SRASKEEIE 11258 7 &
ASF 34 11 A 25 H

#oE R
| P B T R E

i |EETER () & B
o8 K

JEAE TR AR - AR R A R I SR L R A B R R
(&~ F A& # )

=R~ 7 (Bl z) MR oREEHAEET A FZ A (F
iR OVEERE) DO—EREBUEIZ DWW T

R A BOE S & O B AR ST $E2016 (R 28 42 6 H 2 A BERILE) IRV T
HOEIE S OEH ORI LHEEEZ XD Z EDNEVIAENTZZ EEZIT T, E
B & B LB B IR 2 1o D ISRl HHEE T 1 N7 A v & 1E
R HZ el L TnET,

=R~ T (BB L) BA (R4« 47V — AR EE 20mg, [FA
I FHE 100mg,  [FLAIHEFE 120mg 2 ONELEH#E 240mg) 2 F s M VBB 12 %F
L THEATIEOEEFHIZOWTIE, =R~ T (Eis i z) BH ok
W RHEET A K7 A > G/ IRaftE, ErER A, sESHE, B, &
AR X Y ol B, BRI E, sEE YA T a T T4 PR
e MS T-High) 28758 - EEE&LORERE) O—HiElZ o0
T) (FR24E 11 A 27 AN RASREIE 1127 5 1 B4 E ESR - EiEf
AJRER L FEEEHRREH) ICXVRLTELLEZATT,

O, =~ 7 GBIsFfz) 855 (ko4 « A7 — R AT 20mg,
AL R 100mg, [R]ASHERE 120mg K OVA] s 240mg) 22\ C, B Mk
OB R T 22 E T, FER OCHEO AR NARINT-Z &I
W BT A R IA v 2 FZNZENHEO LBV KEWVWZLELZDOT, 5EFWN
D EFRIERE K OSK ISR 9~ 2 A A & BRE L3, 75, cribmk o feim {6 ek
A RTA 0%, IS ED LY TT,



B DOl HHEE T A R T A v OWET

TS

SHT GOl RER)

B

B [&!
A= (FHELERD) Y= (B yH AR ERHIBR)
2= KIS & 702 D 5hRe AT 2= KGR L 72 D RE AT
IRIEOIBRANRE 2R AT - RO H i DAY L | Z IR L = IR B RN HE 7R i
RO H
KL 7 D HEROVHE
WBE . RN =R L~T (B s) L L KG L 70 b AEROHE -
T, 1[8]240 mg % 2 I REIRE XX 1 [F] 480 mg % 4 WBE O ANCEERL~T (B L
IR R EE T 5, T, 18] 240 mg % 2 FEFREIMIME X1 1 [A] 480 mg % 4
fith DY & OFH 925G 1, @, A U [ FRIRR C A E T 5,
IZiF=ARL~7 (BaHfliz) & LT, 119240
mg % 2 JAMERE XX 1[5 360 mg % 3 JA[ERIE T
R EHET 5,
4= 3. EEARARAE 4= 3. ERIRAKAE
IR OIBR AR RE 70 M1 T - FRRE OO 8 O KGR IRF I AT DA PR | T BRI B RN RE 7R A T
24T o T2 B ERRRER O Rl 2 7~ 7, 58 O H I O AAGRIRF IR 21T - 72 3 70 bl PR AR
[ A2k DRKAEZ T,
DEFR L E S IR (0N0-4538-12 FRER) [ 2h]
[EIBR AL [A] 55 MTAHRABR  (ONO-4538-12 7AER)
4= @ E B[R MAERER  (ONO-4538-44/CA209649 (@ B




LB O 72 e b E R IEFEIN 2 25k 2
(LLF, THER2 | &5 ) MBI EIBRA RE 722
17 - B O BHESUIEE T AR EGO Tl
DEEHEEED ET 5 cm DINICHIET DR
JE) BB 1,581 f5] (HARNEF 109 iz Eie, A
il AR B 789 1], AL EET B 792 f5]) %
RGN AVERIE A RR & LT ARHIH LR E
DENER O Z M RmET L e, FEFHMIEE T
¥ % combined positive score®™ (LLF. ICPS| &
W9 ) =5 EMICEHT B MIMEAGTHIFN (LT,
[PFS] &5 .) KON CPS=5 FEMIZEIT 5 0S 1
DOV, AR H BRI LR IE IS LR
PICHBRIER 2R L (R 1, K2), &HIZ,
FHUIHE SN RE PIEE O BEKEDOEY T
Wit > THREMT ORGSR, BIRGHIIEE &
N7z CPS=1 ML ITT £HIZEBIT 5 0S I2oW
T AAHEFAFRE IS L RIEIC Ui EH Y
WCHEBRIEEZ/ R LT (R 1. K3),

*1 : HER2 Y/E A RE XUFARBE DB, K ONEIEIC
JEE O R LN H DO EE BH AN AR E L
-

*2 1 LN O{FERTE QRBRE Y AT AN ER) & &5
Lz [OAXRY Y FF7F 1A 130 mg/m* (EFE




) 2 3 A [ bR C AR e L W~ 2 B 1000
mg/m’ (AFMFE) % 1 H 20, 2 AR O&5%
(2 1 ERAE, F@A XYY FT7F 1 |9 85
mg/m* ((RFHERE) , H U F— b B v A 1A 400
mg/m° (AEHERE) K7 Au w50 1 [\ 400
mg/m’ ((AFHEFE) % 2 PR CAMEEL, 7
JLFa T30 2400 mg/m* (REHERE) & 2 0
3T TERIRNERE R 51212 12 H RARSRT, &K1+
IEZREERE TR, AF (D1 [B] 360 mg 4 3 3 [A][H
fa X 1X@1 [A] 240 mg % 2 W ERE CAFTRE) &
zhZ2h EROXUTIQ DS E & O Lz,

%3 : JEEALRRIC 31T 5 PD-L1 Z 88, L 7= Hlbask (E
B, ~7 a7y —Y KON oNER) AR
AMAECTER L, 100 23 U /- fE,

7% 1 A0k (ONO-4538-44/CA209649 FXER)
(F B

(4 W)

2 PFS @ Kaplan-Meier i # (ONO-4538-
44/CA209649 #Ex) (CPS=54£FH)




(4 W)

3 0S @ Kaplan-Meier i £ ( ONO-4538—
44/CA209649 3XER) (ITT ££[)

(PD-L1 FEBUIRPLA DA 2h )

[E] % 2 [7) 5 MLAH 305k (ONO-4538-44/CA209649 3R ER)
IZELAAN DN BE DT — X ITH-SE PD-L1 D
FEBURIBINC BT 24T o I A e (BEFRIY 2R AT
roty) MOEEMOERIILLTOEEBY ThHo
7=

AN ALEEEIE O A ML, CPS 23 5 A4l (CPS<
1 N 1=CPS<5) DEFEMTIE ALFRIELIF
R CTH-o (E2, K4),

728, PD-L1 OFBURPUZ L &F° AF Ok~
a7 7 A NVIFEBECH -T2,

7% 2 PD-L1 OZRFIRWMBI DA (ON0-4538—
44/CA209649 2 5R)
(F W)

)

4 PD-L1 OFBUR RO 0S K O PFS @ Kaplan—
Meier B (ONO-4538-44/CA209649 ZER)




9 ~—v

@ EBSIL[E S T /AR (ONO-4538-37 X5ER)
{FRIERE O 72 HER2 fatE™ o G U BRA BE 2o i

17 - BROBEXISEFESEE EEO L

PEEBEGHEY BN 5 em UPNIZALES DR

i) B 724 Bl (AEARNEBFE 395 Bl & Grde, AA

362 i) %ktGiz, TR HLPEEER SRR L L

T KRAIHACZRIE DO AE R O et 2 mEt L

7o, EEEHIEEH O —>THDH PFS (P hfi [95%

EHEXE]) 13, AAIHESEIERE T 10,45 [8.44

~14. 7510 A . 77 B AR H{bEERE T 8. 34[6. 97

~9. 401 WATH Y AKHHLFEIEZ T TR+

B PRIENT R Lt PRICH BERIER 2R L /-

(NH— R 0. 68[98. 51%EH KR 0. 51~0. 90]

p=0. 0007 [J&5!| log—rank E]).
Fo, b OOEEFEHEE TH D 0S (Hofi

[95%EHH X ]) 13, ARHH{bEIERET 17, 45

[15.67~20.83] W H. 77 R H{LFEEIERT

17.15 [15.18~19.65] # H TH Y . AHIH{LFE

B3 7 7 2 AN L RRIEIC K LR ERIC A E R

MER & R S 7epo iz (O — RE 0. 90 [95%EHE X

i :0.75~1.08], p=0. 257 [JER] log—rank ¥ ]) .,

%1 : HER2 & A RE SUIARHE D BF TGS & L

(@ &




72
*2 : AH (1 [8] 360mg % 3 3 [ I8 CaifsiiE) X
7R UFofbiEEE QR R A3
EP)ZOH L2 AFHY 77 F 118130 mg/m’
(AFREE) % 3 BHHEMECRMEHEL, 77
— )L« FATIIL - FT T A Y T AEEFH] 40
mg/m* (RFEFE) XIFTH -~ Z ¥ 1000 mg/m* (K
KEfg) Z 1 H 2\ 2 HEKEOFEGHZIC 1 HEM
IREE ],

(4 W)

5 PFS @ Kaplan-Meier Hif# (ONO-4538-37 #kER)

(X mg)
6 0S @ Kaplan-Meier #iff (ONO-4538-37 FAH)
1L ~= (2241 ] 5—Y (22421 ]
OEFR L FE MR  (O0N0-4538-12 FRER) [EIBRAE [F] 55 AR AR (ONO-4538-12 5RER)
11— | QEFBEI[E 5 IAHEER  (ONO-4538-44/CA209649 74 (@ B

HERFRIIAH LB IERE 776/782 ] (99. 2%) |

AL IERE 752/767 5] (98. 0%) (ZERD Hit, AHK

X3RRI & O RBER B ETE WA FH

G IARK LR IERE 738/782 5] (94. 4%) . b




FEEIERE 679/767 151 (88.5%) IZaRd Hiviz, Wi
DORETRIAFED %L FOREMIZTED LBV
Thol,

# 4 DTN ORETRIRN 5920 EORIVEH
(ONO-4538-44/CA209649 #5h)
(F )

7ek . ARFNHLFEIERIC W TR E 466 (]
(59. 6%) . JITEEBERESE 203 il (26.0%) . infusion
reaction 111 f (14.2%) . HIRIREEREFE S 96
(12. 3%) . BEACTHALEIE 68 61 (8. 7%) . KIG%K -
/NS - FEEEO T 52 61 (6. 6%) . [T
42 B (5.4%) . FEE D JEEE 28 #i (3.6%) . B
REBEE 26 61 (3.3%) . (ColEBESE 15 61 (1.9%) . &
AR AR ZEARE 13 1 (1. 7%) . JFR 741 (0.9%). F
MAREEAEREE 6 B (0.8%) . RIEHEREREE 4
(0.5%) . R 3B (0.4%) . LofZe 2 1 (0. 3%) .
LADEE R L1 (0.1%) . S E ISR 1] (0. 1%) .
fetZ 161 (0.1%) M OMEFL 161 (0.1%) HMFEH 6
Ni-, £, EIEMMIE, MR - BERK. FHR.
AL PERRE 2. B e i s . BUEAFZE. AR
A JREFERPE . i BRE A E M A K OV H ifn. 158




0 bAIe o To, ARRIWEAFESARDLIS B E 5 (1
WHRAEMRE 25t 2aUOEIHEREZ T,

13—

@ E B [F 4 I /MAHFRER  (ON0-4538-37 3 ER)

A EFGIAH + PR IERE 358/359 ] (99. T%)
77 AR B ERE 357/358 6 (99. 7%) 122
v, AHl, 77 AR XIMbFEEE & OREELE
MDEETERWVAFERERIIARA + b P IERE
351/359 Ml (97.8%) . 7 T &R +{bFEILEE
349/358 f5i] (97.5%) IZ@R®H LN, W DORE
THBERD %L EOFHWEHIFITERD LB ThHo

77»
f=0o

£ 5 WIFNOLORETHRIEEN 5% EORIEH
(ONO-4538-37 k)
(F )

72¥5, AAIH LA B W ORI EE 282 {4
(78.6%) . ATHEEERETE 83 {5 (23.1%) . infusion
reaction 48 {3 (13.4%) . AUIRIREEREFES 30
(8.4%) . WK ERIE 24 5] (6.7%) . KM « /1
BB - EEED T 24 B (6. 7%) . FVEMEMIYEE 15

Bl (4.2%) . EEDOREEE 14 B (3.9%) . EHERE

BEEE 9 i (2.5%) . EIBFHEAREREE 6 i (1.7%) . &F

(@ B




WR i A2 ZERESE 3 61 (0. 8%) . 1 AUHE R 3 4 (0. 8%) .

HT2¢ 2 #i] (0.6%), B fe 2 41 (0.6%) .

A4 2 1] (0.6%) . LMl 2 51 (0.6%) KOVF

MEARBEREREEE 1 1] (0.3%) 2RO, Fio,

HUERR A, (O fh g, AR DR - BEIRIE . BIE

HE2 . REALPENBAE 98 MERE BREMRRE, fifZ, R

Bos MRS AL PEJE R OV & 5 R IR

e oo, ARWEHFEIRI T ESES: (&

WRAERT 2 5l) 2a Bt Rerd,

20 R—

5. EXIG LI DB

(AR B 3 % F]
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@E B [F 5 MARRRER  (ON0-4538-44/CA209649 &k
BR) K ONEIRRIL[E) 5 11/ MAHRER  (ON0-4538-37 3
BR) 128\ T R RESK (bRIE 7 F R +1b
FIRYE) L R L T ARH TR E O A R D
AINTWD, 72720, AHO EFHIZEY FE
FHROFRBLIERN E < 72 D RO i (pl1~15
ZH) . F7z. PD-L1FEBURPL (CPS) 12 &Y AAID
FREEEN R DA TR SN TN D (p7~8
M), JFAlE LT, b ziiEx. PD-L1 JEH
DY B%A (CPS5 i) ThH D Z & DR Saiz
BEICB VTS, ABERIEEMIC X DRI O
THEET D,

*  AFIOBZWFE L LT, HR5E4 - PD-L1 THC 28-8
pharmDX (& =] AR INTWVD,

@ FFITEE YT 5 BE 1T D AK DG K O
RHEIZOWTIX, RAIOF IS S TR
53, RANOEGRIGRE 72 B0,

- IR M ORI 2 2 TR WO R I
5 AH D B

- HER2 [ D BB 1T kb3 2 {52k & O PF A B G-
« O TABNOHBHEI R STV 22 Wl o FrEp:
JEEA & OO %G

- itk Bh R S L CoE




FERE ORI HEE T A BT A OUETERT

CHT I 6 R 5%)

Hr

IH

Bl

(FHrRERIERD)

R s

(AHARERHIER)

2= K5 & 7R B hRE AT AR 2= KGR & 7R B hRe AT AR -
IS ARG I L 7 AR VB YIBR AN BE 72 HEAT - DN AL SRR IR\ BT U - ARIB DI BRASRE 2031 T -
R ORIER PR ORIER
BIEF BT DI Al BRI

K7 b HENRUOHE

KGR L HEROHE WE L. A=A L~ T (B riz) &L
BE. ORACIE=RA LT (BETHEEEZ) L L T. 1181240 mg % 2 IR X% 1 8] 480 mg % 4
T 1181240 mg & 2 SETHMHINE S L [E] 480 mg & 4 T P P C AT 5
MR CRREEET 5, 2720, BEmICBT
LTt MiBRIE O A iE, T 12 0 A&
TET 5,

4~—v | 3. Bk 45— 3. ERHGH
O AALZIRIER TG E LU 2RI U BR AR GE 72 1 DS AR IR T U7 AR TR UIBR R RE 72 HEA T -
17 BROmER, XOQEBERIZI T L IFHA FEJE O R O 7GRN (S RRAM &2 4T - 72 1 722 Rt
B IE O AR ST 21T > 72 £ 72 B PR BR O 1k BR D i % 5,
BETRT, [ 2hE]
[ 2hiE] [ BRI [ 55 AR #BR  (ONO-4538-24/BMS  CA209473
M 5 B 3 [W & I FH 3% Bt ( ONO-4538-24/BMS HBR)
CA209473 #BR)

58— @EFE I [ 25 MAHFABR  (ONO-4538-43/CA209577 3 (@ B




)

RS2 B B E I K 0 R ER R 52 2328 (LA
T, pCR) EW5,) BRBDH BRI RjiEf
© Ot BFE 794 ]l (AARNEFE 63 filZ& & s,
AAKIRE 532 B, 7T AR 262 ) ExIRIZ, 7
TEAREZXREE L TAA 240 mg % 2 HEEE TS
| (168D, 20#% 9 H @ EIHKE O 2
%) 75 480 mg % 4 I [ R C i i Gz 12
AWM L7z & & OEMER O ZeEE2RE LT,
EEFANE H TH 2 My AFHN (PyefE [95%(5
FEXE]) 13, AHKIRET 22.41 [16.62~34.00] &
H., 75 BAREET11.04 [8.34~14.32] #ATH
D AREIET T 7 B RECK LG B2
EE R LI (O — REE0.69 [96. 4%(5 fE X -
0.56~0.86], p=0.0003 [J&H] log—rank KE]),
] AL RRE DO LU A VR QR AR R R
National Comprehensive Cancer Network (NCCN)

X ¥ European Society for Medical Oncology
(ESMO) DI A KT A NZHE L 7= KRB D FEffi[E
SOFHIBIC I T HDIFHEIRIR AT O 2 L & ST,
o2 L, AFRRIER B e R PUEE S 2 e L
A E ST,

*2 ¢ {irt% DI BEAHRR AR A T, American Joint




Committee on Cancer (LLF. TAJCC] W9 .) A
W5k G 7 ) 125 < ypTl PAERIT ypNI LA
ECThrZ tiERINT,

*3 : PIEIE2 I IC AJCC I o0 dE (5 7 ki) IZHED
< B AR I S IE ofE GEEEE 2 FR <)
SO EE AT 2 s &3 2 R bR TR
e B DA BT,

*4 0 FINIZ X0 BB 2RI UIBR S a7z R AN H
AT,

(4 W)

2 MEJEA{EMIN] O Kaplan-Meier HifR (ONO-

4538-43/CA209577 ZXER)

6 ~N— [ 2] 5— [ 2]
@ [# B 4 [F 55 I AH 5K B ( ONO-4538-24/BMS [E| B 4L [R] 55 AR FRBR (ONO-4538-24/BMS CA209473)
CA209473 XBR)

7= QEFE [ 25 MAHFABR  (ONO-4538-43/CA209577 & (@ B

A ERHESIAFIEE 510/532 i (95.9%) . 7T &R

#E 243/260 5] (93.5%) (23 S, 1BERIEK L DA

REBRPBETERWEERZRIIAHRE 376/532

Bl (70.7%) . 77 & AREE 119/260 {1 (45.8%) TR

D HT, WERNORETRIRD 5hLLEDFIE




HiFEk20LEBY THoT,

£ 2 WITNOORETHRIEFEN 5% EDEIVEH

(ONO-4538-43/CA209577 #BR)
(£ B

. KRAREIZ BV THARIRBEGE PR E 89 f

(16. 7%) . ATHEBEREE 49 5] (9.2%) . FHEEREEE 35

Bl (6. 6%) . AERUHEMVEAE 33 B (6. 2%) . MM

PR 26 5] (4. 9%)  CaiskFEEE 11 631 (2. 1%) . infusion

reaction 10 {5 (1.9%). BEE DO ZJEREE 8 {4

(1. 5%) . EFHERERETE 7 B (1.3%) . KIEK - /MG

2% - BEO TR T H] (1.3%) . AFs 4 i (0.8%) .

Dfh 2k 3 Bl (0.6%) . FIEHEEERETE 3 61 (0.6%) . 1

RUBEIRIA 1 41 (0. 2%) | FR AR FERRAE 1 {51 (0. 2%) |

BEAL 1B (0.2%) K UWESR 1 1 (0.2%) 2388 5
nic, £72. 5& 9 MR, TEREKERT ., BUELT
%A, ok, whkE. i ERE RERE, L
NEAE R ARIFERES . R ., BEORE A M 0E . EE
75 . R PR By O % - BEIRAR TG0 S e o T,
ARMEMREIVRIL I B 5 (A RAERE &
air) ZEtelERHRIR 2R,

12—

5. ehHxtG LI B

10 ~S—

5. BehHXxIG LI D EHE
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W5,
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- PRI B BRIREEIC K Y pCR A3F8D B A7 )

o T2 BB O B

@ TREICEZ T 2 BB T D AA DI G- K OME
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—IRIAIR 2 T TR W RIB Y ER A BE 72 AT

FHRBOBEICHT L
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- T ETAEBIEIEIZ LV pCR H3GE
ToHEE
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D BT BT

[ B2z Ee3 5 F1m]
DO TFREDBFITBWTARBNOH ZIMENHREE ST
AV

- 7ok I VU RBUEMEEEA K N T T
%ﬁ%a@wﬁm%ﬁﬁ_rmXirm@m@@
PRANRE 2R ST T F R O ME R ERE

@ FERICEY T 2 BE X1 D AR OG- K& OM#E
FHHIEIZ DWW T, ARAIOBIERFEL S TE
59, RENOEERGR L T2 720,
&P%%xffmﬁwﬁﬁ
- fho$t i@rﬁ&@%%&ﬁ

13—

D AALFEIFIEZ T U 72 ARG B BR A AE 7o
17 - B OEEREEEITHEHT SEEICE. KA
ERARBRIC W T, BEHMG D 1 FRMIT 6 HHE
TE, FRUBET 12 8 S CHEIEOFHE & 1T
ST Z EEBBIT, AAEG FI3EWIRICHE

11—

OAFNDOEEARRBRIC BT, BGEEND 1 AFERH
X6 M L. FLIRRII—12 B I & ICHEE
DI 21T > T2 Z &2 5EIC, AFIFRGHIX
EMINC B RRA TR OMREIT ) Z &,




GRAE TR DR ZITH 2 &,

QEEFEIC I T DifitealiBhfEiE & LT 2 B
([ZIE AR OEFEFBRIC BV T GBS 2 4F
i 12 ML ZNUBEIF 6~12 W A Z LT
O 21T > T\ Z &R B E I, KAR
G i3 e A B R A TRV R O AT O =
Eo B IRBMBEE L LT 25 A 21T,
AHNOBGHMIZ12 P HBETL T &,
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1. IZC®IZ

RS DOF M - RO O T2 DI, U SCEZEITIES WO T2 726 23R D
5ND, 6T, ITEORAREMOMEHRIC L0 | PUKEIRS 72 & OB 72 3 1E A%
JFFEEMDPAREINLH T, 2D DOEEMLZ B LERBFITRMET 2 2 L AR D
AE L 2o TR Y REMBGE R & O AT 2016 CEAL 28 42 6 A 2 H MFEIE)
CRWTH, FERNEOHEHORE(LHEELZ XD Z &L L ShTWnd,

BOHLE RSP R3S T, B EHSZ M T 0 7 7 A VB BEF DRI S & B 5 R
BRHZENDD, DD, AHMEROLEMEIZET L ERN -T2 E TOM,
WL EIRG OB E LR 2T 5 2 EDRMRF SN BT K L THERT 2 & &bz, BIE
RAMFEBL L 7B Bkt i 2 & D 2 & DS Al RE 72— 18 O BLE %4 7 3~ R ek RS <A
THIENEETH D,

L7z o T, AHA KT A Tl BBEES 2V E TILHE LA TN D EFIFH) -
BHER AN IS & | DUT O BE IS O Bl 7o FH A2 HEHE 3 2 8LE0 6 B B & %
FROREEFREZ T,

B ATA RTA %, MAIATERE NERR G BRGSO, AREETEN A
BRIRIE s . —MRAEE N B ARERIRNELE S K O —itHEN B AT BRSO W0
b LR LT,

RfG L I HEEN ATV — R Y 20mg, A7 Y — AR ETE 100mg, AT Y
— AR ERE 120 mg, A7V — R SR 240 mg (— 4 =
R~ 7 (BIsFHH#Z))

R ERDMEIAE - TBBOIRARBE AT - PO HE

WG ERARMEROAE  @E ., RAICIZ=Rr~7 GEIa T Z) & LT, 118 240mg
Z 2 MMM X 1 [B] 480 mg & 4 ¥ WM CAliE+ 5,
M OFUEMEES A & O 25 E1%, W@, AT =Rr~7
(Bl z) & LT, 1 (A 240 mg % 2 WM 1 [
360 mg % 3 ¥ HIFME TR EES 5,

B N 9B ¥ F NP TSR




2. AFNOREE. TERBFF

A7V — R I ERE 20 mg,  [FSTEEE 100 mg, [RAREERHE 120 mg K ONR S EHE
240 mg (—f%4 : =R~ T GEBE L), LT, TARF Evd,) 1d, /MR
TEMRSHEAZ L 7 2% BTV ARV e~ Y —X 2747 (BMS) t) 2
BAZE L7t b PD-1 (Programmed cell death-1) (Zx3 5 & Ml [gG4 & / 7 1 —FLHLlK
TH 5D,

PD-1 (%, V&M L L7 U /8K (T Mife, B ML) OVFF = 7 v 7 —T fifd) KOV
BRI R BT 5 CD28 7 7 X U — (T Ml OIE AL 2 #iBIAIZ 1E & AIHIE 35 5
THE) BT 2%/ ERTH D, PD-1 (FHURIRRMILIZFE T2 PD-1 U 7 K (PD-L1
FONPD-L2) EfEA L. U o SERICIvES 7L nE LT R ERoiE AR EE %
AIZHHEI L TW5, PD-1 U I NiZHURSERAIRLIAMC B~ Ofk & 7 SRR I 2 B
LTk, EERAEBE)OUIR L ZEEHEMKICIT D PD-L1 OFEEL L IEDOEF
HIM & OMICAOMBERRYE & 5 Z & 3HE I TS (Cancer 2010; 116: 1757-66)
F 7 R AR CITHRRE TR EAT A A X —T za v H o~ (IFN-y)
\Z X 5T PD-L1 OFRENFHE S, W58 UM IIT 5 PD-L1 OREL LI D
AAEHIM & OMICIEDOMBIRRR & 5 & O & 2 (Sci Transl Med 2012; 28: 127-37)
S 52, PD-L1 Z iR B S 7= VMR, HURKRA CDS 5 T Mifia oM s
TR 2T S ¥ 528, U PD-L1 HUAT PD-1 & PD-L1 & DA ELET S &2 DMl
EEIEERERT 5 Z LRI TWD, HDOZ L5 PD-1/PD-1 U 77 R IZ, 2
AKIRESPURRF A 72 T ML O OB E L T 287D —>o & L TEZ LT
Do

AFNE, FEHEER OFE R & PD-1 OFBfasER (PD-1 U 7 > RS 6D ISR S L.
PD-1 & PD-1 U REDOREEEET LI LICED ., DAGURFREZ T MROTE
PEAL K O3 AVHIIRNC %9 2 IS IS M 2 3R 5 = & TR 2R HUEE D R 2 R4
ZEDVHER STV D

;mgwﬁﬁﬁE,ﬁﬁiﬁé@r (XTI ARIREEIC e V155 b O L HIREE 4,
B EE 2R & LTl B 2 Ehi L, Ak, etk XA R ST,

AHNOVE A IS < B ORI SORT X EW%“%&%bme%Xi%tr
el @ﬂ%é ARANOEH A} OB 541213, BE OB A2 54TV, B DGR
b HNTZ j:%ﬁbt%%Lmbtﬁﬁm&ﬂ%&%%%ﬁoE%kL#LfL
ISl ﬁ%ﬁw W DOFPE ST L D EIER R EEDIL D HA L, BIBRE R
EUHIOB G ORI AE Z1T O LR D D,



3. ERERERE
1B UIBRANBE 72 MBS T « FEIE D ' 98 O AGRIEIZ B 21T - 72 T 72 B AR RER O alihs 2 7~ 37,

[HzhE]

DE B R MAHER (ONO-4538-12357)

20 LU E DAL % A T DAEMEIR R A SUIARIH O IR YIBR R RE 22 AT - F38
OB T EEE G (EEOF.ONBEEEST LY E TS emPBINICALE T 2 i
Jig) BEA9345 (HARNEE2260 % 5rde, AFIFEZ0H], 77 B AREE16361]) Z 551,
7T R AR E UTARHIZ me/kg 4 208 MR CRIERHE L7 & & OF MR L4
P2 Lo, FEMMEEE CTh o2 24EFAMM (LI, ToS) &wvvo, ) (F il [95%
R ) 1%, AFIEET5.26 [4.60~637] B H, 77 2HREETA.14 [3.42~4.86] I A
ThY, KFNIT 78RN LFGHFIICAERIER Z R LT (O — RE0.63 [95%
fEHE X[ © 0.51~0.78] . p<0.0001 [JE%Hlog-rank FE] ) .

10{ & — AEIEH
09 ¥

0.8
0.7
0.6

0.5 +

AR

0.4

0.3

0.2 +

0.1 5

0.0

T T T T T T T T T T T T

0 2 4 6 8 10 12 14 16 18 20 22

at risk 3 EFMMA)
_ AKIEF 330 275 192 141 94 5 38 19 10 5 3 0
JotAEF 163 121 82 53 32 16 10 4 3 3 1 0

1 0S ® Kaplan-Meier Hi%t (ONO-4538-12 3RER)

Q@ EBRILFEF ARG (ONO-4538-44/CA209649 #-5x)

{EFHERE D7 e b ERHERER 72 528 (LR, THER2) &9 ,) EMEOIRE
UIBRARE 72T - RO B T RE B A HE (GO0 REREGH LY BT
S5emPANICALE T 2 Mks) BB 1,58141 (A ARNEE 109612 &L, AR+ b7 8E 2R

4



78961, ALTFHRIETET26) AR, fLFRIEE XTI E LT, RAIHEFRED AR
PR OV et 2t Lc, FEFHMEIE H C& % combined positive score™ (LLTF,  TCPS|
W9, ) =SEHINCR T 2 EREAFHFE (LT, [PFS) Luv9,) KUCPS=54H]IC
BT H0SIZONWT, AHHEFFIE I FFRE S LG PRICABERIER 2R LT
(£, X2) ., SH6IZ, FANTHE ST ME FIE R OF B AKRBEDOE Y TIZHE > THRIE
PTONTARER, BIRGHLIEE & SN 72CPS= 1M L NTTEMIZ 1T 5 0SIZ 2\ T
b ARHHEFRE I FIRIEICR LR FRIICAE B RIER 2R LT (1, K3) .
*1: HER2 *HIE A RE I RBNE O BFE | L OB ITE IR O Tl & 2 M O BE HRAIFTRE L LT,
#2 0 LUFOfbSFRE GRS ERIAERIN) 25 L [(O4 X3 U 7T 52 1 [ 130 mg/m? (FFE
HA) & 3 EERRECAEEEL, 02 0 1000 mg/m? (RFEFER) % 1 H 20, 2 #ER
AH#5%12 1 EBIRER, 3@A4 %Y U 75 F 1 [\ 85mg/m? ((REMEHE) . AU F— UL
7 A1 [E 400 mg/m? (R @A) KO7 A 7 Z )0 1A 400 mg/m? ((RFRMEAE) % 2 8 MR
THRMFEL. 704 Y7 20 2400 mg/m? (R ER) % 2 HE T THEIRNEHE R 5% 12 12
A RIARSE] . ARFNH AR i, AF (O1 [\ 360 mg % 3 38 MR X IE@1 [\ 240 mg % 2 i
IR CRFRE) 2 2heh ERROXIT@Ob 5L L O Lz,
*3 ¢ JEEHAMEIC 31T 5 PD-L1 2% B Licfifladk (EGMa, <27 v 77— RO VN ER) AR Es;
HENEL CRR L. 100 % 3f U 7=,

#1820 (ONO-4538-44/CA209649 R ER)

Hh L fE
HBEEM TR % [95% 5 HE X[ ] INP— K73
(FA)
AH+ 7.69
A 473 N 0.68
PES’! CPS=5 fer i [7'02 059’17] [98% 12 HHIX[H] :
TLFERE 482 [5.55~6.90] 0.56~0.81]
A+ 14.39
AR 473 - 0.71
CPS=5 fes e [13'1111 11)6'23] [98.4%(ZHE X ] -
[EFIRARE 482 g 091200 0.59~-0.86]
AH+ 13.96
RN 641 o 0.77
os?  cpszy ICTIRER “2'5; 3134'98] [99.3% (A 1 -
[EFHIERE 655 [1p6a~1205] 0.64~092]
AH A+ 13.83
R 789 N 0.80
ITT s “2'5; 5164'55] 109.3% (X 1] -
(LR IERE 792 : 0.68~0.94]

[10.87~12.48]

¥ BERATRFO T — 2 |

¥ PIRRATERE DT — 4 |

*3 1 JBRH] Cox LN — RETF L



1.045

0.91
E 0.8
2o
@
v 0.71
bt
LL
g Oﬁ‘
7 AFH AL SRR
g 0.51 B,
3
T 04
E 0.31
'n Y ~,
2 {LFIRIERE
2 0.2
o
0.1 I-:':"l_.;_')-;.__..‘é-.'._..._.— =
0.01
I I L DL L B I I 1 I I | | I
0 3 6 9 12 15 18 21 24 27 30 33 36
At risk ¥ HEAELEI T S0 ()

KF+Hvgame 473 384 258 181 132 89 60 39 23 10 8 1 0
{baepeiiie 482 325 200 109 72 41 25 18 12 7 4 0 0
X 2 PFS @ Kaplan-Meier Bif#f (ONO-4538-44/CA209649 3ER) (CPS=54&H])

1.0 i,
0.9
0.8
E
S 071
@
'=.E 0.6 1
0] W N ),
£ o5 AL LR
5
£ 0.41
:
5
E 0.31
[VR
0.21 A Y Y
(LR —
e pur e
0.1 ]
0.0
| I | 1 T | I I I - ] T I |
0 3 6 9 12 15 18 21 24 27 30 33 36 39
At risk % AR AR T2 OWIRK (H)

KA+ vFEeme 789 731 621 506 420 308 226 147 100 49 34 14 2 0

{LERE 792 697 586 469 359 239 160 94 59 35 15 7 2 0

Xl 3 OS ® Kaplan-Meier Hi#t (ONO-4538-44/CA209649 3ABR) (ITT £H)
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(PD-L1 FEEBLIRILA DA 2hiE)

[E B [F2H AR FER (ONO-4538-44/CA209649 iRER) ITHLAAN HIZBEDT —H
\ZHS X | PD-L1 OFBURILBINI AT 21T - T2 G50 (BBt 2 &) RO 4E
PEOFRERITUT O LY ThoTo,

AN HLFIREOF ML, CPS 28 5 K (CPS<1 KT 1=CPS<5) OEHLHT
X, AEFRELIZERETH -7 (2, K4),

72%. PD-L1 OFEBLRIIC L &9, AKA|OLZE2ET 77 7 A4 VERETH - 72,

7z 2 PD-L1 OFEBRIBIDFZME (ONO-4538-44/CA209649 FRER)

LA S .
PD-L1 . " o = ANP— R “ZHAEH
- TRTERHE %k [95 /Eggﬁ;fil)ﬁaﬁ] (0592 41 1] O p i
AH+ 140 8.67
CPS< 1 (LS ERERE [6.93,9.69] 0.93
o e 8.11 [0.69~1.26]
ez 35 5 125 [6.87,9.82]
AH)+ 168 7.16
PES"! | <CPS<5 LS RETRE [6.83, 8.38] 0.93 0.0257
(bR 73 8.15 [0.73~1.20]
e [7.03,9.07]
AH+ 473 7.69
CPS=5 TR [7.03,9.17] 0.69
- o 6.05 [0.59~0.80]
ls==)3Fs i 482 5.55. 6.90]
AFH + 140 13.08
c [z e [9.82, 16.66] 0.92
PS<1 12.48 [0.70~1.23]
feshikhe 125 [10.12, 13.83]
AFH + . 12.29
05 | <CPS<5 == [9.63, 14.26] 0.97 0.0345
—— 173 11.99 [0.76~1.24]
R [10.87, 13.90]
KF+ 73 14.39
CPS=5 {LIRIERE [13.11, 16.23] 0.70
- 11.10 [0.60~0.81]

{LIERE 482 [10.02, 12.09]
¥ EEMHIREOT — & %2 PN O T — & *3 : JERERI Cox il P — REF L




1.0 1% T.U&,\‘X
. <
0s CPS<1 os| % CPS<1
‘g 08 ﬁ!-‘
08 0S £ & PFS
k] 3 T
= E ar
; 06 ‘1\:' E 0s 1’5:
5 s b A LR R  os
s " g )
- P o
% 0.4 L / “g 0.4 \_‘
g o3 /":_"1-.—“ i £z a
0.z "‘-‘L‘_‘_h_r g 0.2
hEY . - A P x
& feri st S (o e .
0.0 T T T T T T T T T T T T T T 0o T T T T T T T T T T T T T
0 3 6 9 12 15 18 21 24 27 30 33 36 39 0 3 6 9 12 15 18 21 24 27 30 33 36
At risk %% HAERTIS T D OWIR (7) EAEZEIS T oI (H)
AH/ICRE 140 129 112 89 72 51 40 29 20 9 6 3 1 0 140 110 72 49 29 22 11 5 4 2 1 0 0
ICHE 125110 92 77 61 41 27 15 13 9 4 3 2 0 125 82 53 32 20 11 6 6 5 4 2 1 0
10 {e_ 1.0
<
asl 7 1=CPS<5 o “\Q‘ 1=CPS<5
- 08 - oS g o KI{"‘L PFS
E 07 E 07 4 :':-.,
; 0.6 "E' 08 ‘a\“
8 os % s ﬁ'\{
Fos AFN A FRERE T o4 A+ LR R
80z ‘!-‘“‘-:_ ES
g o e =0z
T - ST / =
0.z :-Lh__ % %] B
a1 RN N / o e o1 P e Y / --'__ _____ - 2
fesepeisnt {2t P —— .
et 00 ]
T T T T T T T T T T T T T
0O 3 6 9 12 15 18 21 24 27 30 33 36 39 0 3 6 9 12 15 18 21 24 27 30 33 36
At risk %% HEAEZ B 25 MR (H) HEAELEI T DO ()
AHE/IC B 168 157 125 99 83 56 34 22 15 7 6 2 0 O 168 138 93 53 35 24 11 7 4 3 2 0 0
ICHE 173 154 133 112 81 56 33 21 11 6 2 1 0 0 173 127 91 58 27 12 6 3 1 1 0 0 0
1.0 1.0
>
ua CPS=5 0o CPS=5
08 Y
2 0S " PFS
[0}
7 o7
= 06 o 5 05
: AR+ LT .
& ga gy
= g AFN b F LR
=04 L on4
= 5
203 202 /
B 0.z R - 'E 0.3 vn'"-u M
S g [ o 7 ='|_{,
'ﬂﬁ’d’*:}ﬁfiﬁ &&-13..7".'.'. . N 1%%.—.___:_‘__'__ -
o M LR
0.a 0,0
T T T T T T T T T T T T T T T T T T T T T T T T T T T
0O 3 6 9 12 15 18 21 24 27 30 33 36 39 0 3 6 9 12 15 18 21 24 27 30 33 36
At risk %% EVELBIS T D oI (H) VLB T DO (H)
AHE/IC BE 473 438 377 313 261 198 149 96 65 33 22 9 1 0 473 384 258 181 132 89 60 39 23 10 8 1 0
IC &% 482 421 350 271 211 138 98 56 34 19 8 2 0 0 482 325 200 109 72 41 25 18 12 7 4 0 0

4 PD-L1 OFEIFRFHID 0S KU PFS @ Kaplan-Meier it (ONO-4538-

44/CA209649 3REx)
(0S (&%) : X cPS<1, FHRK 1=CPS<5, TX CPS=5)
(PFS (A%1) : EX CcPS<1, HHK 1=CPS<5, T CPS=5)



QEBEILFE S /M AHFER (ONO-4538-37 7llER)

{LZFEIERE D 720y HER2 FaME" ORI YIFRARE /2 HETT « FRRE 00 B T =iE H A
B (BRSO LAREETEASEH LY BT 5 cm UINISHET D) B 724 ] (AA
NEBE 395 Bl & Grde, AAIHALAREE?RE 362 B, 77 AR HLRE B 362 #) %
KRIT, 7T B R HEFRE L IR E LT RF P RIEO G IINE R V2 2 % Mt
L7z, FEFEEE O—>Tdh 5 PFS (FIE [95%EHEXHD) 1%, KA+ HRIERE
T 1045 [8.44~14.75] B H. 77 B R HLFIRIERET 8.34 [6.97~9.40] W HTHY
AFNHALFFIEIL T T 'R HEFRIEIC LR FENICE B RIER 2R Lz (NP — K
[t 0.68 [98.51% FHEIX[H : 0.51~0.90], p=0.0007 [J&% log-rank F7E]) ,

Flo. b I —OOFEFHHEE THDH OS (FIfE [95%EHXM]) 1. AH+1{b5
FRIERET 17.45 [15.67~20.83] B A, 77 &R H{LFHERET 17.15 [15.18~19.65] 7
HTH Y | AHHEFREILT 7 B R HEFREICS LG PRICH BRIER 2R 8 78
Mol (ONF— KL 0.90 [95%EHEXH : 0.75~1.08], p=0.257 [J&%! log-rank #7E]).

*1 : HER2 ¥ AR RE U AIGE O B 13554k & L,

*2 0 ARH) (1 [8] 360mg % 3 HMMR Tl X7 78R L, BLFO(LFEFE (RS ERR
B AR L (A3 Y 7 5F 0 1A 130 mg/m® (RETRD % 3 38R AR E L.
THT = XFAT AT T2 H Y U LEGH] 40 mg/m? (KRR XIEH T # £ 1000
mg/m? ((RREH) % 1 B 28, 2BRR0#EE%IC BRI |

1.0 @
B —A & AXHYTSFURY
. S-1RITHARVEEL PR
-o-F5uR ( FFHIVISFURY
Bt S-1RIFHRLEE B AR
g 06 - B
& 05
® Gy - %
0.3 - %%
0.2 - SR .
0.1 = s i
0.0 : : :
0 3 6 9 12 15 18
at risk# R%EE#MI’Q(H)
PN A ZT Rl ae) 274 168 94 46 13 0
R G e T 259 160 80 30 5 0

X 5 PFS @ Kaplan-Meier Bifg (ONO-4538-37 3ER)
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1.0 4
0.9
—A— AL A XY TSFORY
08 S IREHALBE L GHAR
07 | ~O- ISk A XHUTSFURY
S-IRFARZE G
E 0.6
z,,
04
03
0.2
0.1
0.0 T T T T
0 3 6 9 12 15 18 21 24 27 30 33
EFHRA)
at risk 3
PhaaailoTsBl 362 346 318 269 232 193 169 150 102 58 23 2
TIERASIITITLBY 362 342 301 259 219 192 167 141 97 48 16 5

6 OS @ Kaplan-Meier Biff (ONO-4538-37 #5%)
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[Z241E]

OEMF IR (ONO-4538-12 #ER)

B EFGIIARIRE 300/330 1] (90.9%) . 77 & AREE 135/161 5] (83.9%) IZ78® B,
1REREE & DR RERNEIE TE WA EFRITIAHITE 141/330 #1 (42.7%) . 7T &R
BE 43/161 Bl (26.7%) (8D BTz, WTNDDORETRELERD 5%, EORIEMIL TR
DEBYTHoT,

#F3 DTNLDOBETEHREN 5% EOBIER (ON0-4538-12 RBR)
Bl (%)

LN

Hoan AFRE 7T AREE
(MedDRA/J ver.19.0) 330 ¥ 161
4= Grade Grade 3-4 Grade 5 4 Grade Grade 3-4 Grade 5

RIEH 141 (42.7) 34 (10.3) 4 (1.2) 43 (26.7) 7 (4.3) 2 (1.2)
H S

T 23 (7.0) 2 (0.6) 0 3 (1.9) 0 0
— i - EHFEER L O 5N IRRE

I T7 18 (5.5) 2 (0.6) 0 9 (5.6) 2 (1.2) 0
FZ &R KO ARk R

% ) FEE 30 (9.1) 0 0 9 (5.6) 0 0

B 19 (5.8) 0 0 5 (3.1) 0 0

72 F  AHIREZ U TRV MR AR 7 91 (2.1%) RS RRAAEE / 2 A/ X F—9 511 (2.7%) .
KIG2& - EEED TR 4 41 (1.2%) . 1 BLBERRIA 3 41 (0.9%) . IFHEREREE 18 1 (5.5%) .
FFZ8 161 (0.3%) . HURARESREREE 13 61 (3.9%) . H#EEREE 10 B (3.0%) . BHERERE
1 (0.3%) . T EAHEREREE 141 (0.3%) . fRMRZERIE 161 (0.3%) K& T infusion
reaction 1 5] (0.3%) DO HLNT-, F7-. BIEHEIJE, L. K. L VEM/ MR
PWUOPESRBE . RIS EE, BEEOREREE, MK - 8K, BERL DS E ) ERILERD
IR o o, REWERARBURILIZE L ESES: (BRRMEEER 251) 23 EHRR
R,

@EBE IR MAEFER (ONO-4538-44/CA209649 FR5R)

B EREGUIARA HLFFIERE 776/782 B (99.2%) | ALZFIEIERE 752/767 1] (98.0%)
ZFE 8 B, AR L & ORBEBRNEE T & WA FRRIIAF + bk
Bt 738/782 5] (94.4%) . ALFHRIERE 679/767 B (88.5%) 2R HiLT-, WDt
THROBEDN 5% LORWERIZTRDO LBV Tholz,
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F4 WNTNUDLOBFETREARY 5% EORITERA (ONO-4538-44/CA209649 R ER)

Bi% (%)

RSl AT ACEREERE {EFTRILRE

(MueE::lDRA/J ver. 23.0) 78247 76741

4Grade Grade3-4 Grade5 4Grade Grade3-4 Grade5

A EIWEI 738 (94.4) 462 (59.1) 4( 0.5) 679 (88.5) 341 (44.5) 0
B

HEL 323 (41.3) 20( 2.6) 0 292 (38.1) 19( 2.5) 0
T 253 (32.4) 35( 4.5) 0 206 (26.9) 24 ( 3.1) 0
g - 195(24.9) 17( 2.2) 0 166 (21.6) 24 ( 3.1) 0
A% 73( 93) 2( 0.3) 0 61 ( 8.0) 0 0
Om% 57( 73) 7( 0.9) 0 47( 61) 1( 0.1) 0
TR R E

KM= 22— 8T — 221(28.3) 31( 4.0) 0 190 (24.8) 22( 2.9) 0
KRR = 2 — 1 8T — 137 (17.5) 16 ( 2.0) 0 119 (15.5) 14( 1.8) 0
bR 59( 7.5 2( 03) 0 61 ( 8.0) 1( 0.1) 0
R N 42( 54) 0 0 38( 5.0) 0 0
TEI 40( 5.1) 2( 03) 0 17( 22) 1( 0.1) 0
HEYZN

I P ER B A 158 (20.2) 83 (10.6) 0 118 (15.4) 67( 8.7) 0
JIIRANY el 156 (19.9) 20 ( 2.6) 0 115 (15.0) 19( 2.5) 0
FTANRGEUET I ) hF v A7=F 122(15.6) 12( 1.5) 0 69( 9.0) 5( 0.7) 0
—E I

E5 i BRI 112(14.3) 23( 2.9) 0 77(10.0) 13( 1.7) 0
ToS=UTI ) NTUAT =T —PH 89(114) 6( 0.8) 0 50( 6.5) 5( 0.7) 0
i

U o—-BHEhn 89 (11.4) 45( 5.8) 0 34( 44) 16( 2.1) 0
7T —E 71( 9.1) 21( 27) 0 22( 29) 2( 03) 0
M7 AT U RAT 7 &2 —BHIN 52( 6.6) 5( 0.6) 0 34( 44) 2( 03) 0
e Y v e o HEn 48( 6.1) 4( 05) 0 32( 42) 2( 03) 0
IR D 45( 58) 2( 03) 0 33( 43) 1( 0.1) 0
Mgk LY > RS

2 1f. 203 (26.0) 47 ( 6.0) 0 171 (22.3) 21( 2.7) 0
B v BRI iE 191 (24.4) 118 (15.1) 0 181 (23.6) 93 (12.1) 0
M/ NI iE 157 (20.1) 19( 2.4) 0 145(18.9) 13( 1.7) 0
M i R E 63( 81) 5( 0.6) 0 55( 7.2) 11( 1.4) 0
— ik - 2HEEER OGN ORE

5 202 (25.8) 30 ( 3.8) 0 173 (22.6) 17( 2.2) 0
40 FJ i 73( 93) 7( 09) 0 81 (10.6) 10( 1.3) 0
FEEN 64( 82) 4( 0.5) 0 22( 29) 1( 0.1) 0
HEHEE D ST 62( 79) 6( 0.8) 0 45( 59) 5( 0.7) 0
(o)=Y 42( 54) 2( 03) 0 36 ( 4.7) 0 0
FEIE R X OB T RRRE =

T« R BRI AR RAEERE 94 (12.0) 11( 14 0 81 (10.6) 6( 0.8) 0
95 74( 95) 7( 09) 0 12( 1.6) 0
7 9 FEIE 54( 69) 1( 0.1) 0 8( 1.0) 0 0
R L OvesErEE

AR RLR 157 (20.1) 14( 1.8) 0 139 (18.1) 13( 1.7) 0
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Bi%k (%)

ﬁziﬁﬂfﬁ TR Ee— T —
" 78243 7674

(MedDRA/J ver. 23.0)
4Grade Grade3-4 Grade5 4Grade Grade3-4 Grade5

R RN s

PR IR R REA T 70 ( 9.0) 0 0 2( 03) 0 0
B, PEB X ORLEAIHE

TEAIZPE D RS 66 ( 84) 11( 1.4) 0 30( 3.9) 5( 0.7) 0
RPERIEE

SO 48( 6.1) 4( 05) 0 10( 1.3) 2( 03) 0

72 1 ARKN AL FIFRIEREZ I WO THRRE R E 466 1] (59.6%) | IFFSRERR S 203 141 (26.0%) |
infusion reaction 111 51 (14.2%) | FUIRBRBERERET 96 5] (12.3%) . BEEUTFLARIE 68
(8.7%) . KMk « /g% - BED T 52 6 (6.6%) . FIE MM E 42 451 (5.4%) |
DO RERE 28 il (3.6%) . BHERERETE 26 B (3.3%) . LMEEEE 15 61 (1.9%) .
FAR AR ZEARIE 13 6] (1.7%) « HFR 761 (0.9%) . TEEHERERE 6 41 (0.8%) . &l
EFEREREE 4 B (0.5%) . BEZR 3 6 (0.4%) . DFBZE 2 B (0.3%) . 1 BUHERRIE 1 4
(0.1%) . SEIER 1G] (0.1%) . FikE 1651 (0.1%) KOYEFL 161 (0.1%) 25588 5
iz, E£7o, EIEFMEIE, WK - BEBI, sk, SLMEIRE R, ERRMKEE. &l
SERFIE . R4, JREFERES . MERERIE R X ONEE G D o 7o, KREIE

MFBURDUIBIEES: AR EERE 2 5T) 23 0EERE =T,

QEBEIL S /AR (ONO-4538-37 7llER)
A EREGUIARF L FIRIERE 358/359 5] (99.7%) . 77 &R +{b 2 ikRE 357/358 4
(99.7%) IR B, AKH, 77 2R UM FHRE L ORREBEENEE TERWESE
FGIARH L FIRIERE 351/359 511 (97.8%) . 77T & AN H{LFREERE 349/358 141 (97.5%)
WD BINTe, WT I DORETHRIELED 5% LL EORIWERIZ TEDO LB Th-o T,
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#5 WINLOBETHEERL 5% EORIER (ON0-4538-37 3BR)

EERe Jae 1% (%)
wHAKRGR RA TR TSR LR
%(ﬁugDRA/J 22.1) 351 f 349 P
¢ ver-2s. 4= Grade Grade 3-4 Grade 5 4 Grade Grade 3-4 Grade 5

AFIEH 351(97.8) 205(57.1) 3( 0.8) 349(97.5) 174(48.6) 2( 0.6)
PR

KA MR = = — 1 % F 201(56.0) 14( 3.9) 0 189 (52.8) 8( 2.2) 0
BRI A4 57 (15.9) 0 0 52 ( 14.5) 0 0
FRPE= 22— /85— 51(142)  3( 0.8) 0 47(13.1)  10( 2.8) 0
Bl R 24( 67  6( 1.7) 0 12( 34)  2( 06) 0
H ks

L 181(50.4) 10( 2.8) 0 180(50.3) 12( 3.4) 0
T 125(34.8) 16( 4.5) 0 110(30.7) 14( 3.9) 0
A 72(20.1)  5( 14) 0 66(184) 3( 0.8) 0
O % 64(17.8)  6( 1.7) 0 46 (12.8)  4( LD 0
F R 44 (123)  1( 03) 0 26( 7.3) 0 0
[CEEA 19( 5.3) 0 0 17¢ 47) 1( 03) 0
FEPR R

I RO 157 (43.7)  71(19.8) 0 134 (374) 57(15.9) 0
MR 144 (40.1)  34( 9.5) 0 157 (43.9) 33( 9.2) 0
15 i BRI 77(21.4)  10( 2.8) 0 60(16.8)  9( 2.3) 0
FANRGEUEET I F 54(15.0)  4( 1.1) 0 44(123)  2( 0.6) 0
T AT =T — B

TI=L T RTuA 41(114)  2( 0.6) 0 36(10.1)  6( 1.7) 0
7 =7 —E

fr e UL e R 34( 95 6( 1.7) 0 22( 6.1) 2( 0.6) 0
RE R 22( 6.1) 0 0 19( 5.3) 0 0
y— B INRT R 21( 58)  6( 1.7) 0 9( 25)  5( 14 0
7 =7 —EEMm
Rtk L Ok E

BRI 187 (52.1) 29( 8.1) 0 196 (54.7) 23 ( 6.4) 0
—f% - REEER X O EELOIREE

5 72(20.1)  5( 1.4) 0 72(20.1)  2( 0.6) 0
1R 59 (16.4) 0 0 62(173) 1( 0.3) 0
FEEN 32( 89)  2( 0.6) 0 14( 39 1( 03) 0
4 E 27( 75)  4( 1.1 0 26( 73)  5( 1.4) 0
FREF X O TSk p s

T RERFMEARAL 53(148)  5( 14) 0 48(13.4)  4( 1.1 0
JEERE

FB 45(12.5) 2( 0.6) 0 14( 3.9) 0 0
7 5 EENE 42 (11.7) 0 0 14( 3.9) 0 0
R 2R TR 20( 5.6) 0 0 21( 5.9) 0 0
B 14( 39 3( 08 0 5( 1.4) 0 0
B EI S E 13( 3.6) 0 0 7( 2.0) 0 0
MiRE Z Y o REE

2 i, 68(18.9) 27( 7.5) 0 66 (18.4) 19( 5.3) 0
M/ N A iE 23( 64)  8( 22) 0 16( 45 4( L) 0
I PRI S 19( 53) 8( 22) 0 20( 56)  9( 25) 0
W g, MERds X OVeRg fr

Lo b 20( 5.6) 1( 03) 0 10( 2.8) 0 0
I R

K= 23( 6.4) 0 0 16 ( 4.5) 0 0
PR A
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Bi%k (%)

B IR 04 T —— ——
RIS A LR SR T R
AT 351 4l 349 {3

(MedD-RA/J ver.22.1) 4 Grade Grade 3-4 Grade 5 4= Grade Grade 3-4 Grade 5

FOIR IR BRI T E 24( 6.7) 1( 03) 0 7( 2.0) 0 0
BE, PHEB X OLESIHE

AL S K 32( 89)  5( 1.4) 0 16( 45) 2( 06) 0
AR e

TR AN 13( 3.6) 0 0 15( 42) 0 0
JFRATE R i 5

JHF R RE F 10( 2.8 1( 03) 0 14( 39 1( 03) 0
Gy R

I AEUE 14( 39 3( 08 0 9( 2.5) 1( 03) 0

721 ARRKH L FERIEREC I WO TR R 282 51 (78.6%) | ITRERERREE 83 11 (23.1%) |
infusion reaction 48 {3 (13.4%) . FRAREEEEFRTE 30 3 (8.4%) . BEALEMRIE 24 5
(6.7%) . K% - /MG « EED THI 24 B (6.7%) . FIEMEMZEE 15 6] (4.2%) |
HEDOREREE 14 61 (3.9%) . BHERERESE 9 1 (2.5%) . BIEHEREREE 6 1 (1.7%) .
FrAR AR ZEARSE 3 61 (0.8%) . 1 BUBESRI 3 451 (0.8%) . AFZe 241 (0.6%) . EEFE7if
el 2 1 (0.6%) « A4 2 61 (0.6%) | CoMiElEEE 2 1 (0.6%) KOV E{RHE R E
161 (0.3%) DFRO B, Fio, BEIEMBEE, OFR, R, MKk - #lEk, BIE
WFoe, WEALVERRAE 2%, MERERIEMGRE, R, JREFEkEs, Mg, AL, BER KOS
EIYRERITRBD ol REWEHRBBURDUIBEES: (BRRAMERT 2 5T)

EDEFRE R Z R
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[HiE - HE]

AR OREMEYFETT L EZFFA LY I 2 b—v g 2k, AHFI 3 mgkg (K
) NI 240 mg % 2 BTG LEBEOARR O i HRESRF Sz, £ ORs
K. AH 240 mg 5 UTZBROREFEEIT, KA 3 mgke & 55 L7 BROGE & & ik
LCEEZRT ETFHIENTZbDOD, BAARNBEIZEBOTHARERNHERINTWDH
% & (10mgkg % 2 AR CRYG) CTARRIZ RS LI-BEORE & & ik L CRE
ond ETPRIENT (TFR), M T BEOEEICE T 27 — 21285 % | AA| 3mgkg
(REE) 1% 240 mg % 2 ERIFIR CTRG LIZBROARF OMg R & & HEUILe etk L
DR 2 MR DRSS TV DEE S 1L, YBEIZ W TIRE DM T ki 5.
ERROME - AEOMTHEIME R OVZE2MEICAM R ZR TV E Tl S,

#6 AHOFEMBENT A—F

M - S Cmax Chnind14 Cavgdi4 Cmaxss Crnin.ss Cavess
(ng/mL) (ug/mL) (ug/mL) (ug/mL) (ug/mL) (ng/mL)

3 mgkg QAW (35.521 .760.8) (10417?'264.5) (17.21‘,";3.9) (75.1){3171) (27.612,'107) (42.717,.?27)

Home @ (51?12’.103) (15-22?§4~6) (25‘31?2417.8) (10;,5;54) (41?57,.21358) (62.11(,)9187)

10 mg/kg Q2W (14;,9;19) (51.621 '739.2) (79?00,.51;14) (33??232) (1842;,1;13) (23;7286)

FRAE (5%, 95%/5) . Q2W : 2EMIRING. Crax : VNI G- O e o 5 THEEE . Coninara : HIEIEE 4% 14
H B IS4 B Bl L . Cavgars : AR 5214 B H £ TOFHIMIF PRI . Coanss 1 EEIRIEICE
%i%%m%¢%ﬁ\@mgﬁﬁ%%mﬁﬁéﬁﬁm%¢%§\ngﬁﬁﬁﬁmﬁﬁéﬁﬁm%¢
Flo, KEIORERSEDEIEET VAR L2y I 2 b— 2 280 | A 480 mg
% 4 AR TG SUIBEARR O ik - &% TR G LB OARA O Mg iR E S et
ST, ZOFEFR. AH 480 mg % 4 WHIFRE CTHR 5 LIZEEOEFIRRBIZ 1T 2 5 i
EFIRE (LT, TCagss) &9, ) 1E. A/ 240 mg % 2 1 RIFIRR TH G- L72BRD Cavgss
EHERT D ETTRISNTE (FR) o F7o. KA 480 mg % 4 MM CHE LIZBEOE
FAIRRBIZR T Dim MG TIRE (UUT. TCnxs] &I, ) X, AH| 240 mg % 2 3 fH
MR TG L7 D Coanss & L CTEMEZ /8T & TRIS 2 OO, BARANBHICE
WTCEBEMENHER SN TS HE - HE (10mgkg % 2 BREERETRY) THRFZ#& 5
L72BED Chaxss & IR L TIRfE 2 7R & Tl S Lz (FFR) o AT, BEOERICE
J AT —HICHEDE AREI3mgkg (RE) F721% 240 mg % 2 BRIFE, # L < IEAH
480 mg % 4 WM TG L =B O ARF| OBRFE R & A X2 ek & oo B8 4 it
THBBRGET VPR S, BEEEIC W TR M ThIL R, Lo Mk -
B O CAHRIE K 22 PRI R 22 RIT v & Pl S Tz,
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£7 AROEDBE ST A —5

s - R Cinax Cind28 Cavgd2g Crmax,ss Cmin,ss Cavg,ss
(ug/mL) (ug/mL) (ug/mL) (ug/mL) (ng/mL) (ng/mL)
3 melke Q2W (35-52{ '760-8) (16.25??420.3) (21 321 2?3,9) (75.1)1,3171) (27.612,'107) (42.717,'?27)
240 mg QW (51.712,'103) (23.33?.539.0) (30.45.670,9) ( 10;,5254) (41?57,.51;58) (62,11(,)91 87)
480 mg Q4W (10?207) (15.25?17.4) (37.?)?;)4.8) ( 14?,1 536) (27.751,337) (62.11(,)91 87)
10 mg/kg QW (14é,9§22) (86.959,'?32) (101,1 ?48) (323?225) (18421,1 §o3) (23@,7277)

AR (5%, 95%R) « Q2W = 2 JE[HITEIIE . Q4W : 4 THFHIHIRR . Cunax 1 HIIEIHR 514 D f & LI IR . Coninas -
%ﬂ@&’g‘?& 28 H H G:iﬂﬁé%ﬁfﬁl‘{%q](}%g\ Cavgd28 :
JEFRIRBEIC I T D d @ MG T IREE . Ciinss @ EFIRRBIZ IS T 2 B ARMIE U, Cavess 1 EFIRREICI T D

o)1 37 P
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4. FEERIZOWVWT

RS U A 7 @ BEENE (RMP) (TEED & | A D5 3 22 A M B LTS B~ 0D 17 ) ARl
W DX Td > T, AFNOEG P EGREEZ2W - FrE L, AFORGIZE D EE
IREWER A B LB IS T2 2 E BB 72 LT OO~@ DT T & i 727 )i
HRIZBWTEHAT 2 RETH D,

O JERRIZOWVT

D1 Treo (1) ~ (5) OVWTINICHEBTHMEXTHDHZ &,

(1) JEAEFBRENEET 20 V2 HEGEENLSRE GEE IR A S RE L U5 P
HUE S A RSB EERL SR BT, IS A BSIRRBE 72 &)

(2) FrErEREHPT

(3) HEMRENFENIEET 20 AR (S AR EWRbL. 23 A2
W IIEBE, D3 A EEHEE BT /e &)

(4) IRALFIEE 2% L, S RC RN 1 SUISSRALSEIEINE 2 Ot s KL UE
\ZfR D E T > TV D iR

(5) PUEMIESAIL S EEINE OfEa% FEUEIR D BHEIT > TV D fiek

O-2 FEOALFIFRE KL ORIVERFEHRF O R TS50 70505 & B 2 RO EAl (TR D
WPRNIEE T D ERM) 25, S%2RBOARFNET 2R OEMEE L L TRESH
TnsZ L,

*

o [ERMGFFEGE 2 FOWMHEZIE T L7212 5 FELL LD AIGEDEERIHE &
ToTWBHZ L, 96, 2L EIX, BAREWEEZ T L LUEBRIESESOHE 2
fToTWBZ L,

o [ERHIFEUSE 2 FEOYIIHE ZE T L7212, LR O AW RE L Ete 5
FLL EOTH LA ZOEB AT TWD Z &y

o [EERGCFFHUSL 2 FOYIMINHEZE T L7211 4 4FLL LR EZ /B LT\ 5D
Z &, OBy 3FLLEIE., AR DD AR E & G T TE L g T O R RAHE &
ToTWVWBHZ &,

@ BENOEEEERERDOEENONT

S R B A S 2 BT A S L, UG D ORI N, A - %
MR A RO LR OVE TS XT 5 5 BRI, FERENTAE LA OmE
S, SR HATON S RIS TS T L,
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@ BIERA~DORIRIZONT
@-1 BERR B3 2 B

FVEPERR B FE O BB REWEM 5L L72BRIT, 24 RRRIFZIEIKHI O T, 2ikiiax X
TEHE R AR 2BV T, B LZZRIERICIS CTABRE B L O CT FEOFEIEH ORI
BRMRADOK RN L HPICRE O, EOISHISTRERAEHNE->TnDH 2 &,

@-2 BERUEEEICL2AFERNICICET 2 EH

DA HE D D MR 72 Fak X OB 2 A 2 R EE DRIERE=2 1V » 7
EEOIERDAY V) —= T HITWEIRE LFRE LA TE 5T — LERKHIHHE
EINTWAEZ &, ok, BIHEHNZONWT, DABRE EZOFBRICHZITEmI T
WaHZ k&,

®-3 BHEROZKroxRICEA L T
RIVER (FUEMEMZERIIN 2, BEREMEEJIE, DR, Bk, BRUHRARE. KIB%K.

INBSR, BEO TR, 1 BBERP, BIEATR., A4, AT, TR, m(brEineE
K. FURIRHEREREE . TERARRREIRTE . MR BIEE, BIEEE, Mk, HEDOK
fEREE, FRRIm A2 ZE42)E, infusion reaction, FFE7ZpMygfEE . MEKE BIEMERE, 2,
BEd . P DU, IR ENE, DlEfEE (OEAE) - IR - OEMEIAMES) |
ARIFER: . FEFHL., EALEE) 1Tk LT, MaghtiaX XTI BREFMERE O H M2 A3 5
Rl & L (BHEAORZM-ORSICE L CTHRER O EZZ T OND&CH D Z
&)L EHITHET R E N TE DRHI3->TnD 2 L,

oF
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5. ExXtGB LR DBE
[BZhIEIC B3 5 FIA]
O TROBEFIZEBWTAFIOEIMENRIES LTV D

(%

@

@

o 2Ol EDOALFERIERE D & D 15 ERAA ﬁﬁﬁ PR E R CRAIE

5)
o ALFIRIERE D 72\ HER2 MO YIBRARE 22 1T - B B s (ks
EDOUFHEE)

o (1) ARV IV TITF RO EE (0) XTIV TFTF KU F—FHLriy
LT Aa T TN, X (i) XV TITFEORTHT—) - FAT 90V« 47
R RN e

lﬁﬂﬂ%mmﬁ%(mm%%4mmm%@ﬁ%>&Ulﬁﬂﬂ%mmmﬁ%
(ONO-4538-375A8R) TR\ T, it ((KFRIEXITT 7 B AR HEFRE) Lk
B LT, $ﬂ+m%%&®ﬁﬁiﬁﬁéﬂfwé =L, AR EREICLDA
FHHEGORBLENE L R DBRFE0 b (pl1~1558) | F7-, PD-LIZEILRM
(CPS) &V AHID ERAENED R DEMAAREIINLTND (p7~8SH) . i
HIE LT, 2nb & E 2 PD-LIRBLERD35% A (CPSSAH) T D Z & M3 ffEid

SNTBE TR TE, AEFRERMIC L 2ROV THEBET 5,
* o OKFIOZWE L LC, 54 : PD-L1 IHC 28-8 pharmDX [ 4 =] HEKREN TV 5D,

TRENZEEY T 2 BE KT D AFN OG- K OEFAFIEIZ DN T, AAIOF M
WHESLINTHE LT, RAOEEGEXIRE R LI,

o —WRIARE O IRIBREZ T TR W AE 123 2 AA| o Hh 5

e HER2 B BT IT KT DAL & O S

o DOTAKIOHNENR R STV OHTEMEREE A & OO %5

o fitEfHENRIEE LCoOEE

EVECBET 2 FH]

TRCEE S T 2 BE I OWTIEHAR OB ENERE SN TWD Z b FHEE1T
Dipnz by

o KAIORS T3 LiUE OBEEIE D & 2 B3

TBHRATOFMIC BN T FREICHEY T 2 BE I ONWTIE, AFIOFLHIFHELE S 20

R, MOTEFRIE A R WG EIZRY | EEICAAEZER T2 2L 2BETE D,

. %E@%F%@Aﬁﬂi%ﬁ®%é$%

o JEB AR A CRHVE S 278 0 D B K OTEBNME O HU il gt g o e e fiti 2%
“®%Cﬂf@ﬁm#&EMé$%

o HOMEREBOGOE UTBMEAF L <IXHERMEO B CaEREOBERED
oxay ey
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o JiEs A (&M EIE 2 &) Db D EE
o EEOBG I E AR T HEHE
e ECOG Performance Status 3-4"V D g

(ED ECOG @ Performance Status (PS)

Score | EF

0 | <ML <IEETE 5, Rl R U HFHAEESHRZ AT D,

PRI LUNEENIHIR S D 23, BITARE T, BAEERME > TOMERIIT O 2 &R TE 5,
Bl EEVGR, FEEE

BATRRECH D OH O O 2 ST T X CTHEEZIMEREILTE 20, B O 50%LL iy FAci =,

ROENZHOOFOEY DZ L LnTERY, BHEOD 50%LL EE2 Xy Rk Cith 29,

B RVSE N 5]

LT RV, BHAOHFDOEY O Z L3 TEARVY, BRIy Rk T4,

21




6. MEIZE L THEEBEITREHEIF

ISP SCESRIIN 2, BLEIRFEEE DRI 5 ERME 1T IS & ARH O Fp: K OVl 14
OO B ERE HCHEME L T EHTS 2 L,

TRIBRIARIZ N D | BB ST Z OFIRICH MR Qa2 3B L, A %215
ThoEET5Z L,

A AL HRE & OPFRE G- O S &2 W 53546, PD-L1 BB LERT L2 L
W FE LW, PD-L1 BEERNHER TE R WG, AFI L ALZFEE L OFHO

@

@

A

YN L7 ETiRETHZ L,

FREVEHD~ XY A MZHOWT

MEMEER S LN D ZENH DD T, KEIDOEGIZH Tz > TiE, BKRIE
AR (PR RIS, Bk, FEEVE) ORERE M OB X S O Fhs, Bleia 1+
17195 2 &, Fo, BEIZS U THES CT, MG~ — I —FDMm&Z FhT 5
Z &,

AFN DO 51X EE D infusion reaction ({2 CERARFIZ 43 726D T& 5 Y%
2T o7 LTG5 2 &, £72.2 [BIH LARE O A HI$2 H5-FFIZ infusion reaction
BHLOLNDZ LB HDHDT, KFIEGF ROAFEERE T HITASA Z 5 A
VEWET D%, BEOWREEHSICBIETHZ L, 728, infusionreaction %
FHLLIZGE IR, 2 TOBELOIER N ERIZEIE T 5 £ THRE 2 +o#ls
THZL,

RIS BRI . TRAEERT LR CRIBEEDRH 5o 2 R H LD T,
AN D¥e5-BRAART M O G-I T E WIR I N Wik RE R A7 (TSH., 1#HfE T3,
Wl T4, ACTH, Ifiif =V 5 — VS ORIE) #FEhid 5 Z &,
ARBNOEHIZ XY | WEOREFICTER T 2 & 2 b k% 7R BN RE
NHLOLNDLZENDHD, BREPRDOONTHEITIE, BB LEFRIIL U
B 72 ek & R 2 e R Rl & U ClE Bl e BRI W 21TV IR o5
FOSMZ £ D RWER DB 2561213 AFNORE I I K OFEIE RE AR
NECRIOBRGEEBRET L2 L, B, BIBRERLVEOREGIZEVEHE
MOYEEDRFRD BN WAL, B BE ARV LIS O Sz il o8 n
bLEET D,

BT, BN O ARGE L T LEIWERNRIT D Z ERH D720,
AFN OB G TR HRIERORBUZ 3BT D,

1 BUOE RIS (BIE 1 BUEIR IR 2 5 de) 23 oL, MERFEHES 7 F—v &
WCEDLZENRHLDT, A, L, RHFEOIER OIS MAE LD LA+
TEET AL, VEBERBEN DN G A IS EZFRIEL, AR R
H O 5E DU RAEEITH Z &,

BIERTIe . P4, AFRERERRE . AT, BLMEIBERDH L OINDL Z 1D D
DT, EHWICITEERE LTV, BEOREEZH0ICBlET 52 L,
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©® FHOFERABRIZEBNT, ERRENOH LFERIZ 6 BM I L. £lIBIE, 12

5)

W Z S ICHDEOTH Z 1T - TN 2 & 25310, AFIHR G I3 E eI\
RECTHROMEREITO Z &,
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BEFEREET A FT A v
=R~ 7 (BisFHH¥Z)

(R7e4 : A7V — R REEE 20 mg, F 7V — KN REHE 100 mg, 47—
RAETEEHIE 120 mg, A 72— K BHE#HE 240 mg)

~ BRI~

S22 A (FFfF 34 11 AHET)
B T EE
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P13



1. IXC®IZ

RS DOF M - RO O T2 DI, U SCEZEITIES WO T2 726 23R D
5ND, 6T, ITEORAREMOMEHRIC L0 | PUKEIRS 72 & OB 72 3 1E A%
JFFEEMDPAREINLH T, 2D DOEEMLZ B LERBFITRMET 2 2 L AR D
AE L 2o TR Y REMBGE R & O AT 2016 CEAL 28 42 6 A 2 H MFEIE)
CRWTH, FERNEOHEHORE(LHEELZ XD Z &L L ShTWnd,

BHLE RSP R3S T, S EHSZ M T 0 7 7 A VD BEF DRI & B 5 )T R
BRHZENDD, DD, AHMEROLEMEIZET L ERN -T2 E TOM,
WL EIRG OB E LR 2T 5 2 EDRMRF SN BT K L THERT 2 & &bz, BIE
RAMFEBL L 7B Bkt i 2 & D 2 & DS Al RE 72— 18 O BLE %4 7 3~ R ek RS <A
THIENEETH D,

L2 o T, KHA RTA Tl BIBBEEL N ETICHE LTV D EFILFH -
BHER AN IS & | DUT O BE IS O Bl 7o FH A2 HEHE 3 2 8LE0 6 B B & %
FROREEFREZ T,

B ATA RTA %, MNIATEE NERR G BRGSO, AEEEAN A
BRI o, —MtENEN B ARBRKRANRE S, FrEIFEFNEENE N B ARIEF SO0
HoH EAER LT,

RfG L I HEEN L ATV — R Y 20mg, A7 Y — AR EHTE 100mg, AT Y
— AR ERE 120 mg, A7V — R SR 240 mg (— 4 =
R~ 7 (BIsFHH#Z))

RRERDMEIHNE © DS AACEIRIER T U 72 ARVEUIRR AN RE 22 1T - PR O RE
RIERCI T DTtk BRIk

He L RAMEROHE @, RAICIE=R L ~7 GBI Z) & LT, 1[0 240mg
Z 2 WREIFIRE X 1 (0] 480 mg % 4 M CaliET 5, 7=
2L, BIEREICB T D MMBRIEOS &L, BEHMIX 12 2
AElETET 2,

B N 9B ¥ F NI TS




2. AHNORKE. TERBF

F 7Y — R ERE 20 mg, R ERE 100 mg, [FATEERE 120 mg M ONE] A E
H240mg (—i4 : =N ~T (BIEETHEEZ), DLF, TARAL Lo ,) id, /M
i LEMASE A X Ly 7 24 (BT VARV ~wA Y —X R7 47 (BMS) #h)
23pA L7t K PD-1 (Programmed cell death-1) (Zxf3 5 & Nl 1gG4 & / 7 v —F /Lt
KTH 5,

PD-1 (%, V&M AL L7 U o/ BK (T MifR, B ML) OVFF = 7 v 7 —T fifd) K OVE
BERMIIZ BT 5 CD28 7 7 X U — (T Mg OTEME(L 2 #BAICIE & AIZHIET 55
THE) BT 2%/ RTH D, PD-1 (FHURIRRMILIZFEL T2 PD-1 U 7 K (PD-L1
KONPD-L2) EfEA L. U o SERICHmIMEY 7V 2 LT U v EROIGH IR EE &
AT L CTW5, PD-1 U Hy FidbuEfR s LisMC & b Ok x 22 BRI FE B
LTy, EMRAMEEE ) U L EEHEMKICI TS PD-L1 OB L itk DAAF
HIM & ORICADOFRERR & 5 2 & 3G ST 5 (Cancer 2010; 116: 1757-66)
F 7z MR AR IR T MRS EAT DA v F—T7 =a 7~ (IFN=y)
\Z X T PD-L1 OFRENFHE S, W58 LB IIT 5 PD-L1 OREL LI D
A & ORI IEOMEBERRD H 5 & D& S & % (Sci Transl Med 2012; 28: 127-37)
X 5|2, PD-L1 Z 558 728 AUMIIaIE, HUsRFEE) CDS BME T Mg ol fa s
TEME 29 S 52, H1 PD-L1 Hi/AT PD-1 & PD-L1 & OfiA & ET D & 2D
EEEEREIET S 2 EDNRINTND, HFDIZ L2256 PD-1/PD-1 U # > REREEIEL, 2
AR PURRF A7 T HIRE O OWEBRELEEET 28 FO—2 L LTEZ LT
Do

AL, FHEBROFE L) PD-1 OMifas g (PD-1 U 4 N5 &) ITRA L.
PD-1 & PD-1 U REDFEZMAETHZ LICLY, PATURFFENZ: T MlEOTE
PEAL K O AHIBE 64 2 RS SE9E M A 1589~ 5 2 & TR AR Ui 2 R 2R+
ZEDBER IR TWD

;mg®ﬂﬁﬁE,$ﬁiﬁé@r ZxET 2 T IRIBRIRIZ e V55 b o L HIRES T,
BEFEEE AR L L RRRZ I L, Aot et OB EMENHEZR Sz,

AFNDVEFIEFIZ IS < BEE DS Iz & EW%“%&%bme%Xi%tr
5 A @ﬂ%é ARENOFG-H R O 5#%121%, BE OBIEE H51K4T ., BE DR
D LN j:%ﬁbt%%Lmbtﬁﬁm&ﬂ%&%%%ﬁoE%kL#LfL
IR D ﬁ%ﬁm W ORIEROSIZ X DEWER R b D562, BIBERER LV
E LR OEGEOEE R NEZIT I LERD D,



3. ERERERE
O A FIRIEL T U 7 ARIGUIBR AR BE 72 1 T - TR O &EE,. MO Q@ /EEICE
VF D Il A B R O AGRIRF IR 21T o 72 R BRI R ER O ik & T,

[H2hE]
O HEELFRZEIAERE (ONO-4538-24/BMS CA209473757)

7 oAb E Y X UV SRPUEMES A N OV T T8 2 G O AL IR IEIC AR S X
ANl OFIGEIFRANGE A AT )X P38 O B e FR2388 %1 (H AR NBE 274012 & e, AHAl
FELO3M, STHREELOSH) ZtBIT. # ¥ RPUEMIEER (Rt & F vk ik
R Y HXRN) ERIRE L CARKI240 mg % 238 [ IR T AEERE Lz & & oA R
Ozt z et Uiz, BEFMEEE Th 2 24N (PR [95%EEXM] ) X,
AAKIRET11.17 [9.99~13.73] H H ., *FEHET8.54 [7.20~9.89] H A TH Y | AAIREITxF
FRER I3 LRI FIIC A B RIE R &7 LTz (O — RE0.79[95%E X [/ : 0.63~0.99] |
p=0.0381 [J&%log-rankf7E] ) .

o NE IR KT OV TITTS mg/m? 4 38 MR TR G-, X7 U Z 220 TR,

100 mg/m? % 7R Z 1A 7L L LT, 1, 8, 15, 22, 20K UB6H HICHIRNE G A2 & L&

7
1.0
0.9
0.8
0.7
0.6
£ 05
§ 0.4
0.3
0.2
0.1
0.0 ‘ ‘ ! | ‘ [ ! l [ ‘ . ! ‘ , ! ‘ ‘ |
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36
. 5 (R)
A HIRE 193 170 158 139 120 105 89 77 65 55 38 20 13 10 6 4 3 0 0
POl 195 182 157 116 100 79 66 55 48 39 26 16 11 6 2 1 1 1 0

M1 24£FHEO Kaplan-Meier Hi#k (ONO-4538-24/BMS CA209473 3ER)



@ EERELFRFEIFERER (ONO-4538-43/CA209577:5k)

WAL R 12 X 0 W FRE 52 228580 (BLF, TpCRJ &9 ,) 2FBH B
TR T2 BIERES O ERE™T794 B (HARNEE 63 BlaGie, AAIRES32 6], 75
TAREE262 ) ZxRIZ, 7T BAREZXRE LTARH 240 mg % 2 HERFRE T 8 [E (16
), £0% 9 EIH (8 BIEESG O 2 #EHEH%) 75 480 mg % 4 i ]I C i

(&E 12 WAM) LizécoFMEAE 22 Rmat Lz, EEFHMEEE Th 5 B
EAFHART (FPOfE [95%IEHEIX R ]) 1d, AFIFET 22.41 [16.62~34.00] W H, 77K
FET 11.04 [834~14.32] W HTHY , AREFELT 7 BARBEIK LFEEHFIIICA BRITE
Ex2R LT (N — R 0.69 [96.4%(EHEIX [ : 0.56~0.86], p=0.0003 [J&5! log-rank 4
E])

1 ALTERIEDO LY A R OST R IE 1L, National Comprehensive Cancer Network (NCCN) X &
European Society for Medical Oncology (ESMO) D5 A KT A I UE U 7= AG R 00 S i [E] 3 3 sk
IS DEREIEE AT H 2 & & S, 7277 L, LRI A SR IEEER 2 ST L VA v
L Ehi,

*2 - % OJ FAH AR T A0 T, American Joint Committee on Cancer (LA F. TAJCCJ &9 ,) JwH4y
B OEETH) ICES ypTI LEZypNI UL ETH D Z L EEFR ST,

3 MIES WIS AJCC 438 (55 7 ) (235 < BBl TS I o0 258 (S 252 <)

AT RIE B AT & RS &3 2 V- LBk ST B E DA A B LTz,
*4 0 PRI LV IS ERICUIR S U BE BHAAN LT,

09 | ° —— R HI#
08 { ™ -o-T5uRE

Bt HE SR

0.2 A

0.1 A

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

at riskZk EREFHR(A)

KB 532 430 364 306 249 212 181 147 92 68 41 22 8 4 3 0
77 &REE 262 214 163 126 96 80 65 53 38 28 17 12 5 2 1 0

2 RAETFHIR O Kaplan-Meier Bi#R (ONO-4538-43/CA209577 3ABR)



[Z24xE]
O EEHLFEFSIFARE (ONO-4538-24/BMS CA20947355R)

HEFGUIIARARE 172192 1] (89.6%) . XHIREE 192/194 i (99.0%) (2@ i,
B & DI RBIRANEE T & 2 A IR T AAIRE 129/192 1 (67.2%) | %fHREE 185/194
] (95.4%) 123D SN, WTIDOORETRILZEMN 5% FORIERIZE 1 O LB T
HoT,

£ 1 WTFRLOBETREAEDL 5% EORIEH (ONO-4538-24/BMS CA209473 RBR)

B (%)

oo SN
Rt A T
192 f5i 194 fi

(MedDRA/Jver.21.1) 4> Grade Grade 3-4 Grade5 4 Grade Grade 3-4 Grade 5
RIEH 129 (67.2) 33 (17.2) 0 185 (95.4) 127 (65.5) 2 (1.0)
FERGF KOV TRk R

WG 23 (12.0) 1 (0.5) 0 27 (13.9) 2 (1.0) 0

Z 9 FERE 17 (8.9) 0 0 9 (4.6) 0 0

JBEE 3 (1.6) 0 0 97 (50.0) 0 0
—i% - REFEER L O SENALORRE

FEEL 15 (7.8) 1 (0.5) 0 16 (8.2) 0 0

I8 97 14 (7.3) 1 (0.5) 0 42 (21.6) 9 (4.6) 0

TR 9 (4.7) 0 0 44 (22.7) 0 0
BRI fR A

U LoSERER D 4 (2.1) 2 (1.0) 0 18 (9.3) 12 (6.2) 0

I HREREE D 3 (1.6) 1 (0.5) 0 75 (38.7) 58 (29.9) 0

i BRE 2 (1.0) 1 (0.5) 0 72 (37.1) 46 (23.7) 0
B

T 20 (10.4) 1 (0.5) 0 17 (8.8) 2 (1.0) 0

RIDS 5 (2.6) 1 (0.5) 0 24 (12.4) 1 (0.5) 0

{5550 4 (2.1) 0 0 16 (8.2) 0

TN 4 (2.1) 0 0 31 (16.0) 1 (0.5) 0

Mg it 1 (0.5) 0 0 13 (6.7) 1 (0.5) 0
o3 WA R 55

FOR BRFEREAR TE 17 (8.9) 0 0 1 (0.5) 0 0
JEYSE B & OV A UE

it g 3 (1.6) 1 (0.5) 0 11 (5.7) 6 (3.1) 0
(A PSRN <& i

RARIHEE 15 (7.8) 2 (1.0) 0 52 (26.8) 9 (4.6) 0
MiEE Z VY o REE

i 4 (2.1) 4 (2.1) 0 47 (24.2) 19 (9.8) 0

I FR RS E 1 (0.5) 0 0 36 (18.6) 27 (13.9) 0

FEEME LT BRI 0 0 0 20 (10.3) 20 (10.3) 0

1 ifn BR Y iE 0 0 0 16 (8.2) 14 (7.2) 0
BB K OV ALk E

BA i 2 (1.0 0 0 21 (10.8) 1 (0.5) 0

ik 2 (1.0) 0 0 17 (8.8) 1 (0.5) 0
PR R IR E

M S 3 (1.6) 0 0 14 (7.2) 0 0

RV = 2 — 1 N F— 1 (0.5) 0 0 47 (24.2) 1 (0.5) 0

KRG = 2 — T — 0 0 0 21 (10.8) 1 (0.5) 0

B, AABHTRB O CTHUIRIREREREE 22 6 (11.5%) . BERUHRRE/ 2 4/ $F—15
B (7.8%) . FFEEREREE 13 1] (6.8%) . MIEMEMIZEE 12 B (6.3%) . fhikkEE 8
6



(4.2%) . EEORERE 4 6] (2.1%) . FEEH0 3 6 (1.6%) . EEL2 6] (1.0%) |
ERElEE 2 1 (1.0%) . IR 161 (0.5%) « KGR - /M2 - EBEED T 1 61 (0.5%) .
FEAEEREE 1 ] (0.5%) &1 infusionreaction 1 5] (0.5%) g8 H7-, 7=, &E
SERGIE S, D, fhge. 1 BUBERRIE, RS, S LMEIRE 2%, R HRelEE ., ik -
BEEE . FRIRIARZEMRNE, BB MRS mMERE RIEBRE, . BE. 589K
KOO E TR b o7z, REIWEHFEBLR DU ERES (R RAERE 25
te) ZEUEERE =T,

@ [EESSLFESE MRS (ONO-4538-43/CA209577 5RER)

BEFGIIAFIRE 510/532 6] (95.9%) . 77 B REE 243/260 B (93.5%) (2588 B,
TREREE & DR REIRNEE T E WA EFEFRIIAHFIEE 376/532 # (70.7%) . 77 &R
#E 119260 B (45.8%) (238D BiLIZ, WT I ORETHE RN 5% LORIERIEE 2
DERYThHoT,

F£2 DWThHOBTRIED 5% EORIEMA (ONO-4538-43/CA209577 #RER)

PPN | B% (%)

AR K%U{ET‘ 77 tﬁ fife
532 {3 260

(MedDRA/Jver.23.0) % Grade  Grade3-4  Grade5 % Grade  Grade3-4  Grade s
EEIEH 376 (70.7) 71 (13.3) 1 (02) 119 (45.8) 15 (5.8) 0
H kS

T 88 (16.5) 2 (0.4) 0 39 (15.0) 2 (0.8) 0

BV 47 (8.8) 0 0 13 (5.0) 0 0
FERGF KO Lk

% 9 FENE 53 (10.0) 2 (0.4) 0 9 (3.5) 0 0

2 52 (9.8) 4 (0.8) 0 10 (3.8) 1 (0.4) 0
—% - REEER L OGO IREE

it 90 (16.9) 6 (1.1) 0 29 (11.2) 1 (0.4) 0

) E 28 (5.3) 0 0 4 (1.5) 0 0
R AR B A

TANRTX BT Ik 29 (55) 2 (0.4) 0 10 (3.8) 0 0

T AT =7 —BHEM
PSR 55

FOPR BRFE REAS T 50 (9.4) 0 0 4 (1.5) 0 0

FOIR BB RE T HESE 35 (6.6) 0 0 1 (0.4) 0 0
B AR L OV ALk

SISk 30 (5.6) 1 (0.2) 0 4 (1.5) 0 0

725, AFIFZ BV THURIRISREREE 89 1 (16.7%) . ITFEERERESE 49 1] (9.2%) . #i
R 35 61 (6.6%) . ARECTALARIE 33 1] (6.2%) . WIEVEMIZRE 26 B (4.9%) | LM
FEd 11 %] (2.1%) . infusionreaction 10 5l (1.9%) . EEDEZEREE 8 ] (1.5%) . &
FEREFEE 7 61 (1.3%) . KK - /N2 - BEO TH 761 (1.3%) . 1K 4 61 (0.8%) .
DR 3B (0.6%) . EIBHERERETE 3 61 (0.6%) . 1 BUHESRIFE 1 61 (0.2%) . Hfkifie
FERIE 161 (0.2%) . AL 161 (0.2%) KOWER 161 (02%) BRD BN, £z, &
E MRS, TERAHERERES, BUEFR, AR, ik, k%, ERERREERE, bk

7



N I8, REFEREE, NESGHIM, BEREAGIEAAE, EAE Zn MiRFR T M O ZE - SR 13580
Sieino o, ARIWERZEBURILIRES S (RRRAER T 23 T) o Btk
%%‘é‘o



[HiE - HE]
AFNOREMEpEREET VEZRHA L2y I a2 b—2 g 2k b, AH| 480 mg % 4
T IR TR 5 X BEAGR O ik - B T G- L 7B OARF O il hIE DS RET S
7o EDORER, KA 480 mg & 4 BRIFEIFE TG LIZBROEFRRBICE T 5 FH) Mig
TREE (LLT, [Cagss) WD, ) 1E, AHI240mg % 2 BHFENE THEG LIZEED Caygss &
PS5 Eriiahz (TR) o £72. AH 480 mg % 4 B HFRE TR G5 L7-BROE R
WRBIZB T D mMIEFIRE (BLT.  TChaxs! &V ) 1F. AAI 240mg % 2 JH[H
A CHG LI2BRD Coaxss & BB L CEEZ R T E TRISZ B OO, BARNEEFITE W
TRARMENHR SN TWA Y - & (10mgkg % 2 B C&RY) TAAIZ#ES L
ToBRD Craxss & B L CTIRMEZ R T & FRIS U (TR) o 2T, EEOEREICBT
LT —HIZHAE . ARHK 3 mgkg (KE) F7203 240 mg % 2 M, & L <EAH
480 mg % 4 HRIMIE TG LB OARK| OBREGE R & A0 T2 e & o B % Bt
THBEFTLONT T VPR S, YkBEICOW TR TON R, B -
MEOB TERER OZ VIR ZER T2V & TR Sz,
R2 KR OEYBE AT A —F

R - Crnax Crnind2s Cavgd2s Cmaxss Cmin.ss Cavess
(ng/mL) (ng/mL) (ng/mL) (ng/mL) (ng/mL) (ug/mL)

3 melke Q2W <35-521 '7608) (16.%5750.3) (21 321 ?(1)3,9) (75.1)1,3171) (27.612,'107) (42.717,'?27)

240 me QW (51-712,'103) <23§'539-0> (30;?go.9) (10;,5254) (41?57,'51&58) (62.11(,)9187)

480 mg QW (103307) (15.25??477.4) (37.?)?;)4.8) (14?,1 236) (27.751,?37) (62.11(,)9187)

10 mgkg Q2W (142,9322) (86.959,.?32) (101,1 ?48) (323??25) (18421,1 §o3) (232,7277)

B (5%A8, 95%40) « Q2W : 2 HMIFEIFE, Q4W : 4 HARIMIFG. Cumax : FIIEIHE 514 D fo i L35 T
Cuminazs = RIEIH 514 28 H HIZ351T D S ARMIE PR, Caveazs : WIEIE G- 28 A H & T i

FE. Crmaxss 1 EFIRBEICIS U 2 e M5 THEEE . Crninss © EHARABICET D ARMIE T, Cavess + EFIR
REICI5 1T 2 FH Mif Hhi e



4. FEHRIZHOUWNT

AEN OB G- Y 72 B 22 W - FrE L, AR OB GIZ LY EERRIERZRBL LT
BRIZXIGT D Z & BB T2 LLFOO~Q@D T T ayli/z sk iZB W THEHT 5
REThHD,

O MERIZOVT

O 1 Tio (1) ~ (5) OWTNMNITHEY T DR THDH Z L,

(1) FEAEFBRENTEET 20 V2 HEEHENL SRS GE RS AR EEEIL AR P
His 23 A RS EEE ML, HUS AU IRIREE 7R &)

(2) FrEHEREIRPT

(3) HARENFIREIF DG E T D 03 AR (D5 AR EWbT, 23 A2
W 19wBE. D3 AR HEEHEE R P 7R &)

(4) ARACFHIEE ZE L, SR TFHRIENER 1 USSR FHEIEINE 2 O sk B e
AR DB AT > TV D itk

(5) PUEMIEBAIL T EEINE O IR D mHE1T > TV D ftiek

O-2 i O FRE KR ORIWE I BLUR ORS00 70 ek & R A Fs RN (T3
DWFIINTEEE T HER) 23, GE2EBOARANCET LIBROBMES & L TRES
NTnpZ L,

*

o [ERMGFFEUEE 2 FOWMNHEZE T L721&I1Z 5 FELLEDO N AR DERRIHE %
ToTWBHZ L, 96, 24D B, NAREWEEZ £ L LEBRRIESSOHE 2
fToTWBZ L,

o [EENGRFFEGE 2 FEOMIINHE ZE T LTI=%IZ, LSO N ATEMIRIEZZT 5
FLL OB FOER ZIT > TND Z &,

o [ERNGFFEGE 2 FOWMNHEZIE T L7212 4 L EOEKREHRZH LT\ 5D
Z &, OBy 3FLLEIE. AR O D AR L & G T TE L g T O R RAHE &
ToTWNWBHZ &,

@ BEROERRERERDEHIZ VT
P S s U BT G 2 SR S, ORI D OB O A - %
SN SR AO RO B ER OVE TS 31 5 I BRI, BEF AR LA 0ms

ST AR AT RS A S TV B T

10




@ BIERA~DORIRIZONT
@-1 FERRAEHICEd 2B

VB PR B O BEE R BIE AL LIZBRIT, 24 FRFRRIR2IRIRHI O T, Hakhik X
TEHE R AR 2BV T, B LZZRIERICIS CTABRE B L O CT FEOFEIEH ORI
BRMRADOK RN L HPICREON, EHISHISTRERAEHNE->TnDH 2 &,

@-2 BERHEEEICL2AFERNICICET 2 EH

DA HE D D MR 72 Fak K OB 2 A 2 IR EE DRIERE=2 1V 7/
EEOIERDAY J—= T EITWEIRE LERE LA TE 5 F — LEREHIHHE
EINTWADZ &, o, BIHEHIZOWT, BABRE EZOFKRICHZITEmI T
WaHZ k&,

®-3 BHEROZKroxRCE LT
BIVERT (VB MR BTN 2, BEIEM B IIE, O sk . sk, BRBUHBMARIE . KGR,

INBS, BEO TR, 1 BBERW, BIEATR, A, AT, TR, mbrEineE
K. FRIRHEREREE . THRCRREEIRE . MR BIEE, BIEREE, Mk, BEE DK
fEREE, FRRIm A2 ZE42SE, infusion reaction, FEFE7¢ MyEfEE, MERE RIEMERE, A5EZ,
BEdR . P DREROG, IR ENE, DlEfEE (OEAE) - IR - O=EMEIAMNES) |
ARIFERSE . RS, HEALEE) 1Tk LT, MaghtiaX XTI BREFE R O H M2 A3 5
Rl & L (BHEAORZE-ORSICE L CTHRER O EZZITOND&MCH D Z
&)y EHITHET R E N TE DEHI 8-> TV 2 L,

11



5. BEMHZLIRDBE
[B2hiEic B3 % S 1H]
O TROBFEIZBWTAROADERRIES LTV D
. 7yM8UiVV%ﬁ‘i@fﬂ&@77?f%ﬂ%a@ﬁ%k%%&
S ST AN OFRIATIBR AR 22 A T U T3 O BB e B
o RS BIRIEIC LV pCR 2358 B2 T B TEfE DT BE

@  FRLICRZN T 2 TR 2 ARHN D55 K O TTEIZ DWW TR ARHI DA 27
ML TE LT AFORGRZE LB,
o CRIBEEZZT TORVIRIGYIR ARG EIT U I O BE I 5% 5
o fiTATHIEIRIE L L Cos
o INAIMBIIEIZ L VD pCR RO LN BHE KT 55
o fOPUEMERELA & OO S

[ il Sho v Es)
) Tﬂ_ﬁéfé%%cowfm$ﬂ®&5ﬁ%E&éhfné:&ﬁ%\&ﬁ%ﬁ
vz by

o REIDOFITIT R UIBBUE DBEEIRED & 5 B

@ BEETORHIEIZ VTR C%ﬁ%‘fé%%b:ob VT AFN OB EFHERE S v

D, MOTEFERPFUE S WG EITRY | HREICAHZENT 52 L 2B ETE D,

. %gﬁmr%@AWXi%E®%é$%

o JfR AR A CRHVE S A 7R 0 D B K ONE BN O KU i il 2 0 e e fiti 2%
DM RIENEZAL D P % N5 BHE

s HOMEREOAD, UTBMERZE L VIR IED B O m B OB ED
b»oHERE

o SRR (&SR L GT) ObHEE

o EORBYUIBMEE AT 5B

e ECOG Performance Status 3-4*V o B

(D ECOG @ Performance Status (PS)

Score | EF

0 | e<MER<IEETE 5, Wl R U HFHAEESHRZ AT D,

PIRIIICIR LUNEENEHIBR S 2 28, AMTARE T, BAEECHE - TOMERIITI 2N TE D,
AN S NS

[BONZHSOEDOEIY OZ L LTERV, HRO 50%LL EZ2Xy Rl =,

B RVSE N 5]

E<BT RV, BHOHGOEY O L FaTERY, BRIy RFF Tl Zd,

12

BATAHECH G OF ORI O Z X T N THEEZEDEEIZTE 7220, A O 50%LL Eid~y R Cild 29,




6. MEIZEE L THEEBEITREHEIF

O WACEFICN X, BERFEER BRI 5 BRI IC IS & ARH O ReM: K OVl 1E 4
OO B ERE HCHEME L ChOEHTS 2L,

@ JBHEBALARICEN D BE U E OFIRICHE IR Ofakaitt 2 A L, RE 25
ThoEbET5HZ L,

@ ERBEMEHO~RT A MMZONT

MEMEMEER S LD Z BB DHDT, KFOBRGIZHT-> TlE, BKRE
e (PR ORI, ik, FEENVE) ORER KL O X findr o FEhass, Bz +5
WZAT9 2 &, Fo, BLBEIDS U THEE CT, Mg~ —7 —FEORAE L EfT 5
&,

AFN O 51X EE D infusion reaction (Zfif 2 TERARFIC 4Rt D TE 5 U
fizAT -7 L CBRMAT 5 2 &, £ 72,2 [a B LA DA $ 5-FF 12 infusion reaction
DHHLOLNDZ L bHDLDT, KEEE R OERFEGHHE T HRIT AL Z A
ERAET 5%, BEOREBEH2ICBIET 52 L, 728, infusionreaction &
FHL L2 A IR, BT O K QYRR ERICIEE 5 £ TRE - +HoBle
THZ L,

R REIRE . TRAEERT R ORIBEER S 5o D 2 RN HHD T,
ARHN D¥e5-BREART M O G-I I E WA I N W RERR & (TSH., 0 T3,
WERE T4, ACTH, I =V — VEORIE) #FEhid 52 &,
AFNOEEGIZ LY | WEORERISTER T 5 &3& 2 B DHER %2 R RESHIE
DHLONDZENHD, BFEPBOONTEGEIIL, BELEFRIIS U
BEFH ) 72 ek & R 2 e R Al &dE U C Bl e BRI W 217\ iR O
BOGIE X 2 BWER DN SE o 2 5 5113, ARFIORFE I I, R ORI BUE A
WEVRIOBRGEEZETHZ L, B, BIBREFRLVEOEGIZXETE
MOYCEEDR TR HNRWIGE IR, BIFE BB R VE LSO Sz il Al o n
HLBEET D,

BT %, BORM OB ARE L T LETERANRBELT 5 Z 0N b 5720,
KRN OB G T I HRIER ORI 3BT D,

1 BUBEPR S (BE 1 BRI 2 5 de) 23 Hotv, BERWEIES R T F—v X
WCELZENRHLHDT, AYE, El, MEEFEOFEROFBL MO 51+
SHEET D2 & 1 BBERIS S DN TG I G2 HIE L, AR ) 3
Hl DO 5D R AEZIT H Z &,

BIEATS. A2, ITREREFRRE . TR, B{LHEERDH O ONDL Z ERH D
DT, EHANITERERAEZITV., BEOREL 0BT 52 &,

@ DAACFHEIER T LI ARIB YIRS BE 72 86T - R O B B IR T 2 BRI
I, AFIOEERRERICHE T, B58605 1 I 6 HE &, 2 LIBET 12
W Z LB INEDOFM 21T - T e 2 & 255, ARFIE G I E - B mR
HETHROMEREITI Z &,
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® RIERIIT DINEMBERIE & LT BRI, AR ORRERICI VT, &%
GBha D 2 FMIT 12 8/ 28 TRLERIT 6~12 1 AR Z L IZHRIEO Rt 2
T TN Z L EBEBIT, AARG TTEHRICEERE TRHROMREZITO Z L,
kB, ERMBEE L LTI 23581213, ARoREHIMIZ 12 P AMETL
T5HZ L,
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