH T 5, 372 BH . PD-1 13U > K&
AT DI LICE Y PURZEIRICL DV 7P vmiEe A+ 228K TH 5, PD-LI
DIEFMHMIZBT 28 BUTDLT N TH L, Z<OBRAMIRTIE T Miao@x Zimx
HIF RN L TS, DAMBIZIIT S PD-L1 O3 E I, B, s
R, IR0, FE/NIRaE 72 & O x ST THRARRK T TH Y | RWAEFE
& OB HE STV D,

BED D A DEGRI T4 & PD-L1 3EBLOFEEAMEN S PD-1 & PD-L1 OB ILEE
DEERREIC B W T EERREI 2 5 Z L AVRIBR I TR L F- 2 ATEIE DR, &
LTHIFF ST 5,

AFNE, PD-1 & PD-L1 L ONPD-L2 Dfj Y > RO#EEEMEST S Z Lok v, i
WU NBREE T O NS A ENE T U VS ERETEM L &8, HUEE S 2 BE L
T 52 L CHIEEN R A RET D,

AANOAE B IS B E O FOGIZ KX 2EWEHER & bbb, HEIIETIC
BOWREMED B D, AFNOBGH R OREGHRIZIT, BEOBIREL ToI2AT), BEDHR
O HIVIZE AR, FEH LRI U RPN 2 et & BB 2 FF DRl & L Tl
G2 ERRZ I 2 AT\ R O ROGIZ K D RIWER 3 b 2 581213, BIERE RV
T AP G DGR AE 24T O MENH D,



3. BEEREE
3 TEHETE O AR % ) N JE O KGRI CEEH 2 4T o 7= E e BRI R BR D
R A R,

[H2h]
[E BRI 2 T AHRABR (KEYNOTE-087 7R)

B SUTERAMEDO LA U % v U U oRERFE (210 B, AARAN 10 flzETe) OLLT
D 3OO aAKR— FERRIT, AH 200 mg 3 BEREIMER (CLT TQ3W] w9, ) HHOD
BRI OV ZEVEDE S iz,

- BHEE MBI TRIC, 7L Y Fo~T RREF UK DiRREZ T -8
# (=2hR—h1)

- BEE MM IEREIS THY . hoOT LY X ~<=T RRF UL HEEE

2B (2h—1h2)

- BFRE MBI TR, 7Ly Y X o~T RRF UL DIRE (—RIGHEY

ITBBILERED R E L TOT LY F o~ XRF UK DRITARITE £/
W) BTV ARWEE (ak— 13)

7R85, HERHM T EEIT RO LT AT, EAREIT 2 R TIEIR AR D H i
LORRNZZE LTV 5 BHE T i\/klﬁlu[iw) Gl CRBETRRDOONDHET
AR OG5 Z ENATRE L Sz, REMEEA Th 52 FOR (&ET IWG
criteria (2007) (ZH:D < FUEIC L 588585 (CR) XUEEZE%) (PR) OFIE) |
1 OLBYThoT, 2B, FANIKE INEMEEDEIL. WThoak— M>
20%TH o T,

#1 A3MERE (KEYNOTE-087 3RER)

Zhk— R apR— k2 amR— 3

(6931)) (81431) (60f31))

7687 %) (CR) 15 (21.7) 18 (22.2) 13 (21.7)

% #3785 (PR) 35 (50.7) 35 (43.2) 27 (45.0)
(%) ZE (SD) 13 (18.8) 9 (11.1) 13 (21.7)
#17 (PD) 3 (4.3) 17 (21.0) 7 (11.7)

FEAm A BE 3 (4.3) 2 (2.5) 0

FHh=®= (CR+PR) (%) 72.5 65.4 66.7

(95%f= HH X [#]) (60.4, 82.5) (54.0,75.7) (53.3,78.3)




[Z2 4]
[EFRIC[FZE M AHFER (KEYNOTE-087 #fR)

AEFRITHABRAM T 202/210 1] (96.2%) (27O v, BIVEHIX 144/210 1 (68.6%)
IZFRD BT, FEHEN 5% EORWERIZFR 2D LBV THho T2,

#£2 RBEN % EORIER (KEYNOTE-087 3B) (R MfENT <t SBER)

ZEBIKS¥E (SOC: System Organ Class) @fgﬁﬁ/}i

JEAFE (PT: Preferred Term) ! 21 ()J?;IJ
(MedDRA/J ver.20.1) % Grade Grado 32 Grade 5
RIEH 144 (68.6) 23 (11.0) 0
Mgk KOV >R fmE

B FR BRI 11 (5.2) 5 (2.4) 0
PR ==

B B A REAK T i 26 (12.4) 1 (0.5) 0
B GRS

T 15 (7.1) 2 (1.0 0

LD 12 (5.7) 0 0
—f% - EFEER X O SO REE

I 57 19 (9.0) 1 (0.5) 0

FEEN 22 (10.5) 1 0.5) 0
PR R IR E

et 13 (6.2) 0 0
MR SR, MOERES K ONiERmPEE

DA 12 (5.7) 1 (0.5) 0
FEIE 8 X OV TRk TS

B2 16 (7.6) 0 0

¥, HVEMEMIZREIT 6 B (2.9%). KGR - HEDO THIL 3 B (1.4%) ., FRRtREE

(7 v« NU—EBEREE) X161 (0.5%) ., HFEEREREE I 8 il (3.8%). ALIKIRERE
1329 1] (13.8%) | Al 2% - BT Al A#IE 1 2 151 (1.0%) | infusion reaction (% 17 {5 (8.1%) .
SEIERIT 26 (1.0%) KOLFHRIE T H (0.5%) TRO LN, £, EHEDKE
e (2 JERGIEIRE EfE, AT, JERRIE ) . P RAHEERE . BIBMERE., 1
RIBERRI . BARRERE T ORI MEMEE &%) | Kk, EEMERE, Mk - BERK, o
P VR NGB PSRBT IR ) ORZFERBEIIFE O D2 o 7o, RREIWERIEEL
Wl IBEERS (BARREMEET 2 3) 2508 RE T,



[Hik - HE]

AR OREREYEHRETT L EZFIH LIV I 2L — 3 12k AHl 200 mg %
Q3W, 400 mg % 6 Bk (LI TQeW] & 95, ) XX 10 mgkg ((KH) % 2 JHfH
fkd (LT TQ2W1 &9, ) THEE LEBOARA O MG IREDS G SN, Ok
Fe. Al 400 mg & Q6W TH G- L7-BEOARF O E FIREEIZ IS 1T 2 VI iE HiRE (B
T TCagss] EVVI, ) X, AAI200mg % Q3W THE LT2BED Cayess & FEELT 5 & T
Ehi (F#) . 7. KH1400mg 2 Q6W TG L =B DO ARA O EFIRREIZ BT 5 &
EIEFIRE (PAT [Chaxss) &V ) X, AKI200mg % Q3W THEH: L7ZEED Coaxss
g L CEEZ T E TSN OO, BARNBEFIZB WD TR FHER ST
HHE - HETH 544 10 mgkg (KHE) % Q2W TG L7ZERD Chaxss & it U T
EErTETFHlan (TR) . oI, EERAHEEBEZ XIZITAHK 400 mg 2 Q6W
TG L=/ TR (KEYNOTE-555 i5R) K 0155 7= BHMEIC S < EiyHhhe
WNRIA=2Z VI ab—ra AT PRI LZEYEIE T A —2 LHEEI LT (FR),
MMz T, BEOREEIZ 1T 5 BRRBREGE I D & | AFORE & & AT L e
& OB ZRHTT DMREE ST T VS S 4L, AK] 200 mg 2 Q3W Xid 400 mg %
Q6W THEL L7ZBROMgEEE & & Ao X322t & OBz Y W ORGSR, E
SEOHE - HEOM THIME R OZ I i e 22 BT v &Pl &z,

#3 ARORYBE T A —F

ik - C Cave Conin Conns Cavass Cuinss
(pg/mL) (pg/mL) (pg/mL) (pg/mL) (pg/mL) (ug/mL)
200 mg Q3W! (582?;97) (27§?§81) (17;?;83) (91%3521) (49;??L0) (302??L4)
400 mg QEW! (125??24) (32if§27) (10;?f68) UAé??49) (SOi?ZL3) (192?509)
40(0%;”[%6)“] (1351.2,6.10;6.4) NA (14.1:.?;4) NA NA NA
10 mg/kg Q2W* (21%,2(2)23) (14;“1‘45) (11;1 ?21) (422,2333) (272,7282) (19;,9200)

+:1n=2,993, 100D I = L— 3 X Y EH SN2 ST EEO FIRE (2.5%45,97.5%55) . Cmax : FIEHE
H#OFEIMIEFIRE. Cag @ PIER G55 OFEMEFRE, Cun: PIEIERGH% (A 702 567 OFiRmE
HIREE . Craxss : EACRIBIZIT 2 B MG PIRIE . Cavgss 1 EHIRIEIZIS T 2 EIMTE IR, Crinss : EHIRAEIZ
BT B AR 7% i BE

I 56 FIORELEME (95%(EHIXH)

§ 41 FIORMELE (95%F X H)

NA : %47 L




4. HERIZOWT

KRR & LTl AR (2B AL TnE Z b, YR
UNZENE T X Dl Ta’béz%#a’bé DT, RANOFG Y B 2l - Ry
E L, AANOBEFIZL Y EERRBIERZRB LIEBRICHIGNT 5 Z LB E R, LIT
®®~®@#&T%ﬁt¢mm_kwfﬁﬁfém%fhéo

D HEERIzHOWT

D1 Freo (1) ~ 5) OWTNMNITENT I THDL Z &,

(1) BEAFGEBKEGET D03 AR EEILURRES (B E T IR S A S HEL RUF .
HiE A3 A RSB ML SRR, MBS AR 7R &)

(2) HrEMEERPT

(3) FAREIFIRFIFE DG E T D03 AU EETRRT (D3 ARSI ERRT, 03 AL
W19l 23 ARSI EEHEE R 2 &)

(4) RACBIRIER 23R E L, SRR 1 AISRAb R EINE 2 Ojifiak S 1E
\Z£R Dt 217> TV D filik

(5) HUEMEAESAI LT & BN O fE iR FAE AR D | H 21T - T D ik

O-2 WA % U N ORI E R ORIVE I FE BN O XIS 153 70 50k & %
ROl (FROWTNNITEE T DERM) 25, %2R OAFNZEE T 5 ini D
HIEE L LTRESh TS Z L,

eSS

o [EENGFFEUSE 2 EOUHIHE ZE T L7212 5 FLLEO D ATER O RGIRHE %
fToTWBHZ L, 95, 2FEM BT, NAEYERES EL LEBRBEESONHE %
fTHoTWAHZ &,

o [EENEFFEUSE 2 FOYHNHEZE T L721&IC 4 FLLEDOEKRESRZ A L T\ 5D
Z L, OB, 3EL T, & MR O M AW A G TR IR LR T O WHE
BIToTWBHI L,

Q@ BEANOEXRLFHREBOMEHIZOVNT
Eﬁ%%ﬁﬁﬁ’ﬁ$iéﬁﬁﬁﬁﬁ%én\%ﬁﬁ%#%@%ﬁ%m\ﬁﬁé @
HEIREE RO E B L OE R 5T MR ML, AEFRB A LG E o®E
%ﬁ\ EPNHERDIATONDEH NS> TN D Z &,




® BIER~DORINZDONT
@-1 fEsk Az BE 3 5 B

WV PE R B O B R BIER SR A LTZBRIT, 24 FFRIEIRIRHIO T, YiZhisk
TEEE SRR 12\ T FEL L7 RIEAICS U CABREE KL O CT 25 OFIVEFH ORI &4
BIRREDORERN Y HHRIZE G, EHICKHIGS ARSI N E > TWnWD Z &,

@2 BERUEEE I 2AFFSRINCET 2E S

AR D D I 72 e O\ e 2 A 2 BIRIERE D EE =2 ) v 7
EEDIEROA Y ) == 72TV ERE L F#E A TE 5 F— LERAH 2R
S TVDZ &, B, BRMIEHIZOWT, BABE EZOFEICHSIZEAmE T
WnHZ &,

@-3 BIER OZWCRISIZE L T

BIVER (RVEMEMZERICIN X, KBE - /DK - BEO TH, FFHREREE - m ke
K. BRERETE RMEREMBRSE) , NowkESs (FMERAERERES, FUIRIRELE
. ORIBRERERETE) . 1 AR, S E OIER., Mk - BRI RARIE ., R, BHE DK
JEREE (PR I EMARIE R SRR ARE GERE, ZIRALBE, FARIRIESE) . infusion
reaction, 7% - BN, BIEM M), MRS (F7 2« N U—EERESE) | DR,
e MRl S (oM MR PESEEES R . WM ML, JRIFERES | MR ERAE ) |
MERERIEMERE, FEAZE) 1Tk LT, Mk X3 B it B O B PP 2 9~ 5 [ Al
CEfE L (BEHORZE-CXISICE L CRER VIR ZZ T ONLIEZMHICH DL 2 L) |
B HICHE )22 E D TE DIRH DS TNDH 2 &,



5. B##Extg L s BE

[H2EICEEd 2 F])

O AZFIE MBI REUE RN A OB IXEREO iR o ) v
NERFIZB W TARIOFIEN RIS TS,

@ TRICEEYT 2 BE T 2AF O G K O HATIECOWTIE, AFIOAFZEDN
MESLSNTELT, AAOHREGHR LRG0,
o AEFRIERIGRO B,
o OPUENERELA & OB,

(ZatEiCB+ 2 Fm])

O TRICHEYT H2EREFIZONVTIEAFOEBRENEZ L SN TWDHZ Enn, BEETT
bipnz by
o KFNDRHIITKRE LIBBUE DEBEERE D & % B

© TBREETOFIIZIB VT FECL uﬁiéﬁ_é BEIZONTL, AFOEGITHER S 20

B, MOTEHEERIUE DS NG EITRY | HERICARHZENT 52 L 2B ETE 5,

o REMEMIZERDOENX i%EU)%é%%

o o AR A CRHVE S 258 6 D A K ONE B O R BT 2 <2 G it 2%
FEOMMIZRIEMZE N A BN D BE

o ACREEROASOE. XHEMEZRE L < IXERMEO B O R B OB D
oraysecy

o ESERE CEMmEMaBREZET) Ob 5 EE

o OB IIEFEEAET L BRE

*  ECOG Performance Status 3-4 Vo #

(ED ECOG 0 Performance Status (PS)

Score | 7%

0 | &<MERIEFETE S, Wl &lR U HHAERDHIRZ AT D,

PIREIICIE LWTEENIHIR S5 728, STAIRE T, BAFEEH > TOEEIFTO Z LB TE D,
R AN S N s

BHNTZEHSOHEDEY DZ & LTERY, HRD 50%L EaXy R+ TilaT1,

W

LT RV, BOOHFOEY O Z L34 TERY, BEICy R+l I4,

MTRIBECTH D OHORIY O Z L 139 X CTREEZAEEIZTE 20, HHF O 50%LL Eid~Ny FAACIRIT T,




6. BEIBELTHEETREEHE

O WA CEFITN A, BERTEESR DIREET 2 BRI IS E ARF O et & OV 1Ef#
DT DI LB ERE B L T b AT 5 2 &y,

@ WBEBIAICESL D B T DOFEBECA MR R i L., FE %2145
ThoEETH L,

@ TEREMWERO~RY AL MZHONT

MEMEREEN D 5D ZENH D DT, KFOEGIZHT--> T, FIHE
W CEEIAL, PR IR, BWREE) O & OO X #iip i O Fhasss, #lgis +
TFWATH Tk, Flo, BBEITSUTWES CT, MG~ —h —%ORA % Ehi 7
5k,

infusion reaction 23 & 55 Z L35 5, infusionreaction 23 FED HILT-HEIZ
X, WUREZIT S &L b, SRR EIE T D £ THE DR L 0T 8l82
THZ L,

ORI RERE S . T EAHERE L ORIBEEREN L LN DHZ ENnHDHD
T, AFIO BEG-BAART M OV G- R i3 E RIS N WS RERR A (TSH., iEHf
T3. U8 T4, ACTH, Ifih =T — 1 SEDllE) #Eiid 52 L,
JFRERERE S, E{LMEIRE RN S DI D Z ENHH DT, A O 5B bGHT &
OGP I E IS REME (AST. ALT. y-GTP, Al-P, B U /LB %
DRE) & FhT 52 L,

SEIFER (R K MY BRAREZET) SOEERIBEEND Lbhd
ZERBLOT, EWHNCIRORFTOEBEMHET L &, o, IROEFEN
RBOOLNTHEITIE, HONCERENZZ2T2 L )BEFELRET L L,
AFNOBEHIZ X0 | BWEOREISSERT 5 &5 2 DDk~ 2R B0 e
NHLONDZ ENBD, BRENPRDOONTZHEITIE, BELEZERIILN U
B 70 0% & R BR A RO R AT & EE U Cul Ul e 8RR W A2 1T\ B D5
FOST £ 5 RWER D S 2 35E101E, AR ORIETH I, R ORIE EE A
NECROBRGEEZBETHZ L, ok, BIBREFRLVE L ORGIZXVEIE
R OYUGEERFRD IV WIGAIZIL, BB RE ARV 2 DSOS i Fl o8
LEETDHZ L,

PG T, BRSO ABB L COLEERANERT L 0N H D720,
AFN OB TZRICHRERORBUZFSITHEET H 2 &,

1 BRI  (BUE 1| BUBE RIS 2 & de) 0N Hbiv, BERBMEY FT7 v R— &
IZEDLZENRBHLOT, A, O, EHEOTEROFEHRC M ED LA+
INEBET DL, BRSNS A TR G2 FIE L, A A ) il
KO HZ DY & 2175 Z &,

@ AFNOERKRRBRIC BN T, &KEBRMGD 12 1 Z L IZHMEOFHE 21T > Tz Z
L e BET, ARG TIIELICEGRA TOHIROMERZTT O 2 &,

10
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1. IIC®IZ

I OB N - REMEDHEROT-DIZIE, WA TR SVl 7 23K D
bbd, 62, IEOREFIFOMEARIC LV | FUAEIRSL 22 & OFEHN 72 Hili /E Atk
FPEIEMPEARINDGH T, 2N OEHKGNZEICHLEREF IR 5 2 L 3R
PR L 72 o TR RREMBGE R & O IR T #2016 CEAL 28 4F 6 A 2 H BRI E)
IZBWTH, EHERLEOH A ORE(LHEEZXS Z L LS TWn5,

R R T, SRR BT 0 7 7 A VDB RO EI S, & B S R
B ENRBHD, ZOD, HMEROLZEMEICET S ERN SR T 5 E TORM,
WEEIGOBE LR ZIT D 2 ENYHINLBEICRH L THERT 2 & &b, BIFE
FDNVREEL LB B et i & & D 2 & DS ARE 72— 8 D B & i 7= 3-SR B C i
THIENEETHD,

L7eRoT, KA RT A4 TiE, BIRERES ZNE TITE LN TV A ESLIH -
BHER M EED & | LU O E IR O i 7o ) 2 HEdE 3 2 8LS0 6 B2 B 3B %
F RO EFHERT,

B ARTA BT A %, MATBOE NESE G ERESR SN, AARTEAN A
BRI s . — Mk N B ARERIR NBFE 2 e Ok N B ARIBIRE B2 O W
ToH EAER LT,

KGR LI BHEIRE - XA F—F SHEENE 100mg (— 4 - Xa T el X7 (B
FHEHEZ))

KL RDMETNE © D3 AALTFIRIEL (TR U T2 ARTR UIBR RN AB 72 JR K - R

MNEERDAERCHE  BH, AKX, Ra7n ) Xv7 (BEFHHE#LZ) LT 1
[8] 200 mg % 3 @A IR X131 (5] 400 mg Z 6 I W[k T 30 47 [H
T T RIEFRET D,

3% IR 58 2 - MSD MRt




2. AFORE. 1ERERF

XA M —F BIEEHE 100mg (—i4 : XA T7r ) X~7 BB ) DUT TR
Fll Evv5,) X, PD-1 (programmed cell death-1) &% dD VU %> K Té 5 PD-L1 & T PD-
L2 L OfAZEHERET S, B MbIgG4 £/ 7 n—FAHiETH 5,

PD-1 & 1T T HIAQ 0 BEARKSAE 2> & 6 2 72 0123 AVKIRE AN FI FH 9 B T 7 o0 2% il £
AA wF T, PD-1 1%, RIS O COEER T MleoMiaRmicBH L, H%
P& SO % B e A B X TRl 72 oS SOG Z HlH T 5, 372 BH . PD-1 13U > K&
AT DI LICE Y PURZERICL DV 7P vmiEa AN+ 228K TH 5, PD-LI
DIEFMHMIZBT 28 BUTDLT N TH L, Z<OBRAMIRTIE T Miao@x Zimx
HIF RN L TS, DAMBIZIIT S PD-L1 O3 E I, B, s
R, IR0, FE/NIRaE 72 & O x ST THRARRK T TH Y | RWAEFE
& OB HE STV D,

BED D A DEGRI T4 & PD-L1 3EBLOFEEAMEN S PD-1 & PD-L1 OB ILEE
DEERREIC W T EERREI 2 5 Z L AVRIBR I TR | F- 7203 ATEIE DFEfY &
LTHIFF ST 5,

AFNE, PD-1 & PD-L1 L ONPD-L2 Dfj Y > RO#EEEMEST S Z Lok v, i
WU NBREE T O NS A ENE T U VS ERETEM L &8, HUEE S 2 BE L
T 52 L CHIEEN R A RET D,

AANOAE B IS B E O FOGIZ KX 2EWEHER & bbb, HEIIETIC
BOWREMED B D, AFNOBGH R OREGHRIZIT, BEOBIREL ToI2AT), BEDHR
O HIVIZE AR, FEH LRI U RPN 2 et & BB 2 FF DRl & L Tl
G2 EERIRZ I 2 AT\ R O ROGIZ K D EIER S s 2 581213, BIE R E RV
T AP G DGR AE 24T O MENH D,



3. BEEREE
M ARG (T HE AR U T ARIBUIBR AN RE 72 R b R O KGRI I Gt 247 - 72 £ 72
Bk A 5 IR OD i 2 g,

[ %hiE]
[ BR AL [F) 5 I AHRER  (KEYNOTE-045 35R)
7T FF 8K m G AL FEEIEIRET 2 T 5 RFTEITIE UM O R R R
542 15 (HARN 52 Bl & &de) x4, A4 200mg 3 @M (BLF TQ3W) &9, )
B G- DN L EVED AL (N7 U 2%t 0 R4 % /0 (T vinflunine)
CERXIRE UTRE S, 7eds, WERHN CHRAET RO b AT, REAET
ZRTIERDFRD DR WEO BRI E LTV 25 B3 T, RIEILARE O G T <
PRIBHETT RO B D E TARAIOR G A4kt 95 Z L A3 ATRE & Siv7e, FEFHMEE A X
2/EFHINE (0S) K OMEREAFIIM (PFS) & &iu, AANIAL2#RE L i L ¢, OS
EEBICEE L (F1EOXI) |
L TS FF AR GRS (—RIBE) %IOREETERDRE, RO T FHHE ST
LSAIRIEIC & B HTRT - A AL RIE 12 7 A LUINIC S L2 B AW AR BTz,
%) : AHCIE vinflunine HARARTH D720, /47 U ZFLARIE KE & FLADNFRNEER L
776



71 KEYNOTE-045 REBR DB MR

AF 200 mg b s
Q3W
(270 f51) (272 f51])
os' HdefiE [ A ] 10.3 7.4
(95%(ZHE X [H) (8.0, 11.8) (6.1,8.3)
NP R 0.73
(95%(5 HE X [1]) (0.59,0.91) -
P fii5s 0.002
PFSTl i [ A ] 2.1 3.3
(95%(E#E X ) (2.0,2.2) (2.3,3.5)
NI — R 0.98
(95%(E #E X [H) (0.81,1.19) -
P {5t 0.416

T P RERTRE O F — & c20164E9 A TH B v AT
: J@RI] Cox Hef NP — RETIAZ L DALFEE & O g

i
§
|

Rl 7T U e

: RECIST 74 R4 > 1.1 U EES < Jhs7 rp gl e

100 7
90 7
80 7
70 ]
& 60
## 50 9
% 401
30 7
20

10 7

°0 2 4 6 8 1012 14 16 18 20 22 24

SrFrn (R)

270226194169 147131 87 54 27 13 4 0 O
272232171138109 89 55 27 14 3 0 0 O

X 1 OS ® Kaplan-Meier Bi#R (KEYNOTE-045 35%)

at riskB
& 200mg Q3W
== - B3



[Ze 2]
[ BR AL [F) 55 I AHRER  (KEYNOTE-045 35R)
HERFGIIARKIRE 248/266 B (93.2%) K OMLFHIERE 250/255 51 (98.0%) 12788 5
. BWERIZZEN T 162/266 151 (60.9%) K TX230/255 fil (90.2%) (ZiBd bivic, K
FIHETHBLEN 5% EORIERIZTRO LB THho Tz,

F#2 FREEN 5% LEORIER (KEYNOTE-045 38  (ZZ2MfENT st S4EM)

#EBIR¥E (SOC: System Organ Class) ijﬁﬂ(ﬁ/;
JEAFE (PT: Preferred Term) 266/
(MedDRA ver.20.1) 2 Grade Grade 3.4 Grade 5
2EIEH 162 (60.9) 38 (14.3) 4 (1.5)
PG WA
FOPR IR REA T 15 (5.6) 0 0
B lEE
T 24 (9.0) 3 (1.1) 0
L 29 (10.9) 1 0.4) 0
—i - EHFEER L O G OREE
4 ) E 15 (5.6) 1 0.4) 0
e 37 (139 | 3 (1.1 0
757 17 (64) 0 0
REHR L OV EE
BEREHE 23 (8.6) 0 0
FERGH X O Tk p
7 5 PR 52 (195 0 0
3§95 22 (8.3) 1 0.4) 0

7. AR B W CTRIE MR E 10 61 (3.8%) Kk - HEED T 7 41 (2.6%) |
PRREE (F7 2« N U—SEREE) 161 (0.4%) . ITHEREREE 14 6] (5.3%) . HIRMR
FEREREEE 23 5] (8.6%) . RIBHEREREE 1 B (0.4%) . EHERERRTE (JRADE M &
%) 141 (0.4%) M ONinfusionreaction 1 5] (0.4%) WD LT, Fio, HEEDLERE
O (RERIEIRIE R, Z2TALEE, BURRIESE) | T EREMREREE, 1 RN, k.
il o% « BRSO RARIE, EEM SR, (DR, MK - Bk, S & 9 EK, St
MBI PESRBES R . VR AR I S OVIRFFERSS 130D B v o 7o, ARIWERZEBLR IR
HES (FAMEERT LS 2308 EZRT,



[Hik - HE]

AR OREREYEHRETT L EZFIH LIV I 2L — 3 12k AHl 200 mg %
Q3W, 400 mg % 6 Bk (LI TQeW] & 95, ) XX 10 mgkg ((KH) % 2 JHfH
fkd (LT TQ2W1 &9, ) THEE LEBOARA O MG IREDS G SN, Ok
Fe. Al 400 mg & Q6W TH G- L7-BEOARF O E FIREEIZ IS 1T 2 VI iE HiRE (B
T TCagss] EVVI, ) X, AAI200mg % Q3W THE LT2BED Cayess & FEELT 5 & T
Ehi- (F#) . 7. K#H400mg % Q6W TG L 7ZBRDOARK| O E HIREEIC BT 5
EIEFIRE (PAT [Chaxss) &V ) X, AKI200mg % Q3W THEH: L7ZEED Coaxss
g L CEEZ T E TSN OO, BARNBEFIZE WO TERERHER ST
HHE - HETH 544 10 mgkg (KHE) % Q2W TG L7ZERD Chaxss & it U T
EErTeTFlanz (TR . o0, EHEREAERE ZXRITAKA] 400mg % Q6W
TG L=/ TR (KEYNOTE-555 i5R) K 0155 7= BHMEIC S < EiyHhhe
WRIA=2FI VI ab—ra AT PRI LEYEIE T A —2 LHERILT- (TR,
MMz T, BEOREEIZ 1T 5 BRRBREGE I D & | AFORE & & AT L e
& OB ZRHTT DR SE T VS S v, AK] 200 mg 2 Q3W Xid 400 mg %
Q6W THEL L7ZBROMgEEE & & Ao X322t & OBz Y W ORGSR, E
SEOHE - HEOM THIME R OZ I i e 22 BT v &Pl &z,

#3 ARORYBE T A —F

ik - C Cave Conin Conns Cavass Cuinss
(pg/mL) (pg/mL) (pg/mL) (pg/mL) (pg/mL) (ug/mL)
200 mg Q3W! (582?;97) (27§?§81) (17;?;83) (91%3521) (49;??L0) (302??L4)
400 mg QEW! (125??24) (32if§27) (10;?f68) UAé??49) (SOi?ZL3) (192??09)
40(0%;”[%6)“] (1351.2,6.10;6.4) NA (14.1:.?;4) NA NA NA
10 mg/kg Q2W* (21%,2(2)23) (14;“1‘45) (11;1 ?21) (422,2333) (272,7282) (19;,9200)

+:1n=2,993, 100D I = L— 3 X Y EH SN2 ST EEO FIRE (2.5%45,97.5%55) . Cmax : FIEHE
H#OFEIMIEFIRE. Cag @ PIER G55 OFEMEFRE, Cun: PIEIERGH% (A 702 567 OFiRmE
HIREE . Craxss : EACRIBIZIT 2 B MG PIRIE . Cavgss 1 EHIRIEIZIS T 2 EIMTE IR, Crinss : EHIRAEIZ
BT B AR 7% i BE

I 56 FIORELEME (95%(EHIXH)

§ 41 FIORMELE (95%F X H)

NA : %47 L




4. HEFRIZHOWT

KRR & LTl AR (2FRE) NN TWEZ b, YHE 4
UNZENE T X Dl T%éz%#%é DT, AR OG- w#EY) 7 BE 2w - Ry
E L, AKANOBEHIZE Y EERBIERZRE LIRSS T 5 Z EDBME R, LIF
@@N@@ﬁNT%ﬁtf%m»kwfﬁﬁTém%T%éo

O MEFIZOWVT

D1 Fid (1) ~ (5) OWVWTHNITEN T D THDH I &,

(1) EAEFEBREINMGET D08 AR ERNLTIR RS (BRE TR AR EHEIL SR
HiIE s A2 EEHLRUR L, VB s AU R2iRimbi e &)

(2) HrEMEERPT

(3) HBENFIRINFENIEE T D03 ARl (DS AURSEHER Eibt. 28 AUisiE
W 1EBE. 2 AR e &)

@) ARALFIRIEEZBRE L, SRERIEINE 1 USRI 2 O it a5 FE
(ZER D Z1T > TV D itk

(5) HUEMEAESAI LT & BN O fE iR FAE AR D | H 21T - T D ik

O-2 R LR DAL R E K ORIVE R S BLRE O IS 447 70 ik & 188k & RO BE il
(FROWT NN Y T DIER) 23, YR OARANCET 2I8ROETE & L
THREINTWNDZ &,

#

o [ERMCFFEUSE 2 FOMMMHEZE T L7121 5 FELLEO D AR DR IRAHE %
ITHoTWbHZ L, 96, 2L EIX, BASEMEEZ £ & UEERES S OHE 2
ToTWBHZ &,

o [EREIRFFEASE 2 FOPINHEZE T L7oRIC 4 FLLEOWIREFZ D ERIKTHE
ZITo TR 9B, 2 T RIS LR DM A TR 25 Lo DY AR TR D
RHEZIT > TnH Z &

Q@ BEANOEXRLFHREBOMEHIZOVNT
Eﬁ%%ﬁﬁﬁ’ﬁ$iéﬁﬁﬁﬁﬁ%én\%ﬁﬁ%#%@%ﬁ%m\ﬁﬁé i@
HEIREEHR OB B L OERSE 5T 2 MR ML, AEFRB A LGS o#RE
%ﬁ\ LR NAT O DIEH NS> TN D 2 &,




® BHEA~DOXRITONT
®-1 fEgaHlICBEd 5 24

VBT MEM A B o R 2R MIVE R 0398 42 L 72 BRI, 24 WERHIRSIRIRMHI O T M ashiak X
(TR 3 T FEHL LZRIERNICIE U TR B O CT & D &IEH O HII 44
ERREORRD Y A PIHE LI, EBICHISRERERSE->TND 2 &,

@2 BERUEEE I 2AFFSRINCET 2E S

ARSI D I 22 e ORE 2 A9 2 BERIEFE DPRIERE=2 U > 7
EEDIEROA Y ) == 7 2ATOERE L F#w A A TE 5 F— AERKH 2R
SN TS Z &, 2B, BIARIZOWT, DABE L ZORBE I mE T
WnHZ &,

@-3 BIER OZWCRISIZE L T

BIVER (REMMZERIIIN X, KBE - /NEK - BEO TH, RS - m{b M a
BR, BHEERETE (RMEREMEBRE), NowkEE (TEEMREREE, FIRIRMERE
EE. BIEMEREREE) . 1 ABEIRIE . S O IER. A - BRBUIRMRIE . ER . DR
JEREE (PR B EMARIE . R SR ARE GARE, ZIALBE, FERIRIESE) . infusion
reaction, 7% - BN, BIEM M )E, MRRETE (X7 2 - NU—IEGRES) . D%k,
e MRS (G P MR PESREESR . WM ML, JRIFERES | MR ERAE ) |
MEREBIEMERE, FEAZE) 1Tk LT, Ml X3om MR B o BEF9 M 4 9~ 5 = Al
CEEL (BHWEHORBZEOSICE L THRER SR ZZ T 6N LK MHICH D2 L) |
EHICHE )22 E D TE DIRH DS TNDH 2 &,

=5



5. REARLRDBE
(A2 PEi B9 % FiH]

O 77 FFRAZETCFRERE 2 AT 2 R ETIE ST E O IR B

=

5D R
FIZBOTAFOAEDENREES TN D

@ TRICEEY T 2 BH T D2 AFN O G K O ITIEICOWTIE, AFIOFZED

MESLSNTELT, AAOHREGHR LRG0,

o T IFTRAIE ETALTFIRIEIC L DIGRED RV EA,
o T OB,

o fhOHUEMEREEA & OB,

(Z2fEicBd % HEH]
O TFTRICEIATLIEECOVTEAAOREPERE SN TNDL ZENE, KEE1T

r YA AN
o ARHIDOEATT X UIEBUE DBEEE D & 5 B3

TR AT OFHIIZ BV T RER C%ﬁ%?é%%c:ob YT, AR O HITHELRE S

D, ORISR 2 NGEITIRY | HEICAFZEH T2 2L 2BETE D,

o [HEMMEROAD U iE)EE@Z?)%S B

o ISR TRIE R 2580 5 B3 M ONEENME 0 i i ik 2% Y it 2%
FEOMMIZRIEMZE R A BN D BE

o HOMEEBROAD, XIXEMERZE L IIHEFREM%EO B CREEE OB D
oraysecy

o R CE MMl REZ 51e) Ob 5 EE

o FEBORBY I E AR T LB

*  ECOG Performance Status 3-4 Vo

(ED ECOG 0 Performance Status (PS)

Score

==
JEFR

0

< R JEBTE 5, FMEIL A U HHF ARG HIRZ <ATX D,

PIREIICIE LWTEENIHIR S5 728, STAIRE T, BAFEEH > TOEEIFTO Z LB TE D,
Bl - BV, FHEE

BATAIRECTHS OB OEY O = 13T _CalfeZ AMMERITTX 220, BHO 50%LL I3y RA4Cild =,

BHNTZEHSOHEDEY DZ & LTERY, HRD 50%L EaXy R+ TilaT1,

W

LT RV, BOOHFOEY O Z L34 TERY, BEICy R+l I4,
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6. BEIZELTHEITRETFH

O  IRASCEFITN R BLEERTEEE D IRET 2 BRI 3D Z ARHK O Rtk K OV (F
HAOTDIZLERERE HICERE L ChOHERTHZ &,

TRIEBRABIC N D | B UL 2 OFIEICHINE L a2+ L, [RE 215
ThoRETHZ &,

FREWEH O~ R T A MZDWNT

@

®

RIEMMEEND SN DZ ERHDHD T, KEDOHEEGIZHT=-> Tk, ¥IHIE
W BB, PRI RIS, WSS OfERE & OES X S o s, Bl +
TWATH Tk, Flo, BEITSUTWES CT, MG~ —h —%OMRA % FEhi 7
5k,

infusion reaction 23 & 55 Z L35 5, infusionreaction 23FED HILT-HEIT
X, U ALEZAT O & & bIZ, SERMEE T 5 & TREDRIEL +r I 8l42
THZ L,

ORI RERE S . T EAHERE L ORIBEEREN L LN DHZ ENnHDHD
T, AHI O£ G- BRLART K OB 5B L E RIS N WS RER A (TSH., bz
T3. U8 T4, ACTH, Ifih =T — 1 SEDllE) #Eiid 52 L,
JFRERERE S, E{LMEIRE RN S DI D Z ENHH DT, A O 5B bGHT &
OGP I E IS REME (AST. ALT. y-GTP, Al-P, B U /LB %
OWE) #EETH &,

SEIFER (IR K MICEBRAREZET) SOERERBEENRS Lbivd
ZERHDHOT, EHMICIROREOFMEMET D2 &, o, IROBRF N
RBOOLNTHEITIE, HONCERENEZZZ2 T2 L BEFLHFET L &,
AHNOBEHIZ X | WEOREICISERT 5 &5 2 DDk~ 2R B0 e
NHLDONDZ ENb D, BRENPROONTZHEITIE, BELEZERIIN U
BRI 70 ik & R BR A RO R AT & EE U Cul bl e 8RR W A2 1TV i D5
BOGIZ & 2 BEWER DB 255121, AFIORETH 1L, K OREIE EE
NECROBRGEEZBETLHZ L, ok, BIBREFRLVE L ORGIZEVEIE
R OYGEERFRD IR WIGAIZIL, BB RE AR VE v DSOS i &l 0B
LEETDHZ L,

PG T, BRI S8IARB L COLEWERNEI T RNH 5720,
AR O EHETHIZ B REWEHORBUCH IR T2 2 &,

1 BOBEPRI  (BE 1 BUBEIRIS 2 & de) 23 Hbh, BRI, h 7 v R—v R
IZEDLZENRBHLOT, A, O, EHEOTEROFEHRC M ED LA+
INEBET DL, BRSNS A TR G2 FIE L, A A ) il
KO HZ DY & 2175 Z &,

AR ORI N T, 5N G 9k, T URITREGLENS 1 F-IE
6 MMM, &5 1 FELIRRIT 12 BRI THMEORHE 217> Tz Z
L e BET, ARG TIIEL I EGRA TOHROMERZTT O 2 &,
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REFERHEETA RT A~
RATBY Rv7 (BETFERZ)
(k54 : ¥4 M—F RE#E 100 mg)
~EHEE~A a7 74 M REEM

(MSI-High) %#%&9 % ERE~

Y3 041 2 A (Ffn 24 8 AET)
BARBE



SR/

AR S

XU ®IC

ARFN DR, TR

i IR A

R 2D T
BhxtGe L 70 % B
BHICBE L THEET NS HH

P2
P3
P4
P10
P12
P13



1. IIC®IZ

EIG OB < REMEDHEROT-DIZIE, WA TRV E 7 23K D
bbd, 612, IEOREHIFOMEARIC LV | FUAEIRSL 22 & OFEHN 72 Hili /e Atk
FFEIMPERBINDGH T, 2O DOEEK G ZFEICHLEREF RIS 5 Z L BRED
PR L 72 o TR Y RREMBGE R & O IR T #2016 CERL 28 4F 6 A 2 H BRI E)
IZBW T, FHEIRLEOHEHOREHEEL L Z L & STV D,

FORERE T, EERZ 2T 0 7 7 A VBB FOESE S E I 5 R
RHZERDD, ZOD, HIMELOLZEMICET 2 EHMNHorERT 5 TOR,
UHERLOBEZEZT L EPMFRINIBEICKH L CEAT I L& B, BE
PR U= BE 72 kb 2 & D 2 & DS ARE 72— 8 O B 23 7= 9 A B <
THZLENEETHD,

L7eRoT, KA RT A4 TiE, BIRERES ZNE TITE LN TV A ESLIH -
BHeEm R S & | LT OEES Ol e H 2 HEET 28580 b B R 8k &%
FROEEFERREZ T,

B ARITA BT A %, MNATBUENEE S ERES R O, A HE AR AR
BRI s . — Mk FE N B ARERIR N B R 2 e Ot A N B AR 2= O W /)
Db EFERL LT,

RfG L IR B EIN A b L— F T 100mg (— R4 a7 X~vT (Eis
THAHEZ))

HREBRDMEINE « DAALFIRIER ITHEE LT - BROEHEE~A 7Y T T4
M2 ENME (MSI-High) %63 2 FEEHE (BEHER 7o 1R 03 R #E e
BE 2R D)

NG ERDMEROAE - BH . BRAIZIX, a7 nr ) X~v7 (@Eisrtz) LT 1
(5] 200 mg Z 3 ¥ [HIfHIFR I3 1 5] 400 mg % 6 3 ] fHllE T 30 57
T T RIEFRET D,

il 3 B 58 3 #  MSD R tt




2. AENORAK, VEFRBF

XA M —F BIEHE 100mg (—i%4 : XA 7 r ) X7 GBIEF#iz), LT IR
Fl EvvH,) X, PD-1 (programmed cell death-1) &% dD VU 7> K Téh 5 PD-L1 & T PD-
L2 L OfGZEEMET S, & MEIgG4E / 7 a—F AHKTH 5,

PD-1 #2313 T Al 0 A2 B AAEAE 7> © kU 2 72 01203 AR 25 I FH 97 2 3 70 528 il 48]
AA wF T, PD-1 &, RISV TEER T MifuoMiaLmIcHEELL, B %
e I % B Lo AR LB ST R 7 50 SOS 2 95, 370 H, PD-1 (XY Ho REfE
BT HZEICL VRS RRICL D V7T VREEZAICHIET 5%k Th 5, PD-LI
DIEF RIS T 2B BUTDOT N TH L0, Z< ORI TIE T Mino@x 2z
HIFCEENCIIH L TWD, DAMBIZIIT S PD-L1 D38 E I, BN . s
FErmAaEs. IREE. FE/ BRI 7 E D2 72 IRA T TR ARK - TH D | fRWAEFE
& OB HRE STV D,

BEONADIEFRT# L PD-L1 BHOMBEM S, PD-1 & PD-L1 ORI
DLFZ IR W THEEREEZH S Z EARBIINTEY | Filz2 DN ATREOER &
LTHIfF SN TV 5,

AFNE, PD-1 & PD-L1 L ONPD-L2 Dfj Y > ROMEEEMEST S Z Lz kv, g
WU NBREE T O SR BRI ENE T U SR A TEM L &, HUEE s 4 FE (L
T 52 & CHIEESREZRET D,

AFNOVERBERFIZ IS B ORIERIGIC X 2RIE-EDR & b b, BESUIELTIC
ELAREMED D 5, ARNORGH R OEEGHRIZIT, BEOBIZEL T0I2ITV, BE DR
D BTG AT, FEH LT F R T RPN 22 ik & BB 2 Ff DR Al & g L T
B2 BRI 24TV IR OSEROGIZ X D EWER 3 8 2 581213, BIERE ARV
RO GHEDWY) IR ALE 24T 9 R D D,



3. ERERARAR
D IACFIRER T E LT - BROSHEE~ A 7 aYT 74 SARZEME (LT
IMSI-High] &\ 9,) 26T 5EEE (GEERNIBRSREERIGEIZIRD) ORI
(ZREAMG 21T = 72 2R BRI ARER O Bl & R T,

7238, IMSI-High #H 3 2% B3 1B LT, TPCREIZEL Y MSI-High & HE S - &
I ZEXTHEE (Bk%) 121X TMSI-High (PCR ) 24T 5H% ] L&KL L, DNA
LAYy FEEEBEOBHEN &5 54 ENT 256 (R#E). T72POBIPCR EICLY
MSI-High U3kt (LT, [MTHCI & ),) BIZR Y I A~ v FEEEE
DX (LLF TdMMR] W5 ,) SHIESINIZEE) 2ENT 2856121 TMSI-High
EATHEE LR L, HCIEIZ KD MMR i & PCR VEIZ L D MSI A O —K
UL 96.6~98.7% "V Th D T LENWE SN TN D,

[H2hE]

OEFEIEFZ T AHRE (KEYNOTE-164 ##)
T oAb ) 2 DU RPUEMIEEA] AV T T F U KOS U T R KR

2 K DALTFHIEIE D & HIEE IR e e 1T - ¥ D dMMR X% MSI-High (PCR i£)
VD A DR - ERRERE 61 61 (AANT B2 ETe) 2RI, A 200 mg3 i
MR CLF TQ3W) &9 ,) EEDOAEMMR NLRMERKRET S, . BEgF
fili CHRBIEFTASFRD DAL AT AT 2 R TR AR B IR O BRI 22
TE LT 2% B TIE, RIEILLRE O B REG TR EBEIT R0 H LD £ TR O 5%k
BT HZ EDAREE STz, FEFHMIEE CTh HE2h% [RECIST 74 RZ74 > 1.1 [
IZHAS S PIHEIC K D782 (CR) XUXHE 2850 (PR) ] 129\ T, ARFRBRIZ &
SNz 61 PIOREREEITFR 1 DLEBY ThoTo,

(1) 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 RSB P23\ T, THC HEIC £ 0 S R~ FHEW # > /%2 Tdp D MLHI, MSH2, MSH6 | PMS2
DWTINDFRBLNRRD IR OEAIZ AMMR, PCRIEIZE Y 2 9B LD~ A 7 0¥ 7T A h~—h—T
RINBB T FED Y A RO SN 725412 MSI-High (PCR¥E) & HIE Shiz,
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£1 HBERAEDRKRVUEYNE (KEYNOTE-164 3Ek)

(RECIST ver.1.1, AZhERITIRERSE, FRHAE, 2017FE 28 10 BT —F v b4 7)

Bi%k (%)

S AN

SRR 61 1" 39 51
FE2ZE%) (CR) 0 0
oy Z5%h (PR) 17 (27.9) 9 (23.1)

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

#47 (PD) 28 (45.9) 18 (46.2)
HEEARE (NE) 2 (3.3) 2 (5.1)
%% (CR+PR) 17 9

(203 [95%EHEXMS] (%)) (27.9 [17.1,40.8]) (23.1 [11.1,39.3] )
1 G RWERRRT R GAE R, <2 - BRI G 5EF D 9 B MSI-High (PCR i5) #F 3 5835,
*3 . EffEYE

@EBEILF T AHEER (KEYNOTE-158 ##)

—RIRIR & U CEAER AL 2B O & 2 IR UIBR R RE 22 AT - R D dMMR XX
MSI-High (PCR %) “? 243 2FEfHEE Y 254512, AHl 200 mg Q3W Behofr
TVE R O 2 ER T ST, Rk, ﬁ{%iﬂ?fﬂi“@T%@ﬁ@m&)%ht (2, e
T2 R TIEIRDFRD B2 WEDRFIRIIZ L E LTV 5 B T, /klﬁlu[&p@ (EE i

THRBETRRO LD ETARAOR G &Mkt 725 2 & 23 AlRE & émto F I
To 57507 [RECIST A R7 A 2 1.1 UZEES < FIfEIC K 5578487850 (CR) X
IXHEB5yZE%h (PR)] 122U\ T, MSl-high &2l S 7=l zlxnft%ﬁé TRER ST 83 il

(ZN—7"K) OfEFITER 2, ARBRICEER STz 94 BT 31T D FIER OfE F 133 3
DEBY THoT,

#2 RBEBRAYDRRVEHR (KEYNOTE-158 3Bk, 7 /L —7 K)
(RECIST ver.1.1, BB RERE, FRHEE, 20174F4 A28 BT —F v FF7)
BilE (%)

83 fi"! 28 5"

5E422E%) (CR) 4 (4.8) 3 (10.7)

453785 (PR) (30.1) 8 (28.6)

“ZE (SD) 20 (24.1) 3 (10.7)

#1717 (PD) 24 (28.9) 9 (32.1)

HERHE (NE) 10 (12.0) 5 (17.9)
#%h (CR+PR) 29 11

(ZZ5h= [95%EE XS] (%)) (34.9 [24.8,46.2]) (39.3 [21.5,59.4] )

B A NVERRAT R SRAERT, %2 ¢ AIMEMAT R REER D 5 B MSI-High (PCR 15) Z A7 5 8H,
*3 ¢ IEHEE

(BE3) il = & 42 A~ U240 4F 7= 7 b— 7 % OF MSI-High DA T E R B 20 AT 7 b —7 K 7 i
REh, Zr—7 A fiﬁIF'ﬁf“ (RELEREE) ., Zv—7 B TIIALER (EROREORE) . 771
Ty — X —ERKEEG RS, J—7 C T, R, /DG G B OVEN B S O 1R PN S i E
B (GRS P o E R RN WIEE) . 7 —7 D TIErE W (AIER RSN EE 2 <) .
JN—7E I FESE (RY¥LRE . Z7v—7F Tiddter (RELRE) ., 7 0—7 G TldvINilab
Ji, JV—7 H CIIHEE, 70— 1 TIERRME, 70— 1 CiaMER e (RSO SE M s 1
Fr<). Z/—7 K TiZ MSI-High # 63 5@ (M - EMEZBR<) BEMMEAANL N, 71—
7 A~TIZEGE I N BE O MSI-High (IZ2WTHE, U ha AT T ¢ TP L 0 HEE STz,
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# 3 MSI-High 2 H 7 % EREORER DFEZ%E (KEYNOTE-158 3ER)
(RECIST ver.1.1, BT RERE, FRHEE, 2017FE4 A 287 —F v A7)

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

L o4 CRE (W) 30pim  EME (%)
T B 24 (25.5) 13 (54.2) 11 (28.2) 6 (54.5)
¥ 13 (13.8) 6 (46.2) 7 (17.9) 4 (57.1)
/NG 13 (13.8) 4 (30.8) 6 (15.4) 2 (33.3)
FAESE 10 (10.6) 1 (10.0) 1 (2.6) 0
ERTER 9 (9.6) 2 (22.2) 4 (10.3) 1 (25.0)
Il B R e 3 (3.2) 1 (33.3) 0 0
HH Rz 3 (3.2) 0 1 (2.6) 0
AN iRl 3 (3.2) 2 (66.7) 0 0
A S 2 (2.1) 1 (50.0) 2 (5.1) 1 (50.0)
PRFEN S WA 5% 2 (2.1) 0 0 0
FPR s 2 (2.1) 0 1 (2.6) 0
DR bR 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 My 1 (1.1) 1 (100) 1 (2.6) 1 (100)
VE {7 R 1 (1.1) 1 (100) 1 (2.6) 1 (100)
)ic 1 (1.1) 1 (100) 0 0
K DR NS 1 (1.1) 0 1 (2.6) 0
bk 1 (1.1) 1 (100) 1 (2.6) 1 (100)

*1 o AOMWERRNT R RIEM, *2 © AMERENT R D 5 5 MSI-High (PCR k) &A% E4E



[Ze 2]
DE B[ 2 RS (KEYNOTE-164 #5#)
HEFRIT60/61 B (98.4%) 2. BITEAIZ 35/61 5] (57.4%) TR LT, FBR
M 5% EORIWERIZ FRO LB ThoTo,
#4 REBRN 5% LOBEIWER (KEYNOTE-164 RER) (R2MMt24EM)

FRERIRS¥E  (SOC: System Organ Class) B (%)
JARFE (PT: Preferred Term) 61 1l
(MedDRA ver.20.1) 4> Grade Grade 3-4 Grade 5
2EIEH 35 (57.4) 9 (14.8) 0
B IhEE
T 8 (13.1) 0 0
GINTIN 9 (14.8) 0 0
s i 5 (82) 0 0
—f% - BHEER L OGO REE
) RE 7 (11.5) 1 (1.6) 0
957 6  (9.8) 2 (33) 0
HRAYPETRIE 4 (6.6) 1 (1.6) 0
E R R L O A MRk
RE i 10 (16.4) 0 0
R X OV T ARk
O FEIE 7 (11.5) 0 0

7ok, VEMEMESE 1 6] (1.6%) . BEEOKERE (FERRIRIEMGERE, S,
FRBIESE) 161 (1.6%) . NTHEREFRES 3 fil (4.9%). HUIRMRHERERES 2 61 (3.3%). W
K31 (4.9%) . Aok - BEBUTBVRE 161 (1.6%) . M2k - $EER 161 (1.6%) 2358 5
Nic, £lo. KIBK - HEO TR, MRES (7 0 - NU—EGRES) | T ERAHER
. ORIEHEEREE, | AR, BREREREE (RAME BB RS . EAEMEAE, O
o, Safg Ml MR MESEBER . TR I, FRIFEKDS . infusionreaction X N5 E 9
TERITERD BV o Tz, RRERFBLRDUIEEFSR (BIRREMERE 251 25
TEEFHER 2T,

@E R A:E % DB (KEYNOTE-158 #5)
BHEFLIL, 91/94 B (96.8%) (2. BIVERIZX. 58/94 5l (61.7%) TR Bz, B
RN S%LL EORIWERIZTERDOERBY TH -7,



#5 EERNS%IULOBIER (KEYNOTE-158 RER) (ZAeMMRAT M SREM)

#EBIKRHE (SOC: System Organ Class) B (%)
FHAGE (PT: Preferred Term) 94 {31
(MedDRA ver.20.1) 4 Grade Grade 3-4 Grade 5
2RIEA 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 LG OREE
) RE 8 (8.5) 1 (1.1) 0
it 11 (11.7) 0 0
B8 KOV T AL RRRE
7 5 PR 11 (11.7) 0 0

. FEMEMERE 461 (4.3%) . Kigk - BEO THI3F (3.2%) ., #fEE (£7
Ve N —EERESE) 2 151 (2.1%) | IFRERERE T 8 ] (8.5%) . HUIRIREEREREE 8 1] (8.5%) .
1 ZUBEPRIS 1 61 (1.1%) . infusionreactionl B (1.1%) 2@ H BT, Fiz, EEDLE
fE (REREIRIRIEGERE, ZIRLEE, FAEIESE) . P RAHEEIREE . RIEMREREE,
EgnelE (RMEMEMEBRE) . R, Kk - BIEUHBIARE, BREMREE, O
K. B2 - BRSSPI IR PESRBES . IR IR I, ARIFEREE L OV & R
IR b o 7o, REWERREBLIRILUIEEES: (MRMREERY 28T #5058
SR E R,



[Hik - HE]

AR OREREYEHRETT L EZFIH LIV I 2L — 3 12k AHl 200 mg %
Q3W, 400 mg % 6 Bk (LLF TQeW) & 95, ) XX 10 mgkg ((KH) % 2 JHfH
Mkm (LT TQ2WI &9, ) TG LEBOARAKOIME FIRESRFT SN, £ ok
Fe. AL 400 mg & Q6W TH G- L7=BEOARF O EFIREEIZ IS 1T 2 VI iE HiRE (B
T [Cagss) EVVI, ) 1E. AAI200mg 2 Q3W TG L72FED Cavgss & FHLIT 2 & T
SNt (TFR) . /2. KA 400mg 2 Q6W THH LTZBEOARA| O E FARIEIZ BT D%
AEMIEFIREE (PAT [Cmaxss) &V ) 1F, AHI200mg & Q3W THH L7ZEED Crnaxss
g L CEEZ T E TFHISNIZ OO, BARNBEFIZE WO TEREDHER ST
HHE - HETH 544 10 mgkg (KHE) % Q2W TG L7ZEED Chaxss & it U T
EERTETFHEINT (FFR) . IO, EERAEEEZX5ICAA 400mg % Q6W
TG L=/ TR (KEYNOTE-555 i5R) K 0155 7= FHMEIC S < EiyHhhe
WNIA=ZFT VI ab—ra AT PRI LTZEYBIE T A—2 LHEILT- (TR,
Mz T, BEOREIEIZBIT 5 BRI DX | AR ORE R & FMEUIZ ek
& OBEZ G RS SE T VDS S L, AH| 200 mg 2 Q3W XX 400 mg %
Q6W THEL L7ZBROMgEEE & & Ao X T2 2t & OBz Y W TR S/ R, E
REO ML - HEOM THIMEL L &M R 2RI v & PRl Sz,

K6 FADOEYBL T 2 —F

BT - Crnax Cavg Chnin Chnax,ss Cavg,ss Chnin,ss
(ng/mL) (ng/mL) (ng/mL) (ng/mL) (ng/mL) (ng/mL)
200 mg Q3W (58.55?.519.7) (27.27?38.1) (17;;,3'11 8.3) (91.97?'984.1) (49.58(,)? 1.0) (30.35(,)'39 1.4)
400mg QEWT | ¢ 123?24) (32.?)?;2.7) (10.11(,)'16 0.8) (142?49) (50.51(,)'57 1.3) (19.2?50.9)
i | asenes | N | gearse | N NA NA
10 mg/kg Q2W' (21@,2223) (14;?‘1145) (11;,1 ?21) (422,2233) (272,7382) (19;,9200)

+:1n=2,993, 100DV I = —y 3 L VEE SN EEO R IE (2.5%8,97.5%5) | Crmax : #)E1#
% OREMIBEFIRE . Cag : MRS H O MIEFIRE, Cuin : YIRS (A 712 HHAHTD) ORARIME
IR Cmaxss 1 EFIRIEIZH T DM PRI, Cavgss 1 EFIRIEIZI T D FIIMIE FIREE, Crmines © EFIRREIC
BT B IR i 8 B
11 56 BIDORAT LI (95%(E 4 X [H)
§ : 41 BIORMTEEME  (95%(FFEIX D)

NA : 47 L




4. HERIZOWT

RS E LT HSERE TSI D505 - EIHE % Bk < MSI-High %7 % B HEIC
KT DA BAERED R 5N TS, KELZ O, EIEML Y 27 E8EHE (RMP)
(233 < ARH O BE I AL 22 EMERARTR B ~D W T IRH 28 B 5 Jitigk Tdb - T, AF| O EH
WY B AW - FE L. ABIOB G X v EEZRRIWERZ 3B LZBICkhc T2 2
EMRERTZD, LTOO~@DT X TEG- T B W THEAT LI RETH S,

D HEgRIzHOWT

D1 Fied (1) ~ (5) OWVWTHNITEY T D THDH I &,

(1) BEAFEBREIMNGET D03 A2 HEEEILTRPE S (BEE TR A EHEIL SR .
Mg 23 A RSB HLSRRE . MBS AR 7R &)

(2) FrEMERERRL

(3) HBENFIRINFENFEE T D03 AT (DS AURSE R EWilbe. 23 AUisiE
W 1EBE. 2 AR e &)

4) I RALFFEEE A FRE L, AR LRI 1 USSR AL RIEIN R 2 O ffisk 57
AR D R AT > TV D ik

(5) PUEMEIEEAIL T E BEINE O MR FAE AR D Ja H 21T > T D fiax

D-2 KB E 72 DRI T OALZARE K ORIE R B O S IS 40 70 0k & W5k &
DER (FROWTNNIZY T HERM) 23, BE2EEOAANCE T 5RO BE
HELTRESA TS Z L,

*

o [EENRFFEUSE 2 EOUHIHE ZE T L721ZIZ 5 FLLEO D ATER O RGIRHE %
fTHoTWBZ e, 96, 248U ET. BAERYERELS T & LIZRRES 2 ONHE %2
T TCWNWAZ L,

o [ERIGFFEUSH% 2 FFOUHEZE T L721RIC 4 L EOEKREBRZHE L T\ D
Z ol 9b 34D R, w5 L 2R D EIEER TO N AL B ST e IS ATRIR D
FERMHE 1T > TN D Z &y

@ BENOEERBBFEREEDOMEHNIONT
3R L I A BRI A B SR S, BRGNS OfFRE N, Aok - &
VIR O B NERTEE 25 2 ittt AEFSNRE LG5 0oWE
W, ENELNITITON D IRHINE - TNE Z L,

10




® BIER~DORINZDONT
@-1 HERAEHICEE T 5B

WV PE R B O B R BIER SR A LTZBRIT, 24 FFRIEIRIRHIO T, YiZhisk
VEEE R 12T FEEL L7 RIEAICS U CARBREE L O CT 2 OREIVEH ORI &
BIRREDORERN Y HHRIZE G, EHICKHIGS ARSI N E > TWnWD Z &,

@2 ERRFEECLIAEFRAINICETIES

ARSI D P 22 e O\ ie 2 A 2 BIRIEFRE DEEE=2 U 7
EEDITEROA Y ) == T 2TV ERE L F @A A TE 5 F— LER KR 2R
SN TS Z &, 2B, BIARIZOWT, DABE L ZORBE I mE T
WnHZ &,

@3 REROBECRIEICHE LT

RV (WEDHERRAR BTN KB - /M - FIEO) T, ATHEAERES - BALAERR
B, RS GRAIEMEIEERS) . WS (FRIIERE, HORHE
o

=

=5

= BB MREREE) . 1 ABERIE . S8 O IR, Ak - BRI RMRIE . ER . EEE DR
JEREE (PR B RARE . R SR ARE GERE, ZIALBE, FERIRIESE) . infusion
reaction, 7% - BN, BIEM M )E, MRRETE (X7 2 - N LU—IEGRESE) | DK,
e MRS (oM MRS PESEEE R . VMR M, JRIFERES | MR ERAE D) |
MEREBIEMERE, FEAZE) 1Tk LT, Ml X3m MR B O BEF9 M 4 9~ 5 Al
EEEL (BHWEHOBZE o SICE L THRER SR ZZ T o N KMICH D 2 &),
B HICHE )22 E D TE DIRH DS TNDH 2 &,

11



5. #ExRL D BE
[Bah B3 % S 1]
O TROBHFIZBWTAFOEIMENRINTND
o DWAALFIRIEZRITHE L CET - BROSHE~ A 7 2T 74 MRZEME
(MSI-High) %3 % [EFHE 4 (RGN R RS AR D)
723, MSI-High # H 2 Z & 13~a7 0 X~v7 GRIETHBZ) O =F
ZWisE (784 : MSIF#&ESx »~ ~ (FALCO)) ZHWTHIET HZ &,

@ RSN T 2 BE T AR O G K OEHITIEIZ OV TR, ARAI DA ZIEN
ML SN TR LY, ARIOERLGHG LB,
o FTOMBIRIE
o fOPUEMESA L L TRESNDEBE

[zt B 3 % F1H]

O FRUICHEYT 2HREICOVWTIARBIORENEDE SN TND I Enb, &5 %217
DNz &,
o ARAIDEII R UIEBUE OREERE D & 5 B3

@ ERATOFMIZIB W T RIS T 2 BEIZOWTL, AR GITHESE S vk

D, AOIRFERPFUL A 2 NG EICIRY | HEICAKIZEHT 22 L 2BETE 5,

o MEMMEROAI IIMEOH 5 BHE

o JuEBm A CHIE R 2380 D B M ONE B O JUH BRI 28 <0 G il 2
LD RIEMEZA LN B D BE

o HCOREERBOADE SUTBMMHE L IXERMED B OB EROBEERED
b5 BE

o JEEsRE &M REL ET) Ob D EH

o FEEORBYSUIBEEE AT HEE

e ECOG Performance Status 3-4 /5 D&

W4 MSI-High %43 % B BE O )V FIEGERECH D = L AME S T3 (Latham Alicia et
al.: J Clin Oncol. 20185 JCO1800283),
(%5 BCOG o Performance Status (PS)

Score | 7%

0 | &<MERIEFETE S, Wl &lR U HHAERDHIRZ AT D,

PIREIICIE LWTEENIHIR S5 728, STAIRE T, BAFEEH > TOEEIFTO Z LB TE D,

Vol g mozs, Simsie

RONTZHSOEDEY DZ L LNTERN, BHHEO 50%LL EE Xy RE7 Tl 24,

W

LT RV, BOOHFOEY O Z L34 TERY, BEICy R+l I4,

12

BATRIRECH S OH ORI O Z L33 X CTHEEEDNEEILTE 2V, HFD 50%LL EiZ~<y Rl =9,




6. BEICEL THEBEITREFH

O  WASCEZEICN 2, BOEIRTEER DRI 2 BRME 25 & ARHK O Fei: Je ONiE 1
DT OIZ B HAZ oI L T+ 2 &,

@ JRWBALAICIENL D BE T Z OFRICHE MR a2 oA L, FEE25
ThoEETHZ L,

@ TEREMWERO~RY AL MZHONT

WEMEMREN D S b Z N D DT, ARIOBEIZH - Tid, FIHE
W (ROl MR IREE, k) O OV X S 0 F i, BlEx 1
FWATH Z L, Fo, KIS UTHE CT, MiF~—h —5F O % Kt d
HZ ok,

infusion reaction 23 & 5O 5 Z L 235 5, infusionreaction 233D HILT-HEIZ
(%, WEIRALE ZAT O & &b, SRR EIE T D £ TREDOREBL 08l
T5HZ L,

FOR I RERR | P ERAEREIE S X ORI HEREER S LD Z ERH LD
T, AHN OB H-BIbkET M O 530 P IXE RIS N IS EERR A (TSH, 78
T3. 8t T4, ACTH, IfiFf 2 /v F ) — ) VEOHIE) ZFEhd 252 &,
FFRERERE S, RALPEIE RN D Hbid Z LR d D DT, RFIDO B 5 BRLART &
OB G- e I iFRER A (AST, ALT, y-GTP, Al-P, B U L b %5
DORE) % FEhad 5 Z &,

SEIFER MER L OICEEBHEER R 2 &) SOEERIREENRD HLbivd
ZERDLOT, EMICIRO BT ORMAHERTHZ L, 2, IROEFEMN
RO OLNTHEITIE, HONCEREEAL 2T L0 BEZE2EET L2 &,
ARFNOEEHIZ XV BEORE SRR T 5 &5 2 DDk~ IR B0 e
NHLONDZENHD, BRENROLNZHAICIE, BRALEZFERIIL U
B 7 itk & B A B O R AT & S U Gl R A T R E O
FOGIZ X D BWER D S 23551013, ARFIORIE T H 1L, R ORIE E R
NEVRIOBRGEEZBRETLHZ L, 0B, BIBREFRLVE L OREIZEVREIE
FHOUCENFRD BV WA, Bl B E A DA ol Al o8 in
LEBETDHZ L,

WL T BEBN S ARB L TOrORIERNERT L Z 8570,
KRN OB G TR HBEWER ORI 3ITEET D2 &,

1 BB RIS (BIE 1| BUBEIR IR 2 & de) 2N bbiv, BRI TV F— &
WZEDZENRBHDLDT, A, Fls, NEH-ZEDRER DR BLLCMPEE O A2+
TEETDHZ L, 1B RIE N EEbN SIS 2Pl L, AR ) il
F O 55 OWY @& 51T H Z &,

@ AHNOEEFRRBRIZBW T, KEYNOTE-164 352 T 9 M = & . KEYNOTE-158 3
BRCIZ GBS 1 EMNIT 9B T L. 1 FELIRRIT 12 B & CHERWEO R
AT T2 Z & 2B EIC ARG T E B EgRE TR OMREZITH =

&o

13



EfEHEET A FT A v
RATrY XvT7 (BETFHBEZ)
(BR7E4 : ¥4 M —F JFE#HE 100 mg)
~ R s ~

SR 1 2 A (5Ff 24 8 AWET)
A B @A




SR/

IR e

XL HIZ
AHNOFFE, (ERET
i IR RS

)i 4 e lANE
WXL 70 D A

BOICER L TRHE T~ EHIHA

P2
P3
P4
P9
P11
P12



1. IIC®IZT

RS DB « ZEMEOHEROTZ DI, YA SCEEITIE SO 2l 72 A 23R D
BND, 6T, IEOREREFOMEHSICZ L0 | PUKREIRS 72 & O 72 3 1E A%
FFEEGENARINDLHF T, 2D DOEKTZ BB EBE ICIRAT 2 2 L SO
ML 72 o TR RIFMBGEE & QUEO AT #2016 CEEL 28 4 6 A 2 H BIFERE)
IZBWThH, EHERLEOHE A ORBE(LHEEZXS Z L EhTWn5,

R AR E SR S, EE RS R 27 0 7 7 A VBB EOESR L & S MR
RHZENRDD, T, HIWEROLZEMICET 2 HERN+0ERT 5 £ TOR,
MEZEEGLOBELEZT D RIS NDBHICH L THEHAT D & &b, BlfE
FMRREE LTI B2t & D 2 & AN Al fEe — 8 O B & il 7= EE R B ¢ A
THZLEWEETH D,

LR o T, ATA RT4 0 TlE, BIBERESSINE TIHE LI TV A EFIFR -
BHER M EED & | LU O E I O i 7o 2 HEdE 3 2 BLA0 & B B 35 %
F RO EFRERT,

I, ARITA KT A %, MSIATEBOE NESE SRR S, A E AR AR
BRARNEE oy —MAERTE N B ARER IR N BLE 2 K O AL RATE A A AR IRERFH 2 O 1
ToH EAERR LT,

KfG L I DIEIRN A M —F SEERHE 100mg (— k% XA T e U X~vT (Eis
TR Z))

G L RDETNE - BIRTIBRABE T O B i e

MEERHDAEROHE : 7R F =7 L OfFHICBWT, W%, RAIKIE, Xa7nl) X<
7 (BiEHHZx) & LT, 181200 mg & 3 38 MR XX 1 [
400 mg % 6 A EIEIE T 30 432 Tl EEd 5.

5 N e 3  MSD RS

(%)

AV TAZEE 1 mg, [AEESmg (—4 : 7TX U F=7) OFEXITHE, HiEROH

=,

I==N

BHRE ST AL+ MR BIBRANHE SUTHSRE P O BB e

RELOHE: @E, RACIET7TFF=7L LC1ESmg% 1 A 2EFRO&EET5,
7k, BEORBICE D EEET 523, 11 10mg1 A 2B F THET
x5,




2. AENDOREK. TERBF

XA M—F EEERHE 100mg (—i%4 XA T7 Y X7 (B, AT TR
#l Lvy9,) 1E. PD-1 (programmed cell death-1) & %D VU 4> K T&H % PD-L1 &} PD-
L2 L OfEE#EERET S, & MbigG4 €/ 7 n—FAHiEKTH D,

PD-1 fRE& T T A0 B AR AEAE s KL D 72 D12 28 AR A3 F 4~ 5 = 72 e e )48
AA wF T, PD-1 (F, fEFEZREBICEWDCEER T MlaoMiaRmc e L, He%
P i % B o AR B TR R e e ROS & flE 5 %, §720 5, PD-1 (XY o KEfh
ATHZ LKV HURZRIRCE D v 7P vBEEZ BICHIET 2% 8K CThH %5, PD-LI
DIEFARIC BT 2HBUT DO TN TH L3, 2 < OMRAMBTIE THifROB & 2% 5
IECBRENCHBL L TV D, BARIIICE T S PD-L1 OE RS, B, B, iF
HURREE, ONELRE . JENEIRIE 7R E O 2 e ST IR ARK T THY | IRWAEFRE
OHEBEMENRE I TWD,

BED D A DEGIRI T4 & PD-L1 FELOFEBEMED S . PD-1 & PD-L1 ORREE XS D
TP RS WV CEHE AR E 2 ) Z EAURBEINTEY | i BN ARROERN L L
THIfFF SN TV 5,

AANL, PD-1 & PD-L1 X OXPD-L2 Difj U H> ROFEEZET S Z Licky, EE
T NBREE T O NS A S S ME T U o SR 2 1R ML S8, HUE % & FE ML
52 L THME R AT 5,

AAN DT IS BIE ORI LA BN ER S b bh, XL
B WA b 5. AAIDORFH R DR FRICIE, BHEOBBE AT, B3R
0 BIVTHEC I, L L7 RIS U 7 W07 200 & KRB 2 5O IEAD & i L Ci
SRR ATV B O RIS LA BEHAEEDR 5B a 1L, BRI
& LA G EOBEILE 21T 5 LER B 5.



3. BRRERE
FRIBBIBRASRE T A M 0D Bl g 0D A GRIRFIC R 2 1T 72 72 iR IR R D i &

Y,

[H2hE]

[E B LR S M AHRER  (KEYNOTE-426 #-5%)

{LEEPRIEIE D 22\ MRIB BB A RE T EERME™ 00w B A AL R e gee EE - 861 451 (H A
N4z gEie) #RGIC, A=F=7 YAy LT I A=F=7] L5, ) 2%
KL LT AR ET X F =T LOPAEE LT TRB/ T X F=7 L0nH,) 3
DA MR N EEDN R S v To, BEFHMmE B XA E (CLF ToS) &vo, )
KOS AR (LT TPFS) &9, ) L&, AKFlI/ T X F=71%, A=F=
7 e LT, OS M ONPFS 2 HEIZIER LT,

*1
*2
*3

American Joint Committee on Cancer J55 143 %8 12 J-3 < SR IV

50 mg 1 A 1[0 4 38 £ 5-1% 2 RIS

AF) 200 mg 3 MR (CLF TQ3WJ) L), ) TEIRNES L, 7*vF=7%5
mgl H2[E (BLF IBID) &\WH, ) AL LI, 7FF=7 0% EEIL, Smgl
H2RICHEET D 22— (6 ) LLEIREMENHV, Grade 2 2257 FF=
T ORERWERNTRD LT, 22 ME A 150/90 mm Heg LA FICEHE S 7854, 7 mg BID
~OMEEFREL LTz, EFRBROEMEL AV, 10mgBID ~OHE S A[GEE Lz, 7
XU F=71%, BIEH ORI, BEREESEICG U TREXIEHEE (3 mg BID, &IZ 2 mg
BID) HHlHE& L7z,

#F1 AiERE (KEYNOTE-426 35k)

AHN T X F =T A=F=THE
(432131)) (42931)
e (H) NE NE
[ (95%C1] [NE, NE] [NE, NE]
OS™ | A= R 0.53
[95%CI] [0.38, 0.74] —
P {3 0.00005
HefE (H) 15.1 11.0
[95%CI] [12.6, 17.7] (8.7, 12.5]
PFS™ ™| H— R 0.69
[95%CI] [0.56, 0.84] —
P {3 0.00012

Cl: {E4EIX[. NE: 7R, *1 : PRMHTEFOT —% (Q0184E8H24B 1~ v A7) | *2 . &
B Cox LI NP — REF N L DA =F =T REL OHER, *3: @Rla 7 F 7 BiE, *4 : RECIST

A K7

A LIRS < BRSNS E



Ll AHI200 mgBWR U T FLF=T
90 ] —— _—
] \\*“ﬁh
L60-
i 50 1
# 40 7
30 |
20
10 1
(s R oS e e
0 4 8 12 16 20 24
at risk#j EFAELA]
AFI200mg QW KU
7$y§:g§ RU 432 417 378 256 136 18 0
Z=F=F 429 401 341 211 110 20 0

M1 OSSO HEfENTEDKaplan-Meierfigi (KEYNOTE-42635%)

100 -y
90 1
80 1

& 70

b 60

£ 50

307
20 1
10
0

BRI (A]

at risk#

AHI200mg Q3W 432 357 251 140 42 3 0
RUZFVF=T

R=F="F 429 302 193 89 29 1 0

X2 PFSOHREETE D Kaplan-Meierfi#f (KEYNOTE-426338%)



[Ze 4]
[ BRI R 2 M AHRAER (KEYNOTE-426 55%)
HEREQIIAHF/ 7 X F =78 422/429 il (98.4%) M ONA=F =7 R 423/425 {3
(99.5%) 12788 B AL, BRI L DR EBRNEE TERWAERERIT, TN 413/429
B (96.3%) MU 415/425 5] (97.6%) (ZiB& HiLTc, WD ORETHRELEN 5%LL
DEWERIZTTRO LBV TH -T2,
K2 VTN OHECTREEEN 5% U EOBIEA (KEYNOTE-426 3R8)  (REMMHT I REM)

FEDIRSIE Bk (%)
(SOC: System Organ Class) REN/ T X F =Tk A=F =T RE
JLARFE (PT: Preferred Term) 429 i 425 il
(MedDRA ver.21.0) 4= Grade Grades 3-4 Grade 5 4 Grade Grades 3-4 Grade 5
REITEH 413 (96.3) 269 (62.7) 4 (0.9) 415 (97.6) 244  (574) 7 (1.6)
MiEds LV R kEE
i 12 (2.8) 1 (02 0 69 (162) 13 (3.1) 0
i Bk 5 (1.2) 0 0 37 (87 6 (1.4) 0
I BRI T 6 (1.4) 1 (02 0 79  (186) 28 (6.6) 0
i/ N iE 8 (1.9) 0 0 9 (22.1) 22 (5.2) 0
PN G WA R
R BB RETTHERE 52 (12.1) 4 (0.9 0 14 (33) 0 0
FOPR IRAERER T E 135 (31.5) 1 (02 0 119  (28.0) 0 0
Bk E
e85 23 (5.4) 3 (0.7) 0 16 (3.8) 0 0
5K 31 (7.2) 0 0 29 (6.8) 0 0
30 210 (49.00 31 (7.2) 0 175 (412) 19 4.5) 0
A R 17 (4.0) 0 0 2 (52 0 0
HIEAR R 12 (2.8) 0 0 48 (11.3) 1 0.2) 0
A E MR A 6 (1.4) 0 0 34 (8.0) 3 0.7) 0
BITIN 91  (21.2) 2 (0.5) 0 111 (26.1) 4 0.9) 0
HNZ% 61  (14.2) 3 (0.7) 0 86  (20.2) 9 @2.1) 0
M - 34 (1.9) 1 (0.2 0 56 (13.2) 3 0.7) 0
—f - RHEERS L O GIMALOIREE
) E 50 (11.7) 6 (1.4) 0 54 (12.7) 12 (2.8) 0
957 130 (303) 10 (2.3) 0 142 (334) 21 4.9) 0
SR D JE 55 (12.8) 4 (0.9) 0 9 (21.2) 7 (1.6) 0
FEE 16 (3.7 0 0 24 (5.6) 0 0
B AR AT
ALT #40 102 (23.8) 52 (12.1) 0 54 (1277) 11 (2.6) 0
AST # 97  (22.6) 29  (6.8) 0 59 (13.9) 7 (1.6) 0
Mz V7 I =8 24 (5.6) 0 0 30 (7.) 1 0.2) 0
LR ARSI AR V8 M 22 (5.1 0 0 22 (5.2) 0 0
I v ER AR 3 0.7) 1 (02 0 48  (11.3) 29 (6.8) 0
i/ N 14 (3.3) 1 0.2) 0 76 (17.9) 31 (7.3) 0
R 41 (9.6) 6 (1.4) 0 36 (8.5) 0 0
P EREOe 1 0.2) 0 0 37 (87 11 (2.6) 0
Rt KOS EREE
AARIBOE 94 (21.9) 9 (2.1 0 106  (24.9) 2 (0.5) 0
1KY PR i 6 (1.4) 2 (0.5) 0 26 (6.1) 11 (2.6) 0
W8 RS L O & AL e
BAER 52 (12.1) 3 (0.7) 0 15 (3.5 2 (0.5) 0
GLaEG] 23 (5.4) 0 0 16  (3.8) 0 0
PHRE R R
S Yo 40 9.3) 1 (02 0 129 (30.4) 0 0
GV 35 (8.2) 3 (07) 0 33 (7.8) 1 0.2) 0
B3 L UVR KR
EAR 66  (154) 11 (2.6) 0 39 (92) 6 (1.4) 0



B RIKRSYHER B (%)

(SOC: System Organ Class) KA/ T X F =T RA=F =T
FEAGEE  (PT: Preferred Term) 429 i 425 B
(MedDRA ver.21.0) 4= Grade Grades 3-4 Grade 5 4= Grade Grades 3-4 Grade 5
g, MEREs & OitRkEE
MK 32 (7.5) 1 (02 0 12 (2.8 0 0
RERE 98  (22.8) 1 (02 0 12 (2.8 0 0
- K] 5 28 (6.5) 2 (0.5) 0 16 (3.8) 2 0.5) 0
S 19 (4.4) 0 0 32 (15) 0 0
FERg 3 KO TGk E
R g 27 (6.3) 1 (0.2) 0 35 (82) 0 0
FE - BERFMTASERERE 119 (27.7) 22 (5.0) 0 168  (39.5) 15 (3.5) 0
Z 9 53 (12.4) 1 (0.2) 0 18 (4.2) 0 0
% 46 (10.7) 1 (02 0 38 (8.9) 1 0.2) 0
Jiiik=4'm &
T I 179 @41.7) 91  (212) 0 184 (433) 78  (184) 0

¥, ARE/ T X F=TRHCB WO CREMEMER 126 (2.8%) . KIBE - MMk -
BEEDO TH 401 (9.3%) | MREFEE (X7 « NU—IEREREZE) 261 (0.5%) . fFHnE
[ (ALT KON AST #0172 & OFHrem a2 5 e) 150 ] (35.0%) . HERREE
REFESE 165 5] (38.5%) . FIEMRFEREREE 56 (1.2%) . BIBHEREREE 1061 (2.3%) .
1 AUHEIRIS 161 (02%) | BRERERER (RAMERIEMERERE) 9 (2.1%) . sk - #
SARMEIE 4 1 (0.9%) . FIEF IS 4 511 (0.9%) . DR 261 (0.5%) . SE B
K141 (0.2%) KON infusionreaction2 il (0.5%) MERD L=, -, HEDFLEREE
(B RERSIERRE RIS . ZTRALEE, BRI ) | BER. Mk - BEER . 72 mikPE
(e Vel RSO PESRBER . TR E R I, FRIFERES . MEMERIERSE %) | MERE RIEME
FEX O ITRR D DI Te o 7o, REWEFHZBURDLIT B E F 5 (BRI A L 2 5 1)
T E R R A RT,



[k - H&E]

AFNOREMEpERREFT AL ZRH LI I 2L —a 12k v, KH 200 mg %
Q3W, 400 mg % 6 HMME (LT TQeW) & 95, ) XiX 10 mgkg (FHE) % 2 M
fkm (LT TQ2W1 &9, ) TEE LEEBOARA O MG IREDS G S, Ok
R, KA 400mg & Q6W THE L 72 EROARAN O EFRIEITIT 2 F MG FiRE (BLF

[Cavgss] EWVVD . ) 1E, AAI200mg %2 Q3W THE LT2BED Cavgss EFERIT 2 & THIIE
iz (F#) . £72. AHFI 400 mg 2 Q6W T L L= ARK O EHIRREIZ I 1T 5 i
MIEFIRE (BLF TCmaxss) &V¥9o ) 1E. Al 200mg 2 Q3W TH L L7ZBRD Crnaxss &
g U CREEZ R T ETRISNTZH D0, BRANBEFIZEW THEENER I TND
Rk - HETHDIAA] 10 mgkg ((KHE) % QW THG- L72BED Cuaxss & HLlE L TIEAE
g e rPHlEanz (FFR) ., &6, BEHREAERE %2 X5HUIARK] 400mg 2 Q6W T
B LT sh sSIAERR (KEYNOTE-555 54R) L 0 15 b v 7o SZRIEIZ 55 < S EhRE X
TA=HEI V22— g KD PRILZSEYEIE T A —& LHLL L (FH),
Mz T, BEOREEIZ I 5 BRRBREGE I D & | AF|ORE & & AR TR etk
& OB ZRHTT DRI ST T VPSR S 1L, AK| 200 mg 2 Q3W XiE 400 mg &
Q6W TH#H L 7o BEONgR & & AR XL et & OBEIZ O W TIRFT SN /R, k
SEOHE - HEOM THINE R LM e 22 R T v &Pl & Tz,

#3 ARORYBE T A —F

[ Conax Cave Conin Conass Cavess Cinss
(ug/mL) (ng/mL) (ug/mL) (ng/mL) (ug/mL) (ng/mL)
200 mg Q3W! (582?;97) (27i?§81) (17;?;83) (91%?541) (49;??L0) (30%??L4)
400 mg QoW (12;,2?24) (32.%)?':2.7) (10.11(,)'16 0.8) (142?49) (50.51(,)'57 1.3) (19.3;(,)'230.9)
e (1351.2,6.10 316.4) NA (14.1:'?;@ NA NA NA
10 mg/kg Q2W (21%,2(2)23) (14;“1‘45) (1 1;1 ?21) (42?1,2233) (272,7282) (19;,9200)

t:1n=2993, 100 BN I = L—3 7 102 & 0 EH &7 SMEEO P RAE (2.5%8,97.5%8)  Comax : #[EIE
5% DR MG FIRE . Cag - FIEHE G- O LG FRE, Cun : MEFELEHE (VA 702 BehR0) ORARMITE
FIREE . Crmaxss : EFIREEIZI T B Hem M5 TR, Cavgss - JEFIREEIZ I T B FEIMTEFIREE, Cuminss : EHRREIC
BT D IR 75 2 e

T 1 56 BlOBATELEIE (95%IE 48X )

§ : 41 BIOKMTEEIE  (95%(5HH X M)

NA : #3472 L




4. FEFRIZOWVT

EH Y 2 7 EHGEHE (RMP) (M5 & | AHI OB G2 VR RTE B~ {7 ) (R
N DI T - T, AFNOEG N EY) 72 BE 220 - fFrE L, AFOFKGIZL 0 EE
7REWER Z 3B LT BRICIS T 5 2 E B E 272 LLFOO~@ DT X T &l 7= i
RIZBWTHEAT 22 TH D,

O MEFIZTOWVT

D1 FiEo (1) ~ 5) OWVWTFINTEY T HMiETHDZ L,

(1) JEAEBEBKRENEET 20 A FOEEERLRBTS BB RS A2 HE L SR
HUE S A RSB EE LR . HUIR DS ARSI R 7 &)

(2) FrErEREIRbE

(3) HBEAFERFNFENFEET D0 AR (S AUREEHETEEWRPL. 23 Al
W IEBE, 3 ARSI EEHERE P e &)

(4) AHACFIEEZ R E L, ISR FRIEINE 1 U IRIEINGR 2 Ofisk FEYE
IR D B ZIT > TV D iR

(5) PUEMNEBAIL T E IR O hs% IR DR 21T - T 5 fitiak

D-2 B O/ b M ORIWE R S BLRE ORI +50 72 ek & & Br 2 FF o =h (F
KOWTINITEE LT HERM) 2, YE2REOARFNCET I8RO BMLE L L TR E
INTWBHZ L,

#*

o [ERNEFFEUSE 2HEOYHANHE Z1E T L7212 SHFELLEDO D ATRE D EEIRNHE 217
STWAHZ L, 96, 2L EIR, DASEMEEE & UTBRRIER > ONHE 217
STWAZ &,

o [ERMEFEUSE 2 FEOMBINHE ZE T L7212 4 UL EOWIREEEI OB IRIHE 217
STEY., 55, 280 BT, BN O AL 25 e ATRIEDRIRIHE 21T
STWAH I &,

@ BENOERLFEREEDOMERIONT

RN RE I E T 2 IENEE S, BEPENSOERE D, A - &
PRSI O B NERZE 25 D ittt AEFRNRE LG5 0WE
B, EDRESCHITTONDIEREIRE S TNWD Z &,




® EBIER~DOX T ONT
@-1 HMERREHNCEET 5 B4

VMR BEE O EEZRRIER 23R A L72BRIC, 24 BERIZHEIREI O T Yadhiak XX
HHERRIZ W T, FH L 7ZEERICIS U TABREE R O CT HORIWEH ORIz 23
TR OFEFR DN Y H IS O, B HISKHSTREZ2KH B> TWnWDH Z L,

@2 EENREFRIZIIZ2AEFSRANISICET HEH

ARSI 2 P 2 sk R OB RE 2 A T D IR IRIEFE DNEER =% U v 7
EHEOIEIROA T ) —= T EITOERE L EREZ A TE 5 F— AEFRERH] 235
ESNTWD Z L, B, BIFEHIZHOWT, NABRE EZOFBEICHDITEAmMmENT
WhHZ L,

@-3 BHERADOZEr N LT

RIWER (FEMERMZEEISINZ . KIBZK - /NGK - EEO TR, FFREREREE - mE kiR
TR, BHEERETE (RMEHREMEBRE) . NowkESs (FTEREAEERES, FIRIRELE
[, RIBEERERETE) . 1 ABEIRN, 5 & DMK, sk - MU RARIE, IR, EEDRK
JEREE (PR I EMARE R SRR GERE, ZIALBE, B RRIESE) . infusion
reaction, 7% - BRI, BEM HEIE, MRS (7 0« N U—IEREE) . DR,
HRE 7 MR P (G M MR A SR YRR i, JRIFERSES MR ERIE ) |
MEREBIEMRE, FEEZSE) 1Tk LT, Yakhiak )T BB O PP 4 A9 2 [=hil
EEfEL (BEHOZECXSICE L CRER VIR ZZ T ONLI R HICH D Z L) |
EDIZE YR ALE D TE DGR - TWD 2 &,

10



5. RERBLIRDBE
(2B % F1H]
O AL O 72\ W IRIBEIBR A BE

AR O Bl s B 1T IRV L ARAE T R

F =7 L OIFRTEG ORI RSN TN D,

@ TN T HHEE

(XS D AT DI G K OEHIITHEIZ DWW TR, A DO A D3

MESLSNTE LY, AFOTREGHFR L 2L,

o IR
o AKHOBMPEE

o DO TAHRNDOEIMEN R STV O HTE

PEREZA & OOF 5

[ZeatEicB 3 % $1H]
O TRICHEYT H2EEFIZONVTIEAROEBRENEZ L SN TWDHZ Enn, BEELT
bipunwz by
o AHFIDOESTITRT LIBBUE OBEERE D & 5 BE
) %%m@ﬁm BWTFRRICHEY T 2 BEFITOWTIE, AFIOEHITHESE S vz
. OB EIRE N 72 WIGEIZRY | HEICAFZHFEHT L2 L 2EBETX 5,
- [HHE @Mﬁ$®AﬁXi%E®%5$%
o U E AR A CRIVE R 2500 5 B K ONE B 0 fil St i i i 2% <0 S e P i 2%
LD T IIEMEZ AL P~ Eﬂé%%
o HOSMERBOEOE SUIBMER A L IIFHRMED B O R B OBEERE D
b Db HEE
o BB RE GEmEMaBAEE L ETe) OH D EE
o FEHOBYSUIEREEAT HBE
e Karnofsky Performance Status 70%Ajii (0 o> B
(1) Karnofsky Performance Status (PS)
Score | TEF%
100 |1E%, AT ABREOHF ANV, BEHRIERZ L,
B OIS FIRE, FFRIRFEENLER N, 90 |BEWERAEIEIRIZ D B Y, IR IHE Al hE
80 #&Dﬁ%ﬁ%ﬁ%éﬁxﬁﬁbfmﬁ@E%T
ST A Z LIIARARE, BETHEETEC, F&| 70 BB OMEEITEX 50, EFOIEE) - BT 25 Z L IXARARE
FEXFEAEBARTRICE DD TH S, | 60 |HNTHERZ LI TEEN, L EENPNSBE
kRx RRREO I ELE LT 5, 50 IR EEIE Lo F#ERS X OEN IR BRI T A DL
40 (BT, B EIRE LOFEHES LT
ORI OZLEASTTERN, fiZdhs 0| 30 |[2<ET, ARAMMELENBILS LEE > THARN
RO E# L RSEOE#EEZVE LT 5, FEE| 20 [FEFICEIE, AR YE TR IR IRENME
NEGRIZHEIT L WD AREEN S 5, 10 [FEEAEHH-TWND
0 |3t

11




6. BREIELTHEETREEHE

O IASCEZEIC A, BEREEE DRI D BRI IS & ARH O ReM: K OVl (6
RO olic B2 iERe oI 8 L COroERT5 2 &,

@ TBIEBRIAICHENL D, BE LT ORI A MER OfEMEZ2 458 L, RE 215
TOoEEGT 5L,

@ TEREMERO~RY AL MZHONT

MEMEREEN D SN D ZENH D DT, KFOEGIZHT- > T, FIHE
W (BOIv, MR IREE, BENkE) OfERE MR OB X fids o s, #l8% +
SATH Z &, Fio, MBS UTHE CT, Mg~ —F —% 0% FEiE 7
HZ L,

infusion reaction 23 & H 15 Z £ 3% 5, infusion reaction 23 F D H AV TZHAIZ
X, EEIARLEEZT O &L IS, SEIRAEE T D £ THREDIRREE I B 5
T5HZ L,

FORIRFERERE . T IRAFRREREE L ORI SREREENH Db Z LB H DD
T, AHN O 5B K O G- 3R s E RS N W RERR A (TSH., bzl
T3, EHE T4, ACTH, ML = LF Y —VEllE) 2952 &,
FFRERERSE . B (LIMEARAE 23 Db D Z &0 5 DT, AFIOE5-BRIERT M
O 5 L E BRI TR RER A (AST. ALT. y-GTP, Al-P, BV L b %
DORE) & FEhT 252 &,

SE IR (IR KL OIEEREARR L) FOERBRIBREERD Hbivd
ZERBLOT, EWHNCIRORFOEEEMHRET L &, 72, IROEFEN
RO OLNIZGEEITIE, EONICEREEEZZ2 T L9 BELIEET L L,
AFNOBEHIZ X0 | WEORE SRR T 5 &5 2 DDk~ 2R B0 E
NHLONDZ ENb D, BENPRODONTZHEITIE, BELEZEFRIILN LT
B 20 itk & B A RO R AT & U Cul bl 2B BB W A ATV B O
FOSE £ B REIWER D S 255 101E. AR OWRIETH I, R ORIE RE R
NEVRIORGEEEZBRTHZ L, B, BIBRERLVEOEEIZEYETE
R OYGEERTRD IR WIGAIZIL, BB RE ARV o LIS O i Fl o8
LEETDHZ L,

PG T, BRSO BIABB L COLEERANERT L 0N H D720,
AFIOBHHETHRICORERORBUZ BT H 2 &,

1 BUBERRI (BME 1 BB RIS 2 &) 230 Hbh, R, h 7Y R—v R
IZELHZENRHLHLOT, Ag, Fl, EHFEDEROFEE LM EO R+
SEETDHZ L, 1 AERBAEDN -G R EEZ Il AR UHl
HOEHLEOEY) R WEZITH 2 L,

@ AHNOEEKRABRICB T, BERGEG 2EH., UEIXSM4BEHETC6HEIE, =0
% 12 W EICHEDEOFH AT > TV 2 & 2B E 10, AFIEG R EHICHEH
B CHROMERZITY Z &,

12



REFERHEETA RT A~
Ra7nrl) XA<v7 (BiaHE#EZ)
(k54 : ¥4 M—F RE#E 100 mg)
~ BRSO ~

S 1 28 (5Ff 248 AWET)
A S @




SR/

AR S

XU ®IC

ARFN DR, TR

i IR A

R 2D T
BhxtGe L 70 % B
BHICBE L THEET NS HH

P2
P3
P4
P12
P14
P16



1. IIC®IZ

EIG OB < REMEDHEROT-DIZIE, WA TRV E 7 23K D
bbd, 612, IEOREHIFOMEARIC LV | FUAEIRSL 22 & OFEHN 72 Hili /e Atk
FFEIMPERBINDGH T, 2O DOEEK G ZFEICHLEREF RIS 5 Z L BRED
R & 7o TR Y RFMBGER & SO FA T #2016 (R 28 /- 6 A 2 HEEIE)
IZBW T, FHEIRLEOHEHOREHEEL L Z L & STV D,

FORERE T, EERZ 2T 0 7 7 A VBB FOESE S E I 5 R
RHZENRNHD, ZOh, HIMEROLZEMEICET RN H0EMT 5 E TORM,
UHERLOBEZEZT L EPMFRINIBEICKH L CEAT I L& B, BE
PR U= BE 72 kb 2 & D 2 & DS ARE 72— 8 O B 23 7= 9 A B <
THZLENEETHD,

L7eRoT, KA RT A4 TiE, BIRERES ZNE TITE LN TV A ESLIH -
BHeEm R S & | LT OEES Ol e H 2 HEET 28580 b B R 8k &%
FROEEFERREZ T,

B ARITA BT A %, MNATBUENEE S ERES R O, A HE AR AR
BRRIE s . —MAEENEN H AREEIRINFHE S . — B EE AN B AR T SIEER 72 KO
NasfEEEN AR OB 2O 106 EERR LT,

RfG L IR B EIN A b L— F T 100mg (— R4 a7 X~vT (Eis
FHHLR))

KR ERDMEXIAE « PR TR 2 A 9 5 S

MEERDAEROHE B, A, Ra7al X~v7 (BiEHitz) LT 1
[a] 200 mg % 3 AR EIME XX 1[5 400 mg Z 6 ¥ [H AR T 30 4[]
DT TR FET 5,

35 B 58 ¥ #F  MSD Rt




2. AENORAK, VEFRBF

FA ML—F RiEEE 100mg (— 4 A7 r ) A~ (BETHEEZ), DUF TR
Fl EvvH,) X, PD-1 (programmed cell death-1) &% dD VU 7> K Téh 5 PD-L1 & T PD-
L2 L OfGZEEMET S, & MEIgG4E / 7 a—F AHKTH 5,

PD-1 #2813 T Al o0 5 B g 2 & kL 5 72 OIZ 23 AR SR 3 2 32 72 S22 o) 4
AA wF T, PD-1 &, RISV TEER T MifuoMiaLmIcHEELL, B %
P S % B o AR LB ST R 72 0 RS 2 95, 370 H, PD-1 XY Ho REfE
BT HZEICL VRS RERICL D VT T VinEEZAICHIET %8k TH 5, PD-L1
DOIEF AR 2 RBBUT DTN TH L, Z<OPAMBTIE T Mldo@E 2
HIFCEENCIIH L TWD, DAMBIZIIT S PD-L1 D38 E I, BN . s
FErmAaes. DR, FE/NRAEITE 7 E Ok 2 7oA TP R ARRF-TH Y | fRWAEGFE
& OB HRE STV D,

BED N A DEGIREET14 & PD-L1 FEE OB S| PD-1 & PD-L1 OFEE&ITEE D
COPERIREC W CEHEERZEZH O Z ERBINTEBY Bl AIREOER E L
THIffFSnTn5,

AFiE, PD-1 & PD-L1 X O'PD-L2 Oli  H > ROFEAEET D Z Licky ., EE
WU NBRESE T O NS B ENE T U o SERATEM L &, HUEE G 4 FE b
T 52 & CHIEESREZRET D,

AFNOVERBERF I B DRERISIZ X HRITERE R & b b, EEXIFIELTIC
ELAREMED D 5, ARNORGH R OEEGHRIZIT, BEOBIZEL T0I2ITV, BE DR
D BTG EITIE, FEH LT F R U RPN 22k & BB 2 Ff DR Al & i L Tl
B2 BRI 24TV IR OSEROGIZ X D EWER 3 8 2 581213, BIERE ARV
RO GHEDWY) IR ALE 24T 9 R D D,



3. Eﬁﬂiﬁ%ﬁ
P8 T R AR 2 7 5 BHSEARIE O KGRI 3 2 17 - 72 £ 72 il R 3Bk o plis %
N B

[ &E]

] B AL [F] 25 T AHRRER  (KEYNOTE-048 ##)

(EFFRERE D72 JRFEEAL S A e, o - RS K OMEEA O F 38 TR 2 A7
5 UHSR R - B R R 882 il (H AN 67 flzEte) x4z, BV FxF i ~7 (&
mrf#az) (LUF TeYydo~7) &no,), 7rtrvZior (BUF I5FU) W
9.) RO 7 FFRANOHHEE (LFRIER) 2 Z2xtfé LT, 5-FU &7 o758
FIOPEH T TAAN G (RANOF A G-HE) = K OAH] 200 mg % 3 @R (LT TQ3W
LW ,) BE (RAIEMBGR) OAMELE LSRG Sz, FEFHMEEE O
—o & INTREFHE (LT T0S) &v9,) IZOWT, ITT EHICBW T, KA
ﬁﬁfé%‘ HMEFRE L I L THEICIER Lo, £70, AFIBIMEE I L FIRTE & ik L

T, ITT H£MHICEBW T, OS 1L ML~ L, combined positive score™ (BL N [CPS) &
W) N1 UL EDOBEFEEMIZBWT, OS OFERIEENED L,

1 RATRZICRET IR & U T PRIEE ST Eii SN TV B Tk, 4i%is
BEOBAIRE A B 6 AL ERGE L TV AA1E, MAANAREE Shviz (272 L
YILIRWTE T %61 A INICHRBHETT L 72358138k <),

kYR~ T (ME400 mg/m?, 2[EH LIFE250 mg/m?) . ¥ AT T F 100 mg/m? L
JVIRTFF 2 AUC 5 (mg * min/mL) K& ON5-FU 1000 mg/m¥day (4 H R Ee S #¢ 5-)
DIEIZ Q3W (Y X ¥ ~7OAUAMMIE) ThKea—AEREH%, &Y F v ~7250
mg/m*% LI [R][FFR TG LTz,

*3 0 KF200mg, A7 T F 100 mg/m?> XX H VAR T 7 F 2 AUCS (mg = min/mL) K O8S-
FU 1,000 mg/m?%/day (4 H [FFHE A EE) DIAIC Q3W ThR6=—AEH%, AHI200
mg % Q3W TH:H L7,

*4 1 PD-L1%& 88 L= ffas (EGAIIE, ~27 a7 7 — Y ROV Vo~ER) 2 RIERAIeL <
BrL. 100% 3 U 7= $fi,

#1 AFPABREOEMERAE (KEYNOTE-048 3RER)

AKIOF e 5-# #2230 53
(28141) (278%1)
e (A) 13.0 10.7
[95% CI] [10.9, 14.7] (9.3, 11.7]
0S™ N — R 0.77
[95% CI] [0.63, 0.93] —
P " 0.00335

CL: RHXT, *1 : MR O T — & (20184F6 H13A U v b A7) *2 2 J&@hll Cox Hfl ¥ —
RET M L DALFIRIERE & O, *3 1 J@hlln 77 v 7 jiE



60 | | A HA1200mg Q3W. 7 7 FF HHK| & U5-FU

50 I //

: /// Wﬂmm|mmum
i Ity

HAEE (%)
5

W 11
0 vvxv~vT, 7 I7FFRHKUS-FU 1
0- IR RRRN |
0 I I I I I I I I I
0 5 10 15 20 25 30 35 40
AELFEAR] [H ]
at riskZ%
AH1200mg Q3W,
75 F A Oy 280 227 169 122 75 40 10 1 0
xR~ 278 227 147 100 51 20 5 1 0
7 FF K K O5-FU

X1 AFIGEHERED 0S O EAENTRFD Kaplan-Meier i (KEYNOTE-048 3R8%)

2 AFEMEEDOHMERE (KEYNOTE-048 3ER)

A B B - (bR
%% 30141 30041
e (H) 11.6 10.7
: o | [95% C1] [10.5,13.6] [9.3,11.7]
ITT S84 05 N — R 0.85
[95% CI] [0.71, 1.03] —
P " 0.00014
B3k 2574 255451
HefE (H) 12.3 10.3
CPS=1D | Jow [95% CI] [10.8, 14.9] [9.0, 11.5]
AR NP — R 0.78
[95% CI] [0.64, 0.96] —
P fiE™ 0.0086

CI: fEEXM, *1 : PRETREOT — & (20186 H13H 1 A7), *2 : J@Rl| Cox Hfil ~H—
RET I L DALBRIEREE Ok, *3: J@Hln 7T v /e GELMPE), *4: EBRlin 2/ Z
VU RE (B P E)



60| | AR #1200mg Q3W
50 | | | /
- S ”m" |||||||||

iy III||||||||||| gy

HEE (%)
5

D pyxs~s 7 5FFBARUSFU L1y iy | I
i RN
10 |
0 I I I I I I I I I
0 5 10 15 20 2% 3 % 40

AR (A ]

at risk%
AFI200mg Q3W 301 225 172 125 81 37 18 2 0

BYXU<T,
75 FFBH| 4 O5-FU 300 245 158 107 57 26 10 1 0

100 |
o
807 I
70-
X 0 | | AF1200mg Q3W
o 50 |
40,
5 ""'II|||||| "
7 hy g
20- b iy, R TR
xRy, 7‘5%+§QﬁlJl‘<USFU 1y,
bl
10 |
0 ‘ ‘ ‘ ‘ \ \ \ \
0 5 10 15 20 2 30 35 40
A [H]
at risk#X
AF1200mg Q3W 257 196 152 110 74 34 17 2 0
tYF T 255 207 131 89 47 21 9 1 0

7'Z FF 8K L OS5-FU

X2 AF|BEMBEED OS O FEMENTED Kaplan-Meier #i# (KEYNOTE-04835%)
(LR ITT £, TR : CPS=10EEER)



(PD-L1 FEBLRBLA D A Zh1H)

] PR IL R 25 T AHRAER (KEYNOTE-048 #U5R) ICHAAN DI BEOT —ZIZHED x|
CPS BN 24T o T2 G20 (BRI T 2 5 de) M OVZEMEORERIZLL TO LB Y
ThoT-,

AFUEFRIEDEH O A ZIMEICEI LT, CPS A3 1 Rl DA AL FHIRIERE & FIFREED
RTH-o7- (F3, K3,

AR B H OGRS LT, CPS 2MEW T AL R ERE IS 69~ D AFKI B &% 51
DAY — RN KR E < MO HAL, CPS 28 1 K DHE TN — RS 1 %
kREl>72 (R4 KUK 4),

728, PD-LIOFBURIIZ L 6T, KFORZEWET 07 7 A VITFRETH T,

# 3 KEYNOTE-048 RRBRIZ I 1T B KL ERIEPFABED CPS B TD 0S™

PDLI %5 ERs g AR Deec e e
CPS<1 ﬁ?&ggigﬁ 4312 i(l)i EZ; 1::2% 1.07 [0.66, 1.74] ™

1=CPS<20 K?gzgigﬁ 32 19297 [[89.2’1115"53]] 0.75 [0.57,1.01] 2 0.25
crszag  PREBIE 20T IO IS ) g

Cl: B3, *1 : FEEHTROT—% (01846 A 13 BHAh v b4 7) *2 : FEEH Cox Ll Y — K&
Fov (VRZREVMENT) . *3 : ECOGPS (0. 1) ROVHPV Ee (Btk. Fatk) #@RIET-& L7 Cox Ml i
—FET NV

100 | 100
0 90|
&)* m,
70- 70 S, "
L A F1200mg Q3W, 77 - FUSFU 3 YR TvT | FT TR KOSFU
N> 60 | S 60 ~
i | 1 . % /
¥ oow® i
& w0 Wy | £ o
w0 / Iy, WG ny gy gy H oo / b1,
2] |||I|m| Iy 2 Al
0| EYFYIT TTFIWAROSFU IR 104 AA20mgQ3W, 77 FrMAKROSFU |
|
0—— T T T T T T T 0 T T T T
0 5 10 15 2 2 0 % | 0 5 10 15 2 % 0
AR (A . AAEHAR (A
A7 200mg Q3 W, K #1200mg Q3 W,
zj;')‘ﬂ;ﬂj&(ﬁs'm 242 197 144 109 67 36 9 1 0 55 %ﬂ‘éﬁ‘]&(ﬁ&m 39 30 25 13 8 4 1
by~ 7, YR~ T,
75 F IR VS FU 235 191 122 83 42 16 5 1 0 >5 %j;%ﬁﬂ&(ﬁ-ﬂ} 43 36 25 17 9 4 0

K3 KEYNOTE-048 3RBRIZI31T 5 AHI PR ERED CPS B TD 0S D HE#ETE D Kaplan-Meier Higi
(£K : cpsz1 0BAFEEE. £ : CPS< 1 DAFHEHE)



7% 4 KEYNOTE-048 BRI BT B A B 5.0 CPS B THD 0S™

PD-LI %5 T S s
crs<t Ml s s lorise) 137 (0362200

1=CPS<20 K?@iﬁigﬁ 15;‘ 12? %2(7): i;?} 0.90 [0.68,1.18] * 0.028
o R T s

CI: {ZHEXE], *1 : PRMITREDT — 4% Q018F6H 138 4 v A7) *2: JEERICoxL BN — KT (I
FRIIFEHT) . *3 : ECOGPS (0, 1) LKUHPVES: (BB, i) ZERIKT & L7zCoxttffil¥— KET L

100 |
m,
|
80 |
~ ‘ 707
§ 60 | | A #1200mg Q3 W
M2
# = / ‘|1||| iy
|II|

AR
o Y FYTT LTI FRARUSFU iy LI

0+ T T

0 5 10 15 20 2%
L, A=A (A ]

at risk 2%
K #1200mg Q3W 257 19 152 110 74 k7]
LrReT, 255 207 131 89 47 21

7 7 F IR KOS -FU

0

17

9

100
%,
m,
707 - 0. T
/\3 Y XowT | 77K ROSFU
S w0
SIS /
i
#H o2 / o
I 2 71 200mg Q3 W 11 H“ - |
10
T 0 T T T T T T
@ 0 5 10 15 2 %5 0 %
§ AR (A ]
at risk £
0 A#I200mg Q3W 44 29 20 15 7 3 1 0
0 EYEI~T, 45 » 27 18 10 5 1 0

77 FF R R US-FU

K 4 KEYNOTE-048 3RBRIZI31T 5 AF B E#ED CPS B TD 0S DR Kaplan-Meier Higi
(£R : cPsz1 DAFEF. FK : CPS< 1 DAEFEF)



[Ze 2]
OEBEILE F AR (KEYNOTE-048 7-5%)

BEFGIIAFIO A GRE 271/276 51 (98.2%) . AFKI B H7E 290/300 1] (96.7%)
S OLSERIERE 286/287 il (99.7%) 123D i, 1RBRIE & OREEGEATE TE 2
HERERGT, TNE 263/276 1] (95.3%) . 175/300 1] (58.3%) K TX278/287 i (96.9%)
IR BTz, WIT N DORETREEIES D 5% L EORIERIZTERDO LB TH-oT-,

£5 WP OBETEHABIED 5% EOEHWER (KEYNOTE-048 35) (MRt S4EM)

FEERIKRSHE (SOC: System B (%)
Organ Class) AHNGF G- AHI BB G- bR
FAFE (PT: Preferred Term) 276 fl] 300 1 287
(MedDRA ver.21.0) 4= Grade Grade 3-4 Grade 5 4 Grade Grade 3-4 Grade 5 4 Grade Grade 3-4  Grade 5
EEH 263 (95.3) 196 (71.0) 10 (3.6) 175 (583) 49 (163) 3 (1.0) 278 (96.9) 195 (67.9) 8 (82)
MER LY o REEE
i 133 (482) 52 (18.8) 0 12 40 2 (0.7) 0 118 (41.1) 42 (146) 0
FEENE LT BRI 21 (7.6) 21 (7.6 0 0 0 0 12 (42 12 @42 0
i BRI 34 (123) 8 (2.9 0 2 (0.7 0 0 38 (132) 16  (5.6) 0
I BRI E 91 (33.0) 50 (18.1) 0 3 (1.0) 0 0 90 (31.4) 59 (20.6) 0
1/ MRS E 75 (272) 24 (8.7) 0 4 (13 1 (03) 0 63 (22.0) 24 (84) 0
Hi L ORKBEEEE
Hng 15 (5.4) 0 0 0 0 0 16 (5.6) 0 0
P AR
R IR B AR IR T E 35 (12.7) 0 0 39 (13.0) 0 0 1 (03) 0 0
H ke
% 28 (10.1) 0 0 9  (3.0) 0 0 31 (10.8) 0 0
¥ 49 (17.8) 3 (1.1 0 16 (53) 1 (03) 0 75 261) 5 (1.7) 0
L 124 (449) 15 (5.4) 0 12 (4.0 0 0 131 (456) 16 (5.6 0
AN 67 (243) 22 (8.0) 0 2 (0.7) 0 0 69 (24.0) 10 (3.5 0
I - 75 @272) 7T (2.5) 0 7 (2.3) 0 0 64 (223) 5 (1.7 0
—f% - BHEFR L OGN ORE
W) HE 33 (1200 8 (2.9 0 7 @23 1 (03) 0 30 (105 6 (2.1) 0
95 57 84 (304) 19 (6.9) 0 43 (143) 3 (1.0) 0 83 (28.9) 11 (3.8 0
(EIs9 18 (6.5) 0 0 (1.3) 0 0 9 (3.1 0 0
HEIBE D SR NE 77 (27.9) 26 (9.4) 0 8 @27 2 (0.7) 0 76 (26.5) 14 (4.9) 0
FEEN 16 (5.8) 0 0 10 (3.3) 0 0 12 (42) 0 0
JRYIE RS L O 4 HUE
NGRS 0 0 0 0 0 0 33 (11.5) 0 0
B, PR L OWEA IHE
AL D Kt 2 (0.7) 0 0 1 (03) 0 0 16 (5.6) 3 (1.0) 0
R AR AT
ALT #4)0 10 (3.6) 2 (0.7) 0 7 (2.3) 0 0 15 (5.2) 2 (0.7) 0
m 7 vrF =8 30 (109) 1 (0.4) 0 2 (0.7) 0 0 15 (5.2) 0 0
I FRER B 46 (16.7) 28 (10.1) 0 1 (0.3) 0 0 54 (18.8) 35 (12.2) 0
/N 51 (185) 14 (5.1 0 1 (03) 0 0 46 (16.0) 9 (@3.1) 0
RE D 21 (7.6) 2 (0.7) 0 9 (3.0) 1 (03) 0 30 (105) 1 (0.3) 0
M i ERE 36 (13.0) 15 (5.4) 0 2 (0.7 0 0 43 (1500 22 (1.7) 0
RR#tE L Ok REE
BARIRGE 62 (22.5) 12 (43) 0 16 (53) 1  (03) 0 62 (21.6) 8 (2.8) 0
KH Y 7 AifdE 16 (5.8) 8 (2.9 0 4 (13) 1 (0.3) 0 36 (125) 11 (3.8) 0
K~ 7R 7 A fUE 29 (105) 4 (1.4) 0 3 (1.0) 0 0 95 (33.1) 11 (3.8 0
KF R Y 7 A 23 (83) 10 (3.6) 0 9 (30) 6 (2.0 0 20 (7.0) 9 (3.1 0
&Y R E 6 (2.2) 2 (0.7) 0 1 (03) 0 0 19  (6.6) 5 (1.7) 0
PR R
LRTE L 16 (5.8) 0 0 6 (2.0 0 0 15 (5.2) 0 0
KRR =a—aF— 15 (54) 3 (LD 0 1 (03) 0 0 6 (2.1) 2 (0.7) 0



ZEERIRS¥E (SOC: System

Bi%x (%)

Organ Class) AFNOF % 58 AN EA P 5 {bFRIERE
JLARFE (PT: Preferred Term) 276 41 300 15l 287 il
(MedDRA ver.21.0) 4= Grade Grade 3-4 Grade 5 4= Grade Grade 3-4  Grade 5 4 Grade Grade 3-4  Grade 5
B L ORI REE
B R 15 (5.4) 4 (1.4 0 4 (1.3) 1 (03) 0 6 (2.1 1 (0.3) 0
J2 R KOV TRk
SUERRR R 1 (0.4) 0 0 6 (2.0) 0 0 82 (286) 6 (2.1 0
B2 i R 5 (1.8) 0 0 6 (2.0) 0 0 27 (9.4) 2 (0.7) 0
%ﬁ " RIEFEARIIEA SIE 4 (14) 0 0 1 (0.3) 0 0 20 (7.0) 2 (0.7) 0
& D PEIE 14 (5.1 0 0 21 (7.0 0 0 24 (8.4) 1 (0.3) 0
% 22 (8.0) 1 (04 0 25 (83) 2 (0.7) 0 101 (352) 17  (5.9) 0
gz 2 (0.7) 0 0 0 0 0 36 (12.5) 0 0

¥, AREIGFHE GRS TR MEMZE R 13 61 (4.7%) . KIBXK « NGk - BED
T 9 B (3.3%) ., FEREE (7 v « NLU—IEERESE) 9 61 (3.3%) . JFEEREREE 27 4
(9.8%) . HURMMERERE T 40 61 (14.5%) . NEEMREEREREE 1 61 (0.4%) . BimeEREE (R
HAE VMR AR EE) 21 61 (7.6%) . DB4% 161 (0.4%) K O infusion reaction3 51 (1.1%)
DRD Oz, £z, EEOKLEREE (FRERBEIRIEGER, A, FREES) .
RIBHERERE T, | BUBEIRIA . BER . W% - AREUTRRLARIE . EER, B 0E . iM% - BERR S,
SE DA, EEARMIEEE (Gl MO PESEBERS , IR, ARIFERES, M
PERIERIESE) | MERERIEMRE X OFEZITRD b o Tz,

AFEA S GRS WO CRVE MR 16 61 (5.3%) . KBS - /IMEZ - HEO T 4
B (1.3%) ., BEEORZJEREE (FERIRARE R, ZAEE, FERBIES) 161 (0.3%).
FFFERERESE 15 61 (5.0%) . HURAREERERSE 2 42 1] (14.0%) . FIEAREEEEREE 1 61 (0.3%) .
R EEREE 161 (0.3%) . BEHEERES RMEREMBRE) S61 (1.7%). KK - §
e 161 (0.3%). 5 E IR 16 (0.3%). R 261 (0.7%) KT infusion reaction] 5
(0.3%) P BNT, T, MREE (X7 « NU—IEBERES) . 1| BBERIE,
% - BRBUTRMRE . EEA M AE, (O R, EER MRS (G MR PESR BT
i, EIMAPER ML, JRIFEREE . MERERIERIESE) . MERE REGEEE K OIS b
77,

AREWERZEHR LI EF S (AREERE 2 5) 25 0EIHRETT,

10



[Hik - HE]

ARNOREREYERETT L EZFIH LIV I 2 — 3 12k AHl 200 mg %
Q3W, 400 mg % 6 Bk (LLF TQeW) & 95, ) XX 10 mgkg ((KH) % 2 JHfH
Mkm (LT TQ2WI &9, ) TG LEBOARAKOIME FIRESRFT SN, £ ok
Fe. AL 400 mg & Q6W TH G- L7=BEOARF O EFIREEIZ IS 1T 2 VI iE HiRE (B
T [Cagss) EVVI, ) 1E. AAI200mg 2 Q3W TG L72FED Cavgss & FHLIT 2 & T
SNt (TFR) . /2. KA 400mg 2 Q6W THH LTZBEOARA| O E FARIEIZ BT D%
AEMIEFIREE (PAT [Cmaxss) &V ) 1, &K 200mg & Q3W THH L7ZEED Cunaxss
g L CEEZ T E TFHISNIZ OO, BARNBEFIZE WO TEREDHER ST
HHE - HETH 544 10 mgkg (KHE) % Q2W TG L7ZEED Chaxss & it U T
EERTETFHEINT (FFR) . IO, EERAEEEZX5ICAA 400mg % Q6W
TG L=/ TR (KEYNOTE-555 i5R) K 0155 7= BHMEIC S < EiyHhhe
WNIA=ZFT VI ab—ra AT PRI LTZEYBIE T A—2 LHEILT- (TR,
Mz T, BEOREIEIZBIT 5 BRI S X | AR ORE R & FMEUIZ ek
& OBEZ G RS SE T VDS S L, AH| 200 mg 2 Q3W XX 400 mg %
Q6W THEL L7ZBROMgEEE & & Ao X T2 2t & OBz Y W TR S/ R, E
REO ML - HEOM THIMEL L &M R 2RI v & PRl Sz,

K6 FADOEYBL T 2 —F

BT - Crnax Cavg Chnin Chnax,ss Cavg,ss Chnin,ss
(ng/mL) (ng/mL) (ng/mL) (ng/mL) (ng/mL) (ng/mL)
200me W' | (V500 | rrosn | (78183 | G1roan | wossio | Gossie
400mg QEWT | ¢ 123?24) (32.?)?;2.7) (10.11(,)'16 0.8) (142?49) (50.51(,)'57 1.3) (19.2?50.9)
40(%%?@@ (1351.2,6'10;6.4) NA a 41f ?Z- " NA NA NA
10 mg/kg Q2W! (21@,2223) (14;?‘1145) (11;,1 21 (422,2233) (272,7282) (19;,9200)

+:1n=2,993, 100DV I = —y 3 L VEE SN EEO R IE (2.5%8,97.5%5) | Crmax : #)E1#
% OREMIBEFIRE . Cag : MRS H O MIEFIRE, Cuin : YIRS (A 712 HHAHTD) ORARIME
IR Cmaxss 1 EFIRIEIZH T DM PRI, Cavgss 1 EFIRIEIZI T D FIIMIE FIREE, Crmines © EFIRREIC
BT B IR i 8 B
11 56 BIDORAT LI (95%(E 4 X [H)
§ : 41 BIORMTEEME  (95%(FFEIX D)

NA : 47 L

11




4. HEFRIZHOWT

ARANORH- 3w 72 BE 2 2Wr - FFE L, AFOFRGIZ X EHELRBERZRIEL L
BRI T D Z EDMERTZD LLFOO~QDT X T AT ERICB W THERT 5
REXThD,

O HmERIzoONT

D1 Freo (1) ~ 5) OWTFIMNITEYLT IR THDL Z L,

(1) JEAEERENEET 203 A HOE LIRS (B E IR DS A2 E L SR B
%ﬁﬁh%ﬁ@%%ﬁﬁ%\%ﬁ@hﬁﬁﬁh&&>

(2) FrEMERERPL

(3) HBEAFRFNFENFEET D0 AR (DS AR EHEIREWRPL, 23 A iaifs
W IEBE, 23 ARSI EEHERE P e &)

(4) IRALFEIEE 28 L, S RAL RN 1 SIS 2B 2 Ol a KL UE
AR D R AT > TV D itk

(5) HUEMEAESAI LT & BN O fE iR FAE AR D | H 21T - T D itk

O-2  BHSAESE DAL FHRIE M ORIE I FE BN O S IGI +53 7 0k & FRBR 2 B O R Al X
TERHER (FROWTNIEZ Y T D EMIUTEBHER) 25, Y% OAFNIZ B
TOWREOEME L LTRESNTND Z &,

eSS

o [ERithEIFEEE 2 EOPIHIHHME ZME T L2121 5 LU EDO D ATRIED BERIHE %2
fToTWBHZE, 95, 28D R, PAKEMIREAY XL LI-BREEZOHHE 2
{THoTCWVWBHZ &,

o [ERMFFEUSE 2 FOMMIMHE ZE T LI 4 £ Lo B SRR E R o g R
THEZIT->TEY. 95, 24ELL X, 25 AL L& e BESHE RS 2 O
BERAHE AT > TWAH Z &

o [EANSEFT UL B E AT RS OMINHE 2 & T L7211 5 FLL Lo s

DEFRIHMEZIT-> TR, H b, 2HEL I, BAEYELEZ ST OEAFIO R A
IBEDERIHEEZIT > TN D Z &,
k. AR L DBERICBWCOIRIEREZE O 2FNEH A BT 5720, BEDOIRE
(ZY 72 2 WRHERMIE EOROWNT IR TR 273 =T (BESE i DL %
1R OBIWE R B ORGS0 72 ik & IR & FF O[T & OBRE/EHED L &
WZBETH T L,

12




©@ BRENOEZRER %ﬂ”ﬁ@%ﬁ_owf
=38 %%ﬁ% (ZHEFT 5 HALE DR E S 41, HEEEN S OFRED, A0 - %
MR E R OE L OEMSE 3T 2 WMt A FFRNBAE LIGA oHs
EH, ERESCHIITON D IR N ES>TND 2 L,

@ BHWER~DOXIRIZOWT
@-1 MEREHICET 5 E M

VR MR R D BB 7R BIE R 3 38 42 LT=BRIC. 24 BERESIRIAHIO T, Mi%hiak X
VB R (23U T, BB L 2 BERICIS U CABREE L O CT O FIVER O BRI
TRRAEORERN Y HHIZE O, EBICRIGATRE R AR N EE > T Z &,

@2 ERREZCLIAEFRAISICETIEMS

8 ARSIRICHE 0 5 MR e e OB RE 2 A4 DRI FE DR e =2 U 7
EZOIEIROA T Y —= 0 7 2ATWERE L IF#H 2 A TE 5T — LERAH 35
SN TND Z &, 2B, BRI OWT, BABE ETOFRICHIIZAMmS T
WwWnHZ &,

@-3 EBIEROZM- RSB LT

BIER (RVEMERE BT 2, KIBZE - /NEZE - B O T, H?%%Abﬁ%% R cilEl
BR, B &m(ﬁﬁ FIEMEERE) . NWonkESE (TEREERERE, FIRRERE
e BIRRERERRE) . 1 BUBEIRIE. S & IR AR - BREUT %Tﬁ#i“\ ek, BEDRK
ﬁ%%(@@@%&%%ﬂ%ﬁ B EREEARAEERE . ZIALEE, JHRRIESE) . infusion
reaction, JM7% - B, BIEM M )E, MRRESE (X7 2 - NU—SEGERESE) . DK,
e Mgk (St B PESREESR . YRR L, JRIFERES , MERERIERAESS) |

MEREBIEMERE, FEAZE) 1Tk LT, Sakhtak XX MR B O BEF 4 & 9 5 [EHili
EHHEL FEIEROBZB NI L THRER OSSR EZZ T ORI h D 2 L),

(BN 72 JLE DS T E HIRHI > TN D Z &,

=5
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5. B##Extg L s BE

[Bah B3 % S 1]

O ALFRIEEED R TR RIS 2 6 3 2 S8R LR R 1T W T, AH
BB 530 ONZAH], 5-FU L OV 7 FFH B O G OGN REN TV,

© AFNTEREILFEFS IR (KEYNOTE-048:5) 2B\ T, BAERICH W TE
VX Tv T 5FU KO 7 FFRFIOHESE & i LT, KHlL 5-FU KOT'Z
FFHIKN OO G L OARF IGO0 MR REN TS, 7277 L, PD-L1%
Bi= (CPS) 12X 0 HIWEN R BN RS NSERNELNTNDZE (p7
~8Z M) 16 CPS" LR L7c L CAAIR G- ORI GBOYW 232 Z L NEE LUy,
CPS MR TH D Z L PHER SN BF IO TE, AFILSOIERERE S5

B35,
* o KFIOZWH L LT, PD-L1IHC 22C3 pharmDx [ # =] (5E44) 2VER STV

%,

@ TRICEEY T 2 BE T 2 AF O G X O AT IECOWTIE, AFIOAZED
MESLSNTELY, AAOHREGHR LRG0,
o TR IIRIE
o OTHIMENR SN TOIRW O HTEMEEL A & OOF ik 5

14



[“Z2 4l B3 2% F]
O TRIZEYTILIBRFICOVTIARKOEGENEEZ L SN TNDLZ b, &5 51T
oY AN
o AKRHFIDESITXE LIsBUE DBEEE D & % BFE

@ BRATOFHIZIB W T FRRICIEY T 2 BEIZOWTL, AAIOBEGITHESE S vk

DS, MOTREERINE DN 2 WGEIZIRY | HEICAKZEHT 52 L 2BETE D,

o MEMMZEEROEI IITEOH 5 EHE

o R AR A C MV R A R D R B ONE B 0D 5 i 2 <2 G P i 2%
FEOMIZRIEMEZE R A BN D BE

o BACOREERBOADE SUTBMEMNZHE L IXERMED B OB EROBEERED
b5 B

o BB (EmeMaBEELST) Ob b EE

o FEEOBGL IR A AT LB

*  ECOG Performance Status 3-4 " o 4

GED BCOG 0 Performance Status (PS)

Score EFR

0 | &<MERIEFETE S, Wl &lR U HHAERDHIRZ AT D,

PIREIICIE LWTEENIHIR S5 728, STAIRE T, BAFEEH > TOEEIFTO Z LB TE D,
R AN S N s

BATRIRECH S OH ORI O Z L33 X CTHEEEDNEEILTE 2V, HFD 50%LL EiZ~<y Rl =9,

RONTZHSOEDEY DZ L LNTERN, BHHEO 50%LL EE Xy RE7 Tl 24,

W

LT RV, BOOHFOEY O Z L34 TERY, BEICy R+l I4,
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6.
)
)
®
)

BEICELTHEETREEHH

I SCERE TN 2, B IR 3 D RS 2 ERFE 1T 3D & ARH D etk K OVl (E A
O DIZHERERE HICHRE L ChOERTHZ &,

TRIEBRABIC N D | B UL 2 OFIEICHINE L a2+ L, [RE 215
ThoRETHZ &,

CPS H gl L7z BT, AFNOE G A HEZHW§5 2 LN FE LAY, CPS D3R T
XRWEEITIE, AROEH OGS Z @Y HWr L ETRETH L,
FREWEH O~ R T A MZDOWNT

B MEIR D S BN D Z LN D DT, ARNOFEIZ 1= > TiE, HIHIE
W B, MR IRI S, k) OREE OER X S RE o £hn sk, Bz +
AT H Tk, Fo, MBS U THE CT, G~ —7 —EOkE& % FEhid
5L,

infusion reaction 23 5115 Z & 23% 5, infusion reaction 23388 H I T- AT
(X, WORE AT O & &b, ERMEIE T 5 E TREDIREL 01284
THZ L,

FOR RS RE R . T A REREE L OCRIBEEREER S b Z EBH DD
T AAIO B G-BHART M O G- M P X @IS N s RE A (TSH., b
T3. #EHE T4, ACTH, ML =5 —VEOHIE) 23t 52 &,
FFRERERE S, WALMERE RN H S b Z ENd DD T, AFIDO B 5 BRIART MK
O 5 2 E R PR A (AST. ALT. y-GTP. Al-P, B U /L b %
OWE) ZEMETH &,

SE IR (MR Y EBHEEREZET) SOERBRIBEEND Hbid
ZENRBLOT, EHICIROBRFE ORBEAZHERT S L, £z, IROEEN
BOLNTHEITIE, HONICEREBEL 2T L) BT2IEET 52 &,
AHFN O LD BEOREIGITRINT 5 &5 2 b DRk X R B E
NHLDONDZ ENB D, BENRDOLNGEIIE, BB LEERIIN LT
REFHA 72 stk & RRBR & RO BE Rl & i HE U Cli D) 2R 8RR M 2170 N B O %
FOSZ X B EIWER D St 235 5101%. AFIORIE T 1R, K ORIE E A
NEUVHIOER 5% EZET D2 L, B, BIBRERVE L OREIZE Y EIE
R OUGENRFRD B WIGEITIL, BB RE AR VE DSOS il Fl o
LEETHZ L,

B G T % BB DE AR L T SEWERNRERT 5 2L nb 5720,
AR O THIZHEWEHORBIC IR T 5 2 &,

1 BUBEPRI (BE | BUBEIRIR 2 &) b bbb, BERBEME, b7 v R—v &
WZELZENRHDLOT, Al Fl, TRHFOEROREBL M ED F&- 12+
INEBETHZ &, 1 BERIFN LN AT EEE2TIEL, A2 il
F O HZEO Y 2B ZITH 2 L,

AFNOEERRBRIZBWNT, 5B IOME, EIX1IFERETORITE, 2D
#% 93 Z L ITHMEDRME AT - TN 2 & 2B 10 AKX ERIIC S
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