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AR TURAFRR R T Ml b 0B EEMT AFO—2L LTEL LR TY
Do

AHNT, REHREROFERA 5 PD-1 OMMIASMEN (PD-1 U 4V M-SR 1A L.
PD-1 & PD-1 U XY FL OMEREETH I LI Y, RAKEGRKNA T MAOHE
ML R U AMIBE IS S 2 MRS T I 2 130 5 © & GRS A RIBES R 2 =T
ENFEREA TV,

IRHOMAN D AKISEEEEIC AT A AR R0 BB b0 LIS,
EEREEARE LBRRREEE L, A5, XeMRUPEHAREShE,

AF| ORI 355 BE DRERISIC & BEHERZMRSH &b, EEXUIETIC
=B RN 5B, AHORGFRUEERICIL, BEOBEL OV, BENR
B BIVTEAITIE, BB LI S8 S U B A 70 &7k b B h R IENT & s U<l
HRENBIF R, BIEORERIGIE X AEHEARELN S BAICIE, BIERER
CELRIOBREEOENRNE RO BERBD,



3. BRERRRE : _ : ‘
TR EE /2 T - BR OB IR ORKBEHIFM A AT » 7o x4 Eﬁ%‘%ﬁtﬁﬁ;ﬂ)ﬁi?ﬁﬁ%ﬁé‘o

(G 2hik]

OEBEHFEEMAERER (ONO-4538-12308)

20 LD ERERER A T A EREARICAIS I AR O R TIRR A fe A 1T - %8
DOEEIREFTHARE (BEOT LA REFTESME D LTS emPNIAEY iR
W) BEA93%] (HARNBE2260 %2 ETe, AFIEE330M. 77 ERE163F) ZRIC,
TR REDFRL UTAHS mgkeZ 2 BHEER TRBFHELZE X OFINR UL
PR et Ui, TEIMIEE Th 524N CUF, f08] &3, ) (hkfE [95%
{E8EXM] ) 1%, AHFIBETS5.26 [4.60~637] B A, 7T RFETL14 [3.42~4.86] B B
THY. KRS T BRI LRSI HERER 2R L (N FE0.63 [95%
{RIRIXA : 0.51~0.78] | p<0.0001 [f@hllogrank #iE] ) o

1.0 - ".‘ . —‘*%“ﬁ
o] e Foum

0.8
0.7

0.6 -

TR

0.5-
04
03-
0.2

0.1 1

o

o 2 4 6 & 10 42 14 16 18 20 22
at risk , SR

 AHEF 330 275 192 141 94 56 38 19 10 5 3 0

FouMR 163 124 82 53 32 16 10 4 3 3 1 0

B4 1 0S @ Kaplan-Meier ifit (ONO-4538-12 3R8%)

OERLFZ AR (ONO-4538-44/CA209649 SHEA) -
{ERBEREOR Ve b EEEE T ERESE (AT, THER2) & 5,) BHEOHRE
PR REALHETT - RO BRI EEEAIE (BEOTLIRERESTH LV LT
S5emBAICAIE T 2 IREE) BE" 1,58141 (HARNBF109F1% & dr, A+ {LFFRE G
. 4 :



78941, LRI METOLN) FRBUT, LFRMEEZHRBE LT, A HEBREOES
MR OREM 2R Lz, FEFMEHE T 5 combined positive score™ (EATF, [CPS)
V), ) 2sREAIICEIT 5 EEEAFHR T, IPFS] &1 3,) RUCPSZSEMIC
BT HOSIZ2WT, AH -+ EERFISMEERECS LA FHAERERER L
(F1 H2) . &5IZ, FANCHE SR REFIRRUFEKEDE Y TIL > TRE
ATbniR, BIKFEMIER & ShizCPS= 5 R TTERIC BT B0SIE 21T
&, AH SRR LSRR LS S A B RER 2R L (R, E3) ,
*1:HER2 ¥ ETHERIGRAEDRE, RUREICIREOT.LAH A EBOEE L EANLTEEE Uik,
2 T FRE (BREYEMPASER) 2&5Le [OAFH V7572 1EH 130 mgm? (B3R
ER) & 3EREETRWHEL, A F B 1000 mpm? (RRERD & 1R 2@, 2B
A% | RAMRE, X2@QA*H U 755 1 @ 85mgm? (EREED . KV +F— b
2 | [ 400 mg/m? () ROT A3 75 20 | F 400mghn? (ERTR) % 2 MERNG
TR L, 7441 75 20 2400 mg/m? ((BFRTHD 2 2 BT CHIRMEHR 54512 12
AMRIE] o AFHESERERCE, B4 (O [ 360 mg % 3 @RIRARIITZ@! @ 240mg % 2 8
FIFIRE TRIEHE) Z2Eh Th EROUI@DLFERRE L 6 Ui,
*3 : EEHERICISIT 2 PD-L1 2 RE L Mitas (MEME, <207y —YRUY 55k) ZREE
HMERECCER L., 100 &% o fE,

5% 1 R (ONO-4538-44/CA209649 3RE)

R
AR fi=si 315 g [os%iEIREM] AP— FH
(A
A+ ‘ 7.69
: AR 473 o 0.68
PFs"  cpszs  (LEIREW [7'036 0;‘-”] (98915 HEIR Y :
{LEfRIERE | 482 [5.55~6.90] 0.56~0.81]
FH+ 14.39
: 473 o 0.71
cpszs  TLAAUEN [13.1111 1;6-231 [98 4% B MK :
{LEIRIERE 482 [10.0212.09] 0.59~-0.86]
FH+ 13.96 .
ey 641 - 0.77
os?  cpsz)  TEEREH HESSILEL Lo st
LR 655 [0 0 in9s] 0.64~0,92]
=+ 13.83
il 789 - 0.80
[T {LEERRIEE [12.5[s1 5164.55] [99.39(E 4TI -
fEPMER 792 [1587C1248] 0.68~0.54]

* o FEARTRE DT —F

*2 : PRI DT —F . *3 : [{AI Cox M P — FEF N



Probability of Progression Free Survival
© © © ©° o
N w Py 4] o]

©
ry

0.0
T L DR A RNLUNC I SO AN LR SELELRN LI B T T T
0 3 6 9 . 12 15 18 21 24 297 30 33 36
At visk # HERBBF T L ORI ()
ALk 473 884 258 181 132 89 60 39 23 10 8 1 .0
{bFFEeEnE 482 3256 200 109 72 41 25 18 12 7 4 0 0

X 2 PFS @ Kaplan-Meier Hi#g (ONO-4538-44/CA209649 328) (CPS=5 £

1.0§
0.8
0.8
071

0.6

AF -+ bR R

B ‘

0.5
0.4
0.3

0‘2 . i H “-:'r«v " ' - e " . ‘ »
: (=23 o i . WTIVPTe.
a1 : ‘ PR -Q 6D

Praobability of Overall Survival

Q.0

e R T T T T T e W
.0 3 6 9 12 15 18 21 24 27 30 33 36 39

At risk 3% BIERBINT > OHN (A) ]

A LSRR 789 731 621 506 420 308 226 147 100 48 34 14 2 O
L3Rl 792 697 586 469 359 239 160 94 59 35 15 7 2 O

[ 3 OS @ Kaplan-Meier Bifft (ONO-4538-44/CA209649 3B (ITT 4EH)
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(PD-L1 REIR A DFEE)

ERS RS MAERER (ONO-4538-44/CA209649 BIR) ML AN B HE DT — 5
ICE-S%, PDL1 ORBRILANARNT 51T - B (ERNDBRETE D) RUEE
HORRIILLTO LB Thol, '

AF|+H bR EOR ML, CPS 23 551/ (CPS<1 R TF 1=CPS<5) DBHFELEMT
i, LSRR L IEAE ThH o (2. @ 4), -

728, PD-L1 DRRRAZ L DT, FHOREMET 07 7 4 VIZRE THo 7,

% 2 PD-L1 OREZVRAB DA EIE (ONO-4538-44/CA209649 2RR)

ol .
PD-LI , o fa A R ZE{ER
%7 R PR DoBRER) loswimmmm)  opi
A+ 140 8.67
cps<y . (LEEERISRE [6.93,9.69] : 0.93 ;
- 8.11 0.69~1.26
fosmdy 125 [6.87,9.82]
K+ 168 7.16
. (LSRR [6.83, 8.38] 0.93
1 = :
PFS ISCPS<S LEREE 173 8.15 [0.73~1.20] 0.0257
B [7.03, 9.07]
‘ A + 473 7.69
CPS= 5 {t?ﬁjﬂiﬁ [7.03,9.17] 0.69
- - 6.05 [0.59~0.80]
b 482 [5.55, 6.90]
FAH+ 140 13.08
CPsS<| =iy [9.82, 16.66] 0.92
. 12.48 [0.70~123]
(LSRR 125 [10.12, 13.83]
AR+ 68 12.29
os?  1=cpg<s CTHEH [9.63, 14.26] 0.97 ' 0.034
= g 7 11.99 [0.76~1.24] 0345
¥ [10.87, 13.90]
AH+ 473 . 1439
CPSZ S {EERREEE (13.11, 16.23] 0.70
- p— i 11.10 [0.60~0.81]

[10.02, 12.09]

1 EERTRO T — &, %2 TR0 T — ., *3 : IEEH Cox il — FEF 1



CpS<1
0s

wf et g

o9

¥ T T ¥ ¥ T Y y

0 3 6-9 12 15 18 21 24 27 30 33 36 39

Atrisk EEABF M S O%EM (7))
AH/ICHE 140129 112 89 72 51 40 29 20 & 6 3 1 0
ICHE (25110 92 77 61 41 27 15 13 9 4 3 2 0

10
09

I=CPS<5

0os

* {Lett kR T

0

T T ¥ ¥ ¥ ¥ t L8 ¥ " T

6 3 6 9 12 15 18 2l

At risk 3 H{EA MG DHM (B)
AM/ICHE 168 157 125 99 83 56 34 22 15 7 6 2 0 O
ICHE 173 154 133 112 81 56 33 21 11 6 2 1 0 0

CPS25

.08

A+ sk

R
B W

LSRR

TR T E T kb A M

L] T
3 6 9 12 15 18 20 24 27 30 33 36 3
At risk ¥ IEMERNHT D Lol ()
ARBR/ICRE 473 438 377 313 261 198 149 96 65 33 22 9 1 0
ICTE 482 421 350 271 211 138 98 56 34 19 8 2 0 0

H

Probabiity of Oveial Sacewal
o b 8 LB L L5 L EBE

24 27 30 331 36 W

CPs<1

PFS

325 AL SRR
o‘oi E) t ¥ .l ¥ ¥ T L) 1 T ¥
0 3 6 9 12 15 18 21 24 27 30 33 36
HEAEBRIHT S & OHIM (R)
140 110 72 49 29 22 11 5§ 4 2 1 0 0
125 82 53 32 20 11 6 6 5 4 2 1 0

1=CPS<S

PF8

T L4 ¥ T 14

12 15 18 21 24 27 30 33 36

0 3 6 9
HEPEZ AT e B DRI (H)
168 138 93 a3 35 24 11 7 4 3 2 0 0
173 127 91 58 27 12 6 3 1 1 0 0 O
19
=
s CPS=3
. §
3o PFS
go.r
gﬂj
g‘o.s
%u
Zoaa
-
40
S
(T R o~
Rk B (= 275 B
L e e
0 3 6 9 12 15 18 21 24 27 30 33 36
IE(EARIT T b ol (A)
473 384 258 181 132 89 60 39 23 10 8 | O
482 325 200 109 72 41 25 18 12 7 4 0 O

X 4 PD-L1 ORIRFBID OS BT PFS @ Kaplan-Meier i (ONO-4538-
44/CA209649 RBR) |

(0S (E#IJ) : FB cps<1, H4E 1=CPS<5. T CPS=5)
(PFS (F%)) : EE CPS<1, #FHE 1=CPS<5, T CPS=5)



OEMERL /M55 (ONO-4538-37 BAHR)

{LFBERE D 220y HER2 A" O RBYIRA B0 T - BROFEXIIAEFESR
& (BEBOFLAREEHEAMLY LT S em BIRKMET HRE) BF 7244 (BX
ABH 395 FlEater, AR HEERE2H 2 M. IR HESEEEE 362 ) %
HHIT, IR HEEREFHBE LT, 25 HESREOHDMER CR L2 HRE
Uiz, EEFMBEEO—2>ThH5 PFS (FRIE [95%EERM]) 1%, 2551+ L3EmEnt
T 1045 [8.44~1475]1 B A, 7T R -H{LBIRERET 834 [6.97~9.40] HATHY,
FEHEREFRERIL T 7 R HEERE S LRI EERERE 2R LI (NF—F
Lt 0.68 [98.51%(E#EEM : 0.51~0.90]. p=0.0007 [ log-rank B E]),

Fie, b I 0OEEFMMEE ThD 08 (R [95%EHEEMD X, FFI+{bZE
BT 1745 [15.67~20.83]1 H H., 75 2R HEERERT 17.15 [15.18~19.65]
ATH Y FHHEERER T 7 B8 HREREIC LR EICE B ER 2R &R
Mot (ANYF— R 0.90 [95%(SIEER : 0.75~1.08], p=0.257 [ log-rank BRE]).

*I : HER2 ¥ R R ILRAE DB GI & L, | |
«2 : A (1 E 360mg % 3 WERIMTAFHHE) 27T EHR L, UTOMSRE (AHIENER
' IR FEEALE 407550 1 E 130 mgm? (RHTEH) & 3 BRI T ARE L.
FHT A RRD SN AT T LD Y D AEAF] 40 mgn? (BT XiEH 23 ¥ £ 1000
mg/m? (EEEH) %15 26, 2 BFEROREHIC 1EMKE] ‘

1.0 B-ex
0.9 —A—*ﬁjﬁ#"}-‘ﬁ'ﬁ‘f-:{ﬁﬁ
os SHIRIZHARL AL LSRN
_ ~O- TR AFYUISFIORYE
07 - SMRIEHRLAAT AR RN
g 6.6 -
% o
% 65 | Ralie W
® 4 : ‘%_
03 - ‘%'"%_'
i
6.2 i . L_-.--.-@-__..
0.1 . ' : <
0.0 - ' r — :
_ g 3 5 _ a 12 15 18:
at riskih . ST AEEMMR)
Siprmare s e o % w °
R A 02 288 0 = 0 S0

[X 5 PFS > Kaplan-Meier Hi#% (ONO-4538-37 38%)
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1.0 4
0"9 1 -
o I —— R AR TSFURY
08 - SSIRIFHAL SEL BB
07 O TN A FPUTSFURU
S~IREAAL SE BN
06
04 -
03 4
02 -
01
0.0 T T T . r T - r - T T "
0 3 & g 12 15 18 21 24 27 30 33 36
EEFHMA)
atriskBy ,
AMASIUIIIIMS son 346 318 269 232 193 169 150 102 88 28 2 0
IrumARGIIITER 362 342 @01 258 219 192 167 141 97 48 18 5 0

B 6 OS & Kaplan-Meier g (ONO-4538-37 3U)
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[Zedtk]
OEALLHERE (ONO-4538-12 ) o
HEHBIIAHFIFE 300330 # (90.9%) . 77 EREE 135/161 i (83.9%) I=RBD b,
TRERER L OERBEATE T RWASFERITARARE 141330 Fl (42.7%) . 77E€R
B 43/161 B (26.7%) KD LN, WTNPOFETRERN 5%U LORIERIZ TR
DLEY Tholk, | |
#£3 LWINPOBETHRERN 5% LOBIER (ONO-4538-12 2ER)

—_— Bl (%) .

FEAXDE TR ' T
%ﬁgdunmu ver.19.0) 3081 . 161 7

e 4> Grade  Grade 3-4 Grade 5 4 Grade  Grade 3-4 Grade 5

2RIER 141 (427) 34 {(103) 7 {4.3) 2 (12)

ﬁﬂ%lﬁ%ﬁg

i swmE s oS okE
. B 18 (5.5)
L8 porsidiaip el e e

% 5 I 30 (9.1

i3 . 19 (5.8) 0

2B AFIEIC W CRIE MR A 74 (2.1%) AU BRAE/ 2 A 3F —0 ) (2.7%) .
K - EEOTHI4F) (1.2%) . | BUERS 3 6 (0.9%) . FFEEEEREE 18 1 (5.5%) .
B 1 (0.3%) . FOIRERESEEREE 13 61 (3.9%) . #HREEE 104 (3.0%) . BikkRs
=14 (03%) . TEEEERE 1 6 (0.3%) . FARMARERE | 6] (0.3%) K infusion
reaction 1 7 (0.3%) DFEH LI, T, EEMENE, OMHE, B, REHR /MR
B SRR, BIRHE, EEORBRIE, Bk - HIRE, BARUE L I ELRIIED
biiehiof, ARERARRKRIIBESS BRREBETZ2E0) 2S0EFHER
R, s

QOEBRLFSMFERTE (ONO-4538-44/CA209649 FRER) .
HERGIIARF +(LFIREERE 776/782 1 (99.2%) . {LFHREERE 752/767 B (98.0%)
KRS b, REIIIERE & ORBBEERTE TE W EFERITFRA H Pk
B 738/782 ] (94.4%) . {LERIRIERE 679/767 B (88.5%) Wb bhiz, WihhDB
THRBEN 5% LOBHERIZTERO LB Tholk, '
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#F4 WTFHPOBRTREEN %I EOHIER (ONO-4538-44/CA209649 ﬁ&)

BRI ~ s A% ) TRV
oy - FH - (LSRR (===
- - 78245 76745

(MedDRA/J ver. 23.0)

4Grade Grade3-4 Grade5 4©Grade Grade3-4 Grade5
738 (94.4) 462 (59.1) 4( 0.5) 679 (88.5) 341 (44.5) 0

323(413) 20( 26) 0  292(38.1) 19( 2.5)
253(324) 35( 45) 0  206(269) 24( 3.1
195(249) 17( 22) 0  166(21.6) 24( 3.1)
73( 93) 2( 03 0 61( 80) 0
57( 73) 7( 0.9 0 47( 61) i( 0.1)

o o o o o

i__:ﬂe;g:&:;_u}{%_ ...‘221 e 190_(,24‘8) S

0 0
KRN = o —mF— 137(17.5) 16( 2.0) 0 .119(15.5) 14( 1.8) 0
SRR ‘ 59(¢ 7.5) 2( 03) 0" 61( 8.0) 1( 0.1) 0
BER A4 _ 42( 5.4) 0 0 38( 50 0 0
TR _ 40( 51) 2( 0.3) 0 17( 22 1¢ 0.1 0

aﬁﬂaﬁﬁ ” “~
ﬁ?ﬂPﬁRéﬁ?ﬁzy 158(202) 83 (10.6) 0 118(154) 67( 8.7) 0

MR 156(19.9) 20( 26) 0 115(15.0) 19( 2.5) 0

TARSGSELVETI ) FIVAT2T 122(15.6) 12( 1.5) 0 69( 9.0) 5(¢ 0.7 0
—E#m

£ LBk 2 A _ 112 (143) 23( 2.9) 0 77¢10.0) 13( L7) 0

TSmwTbora7=F—F¥H 89(114) 6( 08) 0 50( 6.5) 5( 0.7) 0
m '

Y —EHIn 89(11.4) 45( 5.8) 0 34( 44 16( 2.1) 0
T I ¥ o 70( 9. 21( 2.7 0 22( 29 2( 03 0
A EET Ak ) kA Ty 2 — R 52( 6.6) 5( 0.6) 0 34( 44) 2( 03) 0
I B YL e N TAR( 61) 4( 0.5) 0 32( 42) 2( 03) 0
CNGTR: 2 X 45( 5.8) 2( 0.3) 0 0

3B 43 1C 0D

MEBECY R
1l 203(260) 47( 60). 0 171(22.3) 21( 2.7 0
BRI AE 191 (24.4) 118 ( 15.1) 0 ' 181(23.6) 93(121) 0
LN e ’ C157(20.0) 19( 2.4) 0 145(18.9) 13¢ 1.7 0
B I Bk i ‘ 63( &I) 5( 06) 0 55( 7.2) 11( 1.4) 0

- éﬁfﬁﬁ%hltﬁﬂ‘%ﬁs{ﬁ@m& o EEEN O e
T 202(253) 30( 38) 0 173(226) 17( 2.2) 0
4 FE 73( 93) 7( 0.9) 0 81(10.6) 10¢ 13) 0
Fa 64( 82) 4( 0.5) 0 22( 29) 1( 0.1) 0
D Ze R : 62( 79) 6( 0.8) 0 45¢( 59) 5( 0.7) 0
B 42( 54 2( 03) 0 36( 47y . 0 0

EMB LUK TAMEE (R ' : i e

 FE- EE&;EM%I@N&% 94(120) 1( 14 0 31(10.6) 6( 08) 0
S5 4( 9.5 7( 09 0 12( 1.6 0 0
75 . 6.9) 1( 01) 0 8( 10) 0 0

N Raa s S RN Cnb L
B EkHE _ 157 (20.1) 14( 13) 0 139(13 1) 13( 17) 0
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% (%)

e I+ (RN ST
(MedDRA/J ver. 23.0) 7820 : 76751
2Grade Grade3-4 Grade5 #Grade Grade3 Grade §

et

70( 9.0)

66( 8.4) 11( 14)

#C e TRY

(

28 A LSRR BV TGRS E 466 1] (59.6%) . JIFHEREREEE 203 #1 (26.0%)
infusion reaction 111 ] (14.2%) . HORIRMEREREE 96 ] (12.3%) . HARUTFRARIE 68 I
(8.7%) . KIBHK « /NBk - BEEOTHI S2 ] (6.6%) . FIEHEMER 42 4] (5.4%) .
EOFERESE 28 #il (3.6%) . BHEEEE 26 6l (3.3%) . LIEE 156 (1.9%) .
TR MASSERRIE 13 61 (1.7%) . BT 76 (0.9%) . TEMHEEREE 6 5 (0.8%) . &l
EHEREREE 4 7 (0.5%) . MEZE 3 i (0.4%) | OZE 2 1 (0.3%) . 1 BUMELRE 1 4
(0.1%) . ELHEE 16 (0.1%) . FE#E L H (0.1%) ROHEL L F 0.1%) 3B
Nie. Eio, EEMEE, M - Mk, ik, BBy L. EE2MKEES, B
FERF 28, R4, RIFERE, MIRER/ERER CIEEHMITIRD bhiehoto, ARRBIE

RAEFRAZBEESR MRREERNZEL) ZA0EHERETT,

@ EPFREME N/ NAHFAB (ONO-4538-37 5AUER)
A EHSIIAK L EFRIETE 358359 B (99.7%) . 7T & R -H{L R 357/358 i
(99.7%) IZ@Hbh, FH, 77 ERHMEFREL ORRBERBEETERVWEE
B IIAH] - (L ZFERE 3517359 B1(97.8%) . 77 &R H{LIRHEHERE 349/358 {41 (97.5%)
BRH LN, WTNPOBE TRARME %LU LOBERIITRO LB Th o,
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%5 NFROAORCREES 5% LOBIEE (ONO-4538-37 E)
' Bl (%)

EREIRE

FoAkEE AFHbAER LR 75 R LR R
(MedDRA/T ver.22.1) 351 91 - ‘ 349 6 -
£ Grade Grade 3-4 Grade 5 4 Grade Grade 3-4 Grade 5
ﬁﬁuﬂzﬁﬁ 351 (97.8) 205(57 D 3( 08) 349(975) 174(486) 2( 0)

14( 39) 0 ”..189(528)

j{#ﬁ{‘ilﬁﬂ.—:'—-ﬂ/\? 201 { 56.0) 8( 2.2) 0
R 57(15.9) 0 0 52(14.5) 0 0
FhE = o — T — 51(142)  3(.08) 0 47(13.1) 10( 28) 0
R 24( 67) 6( L7 0 ' 12(¢ 34  2( 0.6) 0
TEIERRE T o e e B R s e s e
s 181(504) 10{ 2.8) 0 180(50.3) 12( 3.4) 0
CFfl 125(34.8) 16( 4.3) 0 110(30.7) 14( 3.9) 0
] 72(20.1) 5( 14) 0 66(184) 3( 0.8 ()}
Pl - 64(178) 6( L7 0 46(12.8) 4( L1) 0
{E 5 44(123)  1( 03) 0 26( 7.3) 0 0
RS . 19( 5.3) 0 0 17( 4.7) 1( 03) 0
PR . G 5 SRR R
=t 157(43.7) 71(198) 0 134(374) 57(159) : 0
i NE S 144¢40.1) 34( 9.3) 0 157(439) 33( 9.2) 0
B i B Er it A ) 77(214)  10(¢ 2.8) 0 60(16.8) 9( 2.5 0
FARRAFTELETI) M 540150)  4( LD 0 44¢123) 2( 0.6) 0
S RAT I —FHEN
FS=wT I hSwR 41(114) 2( 06 0 36(10.1)  6( L7) 0
7 = 7 —BHIm _ .
iR Y L AN 4( 935 6( LD 0 22( 61) 2{ 0.6) 0
B T2 6D 0 0 19( 5.3) 0 0
y—FAE ISR 21( 58 6( L7) 0 9( 25 5( 14) 0
Z=7 WM '
ﬁﬁkiﬁ:ﬂ : 187(52.1) 29( 8!) 0 196(547) 23( 64) 0
SR EPERBSIGREMMORIE . e AR B il
T 72(20.1)  5( 1.4) 0 72(20.)  2¢ 06) 0
1REUR 59(16.4) 0 0 62(17.3)  1( 0.3) 0
FEh 2( 89 2( 06) 0 14¢ 39 1( 0.3 0
= 27(. 75 4( L) 0 26( 73) - 5( L4 0
BB CE TR e ]
Fi . E‘;JE;E%%:-HRTQ 53(14.8)  5( 14) 0 48(13.4)  4( LD 0
AEMRREE
P 45(12.5) 2 0.6) 0 14( 3.9 0 0
25 42(11.7) 0 0 14( 39) i 0
4 = 3ey| 20¢( 56) 0 . 0 21({ 5.9) 0 0
HEEE 14( 39)  3( 0.8) 0 5( 14) 0 0
RS B3 0 8 7< 20) 9 0
MEB LY S SRIE L
ccan 68 (18.9) 27( 135) 0 66(184) Y, 5.3) 0
/N 23( 64) 8( 2.2) 0 16( 45 4( L) 0
BHEELE 9( 53) 822 0 20056 9(2% 0

'2'0( 's'éj""" 1( 63 0 10( 28 0




— - T (%)
%gigﬁﬁ R SRR

s 349 4
MedDRA/J ver.22.1
- (MedDRA/] ver.22.1) % Grade  Grade3-4  Grade5 % Grade  Graded-4  Grade 5

_EAREES R
iR

16( 45 2( 06)

ThEE T4( 39)  3( 08) 0 5( 25 1( 03) 0

1236 A B FIREFIZ IV THIRIEE 282 51 (78.6%) e REE 83 41 (23.1%) |
infusion reaction 48 | (13.4%) . HURIREEREREE 30 7] (8.4%) . BEBUHBIAESAE 24
(6.7%) KBk « NBJE - EEDOTHI 2451 (6.7%) . FIEMEMZERE 15H (4.2%) .
EEOREER 146 (3.9%) . BHEREF (2.5%) . BITHERESE 6 fl (1.7%) .
BRI AR 2R AE 3 1 (0.8%) . | TUEER®E 3 1 (0.8%) . FFZ& 2 (0.6%) . EEAIM
HHEE 241 (0.6%) . A& 24 (0.6%) | LIREE2# (0.6%) RUTFERAHMAERES
141 (0.3%) BB bhic, £, EEFENE. LK. gk, WK - HEE, BIE
FFge, B utEE SR, MIRFRMEMRS, Fik, FRERE, BEHHML, B, BERROS
EHBERITRD b ARP ol ARHERFBRRIAIIBEESR (BRRTERE L)

FEDEERETT,
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(A - A&E]

AEIOBEREYEEETARFIA LY I alb—yavin kb, A3 mgke (&
H) Xik240 mg ¥ 2 BMHRTRES LEZBOFRRA O FIRESR SN, 0K
BOAH 240 mg HIRE UBROBRBRIT, FH 3 mgke 25 LI BEORER L g
LTREEZRT EFRENLLOO, BRAABRECBO TAEESERIA TV A
% AE (10mgke # 2 BRBIBTERS) CTAFZES LIBORER L R LU TEHE
BRI LEFRIERT (TR M T EHOEBEICE T 37— IcES% | A5 3mg/ke

(RE) X% 240 mg % 2 BEERE TRE Lz BORE ORGEER L A0t ide ek &
OB EZ RN ZRERICTTAREE SN, YRBEE QW TRHBS{TORIZER.
FRoORAE - AEOBTAESER RS IR AEZER TR ETFRlE R,

£6 AAOEYEM T A—¥

i . Cunax Crinai4 Cavgdi4 Crnaxss Crin,ss Cavg,ss
{ug/mL) {ug/mL) (ug/mL) (pg/mL) {ug/mL) {ug/mL)
3 mgkg Q2W (35.52f '760.8) (10.17{,5'264‘5) (17.21?'333.9) (75.131'3[71) (27?12,'107) (42?1??27)
Mm@V | s '-7121"1103) (15-22?.54-6) (25-31?‘417.8) (10;,5254) (41?57:21358) (62.11(,]91 87)
10 mg/kg Q2W (14;219) (512 "?9.2) (79?0(3'21;14) (33??232) (131l ; 13) (23?,7286)

FIAE (5%, 95%70) . Q2W : 2B MIRHE. Coux : DB SR ORMILIEFEE, Conae 1 IEIZEH14
H B 2351 BBARME P, Cugus : FIEHES %14 B £ COTHIMPBETIEE, Craxss : ERRIBIC I
i BB M IREE, Crinss ¢ RIS B RARM BB, Cuge : FERIRIEITI T 2 PHIMF S
e EE
Tl FEOFHEMARDBRETAEFIA LI T2 Lb—=a ik D, FH| 480 mg
% 4 RS TR 5 IIBERBO Ak - AR%E TR E L BEOAH 0 i fiRE S et
Ent, TORE., 45 480 mg % 4 BREIHRE TRE LBROEFRECRT 2 Fhh

SE (BUF. [Cugesl V05, ) It 4K 240 mg % 2 ERIRIME TS LIZBO Cogss

LR B L TR &R (FH) . 7. A% 480 mg & 4 ERME TRE LBOE
HREBIC R 2R 0ETEE CAF. [Cowsl EV3. ) 13 AHI 240 mg % 2 R
RIRE CHE S LI IE0 Coes & KB L TEEZ T L FREN b 00, BAABHICS
WTAFENER S TWARE - B (10mgke 2 2 BRBIETRE) CARZRS
LTZBED Coanss & B L CIEE R R E FRISAE (FR) . M2 T, EHROBIEICE
FHF—H e S x| AH 3mgkg (KE) ik 240mg % 2 BRIFIRG, # L < ixAH
480 mg % 4 TRIRIRG &G LI BEOARORE R & AMIE TR e & OfE & Rt
T HREBESEFASEESN, MBI OV TR ThR R, LmoME -
HEORTEMER RIS RERT RV L FRISLE,
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£7 FROKBRIE S A—F

}ﬁi‘% R Fﬁ ﬁ Crmax Chiind2g Cnvgnﬂs szx,ss Cmin,s C:wg,ss
{ug/mL) {pg/ml.) {ug/mL) (ug/mL) {pg/mL) {png/ml)
516 | 272 31.0 113 621 776
Smgkg QAW | (355 708) | (165,403) | (212,439) | (750,170 | @7.1,100 | (421, 127)
K] 383 437 159 878 109
M0mg Q2W | (51 1 103) | (233,50.0) | (30.8,609) | (102,254) | (41.5,158) | (62.1,187)
450 mg OAW 145 207 530 216 713 109
mg {102, 207) (15.5,474) | (37.0,74.8) (145, 336) {(27.5, 137) (62.1, 187)
193 996 116 306 214 275
10meglkg QAW | (146 202) | (865,132) | (101, 148) | (329,525) | (184,303) | (236,377

FORE (5%AR, 95%4) . Q2W : 2 B RIHIRE, Q4W : 4 BRMRIE. Crax: MIEHRE% OB BT FBE., Crinds

WEES#% 28 A Bloidv 2R ATHEE, Copas: HIEHRE% 28 A F ECOEHMIGHME. Cruasss *
EFIRMEIZ BT BB R M R, Cuns : EFIREIZBT B RENG ERE, Cops: ERREICBIT ¥

Hif i PEE
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4. HEgRIZ-OWT

EE Y R 7 SEAHE (RMP) ICESE, AAOERSZSEEREE~O WA
P AR THo T, AR OEKENENZBELDE - BEL., REOREICLVESE
REERZRBR UEBICHET 5 2 L BB ERED, LT OO~QD 3T &7
FIZBWTHERT 2 RETH D,

D HeizonT

@1 TEE® (1) ~ (5) OWFRNIRYTHmBR THEZ &,

() FEABBRENEET BRAD IO ERETRS A REESIL AR,
U HS A HGEREIL B, MRS A IR &)

Q) KRR

(3) EREFREENIEET 2 PADRERR (BSADRESIEERE, RADRES
WAk, MR ARSI E R &)

@)%%m%ﬁﬁi%&ﬁbn%%M%ﬁ&m%lKﬁ%%&%ﬁ%Mﬁzmﬁﬁgﬁ
AR BBHET- T B MR

(5) FUBMERESAIA S B INE O ERIAR B BHE T QOB MR

@2 BEOLFERERUE f’ﬁfﬁ%ﬁﬁ@iﬂﬁmc-{-ﬁ:}&%ﬂ%k‘ﬁ:ﬁﬁ%%ﬁ@ﬁﬂi (FxRD
WhNCRY 3 2 IEM) A3, YRR OABICETSBROBMES & LTEHESH
TWBZ L,

K

o [EEGFFERES 2 EOULWHELET L,T_” 5 £ EDOBRATRROERTHES
ToTWWBZE, b, 2£ﬁuJ:ci ﬁxhﬁé%ﬁ&%z}za LT_E.%HEH@%%@BHI*%
THoTBZ &,

o EMGBFREE 2EOTITHERET Lz iz, MEREORARMIREL S S
FELL EDELBARZFZOEREZITo-TND I L, |

o EMGFFREER 2 FOUMBHERET LB 4 FLLEORAREREZA LTS
T &, Hh, 3ELLEE, WEANED M AIIRE T S Lo LR R O R HE &
ToTNBIE, ' '

@ BRADEELBEREEROEHIIZONT 3

ERAFRERCHET 2 EAESRESL, MEARSLORRED, BT
A MATRI R OB R ENZE I 5 HEiil, HEFRATRE LB oms
W, LPEPHIITDON B EHINE-TNB L, '

18




@ RHER~DRIIZONT
@-1 MR HHIC BT B : .
MR B S DB R BV AR LR BT, 24 BRI EREIO T, MR X
VRISV T, RB L BERNICES U CABREE L O CT S 0ORHER OB

ERREORHERPY BPICELN, EbIHISAEREHAE-THB T Y,

@2 ERATE L 3 AEEESICET 5B

BB D 2 EN R MR E OB E AT A ERAEEEREERE= V2
FEDLEFEDORY Y == FE#TVERE L FREY AT TE B F— AEREH
BERTNWAZ L, 28, BEGHIZOVWT, RABE L ZORER+ICAMENT
WAZ &, ' :

@-3 BHWER OBEFeRRICBIL T

B (RIEMEMYESICIN 2, EEAEIE, LR, B4, BUFRARE. XIB%E.
AN, EEOTR. | BERF, BUERTS, FFRL, FFREmEE, FFd, mmEg
%, PRIRMEEEE, TEEMERS, mREE, TEE, BITESE, Nk, EEOK
FEMEE, RARMiEIEME, infusion reaction, EELRMILREE, MmERERIEGRE, B,
e, BEORERIG, IBRREME. DIEEE (DEME) - 4RIK - LREISMIES) .
RIS, MEBHIN, MBI 1ok LT, YRR ULERERE M OEMME 2 H T 5
EREEBEL EEROBZE-CHGICEA L THRERVIEEZZITONAEMHICH B Z
&), EHICETRAEN TE AEHNESTNEZ L,
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5. BENRLLIBE

(AT 3 FH]

DO TROAFIBWTASIOEDMEDPBIES LTS,

o 2O ED(RERIEREOH B IREEIBRTRERET - FREBEE (AHIEME

5)

o {LSEFREERED A2 HER2 R OB E R T - HREBEAEL (Liamis
L OBREERS)
t: (1) FAFFVTFFURUVDLZE, (i) AFFVF5F, TV F—Farin

ARWRZAARTT I, Wit (i) APV FIFROTHI7-N - FA T 4T
ZiNA ) 7 NERH

@ [EEEREEMERE (ONO-4538-44/CA2006495058) K O\E B3[R4 0 /I F1 35k
(ONO-4538-373888) 123\ T, SR ((LERENIZT Z 2R HLFHEE) Lib
LT, AR HEFREOFIENRENL TS, L, FHO LRI VEH
FERORBREPRE RLEAPROON p11~158F) | Fic, PD-LIEZRA
(CPS) WLV AKDOLEREHENERBEMPREENTVS pT~8BH) . I
AlE LT, ZhbEBE 2, PD-LISSBE D 5%ANM (CPSSAKT) TH D Z & MHERR

ENBRFIZBWTIE., (EBREERIC L ABERICOVWTHEET S,
* . AFIOZWIRE LT, R334 : PD-LI IHC 28-8 pharmDX [# = | BEBEER T3,

@ THRIHEUTIAEFINTIFRORE R MERFIEIZ OWTIE, AHDF MM
BRESLINTE LT, FEOREHFFLELRLR,
o —RIBREROCZRERE R CORVBHE I 5 A4 0 Bl 5
«  HER2 B0 BEIINT BPRIE L O RES
. ®T$ﬂ®ﬁﬁﬁmréﬂ1m&wm®#ﬁ&ﬁ%ﬁammmﬁ5
o HTEEBREE LTORE

[tz 5FIE] |

O TRHRICHUTABFCOVTIEHARORENERE SWLTWBZ Ehb, B 5517
bianz b, )
. kﬁ@&\hﬁb@ﬂf@%ﬁﬁ@bé%ﬁ

@ LERTOEEHIC BT FTRICH YT 5 BEF ISV Tk, AH OB GRS
M. OERRIRES 2 VEEIZRY . HBIZAFIRERTSZ a%%%r%a
o HEHFREOSHIEEDH D BE
o EEEERECHER ww5%%&0ﬁﬁﬁmﬁﬁﬁ%m&%@%%%&
DRI ST LA b B B
« HORSERBOESH, Xilgt %tab<uﬁ%ﬁ®aaﬁrﬁ$®ﬁﬁﬁo
b2 BE
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o IESRBEE GELRMRBHEELST) 0bhLBHE
*  REEORBRIIEREFTTERE

_* ECOG Performance Status 3-4 VD

GED  ECOG ¢ Performance Status (PS)

Score | B3 : ‘ .
0 | &<{HEZBEUTED. BWALRLHEERSHIRRITAS,
{ A{ERIZH LWEEITRIR I AR, STAE T, BIEEPE - COMRBIRITI Z &N TE S,
B : RV, HETE{EYE , '
2 FITFEECHEROFOE Y O LT THEEAERIITE RV, BFO 50%EL EiE-<y FATHETT,
3 BoENEROFOEIY O L LATE R, B0 50% %<y FABFHED T,
4

SR, BRAOHOREID DI LEEL Ty, SRSy R BlFTR I
' ' 21




6. BERBLTHEET R&HIE _

O BASCEHIINL, MERFTEE DRSS 5 EEEIC RS & FHOFFER UNE LAE
HAObic BERFEREFTAICEFEL THLERTZZ L,

IEREAIC R D, MERITT ORBICE DR OEREE 558 L, ma&%
ThbgET3 L,

A LLEREE OfRAREONE MW 2546, PD-L1 BHRELERTDI L
PWEE LA, PD-LI BRENFEETERWIEEITIE, FF LLEREL OHHRO
WE 2O Lz bR R DL,

EREMERO-R Y AL MZoWNT

@

€)

MEMRERERH LN DZ L NHDOT, FHOESIChHiz> Tk, BEKE
o (FERRE, i, BRE) ORRRUIE X BREoXEES, BlEE 4
mﬁﬁ:kuit\ﬁ%mﬁur%%(H\m%v~%~%®ﬁ§%%m¢é
Zé&,

AEOBEITEE® infusion reaction [Z{§ 2 TREBEIC AR IL0OTE %
Wx T L CHAT D 2 &, 72,2 Al B DAOAH#% 58217 infusion reaction
BHobhdZ b0 T, FRBEPRUVFRZ G/ THIT A F A
ERIET A%, BEORERZ +oICBETHZ L, /2B, infusionreaction %
RELEHEE, £ CoMERVERSERIZEIET % TREY +OHES
TBHz &, - |

RIS EESE., TEAESEEERVEIFREERHODNLAZENRHEHDT,
A 00 45 5 B AART R -5 30 i e AR P S WS BE RS (TSHL, HE T3,
Wt T4, ACTH, M =Fy —VEDRIE) 2EETHZ &,

AR OBEIT LD BEORERISICERST 5 L2 % bn o REASHE
BhbbhbszZibd, BEREDLONEBAIZE, BRLEBRIZSELK
BRI R AR & BRR P F-OEM &8 U CEEZENRZE 21T, BEORE
R L 2BEAREDLNAHEITE, FROREIFIE, RUBIERESR
NEVRIDBEEEERTHI L, B, BISRERAE L OREI LV EIE

- AOWEHRE ban&m%ALi ﬂ%ﬁgfw%/u%mﬁrmﬁmmLm

bEET B, -
E%%T%\&ﬁﬁm%ﬁﬁﬂﬁ@LT#Bmﬁﬁ%%ﬁfé L RBHBED,
A OB/ SR THICHRERORBIC+S T EET 3,

| BURERR (SME 1 BERmZ A0 Bbbbh, EREEY h7 Y F—v 2
CELZERHBOT, OB, B, EHEOERORBRLMFEHEO LRI+
SEEBTHZ b, | BERFERRDNEZSSIITREEPIEL, AR ) S
H OB EEOWILLELTH 2 L |

BIERFAR, FFRL, FHEEIEE, %, BLERE R’ bbb b5

- DT, EFRICBEREZTV., BEOREBZ+QCBET I L,
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® FHOEARBRIZEBNT, REFBPOHN IFMIXCER L, TALKEIT. 12
HE I SR IMEDOTHIE 21T > T e 2 & 2B, FFHFRESPILEMICER
BRETHROEREITI T &,
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BEEERETA RS54
=R=7 (B FHEHZ)

GRIEA : 47 DR AT 20 mg, 7O — 2R 100 mg, A7 V—
AR 120 mg, A7 P — RS 240 mg)

~RIERE~

S22l (AF134 11 AKET)
I A



A

1. IZL®»Iic : P2
2. FAIDOFH. ERKERF P3
3. ERERAKIE P4
4, HEFRIZHOWT P10
5. B LR BEE . P12 -
6.

RECKRLTEE S FHR P13



1. EUdic
EIA OB  ZLEOHROTDITIE, T XBESIESVHERBEHRD
B b, &B5IT, IHEOREEMOERIT LY | REERSR L ORI IR
FEERSAERRINLZF T, ThOOERMZEICHERBZFICRIT 52 L X RED
BMEAL 2o TRV BFEMECEE & WO EAITE 2016 (ERE 28 4F 6 A 2 HBEHRE)
EWTh, BHNERSSOEAOREHEELZRSE - ERTVE,

HRIERMF BRI, BEERARELM T 07 7 A ADREOEERR LH LR
RBZENRDH B, TODH, BOERUREMEET 3ERSHERT 5 ToM,
UHEEROBEEMET D L BPRSh D BFICH L THAT B & & biz, BIfE
FNRE L BICBRERRGE & 32 & RAER - EOBEF L B cE
THIEBEETHD,

LERoT, BAA FF4 2T, BARBEELINETIIBLN TV AEFRSY -
RS2 RHMICESE | DTOBRLOEERER Y HET I bLEREN, £x
FROBEEEYTT,

R, AHA KT A %, BITBEAEERHERERBAHE. AKEMEBARAR
BRRIEEES, —EHEEEA B ABRARES, HEEERESEA B AREELOW
SID b LR LT, '

AL A2 BERS AT VR RETRE 20mg, A7 O — R RERE 100mg, ATV
— R 120 mg, AU RARTFE 240 mg (4 - =
CHeT (EETHRER))
ML RAMEIDE « D AALFIIERICHEE LU RIBYBRAGERETT - BEROMEE -
‘ BIEEIC BT AR ‘
WRLRORERCHR  BY., A=A T7 (BEFEEEL) & LT, 1B 240mg
% 2 BRI 1 18] 480 mg # 4 BHEFRE CAFEFET 5, =
L., REBIIRIT AN MREOSESIE. BEHHEIE 12 4
AMETET 5, ' : '
/NERERE, TS

ey
3
=
S
M
i




2. AF O, EREF

F7 R AR 20 mg, FATREHE 100 mg, FLETEEE 120 mg RUORSES
H240mg (—HRE : =A< T (EETFEEZ). LT, TR &) ik, HBE
mLEMASH L ALy 7 24 ATVRA M v ¥ —X 2747 (BMS) #b)
HBAFE L7t I PD-1 (Programmed cell death-1) iZxf9 5 b MlIgG4 €/ 7 m—F 40
FThs, ‘

PD-1 bk, AL LI Y Lo88k (THIIR, BMIRR U F 2 I 4% 5 —T i) RUE
BERAIIRIC ST 5 CD28 7 7 X U — (T MIADEML A HBIRICE & &ICHET 545y
FH) WETOREMETH D, PD-1 RFERETMHIEICHEE TS PD-1 YV F (PD-LI

- RU'PD-L2) RS L. UL oSERICHEE S VAR RELTY o SRoFE sk EE

AWML T3, PD-1 Uy FRHUFIETHIALISNC & b o4 i B 58
LTHY, BHEEAEREH GO LUEEERICK TS PD-L1 OFRHRLIFROLEE
HifE & ORICACHBBERH D Z E BHEENTYWS (Cancer 2010; 116: 1757-66) .
Fic, BHERCIEAE CIERRE T ARAEET S v ¥ —T7 =0 W < (IFN-y)
2 &> T PDLl OFEARFES, 5B L BEERKICIIT 5 PD-L1 OB LHED
ATFHIM & ORICIEOHBREFRNH S5 & DMt b5 (SciTransl Med 2012; 28: 127-37),
X Bz, PD-L1 %ISR I8N AMMRE, FURER CDS B T MlsoMmiesEsE
EMEE B X E 53, #i PD-L1 HL{E£ T PD-1 & PD-LL & OEEEMEET S L ZOMA
BEEREREET D Z EARERNTWVWS, EOIZ LH 5 PD-1/PD-1 U H 2 FEEIZ, 8
AR FLRSFR R T M, b ORBEZRETAHTFO—2 L LTEZ LR T
Do : o

FHNT, BEABROFERH O PD-1 OIS (PD-1 U H > FESER) IKH& L.
PD-1 & PD-1 YW REDEGEHEETIZ &LV, BARBEKENA T RO
AL R ODS AMBIZ R IS EE R T 2 - & TR R EEDR 2R T
T ENFERENTWS, :

INBOMANG, FFNIBEERIC T 28 2 BREER VB I DO LFIN,
RERBREzRARE LBRARETER L. A, Z2ERUBEENER IE,

FEIDERBFICE-S BEORERINC L SEIEASER D bbh, EEXIIELR
EDMEMERD D, FHOBREFRGERESEZITIE, BEOBEEZHS5ITTV., BENR
D OENIHEITIE, BB L =T8S U BRR 7 5ne L BBk & 5D E R & s LTl
YRR 2TV, BEORERIG X SRIEARREPh D BEICIE, BITRERL
TURIOBREEOBETMRNBEEITI LERD B,



3. BRPREUE | | |
DA AALFFRIER TR L ORISR ERR2ET - BRORER, RUQRERICE
T S R BIRE D AR ICRHIE 21T o 7o £ 2 MRRAROBA 271 T,

[FahE]
O EELRASIFERER (ONO-4538-24/BMS CA20947378R)
7ok V T P URMEMERR R T T F - lH RS B FREIC G
A ORI EIBRA R REIT R ITH R OREEEE IS (AAANRBE24GE ETe, FF|
FE1930, RHBEEI195H) ZHRIT, F X2V RABMREEA (FeF ST
CRZ Y FREN) ERBE LTAF240 me 2 2 BHERTRABEINE LI L & OFAIER
e rignt Uz, TEFMEEE THH224AFHM (PRE [95%EEXH] ) i3,
AFIBETI1.17 [9.99~13.73] H A . MREETS.54 [7.20~9.80] 7 A TH Y | AFIBLS |
FRBE IR LFSHERNIC A B R ER &1 Lz (O — FE0.79[95%(E 1R X i : 0.63~0.99],
p=0.0381 [ERlog-rankiRE] )
* o R & e ARBIZ OV TITS mg/m? % 3T MBERTEIRME S, 82 U F 3020 T,
100 mg/m?% TR & 144 Z AL LT, #1. 8. 15, 22, 29K U360 BIciIRNEESa -t L &h
o

0-0 1 L i i ] ) i 1 1 i 1 1 1 ! ] L 1 i i
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36

at risk¥ EFRA) '
FHIB 193 17¢ 158.13% 120 105 89 77 65 55 38 20 13 10 6 4 3 0 O
gzt 195 182 157 116 100 79 66 55 48 39 26 1 11 6 2 I 1 1 0

1 24O Kaplan-Meier #i# (ONO-4538-24/BMS CA209473 308)



@ EFRERFBMAERE (ONO-4538-43/CA2095773R5k)

FTRIE 2 E R ERREE" IS &L W RS2 (BUF, TpCRI &1 35,) HED r‘g:n
s 7o ASERE OWEIRE 194 Bl (AARARE 63 FliSte, AKIBE SR 4, 7
EAREE 262 F1) ERRIC, T EREMEBL UTAHHK 240 mg & 2 MR T 8 @ (16 -
). 0% 9EE (8 RS0 2 BA%) 25 480 mg % 4 WRILIET/AMSE

(FR 12 0 AM) Lkl & 0BPMERORSESZRT Uiz, FEFMHEB TH 5585
AT (POfE [95%EEXM]) 1, FFFET 2241 [16.62~34.00] A, 75 &R
FET 11.04 [834~1432] W ATHY ., REBIT T B REICH LEHERICE B RE
REIN LI (= N 0.69 [96.4% FHRXR : 0.56~0.86], p=0.0003 [fE 3 log-rank #

m])

ALEFREE O L A B O #REEER (L, National Comprehenswe Cancer Network (NCCN) Xi¥
European Society for Medical Oncology (ESMO) O H A F T L0 BE i AR O S i [E 3 13 e
BT AR EITIZ L L SR, L, {53k Eﬁ-ﬁfﬁiﬁ{‘iﬂﬁﬁﬂ%ﬁﬂ LAY
L Ehnis,

*) : Pk OB SRR T, American Joint Comrmttee on Cancer (ELF, TAJCC] k VvW5,) ws
8] (@ETHR ICES ypTI LN ypNI B EThaZ L EERESLTE,

*3 : MBI AJCC R4 (55 7 1) RS < BRI I X tnfioal (FEaiEike)
NIEREHEANERA LT AR T LEE TR BSEA AN b,

*4 B L D BEEEST IR s BE A AN LR,

oo | 3 B
08 { ™  e-FSukm

0.1 4

o
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45

.at risk#k ﬁﬁﬂiﬁ-ﬂm (H )

AHIBE 532 430 364 306 240 212 181 147 92 68 41 22 8 4 3 0
FSHE 262 214 163 126 96 80 65 53 38 28 17 12 5 2 1 0

X2 &ERAEFEHRO Kaplan-Meier fhi# (ONO-4538-43/CA209577 &)




[2tE]

O EREFRFIMAEHE (ONO-4538-24/BMS CA20947375%)

HEERIIAFIRE 172/192 1 (89.6%) . XFHREE 192/194 B1 (99.0%) IZ@B® b, ¥k
BRI L ORREEDBFETE RWVEEFRITEHAFE 129192 £ (67.2%) | R REE 185/194
B (95.4%) WD b, WTHMAORETRERR U LORIERIZR 1 0LBY T
Bz,

F£1 VFROORTRERN 5% EOBIER (ONO-4538-24/BMS CA209473 ﬁ&)

. T (%)
%gigﬁﬁ s ST

192 7 194 5
M 21,1
(MedDRA/Jver.21.1) 4 Grade Grade 3-4 Grade5 %4 Grade Grade 3-4  Grade 5
SREHER

129 (67.2) 127 (65.5) 2 (1.0)
TR EOR T s R L R L e
&5 23 (12.0) 1 (0 5) 0 27 {13.9) 2 {1.0) 0
OFEE <17 (89) 0 0 9 (4.6) 0 0
o BiEgE 38 .0 0 '97(50@ .

T (05)_, = 16 (82) 0 g
14 {1.3) 1 (0.5) 0 42 {21.6) 9 (4.6)
..8.@n 0 o M 0. 0

J /»mmu 4@ 2 (10) 0 18 (9.3) 12 (6.2) 0
T PR i 3 (1.6) 1 {0.5) 0 75 (38.7) 58 (29.9) 0
. Bk 2 (L0) 1 s 0 72 (37.1) 46 (23.7) 0o
CHEBREE 0 o s e T T T e e e e e
T 20 (104), 1 {0.5) 17 (88) 2 (1.0) ‘
AN (2.6 "1 {0.5) To24 (124) 1 (0.5)

B

@1 0 31 (16.0) 1 (0.5

13 (6.7

0 0 0
5 0 0
{3 4 (2.1} 0 0 16 (8.2) 0 0
‘ 4 0 0
0

RIS E T
ES EOHERE
L
NS & Rl

AR

"""15 (7 s) 2 (1 0) 0TS 968

HAmﬁﬁu: piyeiltnbin m“n,4 (2 l) 4 (21) el : 47 (24.2)

BB PR S 0 0

0
R AE 1-{0.5) -0 0 36 {186) 27 (13.9)
0
PRI ST —

0
0
20 {103) 20 (10.3) 0

16 (8.2) 14 (7 2. 0

%Wr s f - (10)0 SRR N 8) 103 0

%ﬂ%‘em 3 (i'.s')' T . 0 14 (72) 0 0'
KR = 2 — /3P 1 (0.5) 0 e 47 (24.2) 1 {0.5) 0
FiME = 2 — o — 0 0 0 21 (10.8) 1 {0.5) 0

feds, AFIBECRVTRRIBMEEREE 22 5] (11.5%) . SEUGRIARIE/ S A/3F—15
B (7.8%) | RIS 13 51 (6.8%) . MIEHEIGEM 12 61 (63%) . HhERLE 8
, 6 :



(42%) . BEEOREEE 46 (2.1%) . BEEHM 3 5 (1.6%) . #2461 (1.0%) |
B HRERREE 2 41 (1.0%) . T4 1 41 (0.5%) . KB - /MBS EEOTH 1 41 (0.5%) .
THAHEERZE 1 # (0.5%) KU infusion reaction 1 Bl (0.5%) FRDbNI, £, B
SERFIEE, DS, gk, | BUERIR, TR, BLMEARE R, BIRMAEREE, sk -
fhfE, FRIRMMIeZERAE, EELMKEE, mMRERMmER, M, KL, 5P 55
ROGEESFIIEOONR 0o/, AEWEARRRAIEERS (GEREERELZS
Ir) BEDEFRERRT,

@ EEEFRPBIFERE (ONO-4538-43/CA209577 HiE)

HEERITAFIE 510/532 B (95.9%) . 7T & REE 2431260 #ll (93.5%) 1B b,
HRIEE OFRBRAFTE TS LWVWEERRITRAE 376/532 # (707%) . IR
¥ 119/260 #1] (45.8%) WZ@D biLi, WTNHORTHEER s%Ll EORIVERIZR 2
DEBYLTHoT,

F2 WTh»ORCRHRERY sULL EOEIFER (ONO-4538-43/CA209577 H#)
' Fig (%)

) *"ﬁiﬂ;;% FHITE . 75 & R
(MedDRA/Jver.23.0) 532 260 Bi

£ Grade  Grade3-4  Grade 5 4 Grade  Grade3-4  Grade 5
_ 376 (70.7) 71 (133) "1 (0.2) 15 (5.8)

' 52 (9.8)
e RS F MR BT DR
- 90 (16.9)

3R

2B AFFBIZRBO TR E 89 #1 (16.7%) | ATHLAEREE 49 6 (9.2%), #
MR 35 5 (6.6%) . BRCARRAEIE 33 # .(6.2%) . FEMEME R 26 41 :(4.9%) . D
EE 11 #] (2.1%) . infusionreaction 10 #] (1.9%) ~ BEOHREEESH (1.5%) . &
BEElEE 761 (1.3%) KB - /MBS - EEOTH 761 (1.3%) . FF& 4 # (0.8%) .
D5 3 (0.6%) | BIRHSEEREE 3 4 (0.6%) . 1 BUEERE 1 B (0.2%) . #ARmig
FERE 10 (02%) . AL 161 (02%) ROMER 1#] (0.2%) BEdbhi, £, &
OB, TEEMERE, BUEITR, AL, B, ik LRERERE. Bk

; :



B se, FRIERREE, BEHM, EEMEIE. ERLLEREERORAE - BBAIIRD
bhidolk, REERBRRUIEESESR (FRREERE2E0) 220REER -
T : _ :



[ - &)

FEOBEMAEYEEETVR2FALEY I al—a ik, A5 480 mg % 4
BRI TR S U BERR O Ak - AR CIRE LBOARH O EHEERBRI S
Too TORES, &Kl 480 mg % 4 BREIFER CHRE LZEBEOEEREBICBIY 2 EHMES
R (BAT. (Cagssl &5, ) 1, KH 240mg % 2 BREIRKE CTHRE L7BED Cagss &
FET B L THENE (TR) . T, FA1480 mg & 4 HHEHB TR S LIZBOER
ﬁﬁ.ﬁ@lﬁ“f%’)%ﬁmfﬁ;qﬁ‘%g (BLF. (Couaxss) V5, ) 12, FH 240mg % 2 HBEM
MR TG LIZBRD Craxes & il L'CT%EE%TJ: THlENTZ b DD, HEABEIZES N
TAFEPHRINLTWIHE - AR (10mgke % 2 BFMRTERS) TERASEREL
TeBRD Crass LB L TEREEZTRT & FRIENE (TR) . WA T, EHoEBEICRIT
BF—FIESE, AH 3 mgkg (FE) Fhik 240 mg % 2 BRERER. 25 L ILAH
480 mg & 4 AHRR THRE Lf:&%*g@z:ﬁﬂmﬁﬁﬁk BT R O R R
TARESIGCET VPEBE IR, YEBEEIZOWTREATTONEER, LEOHE -
REOR THEIMER NRESEICIHAEREZR IV ETFRIZNI,

#1 FAOEWFME ST A—F

R . Craax Chvind28 Cavgazs Craxss Cnin,ss Caviyss
(pg/mL) (ug/mL) {pg/mL) (pg/mL) {(ug/mL) {ug/mL)
3meke QW | (1530 | 165409 | 1ois9) | Gsoumy | Grvion | i
20me@W | (5o | (3,500) | 08 609) | (102050 | 15158) | (6o 160
AB0mg QAW | 10&?207) (15.25?17.4) (37;?.24.8) (14?,l 336) (27.751,'?37) (62.11?3 87)
10 mg/ke Q2W (14:13?3.22) (86.959,-?32) (101,1 ?43) (32;,9225) (182,1 303) (252,7377)

RRAE (5%, 95%R) « Q2W @ 2 JAMIMING, Q4W : 4 MAMIRHIRE. Croax : BB 51 DB M LK R EE |
Crinaze @ PIEIFRS 7% 28 B BIZEV D B/RM TG PRE, Copas : FIEH S 28 A B £ TOFHM DR

B, Coxss 1 ERRIBIZ I B BBINIEPBE, Cuns : EFRRICIHT B RAEMF PRI, Covss 1 EHIR
MBI 26 B s P



4. BRIZOVT _

AR ORGP 2 BELDW - FE L, AHIORFICELVERCENEREZRE L
BICSHIS 5 2 & BURERTCD, BT OO~@DT ST ERIz TR Ic B W TERT S
RETH D,

@ BWRICONT

D1 FED (1) ~ 5 OVTRMCHEETIMBTHEZ L,

(1) E4&HBREIEET 5N A DI ARRSE GEREATRDS A D RSEES LR,
HUE A A SRS I AR, HUSAS AR &)

(2) fEEMEEREY

6)ﬁﬁﬁﬁﬂ%m%ﬁ?%ﬁb%ﬁﬁ%fh(mb%ﬁ@%ﬁﬁrh\ﬂb ZSEE
ORI, D ADEEEHEERR S L)

(4) FALRIER A RE U, SR LS E | SUIASRAL SRR BRI 2 o fisR HuE
IR B R EIT> TV BIER '

(5) BIEMENEEHL S AN O MR TR 5 B & 1T - T B HERR

@2 FEBOMERIERCBHERFERFOX I IZA- 73 s & BB E R OEM (TX
OWTNPIZZRE T S ER) A, YRR OFFICETHIBROREE L LTRES
nTnasIk,
¥

. Eﬁfﬁﬁ’an‘l‘@{?ﬁ@: 2 ﬂ:—@f@]ﬁﬁ%}{lg%{le L7=#ic 5 EL OB ABROBRWTES
ToTwaZ k., 2b, 24LL ki, ﬁ=hﬁ%%€&%£& L 7= BERRIE R O HHE &
FoTNBT &,

+  [EENSRRFIAGTR 2 ﬁ?@fm,ﬁ,ﬁﬂ{%%ﬂ%T Ltzic, HbEmOoRATMRIELZ ST 5
FLL O ERARIFEDEREIT> T DT L,

o EMfRFERIEE 2 EOTEIMERIET Ltk 4 L LOBERBREELTNS
Tk 9h, 3EL . EEEEONAEYRE RS OE (LR OBRETHES
AT TNBRT L,

@)ﬁmo@%m#ﬁmamﬁﬁuomr

EMRIEREBIIAET AHEENEESh, BECE»SOBRED, ﬁ%& %
SHSIRPAEROTER CEMSIC T 2 FSURM, FEERNRRE LEBEAORE
B ERFELNITOIBEHRE-TWE I E,
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® BIER~OHISIZ2NT
@-1 FRRA&HI 4 > EH

FEMEMRAEOREELRAIEANRAE LRIC, 24 RHEZEREHOT, Yz
ESHERRIC BV T, FE ULRIERICE CTARBER U CT $0r{ERA OB,
TRREORENE I FIZ/ELN., EbITHISiehdfliEoTna L, '

@2 ERGEFHIC L DAEERMGICET 2 EH '

DBABRCELSEMANRAME VKRR E T 2ERTEEEPRERE=F Y 7
% BOILERDAL ) ==V FRITVEBRE L F@RE LT TE 55— AEBRERH PR
fEhTWaZ &, fi;“o BRHEHICONT, PABRE L EORKICHSIZAMENT
WHZ &,

®-3 BEA OIS LT _

BIER (FREMEMRACMA., EESEE. DL, Hidk. *ﬁ’ﬁ'&ﬁ%ﬁﬂiﬁ?r KB,
NEYe, BEOTH, | BEERR, BIERE. IWR4. gk BT% ek
g, FURIRMEEEREE . TRABMEMES, MRS, BEE. EU%‘ . dge, EEORK
FEMEE, URMARZEIRE, infusion reaction, HEHARMikEE., mfﬁﬁﬁﬁ@%ﬂ\ FERZ
i, BEDRIERIS, ERREE, OREE (LEMD - RIR - DEEIARmRE) |
FREFEREF, AEHRHML, L) W5 LT, Uik O rBERSEoEMMEZE 15
ERT & EE L BIEROBZEORR I B LT?E%&U?%%’“‘HB%%%#G;%Z&_
L), EbIETRAENTE BEHAE-TWA D L,
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5. BeEntEL s B
(A5 B3 5 H 1]
D TROBFIZBWTIAFOFEDENRIESNL TN S,
o TufbbB Y IV URRE &Hﬁ%ﬁl&thfzv%ﬂﬁzﬁﬂ%a@f%ﬁﬁ{h%ﬁ%{f&_
& IR ORISR R ET LT ER O NSAE
. ﬁmm%mﬂﬁﬁ&mibmmﬁ%b&ﬂt#otﬁﬁﬁwﬁ%%%

@ Tﬂhuéfé%%uﬂ?&ﬁ%mﬁﬁﬁuﬁ%ﬁ&kowfm:$ﬁ®ﬁﬂ&m
BN ENTELT, FFOREHFELRLARN,
o —RIBEEZITTOVRWIRIBEIRARE &@ﬁxiﬁ%wﬁﬁkﬁTéﬁﬁ
o FRIMBIRE L LTRSS
o IFBIRRENSRIEIZ LY pCR SFED b BE IR 5% 5
o fHOFEMEEER & OFRARE

[Zeiic B+ 5 HIE]

@® TﬁnaéTé%%womrwxﬂw&#ﬁ%Ekéhrma:&b%h&%%ﬁ
PIRWZ &, |
. ﬁﬂ@ﬁﬁkﬂbﬁ@ﬁ@%ﬁ@@%é%ﬁ

@ EEATOFMIZBW T TR EY T 5 B8FICOVTIE, AF 0B SRS AN
SR, MOBRRIRERRVESICRY . BHECARZERTA L EEETE S,
. MEMEMRBEOSHIRLEOH S BE
. JRERECHERERD B BE R OTEBIIE O KRNI LRI i 2
Lo SEMEE RS BN 5 BE

s HEAERBOEMR TBERNRE L IEIEREO B CARKRBORTED -

HDHRE
o [HSMBAEE (ELRMRBEEEET) OboRE
o BEEORRIIMERET RS
¢ ECOG Performance Status 34V D E#

GED  BCOG ¢ Performance Status (PS)

Score | B

0 | &=<RER< ?EWJ'C%—S%’) BEIART & A L H TSR <ITA D,

BRI LOTEBIRIIR S o B3, HBITRREC. BIERPE ST 0){’F3'1‘éli1‘? 5T LHhTES,
] - BV, TSRS

BITRIEECH SO ORE Y O 2k TSR cE v, B o 50%LE i<y I~5?|~'C’1@ =P

1
2

3 | BohFES0EORIV O L LATERY, B0 S0%U i<y FBFTIRST,
4 | &< BT, ﬁffmé?oqlﬁww:&z;tﬁ< TELY, FERSy FORFCRIT,
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6. BEZBLTHEETREHE _

O} ﬁﬁié%kmx.@ﬁﬁ»%ﬁmﬁﬁfégﬂﬁkﬁd%$ﬁ®%i&aﬁﬁﬁ
RO DI RERERE DI BRE L THrLERTAZE,

@ WHBEBAIMIZAEN L, BEXIZFOFRICEOMERCEREL-SHA L, L5
ThbEETRI L,

@ TEREHWERAO=RV AL RZONT

BEMIKER S 5B T L Kb B 0T, FROREITHIE ST, BRE

KPR EREE, Wk, FEEVE) OREREUNE X #REOFENSE, BEE 54
TS 2 &, e HBERISUTHE CT, LE~—I—%0RELEKET D
z &,

AFN O S IXERE® infusion reaction 22 TRARI ORI O TE A4
HEATo e L TR 5 Z &, £/, 2 BB PUEOAF$ 5-5#Z infusion reaction
BaHbbdZLbHDOT, FRFEPROFATRGHERT RIS FHA
VEHIET 5%, BEOREELHHICEET ST L, 2, infusionreaction &
B LRSI, £@TORBRIERRESICERT 5 £ CHRHE 24585
TAHIE, , _

ORISR . FTEAMERERVRIFRERHObNEZ ERDIDT,

. AFNORERMSEHR U SHIM TIEHRIC RO EERERE (TSH, &8 T3,

LzhfE T4, ACTH, P aLF YV —VEORIE) ¥ EHETHZ &,

A OBEIC LV, BEORIERISICER T2 L% 2 b oike RERLRE
RbbbhdZhbhs, RENBDLNIHEICE. BRLEERIE L
B PR EN b RER RGO EET L L O R B AT, BE O fE
FUSIZ L BRER» LN A HEEIIE. AFIOKREEHIE, RURIBEE R
NERIOBREEEZETHIE, 2B, AIBEERLErOREIZLVENE
ROBENRD bNR2WESITE, BIBEERE LS o o
bEET D,

BEET%, SERNOED ARBL T LEERRRRT A ERNBBIED,
FHROBEKRTRIZOGRFRORRIC+ZITEET S,

1 BUBERR (RME | BRI 2 ET) Abbbh, #RRE, b7 F— R
KEBZERHBHOT, OB, B, BEHEEOEROBELMLIEHD FHic+
SEBETIZ L, 1 HERFAAEDNEHEICEREEZFEL, 1R Y 8L
IO EZEDOHERAEEITI = L, ‘ |

BIFERT 28, FFR4e, FPHREREE, IFR, SRRSO EBHS
OT, EHEICFBEREZTV., BEORERZ+QICEETI L,

A AACSEFRE IR L RIS SRR R T - BEROSEBRRE ITERT 3B

1T, AFOEERBIZBNT, BE5HEN»D | £EI2 6 BRZ L, Thulid 12
L kkﬁﬂ&mﬁﬁ%ﬁofwth&%%ﬁu\Kﬂ%%*ﬂﬁ%%h@@ﬁ
ETHROMERBZITO Z &,
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® REFIBIT AHREIE L UCTERT IR, AR OBRRRICISNT, #
SRtED B2 FEE 2 BEZ &, FRUBRE 6~12 ZAMIT L ICHEEOFT EE
ToTWED LEBEI, ARRETRENNCHERE CHROBREITHI L,
72, LB L LCERAT 28410, ASOBSHMIL 12 yARMETE
TAHZE, -
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