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
PR L 7o TR Y RREMBGEE & 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 BEEZ RS 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
FROEEFERREZRT,

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,

RG L IR B EINL A b —F T ERE 100mg (— R4 a7 X~ T (Eis
THAHL %))

R ERDMEINE - B XITIERERR & F 9 5 B

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

il 3 B 58 3 #F  MSD Rt




2. KEIOFE. (ERET

FA h— & HEEE 100mg (— &4 a7 n ) XA~ Bz UT IR
Fl EvvH,) X, PD-1 (programmed cell death-1) &% ®D U %> K Té 5 PD-L1 & T PD-
L2 L DR EZEZEMET S, B MbigG4 £/ 7 v —TF LHURTH 5,

PD-1 1T T MAR S0 S GLRERE D & 284 D 72 OIS A AR DS FI - 5 T2 70 S0 2 il 4
AA wF T, PD-1 1, EFEZRREBIC WD TEER T MifuoMinLmIcBELL, B %
P B s % B o AR LB ST R 72 50 RS 2 95, 37 B, PD-1 (XU W REfE
ATHZ LRV PURSERICL D v VT VinE 2 AICHIET %Ak TH 5, PD-LI

IEFFRRC BT 2BBUT DTN TH LN, Z<ONAMIBTIE T Mlto@z 2
HIZEWENFEBLL TV D, DAMABIZIIT S PD-L1 O E3EBLX, B, 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 BEOFEEEMED 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 Ot > ROfEGEHET L Z Lk, 5
W NBREE T OISR AR ENE T U v SERATEM L S, HUEE G 4 FE (b
T 52 L CHUEEN R A RET D,

AANDOVEFHBE A H D < i EE DRI FOGIT & 4@%“%%%bhwiﬁﬂi%tﬁ
£ % H @ﬂ%é AHN DB G- R O EGRIZIE, BE OB Z oIATV . BREDPR
SN2V gWiek® 5e o tell = NS 1 MO k= =3} KLK$W%@ﬂd&@%%%OE%EL%LTﬁ
@&W%%ﬁ%ﬁ% W DR OSIC & D RITEHI N gD 2 58121, BB B E AV
%/ﬁ@&ﬁé@ﬁ@ﬁﬂ%%ﬁﬁﬁg#%éo



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
LRS- E R R 882 Bl (HAN 67 flagle) AXIRTIC, BYXv~T7 (B
i z) (UT eYyXo~<7) Lnwd,), Zrtuv i (LUK I5-FUl &
9.) ROT 7 FFRAIOHHEE (LFRIER) 2 Z2xtifé LT, 5-FU &7 o758
FIOPEH T TAAN G (RANOF & G-HE) = K OAH] 200 mg 2 3 B IR (LT TQ3W
LW ,) BE (RAIEMMBEGR) OAIMER LSRG Sz, FEFHMEEE O
—O & INTAEFAHME (LT ToS) &v9,) IZOWT, ITT W T, KA
ﬁﬁ‘féif HMEFRE L R L CTHEICIER Lo, £70, AFIBMEE I L FIRTE & ik L

T, ITT E£HICHB W T, OS 1TFHEL LR L, combined positive score™ (LLF TCPS) &
W) N1 ULEDOBEFEEMIZBWT, OS ODFERIEENFED LI,

*1 o WPTRZICKHT DR & L TUEFPIRIEZ S 0IREN E i STV BE Tl 4#%is
BEOBRAIRE R B 6 AL ERGE L TV A AT, MAANAREE Shviz (7272 L
YELIRWTE T %61 A INICER BT L 723558138k <),

#:EYF~7 (FIEI400 mg/m?, 2[E1H LAFE250 mg/m?) . AT T F 100 mg/m? XL
VAT ZF > AUC 5 (mg = min/mL) K OV5-FU 1000 mg/m?¥/day (4 B $&#ee S0 3% 5-)

DIEIZ Q3W (BY F o ~T7 DA LM THRK6=—AEH, Y F 1 ~7250
mg/m*% LR FIR TG LTz,

*3 . KHK200mg, A7 T F L 100mg/m? XTI HNAR T T F 2 AUCS (mg = min/mL) K O85-
FU 1,000 mg/m?%day (4 H fFFHEATR G DIEIZ Q3W TH K67 — A 5% AF#1200
mg % Q3W TH:H L7,

*4 : PD-L1& R8I LMl (S, ~27 a7 7 —Y RO v o58ER) ZREEMnEk ©
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 U » b4 7). *2: BRI Cox Ll N —
REF T L AAFEIERE L Olg . *3 : J@Rlla 75 o 7 e



A (%)
2

/ "L\'Hiﬂ"_ Hy

0 wvxvv7. 7IFFRAKUSFU 1“MH ----- MHH11|

10
------ !
O T T T T T T T T T
0 5 10 15 20 25 30 35 40
AAFHIE LA ]

at risk3
AH1200mg Q3W,
75 FF U & ('5-FU 281 227 169 122 75 40 10 1 0
YR T,

7 5 K| % (85-FU 278 227 147 100 51 20 5 1 0

1 AREIPEHEE S O 0S O FRf#ENTRED Kaplan-Meier Hi# (KEYNOTE-048 7X53)

72 AFIBEME G OIS (KEYNOTE-048 #X5R)

ARH B P - (b LR
%5 30141 30041
houfiE (H) 11.6 10.7
‘ o | [95%C1] [10.5, 13.6] [9.3,11.7]
ITT S84 05 N — R 0.85
[95% CI] [0.71, 1.03] —
P 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 fiE™ 0.0086

Cl: EHEXM. *1 : PREMITEREOT —% (20184F6 A 138~ h A7), *2: @i Cox Hufil N —
RET M L DLFHERE L oLk, *3 . Bille 77 0 7iE GELMHEPE) . *4: Bhla 72
VU RRE (R PE)



A #1200mg Q3W

AR (%)
&

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 vV RS, T TFF RER O5-FU }Hti
10 i
0" T T T T T ; | |
0 5 10 15 20 % 0 3 40
AAFIR A ]

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

7'Z FF 8K L O5-FU

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



(PD-L1 FEBLR IR D A5 1H)

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

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

AR EMBEE OGRS LT, CPS 2MEW T SRR EREIC 69 5 AR B 50
DAY — RN K E < AR D DAL, CPS 28 | KigDHE TN — RS 1 %
kREl>72 (4 KO 4),

723, PD-LIOFILRIUZ L 6T, RFORZEMNET 17 7 A VTR TH - T,

7 3 KEYNOTE-048 350 k51T B AF UL L #E D CPS Bl Tod 08™

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

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

CI: EHEXM. *1 : BEEITEREO T —4% (201846 H 13 A~ vA7) *2 : JEEHI Cox LN — K&
Fu (PRREIMEAT) . *3 : ECOGPS (0. 1) R OVHPV J&Z: (k. [atk) ZBRIKTF & L7- Cox Hfiil

—FETV
100 1009 2
90 90
80 80
7 7 . ,
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.,_ " 20
o] BYFYIT IITFFRARCSFU +H"t---f---t--i--f"-g 104 #HI200mg Q3W, 7T F I KUSFU
e
0= T T T T T T T T 0= T T T T T T T
0 5 10 15 2 % 0 S 20 0 5 10 15 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 ® 0 16 5 1 0 s 3% 2% 17 9 4 0 0

3 KEYNOTE-048 BRI 51 5 AHKIGFHE 5RO CPS B TD 0S O HFf#ENT ;O Kaplan-Meier Hifi
(£ : cPS=1 O EFE LR, A - CPS< 1 DEELEM)



# 4 KEYNOTE-048 35123517 2 AFK|EM & 5 0> CPS Bl T 0S™

PD-LI %5 g gy T BRCT AT T s
crs<t Mlwmrn s s lorise 170862200

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

CI: {ZHEXE], *1 : PRIMITREDT —4% (Q018F6H 138 4 v A7) *2: JE@RICoxL BN — KTV (I
SRWIMEAT) . *3 : ECOGPS (0, 1) X UHPVEY: (Bt k) ZBEAINT & LizCoxbbfi ¥ — RET L

100
m_
&)_
70- —
/a =
35 60 A F200mg QAW 3\4
w0 #
e o &
M 3] H
o] €7 Fv~7 7 FIROsEU LU .
=
O T T T T T T T T T 0 T T T T T T T T
0 5 10 15 2 % 0 % @ 0 5 10 15 2 % 0 %
o AR (A ] o IR (A ]
at risk £% at risk 5%
A F1200mg Q3W 257 19 152 110 74 % 17 2 0 A HI200mg Q3W w“ 29 20 15 7 3 1 0
YR T, o 13 89 47 21 9 1 0 EYEI<T. 4 38 2 18 10 5 1 0

75 TR s R 77 7T RAIRUS-FU

4 KEYNOTE-048 B IZ 35 1) 5 AHKI B 5#ED CPS B TD OS O HFf#ENT ;O Kaplan-Meier Hif}
(7K - CPS=1 DBEEM, HK : CPS< 1 DEFHEM)



[Ze 2]
OE B FEFH MRS (KEYNOTE-048 #5)

BEFGIIAFIG AR GHE 271/276 51 (98.2%) . AFKI B L SR 290/300 1] (96.7%)
S OLSERIERE 286/287 il (99.7%) IZFRD i, TREREE & ORERGEAGTE TE 20
HERERGT, N2 263/276 1] (95.3%) . 175/300 1] (58.3%) K TX278/287 il (96.9%)
IR BTz, WIT N DORETREEIS D 5% L EORIERIZTERDO LB TH-oT-,

K5 LI ORETHEARIED 5% EOEIEN (KEYNOTE-048 ilfk) (2 AT SEEHD

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
1. 133 (482) 52 (18.8) 0 12 40 2 (0.7 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
R P 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 (1200 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 (265 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
B AR AT
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 (52) 0 0
I v BRSO 46 (16.7) 28 (10.1) 0 1 (0.3) 0 0 54 (18.8) 35 (12.2) 0
/N 51 (185) 14 (5.1) 0 1 (0.3) 0 0 46 (16.0) 9 (3. 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 (LD 0 1 (03) 0 0 6 (2.1) 2 (0.7) 0



FRERIRSEEH (SOC: System

BiEx (%)

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, ARFIGFHBEGRECR W CRIEMEEE 13 6] (4.7%) . KB « /MG - EED
THT9 B (3.3%) . kR E (57 2 « N —IEBRES) 96 (3.3%). AFHERERRE 27 3
(9.8%) . FLIRMREERERSE 40 1] (14.5%) . FIEMAHEREREE 1 6] (0.4%) . BHEREREE (R

A VMR REE) 21 #1 (7.6%) . D4 141 (0.4%) KON infusion reaction3 1] (1.1%)
DROONT-, T, BEORERE (RERBEIRERT, B, HEREIES) .
BB AR 1 BUBE IR, AR, AR - BRBUTRAAE, EEAL M0, M - BEAS .

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

ARFN B ERE B W TRV E MR A 16 61 (5.3%) . KB -
B (1.3%) . BEEO LGRS (BERMBIEERE, 2B, FEREIES) 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%) . BimelmEs (RAEHEMERRE) 56 (1.7%) . MKk - §
Bk 161 (0.3%), 5 & IR 141 (0.3%). B 241 (0.7%) K& T infusion reactionl {51
(0.3%) MO BN, £, MREE (72 « SU—JEEES) . 1 BFERE.
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,

AREIWERZEHR I EF S (AREERE 2 E5) 25 0EIHHRETT,

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 Mg i (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) . SO, EERAELEE 2 FRICAA] 400mg % Q6W
TG L2/ TR (KEYNOTE-555 iBR) K 0 155 7= 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
& OBHEZ 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:?;4) 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 EH SN KAEIEO 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 0 56 BT EIIME (95% 5 HEIX )

§ : 41 BIORMTEEME (95%(FHEIXH)

NA : #3472 L

11




4. JEFRIZOWT

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

(1) JEAETEBRENEET 203 A2 FOE LIRS (B E IS A2 OE 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 2 %8 L, S RAL RN 1 USSR 2EIENINEE 2 Ofiax KL UE
AR D AT > TV B itk

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

@D-2  FHGEE DAL FIRIE K ORIERFEBIRG OIS A53 72 Fiak & 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 W AVIRIR O BERIHE %
fToTWbHZ L, 5b, 24 EIE, BASEWREE 3 & URRIERFOE %
ToTnD T &,

o [ERRFFIAGER 2 FOMHIHEAZE T L7cRIZ 4 L1 Lo B SRR EE O IR
WHEZIT-> TR, 26, 242 R, 2N AFEMREZ & OESEEM G2 R O
FRRIHE 21T > T D Z &,

o ERNARFF SUTHEFHEALFFIUGZ OMENHE 2 T L7212 5 4ELL o 0 ESE
DEFFRIHMEZIT-> TR, 5 b, 2HEL I, BAEYELEZ ST OEAFIO 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 > TWE Z L,

@ BWERA~OXHRIZ DN T
@-1 MR ARHNZ BT 5 Et:

VPR RS D B A BIVE SR AR LT-BRIC, 24 BRRIZZIRIEHIO T, ik X
VB R (23U T, BB L BERICIE U CABRE R L O CT O RIVER ORI 4
B EDORERN Y HHRIZE LI, EHICRIGCATRRRAEHINE > TWnWD Z &,

@-2 BEREFEEICLDAEFEEZRISICET 52

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 - ¢ - BEALMERRE K, B SE (RMEREMER &%), NowkEE (T
TERPRREFE S . HURIERREIR S RITHERERETE) | 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 2 A3 5 AN & EEE U (RHWEH OO IR L CHRER O RE A%
TONAEMICHDHZ L), BEHITHEYZRAED TE DIEHNES>TnDH 2 L,

13



5. BEXG 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 G OBMENREII TV 5,

@ AFNIERSILFESIFEZE (KEYNOTE-0483E) 23\ T, &fERICBWTE
YR~ T 5-FU KOV T FFRFIO AL L i LT, AKH, 5-FU KO F
FFHIFN OO G- L OARF MG OG MR R ENTWAS, 7277 L. PD-LI%
HE (CPS) 12k W AN RARZEANFBR SN AERBELATVDE L (p7
~8ZM) 126 CPS" bR L7c L CAAIR G- ORI GBOHW 2325 Z LN E LUy,
CPS MUK TH D I ENHER SN EFITB T, AFILSNOIERRI S5
B35,

* o KFIOZWE L LT, PD-L1 IHC 22C3 pharmDx [ =] (R5E4) 2VER STV
%,

@ TREICEZY T 2 BB T AR OFR G K OERITIEZ SN TIE, AFIOAZPED
WESLSNTELT, AFDOEREGHIR LB,
o fiTERAHIIRIE
o OTHIMENR SN TWRW i OHEEMEREE I & O OF A5

14



(ZaECB+ % FH]

O TRICEYTLIEEFICOWVTIAFOERENERE 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, AOIRFEERPUR A 2 NG EITIRY | HEREICAHIZEH T2 2L 2BETE D,
o MEMEMZEBROEDX iﬂiﬁ@ b5 B
o JESE R A CHRIE R 2 7B 5 BF K ONEBYME O R K A2 <0 G M it 2%
FEOMMIZRIEMEZE LN HA BN D BE
o HCOMEREBOED, UTEMERZE L < ITFERMED B R E OO
b5 EE
o BB (GEmSMaBEEL ST) Ob b EE
o OB EE AT D BE
*  ECOG Performance Status 3-4 "V o 4

GED BCOG 0 Performance Status (PS)

Score EFR

0 | &<MERIEFEH TS5, Bl &lE U HEAERPHRZ AT D,

PRRBIZI LUEBNIHIIR S 225, BTAIRE T, BAIEESEE > TOMERITITI LN TE D,
RS N S

ATARETHL DT DRI O Z L3 N TAFELAERF TE LW, HHD 50%Lh Bid~» R Tl 29,

[BHNTZEHSOHEDEY DZE LNTERY, HFOD 50%LL EE2Xy ROz 1,

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 E2HW§2 2 &N E LW, CPS BMERT

XRWEEITIE, AR O OGS Z @O L ECRETH L,

EREIMERO~RT A MZONT

o HEMREENDLOND Z ENH DD T, AFOEEIZHT-->TiL, PIHIE
W (B, FRUR IR, k) OREE OIER X MR o £, Bz +
STATH Z by Flo, MBS U CT, Mif~—F —H 0% FEhiid
5L,

* infusionreaction 3% H I D Z & 23 5, infusion reaction R D H AL AT
(X, WURE AT O & &b, FERMEIE T 5 F TREDREL 012842
THZ &,

o HURIRFSREREE | T HRAMSAERE R ORIBHMERENH SN Z ENHDH D
T, ARAIOEG-BIRART R O G- M P I X ESIIC N sre A (TSH, b
T3. #EHE T4, ACTH, L = LF Y —VEORIE) 2FEhid 52 &,

o BUEMZ. R4, RS, FR, S{LMEBEEXRN S bND 2 b D
DT, AAN DO E-BRIGET & O G- W1 e IR I ITsgRefR & (AST. ALT,
y-GTP, Al-P, BV LEUVEHORIE) 2FEiT 25 &,

o HEIER (MERKMMLEERAEREEGT) FORERERIREENH DD
ZENRHLOT, EHMICIROEFOFEAMRT D52 L, £z, ROEFE R
RO LNTHEITIE, HONICEREBEEZZ2 T 0 L) BEZ2IEETHZ &,

o AHKIDEEIZLY BEORERISITEINT D & E 2 BN DHHEA R IRBSCHE
NHLDLNDZENH D, BENPREDONTHEITIE, BEALEZFLRIILLT
BRI 70 5k & R BR A FE O [ AT & UGl ZR s Re W A1 T ) R E ok
BOSIZ X B EWER D3 5t 2 5-5101%. AFIOKRIES I 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 THEEMNLEI AR L CHrORWERNRERT L2 ER"H 5720,
AR OEHHETHIZHEWER OB SR T2 Z &,

o 1 EUMEIRYE (BUE 1 BUBEIRG A2 S de) N bbb, HERFMES TV R—T X
WCEDLZENRBHDHOT, OB, Bols, NEH-SEDOREK DR BLLCMAEE D EFIZ1
SEETHZ L, 1 BERE NN aII G 2L, AR ) il
KO HEOWMYI RNEEITS Z &,

AFNOEGRRBICB N T, BG5GNL 9B, UBIZ1FEREToHITE, 0D

#% 9T L ITHEIMEDFM AT > T2 2 & 2B E|T KRG 30E B g

16



RACRROMER %

4

j—_‘

?

¢k
N— o

17



