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BERIN . 5 E DR, fhisk - BUSUHRERIE, R,
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DIRFEE T BIERT D 2 L,

RIS R E . T B AR R E & OV % B
BEENDLDONDZENHDHDT, AKEO#K5H
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HE L (BHWEAOZK-OXHRIZEE L THRELOX ML THRELRVDXELZZTONDLIRZMFITHD Z
BEZTONDIFEMHFICHD Z L), BHHIZHEY) /L &)L EBICHEYI R AE N TE DIRHINE STV D
BN TE LEHNESTND Z &, Z &,

12— |6, BHICEL THEETNEFHE 12 "— 6. WHICEEL CRET NEFIH

(@© %) (@ ")
(© m) (@ %)




@ERBIWEHD~F Y AL MZONT

MEMMEEN D DONDZ ERHHDT, K
HOBEIZH T > T, FIHER (B84, ek
RIS, BZWkE) ORERS M OIS X SRR A D S i 4% |
BRET0IATO 2 b, £ BB U THES
CT, My~ —W—EDmELFHT5HZ &,
infusion reaction & HLDONDH T EDRH 5,
infusion reaction NFR® LNT-HFAEITIX, )
IRAVEZAT O & L b, JERDBEIET S FTRE
DWREEAE +3 BT H L,

R IRFSRERR 5 . IR RE R 5 K OVRI B A BE
EEND LDOINDZ EDRHDHDT, KAOF 5B
AT K OV 53 [ P 1 E B LS Ny IR R AR
(TSH, 78 T3, ifEHE T4, ACTH, =Ly —
NWVEORE) ZFERT5HZ L,

BUEFR. A%, IFfEmefEEs, R bk
JHERND DONDZENHDHDT, AFDOESE
B 4 17 R OB - 341 R o 0 1 0 0 R RE R A
(AST. ALT. y-GTP, Al-P, B U AL E U ZEDHIE)
FEMTDH L,

QFREMWERH O~ A MZOWT

FEMMEER D LD ENRHDHDT, K
HOEEIZH 2> TL, wIHEER (B8, FEk
PRI#E, IREE) DR M OIS X BAR AL 0 FE Nt %
Bl +m31247o5 2 8, £, HEUZS U THRES
CT, MiE~—"—EDOMELERKTDHZ L,
infusion reaction "HHLDLNDZ EDNHH,
infusion reaction NFR® LN AITIL., W)
RAEZAT O & &b, JERBEIET L £ THEE
DIRFEE T BIERT D 2 L,

RIS RERE T . T B AR R E X OV % B
BEEND LDONDZERNHDDT, KFOFK 5
BE AT S OV - 31 R H 03 A2 PN o W HE A AT
(TSH, if#Hf T3, iGEHE T4, ACTH, I =Ly —
NWVEORIE) ZFEET5H L,

IS RErR S . B LRI E R S B d 2 &2
»5HOT, RKENIOEEBRLGRT L O 58I M I3 E
AR AT RERR AT (AST, ALT. vy -GTP, Al-P, E
UNLVEEORE) HEMTHZ L,




SHSARR I O el i HEE T A N7 A OWGET AT Cir A4 RER)

B H

DR QNS EER Y= (B yHBRERHIBR)

13—y @3 RIEHOBZECRISIZE LT 13—y | 3@-3 EMEROZEr-XISIZE LT
BIER (MEMERREBICI A, KRIBK « G - BIVEA (BPEMERRABICI 2, KIBE - DMK -
BEDO N, BUEAFR - A4S - HigRERES - I BHEO TR, ITRERERESE - B{LMEARE &, Bk
K WALPERRE S, B HRERETE  (RAMNAE MM P (PR RVEMER 8 %) . Wbl (FEER
RE) . WoHWEE (FREMKRERE, BRI EE FeRERE S, FUIRIRFERERE S, RIE MR E) . 1 |
P BIEHEREREE) | 1 AUBERIR. S D IR, FERIA ., S & DMK, ik - BREUTHREIE, k.
ik - BRBOTRAARIE . BER, BHEOKERESE (f HEOREES (PEtEREFRARIE, B,
TR S SCRARIE . BRI ARE . 2 AL TEARSE e, ZIEALEE, BAKHEIESE) . infusion
BE. JARMIES) . infusion reaction, AMZK - fif reaction, M - BEMI, BIEMMEGE, kR
e, EAEMEGE, MRREE (F7 2 - NL— EA(XT U NUEERS) . Lk, BEEm
FEERESE) | s, EEZRIMEEE (Gt RREE (G Ve dn R PR SR B . ¥ M i
RO MESR BT . YRR, JRIFEREE, MR TREFERES . HERRIERESE) | MEKE BIEMRE, Kit%
BRIESE) . MEKEBIEGRE, FiEZS) 1T LT, Y4 M) Tk UL YR R S R A RS oD B
R RS ST R R AR B O RPN E & A T D AT & MHEAT HEAEHEE L (BIEHOZECXSIC
HE L (BHWEAOZK-OXHRIZEE L THRELOX ML THRELRVDXELZZTONDLIRZMFITHD Z
BEZTONDIFEMHFICHD Z L), BHHIZHEY) /L &)L EBICHEYI R AE N TE DIRHINE STV D
BN TE LEHNESTND Z &, Z &,

16 =X— |6, BHICEEL THEETNEFH 16 ~— 6. WHICEEL CRET NEFIH

(@© %) (@ ")
(© m) (@ %)




@ERBIWEHD~F Y AL MZONT

MEMMEEN D DONDZ ERHHDT, K
HOBEIZH T > T, FIHER (B84, ek
RIS, BZWkE) ORERS M OIS X SRR A D S i 4% |
BRET0IATO 2 b, £ BB U THES
CT, MyE~—W—EDmELFHTHZ &,
infusion reaction & HLDONDH T EDRH 5,
infusion reaction NFR® LNT-HFAEITIX, )
IRAVEZAT O & L b, JERDBEIET S FTRE
DWREEAE +3 BT H L,

R IRFSRERR 5 . IR RE R 5 K OVRI B A BE
EEND LDOINDZ EDRHDHDT, KAOF 5B
AT K OV 53 [ P 1 E B LS Ny IR R AR
(TSH, 78 T3, ifEHE T4, ACTH, =Ly —
NWVEORE) ZFERT5HZ L,

BUEFR. A%, IFfEmefEEs, R bk
JHERND DONDZENHDHDT, AFDOESE
B 4 17 R OB - 4401 R o 0 0 L T R RE R AR
(AST. ALT. y-GTP, Al-P, B U AL E U ZEDHIE)
FEMTDH L,

QFREMWERH O~ A MZOWT

FEMMEER D LD ENRHDHDT, K
HOEEIZH 2> TL, wIHEER (B8, FEk
PRI#E, IREE) DR M OIS X BAR AL 0 FE Nt %
Bl +m31247o5 2 8, £, HEUZS U THRES
CT, MiE~—"—EDOMELERKTDHZ L,
infusion reaction "HHLDLNDZ EDNHH,
infusion reaction NFR® LNT-HAITIEL., )
RAEZAT O & &b, JERBEIET 2 £ THEE
DIRFEE T BIERT D 2 L,

RIS RERE T . T B AR R E X OV % B
BEEND LDONDZERNHDDT, KFOFK 5
BE AT S OV - 31 R H 03 A2 PN o W HE A AT
(TSH, if#Hf T3, iGEHE T4, ACTH, I =Ly —
NWVEORIE) ZFEET5H L,

IS RErR S . B LRI E R S B d 2 &2
»5HOT, RKENIOEEBRLGRT L O 58I M I3 E
AR AT RERR AT (AST, ALT. vy -GTP, Al-P, E
UNLVEEORE) HEMTHZ L,




FEE D ROEERHEE T A BT A L OUGETEFT O [ R3R)

(@ W)
(@ 1)

E<lh 5]

DR QNS EER Y= (B yHBRERHIBR)

10~— | @3 RIEHOBZECRISIZE LT 10~—v | 3@-3 EHEROZEr-CXISIZE LT
BIER (MEMERREBICI A, KRIBK « G - BIVEA (BPEMERRABICI 2, KIBE - DMK -
BEDO N, BUEAFR - A4S - HigRERES - I BEEO TR, ITREREREE - BLMEARE &, Bikne
K WALPERRE S, B HRERETE  (RAMNAE MM P (PR RVEMER 8 %) . Wbl (FEER
RE) . WoHWEE (FREMKRERE, BRI EE FeRERE S, FUIRIRFERERE S, RIEHRREmRE) . 1 1Y
P BIEHEREREE) | 1 AUBERIR. S D IR, FERIA ., S & DMK, ik - BREUTHREIE, k.
ik - BRBOTRAARIE . BER, BHEOKERESE (f HEOREES (PEtEREFRARIE, B,
TR S SCRARIE . BRI ARE . 2 AL TEARSE e, ZIEALEE, BAKHEIESE) . infusion
BE. A RMIES) . infusion reaction, AMZK - fif reaction, M - BEMI, BIEMMEGE, kR
e, EAEMEGE, MRREE (F7 2 - NL— EA(XT U NUEERS) . Lk, BEEm
FEERESE) | s, EEZRIMEEE (Gt RREE (G Ve dn R PR SR B . ¥ M i
RO MESR BT . YRR, JRIFEREE, MR TREFERES . HERRIERESE) | MEKE BIEMRE, Kit%
BRIESE) . MEKEBIEGRE, FiEZS) 1T LT, Y4 M) Tk UL YR R S R A RS oD B
R RS ST R R AR B O RPN E & A T D AT & MEAT HEAEEEE L (RIEHOZE-CXHSIC
HE L (BHWEAOZK-OXHRIZEE L THRELOX ML THRELRVDXELZZTONDLIRZMFITHD Z
BEZTONDIFEMHFICHD Z L), BHHIZHEY) /L &)L EBICHEYI R AE N TE DIRHINE STV D
BN TE LEHNESTND Z &, Z &,

12— |6, BHICEL THEETNEFHE 12— 7. BHIE L CRE T REFIH

(@ ")
(@ W)




@ERBIWEHD~F Y AL MZONT

MEMMEEN D DONDZ ERHHDT, K
HOBEIZH T > T, FIHER (B84, ek
RIS, BZWkE) ORERS M OIS X SRR A D S i 4% |
BRET0IATO 2 b, £ BB U THES
CT, MyE~—W—EDmELFHTHZ &,
infusion reaction & HLDONDH T EDRH 5,
infusion reaction NFR® LNT-HFAEITIX, )
RAVBEZAT O & L b, JERDBREIET S F CHRE
DWREEAE +3 BT H L,

R IRFSRERR 5 . IR RE R 5 K OVRI B A BE
EEND LDOINDZ EDRHDHDT, KAOF 5B
AT K OV 53 [ P 1 E B LS Ny IR R AR
(TSH, 78 T3, ifEHE T4, ACTH, =Ly —
NWVEORE) ZFERT5HZ L,

BUEFR. A%, IFfEmefEEs, R bk
JHERND DONDZENHDHDT, AFDOESE
B 4 17 R OB - 4401 R o 0 0 L T R RE R AR
(AST. ALT. y-GTP, Al-P, B U AL E U ZEDHIE)
FEMTDH L,

QFREMWERH O~ A MZOWT

FEMMEER D LD ENRHDHDT, K
HOEEIZH 2> TL, wIHEER (B8, FEk
PRI#E, IREE) DR M OIS X BAR AL 0 FE Nt %
Bl +m31247o5 2 8, £, HEUZS U THRES
CT, MiE~—"—EDOMELERKTDHZ L,
infusion reaction "HHLDLNDZ EDNHH,
infusion reaction NFR® LNT-HAITIEL., )
RAEZAT O & &b, JERBEIET L £ THEE
DIRFEE T BIERT D 2 L,

ORISR T, T B AR IR E & OVRI B i BE
BEEND LDONDZERNHDDT, KFOFK 5
BE AT S OV - 31 R H 03 A2 PN o W HE A AT
(TSH, if#Hf T3, iGEHE T4, ACTH, I =Ly —
NWVEORIE) ZFEET5H L,

IS RErR S . B LRI E R S B d 2 &2
»5HOT, RKENIOEEBRLGRT L O 58I M I3 E
AR AT RERR AT (AST, ALT. vy -GTP, Al-P, E
UNLVEEORE) HEMTHZ L,




B AHEET A T4
RA7nl) A<7 (B Z)
(BR584 © A hL— & m{lEHE 100 mg)

\f/L\ =]
~e ~e
¥ JDI:I

S 348 H
JE A SR

ZRRAN




H X

A e

X HIC
AFNORE, ERIET
R R AR
Aol ANE
BERR L 72D BE

BEICER L CTRET & HIH

P2
P3
P4
P9
P11
P12



1. [FC&HIC

IS DOAINE « ZEMEOHERDTZOITIE, I SEEEFITIE DWWl IR DR Hivd,
S DOIT, ITFEORFHEAIMOMEANT LV | HURESER e & OFF7 i ERF R A GRS
DT, :h%®Eﬁ%%§:Z%&%%:%ﬁ#é*&ﬁ@m®%%k&ofﬁb TR
EE LUUEOIATTE 2016 CFEK 28 42 6 A 2 HERRIRE) 2B\ TH, FHmIERMLED
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BrEERIFFER T, EYERSC LR T 1 7 7 A VSBEFOESR S, &L I BN R A2 5 2
ENRDD, ZDIH, AIMER LM T 2 1EW0 08T 5 £ TOM., MiZEELD
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M%&ﬂm%ké_&ﬂﬂb&¥m®%#%ﬁtﬁzﬁ%%fﬁﬁ#6:&ﬁﬁ%ﬁ%
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Brras., —MHEEN BARNEE S R O BN AR 20010 b EAFRC LTz,

MR EMRDEIL - A M —F JGlEFHE 100 mg (—fk4 a7 nr ) X~7 (&
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Jer . JERREdE ., DREE. JE/NRERE Y EORRA IR AT TRARKF-THD . KW
TR OMBEERRE I TS,

B DDA DERIRE T & PD-L1 FEELOMBINMED . PD-1 & PD-L1 OFRE& IXEE D
TR RSB W CEHEEREAE 2D Z LAVRBINTEY . Hiize B AIGEOER &
LTHIff ST 5,

AHNE, PD-1 & PD-L1 X OXPD-L2 i U Hv ROFEGZET S Z &gk v, EE
W N Th D S LIS EME T U oS ERATEME (L S8, PUEIE S 2 BIS ML
T 52 L THUEG R AT 5,

ARFN DRSS < L O RO KD EWERE RN H ok, BHEE UL
(CELFRMEDR D 5, AR OKREG TR OEGRICIT, BEOBEL 71TV, B
FESO BV AT, FEH LSRG U R 72k & BB 2 Ff SRR & di i
L CE gl 28R 217\ @ E ORERISIC L 2RI R RO 2 58123, BIFE
PBE AT RN OFRGE DY L AE 21T O MEN D D,



3. B&ERRiE
PD-L1 it DAV sz BRIz o v b _ERGHIRaEsER 5448 2 (LU THER2) &

WD, ) EMEDFITANRE XL AR IE T DO AGEIRF R 24T o 7o TR BRRARBR O Rl 2~

(0]
[ BRI [R) 2 MAHRAER  (KEYNOTE-355 #%)
W5 - BT AT T 2 2 H O RHAEEE O 72\ W RV 235K F2 M 7)>> HER2 &
PED FAAGE L PR FLFE S 847 B (AR 87 iz Ede) Z 54T, AAl 200 mg
3 EMMRR (CLF TQ3WS &), ) HEHEFRET (Fav 2 v il (BUF
(FhvHE] EWD, ) ROANVKRTTZF o, N7V EFEALXI N7 ) XXk
o (T UBREAD) (LI Thab-X27 U 2%t v) Lo, ) ) OFREEDOR
MR N BMEDR . 7T B R HEFIRE? (T2 ROINVRT TF o X7
U2 FE/N LT nab-,"7 U ZXE)L) ZXRRE L THRET SN, 7238, BN T&R
BT R BNTGAIT, REET 2 R ERD RO 5N WEDRRIRAIIZLE L
TWAEE TIEL, RIEILIE O g Rkl CHREMEITNRD LD £ TRAIOR 5% ikt
THTENARE L STz, EEFHGIE B I EEEAAHE (BT TPFS) &9, )
K OVEAFIR L Siv, BRI HEFRIEOUREEIL T 7 2R HEFRIEO O AL
&L LT, PD-L1 Btk (CPS™=10) DR 323 f5l (HAN 28 & ETe) IZHBWT
PFS ZHEIIER L7z (1 EKOK 1) ,
*1 0 KA 200 mg Q3W & LU T Ofb2aiE (M ERMABRE Z LG8 20 L [F A
A 1,000 mg/m? K XA VAR T T F 2 AUC2 mg » min/mL F4& (1 =— R 21 H
i, #=2—20 1, 8 HRIZHEE) . "7 UV ZFEL9I0mg/m? (1 =—A 28 A, %
a—2@ 1, 8, 15 HBIZHEE) XiT nab-X7 U Z ¥t /L 100 mg/m? (1 =—Z 28 H
M, £=2—2D 1, 8, 15 HEHIZEE) ]
#2077 8AR QAW L LT O b s (Y EMAEE ZLIER) 20fH L (A
X € 1,000 mg/m? KON VARTZF > AUC 2 mg » min/mL A% & (1 =2—2 21 H
M, £=2—2AD 1, 8§ HAIKESE) | 7 U XX /L 90mg/m? (1 =—R 28 HIH, %
a—2ZD 1, 8, 15 HEIZES) XX nab--X7 U Z %E/L 100 mg/m?> (1 =—A 28 H
., &=2—2AD 1, 8, ISHEIZEE) ],
*3 0 PD-L1 Z 38 Lok (B, ~7 077 —I kO /N EK) 2 B i
BT L, 100 &3 U7



#F1 AMERGE (KEYNOTE-355 iR, PD-L1 51t (CPS=10) DFEHE)
ARHN+H bk 7T R bR
(220 1) (103 1)
o [H] 9.7 5.6
(95%CI) (7.6, 11.3) (5.3,7.5)
PFS™ N — K% 0.65
(95%CI) (0.49, 0.86) -
P " 0.0012

Cl: {E#EXM. *1 : RECIST 4 FJ A > 1.1 JRICHS < B M@, *2 : EHI Cox Lhf)
AP —=RETFT VLD T TR L E O, *3: E@hln 7 77 E, FEkiE (F
{81) 0.00411

100
90
80’ —— SRR+ {ERRE
& 701
Bt 60
ﬁ 501
gg 40 -
g 30°

207 _‘—*—-—_—‘I

——— FFN0Mg QIWHLEEA

TR ==

10’ h"——H——(
0 T T T

9 12 15 18 21 24 27 30 33 36
at risk# ST FRIR (B]

FH200mg QWHEEEE 220 173122 96 63 52 44 37 25 12 5 0 O
FSeiR+{E¥®E 103 80 41 30 18 15 12 8 8 7 3 1 O

0 3 6

X1 PFS @ Kaplan-Meier #h# (KEYNOTE-355 ik, PD-L1 5t (CPS=10) OHEHE)



[Zcrt]

= BRI R 2 IR EASR  (KEYNOTE-355 #5R)

PD-L1 Bt (CPS=10) DEHIZIST D LEMEMATRI G 219 Flick T, AHEFR
IEARFIOFEE 216/219 5] (98.6%) . fLFHEERE 100/103 ] (97.1%) IZFH HiL, 1A
L DREBEBENRE TERWAFEEGIL, ZhEh 212219 #1 (96.8%) K 97/103
B (94.2%) IZFEH HAVTe, WO TRIAFNED 5% LORIERIZTERDO LBV

THoT,

F2 WINOORETHIFED 5%LL EORIWER (KEYNOTE-355 #tlik)

(L2 MR L)

FREBIRSFE (SOC: System Organ Class)

% (%)

FAFE (PT: Preferred Term) ARAINGFHRE (b pETRE
(MedDRA ver.22.1) 219 103
4= Grade Grade 3-4 Grade 5 4 Grade Grade 3-4 Grade 5
EIEH 212 (96.8) 155  (70.8) 2 (0.9) 97 (942) 67  (65.0) 0
MR LN v GREE
21l 107 (489) 36  (164) 0 48 (46.6) 13 (12.6) 0
I 1 BR A i 41 187 25  (114) 0 2 (214) 11 (10.7) 0
I HRERIBE 87 (39.7) 68  (3l.1) 0 40  (38.8) 31  (30.1) 0
I/ SRS 41 (18.7) 19 (8.7) 0 2 (214) 16  (15.5) 0
PR
FOR AR REAR R 39 (17.8) 2 0.9) 0 2 (1.9) 0 0
H b
{8 32 (14.6) 1 (0.5) 0 15 (146 0 0
T 48 (219 2 (0.9) 0 10 ©7 3 (2.9) 0
HIERER 11 (5.0 0 0 6 (5.8) 0 0
D 90 (411) 5 (23) 0 39 (379 1 (1.0) 0
M N 17 (7.8) 0 0 7 (6.8) 0 0
Mg i 4 (20.1) 6 2.7 0 10 ©7 3 (2.9) 0
— % - EHEER L OGO ORRE
e )95 31 (142) 1 (0.5) 0 13 (126) 1 (1.0) 0
9 57 64  (292) 6 (2.7) 0 22 (214 3 (2.9) 0
sy 12 (5.5) 1 (0.5) 0 7 (6.8) 0 0
R 13 (5.9) 0 0 4 (3.9) 0 0
e 22 (10.0) 1 (0.5) 0 10 9.7 1 (1.0) 0
FRIR R AT
TI=T 2 NTAT 27— BN 47 (215 16  (13) 0 17 (165 5 (4.9 0
TARGRUBT I ) b T AT =T —EHIN 39 (178 9 .1) 0 15 (146) 3 (2.9) 0
M7t )RR T 7 & —EHn 9 .1 0 0 7 (6.8) 1 (1.0) 0
I A BRI A 52 (23.7) 41 (18.7) 0 20 (194) 15 (14.6) 0
i MR 41 (18.7) 19 (8.7) 0 14  (13.6) 9 (8.7) 0
IRE R 12 (5.5) 1 (0.5) 0 3 (2.9) 1 (1.0) 0
F i ERH 39 (17.8) 21 9.6) 0 20 (194) 13 (12.6) 0
Rt L O BREE
AAEGR 40  (18.3) 1 (0.5) 0 10 9.7 0 0




#EBIR534 (SOC: System Organ Class)

Bt (%)

FAFE (PT: Preferred Term) AHIGFHRE (LA
(MedDRA ver.22.1) 219 43 103 43
4= Grade Grade 3-4 Grade 5 4> Grade Grade 3-4 Grade 5
e #E Rk L OV Gk E
RAEiR 25 (11.4) 4 (1.8) 0 9 (8.7) 1 (1.0 0
PR 15 (6.8) 0 0 9 (8.7) 1 (1.0) 0
R S F
R AR A 21 9.6) 0 0 1 (1.0) 0 0
R 18 (82) 1 (0.5) 0 8 (7.8) 0 0
K= 2 —m/RF— 25 (11.4) 2 0.9) 0 17 16.5) 1 (1.0) 0
KPR = 2 — X — 17 (7.8) 2 0.9) 0 2 (1.9) 0 0
W, sl L OMEhmRE &
AU 14 (6.4) 0 0 1 (1.0) 0 0
B & d KOV TRk
Jit B 76 (347) 2 (0.9) 0 37 (359 2 (1.9 0
% O FEIE 16 (7.3) 1 (0.5) 0 8 (7.8) 0 0
B 36 (16.4) 2 (0.9) 0 11 (10.7) 0 0
SR INERZ SN2 11 (5.0) 2 (0.9) 0 2 (1.9) 0 0

k. ARIPFRBC O CRBEMERER 3 6 (14%) . KIBE - NGK - EEOTH S 4
(23%) . MRRREE (572 « NSRS 2561 (11.4%) . BUEMZ% - FA4E - TR
fEE - FJE - RALMENBE 28 65 B (29.7%) . HUIRMFERERES 43 1 (19.6%) . RIEFERERES 2
Bl (0.9%) . EHgREREE (RME HEMER K. SREIEERE) 2 61 (09%) . BEX 1 f
(0.5%) . e « BERURRAARIE 1 B (0.5%) . Mk - Bk 1 61 (0.5%) . S& %K 1
(0.5%) . OB 141 (0.5%) KT infusion reactionl0 5l (4.6%) 72338 bz, F£7-. HE
Dz JEREE (PR R EERARIE . AR R, SIALEE, BREIES) | PEE
PRtEREE . 1 BUBEIRS, EUEMEE, EEMEEEE (G MBI RSB . R i
B, JREFERES . MERRRIERIESE) | MERERIEME K ORERITR O bt oo, RENHEH
FHURDUIBIEES BRRMAMRTY 251) 2R RERT,



(M- HE]
AFNOREMEpERRET V2R L7y I 2 b—a A2k v, A#1200 mgaQ3W,
400 mgx 6 MMM (LT TQeW]) & 95, ) XIX10 mgkg ((KREH) Z2EHME (LT
QW] &9, ) TG LIZBROARAIO MG FIREDBEE SNz, £ORR, AH
400 mg% Q6W THE G LB D ARFI O E FIRBIZ I 1T 2 MIEFIRE (LLT [ Cavgss)
EWV I, ) E. AKFI200 mgE QIW THEL L7ZBRD Coess E RIS 5 & FHIS L (F
) o FTo. AHI400 mgZE QW TH G- L 7=BRDAAI D E HIRAEIZ 31T D Fe e LT IR &
(LT TCmaxss) £V 95 ) 13, AHI200 mgZ Q3W TH G L 72 BRD Crnan s & LI L Tl
g ETRHIESNZHOD, HRANEBEIZBOWTHRENHERSINLTWDHE - HET
B HAHKN0 mgkg (RE) Z2Q2W THE L72EED Craxss & Ll U CTIRAE 2779~ & IS
iz (F#) . 612, EERAMEES 2 X RITARFI400 mgz QoW THE: L 7= s 551
FHERER (KEYNOTE-55535%) X 05 o7 ZRMEICE S < EMENRE T A — X 1%, &
Lal—ya Al PRILZEERE ST A —2 L LT (FR) . Mx T, #¥k
DRFEIEZ I 1T 2 BRIRERBRARR I D & | AR DOURER & & AR T2 & DB 2 f
ST DB GT T VRRESE S L, AKHKI200 mgZ Q3W X (3400 mgE Q6W THH- L 72 [
DUEFE & & ME TR L ORBEIC OV TRHF SN R, FRoME - AE0RM
THIMER LBV R 2RIV & TRIS L,

£ 3 AKFOIFEYEHRE ST A —H
3 . = Cmax Cavg Cmin Cmax,ss Cavg,ss Cmin,ss
Tk - i (ug/mL) (ug/mL) (ug/mL) (ug/mL) (ug/mL) (ug/mL)
59.1 279 18.1 928 50.4 30.9
:
200 mg Q3W (58.5,59.7) (27.7,28.1) (17.8,18.3) (91.7,94.1) (49.8,51.0) (30.5,31.4)
123 32.4 10.6 148 50.7 20.3
A
400 mg Q6W (122, 124) (32.0,32.7) (10.4, 10.8) (146, 149) (50.1,51.3) (19.8,20.9)
400 mg Q6W 136.0F 14.95
(SEHE) (135.6, 136.4) NA (14.4, 15.4) NA NA NA
220 144 119 428 279 197
.
10 mg/kg Q2W (218, 223) (143, 145) (117, 121) (424, 433) (276, 282) (193, 200)
t:n=2993, 100 [EDY I 2 bL— 3 K0 BHENTZEMELAEO F Rl (2.5%88, 97.5%5) « Cumax : HIlEIHEEL:
% OB MG P, Cav : PIEHEEGZ O MIEF IR, Cuin : FIEIE 55 (A 74 2 5D O

E\ Cmax,ss : ﬁﬁ%%ﬁlﬁﬁfé%%m?§¢(%§\ Cavg,ss : ﬁiﬂﬁ%%a:%”—éqzi@mlﬁﬁaqu%gx Cmin,ss .

2 foc A T P e BE

T 56 BlOKMELME (95%F X H)
§ : 41 BlORMELE (95%FHEXM)

NA : #4722 L

EHIRREIZ B



4, WEERIZDUL\T

AF|OBE- Y 7 B 220 - FrE L, AAIOEGIZ L0 HEEREIWEH 2588 L2
WZHRHENT D 2 ENRER T, LTFTOO~@D 3T A 7= 3 Mk _iob\ﬂﬁﬁﬁfrémé
Th b,

O HEHlc>NT

O-1 To (1) ~ (5) OWTNNTHELT HMRTHD Z &,

(1) BAEFEREDEET 2 M Al RS (FE TR A B IR R B
AN AU O RLRIRRE,  Hg)s A 2le /e &)

(2) FEEHEREFDE

(3) FALEMRINENEET D0 AR (D AEEEERERbE, 23 At
b, 3 AR HEE R 7 &)

(4) IRIEFIREEZE L, SRR | USSR PHREINE 2 O ftisk L1
5 IEH 1T TV B ik

(5) PUEMEREEAIAL S & EINRE O sk AR 2 21T - T D fitisk

-2 FREOLFHIE L ORWEIFEERF ORI A-50 70 ki & #EBR 2 RO ERT (FROW
FTINITEEE T DERN) 23, LSRR OAFN BT DIGROTEE & LTRESNLTND
Z&,

*

o [ERMCFFEUSHE 2 FEOPIHIHE ZET L721412 5 FLL LD AR DEEIRMHE 21T -
TWAHZ L, 96, 24D RIT, BAREMELEZ L LIRSS OMHE 21T - T
WahZ L,

o [EAMEFFEUSE 2 EOMMINHE ZE T L1121 5 S L L DRI DD A B RIE 2 5T
WIEG A DMRIHE 21T > T\ 5 Z &,

@ BEANOEZELEREBLORHNZ DN T

R G RE PRI T 2 BYEE DR S, BEERZE O OIFRE D, Ak - L4t
EHPRITROE I OEME T D15 HREE, AEFRPRE LGEOWmEES, &
DSERNATON D IKHIDTE > TN D Z &,



@ EWEA~DRRIZ DUV T
@-1 s AN B 5 2

WV MR RS O BB R RIWEA I A LB, 24 BREIRIAHIO T, Yi%htak X
(LRI T, REL L RWERIES U CABTE L O CT FORIWER ORI L2 72
B OFE RN B PSS L, B HISR TRERRH 3 > T D 2 &y,

@-2 FEEWEEHICEDAEFGNSICET D 5

IS ARSI HE D D P Ak e O e 2 A D BRI F E D RIERT=4 VU v 7
EEDIFIFOR Y ) —= 0 T ETOERE L IE#RE G CTE 5T — AEFEKS 23
SN TWDZ L, 7ok, BHEHICONT, BABE L ZOFEICHIITMSNTOND
Z &,

@-3  EEROZECx ST LT

BEH (BYEMER BT A . RIBR - NEK « BEO TR, BUEFR « T4 - JIT
PRREMESE - P - BE(LMEIRAE 28 EFRERERR S RMIE MR 8. SRERIRE R E) |
o WES (CFEERBERERE . FRIMSRERE S RIRERERRE) | 1 BRI, 5&9
g%, M - BEBURARIE, WER, BE O LGRS (hEtER e RRE ., Rk
PEARSEGERE, ZIALEE, B RKIEIESE) | infusion reaction, JM7S - HFEEAS, FJEM M /) JE,
R E (X7 « NL—JEERES) | LR, EERMEEE (Gt i/ M
PESRBES . Wi tE R, JREFERRE, MERRIERIESE) | MERERIEMRE, %) T3l
T, Mg TR O M2 A D EAT U (BIVET 02 Mot i 12 B
LCHEROIRAZZIT ORI H D 2 &) EHITET) 72 /L E ) T & 2K 233 -
TWAZ &,

10



5. BEXRLGLESR

(BRI BE 3 % ]

O R - BRI T 2B EORNARED 72y PD-L1 [ (CPS=10) OF/LE
VR RARREMED D HER2 [2MEDO FIARE TR ILE BT 1T T, ARF &bk
B (AT B ROANVERTZF o, "7 ZxE/L nab-,327 Y ZFE)L)
L OG- DOFEIMEI RSN TVD,
728, CPS BT 2 ARAN D a =4 ZWidk L L, K574 : PD-L1 IHC 22C3
pharmDx [ =] PAEGE I TV A,

@ TREIZEZ YT 2 BT DAFN O G MK O A TTIEZ W T, AFIOF DD
ML SN TR LT, AFOHREG G LB,

o OTHAANDOEMENTR S TOZRUWMMOHUEMERESHA & OO 5
o fivAl - AivER IR

[ZctEIZBd % HIH]
O TRICEYTLIEECOVTEAFORENERLE SN TS Z b, KE5%
Thlnz &,
© ARFIOR LIEBUEDBEERE O & % 3

@ EBRETOFHIICIB W T FRRICE Y T 2 BEF T OV TR, AFOEGITHE S
WA A OTERR BRI 2 WIGEICRY | HEICAKZEHN T2 4B ETE
%

o FEMEMREOSISUIED H 5 BE

o JESEE R A CHRVE R 2580 2 B K ONEENE O U Rl e o gu it 76 & D
RV RIEPEZAL D - I 5 B

o HOREEROEO XTBMHRZRE L VXD B OB EB OB O H
%R

o s HEE GElEMBREL Ete) Ob o EE

o ORI EE AT D BE

+  ECOG Performance Status 3-4 “V 0

(£1)

ECOG ® Performance Status (PS)

Score

e
EF%

0

2 MR TEECE 2, RIFATL A U B EAENHIRZR ATA D,

PRI LUEENIHIR S D23, AMTAIRE T, BEEE > TOMERITITH 2L TE 5,
Bl VR E, HEENE

HATARECH O OH ORI O Z L 3§ X CTAREEAERITTE R, HHO 50%LL iF~y MO Tl 29,

Al —

RBONTESOHOEY OZ ELATERY, APD 50%L L&y Kk Tili 24,

2<BF RV, BOOHOEY O L3 TERY, TRy R TiiId,

11




o

BEEICBELTEEIARNETEE

WA SCEF TN Z . ROEARTE3EE DRI D BB 1T -5 & ARHKI O Feik K % 1E
R DT DI B2 WA B R L TR T 5 2 &,

TRIEBIAAIC S D, BE XX E OFEICAIER OGPt E oA L, FE%x
BThroEET5Z L,

ERBERAO~R YA MZHOWT

BIEMEMRER D bbNDZ ENH DD T, KFEIOHKGIZHT--> Tid., VIHER
(BGliv, WRRREE, BukE) OfEEEROWE X SMa 0 I, BlEx +51T
9k, Fo, MEIZS U THE CT, Mi~—F—F0ORELZFEMT 5 L,
infusion reaction 3% S5 Z L A3 H 5, infusionreaction 23586 HAVIZHAIIE, 1
IR B Z1T S & & bIT, JERDEET 5 F TREOREL +5ICBlET 5 2 &,
FR B RERE S . TR E X ORIBRERENH bbb 2 &0 HH DT,
AFIOFEG-BRbART R OG- M P I EIIC N s REMm A (TSH., EHfE T3, bk
T4. ACTH. Mo F Y — L EDllE) 2t 52 L,

BIERFIc. A4, IFHEREREE . TR, BHEMERERDH b ENHDHDT,
KA OB G- BALART K OB G-I R IE IR ITHREM A (AST. ALT. y-GTP, Al-P,
EUAEEORIE) AFEMT DL &,

SEIER MR KEOILEEBRERE GT) FOEERIREENHLOND Z &
WHHDOT, EHHICIROBRFOFEZHRT L2 L, £, IROBRFEPHEDO LN
et i, BeNCEREMEA X2 T2 L) BF2EE T2 L,

AR OEGIZ Y | WEORERISICERNT 5 LE X DN DERA REBLWREDN H
bbb Z b d, BENPRDOLNTHEEITIE., BB LZFERITS C-HEM R
G & R A Rp O AT & U CaE ) 2 g R M A AT O SOR S L B FE
TERD BN D5 EITIE. ARFAIORIESIH I, R ORIE RE R LVE CHl DG %
EEETLHI L, B, BIRRERNVE L OREICL Y BHWEN OSEEDRGED b
WIEITIE, BB EE AR VE SO REIRIFI OB ZE T2 2 &,
BT, BRI ARE L THSRIERNEIT 2 Z L RNH 5720, K
FOBEHETRICHRBER ORI FITEET D &,

1 BUERRIS (BIE | BUBEIRI 2 S de) Wb bbdv, FERFMES N7V R—Y RIZED
ZENRBHLOT, Ae, b, EHFEOIEROFEILMBEEO EFIC+0TET S
&, VRERB DR EDN G AIIIE G2 IE L, A R Y UBAIO B D5#Y)
IRAVEZAT SO T &,

AFIDOERARERIZ I T, KEYNOTE-355 3B ClI e 5B 5 24 1 F TliE 8 W
T LB RO TAERNIT 9B Z LT, £ o%IT 12 B I L ICHMED R &
ToTWeZ Ea2BEIZ, KFIERGTITEINCEGHRE CHROBEREITI Z &,
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e HHEE T A R 714
RAh7r ) XA~7 (B Z)
(B4 © ¥4 bv—& S HE 100 mg)
~ FE /N frad g ~

k2 942 A (4Fn 348 A UkET)
JEA T EA




H &

AR S

XL HIZ
AHNOFFE, ERET
i DR AR

FaE% 122U T
WXt L 70 D A

BOICER L TRHET & HIHA

P2
P3
P4
P20
P22
P24



1. [ZL®IZ

SR DO M - REMEDRER O T2 DIZIE, WA STEFITE DWW il E el 23R D
Bbd, 5T, IEORARM ORI L0 | FUREIRG 22 & OB 72 Hidi/E A%
FFEEGENARINDLHF T, 2D DOEKGZ BN E B ITIRAET 2 2 L BB O
B L 2o TR Y RFEMBGER & oA TTE# 2016 (AL 28 4 6 A 2 HEERE)
B WThH, EHERLEOHHORBEHEEZXS Z LS TWn5D,

R AR ESR S, EE RS R 27 0 7 7 A VBB FOES L & S MR
RHZENRDD, TS, HIWELROLZEMICET 2 HERN+0ERET 5 £ TOR,
MHEEKGLOBELEZT D LRI NDBHEICH L THEAT D & & Bz, BlfE
RPN FEE LTI LB 2t & D 2 & AN A fE e — 1 O B &4 7= 3 EE R B ¢ A
THZLEWEETH D,

L7eRoT, BIA RT7A4 2 Tld, BREMOZNE TIZHE LTV D EFIEEH) -
BHER M EED & | LU O =3 O feii 7o FH 2 HEHE 3 2 8LA & B2 g 3B %
F RO EFREERT,

E. RHA BT A 0%, MSIATBAE NESR G ERE R O, 2 FEARAR
ERARIEE Py, — WA EE N B ARBRRNEHE S FRE R FITEENE A B ARME 72 O
— it E N B AR P O Db EER LTz,

WGl I DIEIEN A M —F SEERHE 100mg (— k% AT e U X~vT (Eis
THAHLZ))

REERDMEUTHE - VIR REZRHEST - FEIE O I/ INHE R fitiyea

MNEERDREROAE - @, RAIE, 2a7nl) X~7 (EarlEfkz) LT 1
[B] 200 mg % 3 3 H][FE MR X% 1 2] 400 mg % 6 3 [H[FE & T 30 47[H
DT CTRIEFET 5,

B 3E IR 58 ¥ #F  MSD it




2. AHIOFE. 1FET

XA M—F JIEEE 100mg (—#4 : _AaT7nr ) X~v7 BIEEFHRL), DUT IR
Al EvyH,) 1X, PD-1 (programmed cell death-1) &% VU 4> KT % PD-L1 KO PD-
L2 L OfEEZEHERET S, B MEIgG4 £/ 7 v —F AFURTH 5,

PD-1 FRE8 1T T MR S B AR 2> Dk 2 72 D12 2 AR 23 R 9= 2 T2 70 S s il 4
AA »F T, PD-1 (F, EFEREBICEWDCEER T MildoMiamic BB L, 3%
P i % B o AR LB TR R 7o SB35, 37 h, PD-1 XU H o REfE
ATHZ LK VHURZRIRCE D v 7P VBEZ AICHIET 228K CThH 5, PD-LI
DIEFRMEICHB T 2 HBUT DTN TH L0, Z< ORAMTIE T Moz 2z
HIF EWENCFHBLL TV D, DAFIIICEIT D PD-L1 OEFEEE, B, el
JERERE . IREEE . FE/ N7 & O A NV T TR ARKFTH Y | RV ELFR
& OFHBAMENE STV D,

BED D A DEGKRI T4 & PD-L1 FEBLOFEEAMEN S, PD-1 & PD-L1 OFREILEE
DGR BN T HERREZI ) Z L OVRBENTEY | Hiim R RN ATRRORER &
LTHIfF ST 5,

AANE, PD-1 & PD-L1 X ONPD-L2 Ofi U > RO EREST 52 &2k v, g
W NBRBE TR D RS OO HIE . T U oS ERA TR L S8, HUEE IS 2 FEE (L
T 52 & THEGIR BT D,

AN ORI 5 < B D S RS & 2 BUERS2 % &b, BE LI
B DR B D, AAOBRGHROBGHIIE, BEOBEE ATV, BESR
W BT SAITIL, FBL L 72 RIS U7 B 72 Mk & RRBR 2 B O AT & i Ll
GIREERIRIT 24T\, B O RIERIGIC & 2 AIER A DI 2 5 A1E, IR E R
T LA OB 5 OB /B 21T 5 LB B D,



3. Hkn
B EAHERT - P96 3k IIRINHR O R BFA 47 > 72 7 B PR SRR O e &
T

(B 2]

OE B I FEFH IR (KEYNOTE-024 A5R)

L HIERE D 72\ EGFR 81512 B2t | ALK A B A5 B2t OV PD-L1 Btk (PD-
L1 2388l U7 fEEHE S %G (LR TTPS) W 9,) =50%) OUIBRAEEZR i
1T« B OIE/ IRt B 305 61 (HAAN 40 B2 Ede) Zxt5IC, AHI 200 mg 3 18
kR (CAF TQ3W) &Ww 9, ) HEEDOH R OL MR, 7T F 8K 2 & ik
b FRE (BLF TSOC) W9, ) ZXfHRE L TRFT SN, 7ods, HiGFHN CH&KEA
HEITDFRO LI GAT, BT 2 R T RER D3GR 8 B IR WSRO RFIRIZZEE LTV
% BB CIE, RIBILARE OB REAR TR BT RS DD £ TARAIOER G 2k § 25 2
ENATRE L ST, EEEEHTE B XM EE IR (LLF TPFS) W9, ) | EIREE
A B IR (BAF TOoS) &), ) & &iv, RJNET 7 F 8K %2 & T b
&R LC, PFS, KUNOS (FFfEfiENT) 2 A EICIER LTz,

*:24 WA E TR EINTEGEEIAROERGEZHIEL, 20%, KEETHRD bN5GE
ICHEEHBTE S L L EANT,

#1 ARMERGE (KEYNOTE-024 iX5R)

A 200 mg Q3W 777 TR
(154 f51) b
(151 1)
R (A ] 10.3 6.0
(95%CI) (6.7, NE) (4.2,6.2)
PFS™ N — R 0.50
(95%CI) (0.37, 0.68) —
P " <0.001
roviE [H ] NE NE
(95%CI) (NE, NE) (9.4, NE)
0s™ NP R 0.60
(95%CI) (0.41, 0.89) —
PfE" 0.005

Cl: XM, NE: #&ERHA, *1 : RECIST A FT7 A > 1.1 MUTES ML ydfllE, *2
JE5I] Cox eI NV — RET WML DT T FFHRAI STl PRI L O, *3: @hln /7 v
T RRE. *4 MR OT — % 201645 H9 ANy AT



100
90 - ™ — FFI00mg QW
80 | I FEFFEAEZ OGS
&£ 70 -
% 60
& 50
QE; 40 ‘
g 30 - R
20 1 e
10 R TR
0 3 6 9 12 15 18
at riski EIRELFEHAE[A]
AA200mg QIW 154 104 89 44 22 3 1
TSFFEAESOLERE 151 99 70 18 9 1 0

X1 HE s X % PRS O Ef it i O Kaplan-Meier fi#  (KEYNOTE-02453457%)
(PD-L1B51E (TPS=50%) O HBEHM)

100 :
90| D
80 | T
70 7 Mgy
— +p
£ 60 - e,
8 50 bt
£ 401
30
20 | —— #m0omg aaw
10 - ISFFEAESUILYRE
o 0 3 6 9 12 15 18 21
at risk# MR
AF200mg Q3W 154 136 121 82 39 11 0
ISFFERRESOEEEL 151 123 106 64 34 7 1 0

X2  OSO J[EfiEATE O Kaplan-Meier i (KEYNOTE-024745%)
(PD-L1[5% (TPS=50%) O FBE4E)



@IEBEILE S 1 /M AHFER (KEYNOTE-010 #5#)

7T F TR ST LRI 2895 PD-L1 B (TPS=1%) OUIBRAHE/
1T - R OIE/NREEE 1,033 Fl (HAN 91 filxETe) ZXF512, AH) 2 mg/kg
Q3W # 5N 10 mg/kg Q3W G- DA MR VLatEn, Fe&Xearxkfy (LT
DOC] LW 9H,) X E L TREIE N, Zed. BN CREETHRD btz
BAIT, BT 2R TIER DR R WVED RN L E LTV 5 A TIE, KIE
LI DGR TR ABEIT AR B D £ TAAIO B Gk &2 aTE & Shz™, TEERT
B H 1% OS X OV PFS & &4, AAIX DOC &L T, OS #HREICHER L=,

*1 : EGFR & fn 12 B5ME L ALK A BG5BT, 77 F K% Gk
VLI L DIRRIEICIN 2. £ E 4 EGFR [HEIEA XX ALK FREMER 269 2 fuEtt
NEIGEANC K DIREEZ AT 2 BEDMAAN LI,

¥ 124 WA ETHEEGESNEHAEAR OS2 PIEL, 0%, EEETHRD b5
BlIcEEGERTE L &N,

#2 AEAGE (KEYNOTE-010 iA5R)

AHA| 2 mg/kg AFAl 10 mg/kg DOC
Q3W Q3W
(344 1) (346 1) (343 #1)
rhoefl (A ] 10.4 12.7 8.5
(95%CI) (9.4,11.9) (10.0, 17.3) (7.5,9.8)
0S | ~HF— R 0.71 0.61
(95%CI) (0.58, 0.88) (0.49, 0.75) —
P fiEi* <0.001 <0.001

Cl: 1E#EX . *1: BB Cox eI — REFIC L 2 DOC & DLk, *2: @hln 7o 7k

rE

100

90
80 -
T0
X 60 -
B 50 -
ﬁ4o-
30
20
101

——— 27 2 mg/kg Q3W

— FegFt

NiHHam 'Y

Hom ommeer v

28 10mg/kg Q3W

at risk#

##] 2mg/kg QBW 344 259
#FI10mg/kg QBW 346 255
eI+l 343 212

79 33

3OS DKM D Kaplan-Meier #i#: (KEYNOTE-010 745%)
(PD-L1 [t (TPS=1%) O HE#E )




QEFRIL R MFHFER (KEYNOTE-189 #iR)

{LEFRIERE D72\ EGFR 815 1A Bt R Y ALK @A B R a0 UIBR R e e ik
17« BFROIERE_ LRI it B 616 B (HAN 10 flaEite) ZxtBic, AH
200mg (Q3W) \ XA hLF¥E RF MU TaKFY LLF [RABMLFER] L0 D,)
LT ZFFE (AT TF IR T 7T ) OOFHKE CREIGEARE) ' o
BHIMER OVZE2MN, 78R, XX MLt REOT 7 FFRAOFHES (B
TERE) 2okt L —EHEMRABR ORI SN, MEte b, 777 F AT Y EAh
DREE T EIG®RIRL, BEIIHRK4 a3 —RAFETE L, 2B, B CHREETHFR
D LT EIT EEEIT 2 R TIER DR SN WVEORKRIICEZE L TWHEBEET
I, RIEIAE O EfGEHN CHREETHRD D ETERA L AX Nt ROJFHES
kT o Z S AlRE & SAL2, FEFHMIE H X OS KT PFS & S, AAlLL A b
Lt REOT 7 FFRBOMRE G777 ER, <X Xt REOT T F A 0
DFREEE- & e LT, OS KOVPFS # A EIHER LT,

*1 0 AKHI200mg, <A R LFE R 500mg/m?, AT T F 2 T5mgm? KUXANRT T F
AUCS5 (mg+ mL/min) DOJEIZ Q3W (F=2—AD 1 HHEICHKY) T4 a—2&EhE#%, K
#1200 mg XXX kL ¥+t K 500 mg/m? 28 Q3W TH 5 iz,

¥: 7T 8RR A R LFE K S500mg/m?, AT T F 2 75 mg/m? XL B IVRT T F 2 AUC
5 (mg* mL/min) DJEIZ QAW (F=a—2d 1 HBIZHYE) T4 a—2Eh%, FI+¢
AREOANRA R LFE R 500 mg/m? A3 Q3W THH Sz,

#3:24 I HE TG SNEGEIIAAORGE2HIE L, 2ok, REEITTRED bl
AlcEEHEHTELIZ LS,

#3 AMERGE (KEYNOTE-189 )

AHKIOFFHEE (bR iLRE
(410 1) (206 1)
R (A ] NE 11.3
(95%CI) (NE, NE) (8.7, 15.1)
0s™ NP — R 0.49
(95%CI) (0.38, 0.64) —
P fE" <0.00001
R (A ] 8.8 4.9
(95%CI) (7.6,9.2) (4.7,5.5)
PES™ ™ NP — K™ 0.52
(95%CI) (0.43, 0.64) —
P fE" <0.00001

Cl: {FHEX R, NE: HEEARA], *1 : FREIKEOT —4% 2017 11 A8y AT, *2: &
B Cox WBINY—RET ML DT TEBR, XA MLFt REOT T FFRIAGER L FEED
OERRE L oL, *3 @Rl 7' Z 7 BiE, *4 : RECIST A4 KT A4 > 1.1 UCHESS ERT
HRNT H Y]



at risk#%
AFI200mg Q3W, N
ANUFERRUTSF
TRAGRLEEE
TSk, RAMNFE
RRUTSF+EEIHA
1|29

— FF200mg Q3W, RXRUFERRUTSFFRAIGRILZEE
——— TSR, RXNVFERRUTSFFRAIHBILERE

410

206

T T T T T

3 6 9 12 15 18 21
S FHAR (8]

377 347 278 163 71 18 0

183 149 104 59 25 8 0

4 OS O F RN O Kaplan-Meier fift (KEYNOTE-189 5{5%)

at risk®

A#200mg Q3W, A
XhUFERFMIOL
XKMRUTS57 88
TS5k, RANEE
RFMOLKERRY
7571 8A

100

90 1
80 1
$ 70 -
5 60 1
& 50 -
S 40
§3o-
20 -
10 -

— WG QIW, AANAEETMOLKEMRUT ST RN
—— TR, RAMNSCRF NDLXKIORRUTIF RN

RgmEFHM (8]

410 322 256 148 60 17 5 0

206 140 80 40 16 3 1 0

5 B FORpEic X 5 PFS Ot fENTE 0O Kaplan-Meier #hik

(KEYNOTE-189 )



@EFRL R MFHERER (KEYNOTE-407 #5R)

EFRERE D72 GIBRNREZ2 AT - T3 O R L EIE Nl it B 559 61 (A A
N 50 Bz Ede) 2RI, AAI200mg (Q3W) | WILRTTF U RONRT Y ZXtE0
XiF s Y 2w (7 URER) (LU Tnab-PTX) &V 9,) OfFf&EE (K
FIOETEE) N O NLERER, TT8R, IVRTFTF U RO U XX/ Y
1% nab-PTX OO G ((b5RERE) 2 2xtie Lz “EHERABR CHREr Sz, Mt
Eb, N7 Y Z XL NIT nab-PTX (%, #HYERIVEE ZEI0ERL, B513HK4 =
—ZAFETE LT, 7ok, HEFHE CRAEMEITHRD LATEAEIT, REETZ 70K
DR BV NWEDRFIRIINZZEE LT D B Tk, WRIBILUE O B AN TR EET N
RO HNDETAROER G 2/t 5 Z ENA[EE L SN2, FEFHMIEH X 0S KW
PFS & &L, KA, ANKRT T F 2 RO Y &2 X8 /L T nab-PTX OOFAEE1X 75
YR, DNVRTZF RO T U Z X80 L nab-PTX OPFHES & i LT, 0S &
O'PFS # A EITIER L7z,

*1 : AA| 200mg, 237 U & F &/ 200 mg/m? X% nab-PTX 100 mg/m?, /LR ~7Z F 2 AUC
6 (mg -+ mL/min) OIEIZ QAW (KHI, /N7 VXXV KOINRT T F 345 a—A
D1 HBIZHEE, nab-PTX [IH{=a—2D 1, 8, 15 HHIZEE) T4 a—2xFE5%, K
#1200 mg 2% Q3W TG-S h -,

*2 FTRAR, X7 U FFEIL200mg/m? XX nab-PTX 100 mg/m?, #/VR7 7 F 2 AUC6
(mg * mL/min) DJEIZ Q3W (KA, 7 VA XV ALK PRINVRT T T N3E&a—AD
1 HEIZHEE, nab-PTX |[IH=2—AD 1, 8, 15 HEIZEKE) T4 a—2g5%,. 77
RN QIW THEE I,
*3:24 W H ETRG INTGEIIAAFIOR G2 F 1L L, Z0k, KEEITHRD b
AlCEGHEBATE L &N,
# 4 AMERGE (KEYNOTE-407 #5R)
AHIDF FHEE o= 305 s
(278 1) (281 1)
R (A ] 15.9 11.3
(95%CI) (13.2,NE) (9.5, 14.8)
0s™ NP — R 0.64
(95%CI) (0.49, 0.85) —
P fE" 0.0008
R (A ] 6.4 4.8
(95%CI) (6.2,8.3) (4.2,5.7)
PFS™: ™ N — R 0.56
(95%CI) (0.45, 0.70) —
P fE* <0.0001

Cl : fZHEX[H. NE : HEEAR A, *1 . FREENTREO T —% 1201844 A3 Ay AT, *2: 8
Bl Cox HeBINY— REFT VL DT TR, WIVRTTF U RO U HZFE/L T nab-PTX
OOFREIEE Oz, *3: J@hle 7 Z > 7 fE, *4 : RECIST A4 K74 > 1.1 fUIZES < ER
RS A Y]



100 1
90 A -
80 1
70 g
X 60 J L“‘-
B 50 .
N_| i
§ 40 - Sy
30 __ l'l—l-'-H
207 ___ ARG QIW, ALKTSFVRUYIIY I+ IR inab/t7U 5+t
18 1 == T3tk HRTSFIREINTYIF IR Enab-1S7V9F I
0 3 6 9 12 15 18 21
at risk#x EFHRA(A]
FH(200mg Q3W, Ak
T5FIRVINIUIFEI 278 256 188 124 62 17 2 0
Ridnab-It7U 9%
T35tk hRTS5FY
RUNIUIF IR 281 246 175 93 45 16 4 0
nab-N7VU9%t)l

6 OS O EfEHTHEE O Kaplan-Meier #i#} (KEYNOTE-407 5R)

100 1

9@ — AEN0mg QW ALKTSFYRUISIUIE LI nab-17 Ut
1 \"\ ——— F5tk, AKTSFYRUIIUSFEIREnab-1tTU T F I
80 1 \
X 70 =

10 1 e I
O T T T T T
0 3 6 9 12 15 18
1

at risk#g wmIEES R A]
F#200mg Q3W, AlLA
T5FURGINIVIF I 278 223 142 57 23 5 0
Rdnab-IN7U 9%l
T73ER, AbRTS5FY
RUNZUIF IR 281 190 90 26 12 4 0
nab-IN7U 9%t

7 BT PUEEIC L B PFS O T EENTEF O Kaplan-Meier fhifi
(KEYNOTE-407 #%5%)

10



OEBEILF Z MAHER (KEYNOTE-042 ##)

{LRIEIE D72 EGFR BB - A B e ALK BhA B 5 1M & OV PD-L1 B5tE (TPS
=1%) OYIRARERMELT « FROIE/NHIREE B 1,274 B (HARN 93 Bl Ete) %
RFGT, AH 200 mg Q3W % 5- DA MK Ok, 7T F A2 & e fb k%
XS L TRET S 7z, 7eds, BEREHE CHREBEITT RO SN0, REEIT2 R
FIEIRAZED SR WVEDRERANCZEE LT 5 BE T, WRIEILLE O B 3T TR R
TR LN D E TAANOE G 2k 5 2 LN AHE & S, EEFHEE H 1L 0S
&St ARENLT T F R E ST REE L iR LT, OS #HRICIER LTz,

*:24 H HE THRESNEBARAFORE 2T IE L, 0%, KEETHRO DRSS
CEGEBATES L L &N,

# 5 AMERGE (KEYNOTE-042 ik6%) (PD-L1 [5Gt (TPS=1%) O FEE M)
7T TR B G Te
|
AF 200 mg Q3W (g
1% 637 1 637 1
R [H ] 16.7 12.1
>10
;;S%:% 05" (95%CI) (13.9,19.7) (11.3,13.3)
(é&%ﬂ) MNP — K2 0.81
(95%CI) (0.71, 0.93) —
P fi&" 0.002
5% 299 13 300
o e [H] 20.0 12.2
;ﬁg;;g; os™ (95%C1) (15.4,24.9) (10.4, 14.2)
- NP — R 0.69 B
(95%CI) (0.56, 0.85)
%k 338 {3 337 fil
o thfefE LA 13.4 12.1
5&;;;22&? 0s™ (95%CI) (10.7, 18.2) (11.0, 14.0)
- NP — REE™ 0.92 B
(95%CI) (0.77,1.11)

Cl: {Z3EXE. *1 : FRENTRF DT — & 1201842 A 26 B > b4 7, *2: @5 Cox Ll W
— RETNWICE D77 FFH A EETAbFHRIE L O, *3 . BRIn 77 7 RE

11




— FFJ200mg Q3W
80 i O\ ——— 5P LR

10 i
0 T T T . . T
0 6 12 18 24 30 36 42
at risk#g ErE LA
AEI200mg Q3W 637 463 365 214 112 35 2 0
I5FFRAESOILEEE 637 485 316 166 88 24 1 0

8 OS OHEfEHT 0 Kaplan-Meier Hif: (KEYNOTE-042 iX5R)
(PD-L1 5 (TPS=1%) D HREE)

12



[Z4xtt]

OEEAFEFEMHERAS (KEYNOTE-024

AER)

HEFGIIARAIRE 148/154 B (96.1%) KT SOC B 145/150 7 (96.7%) (2@ HAL, 15
BRIE L DR FEEENEE T WA ERGIT, T2 113/154 61 (73.4%) J O 135/150 il
(90.0%) IZHED LTz, WTNDDORETHIEN 5% EORIERIZTRO LBV Th-o

776

76 WITINOORECRBLED 5%LL FORIER (KEYNOTE-024 #5R)

(L2 VR SR

FEHKRHE (SOC: System

Bi1% (%)

Organ Class) AFHIBE SOC #f
FAEE (PT: Preferred Term) 154 1 150 51
(MedDRA ver.20.1) 4 Grade Grade 3-4  Grade 5 4> Grade  Grade 3-4 Grade 5
ERIEM 113 (73.4) 40 (26.0) 1 (0.6) 135 (90.0) 77 (51.3) 3 (2.0)
MmEFs LY >R fEE

2 if. 8 (52) 3 (1.9 0 66 (44.0) 29 (19.3) 0

1 BR e iE 1 (0.6) 0 0 8 (53) 2 (13) 0

I R ER IS i 1 (0.6) 0 0 34 (22.7) 20 (13.3) 0

[N IS A iE 0 0 0 17 (113) 8 (5.3) 0
PN 3 AR 7

IR R RE TU I E 11 (7.1 0 0 0 0

FOIR BB BRI T E 12 (7.8) 0 0 1 (0.7) 0 0
IR

5 6 (3.9 0 0 17 (11.3) 0 0

T 22 (143) 6 (3.9 0 20 (133) 2 (1.3) 0

G 15 (9.7 0 0 65 (433) 3 (2.0) 0

A% 4 (2.6) 0 0 18 (120) 2 (1.3) 0

I - 4 (26) 1 (0.6) 0 30 (2000 1 (0.7) 0
—i - EFFEER X O SO REE

I 9 5 (32 1 (0.6) 0 11 (73) 2 (1.3) 0

9 57 16 (104) 2 (1.3) 0 43 (287) 5 (3.3) 0

TR 1 (0.6 0 0 9 (6.0) 0 0

FEEN 16 (10.4) 0 0 8 (5.3) 0 0
HEYZ N e

ALT #4701 10 (6.5) 0 0 7 (4.7) 0 0

AST #1 8 (52) 2 (1.3) 0 5 (33) 0 0

M7 V7 =8N 3 (L9) 0 0 15 (100) 1 (0.7 0

I A EREOR D 0 0 0 20 (133) 6 (4.0) 0

M IMREIR A 0 0 0 18 (12.0) 9 (6.0) 0

1 BR AR 1 (0.6) 0 0 16 (10.7) 3 (2.0) 0
Rtk L OesEE

AR 14 (9.1) 0 0 39 (26.0) 4 (2.7 0

K~ 7% 7 A MUE 1 (0.6) 0 0 9 (6.0 0 0
B i R B L OV AR Rk &

RA A 13 (8.4) 0 0 4 @27 0 0
PR SRR

VR 1 (0.6) 0 0 15 (10.0) 0 0

R = 2 —m RF— 2 (1.3) 0 0 9 (6.0 1 (0.7 0
FERaR. MERds X OMERs b

filifig 2% 8 (52) 4 (2.6 0 1 07 1 (07 0
FERE 3 X OV T gk b

B ESE 0 0 0 12 (8.0) 0 0

=L 8 (52) 0 0 1 (0.7 0 0

% D FERE 12 (7.8) 0 0 3 (2.0 0 0

% 11 (7.1) 1 (0.6) 0 3 (2.0 0 0

13



¥ AR BV CRVEMERMZER 9 61 (5.8%) K7k - EED T 8 il (5.2%) .
PRRESE (7 2« NU—JERESE) 261 (1.3%) . IFREREREE 22 5 (14.3%) . FUIR
IREEREREE 21 1 (13.6%) . TEEMAHEREREDE 1 61 (0.6%) . 1 BUHESRIFE 161 (0.6%) .
R E RAAEFEMER RS 16 (0.6%) . FER 16 (0.6%) . FHdk - RERUT R
fiEEIL 161 (0.6%) &N infusionreaction 5 6 (3.2%) M bHiLiz, Fiz, HEDKE
e (ZJRERGIBERREfERE, AL, FEEIES) | BRI MRS, BIEM I E, M
Ko BEESS . S E DRSS, SR OB PSR . VR IR i e OVRZEER
BEIIFR D LR 7o, REWEARBURIUIEEE S (ARMREMREY 25T 250
LR R ETRT,

O[E BRIL[F 2 /M AEEER  (KEYNOTE-010 #5R)

HEFERIT 2 mg/kg Q3W £ 331/339 f51] (97.6%) . 10 mg/kg Q3W ¥ 330/343 f51] (96.2%)
JOYDOC £ 297/309 il (96.1%) IZ78& H AL, {RERIK & ORREBMENGE TEX WA E
FRIX, TN 215339 B (63.4%) . 226/343 5 (65.9%) K TN 251/309 5] (81.2%)
IR BTz, WTNODORETIHIELED 5% UL EORIWERIZTEDO LB THh o7,

FT WTNHOORETHEEED 5% LORIER (KEYNOTE-010 #5R)  (ZaMEAfT <t G 4E£MH)

ZRERIKRSE (SOC: System BiE (%)
Organ Class) 2 mg/kg Q3W BE 10 mg/kg Q3W Hf DOC #
F:AGE (PT: Preferred Term) 339 4l 343 il 309 4l
(MedDRA ver.20.1) 4> Grade Grade 3-4 Grade 5 4 Grade Grade 3-4 Grade 5 4 Grade Grade 3-4 Grade 5
RIEH 215 (63.4) 41 (12.1) 3 (0.9) 226 (65.9) 53 (15.5) 3 (0.9) 251 (81.2) 107 (34.6) 5 (1.6)
MK LY R fEE

2 10 29) 3 (09 0 14 41 1 (03) 0 40 (129) 5 (1.6) 0

I BRI E 1 (0.3) 0 0 1 (0.3) 0 0 44 (14.2) 38(123) 0
PN G0 AR 7

AR A RE AR T E 25 (1.4) 0 0 23 (6.7) 0 0 1 (0.3) 0 0
T IR

T 24 (7.1) 2 (06) 0 22 (64) 0 0 56 (18.1) 7 (23) 0

L 37(109) 1 (03) 0 31 (9.0) 2 (06) 0 45(146) 1 (03) 0

H N 13 38 0 0 7 (20) 1 (03) 0 43(139) 3 (1.0) 0

Mg 12 35 0 0 13 3.8 1 (03) 0 24 (7.8) 2 (06) 0
—f% - RHFEEL L ORGSO REE

HE T 9E 20 59) 1 (03) 0 19 (55) 2 (06) 0 35(113) 6 (1.9 0

7 46 (13.6) 4 (1.2) 0 49(143) 6 (1.7) 0 76 24.6) 11 (3.6) 0

A PN 5 (1.5) 0 0 4 (1.2 0 0 21 (6.8) 0 0

FEER 10 29 1 (03) 0 14 (4.1) 0 0 17 35) 1 (03) 0
BRI AL

I R ERER D 0 0 0 2 (0.6) 0 0 24 (7.8) 19 (6.1) 0
PR SRR

PR 309 0 0 309 0 0 17 (5.5) 0 0
B2 6 & OVEE T ALk R 7

=B 3 (0.9) 0 0 2 (0.6) 0 0 101(327) 2 (0.6) O

Z 9 FEE 25 (1.4) 0 0 32 (9.3) 0 0 5 (1.6) 1 (03 0

Wz 29 86) 1 (03) 0 44(128) 1 (03) 0 14 (4.5) 0 0

728, 2 mgkg Q3W BEL N 10 mg/kg Q3W BEIZEBWTEINLZEL, I MEMIEE 15 6
(4.4%) KOV 1461 (4.1%) . KEGZ « BEO THIS B (1.5%) K2 6] (0.6%) . &
JEE 0> Bz JE B (2 RIS ARE e . ST ALBE, FA R SE) 1451 (0.3%) KOV 1 441 (0.3%) .

14



RIS (7 2« NLU—IEEEESE) 2 61 (0.6%) KO3 6 (0.9%) . IFHEERE 23 4

(6.8%) K22 i (6.4%) . HUIRIRBERERE T 32 5] (9.4%) K UN35 41 (10.2%) . T
RBEREREE 1 61 (0.3%) KOV 1] (0.3%) | FIEFERERR S 2 41 (0.6%) &N 1 1 (0.3%) |
1 BBERRIE 1 1] (0.3%) MO 2 f51] (0.6%) . BHReRETE (RANE MEMER &%) 4
(1.2%) KO0 B, WER 161 (0.3%) KO0 B, sk - BREUmEAEE 1 61 (0.3%) KO
0 1. infusion reaction 2 5] (0.6%) K ON6 il (1.7%) RO HNT=, £1-. BEIEAMES
SE, W% - B, SE M, Ok, N/ MBI PESEEER . iR M OY
IRIFEREF LTGRO DRy o T2, ARRIVEAFSBUR I X B EFS (BRI T 2 5 Tr)
D ERRER A TR,

QE BRI [F 5 MAHFER (KEYNOTE-189 #f#)

HEELIIARAKIOFFHRE 404/405 1] (99.8%) K Uk IEFE 200/202 51 (99.0%) (278 &
AU, TRERIE & ORI RBIMRNEE TERWAEFEFRIT. ZEH 372/405 61 (91.9%) K&
O 183/202 ] (90.6%) (ZRB8 HALIZ, W ORETIBLRN 5% EORIERIT TR
DEELBH THoT,

£8 WINOOHETREARN 5% EORIEN (KEYNOTE-189 3lt) (X ATEMAT R ENM)

w5 B IR 5748 (SOC: System % (%)
Organ Class) AHKIOF I RE LR ERE
FARFE (PT: Preferred Term) 405 151 202
(MedDRA ver.20.1) 4 Grade Grade 3-4  Grade 5 4> Grade Grade 3-4  Grade 5
2EIEA 372 (91.9) 193 (47.7) 9 (22) 183 (90.6) 80 (39.6) 2 (1.0)
MmEFs LY > RbEE
2 1. 154 (38.0) 55 (13.6) 0 77 (38.1) 27 (13.4) 0
FEEME LT H BRI E 25 (62) 24 (5.9 0 4 20 4 (0 0
i Bk e 22 (5.4) 8 (2.0 0 12 (59 1 (05 0
i FR BRI E 101 (249) 59 (14.6) 0 45 (223) 22 (10.9) 0
MR A SiE 69 (17.0) 31 (7.7) 0 27 (134) 13 (6.4) 0
Rl A e
FIR BB RE A T 22 (5.4) 2 (0.5) 0 3 (1.5 0 0
AR i
VRGN 51 (12.6) 0 0 14 (6.9) 0 0
e
15K 67 (16.5) 0 0 24 (11.9) 0 0
T 78 (193) 15 (3.7) 0 22 (109) 4 (2.0 0
L 187 (462) 12 (3.0) 0 90 (446) 4 (2.0 0
AN 26 (6.4) 2 (0.5) 0 15 (74 1  (0.5) 0
M - 74 (183) 7 (1.7) 0 39 (193) 4 (2.0 0
—i% - BHEER LG OREE
I 53 (13.1) 16 (4.0 0 31 (153) 3 (1.5 0
9 57 134 (33.1) 20 (4.9 0 62 (30.7) 3 (1.5 0
B D 4 SiE 30 (74 3 (0.7 0 14 (69 1 (0.5) 0
RAG PRI 27 (6.7) 0 0 12 (5.9 0 0
FEEN 24 (5.9) 1 (02 0 4 (2.0 0 0
JEYIE R X OV% AR BiE
FENE S 20 (4.9) 1 (02 0 10 (5.0 0 0
B AR AL
ALT 440 38 (94 2 (0.5) 0 16 (79 3 (1.5 0
AST #40 28 (6.9) 0 0 10 (500 1 (0.5) 0
o7 vrF=8m 32 (7.9) 1 (0.2 0 12 (5.9 0 0
P i Bk Ak b 22 (5.4) 7 (1.7) 0 12 (59 6 (3.0 0
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w5 B K 5748 (SOC: System FE (%)

Organ Class) AFINOF (b vERE
FEAGFE (PT: Preferred Term) 405 f1] 202 #i]
(MedDRA ver.20.1) 4= Grade Grade 3-4  Grade 5 4= Grade Grade 3-4  Grade 5
R L O E
EEXD IS 84 (20.7) 4 (1.0 0 42 (208) 1 (0.5 0
K~ 7 %37 AE 2 (G4 5 (12 0 3 (1.5 0 0
TR BEE
LR 37 9.1 1 (02 0 14 (6.9) 0 0
FERE ¥ KLUV TRk
B2 R W f 11 @27 0 0 12 (5.9 0 0
9 FENE 37 (9.1) 0 0 12 (5.9) 0 0
W5 51 (12.6) 5 (1.2 0 17 (84 3 (1.5 0

72 ARAIBEZ I TRVEMEMIZRE 16 61 (4.0%)  KABZE - EEEO T 20 1] (4.9%) |
fRRfEE (77 2« N U—ERIESE) 10 61 (2.5%) . IFEREREE 62 1 (15.3%) . HR
AT RERE S 32 1] (7.9%) . T EAHEEERED 2 1] (0.5%) . FIBREREREDE 1 41 (0.2%) |
1 BUBE R 161 (0.2%) . BFEEREREE (RN B M &%) 2561 (6.2%) . K 2

(0.5%) } U infusionreaction 5 ] (1.2%) Nidd biz, F7-. BEOKEREE (FFE
AEREARIE R . ZIALEE, BREIES) . Ak - BRRUTAlARE . BEM S E, MK -
BEREIE . 5 & Mg, (O A . Sl MRS D TSR BER . VA MR 2 i e OVR ZEERSS 1
RO LN ho Tz, RREIWERABIUR DU E RS (FRMREMER 2 5T) 2&08EH
fERERT,

@[E BEIL A 2 M AHGRER (KEYNOTE-407 #5#)

HEEGIIARFIRE 273/278 B (98.2%) K OXFHERE 274/280 il (97.9%) 258 H AL,
IR & OREBUEDEE TCERWVAFERIL. EEH 265278 il (95.3%) KO
249/280 5] (88.9%) (ZFRD HNTZ, WIT I ORETIHILEN 5% EORIERIZ FRD
LB Thoi,

F£9 WDWITNOOETERILEN 5% EORIEH (KEYNOTE-407 5858) (MR < S 54E 1)

B RIRIFE (SOC: System i (%)
Organ Class) AFIGF B (b PERE
FEARFE (PT: Preferred Term) 278 4 280 1
(MedDRA ver.20.1) 4 Grade Grade3-4 Grade5 4 Grade Grade3-4 GradeS5
FEIEA 265 (95.3) 151 (54.3) 10 (3.6) 249 (88.9) 152 (543) 6 (2.1)
Mg LY > RbEE
2 1fn. 123 (44.2) 38 (13.7) 0 117 (41.8) 43 (15.4) 0
FEEME AT W BRI E 14 (5.0) 14 (5.0) 0 10 (3.6) 10 (3.6) 0
F ifn BRI 23 (83) 12 (4.3) 0 19 (6.8) 12 (4.3) 0
I FRER D E 97 (34.9) 59 (21.2) 0 86 (30.7) 63 (22.5) 0
M/ NER A SiE 81 (29.1) 18 (6.5 0 58 (20.7) 16 (5.7) 0
P o WA
FRR IR RE TUAESE 17 (6.1) 1 (0.4) 0 2 (0.7) 0 0
R IR RE AR T iE 16 (5.8) 0 0 3 (1.1) 0 0
B b
(& 31 (11.2) 1 (0.4) 0 25 (8.9) 0 0
TH 61 (21.9) 8 (2.9 0 47 (168) 4 (1.4) 0
GITIN 85 (30.6) 2 (0.7) 0 71 254) 3 (1.1) 0
AL 36 (12.9) 1 (0.4) 0 25 (89) 3 (1.1 0
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B RIR7¥ (SOC: System FE (%)

Organ Class) AHINOF HEE (b RIERE
FAGFE (PT: Preferred Term) 278 il 280 14l
(MedDRA ver.20.1) 4> Grade Grade3-4 Grade5 4 Grade Grade3-4 Grade$5
—f - AEEFR L OB G OREE
) RE 46 (16.5) 3 (L.1) 0 41 (14.6) 6 (2.1 0
Ty 54 (19.4) 7 (2.5) 0 52 (186) 7 (2.5 0
R AR AR AT
AST #8n 14 (5.0 0 0 5 (1.8) 1 (0.4) 0
Uit A R AR D 24 (8.6) 17 (6.1) 0 28 (10.0) 24 (8.6) 0
1R 23 (83) 5 (1.8) 0 16 (57 6 (2.1) 0
I I ERE s 30 (10.8) 11 (4.0) 0 28 (10.0) 10 (3.6) 0
R L OveskhEE
AR 47 (16.9) 5 (1.8) 0 57 (204) 4 (1.4) 0
K~ 7% > 7 AlfjiE 15 (54) 1 (04) 0 9 32) 2 (0.7) 0
B R B L UGB LRk
A 36 (12.9) 1 (0.4) 0 24 (86) 2 (0.7) 0
P 32 (11.5) 2 (0.7) 0 26 (93) 1 (04) 0
PR E
LR S 23 (8.3) 0 0 7 (2.5) 0 0
KR = 2 — T — 55(19.8) 3 (1.1) 0 37.(132) 2 (0.7) 0
BERLTE 15 54 1 (0.4) 0 13 46) 1 (0.4) 0
KPR = 2 —a%F— 31 (11.2) 0 0 36 (129) 2 (0.7) 0
G R X OV T AR &
i A 126 (453) 1 (0.4) 0 100 35.7) 3 (1.1) 0
# 9 FEIE 29 (10.4) 0 0 15 (5.4) 0 0
B 28 (10.1) 0 0 20 (7.1) 0 0

72E. ARAIBEZ IV TRVEMEMZE R 14 61 (5.0%) KBS - EHEEO T 14 41 (5.0%) |
fRRfEE (77 2« AN U—ERIES) 5561 (19.8%) | NTFHERERESE 26 1] (9.4%) . HUIR
IRAERERE T 31 61 (11.2%) . TEEEHEEERET 2 61 (0.7%) . BEHRERES (RS MEE
RBIREE) 6% (2.2%) UV infusionreaction 6 il (2.2%) M3FRD Hiiz, £7-. HEDRK
JEREE (REREAMEGERE, SZIRLEE, BRRIESE) | RIBREREREE . 1 AUBEIRN,
K. ok - MERURLARE, BHAERFIESE, MR - BEMREAE . S &9 A, DR, ENE
M NI PSRBT . FA P M OVRZFEREF IR B v ienr o 72, AREIVEHR BRI
FREER (AMEMERT A2 E5T) 280EiERE =T,

GEBEILFFE ISR (KEYNOTE-042 35#%)

HEFERIIAAIRE 610/636 1] (95.9%) K OMbLAHEIERE 606/615 5] (98.5%) (Zi8®H 5
AU, IRBRIE & ORRERA G E TERWAEEFEFRGIL, ZHZ1 399636 il (62.7%) &
U 553/615 i (89.9%) IZRB® HALIZ, W DORETIHBLRMN 5% EORIEMIT TR
DEEBHTHoT,
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F 10 WITINORETHBLED 5%LL FORIEN (KEYNOTE-042 #5k)

(L2 EVERRAT T )

# B RIR54H (SOC: System

Bt (%)

Organ Class) AFHIBE (b PRERE
FHAGFE (PT: Preferred Term) 636 151 615
(MedDRA ver.20.1) 4 Grade Grade3-4  Grade5 4> Grade Grade3-4  Grade5
2EIEA 399 (62.7) 104 (164) 13 (2.0) 553 (89.9) 246 (40.0) 14 (2.3)
MR LY 3 RkEE

Zifn 35 (55 4 (0.6 0 229 (37.2) 80 (13.0) 0

I BRI E 10 (1.6) 0 0 35 (5.7) 10 (1.6) 0

U HR BRI E 5 (0.8) 1 (02) 0 88 (143) 46 (71.5) 0

1N i 305 1 (02 0 56 (9.1) 10 (1.6) 0
i

FRR IR RE TAESE 37 (5.8) 1 (0.2 0 1 (0.2) 0

R IR RE AR T iE 69 (10.8) 1 (0.2) 0 2 (0.3) 0
B

(A 8 (1.3) 0 0 68 (11.1) 0

T 34 (53) 5 (0.8) 0 46 (75 1 (02 0

I 31 (4.9) 0 0 184 (29.9) 7 (L. 0

A% 7 (LD 0 0 31 (5.0) 0

/AR 15 (24) 0 0 97 (15.8) 2 (0.3) 0
— % - RHREEL L O OREE

77 iE 27 (42) 3 (0.5 0 60 (9.8) 10 (1.6) 0

9 55 50 (7.9 3 (0.5 0 102 (16.6) 8 (1.3) 0
AR AR AT

ALT B8 45 (1.1) 9 (1.4) 0 53 (8.6) 5 (0.8) 0

AST #47 41 (64) 4 (0.6) 0 42 (68 2 (0.3) 0

Bt R AR D 2 (0.3) 0 0 86 (14.0) 54 (8.8) 0

M R 2 (0.3) 0 0 64 (104) 20 (3.3) 0

I I ER e 3 (0.5 0 0 71 (11.5) 32 (5.2) 0
Rt L OGS

AR 40 (63) 5 (0.8) 0 109 (17.7) 9 (L.5) 0
R AR R I & OV B i ik s

RAHi 27 (4.2) 0 0 46 (7.5 0

P 20 3.1) 1 (02) 0 50 (8.1) 0
PR RIEE

KM= 2 — 1 R — 1 (0.2) 0 0 50 8.1) 5 (0.8) 0

KRR = 2 — N F— 3 (0.5) 0 0 41 (67 6 (1.0 0
RSN (IS SRR ] e

Fiifigise 43 (6.8) 19 (3.00 1 (02) 0
R X OV T A RRRE

JHEE 2 (0.3) 0 0 136 (22.1) 7 (1.1) 0

Z 5 FEIE 46 (712) 2 (0.3) 0 15 (2.4) 0

5 46 (72) 3 (0.5) 0 27 (4.4) 0

72d . AFIHEZ B CTRIE MR B 49 61 (7.7%) . KIBZ% - HEE O N 10 61 (1.6%) |
HE OGRS (RGHBEIREGRE, 2B, FARIES) 161 (02%) . MRS
(FZ v« NU—JEBREE) 161 (0.2%) . HFHERERES 76 11 (11.9%) . HUIRERBERERE
02 (14.5%) . FIIARKEAEREE 3 41 (0.5%) . FIFEHEREREE 3 1] (0.5%) . BHERE

P (RANE FEMERERE) 361 (0.5%)

CBEZ LB (02%) . L 1B (02%) K

N infusion reaction 6 51 (0.9%) 2358 LAz, F7-. 1 BUEIRIF. T4 « MERUT AARIE
BIEM M IE, K - IR, 5 E 9 SR, M/ MR PEER BTN . A I
OIRIFERIE ILFE D BN Do To ARIERFE TR DI B #E S (R R A E R F 2 2 te)

& A RE T
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[k - H&E]

AFNOREMHEYBREET L ZFHA LY I 2 b—2a A2k v, KA 200 mg %
Q3W, 400 mg % 6 HHMkE (LLF TQeW) & 95, ) XiX 10 mgkg ((RHE) % 2 HH
fkm (LT TQ2W1 &9, ) TG LZBOARR O MG HIRESHREF S, Ok
R. AH 400 mg &2 Q6W TH L L7ZEROAFI D E HARRRIZ 1T 5 MG P (LA
T [Cavgss) V9. ) 1E. AHI200mg 2 Q3W THEH LTZFED Cavgss & LT 5 & T
Ehi- (F#) . 7. K#H1400mg & Q6W TG L =B DOARA| O E HIREEIC BT 5
EEFIREE (LLF TCmaxss) &V 96 ) 1F. AAI200mg 2 Q3W THH L72BRD Craxss
L L CEEEZ T E TSN OO, HARNBFIZB WO TERMED R ST
HHE - HETHHAH 10 mgkg ((KE) % Q2W THG L7ZBED Chaxss & Lol L TR
EERT TSN (FR) . S50, EEROERE 25 RIZRA 400mg % Q6W
TG L=/ ETHERER (KEYNOTE-555 i) L 0 £ 5 7= 34 H-S < Ry dhhe
WIA=2T VI ab—ra AR THILTCEYEIRE T A—2 LHEILT- (TR,
Mz T, BEOFEEIZIT 5 EERRBREGE IS IS & | AFI DR & & A XL e
& OB Z R DR GE T VS S Fu, AK] 200 mg 2 Q3W XiE 400 mg %
Q6W TG L7-BROIREE R & A T LMt & O #EIZ DWW THRET SRR, |k
SEORE - HEOM THME R OZ 22 22 81T v &Pl &Sz,

F 11 KANOEYBE T A —F

B - P Cinax Cavg Chnin Chmax,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) (32if;27) (10;?f98) UAé?§49) <50i?gl3) (192?;09>
4%§§%E§N (B;é?SaM NA 05:?;0 NA NA NA
10 mg/kg Q2W* (21§?223> (14;??45) (11;}?21) (421?233) (2727282) (19;?200)

+:1n=2993, 100 BIDO I = bL—3 3 N8 K0 EH S8 B O YA (2.5%4,97.5%4) | Cmax @ FIEIE
5% O E R MG PR, Cavyg : AIEHR G- % O MIEFRE, Cuin : PIEF G (A 702 #5080 D&M
HIREE . Craxss : EFCIRIBIZIRT 2 B MG PRI, Cavgss 1 EHIRIEIZIS T 2 FHIIMTE FIRFE . Crminss : EHIRAEIC
BT D IR 775 2 e

T 0 56 BT EIIME (95% 5 HEIX )

§ 41 FIORELEME (95%(E X )

NA : %72 L
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4. FEEIZ2OUWNT

AHN O BAREL 51Tk U T, KRS L LU CHERBREMNE (SFFHE) e ohTn
HZENG, ULHEZEUNCEE T A THLIMNERND D, O LT, EHiHY
A 7 BGEHE (RMP) (ZHD & AHI OB G 22 A MERE S Y~ D 1 )R 23 & 2 Hi i
T o> T, KFIOERLGNEE R EE LW - FrE L, AFOREIC LY BEEZRENWEH %
FHL LTSRS T 5 2 BB T2 LT OO~Q@DF T A7z I Mgk (2B T
T L& THD,

O MEFRIZHOWT

-1 Figo (1) ~ (5) w#hﬁ_&éfém Y CTHDH L,

(1) JEAETERENFEET 203 A2 FOa LIRS (B E T IS A2 E LSRR
%ﬁﬁh%ﬁ@%%ﬁ%%\%ﬁwwﬁﬁr%ﬁk)

(2) FrEHRERPE

(3) HBEM RN ENFEET 208 ABIFEEERRE (DS AR EWRbL. 23 A2
Wb, DS AR EEHEE R e &)

(4) IRALFEIEE 28 L, SR AL FHRENER 1 OISR 2EIEINEE 2 Ofiax KL 1E
AR D AT > TV B itk

(5) HUENERES AL B BN ORisk IR D | 21T > T D fitiak

-2 JiigE DAL 5 M O] T’Eﬁﬁ%ﬁfﬁuﬂ#@iﬂi Ty IR & R RO ERT (FR D
WTNDNIREE T D ER) 2 BB OARANCRET DIEROBEE L L TRES L
TnnHZ L,

*

o [EENRFFEIUSE 2 EOMMBHEZE T L7k 5 FLL OB AR OERIRIHE %2
ToTWDZ L, 5b, 2FULIE, BAIEMFREZ L LBRIESGEOVHE &
fToTnpZ &,

o [EAIRFFESE 2 FOMMINME ZE T L72RIC 4 L LORKRERZ AL T\ D
Z&, oby 3ELLRIE, DD AFRYIRE A S e PR R S D BRIRIHE 24T -
TWbZ &,

@ BENOEIESEHAE FE ORI DT
I EHRE B E T 2 LA DR E S, MEEEEN O OERED ., AR - &
EMEERPEROEEE OERMS ST 215 RIgE, AEFEFGNRAE LGS oWE
B, SERHONITONDIRHINE S TWE Z L,
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@ BIWEH~OXIRIT DT
@-1  JiakAHIBE§ 2 gk

VLM MR RS D BB e BIVE SR AE L 72 BRIC, 24 FERIRSIRIAHIO T, M %hiax X
ISR IZ VT, BB L2 EIERIZIS U CABRE B R O CT ZORIWEH OFE RN &4
HAREOFEREIY BRI S, BHICKHG TR EH N E > T D Z &y,

@-2 ERUEFEHICLDAFEFGXISICET 52

ARSI HE D 2 P 2 sk R OB RE 2 A T D R FE DNEER =% ) v 7
EEDTEROA 7 ) —= T HTOWERE L EHE LA TE 5 F— LR 2
fiEShTnWbZ L, 2B, BiAHICOWT, RABRE EZOFBEICHTITEAMmENT
WhHZ L,

@-3 EHWEHOZWox ST LT

RIWER (FEMEMEBIZINZ, KX - Mk - BEO N, BUERZX - A2 - 1T
FEREREE - IF2% - LMERRAR 2, BERERE S RS RIEMER RS . NowkEE (T
MABEEIE T, PRI S, RIS . | BUBEIRIA, 5 DR, ik - B
TIRMEAE . BEA, B ORREMREE (PEMERZBIERAE, FRERBEIRAE R, 2 AL
BE. FHRIEIESE) . infusionreaction, MM7% - $lFsc, EJEMEESE, MRkEE (F7 0 -
AN U—EGREE) | Dk, BRERMIKRES (Gt MR MESRBER | i tEE i,
IREFERES . BERERIERIESE) . MEREBIEMRE. M) 13 L. Yikhiak XUTrpEE
JESEA DR 2 A3 5 AN & EEE U (RWEH OO IR L CHRER OS2 5%
TONAEMICHDHZ L) | EHIZHEURENTE LGN ESTND Z L,
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5. &G LR DIEE
[H2hEIZ B3 % F1A]
O ARHIOHEMBEGIL FROBFIZBNTHIMEDN RSN TN 5D,
o ALFRIERED 72N EGFR Bin AR, ALK @G 8 {s 2 & O PD-L1 5
P (TPS=1%) OYIBRAREZRMETT « FFIE DIE I fitifs FR
o TITFFHIKEE AL TIRIERE A AT 5 PD-L1 Bt (TPS=1%) OUIERAHE R
HEAT - FRFE OB/ NIRRT (735, EGFR Bis 148 BG M XX ALK A8
GO BETIE., FNFN EGFR F 12 20 % F—PHEH T ALK F o
TR —VIHEROIRERREZ AT 5 BE)
7ok, TPSIFRATr Y X~ (B #iz) Oz =423k (RE4
PD-L1 IHC 22C3 pharmDx % =] ) ZHWTHIET S Z &,
@ AAOMOHEMEEEA & OFHE ST TR RF BV TAESER RS T
o
o RARNULFE FEROT T F AL OGRS  ALFEIERE D72\, EGFR &
B EREMER D ALK A8 1RO UIBRREER LT « BROIER T L
FE/ I e s £
o HWNRTTFURONT Y ZFENNiEnab--N7 U XX LS b
EIERE O 72 OUIBRARE 7R AT - T O R Rz IR/ INH R it B
@ AL D 70\ WHETT - B O IR/ NIRRT 1X . PD-L1# 4 C PD-L1BME (TPS
=1%) ThiUL, AAOEME G2 EET H & Th D, £z, EELEEIEICT
T D ARMICRIEDR 72V EF 2 B 5 B ICx LTIE, PD-LIFBURBLIC D 5
T FNENOMBI kT U Tt 2R B b R E & O G2 BET 5 2 &0
T&E D, B AR OEGIZH T > TX 2R T4 R 7 A > (B AN T2
LEBRT L L WY,
@ TFRLICEEY T B BE KT DARKOE G K OE A HIEIZ W T, AFIOFHMEN
ML SN TELT, ARG RE RS20,
o INEAHBREL
o QOTHAAIDAZMEIT S TR ML OFUEMEIREA] & OPEH#% 5

WED 23 WA R T A (AARBESARR) (SBW T, BT A /ST AR R > o
(DECOG Performance Status 0~1 2 T 75 g LA L. XI1Z@ECOG Performance Status 2 2 0 BETiX, %3
HARPUER] (REX X205 OBEFIRENPHERINTEY ., 20X 5 REAE T, E bRk
LHARMEICHERHD EEZ NS,

%2 BCOG O Performance Status (PS)

Score EFR

0 | <R IEBTE 5, MWl R CHHFAEESHIRZ AT 5,

PIREICI LR IHIR S5 28, SITARE T, BAEEH > TOEEIFTH 2N TE D,

Ul g oz, wimsiee

BATRIRE CH Y OHEOEY O Z L33 X THFEEMEEILTE 20, B O 50%LL B3y R T =,

ROENTZHSOHOEY OZ L LnTERY, BFO 50%LL L&~y R+ T2 d,

AW

E<BHT RV, AGOHFOEIY DO Z LFaE TERY, BRIy R fiFTHId,
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[tz B 4 5 F1E]
O TRICEYTHIBRFICOVWTUIARIOREN LD L SN TWDE Z Enb, &5 21T
DN &,

@

RHFND S35 LIBBUE D BEERED & 5 B

TBRATORHMIIZ B W T FRRICIE Y T D BE IOV TR, AR O#F L3 fELE X u7z

D3,

L DIRFERPUR R R NG EICIRY | HEICAKZEHT 22 L 2BETE 5,
MR B OA P UIBEED & 5 B

b0 1] 5 A A C TR B & 38 00 D BB S ONTE B 0D i St i Pt ik 2 <0 Ja e 1 i ¢
FEOMMIZRIEMZE N A LN D BE

H O RB OO, SUTIEMR 23 L < IXHHMEO B Az iE B OB ERED
b5 B

e g (& Mg~ &) Db HHEHE

TR OB X IBE 2 A4 2 8F

ECOG Performance Status 3-4 “*2 o3
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6. WEIIBL THETREFH

@

@

®

I SCEFITIN 2 BUEIRTEER MR35 ERMEIZ -5 & ARA| O Feik J ONiE 1Fff

RO 7= DI B w2 o B L Co b RET 52 L,

TRIEBRAAIC e D | B XX Z OFEICHIME L OERR M2+ L, RE 215

ThoEETHZ L,

FREWEH O~ R T A MZDOWNT

o [MWEMMEENSLDLOND Z ENRHDLDT, RAIOEEIZHT- > TL, YIHIE
W CEEIAL, PR RIS, BEWREE) ORERR L O X iR 0SS, #lggs+
FATH 2k, Fo, MBS U THE CT, My~ —7 —%FDOMmA % 3
HZ L,

e infusionreaction 23&% 5L 5 Z £ 23H 5, infusionreaction 23588 B ILIZHAIZ
L U ALE AT D &L b, EIRARIE TS £ TEREDOREE B
THI L,

o HURIRHEREREE . TEABERERORIBHEREN S LN BB HD
T, ARAZIOF5-BRLART & OFe G- I E IS N WS RE MR A (TSH, 78
T3. ¥ T4, ACTH, Ifih =25 —VS0llE) #Eiid 52 L,

o BUEMR. A%, IFRERES . k. S{EMHERERR L L Db Z 03 H D
DT, AKAEIOBE-BAGRT R O G- M S i3 E BRI FBEREMR & (AST. ALT,
y-GTP, Al-P, BV /LEEOHIE) 2ET5Z &,

o SEIER (MR MMCEEREREZET) FOHEEREEENH LD
ZERHDLZOT, EMNCIROBE OFREMRT H &, £z, IROBEFN
RBOOLNTHEITIE, HONCERENZZ2 T2 L )BEFELRET L L,

o KENOBEIZLY | BEOREICTIRINT S £ E 2 HNDHEE A IR BSRNIE
NHLONDZENHD, RENROONTHEIIEL, BELEFRIISUTE
BRI 70 5% & ARk A RO R & B U Ci bl e s R i W 2170 il o5k
BT & 2 BWER BN 2561215 AR ORE I IE, K ORIE B R
NWEVRIOBRGEEZBETDHZ L, 2, BIBEREFRLVEYOELIZX0EIE
HOYGENFRD B2 WIGEIZIE, BIE RE AR VE LSO & i Fl oehn
LEETDHZ L,

o BERKRTH.BEMMNSEIARGE L THrORIERANRET D Z 8B D70,
AFNDOBEHETRICHRIERORBUZHSITHEET H 2 &,

o 1 AUBERRIE (BUE 1 BUBEIRIE 2 Ede) bbb, BERWMES N7V R—U R
IZELHZENRHDHOT, Ag, Bl EHZFEDER ORI LCMBEEO LA+
EET D&, RBERBEN DN IZGA TR G2 RIEL, A2 ) vl
Hl OB GHEDOEY)7REEITO Z &y,

AHN O AR BRI BT, KEYNOTE-024 #5% & O KEYNOTE-042 55k Tl 558

75 9 T L2, KEYNOTE-189 il Cli& 5Bt 6 B KON 12 #HH, LU

MBelX 48 A ETOWIT L., D% 12 2 L 12, KEYNOTE-407 iR Tl 5-Bith

MNH6HE, RBEBEKCNISHEHE, UMITZ4SHEETIOHITE, % 12T L

A EDFA &2 4T > T2 2 & 2 BEI1C, ABIF 5 I E I migmA coh R

DIEREATH Z &,

24



ewafE HHEE T A KT A >
NRAT7 ) X< (GBRaFHEHZ)
(BR5E4h © A bL—X S EE 100 mg)
~ HEME B A il ~

Wk 2 942 A (4Fn 348 A UkET)
JEA T EA




H &

AR S

XL HIZ
AHNOFFE, FRET
[ IR AR

WEER IO T
BhxtG L 70 D A

BEICER L THEET ~&HH

P2
P3
P4
P16
P18
P19



1. ZL®ic

IS OGN - REMEDHEROT- DI, WA STEZEITE SVl E el 23R D
Bib, 5T, IEORARMOMARC L0 | FUREIRG 22 & OB 72 Hid/E %
FFEIEMPEARINDLH T, 2N O DOEHKNZEICLEREE IR 5 2 &L 3BRED
PR L 72 o TR Y RREMBGEE & OO FEAR T #2016 CEAL 28 4F 6 H 2 H BRI E)
ICBWTH, FHERLEOHEHORBEHEEZXS Z LS TW5,

R ESR S, EE RS R 27 0 7 7 A VBB FEOES L & S MR
RHZENRNHD, ZOih, HMEROEEMEICET A ERNH0ERT 5 E TOR,
WHEILORBEEZ R 2T D 2 ENHIRF SN EE IR L THERT S & L bz, BYE
FDFEBL LTI B ekt & & D 2 & DS AREZR — 8 O B & Jiii 7= 3 A% B CiE A
THLENEETHD,

Lo T, KA RT4 Tk, BRBBEESLZNE TILELN TV D EFHETH -
BHER M EED & | LU O B3 O it 708 FH 2 HEHE 3 2 8LA & B2 2 B %
FROEEFERREZRT,

I ARITA BT A 0%, MSIATEOE NESE SRR S, A E AR AR
BRR BRI o . — M E A B ARERRNRHE S L AR N B AR &R 2 O )
Db EER LT,

KIG L IR B EINL XA b —F EEERE 100mg (— R4 e T ) X~T (Eis
TR Z))

R LR DMREIHR - BN R

MELRHOFEROHE . W%, BRAIZIE, XA7r ) XA~v7 (Barfiz) LT 1
[5] 200 mg % 3 3 ] fHIFR I3 1 5] 400 mg % 6 3 [ [l T 30 43 [
DT CTRIEFET 2, 7272 L, i liBRIEOGE L, &5
12 AETET S,

il 3& Ik 58 3¢ & 0 MSD RSt




2. AHIOFE. 1FHET

XA M —F BIEEE 100mg (—#4 : RAT7r ) X~7 (BIEFHEEZ) DU TR
Al EvyH,) 1X, PD-1 (programmed cell death-1) &% VU 4> KT % PD-L1 KON PD-
L2 L OfEEZEHERET S, B MEIgG4 £/ 7 v —F AFURTH 5,

PD-1 #2813 T M S B (RS 2> D ki 5 72 D12 A AR 3R 9 5 T 70 S il
AA »F T, PD-1 (F, fEFZREBICE WD CEER T MilgoMiamicgE L, 3%
P i % B o AR LB TR R 7o SB35, 37eb B, PD-1 (XU H o REfE
ATHZ LKV PURZRRICL D V7 V2 AICHIET %A KTH 5, PD-L1
DIEFAMEICB T 2 HBUT DTN TH L0, Z< ORAMTIE T Mo 2z
HIF EWENCFHBLL TS, DAFIIBICEIT D PD-L1 O &L, B, el
FefAasE. SBLE, e/ VRS O 2 2B A T THRARIN - TH Y | (RWERFE L
OFEBIMEDHE STV 5D,

BED D A DEGIKRI T4 & PD-L1 FEBLOFEEAMEN S, PD-1 & PD-L1 OFfREILEE
DO PERRREC BV CHEERKREZE S Z LRI TR Y | Hiiz e N ATEEORER &
LTHIfFSh T 5,

AANE, PD-1 & PD-L1 K ONPD-L2 Ofi U > ROFESGEREST 52 &2k v, g
W NBRBE TR O RS OO S T U 2 ERATEMAL &8, HUlEE 6 2 FEE L
T 52 & THEGIR RIS D,

AAND MR 35 < BIE DRAFUIGIC & 2 BIERSEN b b b, B XTI
LR b D, ABIOB G TR OB 54T, BE OB 5T, 1538
o HAVTBAITIE, FEHL LT RIS U7 SR 72 ik & SRR & RO R AT & S Lol
Y72 BRI 21TV IR DR ISIC X D EIER RS 25581213, BIRERE RV
LRI OB G DI YR AT 5 BN D D,



3. BRIRRE
R R ARE O AR SR 21T > 7o 2R B R EER O il 2R,

[H2hE]

OEMNE I bMHRER (KEYNOTE-041 #X5%)
EFRERE DI NIA BV A~T GEG ) CLF A A~T 1 0 D,)

EEERN2 LY A ETORTFRIERE 2 AT HRIGUIRAGE Ao ik AR B 42 4

(CH MR X 37 Bl) Z X8I, AAI 2 mgkg 3 @M CLF TQ3W] &v9,)
B 5 OB MR VL EMESRE STz, 7ol IR CHREAEETARD D GE 12,
PREBHETT 2 R TR D3FR8 B AR W DORFRINIZZ E L T 5 A T, IREILIFE O]
BRHE CRABEITARD DN D £ TAAIO B G225 2 LW ATRE & &z, HERT
MHIE B CTd 5 N [RECIST H A R A > 1.1 BUZHEES < dheflliE iz L 5 524:28%h (CR)
SOEERS 7R (PR) ] &, 24% (95%(EHHIXH @ 12~41) Thol-, 7k, FRNIEHE L
7-BREIX 10%TH - 7=,

@i/t MAHRER (KEYNOTE-002 #X5R)

A Y AT K DIEEEAE AT HIRIGUIRARGE e B BAREBE 2 Xt R, ARH 2
mg/kg Q3W 5 & Y 10 mg/kg Q3W e 5-DHIWER L REN | ALTFHRIE (XN
V.TEYORIR, AINVRTTF RXT VEXRARIIHVRT TF o+ ) B
B, LT TICCHE) &Ev9H,) ZRRE L TREIS T, 7ods, iGN C%EEE TN
RO BN AIT, TREBEAT 2 R TEIR RO DR WEDO BRI LZE L WD EBE
TUE, KIBICARE O B FEM TR BT AR b D F TARAIOER G Z ki35 = &3l
REL SN, EEFHMRE B XA (LT T0S) &9 ,) OIS AR (UL
T IPFS) &9 ,) & &, ARANILFRE L g LT, PFS (4 BEIJIER L7z,

#£1 AR (KEYNOTE-002 #5R)

AH 2 mg/kg AH| 10 mg/kg o==2)-37
Q3w Q3W
(180 1) (181 1) (179 1)
rhoefls (A ] 13.4 14.7 11.0
(95%CI) (11.0, 16.4) (11.3, 19.5) (8.9, 13.8)
0S N — R 0.86 0.74
(95%CI) (0.67,1.10) (0.57,0.96) —
P fii™ 0.1173 0.0106
rhoef (A ] 2.9 2.9 2.7
(95%CI) (2.8,3.8) (2.8,4.7) (2.5,2.8)
PFS™ | /~\¥— RE™ 0.57 0.50
(95%CI) (0.45,0.73) (0.39, 0.64) —
P " <0.0001 <0.0001

Cl: (ZAEXH. *1: RECIST #A F A > 1.1 RUZIES < FOHRRFHE B O 6 B (2 . % A

*2 0 JER] Cox eI — FET /M K D b5 RIE L DIk, *3 : @hln 7'J 7 /e




100 -
90 1
80
70
& 60
ESO-_
# 40 7
30-_
20-_
10

——— % 2mg/kg Q3W
——— Z#10mg/kg Q3W
{EF 8L

at risk#
&% 2 mg/kg Q3W
FAE10mg/kg Q3W
{EFHoE

180
181
179

131
138
115

1 OS ® Kaplan-Meier A7

9 12 15

18 21 24 27 30
&7 (R]
70 61 1" 0

79 67 12 0
60 48 9 0

33 36

95
99
80

(KEYNOTE-002 #XE#)

&

100 -
90 -
80
70 -
60
50 -
40 -
§3°t

20 1

10 -

£ (%)

at risk#
A 2 mg/kg Q3W
F&110mg/kg Q3W
{LFWoE

180
181
179

153
158
128

RAERETEM (A]

53 26 9 4 2
55 39 15 5
22 15 4 2

74
82
43

2 PFS @ Kaplan-Meier it (KEYNOTE-002 iX5?)



@UFFMFHMAHRER (KEYNOTE-006 35#%)

AV LTI BIEERO L NIA Y AT EEERN 1 LA ETO(L
SEIEIE 2 T DARTRUIBR A RE 7 B SRl R 2 kR A 10 mg/kg Q3W BE - K&
N 10 mg/kg 2 BRI (LA TQ2WI W9 ,) BEHEOF MR OLZ 2N, A B A
~ 7 ERHE LTS SN, ks, BEgEHE TRDEITARD b GaIT, Rl
T2 RIIERDFED BN WEDRRRINIZ L E L T2 B Tk, B LA O B LA
THREMEITRFRO D £ TAFOE G 2k 3 5 Z LA AHE & Sve, EEFHEEE
IZ0S OVPFES & &, AANFA B A~T7 LHi#g LT, OS XO'PFS # HEICHERE L
76

#2 HRMEAEE (KEYNOTE-006 5457%)

AF) 10 mg/kg AF 10 mg/kg AV b~
Q3W Q2w
(277 f51) (279 1) (278 f31)
tfefE [A ] NE NE NE
(95%CI) (NE, NE) (NE, NE) (13,NE)
OS™ | NHF— K7 0.69 0.63
(95%CI) (0.52,0.90) (0.47, 0.83) —
P fil* 0.00358 0.00052
i [A] 4.1 55 2.8
(95%C1) (2.9, 6.9) (3.4,6.9) (2.8,2.9)
PES™ 5 | A— R 0.58 0.58
(95%CT) (0.47,0.72) (0.46,0.72) —
P i <0.00001 <0.00001

Cl: {3#EX[M. NE: #EEARA], *1 : PRAENTREO T — 4% 1201543 A3 B v b4 7, *2: J@Hl
Cox HBINY—REFNVIC L DA Y A~ T L O, *3: J@3lla 7'F 7 iE, *4 : RECIST #
A KT A > 11 UZ IS ST U 72 iR e K OB EEFT B2 1 K B 3T, *5 : R REARTERF D 7 —
Z Q0149 H3IAI v hA7)



100 -
90 1
80
70

& 60

B 50

{40
30 | ——— zmmiomg/kg Q2w
20 ##10mg/kg QIW
10 ] —— +srunzr

at risk# EFERA]

FH10mg/kg Q2W 279 266 248 233 219 212 177 67 19 0
FH10mg/kg Q3W 277 266 251 238 215 202 158 71 18 O
AEULIT 2787 282 < I12 188180 A8 T 1Dl il 0

3 OS @ Kaplan-Meier lift (KEYNOTE-006 7X5#?)

100 “v
90 4 T e e 258 10mg/kg Q2W
80 - "y 2 10mg/kg QAW
g 70 ] ) APULTT

at risk# SRR

FH10mg/kg Q2W 279 231 147 98 49 7 2 0
FH10mg/kg Q3W 277 235 133 95 53 7 1 1
AEULRT 278 186 88 42 18 2 0 0

4 PFS @ Kaplan-Meier i (KEYNOTE-006 7X5#?)



@EFRILFRFMAHRER (KEYNOTE-05435R)

FRUIRGO AT — VI WY oEgERAEEE (AR ZET) 2R%RIC, ik
B & U CTARAI200 mg QAW 5- DA WER WMk, 77 R axtifie LT
PN Te, FEFHETE B I ERAGAHIN (BUT TRFS) W9 ,) & &, AFINETZ
TR L L C, RFSEZFAEITIERE L1,

#3 HIWERRE (KEYNOTE-054325%)

AA200 mg 7R

Q3W
(51441) (50531)
thefE [A] NE 20.4

(95%CI) (NE, NE) (16.2, NE)

RFS™ NP — R 0.57
(98%CI) (0.43,0.74) _
P {3 <0.0001

Cl: XM, NE: #EEAA], *1 : PR — %  20174E10H28 7 v A7, *2 1 &)
CoxlbBINY— RET VLD T TR EDLRER, *3: Bhlue 77 7 BE. Q3W : 33 fikE

¥ 5., NE : Not Estimated

100 -
90 1
80 1

— FHI200mg Q3W

PAActi

at risk#%
AFJ200mg Q3W
ISt

3

514 438 413
505 415 363

6 9 12 15
HEEREEHR(A]

392 313
323 264

182
157

18 21 24

15 0
15 0

73
60

5 RFS®Kaplan-Meieriif? (KEYNOTE-0547%%)

() AJCC (American Joint Committee on Cnancer) JiiZ388 (55 7 1) (&S <G, A7 — YA TiLY
VXEIN OB ED | mm B OLA D,



[Ze 4]
OEMNE I bR (KEYNOTE-041 #X5%)

AEFGIL, 41/42 61 (97.6%) (23D b, BRI & ORRBEBENEE TE WA
L, 34/42 1] (81.0%) IZFRWD HALTZ, FEBLERD 5%LL EOREWERIZT TERD LBD T
HoT-,

F 4 FHEDN 5%LL EORWEA (KEYNOTE-041 35R) (& VEMAT eI 4 M)
B (%)

FRERIRS¥E (SOC: System Organ Class)

JEAFE (PT: Preferred Term) 2 mg/l;“; {%3WE$
(MedDRA ver.20.1) -
“=Grade Grade 3-4 Grade 5

2RIEH 34 (81.0) 7 (16.7) 2 (4.8)
PG WA

B B A REAR T i 4 (9.5) 0 0
B ke E

T 3 (7.1) 0 0
— % - EFEER OGO

(Y=Y 5 (11.9) 0 0
AR AR A

AST #40 3 (7.1 0 0

LB ER B HE N 3 (7.1) 0 0
FEE R KOV T AR

Z O PEIE 6 (14.3) 0 0

IS INTRZ3IN>- &2 6 (14.3) 0 0

M AL 3 (7.1) 0 0

7k, VEMERTRE 1 F] (2.4%) . KGR - EEDO THI 2 6] (4.8%) . JHFHERERESE 3
Bl (7.1%) . FEAEHERERES 2 6 (4.8%) . FRE#ERE 6 #1 (14.3%) . infusion
reaction 1 4] (2.4%) MONSE HIERK 161 (2.4%) RO BT, -, #hRfEE (X7
Voo NU—IEGRIESE) | BRRERETE (RMEREMERRE) | BIEEE. 1 BHERIA.
HEOREES (REMEIRIEGRE, AL, FRRIES) | R, Mk - BT Rt
e, EERREESIE, MOk - BEMRLE . O de. MRl MRBAD PSRRI i
M ORIFEREF IR D b e o 7z, REIWEHRBUR LIRS ES: (KRR T 25
i0) ZBULEFERETRT,

@i/t T AHRER (KEYNOTE-002 #R5R)

BEHFLIT. 2mgkg Q3W BE 172/178 1] (96.6%) . 10 mg/kg Q3W #E 178/179 4 (99.4%)
Je OV ICC B 167/171 5] (97.7%) 1238 HAL, JRBRIE & ORI EBEENEE TE RVEE
FRIT, TNTN 121/178 61 (68.0%) . 133/179 Bl (74.3%) KT8 138/171 51 (80.7%)
IO BTz, WTIUDDORETERIELERD 5%LL EORIWERIZ FEDO LB Tho7-,



5 WINOORETRIEDN 5% LORIER (KEYNOTE-002 #k5R)  (ZE2VEfRNT X S4E M)

B (%)

ZRE IR 4% (SOC: System

2 mg/kg Q3WHE 10 mg/kg Q3WHE ICCHE

Or%gjlggglails’)ﬁ Preferred Term) 178 # 179 1 171 )

(MedDRA ver.18.0) 4> Grade Gr})a(ie Grade 5 4 Grade Grade Grade 5 4 Grade G;a;ie Grade 5
2EIEA 121 (68.0) 20 (11.2) 1 (0.6) 133 (74.3) 25 (140) 0 138 (80.7) 45 (263) 0
MmEFs KOV >R fmE

2 1fn. 5 (28) 1 (0.6) 0 7 (3.9 0 0 3505 9 (53) 0
i Bk e 0 0 0 0 (0.0) 0 0 14 82 6 (35 0
U HR BRI E 1 (0.6) 0 0 1 (0.6) 0 0 14 82 6 (35 0
M N iE 2 (1.1 0 0 1 06 1 (06) 0 16 94) 4 (23) 0
PN 0 AR T

FRODR IR RE A T 9 (5.1) 0 0 13 (7.3) 0 0 0 0 0
B RS

(T 5 (2.8) 0 0 9 (5.0 0 0 14 (8.2) 0 0
] 15 (8.4) 0 0 19 (106) 2 (1.1) 0 14 (82) 3 (1.8) 0
G 8 (4.5) 0 0 16 89 1 (06 0 56 (327) 4 (23) 0
M i 2 (1.1) 1 (0.6) 0 10 (56) 1 (0.6) 0 26 (152) 4 (23) 0
— % - REEER KOG OREE

I RE 6 (34) 1 (0.6) 0 8 (45) 1 (06) 0 10 (5.8) 1 (0.6) 0
957 40 (22.5) 2 (1.1) 0 52 (29.1) 1 (0.6) O 62 (363) 8 (47) 0
FEEL 6 (3.4) 0 0 11 (6.1) 0 0 8 47) 1 (06) 0
BRI IR AT

1SR 0 0 0 1 (0.6) 0 0 13 (76) 5 (29 0
R L O S

RAEOR 8 (4.5) 0 0 17 (95 2 (1.1) 0 26 (15.2) 0 0
B R R B X OSSRk =

RAHi 13 (73) 1 (0.6) 0 12 (67) 1 (0.6) 0 9 (53) 1 (06) 0
5 R 9 (5.1) 2 (1.1 0 7 (3.9 0 0 10 (5.8) 1 (0.6) O
PR SRR

K= 2 —m RF— 2 (LD 0 0 0 0 0 14 (82 2 (12) 0
BERLTE 1 (0.6) 0 0 2 (LD 0 0 11 (6.4) 0 0
FEJE 3 KOV TRk R

Jibd, 7 i 5 (2.8) 0 0 1 (0.6) 0 0 3505 1 (06) 0
B2 i Je 9 (5.1) 0 0 9 (5.0 0 0 2 (1.2) 0 0
Z 5 FEIE 37 (20.8) 0 0 42 (23.5) 0 0 6 (3.5) 0 0
W5 21 (11.8) 0 0 18 (10.1) 0 0 8 (4.7 0 0
RN SN 22 5 (28) 1 (0.6) 0 10 (56) 1 (0.6) 0 0 0 0
FH BB 10 (5.6) 0 0 9 (5.0) 0 0 2 (1.2 0 0

7285, 2 mgkg Q3W BEML TN 10 mgkg Q3W BHICRB W TN, FIEMERESE 1 41
(0.6%) KN4 6] (2.2%) . KiF% « BEO FHF 161 (0.6%) K66 (3.4%) . ik
[ (T« N U—EBERES) 2 6] (1.1%) KO0 fil, FHHEREREE 13 41 (7.3%) M
OV 15 1 (8.4%) | BHEREFES (RMEFEMER ) 161 (0.6%) XK1 4l (0.6%) .
TEAHEREREDE 1 6] (0.6%) KO3 61 (1.7%) . HRIBEEREREE 14 1 (7.9%) KON 15
5l (8.4%) . infusionreaction2 il (1.1%) KO3 Hl (1.7%) . BEEDOEEREE (FZFEH,
TERRAEBERE . ZTEALEE, JERIEIES) 161 (0.6%) L1 61 (0.6%) . BEZR 1451 (0.6%)
KO0 i, ESEAMEIE 0 IR OV 1 B (0.6%) . ks - BEREESE 0 IR TN 1 411 (0.6%)

10



WNTESE DR 0 Bl 2 B (1.1%) 23a8d b, £7o, BIFEREE. 1 RUEERM,
A% « BRUTBIRIE, DA A . Soe i/ MRS PESRBER VAR i M ORI BRP 3
B NIRRT, ARWEMAFEBRIUIEE RS FRRRAEMERE 2 5T) 2 a &R
%%%%‘g—o

@A FMAHRER (KEYNOTE-006 #5#)
BEFLIT. 10 mg/kg Q3W £E 264/277 1] (95.3%) . 10 mg/kg Q2W # 275/278 1511 (98.9%)
S ONIPLAE 239/256 5] (93.4%) (Z388 B AL, TRBEE & ORIRBERNA G E TE WA EHESF
GUE. TNEI 202277 B (72.9%) . 221/278 B (79.5%) K TN 187/256 B (73.0%) (Z
RO LI, WTIDDORETHRILED 5% EORWERIZTERO LB Y THh o1z,
6 WTILDDORETHEEEDR 5%LL EORIEH (KEYNOTE-006 35R)  (Z2 AT <t 54 )

B (%)

FERHIRHE (SOC: System

10mg/kgQ3WHE 10mg/kgQ2WHE IPTHE
Organ%Class) 2774 2784 2561
FARFE (PT: PreferredTerm)

(MedDRAUver.18.0) 4:Grade G;a;ie Grade 5 “Grade Grade Grade 5 “4=Grade G;a;ie Grade 5
ERIEM 202 (72.9) 28 (10.1) 0 221 (79.5) 36 (12.9) 1 (0.4) 187 (73.0) 50 (19.5) 1 (0.4)
R A

B A RE TUAESE 7 (2.5) 0 0 17 (6.1) 0 0 6 (23) 1 (0.4 0

R B RE AR T i 21 (7.6) 0 0 25 (9.0) 1 (0.4 0 2 (0.8) 0 0
B Ik
i3 5 (1.8 0 0 10 (3.6) 0 0 15 (5.9) 0 0
INTN 8 (29 5 (18 0 4 (14) 4 (14 0 19 (74) 16 (63) 0
T 40 (144) 3 (1.) 0 47 (169) 7 25 0 58 227) 8 (3.1) 0

H N Hz A 11 (4.0 0 0 20 (7.2) 0 0 1 (04 0 0
CTIN 31 (112) 1 (04 0 28 (10.1) 0 0 22 86) 1 (04) 0
M i 5 (1.8 0 0 10 36) 1 (04 0 14 (5.5) 0 0
—i% - RHEER OGO REE
1 9 31 (112) 0 0 32 (115) 1 (04) 0 16 (63) 2 (0.8 0
9 57 53 (19.1) 1 (04) 0 58 (20.9) 0 0 39 (152) 3 (12) 0
Y7 N
AST #4710 6 22) 1 (04 0 14 (5.0) 0 0 6 (23) 2 (08 0
R L OvesrEE
BAEIE 18 (6.5) 0 0 17 (6.1) 0 0 20 (7.8) 0 0
B SRS & OV Rk 55

BA &R 32 (116) 1 (04 0 26 (9.4) 0 0 13 (5.1) 2 (08 0
P9 6 (2.2) 0 0 19 (68 1 (04 0 5 (2.0 1 (0.4) 0
R ¥ KOV TRk R
O PEIE 39 (14.1) 0 0 40 (14.4) 0 0 65 (25.4) 1 (0.4) 0
St 37 (13.4) 0 0 41 (147) 0 0 37 (145 2 (0.8 0
= L EE 31 (11.2) 0 0 25 (9.0) 0 0 4 (1.6 0 0

723, 10 mg/kg Q3W B TN 10 mg/kg Q2W BEICIRB W CENLH, RIE MM A 4 4
(1.4%) KON 61 (0.4%) . KiFZ « BEO FH 10 61 (3.6%) KO3 6] (4.7%) . f#
TR (X7 2« NU—IEBERESE) 2 61 (0.7%) & ON0 B, FFkReRES 14 61 (5.1%)
MR 23 f51] (8.3%) | EHERElEE (RIS B RE) 261 (0.7%) KOV 6 (0.4%) |
THAFEREREE 161 (0.4%) KOV B (0.4%) . FUIRIRFEREREZE 28 1] (10.1%) K& TN 33

11



B (11.9%) . BIRFEZE 16 (0.4%) K2 4] (0.7%) . infusion reaction 7 i (2.5%)
KOs B (1.8%) . 1 BUBEIRIE 161 (0.4%) LONO0 B, BEED R ERE (52 EEIRiRE
ERE, ZIALEE BURIEIESE) 0 Il K O 1451 (0.4%) . a1 1 (0.4%) XM 1 1 (0.4%) .
e - BB RARAE 1 451 (0.4%) B OV 0 i, g - BEMEZR 0 IR OV 1 81 (0.4%) | TR
25 E G 3] (1.1%) KOVl (0.4%) 3R Bz, Fiz, EEMBEIE, LFff
P, P RO SR B . IR I OURIFERIE IR D Lo 72, AEIE
RFBLRDUIBIHE RS (BAMRAEERE 2 5T) 2B 0EHHERE =T,

@FE I FEFH AR (KEYNOTE-054 #5R)

HEFERITIARAIRETIL 475/509 1] (93.3%) 12, 77 BHREETIE 453/502 1] (90.2%)
ICRBL LT, 1R ORREBEENEE TERWAERGIL, AFIFETIE 396/509 i
(77.8%) 12, 77 BAREETIL 332/502 il (66.1%) ([ZHBLL Tz, WT I ORECTHRILE
D 5%LL EORIWERIZTTRDO LB THoTo,

# 7 WTIOORETEEEDR 5%LL EORIES (KEYNOTE-054 35R) (22 2T <t G 4E )

WoE ook 4y E| (o soc: B (%)
SystemOrganClass) ARHIEE Placeboft
HAFE (PT: PreferredTerm) 50943] 50244
(MedDRAver.20.1) 4 Grade Grade 3-4  Grade 5 “4Grade Grade 3-4  Grade 5
2EIEM 396 (77.8) 74 (145) 1 (02) 332 (66.1) 17 (3.4) 0
R s
FOIR IR RE TUESE 49  (96) 1 (0.2 0 4 (0.8 0 0
PR IR RE A T 73 (14.3) 0 0 13 (2.6)
B IBEE
] 94  (185) 4 (0.8) 0 82 (163) 3 (0.6 0
L 58  (11.4) 0 0 43 (8.6) 0
—i% - R EEL LU G ORE
) 9E 48  (9.4) 0 0 34 (6.8) 0 0
9 57 143 (28.1) 4 (0.8) 0 135 (26.9) 2 (0.4) 0
BRI AT
ALT #5/0 26 (5.1) 3 (0.6) 0 16 (32) 1 (02 0
B R B L O & LRk =
RE A 51 (10.0) 3 (0.6 0 47 (9.4 0 0
5 R 26 (5.1) 0 0 15 (3.0
PR R B
GIE ) 37 (1.3) 0 0 33 (6.6) 1 (0.2) 0
MR, MERFS I OViEhR F
) K] 5 27 (53) 1 (02) 0 14 (2.8) 0 0
FEE R KOV PR ARRE
Z 9 I 85 (16.7) 0 0 49  (9.8) 0 0
B 49 (9.6 0 0 32 (6.4)

7ok ARFIREZ BV CTRIE MR 15 61 (2.9%) . KB - EHEE O T 23 5 (4.5%) |
JFHSRERRSE 46 B (9.0%) . BiHRErEE (RMIAE M R%E) 2 6] (0.4%) . F IR
REFEE 11 61 (2.2%) . FURAREEREREZE 105 1] (20.6%) . EIIBMERERESE 5 1] (1.0%) .
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1 RUBEPRIE 5 61 (1.0%) 5 &5 g% 2 B (0.4%) | Fh4k - BRRUH@IRIE 1 61 (0.2%) .
Pege 2 B (0.4%) . BEREAESGE 1 6] (0.2%) . Dk 1 1] (0.2%) W ONZ infusion
reaction2 5] (0.4%) 238 LTz, F£7o. MRS (%7/ NU—IEERESE) | HEE
DRZEEE (R JEREEIREGERE . SIALEBE, FEREIESE) | M - B, e/
MRV PESREES R . W IR 1 e DR IFERS 1358 H v o 710 ARRIMERZE SR DU RS
HHESR (BAMEMEET L) 230EHERE =T,
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Uik - HE]

RIGUIBRARRE 2 M B BB 2 x5 & L2 B AR SR (KEYNOTE-002 55k &
UNKEYNOTE-006 &) D%, 2 mgkg Q3W. 10 mg/kg Q2W K T 10 mg/kg Q3W
DT LD HE - HEIZBW T HARANOF R LRI ZRITRD e o
77
KN O RHE S BhREfRMT DA S, FEMERAEREE 2T 5 200 mg Q3W # H-Kf o
AUCenc GEFIREEBIZISIT 2 6 WM O FE-FRef b AR FiEAg) ol [10% 5, 90%
] mg-day/mL) % 2.16 [1.45, 3.04] mg-day/mL T&H V. 2 mgkg Q3W 5 KED
AUCss 6wk (1.32[0.722,2.06] mg-day/mL) &FA{EL L. 10 mg/kg Q3W F 5D AUCss 6wk
(7.49 [4.32,11.3] mg-day/mL) % F[a]->7=,
MR AMEBE 2R & U ARHI OWREE ROSNT OFE R et S ik HE Q2
mg/kg Q3W 5., 10 mg/kg Q2W $£5- K TY 10 mg/kg Q3W #£5-) D T AUC swk
EAINE R OV & ORI R BIEIIER O b o7z,
AHNOREMARYEEET LV EZFA LY I 2 b—2 3 280 AH 200 mg %
Q3W, 400mg % 6 MMM (LLT TQeW) L 9,) XL 10mgkg (KHEH) % 2
ik (CLF TQ2W] 9 ,) TEE LIZBEOARAIO Mg HIRE P E S iz,
ZDFER, KA 400 mg &2 Q6W TG L 7=BOARK| O EH IRREIZ I 5 FH M iE
FREE (LT [Cavgss) &VV20) 1. A 200 mg 2 Q3W TH L L7ZFRD Cavgss &
JRT 5L TFlEnTe (FR), £, AAI400 mg 2 Q6W T L L 72RO AHA|D
EHIRRBIZ BT D e m g FIREE (LLT TCmaxss) & VY 96) 13, AFAl 200 mg 2 Q3W
TG LTEBED Craxss &L CEEZ T L THIESNTZH 0D, BARANBEIZE
WTHARMEDHER SN TWD L - HETH 548 10 mgkg (REH) % QW TH
B UTZBED Craxss & I L TIREZ R & Tl S (FR), S 6, BEEANHE
B 2R RITAHK 400 mg & Q6W T 5 L 721/ B 1AHFAR (KEYNOTE-555 #/5%)
L 0EONT-FERMEIZE S S EYBRE T A —FF, VI 2 b— a3 Tk Tl
L7cEWEhie 7 A —2 LHFEIL7. (TR), M T, HEEOEEIZH T 2 KRR
BREGRE IS & | ARFIOREE & & Ao X T 22 & OB A2 REH 2 &S T
TIVIMEZ XL, AA| 200 mg 2 Q3W X% 400 mg & Q6W TH 5 L =R OIRFE &
AT N & OB OW TR S Lo ]y B E - HEORTH
SR R OV BRI 7 22 BT 7 & PRl S Tz,
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#* 8 ARFNOFEMEHEE T X —
FE PR | g | GgmbD | GgmD | Ggeb | GembD | GgmD
200 mg Q3W! (58.5'5(,)519.7) (27.27?38.1) (17;;?’11 8.3) (91.3?'984.1) (49.?3(,)’;1 1.0) (30.35(,)'39 1.4)
400 mg QW' (12;,2?2_4) (32.%)??2.7) (10.2(,)'160.@ (142?49) (50.51(,)'57 13) (192?50.9)
40(0%%?&6)\)\1 (1351.2,6.10;6.4) NA (14.1:'?;4) NA NA NA
10 mg/kg Q2W! (21%,2223) (14;“1‘45) (11;,1 ?21) (422,2233) (272,7282) (19;9;00)

t:n=2,993, 100 [HlDY I = L— 3 2LV HH SN TEEO P RAE (2.5%4, 97.5%45) « Cmax : F[H]
By 1% O B MG FIEE . Cave : MEHE G- OFEJMIE FIREE . Coin = WG (1 702 Felail) DRk
TEPIRIE . Cmaxss © EFIRIEIZIT D B MIEHIREE . Cavgss :
RBIZ I 1T D Bt 17 i
156 BIDBAT I (95%(= HE X))
§ 41 BIOREEIE (95%(FHIXH)

NA : 472 L

15
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4. FERZlZOWT

RIGOIBRARE 22 A R A (e~ 5 /KGR A & LT kiR A (e Blfiar) 23aRke
BNLTNWDHZ LD, Ul EAZEUICEBETE LA THLILER DD, £D LT,
I Y 2 7 EEGEHE (RMP) (ZHD & | AHI OB G 22 ARG ARTE B~ {7 ) (R 23
b HhiEk T > T, AANOFGN#EY 72 BEZ22W - FE L, AAlOREIZX Y 'EZ
RIERZIBL LTRSS T 2 2 & REE el LT DOO~@ DT & il 72 T ik
IZBWTHEHT 2 XETh D,

O MEFRIZHOWT

D-1 T%@(Uﬂvs)@w?Mﬂ_&éﬁéﬁ ¥ ChHhDH I L,

(1) EAFZEBREIGET D0 A2 REENLTRPE S (BRE RS A S HEIL SR .
%ﬁﬁh%ﬁ@%%ﬁ%%\%ﬁwwﬁﬁr%ﬁk)

(2) FrEHRERPE

(3) HBEAFERFNFENIEET D0 AR (DS AU EEHEIEEWRPL, 23 At
Wb, DS AR EEHEE R e &)

(4) FRALFEIEE 28 L, S RALFHREMNER 1 OISR AREIENNE 2 Ofiax KL UE
AR D EH AT > TV D filisk

(5) PUEMES AL BN Of % S TAR D Jm H 21T - T 5 fitiak

®-2 %‘Tﬁ%@ﬂ%@ﬂﬁ?ﬁ%?ﬁ&(ﬁ%‘”’ﬁﬂ%%E‘E%H%E@iﬂi N WA SIE Rt 17t S RO ]
(FROWFTNNITEEY T HER) 23, YEZEROAFICET 2IGROBEE L LT
BlESNTND Z &,

ESS

o [ERIRFFEASE 2 FOPINHEZE T L7cRIZ 5 LU EOR AIRROEIRIHE 2
ToTWHZ &, 96, 2FU HIE, DAFMIREL T & LZBRER - ONHE %
ToTWHZ &,

o [EEMEFFEUS% 2 FOYMINHEZE T LRI 5 FELL Lo R EEMEETZ RO
KRR AR L TWD I &,

@ BENOEIESFHE B ORIV T
I EHRE B E T 2 LA DR E S, REEEEN O OERED ., AR - &
e i%MME®£ﬁ&UE%$:ﬂ¢5%$%&:ﬁ%iﬁﬁ%ibt%é@ﬁ%
EH, HEDNESHIATONDIEHIRE S TND Z &,
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@ REIEA~OXIEIZONT
-1 FIVERFEBLREO A HZ B3 2 i

R PERR B D EE AR BITEA R A LT-BRIC, 24 BRRIZ2IRIRHIO T, Mk X
VB R (23T, B L 2 BIENCS U CABRE L O CT £ O FIVER O BRI
B EDORERN Y HHRIZE G, EHICRHIGC TR AEHINE > TWnWD Z &,

@-2 EEEFEICLD2EEFELICICET 5 E

DN AR 2 B 2 Jnsk B OB RE A2 A9 D IR HE NEER =X U v 7
EEDTERDOA 7 ) —= T HTOWERE L EHE LA TE 5 F— LR 23
fiEShTnWbZ L, 2B, BiAHICOWT, RABRE EZOFBEICHTITEAMmENT
WhHZ L,

@-3 EHWEHOZWox ST LT

AUER (FEMHEMEBIZINZ . KIBX - /DMak - BEO N, BIEFX - A2 - 1T
FERERR S - T2 - M LMEAR/E 28, AR S R EMERBRSE) | NoWRESE (F
MAEEIE T, FURIE RS, BB HEEES) | L ABEIRA, SR, Mk - 55
WU RLRIE . e, B OKREREE (R EEREEERMAE, RERIRIRE R, 2
ALEE, JHRJEIESE) . infusionreaction, AMZ% - B, HEAEMMESGE, MPREFEE (7
Vo NU—IEGRESE) | D, BEERMERES (i MOBA M EREER . I
A, ARIFERES, MERERIERESE) | MEREEFEMEE, M%) ICx LT, Haxhiiak X%
ITRE RSB OB A2 A AT & HHE U (RIVERH Mok 2B L TS L TV
BEZITONOIEHICHDZ L) | EHITHURLENTE HEHNPESTNWDZ L,
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5. &G LR DEE
[B2h B+ % 1]
O TROBEIZBONTAROFENIEN RSN TN D,
o ALEERIERE D 72 L OMESERIERE O & 2 HRIG YRR RE 20 v B if R
o ERYIBREOAT -V EY oEMEAEBE BT DTSR E
728, BRAF G AERZAT HHREFIZEVCIL, BRAF [LEARNC L 276F L EE
THI L,

@  FREIZCEEY T D ARBIOPEE K OMEFH 5 IEIZ DWW TE, ARAN OB ZIMERHESL SN TR
59, AFlOEERE /B0,
o fhOPUEMREEAIEOPH L TR S D EE

(‘e EIC B4 2% FH]

O FRACEYTHEFICOVTIEIAROR LGN T E SN TWDHZ Enh, &5 51T
brpnz &,
o ARFNDEIIZHT LIBBUE OBEERE O & 5 B

@ VRERTOFHIHIZ B W T FRRICEZS T 2 BF IOV TL, AAORGIFHEIE I 7w

D, AOIRFRPUR A 2 NGEICIRY | HEICAHZEHT 22 L 2BETE D,

o [HEMMEEOEIUIBED & 5 B

o B AR A CRHIE S 258 6 D A K ONE B 0D FH Bt ¢ <0 R G 1 it ¢
LD RIEMZA LN B D BE

o HORERBOAOF SUTEMR A L IEFHRMEO B o RO T ED
RN ey

o JEEsREE (EMSHIRBEEL 5 T) Ob D EE

o MDY UIBEE AT HEE

»  ECOG Performance Status 3-4 2 »EH

(2 ECOG @ Performance Status (PS)

Score EFH

0 |E&MELIEITE 5, FBWATE R LA EAEESHIRZ AT D,

PIREIZIE LW EEN SRR S 4525, BTHRE T, AR > TOERIIT O Z &N T D,
Bl BEOFE, FHEE

BATRIBETH S OE ORI O Z L 13T X TREEEDNEEILTE 20, HHFO 50%LL Eid~y R4 Cild 29,

ROENTZESOHEDEY DZ L LTERY, BHRO 50%LL EE2 Xy R+ TimId,

F G VS I I\ ]

ELET RV, BGOHFOEIY O Z LT TERY, BRIy Rk T#IT,
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6. WEIZBL THETREFHH

@
@
®

WA SCEF TN 2 BOEIREEE D TR 2 RS 1T D & ARH O FEME K OV EAE

MO OIZ B ERE B L T oAT 2 &,

TRIRBIARICIENL S | B UTE OFIRIAMER ERMEZ 2 L, [FEZ2 15

TmbEGT5HZ L,

FERBEER O~ XD AL MZHONWT

o [WHEMMEERNHLONDZ ENH DT, RKEOEEIZHT->TiX, YIHE
W CEEIAL, PR RIS, mkaE) ORERR & OO X #ifed o Fhass, Blggs +
AT H T ke Flo, BEITSUTHE CT, MG~ —F —FEOMRA % Ehid
HT L,

* infusionreaction 23&% H I 5 Z L3 %H %, infusionreaction 237D H AL A T
I, WYRALE 21T O L &I, EERNEIE T 5 F THREDOREEZ oI 8l%
T5HI L,

o HURMEEREFETE . TEAEEREREELXORIBEERENHLDNDHZEDBHDHD
T, AANOFH-BRAGRT K O G- I I30E WIS N ef &2 (TSH, bERfE
T3, 8 T4, ACTH, I =L F >/ —VEORE) ZFEMidT 252 &,

o BIENTR. AR, MEREREE . IR, EEEERRH LoD 2 &b 5
DT, AFN O E-FAbEET M OF G- F i3E eI iTpgaem & (AST. ALT,
y-GTP, Al-P, BV /LEHOMIE) 2EfT5Z &,

o FEIEL (MERKEOMLEEHREREZET) EOHEERIREELH Hbid
ZENHHOT, EFICIROEF OFBEMHRT 52 L, £, IROEF N
RO OLNTHEITIE, HONCERENZZ2 T2 L )BEFELRETLHZ L,

o ARHNOEHIZLY | WEEDORIERIGZERT D EB 2 LIV A I EBNE
DHOLOLNDZ ERDHDH, BEDPBOONTLEICIE, BELEFRIIS U
B 20 ik & R BR 2 RO [l &l U ClE vl e iR M 2 1T\ R EE O sk
FOSZ & 2 BWER N B 25561213 AFIORIESO I IR, K OREIE RE R
NEVRIOBRGEEZBETHZ L, 2B, BIBRERLVE L OREIZEYEIE
HOYGENFED B2 WIGEIZIE, BB B AR VE LSO & 1 Fl o e hn
LEETDHZ L,

o BHKTH. BOHRMN Oy ARRE L CTHOERWERNREET L2 DB H D720,
AFNOFGHETRIZHEWEHOFBU A 2ITEET D 2 &,

o I AUBERRIRE (BUE | BUBEIRIFE A E5T) b bbiv, PERFEMES FT v R—v X
IZELHZENRHLHOT, Ag, Fl, EHZEDEROFEELCMBEEO R+
SEETHZ &, 1 AERBEN SO E IR GEERIEL, AR Ul
H OGO R LEZ1TH 2 &,

I UIBRASRE 2 M R AR (IAE T 2 BR IR, AFIOBIRRERIZI W T, &5

BRLEDN G 3 I AL, U LAREIX, #5866 1 FERIX 6 B Z & ica bk DFE

fiZzAT> TN\ Z & &2BBIT, AFERGTIXEMIDROMREEZ1TI 2 &,

SEARYIERE O M BANEERE ~OM S MBIEE & U CTEHT 2 BICIX, AR OERK

RERICBWT, B OREFRE T 12 B I L ITHEIMEOFHL 21T > TV
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122 & BBEBI, AFORGTITEBNROMRE 21T O Z &, ok, ki)
ke LTHEAT 25E810F, ARIOFEGHIZ 12 VAETETDHI L,
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e HHEE T A NF A
NRAT7n ) X<v7 (B Z)
(BR7e4 A b—Z S EE 100 mg)
~HHAHR R Lo fE~

YRk 2 9% 1 1 H (4F8 34F 8 HIUET)
JRAETTEA



ER/%

A o

XL DT
AHNOFFE, ERET
i IR A

)i 4 el ANE
BHXG L 70 D A

BOICER L TRHE T~ EHIHA

P2
P3
P4
P7
P9
P10



1. ZUoic

IS OGN < REMEDHEROT- DI, WA STEZEITE SVl E el 23R D
B, 6T, IEORFEHNOMEAIZ LV | FUREIKS 22 & OFHN 72 Frli/F A%
FPESMDPEAB I NDHF T, 2o OEEMLZ BICLERBEITRMET 5 2 L EREO
AR & 7o TR Y RIFMBGER & SO FAT #2016 (TR 28 A2 6 A 2 HEERE)
ICBWThH, EHERLEOHHORBEHEEZXS Z LS TWn5,

BFORERE ST, KBRS 2T 0 7 7 A VBB FOESK L & B 5 25
B ENRDHDH, ZOD, HIMEROLEMEICET A ERNH0EMT 5 E TOR,
WMELEHG DO BE LR ZIT 5 2 EPWIRE SN BFICK L THERT 2 & &bz, BIFE
FDFEEBL U= BE 72 kb &2 & D 2 & DS ARE 72— 8 O B &3 7 9 A B < F
THIENEETHD,

L7eRoT, KA RT A4 TiE, BIFERES ZNE TITE LN TV A EFLIH -
B RIS & | LT ORI O e 2 HEET 2880 b B R EE & %
F RO EFHE R~T,

I, ARITA RT A %, MSIATBOE NE S RS O, AMEANR AR
BRI s . — M A B ARERIR N 2 & OB N B AR iR 52 O i ) o
b EERC LT,

KfG L I HEIEN A M —F STEERE 100mg (— k% AT e U X~ T (Eis
THREHL %))

R LR DREIDR © R SUTEREME D YR % ) il

MEERDREROCHE  @% ., AT, a7 n ) XA~7 (EaEfz) LT, 1
[8] 200 mg % 3 @A IR 13 1 (5] 400 mg 2 6 [HfEFR T 30 53 fH
DT T RIEFET 5,

3% R 58 ¥ & MSD Rtk




2. KRANIOFHE. TEREST

XA M —H BIEEHE 100mg (—i4 : XA 7r ) X7 GBEFHZ)  BUT TR
Fll EvvH,) X, PD-1 (programmed cell death-1) &% dD U %> K Td 5 PD-L1 & T PD-
L2 L OfEEZEHERET S, B MEIgG4 £/ 7 v —F AFURTH 5,

PD-1 & H& 13 T FA e BEARRSAE 2> & 38 2 72 1203 AR SR 3 2 3 2 s 28 il £
AA »F T, PD-1 (F, fEFREREBICEWDCEER T MilgoMia£mic BB L, 3%
& i % B o AR LB TR R 7o SE R S & il 35, 7B, PD-1 (XU H o REfE
ATHZ LKV HURZRIRCE D v 7 VBEZ AT 228K Th D, PD-LI
DIEFFMEIZIB T 2B DTN TH LN, Z<ONRAMIBTIE T Miao@ = 2z
HIFEWENCFB L TV D, DAFIICEIT D PD-L1 OEFEBIL, B, Ml .
A . SREE . FE/INRaTE 72 & DRk A e A TTHARRRKE - TH Y | RWAELFR
& OB HE STV D,

BED D/ DEGIKRI T4 & PD-L1 FBLOFEEAMEN S, PD-1 & PD-L1 OFREKILAEE
DGR BN T HEERREZHE ) Z LR ENTEY | Hime N ATEROFER &
LTHIfFSh T 5,

AANX, PD-1 & PD-L1 X OVPD-L2 Olj U > ROFEREREST S Z Llck v, 5
W NBRBE Th D RS OO HIE A T U o SERA TR L S8, HUEE S 2 FEE L
T 52 & THIEG IR ZFET D,

ARFN DR IR 2 He < BE DS RISIC £ 5 BHEA S ® b, BEUIIE I
DR B D, AAOBGHROBGHIIE, BEOBIEE IO, BEH IR
D BTG AITIE, BB L HGUTIE U B 2 ik & B8R & FF o R Afl & L Col
U7 RIS 21T\, BB DS RS X 2 BIER 28 5b 88T IE, B R AL
LI OB S O RILE 51T 5 LB DD,



3. FEIR RS
R T HEEEYE D IR % U o B O IR ERIFIZ AT 21T o 72 e B R R EBR O
D% - i A

(2]

E] B2 [R5 T AHRAER (KEYNOTE-087 #ER)

BRI ERYEO B LA % o U o oSERE 210 B, AARAN 10 Bz ETe) OLLT
D 3OO aR— hEIRIZ, AAI200 mg 3 BEME CLTF TQ3W) £wvo, ) #E5OD
HINE R R EVER BT S vz,

- BEEMBMRBHITRIC, 7L YR v~ XRRF AL HIEEEZ T HE

FH (aFR— 1)

- HEE BB HEIERIS THY . hoT LY <=T XRF UL DIEKE

2B (mR—12)

- BEE MBI TRIC, 7YXy ~T RRFF AL DIRRE (—RIEHFEX

ITRARILFERIEDO—BRE LTOT LY F~T RRF AL DGR ITE £ 72

V) EEZITTWRWEE (ak— k3)

728, EHGEHN TR ABEIT AR SN HAIC, REETT 2 R AR b
%@%%%Kfﬁbfné%ﬁfﬂ;&EuM@ GEHI CRBETRRD LD E T
Kﬂ@&ﬁ%%ﬁTélkﬂﬂ%kéhkoi%ﬂﬁ@ﬁ?%éﬁﬁé(&ﬂTWG
criteria (2007) (ZH:D < FUHEIC L 588285 (CR) XUETE %) (PR) OFIE) |
1 OLBYThoTo, oB, FANIRE INZEERSDEIL. WThoak— b%
20% CdH o7,

#1 AHLMERGEE (KEYNOTE-087 3 5%)

aR— k1 IR — 2 amR— 3
(69151) (81451) (60f31))
7840 (CR) 15 (21.7) 18 (22.2) 13 (21.7)
. | #2725 (PR) 35 (50.7) 35 (43.2) 27 (45.0)
Bil%K -
(%) “ZiE (SD) 13 (18.8) 9 (11.1) 13 (21.7)
17 (PD) 3 (43) 17 (21.0) 7 (11.7)
A ANRE 3 (43) 2 (2.5) 0
Fh=%= (CR+PR) (%) 72.5 65.4 66.7
(95%{EHE X [#) (60.4, 82.5) (54.0, 75.7) (53.3,78.3)




[Ze 2]
[EFRIC[FZE M AEFER (KEYNOTE-087 #fiR)
AEFRITHBRAM T 202/210 1] (96.2%) 127 v, EIVEHIX 144/210 1 (68.6%)
IZFD BTz, FEBEN 5% EORWERIZER 20 L EBY TH- 7=,

#2 FHERDN 5%LL EORNWEA (KEYNOTE-087 ikbR) (LM S4EM)

ZEBIRSy¥E (SOC: System Organ Class) @fggﬁﬁ/}i{

JEAFE (PT: Preferred Term) " 21 Oj{;:'lJ

(MedDRA/J ver.20.1) % Grade Grado 32 Grade 5
RIEH 144 (68.6) 23 (11.0) 0
Mgk KOV >R fmsE

B HR BRI 11 (5.2) 5 (2.4) 0
P53 PR

B B A REAR T i 26 (12.4) 1 (0.5) 0
B MRS

T 15 (7.1) 2 (1.0) 0
L 12 (5.7) 0 0
—i% - BEFEER X OB SENORRE

I 57 19 (9.0) 1 (0.5) 0
FEER 22 (10.5) 1 (0.5) 0
PR R IR E

GHYE 13 (6.2) 0 0
MR ER. MOERES K ONERmPEE

B 12 (5.7) 1 (0.5) 0
FEIE 8 X OV T fbE =

95 16 (7.6) 0 0

ek, RVEMERER BT 6 B (2.9%). KGR - EEO FHIT 3 H] (1.4%) ., FPfRpEE
(7 v« NU—EBEREE) 1 X161 (0.5%) . TFEEREREE I 8 il (3.8%). AIKIEEME
1329 B (13.8%) | fh % « RS ALEIE 1 2 61 (1.0%) | infusion reaction 1% 17 51 (8.1%) .
SEIFERIZ2H] (1.0%) KODFHRIZ 1A (0.5%) THRO LN, £, BEOKE
b (R RERGIRARAEMERE, ZIALEE, FARRIESE) . FIRMHEREREE, BIBHREEREE, 1
RUPEIRIG ., BAgRerEE (RAEMEMBRE) . R, HEMEIIE, MK - Bk, &
P M I IR PSR BN . VA IMAE R I & R ZEEREEIERR O B ALy » T, REIVEF B
W EFRS (RAMREMRET L ET) 250EIBRETT,



[FHik - HE]

ARNOREREYERETT L EZFIH LIV I 2 — 3 12k, AH 200 mg %
Q3W, 400 mg % 6 MMk (LLF TQeW) & 95, ) XiF 10 mgkg ((KH) % 2 M
fkm (LT TQ2W1 &9, ) TG LZBOARR O MG HIRESHRG S, O
Fe. AAI 400 mg & Q6W TH G- L7=BEOARHF O EFIRREIZ IS 1T 2 P MG g (LA
T [Cavgss) V9. ) 1E. AHI200mg 2 Q3W THEH L7ZFED Cavgss & LT 5 & T
Ehi- (F#) . 7. K#H1400mg % Q6W TG L =B DOARA| O E HIREEIC BT 5
EE FIREE (LLF TCmaxss) &V 96 ) 1F. AAI200mg 2 Q3W THeH L72BRD Craxss
g L CEEZ R T E TSN OO, BARNEFIZE WD TERENFHER ST
HHE - HETH 544 10 mgkg (RHE) %2 Q2W THEH LTZERD Chaxss & G U TIK
EERT TSN (TR) . I, EERAHEEBEZ XRITAHK 400 mg 2 Q6W
TG L2/ B (KEYNOTE-555 i5R) K 0 15 5= ERMEIC S < EiyHhke
WIA=2T VI ab—ra AT THILTCEYEIRE T A—2 LHEILTE (FR) .,
Iz T, BEOFEEIZIT 5 EERABREGGE IS D & | AFI DR & & A XL e
& OB Z R DREE ST T VDS S v, AK] 200 mg 2 Q3W XiE 400 mg &
Q6W THL L7ZBROgEE & & Ao TR et L OB Y W ORGSR, E
SEORE - HEOM THME R OZ MM e 22 BT v &Pl &Sz,

K3 AFOEKYERENT 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?309)
4%§§%E§N (B;é?SaM NA 05:?;0 NA NA NA
10 mg/kg QW' <21§?§23> (14§??45) (11;}?21) (423?333) (2727282> (19;?200>

F:n=2,993, 100D I = L—3r 3 N LY HH SN2 % EEO FIE (2.5%5,97.5%4) « Coax @ FIEIHE
H# OB MIEFIRE. Cag : PIEIR55%OFEMIEFRE, Cun: PIEIERGH% (A 702 ) OFiRiE
HIREE . Crnaxss © EFCIRIBIZR T 2 B MG PRI, Cavgss 1 EHIRIEIZIS T 2 FHIIMTEFIRFE . Crminss : EHIRAEIZ
BT B FeARum i i

I 56 FIORMELME (95%(ETHIXH)

§ 41 FIOREEME  (95%(ETHIX[H)

NA : %72 L




4. FEglZ oUW T

KR & LTl AR (2FIRE) AT ON TS Z b, YHE 2
UNZHETE Digk CHOIMERNH H, T D LT, AF OGN @b 7 85 2320 - FF
E L, AKANOBEGIZE Y EERRERZRE LIEBRICHINT 5 Z LB E R, UIT
DO~BDT R T &G ThXIZBWTHEAT I XETH 5,

O MEXIZDOWT

O-1 TRED (1) ~ (5) OWTNNITHEY T HHRTHDH Z L,

(1) JEAETERENEET 203 A2 FB LIRS (B IE IS A2 E L SR B
HUIE S AR B EERL R, HUER DS ARSI RE 7 &)

(2) FrEMERER L

(3) HBEM RN ENFEET D20 ABIFEEERRE (DS AR EWRbL. 23 A2
W RBE, 3 AR EEHERE B e &)

(4) FRALFEIEE 28 L, S RALFREINER 1 USSR 2B 2 Ofigx 5L 1E
AR DR AT > TV D fliex

(5) PUEMER AL BN Of % SR D a2 1T - T 5 fitiak

M-2 HHAR D F U R EO R K OBIE 38 B O S 2 45 72 Fnek & 1%
Bra R oERT (FEOWTIIIIEYS T DIER) 2. YZ2FEROARRNZE T 5 1BED
EEHEL L RESINLTWND Z L,

#*

o [EENEFFEUSZ 2 FOYHNHE ZE T L721&RIZ 5 FLLEO D ATREDERRIHE 2
ITHoTWBHZ L, 96, 2L EIX, BAZEMEEZ £ & LEERIES S ONHE 2
IToTWBHZ &,

o [EEMEFFESE 2 FOUMIMHEZE T L72&IC 4 FFLL EOBRZEREZ A L T D
ZE, 9B, 3FELL T, EMmAREMENELE O 2 A SEY L A B TR IR R S O AHE
EIToTWBH T &,

@ BENOEFMFHREEHOMAEHIZONT
R S BRICIE S 2 BMEA DAL E S, BRSO 6 OfF 3D 7@?&3 M- 22
EVESERER T IO E B QRS T D I iett, AFFERNEE LG EOWmE
EHB. ENESLNIATONDEHINE->TVWD &,




@ FIEH~DORHRIZ2ONWT
-1 fsR ARSIz B3 5 Eif

VMR R RS D B A BIVE SR AE LT-BRIC, 24 BRRIZZIRIEHIO T, iR X
TEEE R (23T, FEEL L2 BIENCS U CABRE L O CT O FIVER O BRI
B EDORERN Y HHRIZE G, EHICRHIGC TR AEHINE > TWNWD Z &,

©@-2 EFMNEEHICL DHEEFSHCICET 5 EH:

IS ARSI HE D D P 22 Gk e O RE 2 A T A IR EAE DNEER T =42 ) v 7
EHEOIERDOAT V== T EITOERE & HREZ LA TE 5 F— AERIKH 2V
iESNTWAZ L, 2B, BiEHEICHOWT, RAERE EZDOFRBEICHSITAmENT
WhHZ L,

@-3 BIEHDOZWrCx T LT

RIWER (FEMEMEBIZINZ ., KX - Mk - BEO N, BUERZX - A2 - 1T
FEREREE - IF2% - LMEREA 2, SRR S RS RIEMER RS . NowkEE (T
MERPRREFEE . HUR IR S, RIBREREREDE) . | BUBERIA. 5 & D IRK, 7k - Bk
TIRMEAE . BEA, B OGRS (WEMERZBIERAE, FRERBEIRE R, 2 AL
BE, FRIEIESE) . infusionreaction, M7 - BEMEESc, HSEAL M E, MRkES (7 -
AN U—IEERESE) | D2, B 7R Mk FEE (S M i VR M SR B . ¥ MR I
IREFERES . MERRRIERIESE) . MERBERIEMRE, RS 13 L C. Mkt X3
JEFSEA DR 2 A3 5 AN & s U (RIWEH OO IR L CHRER OS2 5%
TONAEMICHDH L) | EHIZHEURENTE LGN ESTND Z L,



5. BEXG LR DEE
[H2EICBE ¥ % F]
O B FE MR ARG SUIR A O TR T EHR O iR o % U v
/W@%%LkWT¢$WWﬁb%%F§ﬂTW5O

©@ TREICEEYU T 2 BB AT D2AF OFRE KL OHERITIEIZ SV TR, KA DA R
MESLSNTELY, AAOHRLGHR LRG0,
o AEFRIERIGRO B,
o MOPUENERELA & OB,

(ZatEicBd % Fm])

O TRUCHEY T AEREFIZOVWTIEAFOEBRENEZ L SN TWDHZ Enn, BEE1T
bipnz by
o KA LSBUE DB D & 2 B3

@ IREETOFHmIZ I\ T TR uﬁféﬂ‘é BEIZONW T, AFOEGITHER S N0

D, AOIRERPFUR A 2 NGEITIRY | HEICAFIZEHT 22 L 2BETE D,

o [HEMEMZEEDOED X iﬂ%ﬁ@%é%%

o A EE AR A CRE R 258 2 B K ONE B 0 F B it 2¢ <0l e M fiti 2%
FEOMMIZRIEMEZE N A BN D BHE

o BHORERBOED, UXEMERZE L IXHEFREMED B Oz R B OB O
b5 BE

o RERBME GEMESMIBMEELET) ObbEE

o FEBEOBYSUIB A AT LB

*  ECOG Performance Status 3-4 "V

GED  ECOG & Performance Status (PS)

Score | EFE

0 | &<MERIEFE TS5, Bl &lFE U HEAERNHRZR AT D,

PRREIZI LUEBNTHIIR S 225, BTAIRE T, BAIEESEE > TOMERITITO LN TE D,
Bl BEOFE, FHEE

TR CHSDOH DRI O Z L 13T N THEELEDERIZTE W, HHD 50%LL BiZ~<y FACiE I,

BHNTZEHSOHEDEY DZE LNTERY, HFD 50%L, EE2Xy RO TiRz1,

AW

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




6. BHICEEL CHHETREHHE

O  IRASCEREITINZ ., BEIRE S D IRAT 2 BB 1T 3D E ARHI O Rtk & OVl 1E i
DT OIZ B HAE I L TS5 2 &,

@ JHREBIARICENL D BE T F OFRICE MR OERMEE oA L, FEE2 S
ThoETHZ L,

@ FEREWERHO~RT AL MIZDOWNT

MEMEMERRZ D 50D 2 EDRHHDT, KO GIZHT=-> Tk, WIHE
W (BG0dv, PRURIREE, Wmkas) ORER & O X fRiRds o i, Bz +
AT O T &, Floo BELTS UTHIES CT. Mg~ —F —F O/ 2 FEhi+
5k,

infusion reaction 23 & 5 0I5 Z L 3% %, infusionreaction 23728 H AL AT
X, WURREZIT D & &b, SRR EIE T 2 £ CHRE DR L 08l
THI &,

FURIRSEERE R . PR E K ORIBREREENH O DONDLZ N HDH D
T, ARHNOFH-BAGET L O G-I IE SN wrssie iR (TSH, 78
T3, i T4, ACTH, I =LvF > —VEORIE) Z2EMET 5 &,

BIERF 2%, A4, ITRERERESE ., TR, {LHERERNH L DNLZ 0N H D
DT, AHNOEG-FAMERTR O 5 W P IE I iTseEMR A (AST, ALT,
y-GTP, Al-P, B U LB HOHE) ZEMTHZ &,

SEIEE (MR L I BHEAER ZET) FOEERIREERS b b
ZENHHOT, EFICIROEF OFBEMRT 52 L, £, IROEF N
O BTG EITIE, HWONICERKEEE 22T 5 L0 BEZRETL 2 L,
AHNOBEGIZ LY | WEOGRIERINIERT 5 &5 2 bILA Rk A B E
DHOLOLNDZ ERDHDH, BEDPBROONTLEICIE, BB LEFRIIS U
BEPHE 70 ik & ARk & RO Rl & s U ClE bl 22 8RR W 247\ ot
FOSZ & D BWER B 25551213 AFIORIESUI IR, K ORIE RE R
IWEVAIOBRGEZEZRT DL, ok, BIERERLVE L OEREIZEDEIE
HOYGENFRD B2 WIGEIZIE, RIS B AR VE LSO & 1 Fl o e hn
LEET DL,

B TR, BORRI L5 AfRE L T LEERDZ BT 22 B3 H 5729,
AFNOFGHETRIZGEWEHOFRBU A ITEET D 2 &,

1 AR R (BIE 1 BUBEIR I 2 5 Te) DNd bibiv, HERFEMES 7 v F—T &
IZELHZERHLOT, Aig, Bl EHFOIEROFEELMEEO R+
SEETDHZ &, 1 EEREASEONTZGE I REERIEL, AR 8l
H O 5O R LEZ1TH 2 &,

@  AA|OEARRERICINT, BEGHAND 12 1 Z & ITHMMEORHE 217> Tz Z
& EBBEI ARG ITEBICEGRRE THROMER LTI Z &,

10



e HHEE T A NF A
NRAT7n ) X<v7 (B Z)
(724 © A b—F s ERE 100 mg)
~ PRI b R~

YRk 2 9% 1 2 4 (4F1 34F 8 HIUGET)
JRAETTEA
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1. ZUoic

IS OGN < REMEDHEROT- DI, WA STEZEITE SVl E el 23R D
B, 6T, IEORFEHNOMEAIZ LV | FUREIKS 22 & OFHN 72 Frli/F A%
FFEIMPEARINDLH T, 26 DOESKG,ZEIZHLEREE IR 5 2 L3RR
AR & 7o TR Y RIFMBGER & SO FAT #2016 (TR 28 A2 6 A 2 HEERE)
ICBWThH, EHERLEOHHORBEHEEZXS Z LS TWn5,

R AR E SR S, EE RS R 27 0 7 7 A VBB FEOES L & B S MR
RHZENRDHD, TS, HIWELROLZEMICET 2 ERN+0ERET 5 £ TOR,
WMELEHG DO BE LR ZIT 5 2 EPWIRE SN BFICK L THERT 2 & &bz, BIFE
RNV LTI B et & & D 2 & DN ARE 72— 8 D B & i 7= 3 R SR RS <
THILENEETH D,

L7eRoT, KA RT A4 TiE, BIFERES ZNE TITE LN TV A EFLIH -
BHER M EED & | LU O 3K O feiid 70 ) 2 HEHE 3 2 8LA & B2 B B %
F RO ERERERT,

I, RITA RT A %, MSIATBOE NE SRR O . AMEAN AR
BRI s . — Mt FE N B ARERIR NBFEE 2 e O FE N B ARIBRE B 72 O W
Db EAERR LT,

KfG L I HEIEN A M —F STEERE 100mg (— k% AT e U X~ T (Eis
THREHL %))

RGLRDMEUIIE « DS AALFIRIER (I U 72 AR TR TR BE 72 R IS b R e

MEERDREROCHE  @% ., AT, a7 n ) XA~7 (EaEfz) LT, 1
[8] 200 mg % 3 @A IR 13 1 (5] 400 mg 2 6 [HfEFR T 30 53 fH
DT T RIEFET 5,

3% R 58 ¥ & MSD Rtk




2. KRANIOFHE. TEREST

XA M —H BIEEHE 100mg (—i4 : XA 7r ) X7 GBEFHZ)  BUT TR
Fll EvvH,) X, PD-1 (programmed cell death-1) &% dD U %> K Td 5 PD-L1 & T PD-
L2 L OfEEZEHERET S, B MEIgG4 £/ 7 v —F AFURTH 5,

PD-1 & H& 13 T FA e BEARRSAE 2> & 38 2 72 1203 AR SR 3 2 3 2 s 28 il £
AA »F T, PD-1 (F, fEFREREBICEWDCEER T MilgoMia£mic BB L, 3%
& i % B o AR LB TR R 7o SE R S & il 35, 7B, PD-1 (XU H o REfE
ATHZ LK VIURZRIRCE D v 7 VB EZ AT 228K Th D, PD-LI
DIEFFMEIZIB T 2B DTN TH LN, Z<ONRAMIBTIE T Miao@ = 2z
HIFEWENCFB L TV D, DAFIICEIT D PD-L1 OEFEBIL, B, Ml .
A . SREE . FE/INRaTE 72 & DRk A e A TTHARRRKE - TH Y | RWAELFR
& OB HE STV D,

BED D A DEGIRI T4 & PD-L1 FBLOFEEAMEN S PD-1 & PD-L1 OFfREIZEE
DGR BN T HEERREZHE ) Z LR ENTEY | Hime N ATEROFER &
LTHIfFSh T 5,

AANX, PD-1 & PD-L1 X OVPD-L2 Olj U > ROFEREREST S Z Llck v, 5
W NBRBE Th D RS OO HIE A T U o SERA TR L S8, HUEE S 2 FEE L
T 52 & THIEG IR ZFET D,

ARFN DR IR 2 He < BE DS RISIC £ 5 BHEA S ® b, BEUIIE I
DR B D, AAOBGHROBGHIIE, BEOBIEE IO, BEH IR
D BTG AITIE, BB L HGUIE U B 2 kil & B8R & FE o R Af & L Col
U7 RIS 21T\, BB DS RS X 2 BIER 28 5b 88T IE, B R AL
LI OB S O RILE 51T 5 LB DD,



3. FEIR RS
DN AAVFIRIES (BT U - ARTIBYIBR AN RE 72 SR I b RO 0 7K G I 3t 24T - 7= 3272
W PR R BR 0D i A 0”9,

[H2hE]
[ BR AL [F) 55 AR SR (KEYNOTE-045 35R)
7T T RE & E AL FEIERET 2T 2 RPTETHE SO O IR I bR R E
542 5] (HARN 52 il & Ede) ARSI, A 200 mg 3 @F MR (LT TQ3W] &9, )
B 5 OFMME R RN, ALFEE 07 U 2 X8 K& & $8/0 X vinflunine)
2EXE LTRET SN, Al BEiREHl CHREBET R DA, EEET
ZR IR DT H IRV ED IR L E LT 5 BFE T, RIBICARE O miffg N ¢
PRIBHETT RO G D E TARB O G Afkt 95 2 LA AR & S, FEFHmE A (X
AALFHIRE (0S) M OMEHEALFHIN (PFS) & S, AANIbF0EE L i LT, OS
FEBICHEE L (F1EOX)
1. 75 F KA GRS (—RIBR) RIORBETERD-BRE,. ROT 7 F K2 ST
LRI & BAFAT - BB AREER 12 0 A LINICTES LI BE B AN STz,
*2 0 ARF T vinflunine 1IREKFETH D72, RTZ VEZ XA I FELZ FELONTIZEIRL
7o



751 KEYNOTE-045 35k O A 20 ks

AF1 200 mg oe=2-30
Q3W
(270 1) (272 1)
oSt bl [A] 10.3 7.4
(95%(Z4E X [H) (8.0, 11.8) (6.1,8.3)
NP — R 0.73
(95% {5 #A X ) (0.59,0.91) -
P fiifs 0.002
PFSTl thfi [H] 2.1 3.3
(95%/5 FE X [H) (2.0,2.2) (2.3,3.5)
N — R 0.98
(95% {5 #A X [H) (0.81, 1.19) —
P s 0.416
T TR DT — 2 120169 A T H A AT
o @Rl Cox e ANY— RET M K A 529 & Ol
S:JERla 2T o T E
I': RECIST HA KT A > 1.1 BT HD < Jhaz A e e
100 7
90 7
80
70
& 607
& 50 1
§ 40° \\
30 5 MM_“
20 ] —— smoomg W
10 7 PWME
O a6 10 12 14 16 18 20 23 24
at risk® e AR)
ZH200mg Q3W 270226194169147 131 87 54 27 13 4 0 O
= P 3 272232171138109 89 55 27 14 3 0 0 O

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




[Ze 2]

[ BR AL [A) 55 M AHRER  (KEYNOTE-045 35R)

HEFEGIIARKIRE 248/266 B (93.2%) & OMLFHIERE 250/255 1 (98.0%) 12788 5
. BUWERIZZENE I 162/266 5] (60.9%) K TX230/255 f5il (90.2%) 258D HiLTe, K
FIRECTHBLEDN 5% L EORWERIZITRDO LBV Th oz,

#£2 FHEDN 5%LL EORWEA (KEYNOTE-045 35R) (L VEMAT e 4 M)

#EBIRHE (SOC: System Organ Class) mjfﬁlj(ﬁ/‘;)
JEAFE (PT: Preferred Term) 266(3]
(MedDRA ver.20.1) 4 Grade Grade 3-4 Grade 5
2EIEH 162 (60.9) 38 (14.3) 4 (1.5)
Rl e
FOPR BB 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
—i% - BHEER LU G OREE
I 7 9E 15 (5.6) 1 0.4) 0
o 37 (13.9) 3 (1.1) 0
TR EN 17 (6.4) 0 0
Rt L OvseasmEE
RARIBOE 23 (8.6) 0 0
B ¥ K OV TRk R
Z 3 PESE 52 (19.5) 0 0
A2 22 (8.3) 1 0.4) 0

7ok, AR B W CRIEMERZEE 10 61 (3.8%) . KiGk - HEED T 7 651 (2.6%) |
PR (72 - NL—EBERSE) 16 (0.4%) | TFHEERE 14 61 (5.3%) . HURAR
BREEREE 23 1] (8.6%) . RIEHEAEREE 1 4] (0.4%) . FIFERERET (R REVEIMERS 2%
) 141 (0.4%) KON infusionreaction 1 f5] (0.4%) iR Lz, Fio., HEDOLZERE
O (RERIEIRE R, Z2TALEE, BORRIESE) | T EEMRERE S, 1 IR N, k.,
A - RO RRIE . EEARIEDRE, DA, M - B, 5 &0 MBS, ki
BB SR BESR , VA ML I N QR ZFERIE 13380 B e o T2, ARIWER S BLR DL RS
HHESR (BAMAEMEET L) 230EHERE~T,



[FHik - HE]

ARNOREREYERETT L EZFIH LIV I 2 — 3 12k, AH 200 mg %
Q3W, 400 mg % 6 MMk (LLF TQeW) & 95, ) XiF 10 mgkg ((KH) % 2 M
fkm (LT TQ2W1 &9, ) TG LZBOARR O MG HIRESHRG S, O
Fe. AAI 400 mg & Q6W TH G- L7=BEOARHF O EFIRREIZ IS 1T 2 P MG g (LA
T [Cavgss) V9. ) 1E. AHI200mg 2 Q3W THEH L7ZFED Cavgss & LT 5 & T
Ehi- (F#) . 7. K#H1400mg % Q6W TG L =B DOARA| O E HIREEIC BT 5
EE FIREE (LLF TCmaxss) &V 96 ) 1F. AAI200mg 2 Q3W THeH L72BRD Craxss
g L CEEZ T E TSN OO, BARNBEFIZE W TR HER ST
HHE - HETH 544 10 mgkg (RHE) %2 Q2W THEH LTZERD Chaxss & G U TIK
EaERTETRHENT (FFR) . S5I12, EERAERE 2 FRICAA] 400mg % Q6W
TG L=/ TR (KEYNOTE-555 i5R) K 0 155 7= FRMEIC S < EKiyHhhe
WIA=2T VI ab—ra AT THILTCEYEIRE T A—2 LHEILTE (FR) .,
Iz T, BEOFEEIZIT 5 EERABREGGE IS D & | AFI DR & & A XL e
& OB Z R DR GTE T VS S v, AK] 200 mg 2 Q3W XiE 400 mg &
Q6W THL L7ZBROgEE & & Ao TR et L OB Y W ORGSR, E
SEORE - HEOM THME R OZ MM e 22 BT v &Pl &Sz,

K3 AFOEKYERENT 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?309)
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, 100D I = L—3r 3 N LY HH SN2 % EEO FIE (2.5%5,97.5%4) « Coax @ FIEIHE
H# OB MIEFIRE. Cag : PIEIR55%OFEMIEFRE, Cun: PIEIERGH% (A 702 ) OFiRiE
HIREE . Crnaxss © EFCIRIBIZR T 2 B MG PRI, Cavgss 1 EHIRIEIZIS T 2 FHIIMTEFIRFE . Crminss : EHIRAEIZ
BT B FeARum i i

I 56 FIORMELME (95%(ETHIXH)

§ 41 FIOREEME  (95%(ETHIX[H)

NA : %72 L




4. EFXIZHOUWT

RS & U T HAGERE (SBIFHE) AEonTWnD 2 &b, Yk 4
UNCER T Dk THOIMLERD D, O LT, KEOBEGNEY R EE 220 -
E L, AANOBGIZ X0 BEEZBEM 28 LIBRICRET 2 2 ERnEER=H, LU
DO~@DFT X TENWIZTHXIZBWTHHT A RETH D,

O MEXIZDOWT

O-1 TRED (1) ~ (5) ONWTNNITHEYT LR THDH Z L,

(1) JEAGBRENEE T 223 A2 HEEEIL AR PE S GRRE I IR A3 A2 i L U T
HUIE S AR B EERL R, HUER DS ARSI RE 7 &)

(2) FrEMERER L

(3) HBEM RN ENFEET D20 ABIFEEERRE (DS AR EWRbL. 23 A2
W RBE, 3 AR EEHERE B e &)

(4) FRALFEIEE 28 L, S RALFREINER 1 USSR 2B 2 Ofigx 5L 1E
AR DR AT > TV D fliex

(5) PUEMER AL BN Of % SR D a2 1T - T 5 fitiak

-2 FREE bR DAL 5 K ONRIVE S BLIRF O SIS IZ 447 722 Fnak & R 8R 2 ¢ D = Al
(FROWTINNTEZYL T DIER) 23, BEZZFERORANCET 28R OEMTE & L
THEINTWDH I &,

#

o EANRFFEUTE 2 FOPMTHEZE T LI21&IC 5 ELL LD M ATRIR D BRIRITHE %2
ToTWDHZ L, 5b, 24 I, BAFWIRIELE 3 & LIBRRIES - OHE %
ToTnD T &,

o [ERIRFFIGER 2 FOPMHEZE T LRI 4 FLL EOWIREGFZE D ERIRIHE
ZIToTEYD. 95, 28U T R LR DM A TR 2 5 Lo D3 AR TR DS
RWHEZ1T > TnH 2 &

@ PBENOEIEGFHRE ORI DN T
PSR BB BT 2 B A DR E S, BRSO OFRAE D, Aotk - &%
EMEEIRPEROGEKE OERS ST 215 RIgE, AEFFGNRAE LG oWE
EW. ENHECDIATONDIKHINES WD Z L&,




® BWER~ORHRIZHONWT
-1 fsR ARSIz B3 5 Eif

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

©@-2 EFMNEEHICL DHEEFSHCICET 5 EH:

DAZIRICED 2 MR L R 2 BT 2 ERIEEEPEIERE=42) > 7
EHROIFIRDOAY ) —= T EITOVEIRE & fFlZ G TE 5 F— AERIRH 23
iESNTWAZ L, 2B, BIHEHICHOWT, BABE L ZOFEICHIICEmENT
WhHZ L,

@-3 BIEHDOZWrCx T LT

RWER (FEMEMEBIZINZ ., KIBE - DMk - BEO N, BUERZX - A2 - 1T
FERERE S - IF2% - EMERRAR 2, BRRER S RS EMEBRE) . NWowkEE (T
TERPRREFEE . HURIERREIR S . RITHERERETE) | 1 BUBEIRIA. S E IR, ik - B
TIRMEAE . e, B ORREMREE (WEMERZBIERAE, FEREIRIEERE, Z2AC
BE, B RJEIESE) . infusionreaction, M4 - BMEEsc, HSEAN M E, MfRkESE (7 -
AN USRS | D2, B 70 Mk FEE (S M il VR BA M SR B . ¥ R I
IREFERES . BEFRRIERIES) . MERERIEMREE, %) 1Sk L T, Yikhsx T pEE
JEFSEA DR 2 A3 5 AN & EEE U (RHWEH OB Br-oXHS IR L CTHRER OS2 5%
TONAEMICHDH L) | EHIZHEURENTE LRGN ESTND Z L,



5. BEXG LR DEE
[B2h B3 % 1]
O 77 FFRHNE G TACFEIERE LG T 5 RFTEITIE T O R I R
FIZBWTAROGIMERHFES TV D,

I

D fE

E

@ TRICEYS T 2 BE T 2 ARKAN OB G L O FIEIZ DWW TR, RFIOAF D
ML SNTELT, RFIORGG LB,
o I TFFRHNE G TALTIRIEI X DR O I W EE,
o FF ORI,
o fhOPUEMERELA] & OOFH,

[ZZ etz B4 5 F1E]

O TRICEYTHIHRFICOVTUIAK OB ENED L INTWD Z b, &5 %21T
r YA A RGP
o AHNORSTITHR LIRHUE DO BEAERE D & 5 BHE

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

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

o [WEMMEEOEIUIBED & 5 B

o i EE AR 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 O D BE

o HOMEBEROADE XUXEMERZE L IIHREMEO B O EEDOBHERE D
b5 BE

o EERBHE GEMEHaBHEEL 5T) ObHEE

o MO IBEEE AT H R

*  ECOG Performance Status 3-4 "V

GED  ECOG & Performance Status (PS)

Score | EFE

0 | &<MERIEFE TS5, Bl &lFE U HEAERNHRZR AT D,

PRREIZI LUEBNTHIIR S 225, BTAIRE T, BAIEESEE > TOMERITITO LN TE D,
Bl BEOFE, FHEE

ROENTHOSOHOEY OZ L LnTERY, BFO 50%LL L&~y R+ TilaZd,

AW

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

10

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




6. BHICEEL CHHETREHHE

O  IRFASCEREIIIN A, BEEIREES D IRAET 2 ERFE I -D & AR O FeE K OV Ef#
DT OIZ B HAZ I L TS5 2 &

@ JHREBIARICENL D BE T F OFRICE MR OERMEE oA L, FEE2 S
ThoETHZ L,

@ FEREWERHO~RT AL MMZDOWNT

MEMEMERER D LI D Z ENHHDT, RAIOBRGIZHT- > Tk, PIHE
W (B0, PRURIREE, Wmkas) ORER & O X fRiRds o i, BlEz+
SIATH T &, Floo BELTS U THES CT, Mif~—& —F O 4 Fhi+
5k,

infusion reaction 23 &% 0I5 Z L 3% %, infusionreaction 23728 H AL HA T
E. WUREZIT S & &b, JERDEIE T 2 £ CTHRE DR L /08l
THI &,

FURIRSEERE R . PR E K ORIBREREENH O DONDLZ N HDH D
T, ARHNOFH-BAGET L O G-I IE SN wrssie iR (TSH, 78
T3, 8 T4, ACTH, I =LF > —VEORIE) ZEMET 5 &,

BIERF 2%, A4, ITRERERESE ., TR, {LHERERNH L DNLZ 0N H D
DT, AHNOEG-FAMERTR O 5 W P IE I iTseEMR A (AST, ALT,

y-GTP, Al-P, B U LB HOHE) ZEMTHZ &,

SEIEE (MR LT BHEAR ZET) FOEERIREENS b b
ZENHHOT, EHICIROEF OFBEMHRT 52 L, £, IROEFE N
RO LNTHEITIE, HONIEREEL =2 T2 L0 BEBLEETHZ &,
AR OBEGIZLY | WEOGRERINIERT 5 &5 2 bV EkA IR EORTE
DHOLOLNDZ ERDHDH, BEDPBROONTLEICIE, BB LEFRIIS U
BEPHE) 70 itk & ARk & B O Rl & s U ClE bl 22 8 R W 247\ o e
FOSZ & D BWER R B 25581213, AFIORIESUIH IR, K OREIE EE R
IWEVARIOBRGEZEZRTDHI L, ok, BIEREARLVE L OERGIZEDETE
HOYGENFRD B2 WIGEIZIE, RIS B R VE LSO 5 i &l e hn
LEET DL,

B TR, BOARIN 5 AfRE LT LEERDPZ BT 22 13 H D720,
AFN OB TRICHRIEHORBUZHSITHEET H 2 &,

1 AR R (BIE 1 BUBEIR I 2 5 Te) DNd bibiv, HERFEMES 7 v F—T &
IZELHZERHLOT, Aig, Bl EHFOIEROFEELMEEO R+
SEETDHZ &, 1 EEREASEONTZGE I REERIEL, AR 8l
H O 5O R LEZ1TH 2 &,

@  AA|OFERRERIC BN T, BEHLMGD 9 MR, £ALIRITR GGG 1 FMIX
6 WRIHINE, #GLEG 1 AFLIEIE 12 HFME CHMEOFHME 21T > T\ Z
& EBBEI ARG ITEBICEGRRE THROMERETTH Z &,
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e HEE T A R T A
RAT7 Y X<vT (B )
(Bt « A b—F SHEHE 100 mg)

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

Y3 01 2 H (47F 34F 8 HIUGT)
JEA T A



ER/N

AN

X LI

ARFN DR, TR

IR AR

iR 2D T
BHxtGe L 70 5 B
BHIZE L TEE T & HIH

P2
P3
P4
P14
P16
P17



1. [XL®HIC

IS OGN < REMEDHEROT- DI, WA STEZEITE SVl E el 23R D
B, 6T, IWEORFEHNOEAIZ LY | FUREIKS 22 & OFH 72 Frli/F A%
FFEIMPERBINLH T, 2O DOEEKLZFEICLERET RIS 5 2 L BRED
AR L 72 o TR REMBGEE & O AT #2016 CEAL 28 4F 6 A 2 H BRI E)
IZBWTH, EHMERL SO ORKE(LEEZXNL Z L L ShTnb,

HORE R FF ST, SRR L M7 0 7 7 A VBEEFEOES L &7 5 R
RHZENRNHD, ZOh, HMEROLEEVEICET A ERN oS T 5 E TOR,
WMELEHG DO BE LR ZIT 5 2 EPWIRE SN BFICK L THERT 2 & &bz, BIFE
FDFEE U= B e kb & & D 2 & DS ARE 72— 8 O B &3 7 9 B B <t A
THLENEETHD,

L7eRoT, KA KT A TiE, BIFEERES ZNE TITE LN TV A EFEIH -
BHEm R S & | DUTF ORI O 7o H 2 HEET 2880 6 B R 8 35 2
FROEEFRREZ T,

B ARITA BT A %, MNATEBHE N EE S ERES R G, A8 HEAR AR
BRI s | — MR A B ARERIR N E 2 L OB N B A IR 7= O )
Db EER LT,

KG L IR HEINL XA b L—F EEERE 100mg (— R4 Na T ) X~vT (Eis
THAHE X))
REERDPEXIAE : 1. DAACFHFEZ B LT - BROEHE~A 7 a7
T4 MZENE (MSI-High) &9 2 @B (BRI IR A3 A
R AR D)
2. IBEYIBRRREZR AT - BROEBE~ A 7 a7 74 FRL
e (MSI-High) Z A3 2458 - Bk
MNEERDAEROHE - @HE. RAIZIE, a7 nl) X~v7 (ElaF##ikz) LT 1
(7] 200 mg % 3 MMM IE 1 18] 400 mg % 6 #H M T 30 75
DT T RIEERET 5,
% & . MSD FRA&tt

5

i3
=
o




2. AEIDYH. EAEF

XA M —H RIEEHE 100mg (—i4 : XA T7r ) X7 GBEFHZ)  BUT TR
w5 ,) X, PD-1 (programmed cell death-1) &% dD VU %> K Td 5 PD-L1 & T PD-
L2 L DG EZEMET S, B MEIgG4 £/ 7 v —TF ULHURTH 5,

PD-1 R F& 1T T FAQ e BEARKSAE 2> & 38 2 72 D12 03 AUKIB SR 3 2 3 7 s 28 il £
AA wF T, PD-1 1, EFEZRREBICI WD TEER T HifuoMinLmIcBEL L, B %
P I % B Lo AR LB S Tm R 70 5o RS & 35, 7B, PD-1 (XU o REfE
ATHZ IRV PURSRRICL D v 7P v a AICHIET 5B/ KTH 5, PD-L1
DIEFFMEIZIB T 2HBUT DTN TH LN, Z<ONRAMIETIE T Miao@ = 2z
HIFCEENCIH L TWD, DAMBIZIIT D PD-L1 O &38RI, BN . s
JAmiasE ., JRELE. B/ NVIEE e & OAx B ATTRARK - TH Y | RV EFR
& OB HE STV D,

BED N /DGR T4 & PD-L1 EHOFEEME S PD-1 & PD-L1 OFfRIKIINEE
DG PERRREIC BV CHEERKZEZE S Z LRI TR Y | Hiiz/e N ATEROER &
LTHIfF STV 5,

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

ARFNOVEREFF 2D < B O RINC X 2RIERER & b o, BESUIELTIC
EOLWREMDN D5, AANORGH R OEEGRIZIT, BEOBEL TI2ATV, BER
D BTG EITIE, FEH LT F RIS T RPN 22 ik & BB 2 Ff O PRl & i L Tl
GN8N 2 ATV P DSERUSIC K D RIER 2 B 2 56 1213, BB RE AL
RO GFEDWY) IR ALE 24T 9 MER D D,



3. ERFRAIE

TR AACTFIRIER \THE LT - BROEHE~ A 7 a¥7 T4 MARZEN (MSI-
High) #f 7 5EEE (EEENZRIGENSRERGAICRS) ) KO HREYIRAGE 2
1T BROEHE~A 70T 74 MARZEME (MSI-High) 263 58685 « EEE] O

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

B, TEHEE~A 7T T4 NRLZEME (LT IMSI-High) &\ 95,) 287 5E
FICBE LT, TPCRIEIZE W MSI-High &HIE SN ) 2BXT 5856 k%) 12
I% TMSI-High (PCRYE) 2f 7 25EE ] LRI L. DNA I R~ v FEEEIE OIHED
boEEBEXNT LA (L) . 72D HPCR EIC XL Y MSI-High XX gt ikl gy
& (LLFIHCI E W) ) JEIZE D I A~y FEEHEEDO KB (LLF T[dMMR] &9 ,)
CHESINT-RE] BN 556120k IMSI-High # 6 9 5H%#% ) £ L7z, THC &
12X 5 MMR #i#t & PCR (2 L D MSI A DO —ERI% 96.6~98.7% WV TH 5 = L%
DHREINTVWD,

[H20E]
<D AACEPRIER T U - 11T - 5% D MSI-High 281 2 [EER  (FEAER 22750 )3
N2 G IZRD) >
DE B HE S TR (KEYNOTE-164 i8R, =tdh— K A)

7 oAb I VRGBSR, XYY ST F RO Y T R K
(2 K DALHIRIERE O & 2 16 YIBR A GE 72T + B9 dMMR X3 MSI-High (PCR %)
W 2RI DA - EIEERE 61 6 (HARN T HIEETe) ZXRIC, KK 200mg3 ¥
FfkE AT TQ3W] & 9o,) EEDFENMK VMR RET Sz, ok, g
il CEEEHETT D BT GA T EEET 2 R T IER D580 SN WED RN
TE LT 5 B TIL, RIEILLRE O EfG -G CHEEBEIT 3580 H LD £ TARAI O 5%k
T HZEDNAREE STz, EEFHMEEE CTh HE20% [RECIST A4 R4 2 1.1 iR
ICED S HIHEIZ L 5584882 (CR) XiXimwZEsh (PR)] I2OW T, ABRIZEEk
SN 6l PIOFEREIIR 1 DOLEBY 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 S\ T, THCHEIC £ 0 R A~ v FEH # 2 /%) T D MLHI, MSH2, MSH6 /% PMS2
DWTNNDFBINRD LR WA IMMR, PCRIEIZED 2 2L ED~A 7 e T 5 (4 b~—7—T
KINLIBIR T ED Y A X OB S L7256 MSI-High (PCR %) &HIE Sz,
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#1 EBHREDEKROESER (KEYNOTE-164 35k, 22—~ A)
(RECIST ver.1.1, AWM RIREMSE, FIEE, 20072 A 10 BT —X% > A7)

B s A % (%)
REREHR 61 f3i*! 39 f3if*2
5422820 (CR) 0 0
oy Z5%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)
7% (CR+PR) 17 9
(Z2h [95%[E XM= (%)) (27.9 [17.1,40.8]) (23.1 [11.1,39.3] )

¥ A NERENT R SRR, %2 o AN ERRIT S 45 0 5 5 MSI-High (PCR #) %A1 % B,
*3 : IEHEE
@IEBEILFF T AHER (KEYNOTE-158 ##)

—IRIGHE & L CTHEEHER 2L SRTEE O & 2 1R YRR RE 2 61T « FERE D IMMR &
MSI-High (PCR %) “? 243 2FEMFEEE Y 254512, AHI 200 mg Q3W 5D f
I B OVZBVED G ST, 7ed, B EHN CHREEITER O LN HEIT, KB
ITERTIER DB DA WEDIRMICZE LTV 5 B3 Tk, RIEILIE O W& EEh
THREMEITRRO D ETAFOE G 2k 5 Z L AHE L e, EEFHIEE
Tob 5728075 [RECIST A R7 A » 1.1 UZHES < FIEIC K 5584872850 (CR) X
1L Z8%h (PR) ] 122U T, MSl-high &M S V72 % ICARRER IS S iz 83 fil%E

(ZNV—7"K) OFEFRITE 2, RBRIZBRER S 72 94 I 31T 2 BRI Ofs 5133k 3
DEELBH THoT,
*2 mBEBREDIRKOEZFR (KEYNOTE-158 iR, 7 /1—7 K)
(RECIST ver.1.1, A ZWWERAT IR, Py, 201744 H28 A7 —% 1y A7)

EL B G A % (%)

mERETR 83 f3il*! 28 {512
5E4278%) (CR) 4 (4.8) 3 (10.7)
453755 (PR) 25 (30.1) 8 (28.6)

ZiE (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

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

*1 o A DMERRNT XSGR, %2« AR RS 4EHI D 5 6 MSI-High (PCR %) #H 3 5 BH,
*3 : IEHMElE

(BE3) il = & 42 A~ U241 7= 7 b — 7 O MSI-High AT E A B 2 50T 7 b—7 K 7

E, 20— A TERILME (RYELEAR) . Z0—7 B TikiREm (BEEOEZEORRE) . 72720
77— —MEREIES AR . ZV—T C Tk, i, NG, RERG. ELRS S OV I ORRAR N 43U
B (SO ST A AR NP IIEE) . 7 —7 D Tl E NS (RIER RIS 2 % <) .
IN—7E ClHTESE (RELEE) ., ZVv—7F Cl3ter (RFLigs) . 70— G CidvNibuht
JE, ZV—7 H CIIHREIE, 7 0—7 1 CIEHRRE, 70— 7 CIEmER s (RS XSS X
<), Z—7 K Tit MSI-High 263 2 @ERHE (K5E - EEER<) BEMEAAANLONZ, 71—
7 A~ ITRER S N2 O MSI-High IZOW TR, b e AT T ¢ TR L0 HIE S vz,
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73 MSI-High %9 % B O] 025202 (KEYNOTE-158 #5k)
(RECIST ver.1.1, AT G, RflE, 20174F4 H28 BT — 4 v hA7)

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

94 {51! (Zh= (%)) 39 {312 (Fh= (%))
T B 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)
A 10 (10.6) 1 (10.0) 1 (2.6) 0
iERTER ) 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 e 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 WA 5% 2 (2.1) 0 0 0
RN 2 (2.1) 0 1 (2.6) 0
PR 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 Mgy 1 (1.1) 1 (100) 1 (2.6) 1 (100)
UE {7 R 1 (1.1) 1 (100) 1 (2.6) 1 (100)
)ic 1 (1.1) 1 (100) 0 0
s TR NS 1 (1.1) 0 1 (2.6) 0
ks 1 (1.1) 1 (100) 1 (2.6) 1 (100)

*1 o ARMWERRRT R *2 © AMEREAT T REEH D 5 5 MSI-High (PCR %) ZH7 % BHE

<JBRYIFRRREZR LT « F538 D MSI-High % A3 55515 - E ks >
OEBEIL A MAHGFER (KEYNOTE-177 ##)

{LSAHRIERE O 72 W IR YIBR R BE 22 4T « %D dMMR X% MSI-High (PCR i) 2
AT DR - EIGREEE 307 5] (HAN 22 flaate) X512, AHK 200 mg Q3W
BH- ORI VLMD, Y ER ORI (b5 L [T vt v Z 2 (LUF 15-
FU] W9 ,) - ARUF—FrBrsm A BLF TARYF—hR] L0 ,) « FFH US55
EE (LR TmFOLFOX6] &9, ), mFOLFOX6 M MRy X< 7 (& s/ z)

(LT TR X=T ] Lnd,) ke YFo~7 (Eariiaz) CIF Tty sy
<7 EWH,) ., 5-FUKRUF—h AU T h R (LU TFOLFIRI)



EUNVH ) JFOLFIRI L UMY R 7 Y FE Y X< | 25l e U TR S,

7ds. WHERAT TR BT 8

D BN EIT . FRIBEIT 2R IR DT D B RN

DEFIRANZ L E LT 5 3 T, RIBILARE O B Rl TREET RO b b £ TA
AlOFG- ki 5 Z LA THE & Svle, FEERHLE H (G EAF IR (LT TPFS)
VD) ROEAFHIN & S, AANEERE & i LT PFS Z A BICIER L7c (&

4 KO 1),
# 4 BHMELEE (KEYNOTE-177 i5R)
AFA200 mg Q3W == -3
(153431) (15441)

thofE [H] 16.5 8.2

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

PFS™ | /¥ — Rk 0.60

(95% (= FE X [#]) (0.45, 0.80) —

P fE" 0.0002

*1 : RECIST A R 7 A LIMICIED N g g, *2 : Cox BN — RET M L D%
FIEE DG, 3 n T 7RE. AEAKE (M) 0.0117

D (im0 % L U AV IEU T O LB Y 5 LT,
mFOLFOXG6 :
FFH Y FFF 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) A2 MR TS L7,
FOLFIRI :
AV T R KT 180 mg/m?, A VU — F400 mgm? XX LA F Y F— K200 mgm?, 5-FU
400 mg/m? (BHFHE) . 5-FU 2,400 mg/m? (46~48WFFRpafE) A 2R TG LTz,
VAR A=y i
5 mg/kg % 2R CTHRE LTz,
tYFwT
WIEE 400 mg/m?, 2 [B] B LAKEIE 250 mg/m? % 1 B BIEIFE THES- Lz,
7




100 =
901\ — EH20Img QIW
801 |8, s
704 L
60 3
5 501 RN
B 40 - , T
g 30 Yhg
20 e

10 7 P

0 4 8 12 16 20 24 28 32 36 40 44 48
e ST R )

FF200mg Q3IW 153 96 77 72 64 60 55 37 20 7 5 0 O
{EERCE 154100 68 43 33 22 18 11 4 3 0 0 O

1 PFS @ Kaplan-Meier if7 (KEYNOTE-177 #5R)



[Z241]
<IN AR (BT U - 11T - B38 D MSI-High 2 A7 % B (FEAER 72 1808 H8
G A IR D) >
DE B[RS B (KEYNOTE-164 #B, Ztd— k A)

HEFERIT60/61 6] (98.4%) 12, BIEAIE 35/61 5] (57.4%) TR LT, FHHR
D 5% EORIWERIZ TEDOEBY THoT,

#£5 FEENS5%LLEORIER (KEYNOTE-164 iR5R, =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
2RIEAH 35 (57.4) 9 (14.8) 0
B IGhEE

T 8 (13.1) 0 0
LT 9 (14.8) 0 0
M - 5 (82) 0 0

—i% - BEEER X O SENORRE

) RE 7 (11.5) 1 (L6 0
Wy 6  (9.8) 2 (33) 0
HRAE MR 4 (6.6 1 (1.6 0
B RS R & OV SRR 55

RAHi 10 (16.4) 0 0
FEE R KOV T AL RRRE

) FENE 7 (11.5) 0 0

7ok, MEMEMEE LB (1.6%) ., FEEOKERE (FEMEIREMRE, S,
FRBIES) 16 (1.6%) . NTHERERED 3 il (4.9%). FUIRIRERERES 2 B (3.3%). W
RK3G (4.9%) . Bk - BEBUHRAEE 1 6] (1.6%) . M2k - BEER 1 61 (1.6%) 27O H
Nico Fo. RIBK - BEO TR, MfklEE (7 2« SU—IEGERS) . T EAREER
. ORIEEEREE, | BRI, BEREREE (RME BB RS . HIEDEAE, O
g, S M MRS PESRBE . PR IR I, JRZFEKS . infusionreaction X NS E 9
TERITRD DAL Do Tz, AEWERBBURDUIEEFESR (AREMER T L) 258
THEFHER 2T,

@ E BRI EZE T AERER (KEYNOTE-158 #t6R)
BHEFLIL, 91/94 B (96.8%) (2. BIVERIX. 58/94 il (61.7%) TR H vz, FEH
TN 5%LL FORWERIZTRD LB THoT,



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

#EBIKRHE (SOC: System Organ Class) B (%)
FHAGE (PT: Preferred Term) 94 {31
(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
L 8 (8.5) 0 0
M - 5 (5.3) 0 0
— % - RHEER L O GEALORRE
) RE 8 (8.5) 1 (1.1) 0
Ty 11 (11.7) 0 0
B8 X OV T AL RRRE
7 9 FEIE 11 (11.7) 0 0

. FEMEMRE 461 (4.3%) . KBk - BEOTHI3F (3.2%) ., #fEE (£7
> N UIEBRRES) 2 5] (2.1%) \ ATRERERE S 8 51 (8.5%) . HUIR I RERRZ 8 151 (8.5%) .
1 ZUBEPRIS 1 61 (1.1%) . infusionreaction 1 5l (1.1%) 23§D LTz, £/, EEDLE
fE (REREIRIRIEERE, ZIRLEE, FEEIESE) . T ERAHEERES . RIEMREREE,
EgnelEE (RS MEMEBRE) . R, ik - BIEUHBIARE, BREMEE, O
K. Mide - BN, SRR i OB ESRBESR . TR IR M, JRIFERES K ORS B9 Bk
IO Lo Tz, REWERZBURIUXE I EFS (BRRMRAEMR T 25Ty 25Tk
R A RT,

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

AEFERIX, 149153 ] (97.4%) 12, BITERIE. 122/153 651 (79.7%) 2388 Bz,
W I DRECTHRIELEN 5%, EORIWERIZTRO LB THh-o7-,
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# 7 DT ORETHREED 5% FORIVEH (KEYNOTE-177 38R) (L RVERENT %I G5 M)

BRI K4 (SOC:

pi%% (%)

System Organ Class) AFRE (b RRIERE
JEAFE (PT: Preferred Term) 153 #il 143 #il
(MedDRA ver.22.1) 4= Grade Grade 3-4 Grade 5 4 Grade Grade 3-4 Grade 5
EIER 122 (79.7) 33216 0 141 (98.6) 93 (65.0) 1 (0.7)
Mgk KOV > RBEE
25 if1. 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 i 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
INCEN (5.2) 3 20 0 0 0 0
15 (1.3) 0 0 10 (7.0) 0 0
T 38 (24.8) 3 20 0 75 (524) 14 (98) O
N RS 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
—i% - BEFEER IO SEAORE
I e 11 (7.2) 0 0 25 (17.5) 5 (35 0
9 57 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
FEEN 11 (7.2) 1 07) 0 7 (4.9) 0 0
R AL AN 0 0 0 8 (5.6 0 0
JEYSIE RS K OV HUE
NGRS 1 0.7) 0 0 8 (5.6 1 (7)) 0
i R A A
ALT #4mn 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 o
1A ALP H#540 12 (7.8) 1 (07) 0 3 @20 0 0
I R ERER D 1 0.7) 0 0 33 (23.1) 24 (168) 0
MR 2 (1.3) 0 0 9  (6.3) 1 ©7) 0
IR 3 (2.0) 0 0 8  (5.6) 0 0
i BRHGE D 1 0.7) 0 0 17 (11.9) 6 @42 0
Rt L Ok E
RARIEER 12 (7.8) 0 0 49  (34.3) 3 @21) 0
1&H U v A LE 3 (2.0 1 (07) 0 8  (5.6) 4 (28 0
B RS R & 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 —a X F— 0 0 0 29 (20.3) 3 @2 0
Bk K OUREE R
HER 2 (1.3) 0 0 10 (7.0 2 (14 0
Mg, MaERES K ONERm =
S 0 0 0 20 (14.0) 0 0
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Bl R 4y HE (SOC: B (%)

System Organ Class) AFRE #== 375 it
JLARFE (PT: Preferred Term) 153 {51 143
(MedDRA ver.22.1) 4 Grade Grade 3-4  Grade 5 4 Grade Grade 3-4 Grade 5
LR KO TR RRRE S
JHiEE 5 (3.3) 0 0 28 (19.6) 0 0
B I iz s 7 (4.6) 0 0 10 (7.0 0 0
T - BIEFEIREN A ARG 0 0 0 25 (17.5) L 07 0
5 FEE 20 (137) 0 0 7 @49 1 (07 0
£ 17 ALy 1 07 0 1 an 1 07 0
k=g
2 ML 1 ©7) 1 (07 0 9 (63 6 (42) 0

¥, MVEMEMIZE 561 (3.3%). Kiak - /Mak - HEO TH 14 61 (9.2%) . #ik
fEE (7« NU—IEERES) 161 (0.7%) . BIUEMK - A4S - SRR - Tk -
PELMEAEAE 2% 25 61 (16.3%)  FRR I REIETE 18 1] (11.8%) . T IEAAREREFEE 2 61 (1.3%) .
R RERERRETE 2 5] (1.3%) . BEREREE RMEMEMBERSE) 261 (1.3%). Ak - #
R RAAE 141 (0.7%) | infusionreaction 2 31 (1.3%) . #6#% 1 5] (0.7%) 2358 H ATz,
T, BEORERE (TEEREESCRMATE, RERIEIREGRE, 2B, X
B 1 BB, ek, EAEMEESE, MR - B, SO R, LAk, HER
Mgk sE (et MO PESR BT, IR, JRIFEREE . MERERIERAESS) KON
EREBIEGREIIR O b o 7o, REWERRBURDLUIEESFS (BRMRAME R 25
te) HEUEERETRT,
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[Hik - HE]

ARNOREREYEHETT L EZFIHLIZV I 2L — 3 12k b, AF 200 mg %
Q3W, 400 mg % 6 Bk (LLF TQeW) & 95, ) XiF 10 mgkg ((KH) % 2 M
IkE (LLF TQ2WJ &), ) THE LIZBEOARAI O MG FRENRG SNz, £ Ok
Fe. AAI 400 mg & Q6W TH G- L7=BEOARHF O E FIRREIZ IS 1T 2 P Mg g (B
T [Cavgss) EWV9, ) 1E, AAI200mg % Q3W THeH L7ZFED Covgss & LT 5 & T
Ehiz (F&) . £72. AF400mg %2 QoW THG L =B AR O EHFIRBIZB T 5 i
EMIEFIRE (PAT [Cmaxss) &9 ) 1F. AH200mg & Q3W THEH L7ZEED Crnaxss
CHE L THEEZ T ETRIENZL OO, BARAABEICBO CEAEN MR ST
HHE - HETH 544 10 mgkg (RHE) %2 QW THEEH LTZERD Chaxss & G LU TIK
EERT TSN (TR) . S0, EERAHEEBH ZXBUTAHK 400mg 2 Q6W
TG L2/ TR (KEYNOTE-555 iBR) K 0 15 5= FRMEIC S < EiyHhhe
RIA=BFT v Ialb—ra il PRI LICEMERE ST XA —X LHEEILT (FR),
Mz T, BEOREEIZBIT 5 BRRBRGE IS X | AR ORE R & FMEUIZ ek
& OB A BT BB ET A ERE S, AAI 200 mg 2 Q3W XX 400 mg %
Q6W THL L7IZBROgEE & & Ao X TRt & OB W ORGSR, |k
LD - HEOM TAEINEL OVREMEICAME R 2RI v & PRl Sz,

K8 AHNOEDERE T A —4

B - 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 EHINTKAEIEO T IAE (2.5%4,97.5%4) . Crmax : FIEIHE
HHOREMIERIRE, Cog @ PIEHEGHOFEMIFEFIRE, Cuin : FIEHEEGE (A 702 F5H) ORKME
B, Cmaxss 1 EFIRIEIZE T D BT FIEEE, Cavgss 1 EFIRIEIZI T D M F IR, Cmines © EHIRREIC
BT D Bl i

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

§ : 41 BIORMTEEME (95%(FHEIXH)

NA : #3472 L
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4. MERIZDWNT

TRERARMEE U CHEHSERE IS T D868 - B A B < MSI-High 2 A9 % [@ERHEIC
*THEHAMFEREN T SN TS, AEZE D, EHRMLY 27 EHEE (RMP)
(2353 < ARFN D R S & EMEREAIE B ~ D W AR 23 8 2 ik T - T, ARFI O 573
W B AW - FrE L. AFIOBEIC L0 BEREWER 23 LIZBIC ka5 =
EMRERTZD, LTOO~Q@DT X TE- T B W THEAT I REZTH S,

O MEXIZDOWNT

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

(1) JEAEBEBKENEET 50 A HFEEEILRBTSE (B E RS A2 OE L SR B
HUIE )N AR B EEHL R, HUR DS A SIRIRRE e &)

(2) FrEHRERPE

(3) HSEM RN ENFEET 20N ABIFEEERRE (DS AR EWRbL. 23 A2
W RBE, 3 AR EEHERE B e &)

(4) IRALFEIESE 28 L, S RAb SRR 1 USSR 2B 2 Ol S e
AR DR AT > TV D fiex

(5) PUEMREE AL E BN O Mk S HEITAR D i H 21T > T 5 fitiak

@D-2 3G & 70 2l T OALTRE S O BINE A FE B O RIS 5 70 ek & 0Lk 2 Fr
DER (FROWTNNIREYE T D ERM) 23, YE2EROAFICE T 5RO EE
HELTRESNA TS Z L,

X MAALFIRERITHIE LT - BROSHEE~ A 7 YT 54 FRLEME (MSI-
High) #A 3 2 (FEAEN RN IZRD)

o [ERIGEFESE 2 EDOYHAHMEZE T L2121 5 FELLED D ATRIE D BERHE &
fToTWBZ &, 96, 2L RiX, NASEWRES T L UZRERERESOHE %
IToTWAHZ L,

o [EHIGEFEUSE 2 FEOYHHEZE T L121%1C 4 L EDOBKERBRZAE L TV 5
Z L, OB 3FELRIE, G L 7R D EEIEREI T O 0 A SRMIERIE E2 G T S VIR D
FERMHE 1T > TN D Z &y

% IREYIBRARE AT - R OEHE~ A 7 aYT T4 MARLEM. (MSI-High) &4
T 56 - B

o [ERIGEFEUSE 2 FOYIHE ZE T L7212 5 UL ED D ARIE O EGIRIHE %
fTHoTWVWBHZ &, 96, 28U BT, BAEYEELS I & LZBRES S OHHE %
IToTWAHZ &,

o [ERRFFISER 2 FOMBINHE 2B T LIS, {HILEHRO N AL A2 ST 5
FLLEDOHLBARFZOBERZIT>TND Z &,
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o [ERIRFFESE 2 FOMMINMEZE T L72RIC 4 FEL LORKERZ A L T\ D
Tl OB 3T AR E T DR T O 2 A SEYIRIE A E e D ATRIRD
FRRBHE 21T > T D Z &,

@ BENOEIESEHAEE ORI DV T

PSSR B CE T T 2 BEE D EE S, RSN D OFRE D, Ao - &
EHEIENEROE L OEME T 2 [EWRE Mt AEERNBAE LIGE O#wE
EH, ERHNIITONDIRHINE S TWDH Z L,

@ BEIWEH~OXIRIT DT
@-1 MR ARHNZBE T 2 Zt:

R PEMR R D EEE A BIVE N AE LT-BRIC, 24 BRRIZIRIRHIO T, Mk X
IR BT, B L2 BIEANICIE U CABRE BE L O CT 2 O BIVER ORI
ERRAEORERD Y HHIZE I, B BITRIGFTRE AR > T D Z &y

@-2 ERERUEFEHICLDEEFGXISICET 5 2

DN AR H B 2 ik M O e 2 4 2 R HEE NRIERT =421 > 7
EEHEOIETROA T ) —= T EITOERE LR EZ G TE 5 F— AEBRIRH] 235
S TWBZ L, 2B, BhAHIZHOWT, BABRE EZOFEICHFIITEMENT
WhHZ L,

@-3 BIEMOZECRRIZE LT

BUWER (FEMEMEEIZINZ . KIBK - DMk - BEO M, BUETX - IR - 1T
BEREREE - 2 - B LMENRE K, B#EEES (RMEMEEBERSE) . WowEE (F
MABEERE T, FRIRREIE S, RIBHERERET) | 1 UBEIRP. 5 & O IER. ik - B
RlfRIE, R, HEOREETE (PEthRESRAE, ERIREIRIEERE, ZIAL
BE, BHRIEIESE) . infusionreaction, MM - BlEsc, HJEM M E, MRkEE (F7 0 -
AN USRS | D2, B 70 Mk PR (S M i VIR B SRR . ¥ MR- I
REFERES . BERERIERIESE) . MERERIEMRE. M) (T3 L. Yikhiak XUTmpEE
WRERI DML A 2 EM & L (RIEH OZKBr-ox S I L THRER O #E L %
TFONLEMICH D Z L), BEHITHUIRAEN TE HEHNE>TnD 2 L,
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5. REXRELGDEE
(50 BI 4 5 FH]
O TROBHFIZBWTAADOHMEI RSN TS,

o NAMEFRIERICHE LZET - BROEHEE~A 7Y T T4 NARLEM
(MSI-High) % A3 % B & (R IGRN R EER SR D)
o IREUIBR AR/ ST - B OEBE~A 7 a7 T4 NRLEM (MSI-High)
HT DN - B
70%5. MSI-High (ZB3 2 ARAKID 2 o "=A4 23k & LT, lk5E4 - MSI B
' (FALCO) K M54 : FoundationOne CDx WA J L7t 7 7 A VINAKGREN
TW3,

@ TREICHENE T 2 BB T 2 AR O G K OEAITIEIC OV TR AFIOAZPED

WESLSNTELT, AFDOEREGHIR LB,
o FiombhRE
o OPUEMELGA L O L TRE SN D EBH

[ 4t RS 5 $E]
O FRICHST 5 BEICONTIHAROEENERE SNTVS 2 E 0D, 51T

DipnZ &,
o ARHNDRST KR LIBBUE DAL D & 5 BHE

@ RERTOFHICIBW T FREICHEYS T 5 BE IOV TE, AR OB G ITHELE I 00

D, OIRFERPUR A 2 NGEITIRY | HEICAHZEHT 22 L 2BETE D,

o [HEMMMEBEOEIUIBED & 5 B

o FafBE AR A CRIVE S A2 3R D B M ONE B 0D U BTk 2 <2 G il 2%
FEDOMIZRIEMEZE LN H B D B

o HACMEERBOADE UTEMHER A L IXFRMED B O g R B OB D
o5 BE

o BB (EMmEMaBEREL ZTe) Db 5B

o MDY UIBEE AT HEE

e ECOG Performance Status 3-4 /¢ D HH

WES) MSI-High % 4 % BRSO — I3 ) » FHEGERTH D = & 2385 STV 5 (Latham Alicia etal.: J Clin Oncol.
2018; JCO1800283)

(I6))

ECOG ® Performance Status (PS)

Score

e
EF%

0

2 MR JEBTE 5, FIFaTL [ U B EAENHIRR AT 25,

PIARIZI LUEBNIHIR S D 2%, AATRIRE T, BAEERE > TOMEREITITI 2 LN TE D,
NS N

BATARECH Y OH DEIY O Z LIF T N TAEREMEEIFITE RV, AP D 50%LL Eig~y M Tl I3,

[RONTBGOHOEYOZ L LNTERY, HHPOD 50%L L&~y Rk TilZ 4,

1
2
3
4

L@ R0, BOHORY OZ LEEL TERY, BRIy Rk TihId,
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6.
@
@
®

BEIZIRLTEEITREEHE

AT SCERE TN 2, B IR 3 D RS 2 BB 1T 3D & ARHI D etk & OV 1E i

MO DI B EFRE 7B L ChERT 52 &,

TRIEBRAAIC N D | B XX Z OFEICHIME L OERM: %2+ L, RE 215

ThoETHZ L,

FREWERH O~ 3 A MZONWT

o [MEMMEENDLLND ZEND DD T, KEIDOEEIZHT- > TiL, FIHE
e (BGIv, PRI IR EE, k) ORERE M O X fi s o FE s, Blggx 1+
FATH Z L, Fo, KOS UTHE CT, MiE~—h —F O % Kl d
HZk,

e infusionreaction 23& HILD Z L NI B, infusionreaction 23R HILTZHAIC
(X, WEIZRALE 21T O & & b, SRR EE T D F TREOREBE 018l
THZ L,

o HURERBERERET . T HRAEHMERET K ORIBEHEREN L LDONDLZ BB HD
T, ARFN OB H-BIbbET M O G- 30 P IXEARIC N IS EERR A (TSH., 178
T3. W78 T4, ACTH, I = /LF Y —VEORE) ZFET 5 &,

o BUERFS. A, IS, TR, {EMEERP O DN 2 E03H D
DT, AANOEE-BRIERT & OG- W I e S iFséaE R4 (AST, ALT,
y-GTP, Al-P, BV LEVEHORIE) 2FEiT 25 &,

o SEIERK (IERKITEEMRERZ ETy) EORERIREERH bbb D
ZERHDHOT, EMMICIRO BT OFBEMGRT 5 &, -, IROEFEN
RO BTG EITIE, HONICERBEEL X2 T 0 L) BEZIEETHZ &,

o ARFNOEHIZIY GBEOEIESINTER T D LB 2 S DA 7RSO RE
NHLDLNDIENH D, BENPREDONTHEITIE, BEALE-FLRIIL LT
B 70 05k & R BR 2 FF O R Al & s U ClE ) 2R R M A 1T B E O Rk
FOGIZ X B BWER D S 235510138, ARFIORIE T H 1L, K ORIE E R
WEVRIOBRGEZZETHZ L, B, BIEREFRLVE L ORGIZEENE
HOUENTRD LAV WA, B EE A DA O IiilAl o8
LEETDHZ L,

o BETH.BCARN OIS ARGE L CHLEWERAN BT ZERNH D720,
KB OBEHE TR HRER OB 2ITHEET 52 &,

o I BUHESRIE (BIAE 1 BUBEIRIG 2 5 1) b bbiv, FERFBMS F TV R—v R
WZEBDZENHDHDT, e, Bl NEH-ZEDRER DR BLLCMPEE O FH12+
SEBETDHZ L, 1 BRSNS I35 2L, AR Y il
RO GEOMY R LEEITH Z &,

AR DOFFAR BRIV T, KEYNOTE-177 B2 Tl 9 M &, F£7-. KEYNOTE-

158 3B & O KEYNOTE-164 ik (24— b A) TIE& 5865 1 41T 9 M

TEL VARELRRT 12 B I S ICEIMEOFM AT o TV 2 L ESBIT, KA

HHXESRC mGRa CRROMREIT ) Z &,
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s HEE T A R4
NATBY AT GHE TR
(724 « %4 b— & ST 100 mg)
~ P el e ~

STEHE1 2 A (5Ff0 348 AGET)
JE A S8




H &

AR S

XL HIZ
AHNOFFE, ERET
i DR AR

FaE% 122U T
WXt L 70 D A

BOICER L TRHET & HIHA

P2
P3
P4
P9
P11
P12



1. [ZL®IZ

SR DO M - REMEDRER O T2 DIZIE, WA STEFITE DWW il E el 23R D
Bbd, 5T, IEORARM ORI L0 | FUREIRG 22 & OB 72 Hidi/E A%
FFEEGENARINDLHF T, 2D DOEKGZ BN E B ITIRAET 2 2 L BB O
BB L 2o TR RBEMBGEE L O FEATT #2016 CERL 28 4= 6 A 2 H BREIE)
B WThH, EHERLEOHHORBEHEEZXS Z LS TWn5D,

R AR ESR S, EE RS R 27 0 7 7 A VBB FOES L & S MR
RHZENRDD, T, HIWEROLZEMICET D HERN+0ERT 5 £ TOR,
MHEEKGLOBELEZT D LRI NDBHEICH L THEAT D & & Bz, BlfE
RPN FEE LTI LB 2t & D 2 & AN A fE e — 1 O B &4 7= 3 EE R B ¢ A
THZLEWEETH D,

L7eRoT, BIA RT7A4 2 Tld, BREMOZNE TIZHE LTV D EFIEEH) -
BHER M EED & | LU O =3 O feii 7o FH 2 HEHE 3 2 8LA & B2 g 3B %
F RO EFREERT,

E. RHA BT A 0%, MSIATBAE NESR G ERE R O, 2 FEARAR
BRARNEE s —MAERTE N B ARER IR N BFE 2 e O AL RIE A A ARG IRERFHF2 O 1
Db EAER LT,

WGl I DIEIEN A M —F SEERHE 100mg (— k% AT e U X~vT (Eis
THAHLZ))

RG LR DTG - ARTBUIBRASRE ST 0 Bl g

HEERDAERVHE : 7% F =7 LOfFHIZBOW T, @H., RAIKIE, a7 r) X~
7 (Bfa A z) & LT, 1181200 mg % 3 @RI 1 [H
400 mg % 6 A MEIE T 30 2 AT CAEEET 5,

B3 R 72 2 F - MSD Rtk

(%)

A TAXEE 1 mg, FSESmg (R4 : 7L F=7) OREUILTE. HiELOH

=R

I=EN

R SUFAN R ARTAUIBRANRE S TERREME 0D Bl e

FREROHE GBE ., RAIZIETF v F=7L LTl 5smg% 1 H2EEROKZS5T D,
B, BEORBICKVEEEET 525, 1 10mgl B 2B E TH&ET
x5,




2. KRHIOFHE, 1ERET

XA M—F REEHE 100mg (— 4 - RAaT7n ) X7 (B Efz), LT TR
Al EvvH,) 1, PD-1 (programmed cell death-1) & %DV 4> R TH 5 PD-L1 KN PD-
L2 L OfEE#EERET S, & MbigG4E/ 7 n—FAHEKTH D,

PD-1 FRE&IE T A0 B AR AEAE 7> S WKL B 72 D12 28 A A3 4~ 5 3= 72 e i il 4
AA »F T, PD-1 1%, EFE/IRREICEWTEER T HifROMaEmIc R L, 3%
& SO % B e A B X Rl e 0% SO & Hli 45, 9725, PD-1 (XY Hv REfE
ATHZ LKV HURZRIRCE D v 7P VBEZ AICHIET 2% 8K CThH 5, PD-LI
DIEFARIC BT 2HBUT LT N TH L3, Z < OB MK TIE THIlROB & 2% 5
FERBENRBLL TV D, DAMIIBIZEI T 5 PD-L1 O S EIT, B, B, iF
HORRE, ONERE . FENIIRE 7R E O 2 e ST TR AR TH Y | IRWEFRE
OHEBEMENRE I TWD,

BED D AV DEGIRI T4 & PD-L1 FELOFEBEMED S . PD-1 & PD-L1 ORRE IXIEE O
TP AR C BV CEHERRE 2 H ) Z EAVRB SN TEY | iR RN ARROEN L L
THIfFF SN TV 5,

AANE, PD-1 & PD-L1 X O"PD-L2 Difi U H> ROFERZETHZ Lok v, EE
1 INBR R R D B AR EENE T ) o SR A TEME L & 8, FUEE 0 & FrE M L
52 & CHERG R AT 5,

AANDOVEFREF I 53 < BEDORERINC L 2RWER%N S bbb, BEXIIETIC
ELRMENRD D, KOG H R ORG%IZIT, BEOBIEEZ 7212170, B R
D BV AT, FEL LI RUTIE U7 M 22 Fik & R 8R & RO AT & s Uil
G172 8RR 21T\ B ORIE RN X B REIERA RSO 2 5A101E, BB RE RV
TR OBREEDFEIRIE ZAT O LB D D,



3. BRI
HRIA B A HE SR M 0 RIS 0 7RI | 24T %17 - 7= 32 72 B PR kB 0 ki %
T,

(2]

E BR A [ 25 AHRAER  (KEYNOTE-426 75R)

AV ZFPRIVEIE D 72 O RTEUIBR RN BE XU THARS ™ 0D 38 B A A A4 B s B3 861 f51) (H AR
N 94l aEte) ZXtBIc, A=F=7 VAl (LT I R=F=7] \n)H, ) 2%
KHE LT ARANET X TF=T7 LS BT IRB/ T F=7 L5, ) 3
DA INE R VM RET S ivle, FEFHIE BT (BLF ToS) w9, )
J O EALFHIE (LU TPFS) W9, ) &3, AFI/THF L F=71F, A=F=
T L LT, OS K UNPFS # HEICHER L7z,

*1 : American Joint Committee on Cancer % #4381 560 < R HATV

*2 0 50mg 1 A 1[5 4 BRI 5% 2 HFEREE

*3 0 ARHI 200 mg 3R (LAF TQ3WJ w9, ) THARNIEG- L, 77X F=7%5
mgl H 2 (BLF BID) &\WH, ) AL L, 7FF=70%EEIL. Smgl
H 2B CHEfET S 2a—2 (6#H) LLEARENRHY, Grade 2 2B HT FvF =
T ORERWER MRS LT, 22U 150/90 mm Heg UL FIZE R S 754, 7 mg BID
~OWEZAEEE L, E2REOEHEZ HV, 10mgBID ~OHi &S AfEE Lz, 7
X F=70E, BEROER., EEESIIS U TREIEE (3 mg BID, KIZ2mg
BID) HHlHE& L7z,

#1 ARMERGE (KEYNOTE-426 i5%)

KHEN) T X F=TRE A=F=TRE
(43241)) (42951)
oL (H) NE NE
[ (95%CI] [NE, NE] [NE, NE]
OS™ | n¥—Kk™ 0.53
[95%CI] [0.38, 0.74] —
P " 0.00005
o (H) 15.1 11.0
[95%CI] [12.6, 17.7] (8.7, 12.5]
PFS™: ™| /4 — R 0.69
[95%CI] [0.56, 0.84] —
P " 0.00012

Cl: E4EIX[H. NE: Rl *1 : PRMHTEFOT — & (Q0184E8H24B 1~ "4 7)) | *2: =
B Cox b NP — RET ML D A=F = TRELE DR, *3: @RIn 7' o 7 KiE. *4 : RECIST
HA RFA L LIRICHES < SRS P gef) &



at risk#%

AEI200mg Q3W KU
P o e

AR—F =T

AF200 mgIWR UV 7 XL F=7
/

A=F=J

12 16 20 24

SR A]

432
429

417
401

378
341

256
211

136
110

18
20

X1 OSSO H[EfiENTHE D Kaplan-Meier % (KEYNOTE-426:35%)

1

o
)

b
s

at risk#y
AHI200mg Q3W
RUO7FIF=T
A=ZF=T

X2 PFSD

00 -
90 -
80 -
70 -
60 -
50 -

AF200 mgQAW RV T7HOF=T

BIEEE AR (A]

432 357 251 140 42

429 302 193 89 29

AT B O Kaplan-Meier 4 (KEYNOTE-426:45%)



[Ze 4]
[E BRI RIS M AHGER (KEYNOTE-426 #5#)
HEEQIIARF/ T X F =T # 422/429 il (98.4%) M ONA=F =7 423/425 {4
(99.5%) (2788 AL, BRI L O EBRNEE TERWAERERIT, T 413/429
Bl (96.3%) I Or 415/425 5 (97.6%) \ZiBDH LTz, WT OB THILEN 5%LL -
DOEWERIZTTRO LBV TH- T,
#2 WTROORECHREED 5%, EORIEN (KEYNOTE-426 i) (222 1EfTx S4E )

HWEBRSFE Bl (%)
(SOC: System Organ Class) KEN/ T X F =T A=F =T RE
JLARFE (PT: Preferred Term) 429 il 425 il
(MedDRA ver.21.0) 4 Grade Grades 3-4 Grade 5 4 Grade Grades 3-4 Grade 5
R 413 (963) 269 (62.7) 4 (0.9) 415 (97.6) 244  (574) 7 (1.6)
MiRFs LV 3R bEE
2 12 (2.8) 1 (02 0 69 (162) 13 (3.1) 0
i BRI S 5 (1.2) 0 0 37 (87) 6 (1.4) 0
I H BRI E 6 (1.4) 1 (02) 0 79  (18.6) 28 (6.6) 0
1IN 8 (1.9) 0 0 94  (22.1) 22 (5.2) 0
PN 43 AR
R BB RETTHERE 52 (12.1) 4 (0.9 0 14 (33) 0
FOR IR REIR TR 135 (31.5) 1 (02) 0 119  (28.0) 0
BIGREE
J A 23 (5.4) 3 (0.7) 0 16  (3.8) 0 0
{550 31 (7.2) 0 0 29 (6.8) 0 0
T 210 (49.00 31 (7.2) 0 175 (412) 19 4.5) 0
P iz f4 17 (4.0) 0 0 22 (5.2) 0 0
HIER R 12 (2.8) 0 0 48 (11.3) 1 0.2) 0
H A E MR 6 (1.4) 0 0 34 (8.0) 3 0.7) 0
D 91  (212) 2 (05) 0 111 (26.1) 4 0.9) 0
A% 61  (14.2) 3 (0.7) 0 86  (20.2) 9 2.1) 0
M - 34 (7.9) 1 (02 0 56 (13.2) 3 0.7) 0
—f% - RFEERS X OB GMALOIREE
1 J75E 50  (11.7) 6 (1.4) 0 54 (127) 12 (2.8) 0
% 7 130 (303) 10 (23) 0 142 (334) 21 4.9) 0
SR D JAE 55 (12.8) 4 (0.9) 0 92 (21.2) 7 (1.6) 0
FE L 16 (3.7) 0 0 24 (5.6) 0 0
BRI AT
ALT 4 102 (238) 52 (12.1) 0 54 (1277) 11 (2.6) 0
AST #3/0 97  (226) 29  (6.8) 0 59 (13.9) 7 (1.6) 0
Mz L7 F =8 24 (5.6) 0 0 30 (7.1) 1 0.2) 0
1 AR ARSI A L L HEN 22 (5.1) 0 0 2 (52) 0 0
I v ERER 3 0.7) 1 (0.2) 0 48 (11.3) 29 (6.8) 0
RN a5 % 14 (3.3) 1 0.2) 0 76 (17.9) 31 (7.3) 0
RERA 41 9.6) 6 (1.4) 0 36 (8.5) 0 0
i BREGR D 1 0.2) 0 0 37 (87 11 (2.6) 0
B L O E
BAREGR 9  (21.9) 9 (2.1 0 106  (24.9) 2 (0.5) 0
&Y o me e 6 (1.4) 2 (0.5) 0 26 (6.1) 11 (2.6) 0
W E R P L O Rk E
RAHfiR 52 (12.) 3 (0.7) 0 15 (3.5) 2 (0.5)
5 PR 23 (5.4) 0 0 16  (3.8) 0 0
PhRE R R
VS 40 9.3) 1 0.2) 0 129  (30.4) 0 0
GIEVE] 35 (8.2) 3 (0.7) 0 33 (7.8) 1 0.2) 0
B K ORI IEE
EAR 66 (154) 11 (2.6) 0 39 (92) 6 (1.4) 0



A BRI % (%)

(SOC: System Organ Class) KHN/ T ¥ F =T RA=F =T
FLAGEE  (PT: Preferred Term) 429 il 425 Bl
(MedDRA ver.21.0) 4= Grade Grades 3-4 Grade 5 4= Grade Grades 3-4 Grade 5
e g, MEREs & OWitRkEE
MK 32 (7.5) 1 (02 0 12 (28 0 0
T 98  (22.8) 1 (0.2) 0 12 (28 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 K O TGk E
R i g 27 (6.3) 1 (02) 0 35 (82) 0 0
FE - BERFMTASERERE 119 (27.7) 22 (5.0) 0 168 (39.5) 15 (3.5) 0
% O FEIE 53 (12.4) 1 (0.2 0 18 (42) 0 0
% 46 (10.7) 1 (02 0 38 (8.9) 1 0.2) 0
k=4 &3
T I 179 41.7) 91  (212) 0 184 (433) 78  (184) 0

¥, ARAE/ T X F=TRICB O CREMEMEE 12161 (2.8%) . KK - /MEk -
EE O TR 40 1 (9.3%) . FRERIEE (FT 0 « SN U—IERERES) 241 (0.5%) . fTkhE
[ (ALT KON AST #0172 & OfF e i s 2 5 e) 150 6 (35.0%) . HR IR
REFESE 165 5] (38.5%) . TIEMRFEREREE 56 (1.2%) . BIBHERERE 1061 (2.3%) .
L AOBEIR 161 (0.2%) . BREREE (RAMEMEMERZE) 9B 2.1%) . ik - B
SHRMEIE 4 1] (0.9%) . FIEFH IS 4 6511 (0.9%) . LFHK 261 (0.5%) . SE I
&K 141 (0.2%) KON infusionreaction2 il (0.5%) MR HiLT-, £7-. HIED K EREE
(BREREIEARE (R RE . STALERE, BREIESE) |« BER. R - BEEE . S mikkEs
(et RSO PESRBER . TR E R I, FRIFEREE, MEPERIERSE %) | MERE RIEME
BEN OSEIZITFRD B by o T, REME A BLIRILIX B F 5 (R A 5 & 5 i)
EEDEFRERE T,



(M- AE]

AFNOREMEpERRET V2R LI I 2L — a2k v, KA 200 mg %
Q3W, 400 mg % 6 HEMIE (LT TQeW) & 95, ) XiX 10 mgkg (FKHE) % 2 M
k@ (LLF TQ2WJ &5, ) TEE LIZBEOARAIO MG FRENSRN SN, Ok
H. AAI 400 mg & Q6W TH G- L 1ZBRDOARA O E HFIRAEIC I 1T 5 Mg iR (BUF

[Cavgss)] EVVI, ) X, AFKI200mg % Q3W TH G LTZEED Covgss & JERT S & FHIE
e (FF) . F7z. KAI400mg % Q6W TH G- L 7=BRDARA| O EHIREIZ BT D
MIGEFIREE (BLF TCmaxss) &V¥9o ) 1E. Al 200mg 2 Q3W TH L LTZBRD Crnaxss &
g L CEfEZ R E TSRO0, BAANBFIZBW CARERHRE I TN D
ik - HETHDIAA] 10 mgkg ((KHE) % QW THG- L72BED Cuaxss & HLlE L TR
T ETHIENTE (FTHR) . ST, EEROEEE 25 RICARA 400mg 2 Q6W T
5 U Tz eSS IAERR (KEYNOTE-555 5R) L 0 15 b v 72 S2RIMEIZ BE5 < S EhRE X
TA=HI V22— g KD PRI L3R EIE T A —& LHLL L (FH),
Mz T, BEOFEEIZIT 5 EERRBREGE IS IS & | AFI DR & & A XL e
& OB Z R DR SE T VDS S v, AK 200 mg 2 Q3W XiE 400 mg &
Q6W THeh L 7-BROMRER i & A XL et & OB #EIZ OV TRET SR, k
SEORE - HEOM THME R OZ 22 22 81T v &Pl &Sz,

£3 AAOEYEE T A —F

B - P Cinax Cavg Chnin Chmax,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) (32if;27) (10;?f98) UAé?§49) <50i?gl3) (192?;09>
4%§§%E§N (B;é?SaM NA 05:?;0 NA NA NA
10 mg/kg Q2W* (21§?223> (14;??45) (11;}?21) (421?233) (2727282) (19;?200)

+:1n=2993, 100[EDY I = L— 3 X0 EH I BT PEO P YRAE (2.5%4,97.5%40) . Cmax @ PIEIE
5% O E R MG PR, Cag - MR G5O FEENMIEFEE, Cun : MEERGH (VA 702 85T OEARMTE
HIREE . Craxss : EFCIRIBIZIRT 2 B MG PRI, Cavgss 1 EHIRIEIZIS T 2 FHIIMTE FIRFE . Crminss : EHIRAEIC
BT D IR 775 2 e

T 56 BlDEMELE (95%(FHE X M)

§ 41 BIDKNMTELE  (95%(EHEX )

NA : %72 L




4. FERZIZOWT

RIS U X 7 EHEEHE (RMP) ([ZED & | A0 [ 3 5 22 MBS TG B~ O 15 /Al
N DI T - T, AFNOE G0N/ BE Z2W - FrE L, AFO#FKGICL D EE
7REIMER ZRBL L 72BRISx ST 5 Z E DB 7272 LLF ODO~Q@ D3 T & 727
RIZBWTHEAT2RETH D,

O MEXIZDOWNT

O-1 TRED (1) ~ (5) OVWTNNITHEY T HHETHDH Z L,

(1) JEAEFEBKENEET 203 ABHFEEERLRBTS B ER RS A2 GE LSRR
HUE S A RSB EE ML AR . HIR DS ARSI 7 &)

(2) FrErEREIRbE

(3) HBEAFERFNFNFEET D0 AFEEERPE (S ARSI EWRPL. 23 A sl
W IRBE, 3 AR EEHERE B e &)

(4) FRALFEIEE 28 L, SR EFRENR 1 XIS AL RN 2 ol gk K1
IR D BT > TV D iR

(5) PUEMENEBAIL & EINE O ha IR DR 21T - T 5 fiiak

D-2 B O LR E K ORIWE R BLRE ORI 53 72 ek & 8Bk &2 ReoEhf (T
RONWTIDITEL YT HER) 2, Y2 BB OARFNCET HIpEOELE & L CRE
Y A QA

#*

o [ERNEFFEUSHE 2EOYIANHE Z21E T L7212 SHFELLE DD ATRE D EEIRNHE 217
STWAHZ L, 96, 24 Eid, BASEMEEEZ L UZERIEREFONHE 217
STWAZ &,

o [ERIREFERE 2 FEOWHINHE ZE T L7-1412 4 UL EOWIREBF O FERIHE 217
STEY., 55, 2L Bid., BSHINEE OD A MR L 25 Te S ATRIRD IR IHE 217
STWAHZ &,

@ BENOEIESEHAE FE ORI DT

PSR BB BT 2 B A DR E S, BRI D OFRAE D, Aotk - &%
YRS PRE RO G B OERZE ST 2 @i, AFFLRBAE LIGE oW
B, EDRESCHITTONDIEREIRE S TNDE Z &,




@ BIWEH~OXIRIT DT
@-1  JiakAHIBE§ 2 gk

VLM AR RS O B EE R RIVE I 28 842 L7 BRI, 24 BTSRRI O | 24 %l i S
HHERRIZ W T, FEH L 7ZEERICIS U TABREE R O CT HOBIWEH ORI 23
TR DOFEF Y B RIS O AL, B DTSRGS ATRE R RH 23 > T\ D Z &,

@-2 ERUEFEHICLDAFEFGXISICET 52

ARSI HE D 2 P 2 sk R OB RE 2 A T D R FE DNEER =% ) v 7
EEDTEROA 7 ) —= T HTOWERE L EHE LA TE 5 F— LR 2
fiEShTnWbZ L, 2B, BiAHICOWT, RABRE EZOFBEICHTITEAMmENT
WhHZ L,

@-3 EHWEHOZWox ST LT

RIWER (FEMEMEBIZINZ ., KIBKE - Mk - BEO N, BUERZX - A2 - 1T
FEREREE - IF2% - EMEREAE 2, BEREMR S RS RIEMER RS . NowkEE (T
MABEEIE T, FURBREEIE S, RIBHERERES) . 1 BUBERN, 5 & DR, filidk - B
TIRMEAE . BEA, B ORREMREE (PEMERZBIERAE, FRERBEIRAE R, 2 AL
BE. FHRIEIESE) . infusionreaction, MM7% - $lFsc, EJEMEESE, MRkEE (F7 0 -
AN U—EGREE) | Dk, BRERMIKRES (Gt MR MESRBER | i tEE i,
IREFERES . BERERIERIESE) . MEREBIEMRE. M) 13 L. Yikhiak XUTrpEE
JESEA DR 2 A3 5 AN & EEE U (RWEH OO IR L CHRER OS2 5%
TONAEMICHDHZ L) | EHIZHEURENTE LGN ESTND Z L,

10



5. BEGXHR L HEE
[Hxhiiz B4 % F1E]

@

)

{LERRRIERE D 72\ MR IR YIRS BE T ER M 0 BRI BB I BV T AR E 7% v
F =T L OERABEOEIMENTREN TV S,

TRLCEZ Y T2 BT D ARK OB G- K OEH T IEIZ OV TR, AFIOAZMED
ENLSNTELT, AFOREGRRE B2,

o IR L

o RAIOHME S

o OTAEBIOAHDIENR TSN TV OHFUENEIREA] & OO %5

2B % HH]

[ 44k
O TFRICHEYT 5 BEICOVTHAROEE IR E SKTVWS L nb, #5517
b

@

AN
o ARHEIDFITIT R LIBHUE DBEERE D & 5 B

/“f?ﬁﬁlJODuMﬂﬁ BWTTRICHEYST 2 BEICONTL, AFIOFEEIFHEE S s
{m@{"“ﬁﬁg?ﬁﬂﬁiﬁﬁ;b\ia/\ RO, HEICAHZERT 5L E2BETE D,

o HEMEMREDOEOSUIBEED & 5 B

o ErE G R A TRVESE 2 R8 0 B K ONEEIE O F RN S0 e i 2%
FEDOMICRIEMEEALR B % B

o HOREREBOSO XIXEMERZRAE L IEHEFREMEDO B OB REDOBERE D
b % BE

o gL (Sl AEE 2 S Te) Db D BE

o ORI AT D EE

*  Karnofsky Performance Status 70%#i 5V 0 B

(1 Karmofsky Performance Status (PS)

Score | B35

100 [1E%#, HEBICHT 2 BEOHFZ SR, BHRERZ L,

IEH OB ATEE, Fral/ein LE e, 90 |BEWBRIRKIERITH 545, IEFTEB) A e

80 |77V BRRIER D & 573, 571 L CIER OIEB) i RE

FET D Z LITRARE, HECTHEETE T, F| 70 [ADAFOMZRIITE D3, EWOIES) - 7B % Z LT R AThE

HITIFE AL KRICEDZ D TH D, | 60 |EBSICHBERZ LIZTTEX LN, L MRy

A RRBREO I ELE LT D, 50 |[REBE L-FER L OEHNRIERITHSHLE

40 B9, WY RERB L OEENLE

ORI DO LEASTTERWY, fikdhH s 30 &<, ABREDSLEENEIZELEE> TR

RO FE#E L RISFOF#EZLELE T 5, KA 20 FERICEE, ARSI TR AR R IRIR) 48

DEHIZHEIT LTV D ATREMED B 5, 10 ZEH S E-> T D

0 |4t

11




6. HHIZHEL THET X HHE

O  WASCEFEITINZ BEREHEE DR 2 EBFE 1T D E ARHI O Fetk & OV Efif
RO 7= DI B w2 o B L Co b RET 52 L,

@ JHREBIARICIENL D BE T OFRICE MR ERMEE oA L., FEE2 S
ThoEETHZ L,

@ FEREWERHO~RT AL MMZDOWNT

MEMEEBR S 5 DID Z ENH DD T, RAOEGIZHT--> Tk, FIHE
W (Bgliv, WL IREE, k) OfeRE K O X ffads o K, Bl5x -+
AT H Tk, Flo, BEISUTHE CT, MG~ —F —EOMRA % Ehi 7
HT &,

infusion reaction 23 & 545 Z L 3% 5, infusion reaction 23738 H AL HAIT
X, WO RALEZITH & &I, RN EET 5 £ TREDOREEZ /51 #8E
T5HZ L,

FURIRERERE S . T RAEERET R OCRIBEEEEERN L LN L2 B H LD
T, AAF| OB G-BAERT M O G-I P IZEHINT N W EERR A (TSH., 78
T3, W5 T4, ACTH, M =L F Y — LV EORIE) £+ 5 &,

BIERF 2%, A4, RS, TR, {EHRERN L OND Z 03 H D
DT, ARFN O G-BdEET M OF G- Fi3E eI iTpEaem & (AST. ALT,
y-GTP, Al-P, BV /LEEOHIE) 2ET5Z &,

SEIER (IR L TR BHRAERZGT) HFOEERIRESE NS bbb
ZENHHOT, EFICIROEF OFBEMRT 52 L, £, IROEF N
RBOOLNTHEITIE, HONCERENZZ2 T2 L )BEFELRET L L,
AHNOBEGIZLY | WEDOGRERINIERT 5 &5 2 bILb kA 7B IE
DHOLOLNDZ ERDHDH, BEDPBROONTLEICIE, BELEFRIIS U
B 70 ik & BB 2 o [l & U ClE vl e BRI i 2 1TV iR EE O sy
BT & 2 BWER BN 2561215 AR ORE I IE, K ORIE B R
NWEVRIOBRGEEZBETDHZ L, 2, BIBEREFRLVEYOELIZX0EIE
HOYGEERFRD IR WIGEIZIE, BB RE ARV o LIS O S i #l oisin
LEET DL,

BeHHET %, BRSO HBSE L T LEIERBRET 22 nH 5720,
AFNOEGHETRIZGEWEHOFRBU A ITEET D 2 &,

1 BUBEpRI (BIE 1 BUBEIR S 2 & de) Db bbiu, BERFES 7V F—T &
IZEDZENRDHLHDOT, A, O, EHFEOIEROBICMAED L2+
SEETAHZ &, 1 BBEREN DN ICIEREEZRIE L, AR 8l
H OB GEOBE RAEZITH 2 L,

@ AHFNOERRBRICBW T, BEBGHS 2R, UIRIIM4BEEETCORITE, 0
#% 12 W EICHEDMEOFEEIT > TV 2 L 2BE T, ARG R EHICHE
BB CHHEROMEEREITH Z &

12



e HHEE T A KF A
NRA7vl) X~v7 (Bla )
(BR7e4 4 b—Z S EE 100 mg)
~ BRI ~

SHIEHE1 2 A (5F0 348 HWET)
JELAE S




ER/N

AN

XU ®IZ

ARFN DR, TR

IR AR

iR 2D T
BHxtGe L 70 5 B
BHIZE L TEE T & HIH

P2
P3
P4
P12
P14
P16



1. ZUoic

IS OGN < REMEDHEROT- DI, WA STEZEITE SVl E el 23R D
B, 6T, IWEORFEHNOEAIZ LY | FUREIKS 22 & OFH 72 Frli/F A%
FFEIMPERBINLH T, 2O DOEEKLZFEICLERET RIS 5 2 L BRED
AR L 72 o TR REMBGEE & O AT #2016 CEAL 28 4F 6 A 2 H BRI E)
IZBWTH, EHMERL SO ORKE(LEEZXNL Z L L ShTnb,

HORE R FF ST, SRR L M7 0 7 7 A VBEEFEOES L &7 5 R
RHZENRNHD, TOTh, FMEROEEEICET D ERS SR T 5 E TOR,
WMELEHG DO BE LR ZIT 5 2 EPWIRE SN BFICK L THERT 2 & &bz, BIFE
FDFEE U= B e kb & & D 2 & DS ARE 72— 8 O B &3 7 9 B B <t A
THLENEETHD,

L7eRoT, KA KT A TiE, BIFEERES ZNE TITE LN TV A EFEIH -
BHEm R S & | DUTF ORI O 7o H 2 HEET 2880 6 B R 8 35 2
FROEEFRREZ T,

B ARITA BT A %, MNATEBHE N EE S ERES R G, A8 HEAR AR
BRIRIE s . — M RTEN B ARERIRNFE S . — AR HEAN AR B SR kO
NESAERTEN AR OPESIVRI 2O o b & ER L T2,

KG L IR HEINL XA b L—F EEERE 100mg (— R4 Na T ) X~vT (Eis
THAHL %))

R ERDMEINE - B XITIERERR & F 9 5 B

NEERDRMEROCAE - @, AKX, Xa7n) X~7 (Eiardfz) LT 1
[a] 200 mg % 3 WA FHIFE XX 1 18] 400 mg Z 6 J HI[F R T 30 47 [H
DT T RITEFET 5,

il 3 B 58 3 #F  MSD Rt




2. KEIOFE. (ERBET

FA h— & HEEE 100mg (— &4 a7 0l A~ Bz UT IR
w5 ,) X, PD-1 (programmed cell death-1) &% dD VU %> K Td 5 PD-L1 & T PD-
L2 L DG EZEMET S, B MEIgG4 £/ 7 v —TF ULHURTH 5,

PD-1 1T T MAR S0 GRS D & 84 D 72 OIS A AR DS FIFH 9° 5 T2 70 S0 2 il 4
AA wF T, PD-1 1, EFEZRREBICI WD TEER T HifuoMinLmIcBEL L, B %
P I s % B o AR LB ST R 70 50 SS9 5, 37 B, PD-1 (XU W REfE
ATHZ LRV PURSERICL D v VT VinE 2 AICHIET 2% B&KTH 5, PD-LI

IEFFRRC BT 2BBUT DTN TH LN, Z<ORAMIBTIE T Mlto@z 2
HIZEWENFEBLL TV D, DAMABIZIIT S PD-L1 O E3EBLX, BHIAaRE ., B,
JEfmAaEE. JREE. FE/NRAEITE 7 E Ok 2 e A TTHRARR-TH Y | fRWAEGFE
& OB HE STV D,

BEL DD DGR T & PD-L1 FBEOFEREMED S PD-1 & PD-L1 OB IZNEE O
TR R B W CEEREE 2 ) Z LAURBR SN TE Y BN ARIROER L L
THIffFSnTW5,

AFNZ, PD-1 & PD-L1 X OXPD-L2 DY) B> ROfEGEET L Z Lk, 5
W NBREE T OISR AR ENE T U o SERATEM L &, HUEE S 4 B b
T 52 L CHEENRARET D,

AFN DR 3D < S DRSS X DEIWEREN S b b, E’%X ES At
£ % H @z’»%é ZIK%'JOD&’EJLEP&U&“’—??& (T, BEOBEZ 40TV RE DG
SN2V gWiek® 5e o tell = NS 1 MO k= =3} TELt%ﬁ%’]foﬁ%uu&&@%ﬁ%?#ol:ﬁfﬁkL%L“Ciﬁ
@Vﬁﬁ‘%U%Lﬁ%ﬁb\ W DR OSIC & D RITEHI N gD 2 58121, BB B E AV
F A EFEOE YR AE 21T 9 JZ\E#E% Do



3.%#%%
P8 T R AR & T 5 BHSEGRIE O KGR I3l 2 17 - 72 £ 22 B R BR O plois %
T,

[G2E]

] BRI R 25 T AHRRER  (KEYNOTE-048 ##%)

(L FRERE D 72 TR S (e, R - TUHER M ONWEEE OO 38 TR fRiss 2 A5
5 UHS R - B R R 882 Bl (HAN 67 flagle) AXIRTIC, BV Xy ~7 (B
i z) (UT eYyXo~<7) Lnwd,), Zrtuv i (LUK I5-FUl &
9.) RO 7 FFRAIOHHEE (LFRIER) 223t LT, 5-FU & 7T 58
FIOPEH T TAAN G (RANOF A G-HE) ° R OAH] 200mg 2 3 @R (LT TQ3W
LW ,) BE (RAIEMMBEGR) OAIMER LSRG Sz, FEFHMEEE O
—O & INTAEFAHME (LT ToS) &v9,) IZOWT, ITT T\ T, KA
ﬁﬁ‘féif HMEFRE L R L CTHEICIER Lo, £70, AFIBMEE I L FIRTE & ik L

T, ITT £ W T, OS 1TFHELMEZLZ R L, combined positive score™ (LLF TCPS) &
W) N1 UL EDOBREFEEMIZBWT, OS ODFERIEENFED b,

*1 o RPFTRZICKHT DR & L TUEFIRIEZ S T0IREN E i STV BE Tl 4#%is
BEOBRAIRE RN H 6 AL ERGE L TV A A1, MAANAREE Shviz (7272 L
YELIRWTE T %61 A INICERBHETT L7 35813BR <),

#:EYF~T7 (FIEI400 mg/m?, 2[E1H LAFE250 mg/m?) . AT T F 100 mg/m? XL
NVARTZF > AUC 5 (mg = min/mL) K OV5-FU 1000 mg/m¥/day (4 B B&ee S0 5

DIEIZ Q3W (BY o ~T7 DA LRI THRK6=—AEHR, Y F 1 ~7250
mg/m*% LR FIR CT& G LTz,

*3 . AKAFI200mg, AT F 100 mgm> XX VR T T F 2 AUCS (mg - min/mL) K O5-
FU 1,000 mg/m?%day (4 H fFFHEATR G DIEIZ Q3W T K67 — A 5% AF#1200
mg % Q3W THH L7,

*4 : PD-L1& R8I LMl (M, ~27u 77 —Y RO v o588R) ZREEATnsk ©
FRL. 100% 3 U 7= 5K 0E,

#1 AFIGEHES O (KEYNOTE-048 745%)

AKIOFH e G- bR LRt
(2814) (278%1)
hoefE (A) 13.0 10.7
[95% CI1] [10.9, 14.7] [9.3, 11.7]
0S™ N — K™ 0.77
[95% CI] [0.63,0.93] —
P " 0.00335

Cl: EHEXM. *1 : PREMITEREOT —% (Q0184F6H 138 D » M4 7). *2: @RI Cox Ll N —
REF T L AAFEIERE L Olg . *3 : J@Rlla 75 o 7 e



AR (%)

40
AT LA ]
at risk#&
AH1200mg Q3W,
75 %%@%U&U\S-FU 281 227 169 122 75 40 10 1 0
YR T,
278 227 147 100 51 20 5 1 0

77 FFHRIH| K ONS5-FU

1 AFIPFRES 0 08 O FRIfENTIF O Kaplan-Meier #i# (KEYNOTE-048 35%)

72 AFIBME G OIS (KEYNOTE-048 #X5R)

ARH B P - (b LR
%5 30141 30041
houfiE (H) 11.6 10.7
\ o | [95% CI] [10.5,13.6] [9.3,11.7]
ITT S84 05 N — R 0.85
[95% CI] [0.71, 1.03] —
P fE™ 0.00014
%k 25743 25543
hoefiE (H) 12.3 10.3
cPs=10 | o [95% C1] [10.8,14.9] [9.0, 11.5]
AR NP — R 0.78
[95% CI] [0.64, 0.96] —
P il 0.0086

Cl: EHEXM. *1 : PREMITEREOT —% (Q0184F6 A 138~ M4 7). *2: @i Cox Hufil N —
RET WA L DLFHERE L oLk, *3 . Billu 77 o 7iE GELHEPHE) . *4: Bhla /2
VU RRE (R PE)



A #1200mg Q3W

AR (%)
2

w_
D9 pyxo~7. 75FFWERKUSFU tH it
‘ L S T
10 - ’r; ______ I
0 T T T T T T T T T
0 5 10 15 20 25 30 35 40
IR LA
at risk#
AFI200mg Q3W 301 225 172 125 81 37 18 2 0
Y% g
JXT~T 300 245 158 107 57 2 10 1 0

7' Z FF K| & O5-FU

A#1200mg Q3W

R (%)
5

|
b -

20 Y F v~ 7. ST FF RFK O5-FU }Hti
10 L
0" T T T T T T ; |
0 5 10 15 20 % 0 35 0
AAFHIR (A ]

at risk3%
AFA1200mg Q3W 257 196 152 110 74 4 17 2 0
ML SV AN 255 207 131 89 47 21 9 1 0

7'Z FF 8K L O5-FU

X2 AAFIHEMBEED OS O FREENTE O Kaplan-Meier #ifi (KEYNOTE-0485X5%)
(L ITT £, FX : CPS= 10 EBHER)



(PD-L1 FEBLR IR D A5 1H)

] B IL R 25 TAHRASR (KEYNOTE-048 3UR) ([CHAAN DI BEOT —ZIZHED X
CPS BT 24T o T2 A 20 (BRERA 2T 2 5 de) M OVZEMEORERIZUL TO LB Y
ThoT-,

AAUZERIEGEH OAZIEIZES LT, CPS 28 1 Rii DA AL RIERE L IRIEFEED
RTH-o7- (F3, K3,

AFNEMBEE DG ZMEIZES LT, CPS 2MEW T SRR EREIC 69 D AR B 55
DAY — RN K E < AR D DAL, CPS 28 | K DH AT — RS 1 %
kREl>72 (4 KO 4),

723, PD-LIOFILKRIUZ L 6T, RFORZEMNET 17 7 A VIFFEKRTH - T,

7 3 KEYNOTE-048 350 k51T B AK ULk HfE D CPS B To 08™

PDLI %5 LA gy PRI DeeCH e e
o R e e

1=<CPS<20 ﬁ{%{gzgi;ﬁ gi 1;; [[89'2’1115.'53]] 0.75 [0.57,1.01] ™ 0.25
crss | PMBEEE Do T L0 IT o

Cl: fEHEXM. *1 : BEEITEREO T —4% (201846 H 13 A~ vA7) *2 : JEEHI Cox LN — K&
Fv (PRREIMEAT) . *3 : ECOGPS (0. 1) R OVHPV J&Z: (k. [fatk) ZBRIKF & L7~ Cox Hfiil

—FETV
100 1009 2
90 90
80 80
7 Lk . ,
2 A HI200mg Q3W, 7T FFHHUHI KUSFU 32 Y RIwT | TTFHRAIKOSFU
< 60 S 60 -
B 0 AN S /
H 20 / \vﬂm #H 0]
20 "H1H1|+41.,_ i 20
0] BYFYIT IITFFRARCSFU +H"t---f---}--i--f----i 104 ##I200mg Q3W, 7T F I KUSFU
-
0 T T T T T T T T 0= T T T T T T T
0 5 10 15 2 % 0 * %0 0 5 10 15 2 2 0 %
at risk 3 AL (A at risk¥ AT (A
A #1200mg Q3 W, A 7#1200mg Q3 W,
Z f;j—%%u&(ﬁ-m 242 197 144 109 67 36 9 1 0 55 7—-)‘5%%&@5&} 39 30 25 13 8 4 1 0
CYX T Y FX T,
S moss 9 2 ® 4 16 5 1 LA AN 3% 2% 17 9 4 0 0

3 KEYNOTE-048 BRI 51 5 AHKIGEHEE5#ED CPS B TD 0S O HFf#ENT ;O Kaplan-Meier Hifi
(£ : cPS=1 O EE LR, HX - CPS< 1 DEELE)



# 4 KEYNOTE-048 35123517 2 AFK|EM & 5 0> CPS BT 0OS™

PD-LI %5 T S A s
crs<t Mlmrn s s lorise 17 (0862200

1=CPS<20 $f£§j§i§;ﬁ 1;: 18? %zg: i;?% 0.90 [0.68,1.18] ™2 0.028
o I T

CI: {ZHEXE], *1 : PRIITREDT — 4% (Q018F6H 138 4 v A7) *2: JE@RICox LI N — KTV (I
SRWIMEAT) . *3 : ECOGPS (0. 1) KM UHPVEY: (BitE, Faftk) Z2BRINT & LizCoxbbfi ¥ — RET L

100
m_
&)_
70- ~
/a =
35 60 A F200mg QAW 3\4
o #
& o i
M 3] H
o] €7 Fe~7 7 FIROsFU LU .
=
O T T T T T T T T T o T T T T T T T T
0 5 10 15 20 2 30 3B 40 0 5 10 15 20 25 30 35
o AR (A ] o IR (A ]
at risk $% at risk 4%
71 200mg Q3 W 257 19 152 10 7 u 17 2 0 A #I200mg Q3W “ 2 2 15 7 3 1 0
YR T, 207 131 89 r 21 9 1 0 EYEZ<T. 4 3 27 18 10 5 1 0

75 TR s R 2 77 7T RAIRUS-FU

4 KEYNOTE-048 B IZ 1) D AHKI B 5#ED CPS B TD 0S O HFf#ENT ;O Kaplan-Meier Hif}
(£ - CPS=1 DBEEM, HK : CPS< 1 DEFHEM)



[Ze 2]
OE B I FEFH MR (KEYNOTE-048 #5R)

BEFGIIAFIG AR GHE 271/276 51 (98.2%) . AFKI B L H-7E 290/300 1] (96.7%)
S ObSERIERE 286/287 Bl (99.7%) IZFRD B, TRERIE & OREREATE TE 2
HERERGT, TNE 263/276 1] (95.3%) . 175/300 1] (58.3%) K X 278/287 il (96.9%)
IR BTz, WTNDORETREEIE D 5% L EORIERIZTERO LB TH-oT-,

K5 VIR ORETHEARIED 5% EOEIEN (KEYNOTE-048 il5k) (2 AT SAEHD

FHERIKRSHE (SOC: System B (%)
Organ Class) AHIGE & 51 AHI BB 51 ee=-375 e
FAFE (PT: Preferred Term) 276 fi] 300 1 287 Bl
(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 (953) 196 (71.0) 10 (3.6) 175 (58.3) 49 (163) 3 (1.0) 278 (96.9) 195 (67.9) 8 (82)
MiKE LY 2 RkEEE
i 133 (482) 52 (18.8) 0 12 40 2 (07 0 118 (41.1) 42 (14.6) 0
ST BRI E 21 (7.6) 21 (7.6) 0 0 0 0 12 42 12 @42 0
i BR YR SE 34 (123) 8 (29 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
i/ MR E 75 (272) 24 (8.7) 0 4 (13 1 (03) 0 63 (220) 24 (8.4) 0
Hi L OBk EEE
Hig 15 (5.4) 0 0 0 0 0 16 (5.6) 0 0
P IR
FOR IR RE AR T 35 (12.7) 0 0 39 (13.0) 0 0 1 (0.3) 0 0
H b
(G 28 (10.1) 0 0 9  (3.0) 0 0 31 (10.8) 0 0
T 49 (17.8) 3 (11 0 16 (53) 1 (03) 0 75 (26.1) 5 (L.7) 0
L 124 (449) 15 (5.4) 0 12 (4.0 0 0 131 (456) 16 (5.6 0
HN% 67 (243) 22 (8.0) 0 2 (0.7) 0 0 69 (24.0) 10 (3.5 0
Mgt 75 (272) 7 (2.5 0 7 (23) 0 0 64 (223) 5 (L.7) 0
—f% - BHEFR L OGN ORE
A7) i 33 (120) 8 (29 0 7 @23 1 (03 0 30 (105 6 (2.1 0
95 84 (304) 19 (6.9) 0 43 (143) 3 (1.0) 0 83 (289) 11  (3.8) 0
(EIs9 18 (6.5) 0 0 (1.3) 0 0 9 (3.1) 0 0
HEISE D SR AE 77 (27.9) 26 (9.4) 0 8 @27 2 (0.7 0 76 (26.5) 14 (4.9) 0
FEHL 16 (5.8) 0 0 10 (3.3) 0 0 12 (42) 0 0
JYIE RS L O A BUE
PIINGEAS 0 0 0 0 0 0 33 (11.5) 0 0
B, fER L OWEAIHE
AL S i 2 (0.7) 0 0 1 (0.3) 0 0 16 (5.6) 3 (1.0 0
R PR A
ALT #4)0 10 (3.6) 2 (0.7) 0 7 (23) 0 0 15 (5.2) 2 (0.7) 0
M7 V7 F =8N 30 (10.9) 1 (0.4) 0 2 (0.7) 0 0 15 (5.2) 0 0
I v BRSO 46 (16.7) 28 (10.1) 0 1 (0.3) 0 0 54 (18.8) 35 (12.2) 0
VAN = el 51 (185) 14 (5.1) 0 1 (0.3) 0 0 46 (16.0) 9 (3.1 0
RE D 21 (7.6) 2 (0.7) 0 9 (3.0) 1 (0.3) 0 30 (105 1 (0.3) 0
M ifn BR s 36 (13.0) 15 (5.4) 0 2 (0.7) 0 0 43 (15.0) 22 (1.7) 0
R L Ok EE
BARIRGEE 62 (22.5) 12 (43) 0 16 (53) 1 (03) 0 62 (21.6) 8 (2.8) 0
KH Y 7 A 16 (5.8) 8 (2.9 0 4 (13) 1 (03) 0 36 (125 11 (3.8) 0
K~ 7% 7 A fE 29 (105) 4 (1.4) 0 3 (1.0) 0 0 95 (33.1) 11  (3.8) 0
KT R U U AfE 23 (83) 10 (3.6) 0 9 (3.0) 6 (20 0 20 (7.0) 9 (3.1 0
1KY i E 6 (22) 2 (0.7) 0 1 (03) 0 0 19 (6.6 5 (1.7 0
PhiR R PR
TRTE LR 16 (5.8) 0 0 6 (2.0 0 0 15 (5.2) 0 0
KRR =2 —n"F— 15 (54) 3 (L) 0 1 (03) 0 0 6 (2.1) 2 (0.7) 0



FRERIRSEH (SOC: System

Btk (%)

Organ Class) AHINGE & 51 AHI BB 51 ee=-375 1E
FEAGE (PT: Preferred Term) 276 300 1 287 i
(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 OURKREE
T 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 E
SUERRBE & 1 (0.4) 0 0 6 (2.0 0 0 82 (286) 6 (2.1) 0
R g 5 (1.8) 0 0 6 (2.0 0 0 27 (9.4) 2 (0.7) 0
%@i " REFEARIIEA SIE 4 (14) 0 0 1 (0.3) 0 0 20 (7.0) 2 (0.7) 0
& D FEIE 14 (5.1 0 0 21 (7.0) 0 0 24 (8.4) 1 (03) 0
5 22 (8.0) 1 (04 0 25 (83) 2 (0.7) 0 101 (352) 17 (5.9 0
g RE 2 (0.7) 0 0 0 0 36 (12.5) 0

7k, ARFIGFHBGRECR W CRIEMEIEE 13 6] (4.7%) . KB « /MG - EED
THT9 B (3.3%) . MR E (57 2 « N —JEBRES) 96 (3.3%). FFHEREREE 27 3
(9.8%) . HLIRMREERERSE 40 1] (14.5%) . FIEMAHEREREE 1 6] (0.4%) . BHEREREE (R

A VMR REE) 21 #1 (7.6%) . D45 141 (0.4%) KON infusion reaction3 1] (1.1%)
DROONT-, T, BEORERE (RERBEIRERT, B, HEREIES) .
BB AR 1 BUBE IR, AR, AR - BRBUTIRAAE, EAEAG M0, M - BRI,

SE DR, EELMERES (R MR TESREER, iR, ARIFERRE,
FERIERAESE) | MERE RAEBRE S O EL TR S rino T,

ARFN B ERE B CTHVE MR A 16 61 (5.3%) . KB -
B (1.3%) . BEEO LGRS (BERBIEERE, 2B, HREIES) 161 (0.3%) .
P RERE 22 15 1 (5.0%) . HUIRIRESBERE 2 42 4] (14.0%) . T EEEEREREE 1 451 (0.3%) .

/NG -

HED THI 4

RIBHERERE S 1 61 (0.3%) . EimelmE (RAEHIEMERRE) 56 (1.7%) . MKk - §
B 161 (0.3%) . 5&E DR 1] (0.3%). BEK 261 (0.7%) K TN infusion reactionl 4l
(0.3%) DO LNT, T, MREE (X7 « NU—ERERS) . 1 BBERF.
K- BT RARE, BAER R, Ok, EER MRS (M MO MR 5T
. WIMLMER ML, REFERES . MERERIEKIESE) | MERE BIEEEE K O ZITEE O Hivie s

D72,

AREIWERZEHRIIIEEF S (AREERE 2 E5) 250EIRETT,

10



[Hik - HE]

ARNOREREYEHETT L EZFIHLIZV I 2L — 3 12k b, AF 200 mg %
Q3W, 400 mg % 6 Bk (LLF TQeW) & 95, ) XiF 10 mgkg ((KH) % 2 M
IkE (LLF TQ2WJ &), ) THE LIZBEOARAI O MG FRENRG SNz, £ Ok
Fe. AAI 400 mg & Q6W TH G- L7=BEOARHF O E FIRREIZ IS 1T 2 P Mg g (B
T [Cavgss) EWV9, ) 1E, AAI200mg % Q3W THeH L7ZFED Covgss & LT 5 & T
Ehiz (F&) . £72. AF400mg %2 Q6W THG L =B AR O EHFIRBIZB T 5 i
EMIEFIRE (PAT [Cmaxss) &9 ) 1F. AH200mg & Q3W THEH L7ZEED Crnaxss
g L CEEZ T E TSN OO, BARNBEFIZE WD TR HER ST
HHE - HETH 544 10 mgkg (RHE) %2 QW THEEH LTZERD Chaxss & G LU TIK
EaERTETHENT (FFR) . SOI2, EERAERE 2 FRICAA] 400mg % Q6W
TG L2/ TR (KEYNOTE-555 iBR) K 0 15 5= FRMEIC S < EiyHhhe
RIA=BFT v Ialb—ra Al PRI LICEMERE ST A —4 LHEEILTE (FR) .,
Mz T, BEOREEIZBIT 5 BRRBRGE IS X | AR ORE R & FMEUIZ ek
& OBEZ G A RS SE T VRS S L, AH 200 mg 2 Q3W XX 400 mg %
Q6W THL L7IZBROgEE & & Ao X TRt & OB W ORGSR, |k
LD - HEOM TAEINEL OVREMEICAME R 2RI v & PRl Sz,

K6 AHNOEDBRE T A —4

B - 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%,2223) (14;?41145) (11;,1 21 (423,2§33) (272,7282) (19;,9200)

F:1n=2,993, 100[HDY I = L—r a3 LY EHINTKAEIEO T IAE (2.5%4,97.5%4) . Crmax : FIEIHE
HHOREMIERIRE, Cog @ PIEHEGHOFEMIFEFIRE, Cuin : FIEHEEGE (A 702 F5H) ORKME
B, Cmaxss 1 EFIRIEIZE T D BT FIEEE, Cavgss 1 EFIRIEIZI T D M F IR, Cmines © EHIRREIC
BT D Bl i

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

§ : 41 BIORMTEEME (95%(FHEIXH)

NA : #3472 L

11




4. JEHRIZOWT

ARFN OG- RO 72 B35 22 W - FFE L, AFIOFHIC LY EEREWEHZRIL L
BRI T D Z ENMERTED, LFOO~QD T X T &z il W THEHT 5
REXTHhHD,

O MEFRIZHOWT

D-1 FTred (1) ~ (5) OWVWTINITHY T HiExTHDHZ &,

(1) JEAETEBRENEET 203 A2 OB LIRS (B IE IR0 A2 E L SR B
%ﬁﬁh%ﬁ@%mﬁ%%\%ﬁ#mﬁﬁrh@&>

(2) FrEMERERPL

(3) HBEAFERFNFNFEET D0 AR (03 AU EEHEIREWRPL, 23 A iafs
W IRBE, 3 AR EEHERE B e &)

(4) FRALFEIEE 28 L, S RALFREINER 1 USSR 2B 2 Ofigx KL 1E
AR D AT > TV B itk

(5) HUENERES AN B BN ORisR IR D | 21T > T D fitiak

@O-2  FHFEE DAL FIRIE K ORI ERFEBIRG OIS A3 72 Fnak & BEBR 2 D BE Al X
TEBHEM (FROWTNANIEZ Y T D EMITEBIER) 25, Y% OAFNIZE
TOREOEME L LTRESNTND Z &,

eSS

o [ERRFFEUTE 2 FEOYMFHEZE T LI2%IC 5 L LD VIR O BERIHE 2
fToTWbHZ L, 5b, 24 EIE, BASEWRIEE 3 & URRIERFOE %
ToTnD T &,

o [ERRFFIGER 2 FOMWIHEAZE T L7cRIZ 4 L1 Lo B SRR EE O IR
WHEZIT-> TR, 25, 242 R, 2N AFEMREZ & OESE RS2 R O
FRRIHE 21T > T D Z &,

o ERNARFFSUTHEFHEAFFIUGZ OMMMHE 2 T L7212 5 4ELL o 0O ESE
DEFFRIHMEZIT-> TR, 5 b, 2EL I, BAEYELEZ ST OEARIO R A
BIEDHRAIHEZIT>TWNH Z &,

&% AFN L DERICBWTCIREERSE OGN E 2B 5720, BE DOIRE
(ZY 72 B HRHEMIZ EOROWT IR TR 2573 =T (BESE I O{bF%
1R OBIWE R B DO REIG +53 72 ik & 1B & 5O [ERT) & OBRE/EHED ) &
WZET 5 &,

12




© BN O [ 5L AE EE B O ARHIZ DOV T

PR S A BRI T 2 B AR E S, RS OfFRAE O, A9 - %7
VIR O BB NEAREE 25 D I ittt AEFRNRE LG5 0HE
EH, ENHCNITAT DN D RHINE S TWE Z L,

@ BWERA~OXHRIZ DN T
@-1 SR ARHNZ B 2 Zet:

VR PR RS D B A BIVE SR AR LT-BRIC, 24 BRRIZZIRIEHIO T, ik X
VB R (23N T, BB L BERICIE U CABRE B L O CT O RIVER ORI 4
B EDORERN Y HHRIZE LI, EHICRIGCATRRRAEHINE > TWnWD Z &,

@-2 BEREEEICLDAEFEZISICET 524

8 AR I 0 5 B e s M OB RE 2 A T S IERICFE D EE e =2 U 7
EEDITEROA Y ) == 7 2ATOERE L F# A2 A TE 5 F— AERKH 2
fEShTWD Z L, B, BERICOWT, DABELEZDOFEIZHSIZEAMmESNT
WwWnHZ &,

@-3 EHWEHOZWox ST LT

BUER (FEMHEMEBIZNZ . KIBK - /Mak - BEO N, BUEFX « A2 - 1T
BERERE S - HFJ¢ - BEALMERRE K, B E (RMEREMER &%), NowkEE (T
TERPRREFEE . FRIER RIS . RIBHERERETE) | 1 BUBEIRIA. S E IR, Mk - B
AARIE . e, HEE OGRS (PEtEREEIERARE, REMEIRIERERE, ZIEAL
BE, B RIEIESE) . infusionreaction, AN - BEMEESc, HSEAN S E, MRkEE (7 -
AN USRS | D2, B 70 Mk FEE (S M i IV B SR B . ¥ MR- I
IREFEREE . BEYRRIERIES) . MERERIEMEE, %) ISk LT, Uik T pEE
JEFSEA DR A2 A3 5 AN & EEE U (RHWEH OO IR L CHRER O A%
TONAEMICHDHZ L), BEHITHEYZRAED TE DIEHNES>TnDH 2 L,

13



5. B LR DEE

[B2h B3 % 1]

O AL D 70\ VR U TR RS 2 3 2 SHSE R F EROE B 2B\ T ARH
B Gl NZARA] 5-FU L O FFRFIO PR GOBFMEN R TV 5,

@ AFNIERESILFE S IFEZE (KEYNOTE-0483E) 23\ T, &FERICBWTE
YR~ T 5-FU KOV T FFRFIO AL L i LT, AKH, 5-FU KO F
FFHIKN O OF G- OARF M GO MR RENTWAS, 7277 L. PD-L1%
HE (CPS) 12k W AN BRARZEAN RSN AERBELATVHDEZ L (p7
~8Z M) 126 CPS" bR L7c L CAAIR G- ORI GBOHW 2325 Z L EE LUy,
CPS MUK TH D I ENHER SN EFITB T, AFILSNOIERRIE S5
B35,

* o OKFIOZWE L LT, PD-L1 IHC 22C3 pharmDx [ =] (R5E4) 2VER STV
%,

@ TREICEZYU T 2 BB T AR OFR G K OERITIEZ OV TR, AFIOAZPED
WESLSNTELT, AFDOEREGHIR LB,
o TR
o OTHIMENR SN TWRWOHEEMEREE I & O OF A5

14



(ZaEiCB ¥ % F]

O TRICEYTLIEEICOWVTIAFOERENEZRE SN TNWDL T b, AT
bipnz b
o KAIDRSY WRE DB E D & 5 B

@ IRFEATOFHIIZI VT FRLUUCEZ Y T 2 BE T OV TR, AFOEGIFHESE S 1700
D, AOIRFERPUR A 2 NGEITIRY | HEICAHIZEHT 22 L 2BETE D,
o MEMEMZEEROEDX iﬂiﬁ@ b5 B
o JESE R A CHRIE R 2 7B 5 BF K ONEBYME O U KA lis 2 <0 G M i 2%
FEOMMIZRIEMEZE LN HA BN D BE
o HCOAEREBOED, UTEMERZE L < ITFERMED B R B OO
b5 EE
o BB (GEm@MaBEEL ST) Ob b EE
o OB I EE AT D BE
*  ECOG Performance Status 3-4 "V o 4

(XD BCOG 0 Performance Status (PS)

Score EFR

0 | &<MERIEFE TS5, Bl &lFE U HEAERNHRZR AT D,

PRRBIZI LUEBNIHIIR S 225, BTAIRE T, BAIEESEE > TOMERITITI LN TE D,
RS N S

ATARETHO DT DRI O Z L3 N TAFELAERF TE 2, HHD 50%Lh Bid~» ATl 29,

BHNTZEHSOHEDEY DZE LNTERY, HFD 50%L, EE2Xy RO TiRz1,

AW

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

15




6.
@
@
®
@

BEIZER L THET & HIH

IS SCEZRIIIN 2, BUEIRTEER DM T 2 BRHE 2 3D & ARH 0 et Je O 1

MO DI B EFRE 7B L ChERT 52 &,

TRIEBRAAIC N D | B XX Z OFEICHIME L OERM: %2+ L, RE 215

ThoEETHZ L,

CPS LR L7z BT, AR OE GG AW T2 Z &N E LW, CPS MERT

XRWEEITIE, AR O OGS Z @O L ECRETH L,

EREIMERO~RT A MZONT

o HEMREENDLOND Z ENH DD T, AFOEEIZHT-->TiL, PIHIE
W (B, RUR IR, k) OREE K OIER X A RE o £, Bz +
SATH Z by Fio, MBS UK CT, Mif~—F — Otz FEhiid
5L,

e infusionreaction 3% H I D = & 23 5, infusion reaction R D H AL AT
(X, WURE AT O & &b, FERMEIE T 5 F TREDREL 012842
THZ &,

o HURIRFEREREE | T HRAMSAERE R ORIBHMERENH SN Z ENHDH D
T, ARAIOEG-BIRART R O G- M P I X ESIIC N s re A (TSH, b
T3. #EHE T4, ACTH, fH = /F Y —/VEOHIE) 2FEhid s 2 &,

o BUEM%. R4, RS, FR, S{LMEBEEXRN S LD Z E0h D
DT, AAN DO G-BRLGET & O G- e IR I iTséRefR & (AST. ALT,
y-GTP, Al-P, BV LEVEHORIE) 2FEiT 25 &,

o HEIER (MERKMMLEERAERRELEGT) FORERERIREENH DD
ZENRHLOT, EHMICIROEFOFEAMRT D52 L, £z, ROEFE R
RO LNTHEITIE, HONICEREBEEZZ2 T 0 L) BEZ2IEETHZ &,

o AHKIDEEIZLY BEORIERISITRINT D & E 2 BN DA R REBSCHE
NHLDLNDIENH D, BENPFDONTHEIZIE, BEALE-FLRIIL LT
BRI 70 5k & SR A FE O [ AT & U CE bR R W A 1T R E ok
BOSIZ X B EWER D St 2 35-5101%, AFIOKRIES T 1k, K ORIE E R
NEVHOBRGE2ZBET L2 L, B, BIREEFRLVE L ORGIZXVEIE
FOUENRD B WAL, BB RE R VE DA O i il o8 i
LBETLHZ L,

o B TR AN LEI AR L CHrORWERNRERT L2 ER"H 5720,
AR OEHHETHIZHEWER OB SR T2 Z &,

o 1 EUMEIRYE (BUE 1 BUBEIR A2 Fde) N bbb, HERFMES 7Y R—T X
WCEDLZENRHDHOT, OB, Bols, NEH-EDORER DR BLLCMAEE D EFI21
SEET D Z L, 1 BERE RSN GaII G 2L, AR ) il
RO HEOWYI RNEEITS Z &,

AFNOEGRRBICB N T, BG5GNO 9B, UMIZ1FEREToHIT L, 0

#% 9T L ITHEIMEDFM AT > T2 2 & 2B E|T, AFIE G- 30E B g
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1. [ ZL®IC

EE S DOF M « ZRVEOMER O T2 DI1T1E, s SCESIT IS\ 23l E 7 A3 R
bb, 52, IEOREFHIFOMEANC L0 | FUREIR S 72 & O H) 72 B /8 %
FFrEEGENARINDLH T, 2D DOEKTZ BB B TR 2 2 L BB
AR L 72 o TR Y RIFMBGE R & GE O AT #2016 Gk 28 4F 6 H 2 H B E)
IZBWTH, HEHERLEOMHORE(LHEERZX S Z & L ShTna,

AR AR E SR S, EE RS R 27 0 7 7 A VBB FEOES L & B S MR
RHZENDD, TS, HIWEROLZEMICET 2 HERN+0ERT 5 £ TOR,
UHEERGLOBELEEZIT D ERPR SN BEEIRH U THEMAT L &L b, BIE
RNV LTI B et & & D 2 & DS ARE 72— 8 O B & i 7= 3 EE SR A B < A
THILENEETH D,

L7z o T, RHA RTA 2Tk, BIBEESC 2N E T L N TV D EFRIZY) -
BHER M EED & | LU O 3K O feiid 70 ) 2 HEHE 3 2 8LA & B2 B B %
F RO ERERERT,

RE, RHA RTA 0%, MNIATBOE N ESR G ERE R O, 2 FEARAR
BRSSP . — AR N B AR R NEHE & M O E IS FTEENE N B A RIE SO
WHhob EER L,

KfGL I DEIEN A M —F SEERE 100mg (— k% XA T e U X~vT (Eis

T %))
K% ERDBIREIUIRR « 28 AALFHRIER | ZHEE U 72 PD-L1 B ORI UIBR AN GE 7R T - 15
PO RIE RV bR

MNEERDRMEROAE @, AL, A7 e Y X~v7 (Ba7HE#fz) LT 1
8] 200 mg % 3 F HIFRE L 18] 400 mg 2 6 3 [H IR T 30 27/
DT T RIEFES 2,

3% R 8 3 & - MSD #RAiatt




2. KRANIOFHE. TEREST

XA M —H BIEEHE 100mg (—i4 : XA 7r ) X7 GBEFHZ)  BUT TR
#ll &vv9H,) IE, PD-1 (programmed cell death-1) & =D U 7 R T % PD-L1 2 OF PD-
L2 L OfEEEEERET S, & MbigG4E/ 7 n—FAHEKTH D,

PD-1 R 1T T M e BEARRSAE 2> & 38 2 72 D12 03 AUKIB SR 3 2 3 2 s 28 il £
AA »F T, PD-1 1%, EE/IRREICEWCTEER T HilOMaEmIc R L, 3%
P i % B o AR B TR R e S RS Z dlE 5%, 37205, PD-1 XV v KEfk
ATHZ LK VIURZRIRCE D v 7 VB EZ AT 228K Th D, PD-LI
DIEFFRIC BT 2H8BUT DTN TH L0, Z< ORAMBTIE THlROB X 2 Mz 5
IEERBENCREBLL TV D, BSAMBEIZI T S PD-L1 O ERRBIL, BN, W, I
AR, INECRE . FENEIRMIE R E O A ST THRARK T THY | IRWAEFRE
OB HE ST 5,

BECD D A DEGIRI T4 & PD-L1 FELOEBEMED S | PD-1 & PD-L1 ORI ILAEL D
TP RS BV CEHEEARRE 2 H ) Z EAURB SN TEY | iR ARROEN L L
TSN TV 5,

AANX, PD-1 & PD-L1 XO'PD-L2 Difi U 7> ROFEAELET 5 Z L1k v, JEE
W NBR B T D B AR S =M T U o SER 2 1E ML S8, HUE S )% & FEME L
52 L TGN R AT D,

AFNONEFIRETIC IS BIE O RIERUSIE L BEWERS2 S b b, Bl XTI
EH AN D D, AAORGPROBGHIIT, BEOBBE AT, RENE
D BTG AITIE, BB L HUTIE U B e ik & B8R & FF o R Afl & L Col
GBI A AT, BEOGIESURIC X 5 BIEMATEDA WAL, BRI
AN DR E OGN AT O WERD B,



3. FEIR RS
D AACFRIER IR LU7- PD-L1 Gt ORIGUIBRARE 2 1T « BROBIE R L
Jem D KR I Z B 24T o 7= E R BB OGS 2 R T,

[H2hE]
[E B L R BB AR (KEYNOTE-181 #&5#)
—WIEH & U TR 2L RIERE D & 5 IRIGYIRARGE /T - R O RiE R - B2
R OVRIE IR 628 Bl (AAN 152 B2 &de) Zxiguc, AHI 200 mg 3 36
(LLF TQ3W) &9, ) G OFMERONRZEMEN, {LFEE X7 V231, R
THEXEAXIIA ) )T HY) ERBRE L TR SN, 2B, BB TR EGEFTH
RO BN AT, TREBMEAT 2 R IR RO DR WEDO BRI LZE L WD EBE
TUE, KIEILARE O BT CHRBETT AR b D F TRAIOE G Z ki 25 = &3]
RBE & Sz, FEFHEE B XA (LU ToS) w9, ) &St FMtras s
L CREIN () PD-L1EGE (CPS™=10) %M., (i) P EEEEN KO Gi) ITT
EHIZEBIT 2 0OSORERIFR1OLEBY THYH, WTHOEMIBNTHERNHE S
NIz HHEAGG T X 7o T,
*: PD-L1 #2581 L7z filatk (MR, ~27nr 77— KON U 3EK) ZilEpfiat ¢
BRL. 100 %3 U7-fH,

F£1 RIS E SN-BEEMICEBIT S 0S OGE (KEYNOTE-181 #45)

. " R B .
. . A N AP — R pfE
Ja53 Bi %
e | B B %) [95%C1] [05%CI] )
(ZAH)
ﬂ;ﬁgwmg 107 (8282) 93 [6.6,12.5]
CPS=10 10'3 0.70 [0.52,0.94] "' 0.00855%
fbgkiE 115 (39.6) 6.7 [5.1,8.2]
Kﬁg%““g 198 (81362) 8.2 [6.7,10.3]
R R 18 0.77 [0.63,0.96] *  0.00894™
b 203 (89.7) 7.1 [6.1,8.2]
ﬂxﬁgwmg 314 (5672) 7.1 [6.2,8.1]
ITT 254 0.89 [0.75,1.05] ' 0.08431°
b9k 314 (90.4) 7.1 [6.3,8.0]

Cl: EHEXM. *1 : #uk (727, Zoft) ROWHMA (RF LR, W) ZEhlE T & L7z fERl Cox [EF,
Mk (7T, Fofh) ROKHRE (RN LR, e Z@Rlk+ & L7z @Rl log-rank fiE, BEAE (F
M) 0.00853, *3: Mgk (77, FoOM) ZERIKET & LZER Cox [BFE, *4 : Mk (77, 2ofh) %E
IR & U7z @R log-rank IR 7E, AEAKUE () 0.00766, *5: Hililg (77, o) ROWHME (R LK
. e ZJERIA T & L72)E 5] maximum weighted log-rank M€, A& /K4 ({)) 0.00772



—J7. PD-L1 Bt (CPS=10) 2> o)m - FRE o BE 1677 (BARAN 7752 5Te) 1T
BWTUTOEMERENSE LN (F2EVK 1) , 28, SkirEMH I T EFaiHE
ST AT XI REER Tld7e < . BRI MITHERTH 5,

#2 ARMAGE (KEYNOTE-181 i5R)
(PD-L1 5% (CPS=10) oV b o B, BRI )

AF1200 mg bk
Q3W
(85 f31]) (82 f31))
fE (H) 10.3 6.7
[95%CI] (7.0, 13.5] [4.8,8.6]
05 NP — R 0.64
[95%CTI] [0.46, 0.90]

CI: fFHX, * : J&@B Cox Fuffl W — FET /T X 2L 715 & D Hik

110
100 T
90 I&»
LY |
ABO— Y
X A
E 70" HH\ H\l—_x
g 60 e A 200 mg Q3W
) |
2 50 . S
© N
5 ™ e
> 40 - \
o) 5 \-\j
30 - J/ Lﬁ\_
20 =22 30 ey
<[Py —+-
10 4 '_H—'—a—--—+-—+—---,L
——t
0 | | | | | | 1 I | | | | | I . |
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30
Number at risk Time in Months
AF200mgQ3W 85 79 70 56 51 43 40 30 27 2111 7 4 3 1 0
e==30 5 82 74 54 42 34 23 18 14 10 8 4 4 3 2 2 1

1 OS @ Kaplan-Meier Hif# (KEYNOTE-181 7{5#)
(PD-L1 [51% (CPS=10) H o LR OB PRIRHI 72 AT FL)



[Ze 2]
[E| B L RSB I FER  (KEYNOTE-181 #&5#)

PD-L1 5 (CPS=10) 7R LD EEIZBW T, AEFERIIAFRE 81/85
(95.3%) . ALZFREIERE 78/82 5] (95.1%) (2388 HAL, JRBRIE L ORI EEURN G ETX
RWEEERIL, NI S585H] (64.7%) KON 67/82 5] (81.7%) TR BT, W
FLORETRBEIEGN 5% EORIERIZTRO L BY Tho Tz,

£33 DTN ORETHEEBEIED 5%ULORITEN (KEYNOTE-181 78R (ZZa it oS4 H)

EBIRHE (SOC: Bi%x (%)

System Organ Class) AFHIRE {bZBFRERE

JEAFE (PT: Preferred Term) 85 5l 82

(MedDRA ver.21.0) 4 Grade Grade 3-4 Grade 5 4= Grade Grade 3-4 Grade 5
ERIEM 55 (647) 19 (224 1 (12) 67 (817 32  (39.0) 2 (2.4
MR LY 3R EE

2 ifn. 4 @7 2 (2.4) 0 22 (268) 7 (8.5) 0
B 41 BRI i 0 0 0 8 (9.8) 8 9.8) 0
I BRI E 0 0 0 6 (7.3) 5 6.1) 0
Mo isE

AR B RE AR T iE 7 (8.2) 0 0 0 0 0
B IR

T 4 4.7 0 0 13 (15.9) 0 0
TN 5 (5.9) 0 0 17 (20.7) 1 (1.2) 0
H N 3 (3.5) 0 0 11 (13.4) 0 0
— - EEFEER X O SO RRE

1 9 5 (5.9) 0 0 9 (11.0) 1 (1.2) 0
I 57 10 (11.8) 0 0 16 (19.5) 0 0
T B R 7 (8.2) 0 0 5 (6.1) 0 0
FEEL 5 (5.9) 0 0 (11.0) 0 0
HRPR IR A

I R ERER D 1 (1.2) 1 (1.2) 0 17 (20.7) 7 85 0
1 BR AR 0 0 0 22 (268) 10 (122) 0
R L O S

BARBOR 10 (118) 1 (1.2) 0 16 (19.5) 0 0
B R 36 L OV A FEL Rk e

17 IR 0 0 0 8 9.8) 0 0
PR R P

USTE 0 0 0 6 (7.3) 0 0
KM= 22— F— 1 (1.2) 0 0 5 (6.1) 1 (1.2) 0
RWMERE = 22— T — 0 0 0 22 (26.8) 1 (1.2) 0
MR 2R, FERds K OMthm e

Jitilig & 7 (8.2) 0 1 (1.2 0 0 0
B ¥ K OV T AR kR

it A 1 (12) 0 0 28 (34.) 0 0
HIB 4 4.7 0 0 6 (7.3) 0 0
ZiRNIRZ SN A2 2 (2.4) 0 0 6 (7.3) 0 0

B, AFFEC RO THRIBEMEMRE 86 (9.4%) . BEDREIEE (hattR iRt
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RAEAE . P REREEARIE R, AR, JEREIESE) 161 (1.2%) | ks (¥F7 2 -
N U—EERESE) 2 1] (2.4%) | IFHEEERESE 9 il (10.6%) . HUIR RS RERESE 7 61 (8.2%) |
1 ABERRIA 131 (1.2%) | fhdk - BB mlfRE 161 (1.2%) & O infusion reaction 1 {5
(12%) MFRDO BT, Fiz, KK - /MK - BEO TR, TERAEREEE, #BIEHE
REfEE . BRREREE RN MEMER R%) | Pk, BIEMEE, MK - gk, 5
E O, LA, MERERIEGERE, BEE e MmEES (oMl OB MBI,
MR, FREFERES, HERRIEKIES) R ORI O b oo, RRIERFEBLRN
FBEES (BAREERTLZET) 28 0EEREZ T,



[FHik - HE]

ARIORHEMEY BT T LV AERA LY I 2L —a 280, AF| 200 mg %
Q3W, 400 mg % 6 HMFE (LT TQeW] & 5, ) XiX 10 mgkg (KEH) % 2 M
fkm (LT TQ2W1 &9, ) TG LZBOARR O MG HIRESHRG S, O
H. AH 400 mg & QoW THH: L7 BROARA O EFIRBIZ IS 2 B miEHRE (LT

[Cavgss)] EVVI, ) X, AFI200mg % Q3W TH G LTZEED Covgss & JEET S & FHIE
Nz (F#£) . 7=, KA 400 mg % Q6W T H L =D AR O EHIREIZB T 5 i
MIEFIRE (BLF TCmaxss) &V¥9. ) 1E. AHI 200 mg 2 Q3W TH G- L7ZBRD Crnaxss &
L TRz~ e FRISREZL OO0, BARAABEICBOD CHARENHREINTWND
i - HETHDAA 10 mgkg ((KE) % Q2W THG L72FED Craxss & FLBE U CTIEAIE
o ETRlEN (TR) , oI, B RAEBE Z X RICAHK 400 mg 2 Q6W T
B 5 U2 TR (KEYNOTE-555 38k) X 0 15 5 7= SEMEI 555 < SR fe <
TA=HF VI 2 b—va L0 PRIL Y EiRE T A —% HRI LT (TH),
Iz T, BEOFEEIZIT 5 EERRBREAE IS D & | AFIOIRER & & A XL em
& DEI#HZ G DIRBESE T VDR S L, AKl 200 mg % Q3W X 400 mg %
Q6W TH# 5 Lo B ONgeE & & A UL et L O EIZ O W TRFT S /R, E
SEORE - HEOM THME R OZ 2RI e 22 BT v &Pl &z,

K4 AHNOEYEE T A —F

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?309)
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>

t:1n=2993, 100[ED> I = L— 3 & 0 EH SN2 BT EEO P RAE (2.5%47,97.5%4)  Comax : FI[EIF
5% OREMEFIRE, Cag : PIEHEG% O MG I, Cuin : HIEIFEGH% (A 702 5450 ORAKmTE
HIREE . Crnaxss © EFCIRIBIZR T 2 B MG PRI, Cavgss 1 EHIRIEIZIS T 2 FHIIMTEFIRFE . Crminss : EHIRAEIZ
BT D IR 775 2 B

I 56 BIDRMIELE (95%(EHEX )

§ 41 Bl RMEIE  (95%(EHEX )

NA : %72 L




4. WEFIcHOWT

AR OG- 72 BE 22 W - FrE L, AR OB LY BEELRBIER 2RI LT
BRI T D Z ERMERTZD LLFOO~QD T X T AT HiIZB W TERT 5
REThD,

O MEFRIZHOWT

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

(1) JEAETEBRENEET 203 A2 OB LIRS (B IE IR0 A2 E L SR B
%ﬁﬁh%ﬁ@%mﬁ%%\%ﬁﬂmﬁﬁrh@&>

(2) FrEMERERPL

(3) HBEAFERFNFNFEET D0 AR (03 AU EEHEIREWRPL, 23 A iafs
W IRBE, 3 AR EEHERE B e &)

(4) FRALFEIEE 28 L, S b FREINE 1 U3 RN 2 i gk K
AR D AT > TV B itk

(5) HUENERES AN B BN ORisR IR D | 21T > T D fitiak

@D-2  FERE O FRE K ORIWE R FEBLRE O XIS+ 72 5nidk & R 2 FroERT (F3R
DWTINTEE G T DERN) 23, X2 REBOARANCET SIROBMES & L TRES
NTnsHZ &,

*

o [EREHTFRSZ2FEOYIMHE ZE T L7 ICSFELLE DN AR O RIRIHE %
IToTWBHZ L, 96, 280 BT, DSASEWEREY T & LR IEEZOME %2
1IToTWAHZ &,

o [ERFFRSE2FEDOYIMIAHE ZE T L721412. LS O 23 A SRR % & Tes
FELLEDOHLBARZDEH ZIT> TN D Z &,

o [ERIRFFEUSZR2EOMIANHE # & T LI RICAFELL EOEKREERZH/ L T\ 5
Z L, b, 3ELLRIE, LRSI O N AW ERIE Z & T LA S DO BERHE &
1ToTWAZ &,

@ BENOEFMFHREEHOMAEHIZONT

G W BT T 2 R DS AL E S v, SR ZED D OIFHRE A, ﬁ?ﬁé %@
B ;ﬁ%ﬁ’ﬂﬁ%&@ﬁfiﬂd}iﬁﬂﬁfr I D IR A EFRNRAE LGOS
. FRESNITATONDIEHINE > TN D Z &,



@ BWERA~OXHRIZ DN T
-1 fiti e A B3 2 Zp:

WV ME R B D B 2R BIVE R 2338 48 U T2 BRI, 24 BBIRSHRIAH] O F | MYikhiak X
S BV T, BB L 2 BIEANCIS U CARBRE L O CT 20 BIVEF ORI 25
IR ORERNY B IS, B HICRHGATRER2ARI N E - T d Z &,

@-2 EFMEEE L DA EEGIGICET 5 E

DAZIRICED 2R H#B N OB e A T A EEEFEEDPEERE=2V 7
EHEOIEFRDOA T ) —= T EITOERE & HREZ A TE 5 F— AERIRH D3V
EESNTWAZ L, 2B, BIEHIZHOWT, BABRE EZDOFEICHSITEmMmENT
WhHZ L,

@-3 RITEH OB Er-oxHS B LT

RIWER (FEMEMEBIZINZ ., KX - Mk - BEO N, BUERZX - A2 - 1T
FEREREE - IF2% - BEMERRAR 2. BHREER S RS EMEBRE) . AomwkEE (7
MEAPRREFEE . HRIBREIR S, RIBEREREE) | 1 BUMEIRIA . 5 & DRk, fihdk - B
TIRMREAE . BEA, B O REMREE (PEERZBIERAE, FRERBEIRAE R, 2 AL
BE, FRJEIESE) . infusionreaction, M7 - BMEEsc, HSEAN M E, MRkES (7 -
AN U—IEERESE) | D2, B 70 Mk FEE (Saz M i VR BA M SR B . ¥ MR I
IREFERES . BEFRRIERIES) . MERERIEMREE, %) 1Sk L T, Yikhsx T pEE
JEFSEA DR A2 A3 5 AN & EEE U (RHWEH OO IR L CTHRER O R A5
TONAEMICHDH L) | EHIZHEURENTE LGN ESTND Z L,
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5. BGxIBLbEHE
[HZhEIc B4 % $1H]

@

@

bEEERE 2 A9 % PD-L1 BiPE (CPS=10) DOIRIEYIRAREZRHELT - IO RIER
e RO BB B W TARAOFENEN RSN TN D,

2B, CPSIIRAT Y X~ (BIETHH:) Oa =42 (kE4 :
PD-L1 IHC 22C3 pharmDx [# =2]) ZHWTHIET 5 Z &,

FRLICEZ N T 2 BB KT D AAN DO 5 K O IR DWW TR, ARAI DA ZIEN
MESLSNTELT, AAOHRLGHR LRG0,

o ALFRIEE OV

o FiomibhRE

o fOFUENERELA & OO

[Z2 4t B4 5 F ]

@

@

TRUCHEU T HEEICOWVWTIEIARB ORENEZD L SN TWDLZ Enb, #5217
F oA ARG
o AHNDORITIR UIBBUE OB ERE D & 5 BF

BRI OFHMIZ IV T TFRRICEE S T D BTN T, AFIOFE GIFHERE S 2z

D, AOIRERPFUR A 2 NGEITIRY | HEICAFZEHT 22 L 2BETE D,

o MEMMZEROEI IIBEOH 5 BHE

o oS E R A CHRE R 2580 D B K ONE B M O FUR B I <R g M fiti 2
FEDOMIZRIEMEZE LN B D B

o BHOMERBOAD, XUXEMERE L IXHEFREMEO B R R E OB O
b5 BE

o JEEBHE (GEMm&RBHEEL ST Ob b EE

o MO IIBEEE AT H R

*  ECOG Performance Status 3-4 Vo> &

(ED ECOG @ Performance Status (PS)

Score | EFE
0 | &<MERIEHTE 5, BFaiE U HEAEESHIRZ: <IT2 5,
: AARIICEL LUVEENIHIR S DS, SITATRE T, BIEECIE > TOEEIIITO 2 LN TE D,
B BNFE, EEEE
2 TR CHSDOH ORI O Z L 13T N THEEEDERIZTE W, HHD 50%LL EiZ~<y FACiE I,
3 RONTZHOEDED DZ L LnTE7R, HHO 50%LL EE2 Xy Rl 24,
4 2LENT RV, BOOHFORY O Li3e TERY, By KBTI d,
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6. BHICEEL CHHETREHHE

O  IRFASCEREIIIN A, BEEIREES D IRAET 2 ERFE I -D & AR O FeE K OV Ef#
DT OIZ B HAZ I L TS5 2 &

@ JHREBIARICENL D BE T F OFRICE MR OERMEE oA L, FEE2 S
ThoETHZ L,

@ FEREWERHO~RT AL MMZDOWNT

MEMEMERER D LI D Z ENHHDT, RAIOBRGIZHT- > Tk, PIHE
W CEYIAL, PRURIREE, RZ0KEE) ORERE & O X frieds O FEhEss, Blggs +
SIATH T &, Floo BELTS U THES CT, Mif~—& —F O 4 Fhi+
5k,

infusion reaction 23 & 5415 Z L 3% 5, infusion reaction 23728 H LG AT
E. WURREZIT S & &b, BRI EIE T 2 £ CHRE DR L 08l
THI &,

FURIRSEERE R . PR E K ORIBREREENH O DONDLZ N HDH D
T, RHNOFH-BAGET L O G-I IE SN wrssieRR & (TSH, 78
T3, 8 T4, ACTH, I =LF > —VEORIE) ZEMET 5 &,

BIRERF 25, A4, IFREREE ., TR, b E RN H LONDHZ EDBHDHD
T, KA OG- BIAGHT M OF G-I T3 E BRI TR sER & (AST. ALT. y-
GTP. Al-P, BY L E U HEORIE) Z2EfiT 52 &,

SEIEE (MR LT BHEAR ZET) FOEERIREENS b b
ZENHHOT, EHICIROEF OFBEMHRT 52 L, £, IROEFE N
RO LNTHEITIE, HONIEREEL =2 T2 L0 BEBLEETHZ &,
AR OBEGIZLY | WEOGRERINIERT 5 &5 2 bV EkA IR EORTE
DHOLOLNDZ ERDHDH, BEDPBROONTLEICIE, BB LEFRIIS U
BEPHE) 70 itk & ARk & B O Rl & s U ClE bl 22 8 R W 247\ o e
FOSZ & D BWER R B 25581213, AFIORIESUIH IR, K OREIE EE R
IWEVARIOBRGEZEZRTDHI L, ok, BIEREARLVE L OERGIZEDETE
HOYGENFRD B2 WIGEIZIE, RIS B R VE LSO 5 i &l e hn
LEET DL,

B TR, BOARIN 5 AfRE LT LEERDPZ BT 22 13 H D720,
AFN OB TRICHRIEHORBUZHSITHEET H 2 &,

1 BUE PRI (BE 1 BUBEIR I 2 5 ) Db bibiv, BERFMES 7 v F—T &
IZELHZERHLOT, Aig, Bl EHFOIEROFEELMEEO R+
SEETDHZ &, 1 EEREASRONZGE IR EERIEL, AR 8l
H O 5O R LEZ1TH 2 &,

@  AA|OEERRERIC BN T, &5-BG D 9 HFFRE THMEORHE 217> Tz Z
& EBBEI ARG ITEBICEGRRE THROMER LTI Z &,
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	ペムブロリズマブ（遺伝子組換え）製剤の最適使用推進ガイドライン通知
	別添：乳癌
	参考１：非小細胞肺癌
	参考２：悪性黒色腫
	参考３：古典的ホジキンリンパ腫
	参考４：尿路上皮癌
	参考５：MSI-Highを有する固形癌及び結腸・直腸癌
	参考６：腎細胞癌
	参考７：頭頸部癌
	参考８：食道癌

