e HHEE T A KF A
NRA7 vl X~v7 (Bia )
(BR7e4 © 4 b—Z S EE 100 mg)
~ BRSA I ~

SHIEHE1 2 A (G448 AWET)
JELAE S A




ER/N

AN

ITU®IZ

ARFNOFE, TERBET

R IR BAR

% 22U T
BhxtGe L 70 5 B
BHIZE L THEE T & HIH

P2
P3
P4
P12
P14
P16



1. ZLoic

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

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

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

B ARITA BT A %, MSATEBHE NEE S ERES R G, A8 tHEAR AR
BRIRIE S s . — M REN B ARERIRNEES . — A HEAN BAR B SR kO
NESAERTEN AR ORI 2O O b & ERL L T2,

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

R ERDMENIHNE - RS XITIERERR & F 9 5 B

NEERDRMEROHE - @, A, Xa7n) X~7 (Eisrdfz) LT 1
8] 200 mg % 3 WA HIFE XX 1 18] 400 mg 2 6 J H[F R T 30 47 [H
DT CRITEFET 5,

il 3 B 58 3 #F  MSD Rt




2. KEIOFE. (ERET

FA h— & HEEE 100mg (— &4 a7 n ) A~ Bz, UT IR
Fl Evv5,) X, PD-1 (programmed cell death-1) &% dD VU %> K Tdh 5 PD-L1 & T PD-
L2 L DG ZEZEMET S, B MbIgG4 £/ 7 v —TF ULHURTH 5,

PD-1 1T T MAR S0 S LREHE D & 284 5 72 OIS A AR DS FIFH 9° 5 T2 70 S0 2 il 4
AA w F T, PD-1 1, EFEZRREBICI W TEER T HifuoMin L mIcBELL, B %
P I % B o AR LB ST R 72 50 RS 2 95, 37 H, PD-1 (XU W REfE
ATHZ IRV PURZERICL D v VT VnEZAICHIET 2% B&KTH 5, PD-LI

IEFHRRC BT 2BBUT DTN TH LN, Z<ONAMIBTIE T Mlto@z 2
HIZEWENIFEBLL TV D, DAMABIZIIT S PD-L1 O EFEBLX, BHIAaRE ., B,
JEfmAaEE. JREE. FE/NRAEIE 7 E Ok 2 7oA TTHRARR-TH Y | fRWAGFE
& OB HE STV D,

BEE DO DGR T & PD-L1 FBEOFEEMED S PD-1 & PD-L1 OB IZNEE O
TR R B W CEEREE 29 Z LAURBR SN TEY | BN ARIROER L L
THIffFSnTn5,

AFNZ, PD-1 & PD-L1 X OXPD-L2 Otj ) > ROfEGEETLZ Lk, 5
W NBREE T O R BAGHIREENE T U v SERATEM L &, HUEE G 4 B (b
T 52 L CHUEENRARET D,

AAN ORI H D < i EE ORI FOUGIT K 4@%“%%%bhwiﬁﬂi%tﬁ
ERN f&z’»%é AHN DB G- L O EGRITIE, BE OBz HoITATV . BREDRR
XY a0t j:%ﬁbt%ﬁLﬁbtﬁﬁmkﬂd&@%%ﬁOE%kLﬁbfL
@&W%%ﬁ%ﬁ% W DR IS & D RITEHI S gD 2 58121, BB E AV
%/%@ﬁﬁé@ﬁ@ﬁﬂ%%ﬁﬁﬁgﬂkéo



3.%#%%
P8 Tz R AR & T 5 BHSEGRIE O KGR I 3T 2 17 - 72 £ 722 B R R BR O plois %
ZNE R

[G2hE]

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

(L RERE D 72 RS AU, R - TUEER M ONWEEE OO 36 R fRiss 2 A5
5 UHS R - B R 882 Bl (HAN 67 flagile) AXIRTIC, BYXv~T (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) = K OAH] 200mg 2 3 B IR (LT TQ3W
LW ,) BE (RAIEMBEGR) OAMER LSRG Sz, FEFHMEEE O
—D & INTAEFAHME (BT ToS) &v9,) IZOWT, ITT T\ T, KA
ﬁﬁ‘féif HMEFRE L i L CHEICIER Lo, £70, AFIBMEE I LFIRTE & iz L

T, ITT E£HICHB W T, OS 1TFHELMEZLZ R L. combined positive score™ (LLF TCPS) &
W) N1 UL EDOBEFEEMIZBWT, OS ODFERIEENFED LI,

*1 o RPFTRZICKH DR & L TEFIRIELZ S TOIREN E i STV BE T, 4#%is
BEOBRAIRE R D6 AL ERGE L TV A AT, MAANAREE Shviz (7272 L
YELIRWTE T %61 A INICER BT L7 355813BR <),

#: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 S 3% 5

DIEIZ Q3W (BY v ~T7 DA LM THRK6=—AEEH, Y F 1 ~7250
mg/m*% L [F IR CT& G LTz,

*3 . KHKI200mg, A7 T F L 100mg/m? XTI HNAHR T T F 2 AUCS (mg - min/mL) K ON5-
FU 1,000 mg/m?%day (4 H FIFFHEARG) DIEIZ Q3W T K67 — A 5% AH1200
mg % Q3W THH L7,

*4 : PD-L1& %8 LMl (S, ~27 a7 7 —Y RO v o58ER) ZREE Mk ©
FRL. 100% 3 U 7= 5K E,

#1 AFIGEHES O (KEYNOTE-048 #X5%)

AKIOF B 51 bR LRt
(28141) (278%1)
hoefE (A) 13.0 10.7
[95% CI] [10.9, 14.7] (9.3, 11.7]
0S™ N — K™ 0.77
[95% CI] [0.63,0.93] —
P " 0.00335

CI: fEEXM, *1 : PR T — & (20186 H13H I~ h4 7)., *2 : Jg#l Cox Hufil ' —
RETFT M L DALFRIEREE O, *3 : BRln 7T 7 BiE



A (%)
2

/ "L\'Hiﬂ"_ Hy

0 wvxvv7, 7IFFRAKVOSFU 1“MH ----- MHH11|

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

at risk3
AH1200mg Q3W,
75 FF U & (R5-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 AEIPEHEE SO 0S O FREfENTRED Kaplan-Meier Hi# (KEYNOTE-048 7X53)

72 AFIBEME 5 OA MRS (KEYNOTE-048 #X5R)

AR Hh P - (b LR
%% 30141 30041
thoufiE (H) 11.6 10.7
‘ o | [95%C1] [10.5, 13.6] [9.3,11.7]
ITT S84 05 NH— R 0.85
[95% CI] [0.71, 1.03] —
P fE™ 0.00014
%k 25743 25543
houiE (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~ M4 7)., *2: @RI Cox Hufil N —
RET M L DLFHERE L oLk, *3 . Billu 77 o 7iE GELHEPE) . *4: Bhla /2
VU RRE (R PE)



A #1200mg Q3W

AR (%)
&

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

7' Z FF K & OV5-FU

A#1200mg Q3W

TR (%)
5

|
b -

Y XU~ T, 7 TFFRA K OS5-FU } i
10 - Hle _____
0" T T T T T T ; |
0 5 10 15 20 % 0 35 0
A (A ]

at risk3%
A#1200mg Q3W 257 196 152 110 74 4 17 2 0
YR T, 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 RN D A5 1H)

[ PR IE R 25 M AHRAER (KEYNOTE-048 #UR) ([CHAAN DI BEOT —ZIZHD X
CPS BN 24T > T2 A 20 (BRERA 2T 2 5 de) M OVZEMEORERIZUL TO LB Y
ThoT-,

AAUZLBIEGEH OAZIEIZES LT, CPS 28 1 Riii DA AL RIERE S IRIEFEED
RTH-oT- (F3, K3,

AR EMBEE DG MEIZET LT, CPS 2MEW T SRR EREIC 69 D AFKI B 50
DAY — RN K E < RO HAL, CPS 28 | KigDH AT — RS 1 %
kREl>72 (4 KO 4),

723, PD-LIOFILRIUC L 6T, RFORZEMET 17 7 A VIFFEKRTH - T,

7 3 KEYNOTE-048 35 k51T B AF UL AL H#E D CPS B To 08™

PDLI 55 LA gy PRI DeeCH e e
o R e e

1=<CPS<20 ﬁ{%{gzgi;ﬁ gi 1;; [[89:’1115.'53]] 0.75 [0.57,1.01] ™ 0.25
crss | PMBEEE D0 T L0 o

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

—FET IV
100 1009 2
90 90
80 80
7 Lk . ,
° A HI200mg Q3W. 75 FFHUHI KUSFU 32 Y RIwT | TTFHRAIKUSFU
< 60 S 60 -
B 0 AN S /
H 20 / \vﬂm #H 0]
20 "H1H1|+41.,_ " 20
0] BYFYIT IITFFRARCSFU +H"t---f---t--i--f"-g 104 ##I200mg 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 * 20 0 5 10 15 2 2 0 %
at risk 3 AL (A at risk¥ M 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 VX,
S moss 9 2 ® 0 16 5 1 LA AN 3% 2% 17 9 4 0 0

3 KEYNOTE-048 BRI 51 5 AHKIGE A& 5#ED CPS BT 0S O HEf#ENT ;O Kaplan-Meier Hifi
(£ : cPS=1 O EFE LR, AKX - CPS< 1 DEELE)



# 4 KEYNOTE-048 35123517 2 AF| B 5 0> CPS Bl TD 0S™

PD-LI %5 T S A s
crs<t Mlwmrn s s lorise 137 (0862200

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

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

100
m_
&)_
70- —
/a =
35 60 A F200mg QAW 3\4
o #
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
EYFRT, o 13 89 47 2 9 1 0 EYEZ<T. % 38 27 18 10 5 1 0

75 TR s 77 7T RAIRUS-FU

4 KEYNOTE-048 B Z 1) B AHKIHAE 5#ED CPS B TD 0S O HFf#ENT ;O Kaplan-Meier Hif}
(7K - CPS=1 DBEEM, HK : CPS< 1 DEFHEM)



[Zz 2]
OEBILFEFH IR (KEYNOTE-048 #5R)

BEFGIIAFIG AR GHE 271/276 B (98.2%) . AFKI B £ H-7E 290/300 1] (96.7%)
S ObS2RIERE 286/287 il (99.7%) (ZFRD B, 1RBREE & ORERENTE TE 2
HERERGT, N2 263/276 1] (95.3%) . 175/300 1] (58.3%) KX 278/287 il (96.9%)
IR BTz, WIT N DORETREEIES D 5% L EORIERIZTERDO LB THHoT-,

K5 LI ORETHEARIED 5% EOEIEN (KEYNOTE-048 il5k) (2 AT SEEHD

FHERIKRSHE (SOC: System B (%)
Organ Class) AHINGE & 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
EIEH 263 (953) 196 (71.0) 10 (3.6) 175 (58.3) 49 (163) 3 (1.0) 278 (96.9) 195 (67.9) 8 (82)
MKE 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 BRI S 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
i L ORKBEREE
Hig 15 (5.4) 0 0 0 0 0 16 (5.6) 0 0
P IR
FOR AR REAR T 35 (12.7) 0 0 39 (13.0) 0 0 1 (0.3) 0 0
H ke
15 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 (261) 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
AR 75 (272) 7 (2.5 0 7 (23) 0 0 64 (223) 5 (1.7) 0
—f% - BHEFR L OGN OREE
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
(Es9 18 (6.5) 0 0 (1.3) 0 0 9 (3.1) 0 0
HEIBE 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 HUE
PIINGEAS 0 0 0 0 0 0 33 (11.5) 0 0
B, fER L OWEAIHE
AL S Bt 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
R 21 (7.6) 2 (0.7) 0 9 (3.0) 1 (0.3) 0 30 (105 1 (0.3) 0
M ifn ER sk 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 T AfE 23 (83) 10 (3.6 0 9 (3.0) 6 (20 0 20 (7.0) 9 (3.1 0
1KY R 6 (22 2 (0.7) 0 1 (03) 0 0 19 (6.6 5 (1.7 0
PhR R PR
TRTE L 16 (5.8) 0 0 6 (2.0 0 0 15 (5.2) 0 0
KRR =a—a/F— 15 (54) 3 (LD 0 1 (03) 0 0 6 (2.1) 2 (0.7) 0



FRERIRSEEH (SOC: System

Bi%x (%)

Organ Class) AFNOF % 58 AN EA R A (b FFRIERE
FEAGE (PT: Preferred Term) 276 300 £l 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 (03) 0
J2 R KOV TRk E
SUERRBE & 1 (0.4) 0 0 6 (2.0 0 0 82 (286) 6 (2.1) 0
Fe i g 5 (1.8) 0 0 6 (2.0) 0 0 27 (9.4) 2 (0.7) 0
%@i " RIEFEARIIEA SIE 4 (14) 0 0 1 (03) 0 0 20 (7.0) 2 (0.7) 0
& D PEIE 14 (5.1) 0 0 21 (7.0 0 0 24 (8.4) 1 (03) 0
Ip 22 (8.0) 1 (04 0 25 (83) 2 (0.7) 0 101 (352) 17 (5.9 0
FERE 2 (0.7) 0 0 0 0 36 (12.5) 0

7k, ARFIGFHBEGRECR W CRIEMEEE 13 6] (4.7%) . KB « /MG - EED
THI9 B (3.3%) ., MRREE (57 2 « N —IEBRES) 96 (3.3%). FFHEREREE 27
(9.8%) . FLIRMREERERSE 40 1] (14.5%) . FIEMAHEREREE 1 6] (0.4%) . BHEREREE (R

HAE VMR REE) 21 #1 (7.6%) . D45 141 (0.4%) KON infusion reaction3 1] (1.1%)
DROONT-, T, BEORERE (RERBEIRERETE, A, BEREIES) .
BB R RERRE . 1 BUBE PRI . BEAG. AR « RRBUT BAAAE . EEAE A M0 E, K% -

il

SE DR, EELMERES (R MR TSR, iR L, ARIFERRE,
FERIERAESE) | MERE RAEBAE L O EL TR S rino T,

ARFN B SR B W TRV E MR R 16 61 (5.3%) . KB -
B (1.3%) . BEEO LGRS (BERMBIEERE, 2B, FHREIES) 161 (0.3%) .
PR RERE 2 15 1 (5.0%) . HUIRIRESBERE 2 42 4] (14.0%) . T EE{REEREREE 1 451 (0.3%) .

/NG -

HED T 4

RIBHERERE S 1 61 (0.3%) . EimelmE (RAEHIEMEBRE) 56 (1.7%) . MKk - §
B 161 (0.3%), 5 & IR 141 (0.3%). B 241 (0.7%) KT infusion reactionl 451
(0.3%) WO BN, £, MRREE (72 « SU—JEEES) . 1 BFERE. 5
K- BT RUARIE, BIER R, Ok, EER MRS (M MO MR 5T
. WIMLMER ML, REFERES . MERERIEKIESE) | MERE BIEEEE K O ZITEER O Hivie s

D72,

AREWERZEHR I EF S (AREERE 2 E) 250ERIERETT,

10



(At - HE]

ARNOREREYEETT L EZFIH LIV I 2L —v 3 12k AH 200 mg %
Q3W, 400 mg % 6 MMk (LUK TQeW) & 95, ) XiF 10 mgkg ((KH) % 2 M
IkE (LLF TQ2WJ &), ) THE LIZBEOARAI O MG FRENRG SNz, £ Ofk
Fe. AAI 400 mg & Q6W TH G- L7=BEOARHF O EFIRREIZ IS 1T 2 Mg g (LA
T [Cavgss) EWV9, ) 1E, AAI200mg % Q3W THeH L7ZFED Covgss & FHLLT 5 & T
Ehiz (F&) . £72. AF400mg %2 Q6W THG L7=BRDO AR O E HFIRBIZEB T 5 i
AEMIEFIRE (PAT [Cmaxss) &9 ) 1F. AH200mg & Q3W THH L7ZEED Cunaxss
g L CEEEZ R T E TSN OO, BARNBEFIZE W TR HER ST
HHE - HETH 544 10 mgkg (RHE) 2 Q2W THEH LTZERD Chaxss & G LU TIK
EERTETRHENTE (FFR) . SOI2, EERAERE 2 FRICAKA] 400mg % Q6W
TG L2/ TR (KEYNOTE-555 i5R) K 0 155 i= FRMEIC S < EiyHhhe
WRIA=BFT v Ialb—ra Al PRI LICEMERE ST XA —X LHEEILT (FR),
Mz T, BEOREIEIZ BT 2 R IS & | ARFIORE R & A UIE e
& OBEZ G ARESE T VDS S L, AH 200 mg 2 Q3W XX 400 mg %
Q6W THL L7IZBROgE & & Ao X TR et & OB W ORGSR, E
LD - HEOM TAEINEL OVREMEICAME R 2RI v & PRl Sz,

K6 AFNOEDERE T A —4

i - B Crnax Cavg Chin Crnax,ss Cavg,ss Chnin,ss
(ng/mL) (ug/mL) (pg/mL) (ug/mL) (ng/mL) (ug/mL)
200 mg Q3W! <58§?g97) (27i35;1) (17;??83) (9123§L1) (49;??L0) (30§?§L4)
400 mg QoW (12;??24) (32i5§§7) (IOL?fOB) (14é??49) (SOi?gIB) (192?509)
4%;;%%gw (B;Z?gaﬂ 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 EH SN KAEIEO T IAE (2.5%4,97.5%4) . Crmax : HIEIE
HHOREMIERIRE, Cog : PIEHEGHOFEMIEFIE . Cuin : FIEHEEGE (A 702 E5E) ORKME
BT, Cmaxss 1 EFIRIEIZH T D BT FIEEE, Cavgss 1 EFIRIEIZI T D FEHIMIE IR, Cumines © EHAIRAEIC
BT D Bl i

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

§ : 41 BIORMTEEME  (95%(FHEIX )

NA : %47 L

11




4. JEFRIZOWT

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

O MEFRIZHOWT

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

(1) JEAETERENEET 203 A2 OB LIRS (B E IS A2 OE L SR B
%ﬁﬁh%ﬁ@%%ﬁ%%\%ﬁ#wﬁﬁrh@&>

(2) FrEHRERPE

(3) HBEAFERFNFNFEET D0 AR (DS AURREHEIR EWRPL, 23 At
W RBE, 3 ARSI EEHERE B e &)

(4) IRAC L E 258 U, S RIS L RIS IRE | SIS SRIE S L ik is ekt
2 DfEak FEEITLR D B 21T > TV 5 fiak

(5) PHUEMEREE AL & BN O s FAEI AR D Jm H 21T - T B fisk

@O-2  FHGEE DAL FIRIE K ORIERFEBIRG OIS A3 70 Fiak & BEBR 2 D BE Al X
TEBHEM (FROWTNIIEZ Y T D EMIUIEBER) 25, Y% OAFNIZEH
TOREOEME L LTRESNTND Z &,

eSS

o [ERRFFEUTE 2 FEOYMFHEZAE T LI2%IC 5 L LD W VIR O BERIHE %
fToTWbHZ L, 5b, 24 T, BASEWRIEE 3 & URRIERFOE %
ToTND T &,

o [ERRFFIAGER 2 FOPMWIHEAZE T L7 4 L1 Lo B SRR EE O IR
WHEZIT-> TR, 25, 242 R, 2N AFEMREZ & CESEEME G2 R O
FRRIHE 21T > T D Z &,

o ERNARFF SUTHEFHEALFFIUGZ OMMNHE 2 T L7212 5 4ELL Eo O ESE
DEFFRIHMEZIT-> TR, 5 b, 2HEL I, BAEYELEZ ST OEARIO R A
BIEDHRAIHEZIT>TWNH Z &,

&% AFN L DERICBWTCIREIERSE OGN E 2B 5720, BE DOIRE
(ZY 72 2 HRHEMIZ EOROWT IR TR 2073 =T (BESE I 0L 5%
1R OBIWE R B DO REIG +53 72 ik & 1B & F5 AT & OBRE/E#ED ) &
WZET 5 &,
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© BN O [ 3 5L AE EE B O ARHIZ DOV T

PR S A BRI T 2 B R E S, SRS L OFRAE O, Ao - %
VIR IOE R O BB NEAREE 25 D I it gt AEFSNRE LG5 0HE
EH, ENHCNITAT DN D RHINE S TWE Z L,

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

VPR RS D B A BIVE SR AR LT-BRIC, 24 BRRIZZIRIEHIO T, ik X
VB R (23U T, BB L BERICIS U CABREE L O CT D RIVER ORI &4
B EDORERNY HHRIZE G, EHICRHIGCATRRRAEHINE > TWnWD Z &,

@-2 BEREEHICLDAEFEEZISICET 5 M4

S ARSI HE 0 5 B e e OB RE 2 A T S IERICFE DR E =2 U 7
EEDITEROA Y ) == T 2ATOERE L F# A2 A TE 5 F— AER KR 2
fEShTWD Z L, B, BIEHICOWT, DABE LEZDOFEICHSIZEAMmESNT
WwWnHZ &,

@-3 EHWEHOZWrox ST LT

AUWER (FEMHEMEEBIZNZ . KIBK - /DMak - BEO N, BUERFX - A2 - 1T
BERERE S - ¢ - BEALPERRE K, B E (RMEREMER &%), NowkEE (T
TERPRREFEE . HRIER RIS . RITHERERETE) | 1 BUBEIRIA. S E IR, ik - B
AARIE . e, HEE OGRS (PmEtEREEIERARE, REMEIRIERRE, 2 IEAL
BE, FHRIEIESE) . infusionreaction, AN - BMEESc, HEAN S E, MRkEE (7 -
AN USRS | D 2e . B 70 Mk PR (S M i VIR B SR BT . 1 MR- I
IREFEREE . BEYRRIERIES) . MIERERIEMEE. M%) ISR LT, Uik T pEE
JEFSBA DR 2 A3 5 AN & EEE U (RHWEH OO IR L CHRER OS2 5%
TONLEMICHDHZ L), BHHITHEUZRAED TE DEHNES>TnDH 2 L,
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5. BEXG LR DEE

[B2h B3 % 1]

O AL D 70\ VR U LR RIS 2 3 2 S R - EROE BE 2B\ T AR
B 53l ONZARA] 5-FU L O FFRFIO PR G OFMEN R I TN 5,

@ AFNIERSILFESIFEZE (KEYNOTE-0483E) 23\ T, &FERICBWTE
YR~ 5-FU KOV T FFRFI O L i LT, AKHL 5-FU KO F
FFHIKN OO G OARF B G-OG MR R ENTW5S, 7277 L. PD-LI%
HE (CPS) 12k W AN EARZEAN RSN AERERBELATVDE L (p7
~8Z M) 126 CPS" LR L7c L CAAIR G- ORI G OHW 2325 Z L EE LV,
CPS MUK TH D I ENHER SN EFITB TR, AFILSNOIERRI S
B35,

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

@ TREICEZYU T 2 BB T AR OFR G K OERITIEZ SV TIE, AFIOAZPED
MESLSNTELT, AFDOEREGHIR LR LRN,
o fiTERAHIIRIE
o OTHIMENR SN TWRW i OHEEMEREE I & OOF ik 5
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(e B ¥ % FH]

O TRICEYTLIEEFIZOWVTIAFOERENEZRE SN TNWDLZ b, AT
bipunz b
o FKAIDORSY WSHE DB E D & 5 B

@ RFEATOFHIIZI VT FRLUUCEZ Y T 2 BE T OV TR, AF OG- IFHESE S 7o
D, AOIRFERPUR A 2 NGEITIRY | HEICAHIZEH T2 2L 2BETE D,
o REMEMZEEDOEN X i&fiﬁ@ b5 B
o JESE R A CHRIE R 2 7B 5 BHE K ONEBYME O U K A ligi 2 <0 G M it ¢
FEOMIZRIEMZE LN A BN D BE
o HCOMAERBOED, UTEMERZE L < ITFERMED B R E OO
b5 EE
o BB (EmSMaBEEL 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 | &<MERIEEH TS5, BT &lE U R EAERNHRZ AT D,

PREIZI LUEBNTHIIR S 225, BATAIRE T, BAEESEE > TOMERITITO LN TE D,
RS N S

ATARETHL DT DRI O Z L3 S TAFELAMERT TE L, HHOD 50%Lh Bid~y ATl 29,

[BHNTZEHSOHEDEY DZE LNTERY, HFD 50%L, EA2Xy Rz 1,

AW

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

15




6.
@
@
®
@

BEIZER L THET & HIH

WA SCEZRIIIN 2, BUEIRGEER DM T 2 BRME 2 3D & ARH 0 et Je O 1

MO DI B EFRE +IC B L ChERT 52 &,

TRIEBRAAIC SN D | B X2 OFEICHIME L OERRM: %2+ L, RE 215

ThoEETHZ L,

CPS LR L7z BT, AR OE GG AW T2 Z &N E LW, CPS MR T

XRWEEICIE, AR OMEH OGS Z @YW L ECRETH L,

EREMER O~ A MZONT

o HEMREENRDLOND I ENH DD T, AFOEEIZHT-->TiL, PIHIE
W (B, FRUR IR, k) OREE K OER X AR o £, Bz +
SATH 2k, Fio, MBS UK CT, Mg~ —F —%F 0% FEhiid
5 &,

* infusionreaction 3% H LD Z & 23 5, infusion reaction R D H AL AT
(X, WURE AT O & &b, FERMEIE T 5 E TREDOREL 512 8l42
THZE,

o HURIRFEREREE | T HRAHSAERE R ORIBMERENH SN Z ENHDH D
T, ARAIOEE-BIHART R O G- M I X ESIIC N e (TSH, e
T3. #EHE T4, ACTH, L = /LF Y —VEORIE) 2FEhid 52 &,

o BUEMZ. R4, IFeeREE, FR, SLMEBEEXRN S LD Z b D
DT, AAN DO E-BRLGRT & O G- e IR I ITpERERR & (AST. ALT,
y-GTP, Al-P, BV LEVEHORIE) 2FET 25 &,

o HEIER (MERKMLEERAERREEGT) FORERERIREENH DD
ZENRHLOT, EHMICIROEFOFEAHRT D52 L, £z, ROEF R
RO LNTHEITIE, HONICEREBEEZZ2 T 0 L) BT Z2IEETHZ &,

o AHKIDEEIZLY BEORIERISITRINT D & B 2 BN DHHEA R RBSCTE
NHLDLNDZENH D, BENPREDONTHEITIE, BELE-FLRIIL LT
BEFH) 70 5k & SR A FE O [ AT & UGl A 1T R E ok
BOGIZ X B EWER D St 2358 101%, ARFIOKRIE T 1k, & ORIE E R
NEVHOBRGE2ZBET S L, B, BIREEFRLVE L ORGIZXVEIE
FOBENRD B WEAITIE, BB RE R VE DA O g il o8
LBETLHZ L,

o B THEEMNLEI AR L THrORWERNRERT L2 ER"H 5720,
AR OEHHETHIZHEWERORBUC IR T 5 Z &

o 1 EUMEIRYE (BUE 1 BUBEIR A2 F i) Nd bbb, BERFMES TV R—T X
WCEDLZENRHDHOT, OB, Bols, NEH-EDORER DR BLLCMAEE D FFIZ1
SERETHZ L, 1 BERE NN GaII G 2L, AR ) il
KO HEOWEYI RNEEITS Z &,

AFNOEGRRBICB N T, HGGAL 9B, UMIZ1FEREToHIT L, 0

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