A 112565 7 &
SH 34 11 A 25 H

#woE R
| PR T RRE

i (WAETEES (R & B
ool K

IR BB RS - TR E R I L R AR R R
( & H A M)

=R~ 7 (B2 BFOREEHEET A FZ7 4 (F
i X OVEERE) O—HBUEIZ DWW T

PR BOE & SR D AR #2016 CERK 28 426 A 2 A BR&RUE) IZHB W\ T,
HEI GO A O REICHEEZ XD Z ERRVIAENTZ L 22T T, &
PIHES G & B R B TR D - O IRl HHEE T A R T A V% 1E
I HZEE L TVET,

=R wT GBfa R z) 8K (k54 - 47— R AR ERE 20mg, A&
FFE 100mg, [F] G ERE 120mg M ONRL AR FRE 240mg) % B 9 M VR B L2 %F
LCHEATZBEOBEBEFEICIOWVWTIE, (=R r~7 GBI ) RA DR
WERHEE T A R T A > GE/Nmiaftgs, ErER el saSaim, B, A
AR XY o, B, B R E, BEE A 7 oY T T A NARK
EME MS I-High) 267 5885 - BGEKORIER O HEICo0
T) (B 24 11 H 27 ARSI 1127 5 1 SR AT @ I - A TG4
ERERDFEEHREEN) ICLVRLTERLEZATT,

S, =R~ 7 GRIE L Z) A (E4 « 47 Y — R R FiE 20mg,
[E A R 100mg, [RGB 120mg M OV A & 240mg) (2OW T, BHiE &
WEEEICBT 2 EE X IThR, HELAOCHEO —EEEN AR I N2 LI
PRV, BT A R TA 22N ETNRREO LBV HENTZLELIZDT, W
D RSB K OSSR R Tt 32 8z BREV L9, 7238, SibE% OBt i F etk
A RTA4 0%, BIRESED LB TT,



AL

B O Rl HHEE T A4 R T4 o OWGETET BriHxT i)
E<lh [&;
=R (FRRERIBED) Y= (BHBREBHIER)
2= KGR & 72 %5 Me AT R 2= ﬂ%kﬁéﬂ [ESnIE
TR UIBRANRE 2R AT - TR O H e skl IR O BR A RE 7o AT
ﬁ%@%ﬁ
®G L7 D B OH & -
W A=A L~ GEBETEBRZ) L Gl i b HIER O -
T, 1[5] 240 mg % 2 JAF AR IE 1 [H] 480 mg % 4 W, A=AV~ T (BT z) L L
[ eI B C A e T 5, T, 1[F] 240 mg % 2 JAMIMNE X3 1 7] 480 mg % 4
it D HLAE TR A & OFH T 25 A1, E ., AR T [ IR C AR B E T 5,
Wi =R ~7 (Efs kA Zz) & LT, 1181240
mg % 2 MR XL 17 360 meg % 3 MHRNE T
SR EHES 5,
42— 3. R 4= 3. ERPRRGRE
IR OIBR AN RE 70 HE1T - FRFE O B I8 O KGRI I FEAM DA LA | T A BE L T IR DI R R RE 7o EA T
AT o 1o B RRRBR O G 2 T, R O B OARGBRE R 21T o 72 E 70 ERREER
[H2hE] DIAEE T,
OFEBEIC[F 2 MAHEER  (ONO-4538-12 3ER) [ G201
] B[R] 25 AR R (ONO-4538-12 7AER)
4= QERIL[FEFH AR (0N0-4538-44/CA209649 & (© B




BFRIERE O 72 e b RGN -2 5k 2 A
(LAF, THER2| &5 ) BT UIERABE 2ot
17 - RO B T EE TG HE (EEOF.0
NEEEHEANEY EF 5 cm DINISOLE S DR
FE) BET 1,581 #i (HARNESE 109 iz G, K
Fll b B 789 i, AL FRVE BE 792 f51]) &
Rz AL IR E LT ARH bR
DENER et it Le, FEFHEE T
& % combined positive score® (LAF. ICPS] &
VWH ) =5 EMICET D M AR (LT,
[PFS] & 95 .) KON CPS=5 H£HIZEIT S 0S (1T
DV T, AR H SRR bR R Ok LTS
PICABERIEEZ R L (F 1 X2, &5,
FHNHE S e FIE R O BEAREDOE X T
e > THREMTON -SSR, BIKEEHIEE & S
N7z CPS=1 M KON ITT £HIZEBIT 5 0S (220
T AAHbAFREI b ERIE IS LR PRy
WCHEBERIEEZ R L7 (R 1. K3),
*1 : HER2 HEARE KITARHEE D HBE . K OEIEIT
JEEO LN H D RO EZ bHAN AL L
7=
*2 : LU ORSRE (TRERE S AT AN ER) 2 &5
L7z [OAFHY 7T F 110130 mg/m* (KK




&) % 3 M AT BE C i afd L, A= & 7 1000
mg/m’ (R HIFE) % 1 H 2 [A], 2 BEKR O 5%
2 1 R, @A XYV 7 F7F > 1 A 85
mg/m’ ((AFKEFR) . & VU F— bhHv oA 1A 400
mg/m’ (EEFE) KON Z/Fr T30 1 [a 400
mg/m’ (RFHFE) % 2 BRIME CAREEL, 7
NAB T T 2400 mg/m® (AFKmEFE) % 2 HH
D3 TERIRNEE R 51212 12 H RIARER], AHI+
{LFEIEREClid, Al (D1 7] 360 mg % 3 JA [
bR X X@1 [A] 240 mg % 2 RS CAEERE) &
INEN EEEOXIZQ b EIEE P LT,

%3 : JEEALARIC 31T 5 PD-L1 2383 L 7= gk (&
B, ~7 a7 57—V RO L oNER) A RIS
AMfRECCRR L. 100 2 3 U721,

7 1 HhMERAE  (ONO-4538-44/CA209649 FXER)
E3")

(4 mg)

2 PFS @ Kaplan-Meier mhi & (ONO-4538—
44/CA209649 #EE) (CPS=5 4EH)




G

3 0S ® Kaplan-Meier Hh # ( ONO-4538-
44/CA209649 #ER) (ITT 4£M)

(PD-L1 FEHUR A D F 2N 1)
[ B3 e ) &5 ILAH 2450 (ONO-4538-44/CA209649 F4ER)
AN NI BEOT —ZITHSE PD-LL D
SRS BT 21T o A (EREY 2R it
ote) ROEZEMEOFRREIIUTOLEEY Tho
77,
AHNHLFREDO A IMEX. CPS 28 5 Kiii (CPS<
1 KON 1=CPS<b5) OBEEMTIE, ALFRE LT
FERIETH-o - (FE2, X4,
728, PD-L1 ORBIRIIZ L 5T AA|OZ 2T
07 7 AVIFEECTH - 72,

# 2 PD-L1 OFBVIRIBI DA% (ONO-4538—
44/CA209649 FX5R)
(F )

(X 1)

4 PD-L1 OFEELIRWMABID 0S K PFS @ Kaplan—
Meier HiER (ONO-4538-44/CA209649 ZXER)




9 <—v

@ [E Bk [E 5 1 /IMAH R (ON0-4538-37 iAER)
(LR IEE D 72\ ) HER2 FE1ME™ DR U FRAGE 722
17 - RO B T EE TG HE (EEOF.0
NEEEHEAEEY ET 5 cm INICHE T 5 iR
FE) R 724 Bl (HAR NG 395 Bl & Gide, ASK
HBRVE” BE 362 fil, 7T B A H{LRIE” B
362 1) ZXRIRIC, TR HEFEIEEZ R E L
T, BAIHACFREDO A R OB 2 fEt L
7. EFEEMEEE O—>Th D PFS (Pl [95%
EEXE]) 1 ARAI+H P EERE T 10.45 (8. 44
~14. 7511 A 7 7 AR HLFEIERE T 8. 34[6. 97
~9.40] WA TH Y AFHLFFEIL S T A+
B IC L I AEBERIEE 2 /R LT
(N — R 0.68[98. 51%E#EX[#:0. 51~0. 901,
p=0. 0007 [JE5! log—rank fiE]),

Flo, B —OOFHEEHIHEE TH D 0S (FHfE
[9S%IERXIAT]) 13, AHI+H{LFRERET 17. 45
[15.67~20.83] W H., 7Z7&4H H{LFEEERT

17.15 [15.18~19.65] # H TH V. AHIH{LFHE

BEIL 7 7 v AR HEEEIC LRI B R

EEZ RS20 O — RIE 0. 90 [95%(5 fE X

]:0.75~1.08]. p=0. 257 [JE%I log—rank #i7E]),

*1 : HER2 Y EARBEUTARBE D BE I ZI & L

(@ B




7=
%2 1 A (1 5] 360mg % 3 I [ iR ChaffiifiE) X
X7 7R L LT OREREE QRERIE Y EEAT2
ER)ZHH L[ AXH Y 775118130 mg/m’
(AR mEFE) % 3 HAMEMRECREEEL, T A7
=)L e X ATV - AT T VA T AEEFH 40
mg/m’ (ARFREFE) U H 2 % £ 1000 mg/m’ (f£
K & 1 H 20, 2 HEREOEG%IC 1 EE
IR,

(4 W)

5 PFS @ Kaplan-Meier i (ONO-4538-37 #ER)

(% %)
6 0S @ Kaplan-Meier Hif (ONO-4538-37 3fk)
11 _—= [Zz4E] 58— [Z:41E]
OEB RS MRS (0N0-4538-12 #BR) [E| B[R] 55 T AHARBR  (ONO-4538-12 7A5R)
11 ~<— @ E B[R MAERER  (ONO-4538-44/CA209649 7 (@ B

)

A EFRIIAH b FIEERE 776/782 6 (99. 2%) |
{LZERERE 752/767 51 (98. 0%) (25RO B, AHK
bR E L ORREBAEE TERWAES
BUIARH PR ERE 738/782 5] (94. 4%) . b




PEEERE 679/767 f51] (88.5%) IO LT, WTh
MORETIHRIEN WA FORERIZFED EBY
ThHhol-,

£ 4 VI NOORETHIEN 5900 EDEIVEH
(ONO-4538-44/CA209649 #XER)
(F )

7o AFNHEEEEIEREIC WV THIERIESE 466 6
(59. 6%) . NTk&RERS 2 203 4] (26.0%) . infusion
reaction 111 %] (14.2%). FIRAREERERE S 96 151
(12. 3%) . FEEUHBMEAE 68 1 (8. 7%) . KIFZK -
/NS - EEFEO T 52 5] (6. 6%) . ML A
42 B (5.4%) . B O R REE 28 #i (3.6%) . B
REREE 26 61 (3.3%) . (ColEBESE 15 61 (1.9%) . &
AR AR ZEARE 13 1] (1. 7%) . FF& 741 (0.9%). F
TAREREREE 6 5] (0.8%) . FIBHEAEREE 4
(0.5%) . JHEZE 3 Bl (0.4%) . LB 2 6 (0. 3%) .
1 BOBEPRYE 1451 (0. 1%) . 529 e 1 451 (0. 1%) .
feitZz 1 6l (0.1%) M OMEFL 16 (0.1%) 235D 5
iz, T, BEIERMIEE,. R - BERR . fhJe.
AL PERRAE 28 A 2 iRiEE . BIEFR . TR
A JREFEREE . i BRE A E A A OVIEEE HY i 1358




O BN T2, ARWEAFEBRDL T PEE S (B
WHREMRE 2 51) 2ot Rerd,

13—

QEFR I E I /M AHRER  (ON0-4538-37 #kER)
HERTGIARA L FEIERE 358/359 1] (99. 7%)
7T AR AL FERIERE 357/358 il (99. 7%) 1Z3R
v, AFl, 77 AR I FEE & ORISRt
DA GE T E WA FEFERIIAA + b F IR ERE
351/359 f (97.8%) . 7 7 &R + Ak F LR
349/358 fil (97.5%) T LT, WIT I DORE
THIBEN WL FORWERIFTFERD LBV THo
77

£ 5 WIN2ORECTRIEEN 5% EDRITEA
(ONO-4538-37 3 ER)
(F 1)

72¥5 . AAIHALFEEREIC WV TR FEE 282 ()
(78.6%) . ATHEEERESE 83 {5 (23.1%) ., infusion
reaction 48 {3l (13.4%) . HUIREREEEERESE 30 #4i
(8. 4%) . BABUHRMRIE 24 1 (6.7%) . KK « /I
Woo% « BFEED T 24 5] (6. 7%) . FVEPEAGPEE 15
B (4.2%), BEEOREEEDE 14 61 (3.9%) . B
PR 9 Bl (2.5%) . EIEHERERETE 6 {5 (1. 7%) . &%

(@ B




Wk e ZEARSE 3 451 (0. 8%) . 1 AUHEIRIF 3 51 (0. 8%)

RFFZ% 2 5] (0.6%) . 7 migkEE 2 4] (0.6%) .

A4 2 1] (0.6%) . CoigfEE 2 i (0.6%) MONF

MR REREE 1 B (0.3%) @O bNi, Fio,

HUE R HEE, DI fhoe. MR - BRI BE

BT AEALVEARAE % MERE BREMRRE, fit%, JR3F

BRos, BEBSHM . ETL, BEAC S OVR L 9 I8 1338

Sbiieho e, AREHFEBRILITBEE 5

EREMRE 2 50) 2abEitiiRerd,

20 R—

5. &GRRERDIEHE

[ B2z B3 % F1H]

O TFRRDOEFITB W TARAOFMEPRFE ST
W5,

< 2 DL EOALFEIEIERE O B D IR IR R RE 7n i
1T - BB (RAIEM R 5
ALEEIERE O 72\ HER2 FEME D IR YIBR R EE 72

1T - R ERAH ((LFRIE L OIS
k: (1) AFXFHIVTITFUORPI_TF e ()

AXHPVTITF AV F— IV TR TT
NAveyZ o Xk (i) A% 3 U 775 KD
THT—=)V « XRAF )« AT TV H ) T LR
(=Wl

10 <=y

5. BHxXIG LI b

[ 2hMEIC RS9 % 1]

O TFREDEFEITB W TARAOFIIENKREE X LT
W5,

« 2 DL FEOAVEHRIERIERE D B 5 IR RN EE 7o
17 - B EEmEE

@ FREICRE Y T 2 BRE T 5 AR DO %% 5 K& OMFE

FFEIZ DN TIL, AR OB IER L SN TE

59, AFOBEGRF L7250,

Q=YY AR Q=Y -3 A DI QAVAN Y &y

- WL A B REE
H AR HE
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@ E B [F M AREAER  (ONO-4538-44/CA209649 4
BR) K ONERRIL[E 1/ MAHRER  (ONO-4538-37 3R
BR) IZBW T R (BEIE S 7 7 AR +H1k
RE) &R L T ARH AR O A B DS
IRENTWD, 7L, AR EFEHIZEY A
FROFEBLZEN E < 72 DA O Hi (pli~15
ZM) ., 7, PD-L1 FELRPL (CPS) 1T K Y AAID
LREEBEN R DEAARE SN TND (p7T~8
M), FRIE LT, b &#E 2, PD-L1 %E
S BUATH (CPS5 Adii) T D Z & DffEsd Shic
BFEICB VL, ABPERIEEMIZ L D IRFEICOW
THEET D,
* . AFIOZWHE L LT, BR5E4 : PD-L1 THC 28-8
pharmDX X 21| AR I T\ 5,
@ FRLIZEE Y T D BE T3 DAKN OB 5 L O
HFEICOWTIEL, AFIOGIEDRHENSL ST
53, RANOEERIG L 72 B0,
—WRIBIE B R RIB IR & 2 T W ISt

35 AHN D B 5

- HER2 [5G D BB 12 kb3 (b2 ih & O OF & 5
- OTAANOHBIEN T I TVt O BLEENE
HEEAL & OO S

- e BERE L Lo




B D FOEERIHEE T A BT A OUGETE T

CHERSHES)

E<l) &
Y= @ SHISERR) Y R— (BHEARETHIBR)
2= KIS & 72 D 5hme AT 2= KGR L 72 D Re AT
IS AALSIEE TS U 7 ARV UIBR A BE 72 EAT - DS AR EAR S B U - AR DI BR AN RE 2R A T -
RO RIEE FRORIER
BB T DI B
XfG L i D HIER O HE
XGe L 2 b B R O Wi RACIZ=ARA L~ T (EETHz) &L
WE . A=A L~T (BETEEZ) 2L T, 118240 mg % 2 #EIFFE XX 1 [B] 480 mg Z 4
T, 118240 mg % 2 3 MIF MR XIE 1 [E] 480 mg % 4 U I R B C i B 3 5.,
MR CREERET 5, 2720, BiEEICs T
DIt B IEOS A, B GHIEIE 12 h AR E
TET5,
42— 3. R 4= 3. EEARARE
OMN AL FRRIERL TH B U - ARG IR AR BE 72 i DN AL SRR IR S HA T U - AR TR UIBR AN RE 201 T -
1T« B ORER, KUOQEIEFRIZI T DTl R O TEHE O KGRI 21T o 72 2 /e iR
BB IE D FKGBIREIZ FAM 21T - 72 F 72 BE R R Dk, BR D RAE & T,
BETRT, [ 2h]
[ 2hiE] ERs L EFEIARFRER  (ON0-4538-24/BMS  CA209473
O [F B2 3 (7 %5 0 FH 3% Bk ( ONO-4538-24/BMS B
CA209473 FRBR)
5— QEE L [EFE MAERER  (0N0-4538-43/CA209577 7 (@ B




)

PRI F R 12 X 0 R 5228 (UL
T, pCRI &V D) DO BN 2™ fjE
© Offite BET 794 ] (AARNBFE 63 FlaFie,
AFIHE 532 B, 77 AR 262 B) xR, 7
TR EREE L TAHK 240 mg % 2 HERE TS
| (16 ), £D% 9[EH (8[AIHEE O 2 R
%) 75 480 mg % 4 A [ HIE C A EHE G 12
I AM) Lz & X oFMER M5 e Lz,
FEHMITE H Td D M5 AR (Pl [95%(F
FEX ) 13, AHKIEET 22.41 [16.62~34.00] &
H., 75 BAREETI11.04 [8.34~14.32] W ATH
D ARBESET T AR Ui et R A B R
EEZR LT (O — FE0.69 [96. 4%E X H -
0.56~0.86], p=0.0003 [J&H] log-rank fRiE]),
] AL RRE DO L U A R O R SRR R R
National Comprehensive Cancer Network (NCCN)

X% European Society for Medical Oncology
(ESMO) DA A R T A LAZHUE U 7= ARFER D Fifi [£]

SOFHIIIZ 31T DA AT O Z & L ST,

o2 U, AR A e R PUE R Al 2 B e L

VAL,

*2 : 1% O PR AU A C. American Joint




Committee on Cancer (LAF, TAJCC] E\W9H.) Ji
Mok G 7 R0 1235 < ypTl LA ypNT BL
EThHrZ L EERINT,

*3 : MIEIE2ITIREIZ AJCC o FE (B 7 hi) 12
< FEAEH I I T ol R EE 2R <)
XIFEE B S A I & 3 5 R/ bR TR
B DA AN BT,

*4 . FINIC LV EEAERICOIR S - BE D
AN BT,

(4 W)

2 MHERAELFEHIE O Kaplan-Meier fifg (ONO-
4538-43/CA209577 FXER)

62— [Z2414] 5R— [Z241]
@ [# B 4 W % I AR 3L B ( ONO-4538-24/BMS [E| B 4L [R] 55 AR FRBR  (ONO-4538-24/BMS CA209473)
CA209473 FXER)

7= QEE L [EFE MAERER  (ON0-4538-43/CA209577 3 (© B

)

HEFGIIAHFIEE 510/532 5] (95.9%), 7R
BE 243/260 5] (93.5%) I1Z3RH S, IBBREK L DF
REEPBEETE RV EFRRIIAKIEE 376/532
Bl (70.7%) . 77 2 AREE 119/260 1] (45.8%) (238
D oI, WTNDORETHRBLED 5%2L EOFEIE




HigEk20LEBY THoT,

2 WINPORETHERB R 5%2L EORIEH

(ONO-4538-43/CA209577 FXER)
(&%)

B, ARARICE W THIRBERER S 89 #

(16. 7%) . FFEEBERESE 49 B (9. 2%) . FhfEkESE 35

B (6. 6%) . AfECTHEARAE 33 B (6. 2%) . [EE A

P B 26 151 (4. 9%) | CafldFEEE 11 451 (2. 1%) . infusion

reaction 10 f (1.9%) . BEE DK EEDE 8

(1.5%) ., BHgRERES 7 61 (1.3%) . KIBK - /NG

%« EREO TR T4 (1.3%) , FFok 4 61 (0.8%) .
LDfh 2k 3 Bl (0.6%) . FIEHRRERE 3 B (0.6%) . 1
RUBEIRIA 1 51 (0. 2%) | FRID AR FEARAE 1 5] (0. 2%) |
BEAL 1B (0.2%) K UWESR 1 1 (0.2%) 258 5
nic, £70. 5& 9 MR, TERARRERE ., BIEAT
%A, ok, kL. M ERERERE . B
N R RIFERES . G I, EECRE A B E . EES
75 . R PR B OB 2% - BERRARITER D B 7rip o 71,
AREIMEHI FEHAIRDLIT B S R (BRI AR AL 5 ) %
aty) ZETER AT,

12—

5. BeHRIG LD EHE

10 <=y

5. BehHRtG LI D EHE




[ B2z B3 5 F1m])
OTRDOBEFICEB W TARAOEIENRIES LT
W5,

« 7ok U I U URPUEMEES N YT T T
BUH & G TeOF AL B A IS SUEART O AR 15 )
BRARE 72T SUT I OB B

* PRS2 O R IRAIZ K Y pCR 238D H 7 >

o T FERE DT 2 A

QTN+ 5 BE TR DA K O E J OV
HFEIZOWTIL, KA OGIMEDFESL SN TE
59, RFIOEGEER LR,

s —RIBIREZ T O R WIRTBUIBR AR EE 22 1 T X

FHEOBEICHT LB
- IR EE & L CoRE
- T ETAEBIEIEIZ LV pCR H358
THEG

- O PR A & OOFH B

D BT BEIT kS

[ B2kl Be4 5 F1E]
O TFRDBREFEIZBWTARAOENENREES LT
WA,

« 7 oAfb eV X VU RPUEMEES N NS T T
TR 2 G T OF L SR IE ARSI AR O AR TG E)
RANRE /R AT T HR O EEEE

@ FRCIZEZ Y T 2 BE T 2 AR D% 5 K OV
FHHEICOWTIE, RBIOBFMENHESL S TR
59, AFNOEEXHRE B0,
—WRIBE &5\ T TV WEREE
+$%@%@$%
- O PTEMEIESE A & OOFH 5

13—

@0 AL IR I L AR TE W) BR A RE 22 it
17 - BREOEEEBE A DEIIE, AF O

HRRFBRIC BT, WGPGN D 1 AERIT 6 i H
T & TR 12 B T & A A RO R 21T
S TV Z L Z2BHIT, ARG HITEH R

11—

OARFNDOERKRFABRIC BN T, WEBBD 1 FR/
L6 T L, FNLARIT—12 0 Z & CH M
DFMi 21T > T2 Z L 2B HEIC, AFEEG I
EHHNC B R A TR OMERRZIT SO Z &,




BRECHROMRBEITO Z &,
OEERIZB T DT mbEE L LT AT 2B
(213 AR O BRIV CT R 5BEN S 2 4
M 12T L ZRLIBEIT 6~12 W AR Z &1
B 21T > W22 2B E T, AAIE
G E A B AR TR ORER AT O =
Lo B IR L LTI 25812
AAOFGWIT 12 P AMETET D Z &




EEERHEEST A RFA v
=R~ 7 (BinFr#Z)

(BR5E4 « A7V —AREFE 20 mg, 7P —RRHFEHE 100 mg, A7 P—
AR ERE 120 mg, A7V — R K EE 240 mg)

~ B~

VR 2 99 A (770 34 11 AELET)
BA B
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1. IZU I P2
2. AANOFE. (FRET P3
3. ERIRRUE P4
4, FERIZOWNT P18
5. H&EGXREMDEE P20
6. WHIZEL THETNEHH P22



1. IILBIC

RIS DOF M « ZRMEDOREROTZ DI, U SCEFIZE S W2 E AR D
BND, S5, IHEOREEM ORI L0 | FURESR G 72 & OFH0 72 5L E R
FPEIRBDARIND T T, 2O OERMNZ EICHNERBFIRMLT 5 2 L BBEO
R & 72 o TR Y RRIFMBGE S & YR O B TTEE 2016 CEAL 28 4F 6 A 2 H MERIRE)
IZBWTYH, EHNERNEOHERAORE(LHEZXS Z L L ShTnd,

BORVE AT ESR L, KB ERASCL ST 0 7 7 A VB O ESRS & B 5 I R
RHZENDD, DD, HEROLZEMEICET HERNHERET 5 £ TORM,
VHEIMOREZMLZIT 5 2 EnHIFF SN BT I LTERT S & &bz, mIfE
RN FBL L 7B I B 2t & & D 2 & AN AHE /e — 1 O B i 7= 3 R S BE i A
THZEREETHD,

Lo T, KA RTA4 Tk, BRBEMESLZNE TILELN TV D EFITFR -
BEE RN S-S & | LT ORI O il 70 5 2 HEE T 2 8L b B e Bk &%
TR O EERE R~ T,

I, ARTA BT A A%, MSIATBOE N EIE N ER SR SR, ASAFEABAR
BRI s . —MAERTE N B ARERIR NRHE S R OV At FE N B AR B B2 00
b EER LT,

RGe L I HEIRS, - A VR ERE 20 mg, AT U — R SEETE 100mg, 4TS
— RSIEEE 120 mg, A7 Y — R AEEE 240 mg (— %4 - =
M~ 7 (Bl FH#z))

REERDPEIAR - BB OISR AT - FEHE O FHE

WG ERDRMERORE  @E . lAICIZ=R L~ (BT %) & LT, 11 240mg
Z 2 BRGSO 18] 480 mg % 4 3 R RIFE CATE T 5,
i OHFUEMEIES A & O 2 581%, B A=A Lr~7
Bz z) & LT, 1 8] 240 mg % 2 WML 1 (1]
360 mg % 3 i MR CRIEEET 2,

B I 5B 3O /NP TERRUAAE




2. AHN DR, VERBF

F 7Y — R T 20 mg, [RLAEEE 100 mg,  [FAGEEE 120 mg K& ONF] s
240 mg (—fi%4 - =R~ 7 GEE M), LT, TARA) Evd,) i, hEFPSES
TEMKSLEAZ Ly 7 24 BTV AR e =AY —X A7 A7 (BMS) ) 2
BAs L7t K PD-1 (Programmed cell death-1) (Z%}3 5 & Nl 1gG4 & / 7 v —F /LHLfk
Th b,

PD-1 1%, &M L L72Y 38k (T A, B MR N F 2 7% 7 —T fifn) KOVE

BRI R BT 5 CD28 7 7 X U — (T MR OIEMHAL Z i Bh I IE & BUZHIEET 2 2
T ICERT 2R AR TH D, PD-1 IFHURIRRHIILIZFEELT 2 PD-1 U K (PD-LI1
K OVPD-L2) EfEA L, U SERICMEINES 7L R LTV o REROIEE L IRREZ
BIZFRET L CTWb, PD-1 U W RiFHURE SN B b O & 22 G/ 58 B
LTk, BMERAMEEE) LU LB TS PD-L1 OFEBLLIEDELF
HH & OMICADHBEBFRN & 5 Z & HE I TW5 (Cancer 2010; 116: 1757-66)
F 7o MR AR IR T MilaS AT 24 v X — 7 2 B v~ (IFNy)
IZ& > T PD-L1 OFIANFHEEI N, BB L EEMAHRIZI T D PD-L1 ORI LI O
ALEHIR & ORI EDOFBRRN 5 & DHE S & 2% (Sci Transl Med 2012; 28: 127-37)
X 51T, PD-L1 Z @5 H S E 723 AMiaiE, PUsRFER CDS Btk T Hifa ol fafs
T AT S 525, PLPD-L1 HUAT PD-1 & PD-L1 & OfEAZET D & Z O
SEIGEREIE T 5 Z EDRENTND, DI &5 PD-1/PD-1 U 7> RERE&IL, 23
AR TURRF A7 T MR O OBWEFEZ BT 2HFD—2 L LTEX LT
Do

AFNZ, FEHRBROFE R S PD-1 OMfasEE (PD-1 U 7 o RFEAHEIE) ITREE L.
PD-1 & PD-1 U T REDREEZILET S Z LI2X D, BATURFFRN e T kDI
PEAL K OV AKRIBIC %9 2 IR E G M 2 B8589~ 5 2 & TRk e PUIBE 2 iR &2 k9
ZENHERR STV D,

IS O AN | AFNTEMEIER )T 2 B 2R EIC R0 55 b0 L MIfF S,
BB 2R & LT BRRERZ R U, Ak, et R OCREER R ST,

ARANDVEFIRERAC IS < M O Sy RIS & 5 BHEM %238 5 b, TE I
EDFREMEDN & Do AAIOEGH RO GHITIT, BEHEOBERZ H0IXATV, BFE R
D BTG AITIE, BB L HUTIE U B 2 ik & B8R & FF o R Afl & L Col
BI7RERIZ I 21T\, B ORIERRIC K D RWER R DIL DA, IR AR L
U FI OB GO YR ILE AT 5 BERD D,



3. BB
1B BIBRABE 72 BT « P38 D H 9 O ARG 217 - 72 T 72 BRI RER O pliis 2 7~ 3,

[H2hE]

DE BRI FF MR (ONO-4538-127857)

20 LL DAL FHRIEIE 2 A5 D EEAES R S AN XU AN O TR GIBR R RE 72 1A T - %8
O BT RIE T A EE (RO LARIE ALY EF5emlNISALE T 5 IR
BE) BEA930] (A ARNEE2260 % 5 de, AFIFEIB0N], 7T B ARRELE3M]) 25T,
7T R ERIRE U CARKI3 mglkgZ 208 ] [ b CREENE Lz & 2 0F MR O L 4
PEA MR LT, FEFHIEE Th o 2AEFHIM (LLF, T0S) Evvo, ) (R efi [95%
fEHEIX] ) 1%, AFIFET5.26 [4.60~6.37] B H, 77 AR T414 [3.42~4.86] H A
ThO ., KENLT 7 BRI Lt FIICHBERIER 2R Lz (O — RE0.63 [95%
{SHEX M : 0.51~0.78] . p<0.0001 [J&%Hlog-rank &1 )

) —— &EIH
S e R e e s JItAE

0.8 1
0.7
0.6 1

0.5 1

R

0.4 1

0.3 +

0.2

0.1 5

0.0

at risk % £HFEM(A)
ARRIRE 30 275 192 141 94 56 38 19 10 5 3 0
7% 163 121 82 B3 32 18 10 4 3 3 1 0

[X 1 0S @ Kaplan-Meier Bt (ONO-4538-12 35R)

@ E B[R M FEFER  (ONO-4538-44/CA209649 F5R)

BB O 720 e b BN 5028 (LLUF, THER2) &9 ,) MO
OIBRARREZR AT - RO BB X IIRE AR (EEoPONEEREGH LY BT
S5cmLNICALE T 2 i) A 1,58141 (A ARNBE 10961 %2 G e, ANA|+HbFRE2RE
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78961, ALTERIEAET201) ARG, AbLFIEIEE IR E LT, RAIHEFFRIEDO AR
MR OV R Z G LTz, EEFHESE H T & % combined positive score™ (DL, [CPS|
VD, ) =SEMIZRT L mAEALFIIM (LUT, TPFS) & 9,) MOCPS=54EHIC
BT HOSITONT, AHFHLFRIEII LFRIEICR LG FRICAEBERIER 2 LT
(1, K2) . S5, FANTHE SN BE FIEL A BEKEOE TIZHE > THRIE
PITONTRER, BIWRGHMIIAE & SN 7=CPS= 1M K ITTEMIZ BT 508125V
b AAHEFREI I EFRIEITS LG FIICA BERIER 28 LTc (1, 3) .
*1: HER2 HE A REUIARNE O BHE | K OEIBEINESE O H.003% 2 O B AN ATEEE L,
*2 0 LT O(LFHE (RS EMINER) 25 Le (O %9 7 FF 2 18 130 mgim? (k%
HFE) % 3 RN CARMEEL, B2 % 1000 mg/m? ((AEiEFE) 4 1 0 2[E, 2 HER
A%5%1C 1ERREE, UI@AFY Y 75 F 2 1A 85mg/m? (EFEE) . AU F—FHry
7 2 1[H 400mg/im? (AL EFE) MO 74 m 7 F )b 1[E 400 mg/m? (R HEAE) 4 2 38 i b
THRIFEFEL, 7041w Z 0 2400 mg/im? (KREFE) % 2 BT TEIRNEHER G-#%12 12
ARIARSE] , ARFI-HLEFERECIE, ARF (O1 1] 360 mg % 3 3 I X 1X@1 [7] 240 mg % 2
FIRIRRE CRiERE) 2 2hEh EiROXT@ bk L A Lz,
*3 : JEEHHAR 1T D PD-L1 A8 Lol (EEMa, ~ 27 a7y =Y RO U NEk) &g
FfagChR L. 100 % 3 U 7= fiH,

# 1 HEMEREE (ONO-4538-44/CA209649 3RER)

R fiE
BEEM 1BIERE Bk [95%(EHEXH] AP — R
(1 A)
AA+ 7.69
[ 473 N 0.68
PFS™ CPS=5 L FIRIsRE [7'036 059'17] [98%(= FHIX[H]
{LZERRIERE 482 [5.55~6.90] 0.56~0.81]
AA+ 14.39
e 473 - 0.71
cpszs  [LFHRILEE HBII623T rog avafmimicn
{LZEBRIERE 482 [10.02~12.09] 0.59~0.86]
A+ 13.96
N 641 - 0.77
052 CcPS=1 (e heine [12'5151 3;4'98] [99.3%f=HEIX ]
(LRI 655 [10.64~1225) 0.64~092]
AA+ 13.83
[N 789 N 0.80
ITT i [12'5151 5164'55] [99.3%(Z#E X 1] :
L RRIERE 792 [10.87~12.48] 0.68~0.94]

*1 o EEMTEEO T — X |

*2 : RERATRE DT — % | *3 ¢ R Cox LBl — RET L



1.0

0.91

0.81

0.7 1

0.6 1

A+ HRIERE
0.51 B,

0.41
0.31

0.21

Probability of Progression Free Survival

)= gy = ]
- Ve D) e =R = =~

0.1 1

0.01
1 T T T 1 | T T T 1 1 T

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

At risk %% HEAELEIT T S0 (A)
KF|+bFeERE 473 384 258 181 132 89 60 39 23 10 8 1 0
b isRE 482 325 200 109 72 41 25 18 12 7 4 0 0

X 2 PFS @ Kaplan-Meier Bif#f (ONO-4538-44/CA209649 3RER) (CPS=5 &)

1.01
0.91
0.81
0.71

0.6
AF LA IRIERE

0.51

0.4

0.31

Probability of Overall Survival

0.11

0.01

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

At risk % EVEAEI T2 H OWIR (H)
KEI+Heggare 789 731 621 506 420 308 226 147 100 49 34 14 2 0
b ERE 792 697 586 469 359 239 160 94 59 35 15 7 2 0

X 3 OS ™ Kaplan-Meier Hi#f (ONO-4538-44/CA209649 3XB%) (ITT £H)
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(PD-L1 ZEBUR A O A 20 H:)

E B ILFEFE AR (ONO-4538-44/CA209649

W) (THLIA AR BT D7 — ¥

(25 & | PD-L1 OFBURDUNIIEANT 21T o To Ao (BRIt 2 5 Te) R OVZAE

PEOFREFRIZU T O LI ThH o7z,

RN ACFIIEOF ML, CPS 23 5 Afii (CPS<1 KN 1=CPS<5) DOFEFEMT
I, ABFERIE L IZIERE CTH 72 (2, K4),
723, PD-L1 OREURIIC L 6T, AFOZEMNT v 7 7 A ViTRETH - T,

& 2 PD-L1 OFRBLRIBID B ZIME (ONO-4538-44/CA209649 FAEk)

R

PD-L1 R ” = NP — RS R HAEH
55 TREE P LR toswetabtcn) o pin
AH+ 140 8.67
cPS<1 (LRt [6.93,9.69] 0.93
o e 8.11 [0.69~1.26]
(b RIERE 125 [6.87. 9.82]
ARH+ 168 7.16
S 1=CPS<5 {bZFFRIERE [6.83, 8.38] 0.93 0.0257
e [7.03,9.07]
AHl+ 473 7.69
CPS=5 TS IERE [7.03,9.17] 0.69
- TN 6.05 [0.59~0.80]
[[#=22Fid 482 5.5, 6.90]
AH+ 140 13.08
cPS<1 [[#=22Fid [9.82, 16.66] 0.92
e e 12.48 [0.70~1.23]
fespibpe 125 [10.12, 13.83]
A+ 168 12.29
0S5 1<CPS<5 L ERE [9.63, 14.26] 0.97 0.0345
T [10.87, 13.90]
AHl+ 473 14.39
L ERE [13.11, 16.23] 0.70
CPS=s 11.10 [0.60~0.81]
(bR IERE 482 : : '

(10.02, 12.09]

*1 FEMHTRE DT — 2 *2  hEfRiTRE 07— 2 *3 : JEER Cox Ef Y — RET L



1.0

08 0S

i,

. %

- S o
. ARF LR

Probataty of Cverall Survival
[=]
wm

0.4 s : /
0,3 /‘u“t—._:'l_‘\ .
0.2 -_\LL‘—L,_J_*
0.1 AbSFRIERE -
0o i . i . ) ; fretlsing ! : i |
0 3 6 9 12 15 18 21 24 27 30 33 36 39
At risk % WAEABIS T2 DO/ (H)

ARIE/ICHE 140 129 112 89 72 51 40 29 20 9 6 3
ICT¥ 125110 92 77 61 41 27 15 13 9 4 3

1
2

0
0

10§

|
o

N

2
o

(ON)

o
-

=
-

™
N

e

AFN L EFRIERE

“

Frobabilty of Overall Survival
= {=]
s in

=
i

1=CPS<5

0.z
0.1 JONTT e
(LR IERE
0.0
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
At risk %% IEVEZAEIS T oMM (H)
AK3E/ICEE 168 157 125 99 83 56 34 22 15 7 6 2 0 0
ICH## 173 154 133 112 81 5 33 21 11 6 2 1 0 O
1.0
>
o CPS=5
0.8
- oS
g oy
7
5 08 JT
g, AH LR
3 0s
5 X
=04 e /
-} e ’
[} = =
£ 03 By »
S ™ P
0.2 g S g
{2k e
0.0
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
At risk %t VR 2B T 2B oI (7))
AHE/IC B 473 438 377 313 261 198 149 96 65 33 22 9 1 O
IC #¥ 482 421 350 271 211 138 98 56 34 19 8 2 0 O

Frabability of Progressicn Frae Survival Frobability of Progression Free Survival

Frabahility of Progression Free Survival

1.0
- M"’;l CPS<1
&
0.8 L PFS
ar }ﬁ
08 :"’!E_
05 x':\L
0.4 \_K
03 s
0z
o a2 =375 s
I:LDI T T T T T T T T T T T T
0o 3 6 9 12 15 18 21 24 27 30 33 3
HEAEABIN T D OWIR (A)
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
1.0 &
<
i L"m% 1=CPS<5
0.8 }b\'{, PFS
ol A
0s A
ws 3 AF AL FHERE
03
0.2 :
0.1 “ STy /___ 3
; {LFIFRIERE : oa P L :
0.0 T T T T T T T T T T I-|- S
0 3 6 9 12 15 18 21 24 27 30 33 36
MAEAEIS TS0 (A)
168 138 93 53 35 24 11 7 4 3 2 0 0
173 127 91 58 27 12 6 3 1 1 0 0 0
1.0 4
>
5 CPS=5
0.8 PFS
(1A
0.6
as . T
: IR eea=30 i
0.4 L
0z g b W /
02 B g
< ‘jﬂw--q"_.l_'“":‘"ﬂ‘_‘ -
1 {K?Lﬁ?ﬁﬁ T T | e e e B
0.0 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

AR BT 2o OHIR (H)
473 384 258 181 132 89 60 39 23 10 8 1 0
482 325 200 109 72 41 25 18 12 7 4 0 0

X 4 PD-L1 DFEBIRIEID OS X PFS @ Kaplan-Meier Hif (ONO-4538-
44/CA209649 3R 5%)

(0S (&%) : EX cPS<1, HH[X 1=CPS<5, T CPS=5)
(PFS (F%1) : EX CPS<1, HHR[K 1=CPS<5, FX CPS=5)



QFEBEILFIEE I/MFHFRER (ONO-4538-37 #hlk)

{LZFFRERE D 720y HER2 [ OV EIRABE 21T - FRR 0O B ST Bl H 65
i (EBOFRLAREEEAMEIY LT 5 om DINICAE T D) B 724 61 (AR
NI 395 il 2 Gte, AFIHLFHE2RE362 6, 77 2R HLBRIE2 R 362 4]) %
KR, 7T B AR HEFEIE A IR E LT RF L FRE O F WE & O M 2 fist
L7z, FEFHEHEE O—>ToH % PFS (P RAE [95%ERIXHT) 13, A+ b misrt
T 1045 [8.44~14.75] B H., 778 R +HLFHIERET 8.34 [6.97~9.40] WHTHY
AFNHALFHENL T T B AR HEFERIECT UG R B REE 2 /R LT (NP — R
L 0.68 [98.51% S #EIX[H : 0.51~0.90], p=0.0007 [J&%5! log-rank ¥ 7E])

Fio, O OOEEIIEE THDH 0S (FHRfE [95%EFEXM]) X, A&+
FRERET 17.45 [15.67~20.83] A, 77 &R HLFEIERET 17.15 [15.18~19.65] 74
HToHY | BAIHEFFEL T T R HEFEEITS LG FRICA BRIER & S 72
Motz (ONF— FH 090 [95%EHEX M : 0.75~1.08], p=0.257 [J&H! log-rank Fi7E]),

*1 1 HER2 HE R RESUTARME D BE TG4 & LT,

*2 : AF| (1171 360mg % 3 AN CATRE) U7 T ERE . LR/ (RS Eifi
BR) AOPA L7 [A%9 U 75 F 0 10 130 mgm? (REFERD % 3 18 H I AR #E L.
FHT =N XFRXAT LN AT TINH Y T LEEH 40 mg/m? (RRIER) T~ % £ 1000
mg/m? (KRS % 1 H 2[[, 2 BRI D55 LRBEE |

1.0 §
B2 —om &H AR FYTSFORY
i S-1RIFHRIEEBrAR
- ISR [ FFHYISFURY
0.7 - S-1RFHRIEEVGHAE
% oo
j 08
= A
4 05 - ) 22 -
7z = R
* 5 . %
03 .
0.2 - e
0 - ]
0.0 ‘ ,
0 3 6 9 12 15 18
at risk# RIGELFHRA)
i ;rig;zzggjgg;g 362 274 168 %4 46 13 0
B e g ) 259 160 80 30 5 0

X 5 PFS @ Kaplan-Meier Bift (ONO-4538-37 35k)
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10 4
0.9
—A—EFl A EHYTSFURY
08 STIRIFARLBEL G AR
07 - -G- ISR  AFHIISFUORY
S-IRBARSAE HAM
4 06
04
0.3 A
0.2
0.1
0.0 T T - -
0 3 6 9 12 15 18 21 28 27 30; 43
£FAEA)
at risk#
AL al 560 346 ai8 %69 DAP W98 qe9 q15pe 102 58 228 2
IIERANVITIIAG aEs 34 3o D50 2i9 W92 AT M 97 4B 16 5

X 6 OS ® Kaplan-Meier Bt (ONO-4538-37 3AR)
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[Z241%]

OENFEIMAEREB (ONO-4538-12 75#x)

A E R G IAKIRE 300/330 ] (90.9%) . 7T & AREE 135/161 14 (83.9%) 123D B,
IRBRIE & ORI RBIURNEE TE WA EFRIIAHFIEE 141/330 # (42.7%) . 77 &R
#F 43/161 B (26.7%) IZRE® ALz, W ORETHILRD 5%LL EORIERIE T #
DEBYTHoT,

F3 WTNOOBETRIEEN 5% EDEWER (ONO-4538-12 3AER)
B (%)

SR IPNG |

B Mﬂﬁ 7“5@;:3#
330 11 161 141
(MedDRA/] ver.19.0) 4 Grade  Grade 3-4 Grade 5 4> Grade  Grade 3-4 Grade 5

EIEA 141 (42.7) 34 (10.3) 4 (1.2) 43 (26.7) 7 (4.3) 2 (1.2)
B lEE

T 23 (7.0) 2 (0.6) 0 3 (1.9 0 0
—i% - EHEER L OGN ORE

%55 18 (5.5) 2 (0.6) 0 9 (5.6) 2 (1.2) 0
R ¥ KOV TRk R

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

55 19 (5.8) 0 0 5 (3.1) 0 0

2B ARHIREC B TRV MEIGR B 7 61 (2.1%)  BESUH BARIE / 2 A/ F—9 1] (2.7%) |
KIG « EHEED THI 461 (1.2%) . 1 BIBERIA 3 451 (0.9%) | ITH&RER 18 5l (5.5%) |
% 16511 (0.3%) | HURAREERERETE 13 5] (3.9%) . #ifkfEsE 10 ] (3.0%) . BEHnEk=
E 14 (0.3%) . THEMAERERE 1 61 (0.3%) | FRRIMARIERAE 1 61 (0.3%) & U infusion
reaction 1 5 (0.3%) 2378 HiLiz, £7o, HIEMBEIE, LK. sk, MR
PBUDVESRBE . R PRE, BEEOREREE ., MK - B, BERKEK DS E D ERITR
Lo To, REWEHREBLRIUIEEFES (MIRMREERT 2 51) &+ OEFER
R,

@ EFELF AR RER  (ONO-4538-44/CA209649 7kBR)

A EFGITIARAN L FIIERE 776782 5] (99.2%) . {b7FHEIERE 752/767 5 (98.0%)
(2588 B AL, AR LFHE & OREBERNEE T & WA FERIIAA H b7k
TE 738782 5] (94.4%) . LFRIERE 679/767 5] (88.5%) IZiRW HLT-, W HDRE
THELFEN 5%LL EORWERHIZTERD LB ThoTo,

11



F4 DTN ORETHRERN 5% EORITER (ON0-4538-44/CA209649 FAER)

ARE ISR
FEATE
(MedDRA/J ver. 23.0)

%k (%)

KA HLARIERE

7825

L IRIERE
7671

4Grade Grade 3-4 Grade 5

4>Grade Grade3-4 Grade5

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

LD 323(41.3) 20( 2.6) 0 292 (38.1) 19( 25) 0
T 253 (32.4) 35( 4.5) 0 206 (26.9) 24 ( 3.1) 0
Mg - 195 (24.9) 17( 2.2) 0 166 (21.6) 24 ( 3.1) 0
BRI 73( 93) 2( 0.3) 0 61 ( 8.0) 0 0
SISDS 57( 7.3) 7( 0.9) 0 47( 6.1) 1( 0.1) 0
PR E

KR = 22— /T 221(28.3) 31( 4.0) 0 190 (24.8) 22( 2.9) 0
AR = 2 — 1 F— 137 (175) 16 ( 2.0) 0 119 (155) 14( 1.8) 0
SRR 59( 75) 2( 03) 0 61( 80) 1( 01) 0
RN 42 ( 5.4) 0 0 38( 5.0) 0 0
GIEERA 40( 5.1) 2( 0.3) 0 17( 22) 1( 0.1) 0
R AR AR AT

Bt v ER AR A 158 (20.2) 83 (10.6) 0 118 (15.4) 67 ( 8.7) 0
1R 156 (19.9) 20 ( 2.6) 0 115(15.0) 19( 2.5) 0
TANRGRUEET I ) T A7xS 122(156) 12( 15) 0 69( 9.0) 5( 0.7) 0
—EHn

I 1 BRER 112 (14.3) 23( 2.9) 0 77 (10.0) 13( 1.7) 0
To5=L T I ) MNFUAT 25— 89(11.4) 6( 0.8) 0 50( 6.5) 5( 0.7) 0
n

U <—BHEN 89 (11.4) 45( 5.8) 0 34( 44) 16( 21) 0
75 —EHEm 71( 9.1) 21( 2.7) 0 22( 29) 2( 03) 0
M7 AU RR7 7 2 —EHiN 52( 6.6) 5( 0.6) 0 34( 44) 2( 03) 0
ML e U e s 48( 6.1) 4( 05) 0 32( 42) 2( 03) 0
IR E D 45( 58) 2( 0.3) 0 33( 43) 1( 01) 0
MR LY o REE

21 203 (26.0) 47 ( 6.0) 0 171(22.3) 21( 2.7) 0
i ER R 191 (24.4) 118 (15.1) 0 181 (23.6) 93(12.1) 0
/N IR i 157 (20.1) 19( 2.4) 0 145(18.9) 13( 1.7) 0
BRI E 63( 81) 5( 0.6) 0 55( 7.2) 11( 14) 0
—f% - EEEER X OGO RRE

g 202 (25.8) 30 ( 3.8) 0 173 (22.6) 17( 22) 0
407 73( 93) 7( 0.9) 0 81(10.6) 10( 1.3) 0
Fe N 64( 82) 4( 0.5) 0 22( 29) 1( 0.1) 0
FEIBE D JEAE 62( 7.9) 6( 038) 0 45( 5.9) 5( 0.7) 0
(CysRd 42( 54) 2( 03) 0 36 ( 4.7) 0 0
FEIE R X OV T AR

T - RJERIRA AR AR 94 (12.0) 11( 1.4 0 81(10.6) 6( 0.8) 0
bar 74( 9.5) 7( 0.9) 0 12( 1.6) 0
Z 9 FESE 54( 69) 1( 0.1) 8( 1.0)
R L OvGesEhEE

BRRDE 157 (20.1) 14( 1.8) 0 139 (18.1) 13( 1.7) 0

12



Bi% (%)

ke AHIT (R {EFHILRE
- 782{31 767431

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

A E R A=

FOPR BRFS REA T 70 (9.0 0 0 2( 03) 0 0
BE, PEB X OWES IHE

HEAITPE S RS 66 ( 84) 11( 1.4) 0 30( 3.9) 5( 0.7) 0
G fs R E

I HBUE 48 ( 6.1) 4( 0.5) 0 10( 13) 2( 0.3) 0

725 ARH AL F AR B\ TR 466 151 (59.6%) | T HERERE S 203 141 (26.0%) |
infusion reaction 111 1 (14.2%) . FURIREEGERET 96 61 (12.3%) . HHEUTHALAEIE 68 i
(8.7%) . KM%k - /MG - HEED T 52 5] (6.6%) | IVEMEMIZEE 42 61 (5.4%) |
HEOKEEE 28 i (3.6%) . BHERelEE 26 1] (3.3%) . (LB 15 1 (1.9%) .
FRAR AR ZEARE 13 61 (1.7%) . 28 761 (0.9%) . FEAHHERE 6 41 (0.8%) | Fl
FSAEREE 4 B (0.5%) . M2k 3 6 (0.4%) . LB 2 B (0.3%) . 1 BUHEGRSS 1 B
(0.1%) . SEHfEHR 16 (0.1%) . FEEZ 161 (0.1%) M OVEFL 161 (0.1%) 23D 5
iz, E£7o, EEMEGE, WK - BRI, fhzk, mERE %, BB KRS, Bl
FENT . TPARA, AREFERE: . MEBRERIEMRE R ONES; HH R8O S o 7o, RENE
MZBURDUIBIHEFS: (BARRAEERT 2 5T) 2B 0EHERE T,

@ E B[ /M AERER  (ONO-4538-37 #klER)
B ERHGIIAK| LR EERE 358/359 5l (99.7%) . 7T &R b RRIERE 357/358
(99.7%) IZRBD BV, AF, 77 BRI FFRLE L ORRBEBENREE TERWEE
FRITIARA + b7 REEE 351/359 1 (97.8%) . 77 & A+ 1L #E 349/358 151 (97.5%)
RO BTz, WTNDORETRIRN 5% EORITERIZT FROLBY THoT-,
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#£5 WTNOLOBETRIARY 5% EDOEWER (ONO-4538-37 RAER)

s B (%)
it AF L HE R 75 &R LR
%ﬁ; "SDR Al ver.22.1) 351 {3 349
¢ ver.e<. 4 Grade Grade 3-4 Grade 5 4 Grade Grade 3-4 Grade 5

A RIVEH 351(97.8) 205(57.1) 3( 0.8) 349(97.5) 174(486) 2( 0.6)
TR EE

RRYMRE = 2 — 1 8F 201(56.0) 14( 3.9) 0 189 (52.8) 8( 22) 0
RN 57 (15.9) 0 0 52 (14.5) 0 0
KM= 22— 8T — 51(142)  3( 0.8) 0 47(13.1)  10( 2.8) 0
Sl 24( 67)  6( 1.7) 0 12( 34 2( 0.6 0
Bl

EINN 181(504) 10( 2.8) 0 180 (50.3) 12( 3.4) 0
FHi 125(34.8) 16( 4.5) 0 110(30.7) 14( 3.9) 0
i I 72(20.1)  5( 14) 0 66(184) 3( 0.8) 0
A% 64(17.8)  6( 1.7) 0 46 (12.8) 4( LD 0
55K 44 (12.3) 1( 03) 0 26( 7.3) 0 0
HE 975 19( 5.3) 0 0 17( 47) 1( 03) 0
R AR AR A

I ER KR 157 (43.7)  71(19.8) 0 134 (37.4) 57(15.9) 0
IIRAN T e % 144 (40.1) 34 ( 9.5) 0 157(43.9) 33( 9.2) 0
P i kARt 77(21.4)  10( 2.8) 0 60(168) 9( 2.5) 0
FTANRSEUEET I~ 54(15.0) 4( L1) 0 44 (12.3)  2( 0.6) 0
FURAT =T —BHM

FTI=UTI)RTUA 41(114)  2( 0.6) 0 36(10.1)  6( 1.7) 0
7 =7 —E

M e UL e B 34( 95  6( 1.7) 0 22( 61) 2( 0.6) 0
R E R 22( 6.1) 0 0 19( 5.3) 0 0
y—ZABINETA 21( 58)  6( L7) 0 9( 25) 5( 14) 0
7 = 7 —E
Rtk L Ok RE

BRI 187 (52.1)  29( 8.1) 0 196 (54.7)  23( 6.4) 0
—i% - 2EEER X ORGSR OIRRE

7 72(20.1)  5( 1.4) 0 72(20.1)  2( 0.6) 0
s 59 (16.4) 0 0 62 (17.3) 1( 03) 0
FH 32( 89) 2( 0.6) 0 14( 39 1( 03) 0
1 75 27( 75 4( LD 0 26( 73)  5( 14 0
F2 &R KO TRk R E

FE . RERFMEARSE 53(148)  5( 14) 0 48(13.4)  4( LD 0
JEERE

Fei5 45(12.5) 2( 0.6) 0 14( 3.9) 0 0
7 5 PENE 42 (11.7) 0 0 14( 3.9) 0 0
e 0, 353 ) 20( 5.6) 0 0 21( 5.9) 0 0
L5 14( 39 3( 0.38) 0 5( 1.4) 0 0
B REE 13( 3.6) 0 0 7( 2.0) 0 0
MiEFR VY o REEE

=i 68(18.9) 27( 17.5) 0 66(184) 19( 5.3) 0
MR A i 23( 64) 8( 22) 0 16( 45 4( 1D 0
I R A i 19( 53)  8( 22) 0 200 56)  9( 25 0
Mg, MaEnds X OMiElmrEE

Lo b 20( 5.6) 1( 03) 0 10( 2.8) 0 0
=g

k=24 23( 6.4) 0 0 16 ( 4.5) 0 0
PG AR 5
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Bil%k (%)

Ll NG

- ARHN AL AT 7T R LRI

A 351 f4l 349 4

(Med D_RA/J ver.22.1) 4= Grade Grade 3-4 Grade 5 4= Grade Grade 3-4 Grade 5

FOIR BRFE REAS TE 24 67) 1( 03) 0 7( 2.0) 0 0
BE, hEB L OWE S HE

TEATAE S RS 32( 89) 5( 14) 0 16( 45 2( 0.6) 0
AR i

PRIEHE N 13( 3.6) 0 0 15( 4.2) 0 0
JHRETE SR B

FF R e S 10( 2.8 1( 03) 0 14( 39 1( 03) 0
T R E

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

7238  AH AL AR I\ O TR RE 282 51 (78.6%) | JHBERERE 5 83 141 (23.1%) |
infusion reaction 48 5| (13.4%) . HWRARFEREREES 30 ] (8.4%) . BEUTRELARIE 24 4
(6.7%) . KM%k - /N2 - EEDO THI 24 1 (6.7%) . FVEMEAIZE 15 41 (4.2%) |
FEEORERE 14 6] (3.9%) | BHRERE 96 (2.5%) | &R 6 61 (1.7%) |
FRR M AR ZEARAE 3 451 (0.8%) . 1 AUHEIRYHE 361 (0.8%) . T4 245 (0.6%) . EFE/2 ML
R 2 1 (0.6%) . AFAR4 2 5l (0.6%) . LaMislEE 2 5] (0.6%) MOV EERBERERRE
161 (0.3%) 2F bz, Fio, BIEMEIIE, Ok, k. MK - gilEK, BIE
IFde, WEALVERRAE 2%, MERERIEBRE, RikZ. AREFEkEs. Mg, B, BRE S
EIRRITBO bR oo, ABIEHFEBURDUIBERS (BIRRAMER &5 T)

EEDERERE TR,
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[ - HiE]

AR OREMEYBETT L ZFHA LY 2 2 L— a3 02k v, AKI 3 mgkg (K
H) XX 240 mg % 2 WG TS LIBROARR O Mg iR ER S S iz, ZOfs
R AHI 240 mg G LTZBROREEEIL, AH) 3 mgkg 45 LICBROBRE & & ik
LTREZRT ETRHENTZb DD, ARANBFICBO CARMR RIS TV D H
- & (10mgkg % 2 BFFEECRE) CAKIZ G UI-BEOugE & & ik U CEfH
oy LRSI (FR) AT BEOBEICE T 27 — #2125 & KA 3 mg/kg
(IREE) 0T 240 mg % 2 HFFIFE CHG- L 72 BROARRF OBRE & & Ao 3 ik b
ORI & T D IRE ST T AR S, Y% OV TREIT DAL AE R,
ERROME - HEOR TAEIMER ORI 2R IT Vv E PRS-,

£ 6 FADEYBRE T 2 —F

M - R Cmax Chmind14 Cavgdl4 Cimax,ss Cmin,ss Cavg,ss
(ng/mL) (ug/mL) (ng/mL) (ug/mL) (ng/mL) (ug/mL)
3 meke Q2W (352 7608) (10-;?54-5) (17-21‘,"333.9) (75}){3171) (27.612,'107) (42.717,'?27)
20 me Q2W <51ZEZO3) (15§f§;fﬂ (25i?i78) (10&?254) (41iZ?58) (62i??87)
0meke QW | (1473100 | (519.792) | (00 114) | (331 50 | (s913) | (37380

Ll (5%, 95%45) « Q2W = 2 RIRE. Cunax @ FIEIHR 515 O e MLE FTIREE, Cminais @ FIEIHE 51414
HEBIZBIT 2 BEMIE IR, Cavgas : FIEFRE%14H B £ TOFHMIEHIRE . Crnaxss © EFIREBIZE
;éi%%‘ml?%w%fﬁ\ Cinss : ETRREIZI T D BARMIFFIRE, Cavess - EFRIREBICIS T D FH MLIEH
Fo AR OREREYFNEET VAR L2 I 2 b—3 3 280 | AFH 480mg
Z 4 A IR R T8 5 XUIBERGR O HTE - &S TR G- L7 BE O AH D My H i FE 23 e
INTe, ZORER, ARH 480 mg & 4 EEIMMRE CHRE LB o EFIREBIC K T 5 Fim
THEHPIRE (LT, [Cagss) &9, ) 1&, AHI 240mg % 2 B IR CTHR G L 72BED Cagss
LU TS (F&R) . £72. KK 480 mg z 4 B THERS LIZEREOE
FOAREEICBIT D mImiETIRE (LLF. [Craxss) EVMD. ) 1, AKI 240 mg % 2 @
FRE CTH G LTZBRD Craxss & L TREZ T & PHISNTZb DD, AARNEEIZE
WTEREPHER SN TWD YL - & (10mg/kg % 2 @R C&RE) CTAAIZ &S
L7oBRD Craxss & B L CTIRMEZ R T & THIS e (FR) . TR T, #EOwREICE
F 57T —ZIZHAD X AAKI3mglkg (RE) F7213 240mg % 2 BN, 2 L < TAA)
480 mg % 4 M RINE TG L2 EROARF| OREE & & A 0T & o B 4 G
T HURERSNTET VESE S, YEZBEIC O W TRFIDM TN fE R, Eio ik -
HAEOM THIMER VLI 2R T v E PRIz,
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R1 AROEYBE T A —F

M - Conax Chmind2s Caved2s Comax,ss Cmin,ss Cavg,ss
(pg/mL) (ng/mL) (ng/mL) (ug/mL) (pg/mL) (ug/mL)
3 meke Q2W (35-5; '760-8) (16-25?20-3) (21.321 23.9) (75.&3171) (27.612,'}07) (42.717,'?27)
240 me Q2W (51-712’203) (23-?539-0) <30.§670.9> (105354) (41?57,'%1358) (62.11(,)91 87)
80 me Q4W (103307) (15.25?17.4) (37.?):,‘.;)4.8) (14?,1 g36) (27.751,'?37) (62.11(,)91 87)
0mekg W | (1450 | (505 1320 | (on1an) | 20,95 | (4303 | (36377

FRAE (5%, 95%450) . Q2W : 2 JEEI IR, Q4W : 4 IR, Crmax : FIEIFE 55 O B & MLIE FIREE . Crmindzs
%ﬂ@&’q—‘?& 28 El E Kjb‘ﬁéfﬂﬁfﬁl?%‘:fﬂ/&%};f\ CavgdZR N
TEHIRRBIZ IS B e I IR EE . Cumings 1 € FIRREIZI 1T B I ARG FIRE . Cavess @ EFIRBEIZE T 5

Y1l 175 e
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4. HERIZOWT

IS U A 7 EEEHE (RMP) (ZHED & | AHI D E I 2 MR BIE B~ ) S 4T
N HHER T > T, AR OGN #EE) 72 BE Z2W - FrE L, AFIO#EGICL Y BHE
7REWER 2B LTRSS 5 2 & DB 7e D LLF OO~@DF T A& 72 7 i
RIZBWTHEHT 2 E2TH D,

O MEFRITHOWT

D1 Fid (1) ~ (5) OVWTIIHEY T IR THD Z &,

(1) JEAEFBRENEET 503 A BHEEEILS RS ERE RS AR EE L SRR,
I A3 ARSI EEIL AR T, MBS ARSI R &)

(2) FEEHEREIPL

(3) HBENTEAEDFEE T 20 APHEEEHPT (03 A ISR ERibT. 23 AR
W 1REBE, DA R R R e &)

(4) ARALFRIEE A2 RRE U, AR AFREINGE 1 SIS SRAL T RIEINE 2 Ofiisk e
AR DR AT > TV D fiex

(5) PR RS A AL 7 B BN OO fi 5% FE MBI AR D il HY 21T © T B Jiiak

O-2  HEEOALIRIE K ORIVERFEBLRF O RIS +57 7050k & #EBR 2 RO EAT (FRD
WPHUNITRE ST D ERN) 23, SR OAANET IR OBEMLE & L TRES N
TWnWsZ &,

*

o [EAIRFFESE 2 FOMMINMEZE T L721RIZ 5 L LD AIRROERIRIHE 2
ToTWHZ &, 26, 28U LT, WARYREL L LIZERIESZOIHME %2
ToTWHZ &,

o [ERIRFFEASE 2 FEOWBIHHE ZE T LI2&IZ. WLam OB ASMREZ & 5
FLLEDOHLBARFZOBEREZIT>TND Z &,

o [ERNEFFEUSH% 2 FOYHHEZIE T L7-&IC 4 FLLEDORKKEREZAG LT\ 5D
Z &, OB, 3FELLEIE., TEIbESE O D A SRWPRTE & G e E b g T OB IRAHE &
IToTCWVWBHZ L,

@ BNOEEREREBOEHRICONT

S S B T 2 B SEOE S, U D OB O N - %2
SIS N OB O RS T X3 5 HBHR AL, A B HENRAE LB a OHE
ST ERHRNATON B RS TS T L,

18




® BUER~DORIGICONT
®-1 fEs B4 2 B

BV PERTIR R OB R BIEA R L72BRIC, 24 FERIBIERIRHI O T, 2%k X
(TE R I BN T B L2 BERICIS U CABREEL L O CT SO FIER ORI &
FILREOFRERIY B D, EHITHISATRER AR A > T2 Z &,

@2 ERWFEIC L 5FEESINICET 22 N

ARSI 5 BEFTR 72 50 M O\ RE 2 A 2 BIRIERE D ElfEl =2 ) v 7
EEDIEROA Y ) == T ZATOWERE L FRE A TE 5 F— AERKH 2
SN TWD Z L, B, BIRIAHNCOWT, DABE L ZDOFEEIZHHIZAm ST
WnHZ &,

@-3 BHEADOZWr-ox N IZBE LT

BIVEA (MEMEMEEIZIN 2 BREAEDAE, Ok, Tk, BT RARE ., KIBK.
NS, EEDO TR, 1 ANERIE, BUEMZE. HFARA, HHERERES . JFK. by
K. FARIABEEERE S . T ERMAMREREE, mhiklEE, BEE, RIEEE, MR, BEEOKL
JERREE, FFRIMARZEFRAE, infusion reaction, HEFE7c Mgk, MERE RIEMERE, K%,
Bede. WEEORPEROG ., IR M, ClERES (D EME) - 2RI - DM S) |
IREFEREE . IS ML, L) 1Sk LT, Uitk U B R O F P2 AT 5
R & HEE L (BIERORZKCHIMIE L THREM O EEZZ TN &M H D =
E) . EHITET) R ALED TE HIEH RS> TWD Z &,

i

19



5. B#EXRL R HBE
(B 2hiEIc B d % F1E]
O TROBHFIZBWTABOFENEDSRIESN TN 5,
o 2 DU EOLERIERED & 2 IR UIBR AR 2R LT - TR AR ORFIHM

5)
o AETEPRIERE D 72\ HER2 [2PEOTRYIFR A RE AT - 38 BREE ((B0RET
& OHFHEE)

*: (1) AXRFVTITFROCIRTZE (i) AFFVTITF R F—b sy
LROTNFRT TN, X (i) AFY IV TIFURBTHT =« FAT UL - T
Z ) U ARLE A

C)I%Aﬂﬁmmﬁ%(mw&mmmmm%wﬁ%)&Ul%Aﬂ%mmmﬁ%
(ONO-4538-377kfR) 1TFHW\ T, i ((BFRIEXIT T 7 B R HbEFRE) &
LT, $ﬂ+m%%&@ﬁ%$ﬁrénfwéottb\ﬁﬂ@tﬁﬁ_;bﬁ
EREDORBFENE L 7 DA BFBO S (pll~152H) | £7-, PD-LIFEILRIL
(CPS) 12XV ARKID LRGN EN IR DN TRIEI N TND (p7~85H) , R
HE LT, b & E 2. PD-LIFEBLE"A5% AT (CPS5ATN) Th b 2 & D3R

SNTZEH TR TE, EFRIEREMIC L DRSOV THBET 5,
* AFIOBWER L L, K584 : PD-L1IHC 28-8 pharmDX [# =] 2NVEBE ST\ 5,

@ TREICEZ M T 2 EE KT D AF OB G K OMEHFIEIC OV TR, RAIO A M
DL SN THE LT, RAOEEGRIR LR DI,
o —RIBRM O TIRIBIR T TR W ERE ISR B AH| o B 5
*  HER2 G0 B 1Tk b7k & oS
o OTABIOHIMEN RSN TOIRMEOHUEMEIEEA] & OOF &5
o INEMBNEIE L LTS

(“ZAMEC B+ % FH]

O TRIZEYTLIRFICOVWTIARFOERENEZE SN TNWDLZ b, &5 E21T
Dipnz b
o KHIDRSTIHKT LIRBEUE OB ERE D & 5 B3

@ IERFEATOFHHICE O T FRRICEY T2 BEFIC OV UL, AFI O G ITHESRE S /e
R, MOTEFRPUL N 22 WIGEICIRY | HEICAKZENT 52 L2ZBETE D,
. %E@Mﬁ%@A%Xi%ﬁ@%é$%
o JRER I AR A CRVE R 258 6 D B K ONE B 0D Sl i i 2 <0 i e 1 it 2%
%@%K*E@Zkﬂ#%hé%ﬁ
o HOMEEBOEDE UTEMEARF L <IXHERMEO B iR B OB ERE O
»oRE
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o JEESEBAEIE (EMERIRBAIREZ GTe) ObDHEE
o FEEOBYIIBEE AT HEE
e ECOG Performance Status 3-4 " 0 3

(ED  ECOG 0 Performance Status (PS)

Score | EFE

0 | &<MERIEE TS5, BT LlFE U HEAERNHRZR AT D,

PREIZI LUEBNIHIR S 225, BTAIRE T, BAIEESEE > TOMERITTO LN TE D,
RS N S

BATRARETH A O OEY O Z LT F N THEEIZBERTTE 2V, HHPD 50%Lh Eid~y R Tild 25

ROENTZHSOHOEY OZ L LnTERY, BFO 50%LL L&~y R+l Zd,

AW

ELENT RV, BAOHOEY OZ L34 TERY, BEICy R+l I4,
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6. BEZELTHEETREFIH

T SRR 2, & AR B3 DR 2 ERFE 1T KD & ARH O FriE K OVl (Ef#
RO 7= DI B w2 o B L Co bR« 2 L,

TRIEBRABIC e D | B XX 2 OFEICHINE L OER %2+ L, RE 215
ThoEETHZ L,

KA e AL OG- O RS 2 {2356 PD-L1 BELR MR T 52 &
W E LA, PD-L1 BELRDFER T E 2 WIGE I, KAl & bFiE s opff O
WA 2N L BT 5T A 2L,

FERBEIMERO~RT A MZONT

@

@

MEMEREBEN D Lo b Z ERXH DD T, KFNOEGIZHT-> T, BKRIE
W (PRI IRIEE, ik, FEEVE) OffEsE M OWE X S 0 %, Bleiz+5
ZATH 2 &, Fo, MBS CTHE CT, MiE~— I —FDMm&x FEhd 5
Z &,

AFN O 51X EE D infusion reaction (i 2 CEARFZ H3 2kt D T 5 U
faAT > 72 EChRtaT 2 2 &, £72.2 [8] H LABE O A% 5-FFIZ infusion reaction
DHHLOLNDZEHHDHDT, KFIFEEGH K OARA G T #IT A 2P A
CERRET %, BEORBEL 2B 52 L, 70, infusion reaction &
FHLLICGA IR, R TOBELOERD ERIZEIE T 2 £ CHE - 08l
T5HZ &,

FORIBRREIRE . TERAERERET R ORIBREENRH b b Z & 03H 5D T,
AFN D ¥ 5B AaRT M O G- B T E IR N0 i RE iR A (TSH. 1028 T3,
FERE T4, ACTH, M=oY —VEORIE) #FEhEd 52 &,
AFNOEGAZ X0 | WEDOREISIZER T 5 & B 2 b D4 R R IER R
DHLOLNDZERNDD, BENRDOOLNLGAEITIE, B LEFRIIS LT
B 72 ek & R BR 2 Re O R Ail & i U Cli bl e BRI W 21TV IR O
FOGIT X 2 BWER 2N g0 2551 21E, AFIORFES T I, R ORIE BE A
NWEVRIOBRGEEZZBETDHZ L, 2k, BIBREFRLVEYOELIZ X0 EIE
HOUEERFRD IR WIGEITIE, BB RE AV o LISt o Sz il Fl o8 in
HLEET D,

BeEA&ET %, BOEBI S8 AR L T LEWERDBELT L2 Enb b2,
AR OEEHETHIZ S RWEM ORI 2ITEET D,

1 BUBE IR (BIE 1 BUEIR S 2 2 de) b bbdv, BERPIMES F 7o R— X
ICEBDZENHLHDOT, Alg, D, EHFEOIEROBHRCMAEED L2
SEET S L, 1V EERBN DN -G ICITEGEEZ R L, AR )
FOFGFEDHME) R EZITH Z &,

BIERTIE, P4, ITHEREFEE . TR, B{ELMEEE RPN H LD Z &R H D
DT, EHIIITHERERE LTV, BEOREEZ H3ICBET 52 &,
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® AFNOEERKRBRIZIBNT, BERENOH 1 FEMIT 6 B I L. TlEX, 12
W Z S CHMEDFAM 24T > TWe 2 & 2 5B 12, ARG I EHIIC mig
A TR OMERETTH 2 &

23



EEERHEEST A RFA v
=R~ 7 (BinFr#Z)

(BR5E4 « A7V — A RFEFHE 20 mg, 7P —RRHFEHE 100 mg, A7 P—
AR ERE 120 mg, A7V — R K EE 240 mg)

~ BRI~

S22 A8 (FFf34 11 AKED)
JBAFEE



ER/N

1. IZU I P2
2. AANOFE. (FRET P3
3. ERIRRUE P4
4, FERIZOWNT P10
5. H&EGXREMDEE P12
6. WHIZEL THETNEHH P13



1. IILBIC

RIS DOF M « ZRMEDOREROTZ DI, U SCEFIZE S W2 E AR D
BND, S5, IHEOREEM ORI L0 | FURESR G 72 & OFH0 72 5L E R
FPEIRBDARIND T T, 2O OERMNZ EICHNERBFIRMLT 5 2 L BBEO
R & 72 o TR Y RRIFMBGE S & YR O B TTEE 2016 CEAL 28 4F 6 A 2 H MERIRE)
IZBWTYH, EHNERNEOHERAORE(LHEZXS Z L L ShTnd,

BORVE AR ERR L, KEERASCL ST 0 7 7 A VBBEEOEIRSL & B D i
RHZENDD, DD, HEROLZEMEICET HERNHERET 5 £ TORM,
VHEIMOREZMLZIT 5 2 EnHIFF SN BT I LTERT S & &bz, mIfE
RN FBL L 7B I B 2t & & D 2 & AN AHE /e — 1 O B i 7= 3 R S BE i A
THZEREETHD,

L7eRoT, KA T A4 Tlid, BARBERELZNE TICHELN TV D EFITH) -
BEE RN S-S & | LT ORI O il 70 5 2 HEE T 2 8L b B e Bk &%
TR O EERE R~ T,

I, RIA BT A 3, MSIATBAE N EIE N EREIR OIS, A4 HENRR
BRI o . —AXFEENE N B R IRNBHE S, FrEFEEFNEENE N B REE T2 O W
Job EERR LT,

RGe L I BEIRS, - A VR ERE 20 mg, A7 U — R SEETE 100mg, 4TS
— RS 120 mg, A7 Y — RS 240 mg (— %4 - =
P~ 7 (Bl FH#z))

R ERDIREIE: © 23 AACFEIEL (T U 72 ARTG UIBR AR B 70 B4 T - I8 O REE
RIEFEC BT DI AEBLR L

HELRAMEROME « @% . RAICIZ=RL~7 GBI Z) L LT, 1[[240mg
Z 2 WM X 1 [B] 480 mg % 4 RN CAMSET 5, =
2L, iR T 2 MEmMIRIEOLEGIL. HEHIMIE 12 2
A ETET 5,

B I 5B 3O/ NERERA T ERRUAAE




2. AHN DR, VERBF

A7 — AR R EHE 20 mg, R EE 100 mg,  [FLAGREERE 120 mg K OVRLRE
H240mg (—ie4 - =R~ 7 (BETHIEZ) . DUTF, TARAL Evd,) 1d, /NS
MTEMASHEAF LYy 7 24 BTV AL =AY —X 2747 (BMS) )
235PA%E L7 & b PD-1 (Programmed cell death-1) (ZX%t3 5 & Ml IgG4 £/ 7 v —F /L4
KTh s,

PD-1 1%, &M L L72Y 38k (T A, B MR N F 2 7% 7 —T fifn) KOVE

BRI R BT 5 CD28 7 7 X U — (T MR OIEMHAL Z i Bh I IE & BUZHIEET 2 2
T ICERT 2R AR TH D, PD-1 IFHURIRRHIILIZFEELT 2 PD-1 U K (PD-LI1
K OVPD-L2) EfEA L, U SERICMEINES 7L R LTV o REROIEE L IRREZ
BIZFRET L CTWb, PD-1 U W RiFHURE SN B b O & 22 G/ 58 B
LTk, BMERAMEEE) LU LB TS PD-L1 OFEBLLIEDELF
HH & OMICADHBEBFRN & 5 Z & HE I TW5 (Cancer 2010; 116: 1757-66)
F 7o MR AR IR T MilaS AT 24 v X — 7 2 B v~ (IFNy)
IZ& > T PD-L1 OFIANFHEEI N, BB L EEMAHRIZI T D PD-L1 ORI LI O
ALEHIR & ORI EDOFBARRN 5 & O#HE S & 2% (Sci Transl Med 2012; 28: 127-37)
X 51T, PD-L1 Z @5 H S E 723 AMiaiE, PUsRFER CDS Btk T Hifa ol fafs
T AT S 525, PLPD-L1 HUAT PD-1 & PD-L1 & OfEAZET D & Z O
SEIGEREIE T 5 Z EDRENTND, DI &5 PD-1/PD-1 U 7> RERE&IL, 23
AR TURRF A7 T MR O OBWEFEZ BT 2HFD—2 L LTEX LT
Do

AFNZ, FEHRBROFE R S PD-1 OMfasEE (PD-1 U 7 o RFEAHEIE) ITREE L.
PD-1 & PD-1 U T REDREEZILET S Z LI2X D, BATURFFRN e T kDI
PEAL K OV AKRIBIC %9 2 IR E G M 2 B8589~ 5 2 & TRk e PUIBE 2 iR &2 k9
ZENHERR STV D,

IS O AN | AFNTEMEIER )T 2 B 2R EIC R0 55 b0 L MIfF S,
BiEmEE G L UBRRREBRZ B L, Ao, etk OERERHER I N,

AHNOVEREFZ LS < B DORE N L DEWERZ%N S 5 b, EEXIIETIC
BLHAREMEN D D, AFNOEG-H R OEEG#ITIE, BFOBELZ 01470, BEDR
D BTG AITIE, BB LT FRICIE U= MR 722 ek & 88k 2 R DR Al & s L Ciil
GIZRBERIR W 21TV, B OSE RS K D EWER NS 2551213, BIBRE AL
T UHIOEEEDOTEY)RE Z1T O LERH D,



3. BB
DS AACFPRIER I H T U - ARG YIR R AE 2R 61T - B O/ . ROQREEICE
VF DI A B EE O KGRI I FM 21T o 72 BRI O i & T,

[H2hE]
O [EERLFEE ISR (ONO-4538-24/BMS CA2094737%5%)

7 oAbV 2 VU RPUEMIEBA KL O T FF A % G e fF AL SRR RIS G U
AN OARTEEIRANRE 72 AT ST PR D FE e FE 3881 (A AR N B 27401 % & e, AH|
FEL93M51, xFFREELOSMHI) Z B, & 0 RPUEMEE A (& & X 'Ky 3%
R HXEIV) R E L CAHKI240 mg 7z 238 REIRE T A EE L & & OB K
M2 et Uiz, TEFMEE ©H 2 240 (PRl [95%EHEXE] ) 1%,
ARAIRETL11.17 [9.99~13.73] H H ., *IHRAEET8.54 [7.20~9.89] A TH VY | AAIFEI Tt
FRERIC X LSRRI E BRI R & 7) L7z (N — R ER0.79[95%(5 48 X i : 0.63~0.99]
p=0.0381 [J&Hllog-rankfEE] )

¥ N X RAKIIZOWTIXTS mg/m?% 3 M HIE CEIRME S, /X7 U Z 2Bz H0 T,

100 mg/m? & 7R 2191 7 L L LT, %1, 8, 15, 22, 20K U36H HICEHRNZEGT5 2 L & &

776
1.0
0.9
0.8 - AHIB
0.7
-3t
SE o-- WEREE
é 0.5
0.4
0.3
0.2 o y
C-@__{_\ Ak Whe A
0.1 b
e © - mmmmmm e )
OO | | | | | | 1 1 1 1 | | | | | | |
0 2 4 6 § 100 12 14 16 18 200 22 24 26 28 30 32 34 36
at risk¥ SFHRA)
AFIE 193 170 158 139 120 105 89 77° 65 55 38 20 13 40 6 4 I 0 0
IR 195 782 157 196 100 79 66 55 48 39 26 16 1. 6 2 4 1 1 ©

K1 24FHH O Kaplan-Meier Bi% (ONO-4538-24/BMS CA209473 3R5%)



@ [EEIEFEE MR (ONO-4538-43/CA20957774 k)

TR L PR FERET I K 0 IR PR5E 2282 (LU, TpCRY W 9H,) @D L
TR T2 B O BE794 5 (HARNBE 63 Bz Ede, AKIRE 532 i, 77
YAREE 262 Bl) EXRHRIC, TR ERRE LTARHK] 240 mg & 2 BHEFE T8 A (16
), 20% 9 BIH @ EIHELGO 2 EFEZ) 206 480 mg & 4 IR A E

(&K 12 WAM) L& 20FIMEROL LB Lz, FEFHMIEE Th 5 HH
AAFHIR] (PR [95%(EHIXH D) 13, AAIRET 22.41 [16.62~34.00] WA, 77 &R
HET 11.04 [834~1432] WA THY . AAMHIT 7 VAREEH LA FRICAH B IE
FExRLE (A — R 0.69 [96.4%(E#E XM : 0.56~0.86]. p=0.0003 [J&5!| log-rank f5#
£ o

*1 ALEFRIEDO LY A VR OV BR#E1E1L. National Comprehensive Cancer Network (NCCN) X &
European Society for Medical Oncology (ESMO) D H A KT A LAZHE U 7= AR ER 0 3 i [E] 3 13 sk
BT DIEMEIRIR AT O 2 & & &hiz, T L, (FREITASRUERESEAZ 5 LY A v
st

*) ¢ 1% OB TR TS C. American Joint Committee on Cancer (UL T, [TAICC) &5 ,) RS
H (B TR 12ESL ypTl LEX T ypNI BLETH D Z & EEFR I,

*3: MIEIZWIRE S AJCC o8 (B8 7 b)) 12353 < BRPRI A D # SO I o £l (S AE A2 FR<)

T EE B A& I &3 DR LR XTI S AN Tz,
4 FIRIC LY ERS E RIS U BESHAAN ST,

09 | 3 —— KFI#
o8 { S -o- TS5 R

Bt HE S0

0.2 -

0.1 -

0.0 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

AF|EE 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

X 2 ERAEFLIE O Kaplan-Meier HifR (ONO-4538-43/CA209577 3BR)




[Z4tE]

O [EHEEILFEEMFEFE (ONO-4538-24/BMS CA209473 7 5k)

BEREGIIARAIRE 172/192 1] (89.6%) . *FHARE 192/194 5] (99.0%) (258 Hiv, iR
BRIE & ORFBIRNEE T X WA FHGITAFIRE 129/192 41 (67.2%) | <t HEEE 185/194
B (95.4%) IZFBD HAVTZ, WT IR THILEN 5% L EORIERIZR 1O LB T
HoT,

F1 WTNHLDOFETREEN 5%, LOBIYEA (ONO-4538-24/BMS CA209473 7AER)

%k (%)

SISR=d YA
el AT TR
- 192 {3 194 {51

(MedDRA/Jver.21.1) 4> Grade Grade 3-4 Grade5 4 Grade Grade 3-4 Grade 5
2EIEA 129 (67.2) 33 (17.2) 0 185 (95.4) 127 (655 2 (1.0)
K RER X OV MRk =

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

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

B E 3 (1.6) 0 0 97 (50.0) 0 0
— % - REEER L OSSN OIREE

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

95 97 14 (7.3) 1 (0.5) 0 42 (21.6) 9 (4.6) 0

s 2Rk 9 (4.7) 0 0 44 (22.7) 0 0
ERER R AT

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

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

H i EBRE R 2 (1.0 1 (0.5) 0 72 (37.1) 46 (23.7) 0
H ke

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

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

{50 4 (2.1) 0 0 16 (8.2) 0

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

i - 1 (0.5) 0 0 13 (6.7) 1 (0.5) 0
o WABE

FOIR BRFEREAS T 1E 17 (8.9) 0 0 1 (0.5) 0 0
JEYSE B X OV A HUE

Pt g 3 (1.6) 1 (0.5) 0 11 (5.7) 6 (3.1) 0
R L OseklEE

RARIHER 15 (7.8) 2 (1.0) 0 52 (26.8) 9 (4.6) 0
MiRE LY o REE

2 ifi 4 (2.1) 4 (2.1) 0 47 (24.2) 19 (9.8) 0

I H BRI E 1 (0.5) 0 0 36 (18.6) 27 (13.9) 0

FEEWE L BR R i 0 0 0 20 (10.3) 20 (10.3) 0

H i EBRJg A iE 0 0 0 16 (8.2) 14 (7.2) 0
EE R B L O ARk E

R &R 2 (1.0) 0 0 21 (10.8) 1 (0.5) 0

5 P9 2 (1.0) 0 0 17 (8.8) 1 (0.5) 0
SR IR E

R B 3 (1.6) 0 0 14 (7.2) 0 0

R = 2 —r T — 1 (0.5) 0 0 47 (24.2) 1 (0.5) 0

K= 2 —a RF— 0 0 0 21 (10.8) 1 (0.5) 0

7RI, AFBEC IS T FURIEAEREE 22 1 (11.5%) | BRECREMRIE/ I A4/ $F—15
B (7.8%) . JFHRERET 13 6] (6.8%) . FVEIMEMGZE 12§ (6.3%) . #RERETE 8 fi
6



(4.2%) . EEOREREE 4 4] (2.1%) . HEE LW 34 (1.6%) . B 241 (1.0%) .
g RelEE 2 1] (1.0%) | 4 161 (0.5%) . RABZ - /MBS - HEED T 1 4 (0.5%) .
TEABEEEREE 1651 (0.5%) K ONinfusionreactionl ] (0.5%) M bhiz, £7-. &E
FEMEESGE, (DA, Mk, VABEIRI, T Ae, i bPERRE 2R, RIEHEReREE . Mk -
BERE S, FRARMARZERE, AR, MERE RIEMRE, kL, R, SE 5K
K OVLEREE TR Do 7o, AREWERIFEBLRDUIEE S S (RRIR AR 23
o) ZBUEERETRT,

@ [EFEILFES MRS (ONO-4538-43/CA209577 R5R)

HEFELIIARHFIRE 510/532 1 (95.9%) . 77 & ARHE 243/260 5 (93.5%) (258D H AL,
TRBREE & DRRBIR NG E T E RWE EFEFERITAFRE 376/532 i (70.7%) . 77 &R
#¥ 119/260 1] (45.8%) (ZRAD LIz, WI AL ORE THRIELRD 5% Ll EORITERIEE 2
DEBY THoT,

K2 WTNHORETHREED 5%LL LORIEA (ONO-4538-43/CA209577 #RER)

P eI NAS | FE (%)

R, xﬁlﬁ 77 ’z{n“i‘ iEd
" 532 15 260 4

(MedDRA/Jver.23.0) % Grade  Grade3-4  Grade5 4 Grade  Grade3-4  Grade 5
2EIEH 376 (70.7) 71 (13.3) 1 (02) 119 (458) 15 (5.8) 0
H kS

T 88 (16.5) 2 (04) 0 39 (15.0) 2 (0.8) 0

L 47 (8.8) 0 0 13 (5.0) 0 0
FERGH KOV Lk

9 FENE 53 (10.0) 2 (04) 0 9 (3.5 0 0

K95 52 (9.8) 4 (0.8) 0 10 (3.8) 1 (0.4) 0
—i% - REFEER L O SENLOREE

W5 90 (16.9) 6 (1.1) 0 29 (11.2) 1 (0.4) 0

0 ) hE 28 (5.3) 0 0 4 (1.5) 0 0
Y7 N

TARTGE BT I b 29 (5.5) 2 (04) 0 10 (3.8) 0 0

T AT =7 —BH
o WA 5

FROR IR AR T E 50 (9.4) 0 0 4 (1.5) 0 0

FOIR IR RE TUESE 35 (6.6) 0 0 1 (0.4) 0 0
B R K OV ALk E

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

7B, AFIFEIZ B THIR R EEREE 89 i (16.7%) . JHFHERERET 49 61 (9.2%) .
PRBETE 35 61 (6.6%) . FEKCAHAAE 33 61 (6.2%) . RIEMEAGREHE 26 1 (4.9%) . Lok
fEE 11 1 (2.1%) . infusionreaction 10 1 (1.9%) . FE D L&k 8 i (1.5%) . &
BEREREE 7 61 (1.3%) . KB - /MGBR - EEO THI7 61 (1.3%) . iT% 4 41 (0.8%) .
DB 36 (0.6%) . RIFBFHEREREE 361 (0.6%) . 1 UBEIRHE 141 (0.2%) . FRMRIMAR
FERRIE 141 (0.2%) . AL 11 (0.2%) KOMWER 141 (0.2%) RRD LN, £, 5
E oA, TERAHREREE . BUEATR., TTAE, Mk, #it%, MEKEAEGRE, Btk
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A 98 JREFERSS . M HIIL, FERE A RE, S R PR T M OV 4% - BERRARI3ER
Sipipoiz, ARWEMFERRDUIREESES (BRRAIERE 2 5T) a0 EIHHR
EY



(ML - HE]

AFNOREMARYEEET LV EZFIHA LY I 2b—2 g 2k, KKl 480 mg % 4
TR T 5 O TEEARO Ak - AR% TR G LEZBOAR O MG FRESBH SN
Too T ORER. AHK 480 mg & 4 HERIRHIFE TR G- L72BR O E HIRREIZ I 1T 2 88 i
B (LLF. TCagss) &9, ) 1E, AAl240mg % 2 HF MG T L L72EED Cagss &
BT 2 & PllEnie (FTR) . £72. AH1480 mg z 4 HH MR TG LR ES
WRHEICB T D m MIETIRE (AT, [Craxss] VN9, ) &, AHI 240mg % 2 JH [
AT LIZBRD Craxss & B L TRl Z R T & THIS L2 OO, BARNBEIZE D
TRABMENHER SN TWA YL - I (10mg/kg % 2 BRI THE) TARAIZ#5 L
ToBRD Craxss & Ll U TR 2R3 & FRIS Nz (FFR) o AT, BEOREREIZB T
DT —HIZHAD X, ARKI 3 mglkg (IKE) F7=i 240 mg % 2 BRI, & L < IZAH
480 mg % 4 HEMMNE TG L 2B O AR OBRTE R & A 32 et & o BE % By
THRBRIGET AR S, YEBEICHOWTHRIMTDOR SR, ERRo % -
HEOM THME L VLRI 2 2R IT RV & RIS,

K2 FAOEKWBE T A—F

- B Crnax Chmind28 Cavgd2s Cimax.ss Cmin.ss Cavess
(ug/mL) (pg/mL) (ng/mL) (ng/mL) (ng/mL) (ng/mL)

S meke Q2W (352 '760-8) (16.25?50.3) (21 .321'4?3.9) (75.1)1,3171) (27.612,'107) (42.717,'?27)

240 me Q2W 61.712,?03) (23-33?'29-0) (30.‘:3?'670.9) (10;,5254) (41?57,'51;58) (62.11(,)9187)

80 mg Q4w (10%07) (15?}7.4) (37.?)?'704.8) (14?,1 236) (27.751,?37) (62.11(,)9187)

10 mgfkg Q2W (142,9322) (86.959,.?32) (101,1 ?48) (323??25) (18421,1 §03) (232,7277)

ol (5%, 95%5) . Q2W : 2 ERIMIFGE. QAW : 4 EIRING. Cumax @ PIEHR 544 0 focim LT R |
Cringzs : 142 5% 28 H BIZH1T 2 IARIMIE L, Cavgozs @ HIMEI42 5% 28 H B £ TOFH Ml iF ik

FE. Crmaxss 1 EFIRIEIZIS U 2 e @ ML IR EE . Cinss © EHRBIZ 51T 2 BARIMLIE PIEE, Cavgss : EHR
HEIZ 51T 2 A5 My Hh il



4. FEFRIZOUWT

AFN OB G- DN H) 72 BE &2 - FrE L. AFIoF 512 ;@E%ff TERZRB LT
BRIZHRHET 2 Z ERMER 7D, LFOO~Q@DFT X T &= Tl W THEHAT
RXTH5DH,

O MEFRITHOWVT

D1 Fid (1) ~ (5) OVWTIIHEYT IR THD Z &,

(1) JEAEFBRENEET 503 A BHEEEILS RS BRE RS A SRR I SRR
Hiek A3 A B2 L RURBE . MUY A BB IR 7R &)

(2) FrEREREIRIbL

(3) HBENTEAEDEE T 2 0 APHEEEHPT (03 AR ERibT, 23 AR
W 1IREBE, DA EEREER e &)

(4) ARALFRIEE A2 RRE U, AR AFRIEINGE 1 SIS SRALRIEINE 2 Ok e
AR DR AT > TV D fiex

(5) PUEEMEREEE AL & BN OO i g L HE AR B B H 21T > T B fitiak

D2 EEB ORI ORI RBIR ORI 1572 & e SO (TR
DTN ST D) 75, HLBHFOAFNC BT 5 IEOHES & L CRES
RTVBZ L,

#

o [ERIRFFISER 2 FOPWHEZE T L72iRIC 5 FLLEO D ATBIROERIRIHE 2
ToTWHZ &, 56, 28U L. NAREYREL L LEERRIESZOIHME %2
ToTWHZ &,

o [ERIRFFEASE 2 FEOWBPIHHEZE T LI2&IZ, Wbam O ASMREZ ST 5
FELUEOELEIB ZOEM 2T o TN D Z L,

o [ERNEFFEUSH% 2 FOYHHEZIE T L7-&IC 4 FLLEDOKKEREZAG LT\ D
Z &, OB, 3FELLEIE., TEIbESEE O D A SRYPRTE & G e E b g T OB IR AHE &
IToTCWVWBHZ L,

© BENDOEEMFREBRDOMEHICONT

R A I B BRI AEF 9 2 LA DS E S v, BUERAZED D OIFHRE D, A0 - &
é‘@’%ﬁ?ﬁ‘]‘%?&@ﬁ@ﬁ&m:%“ X D IR wmEtt, AEFRPEAE LIS OWE
R FEPHLATONDEHINE->TVWD 2 L,
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® BUER~DORIGICONT
®-1 fEsx a4 % B

BV PERTR B OB R BIEA T L72BRIC, 24 FERIESIRIRHI O T, 2%k X
(TE R I BN T B L2 BERICIS U CABREEL L O CT SO FIER ORI &
FILREOFRERIY B AL, EHICHISATRER AR A > T2 Z &,

@-2 EERNEEEHICL H2AFELRNHICHET 2 EH,

DAZIRICED 2 M OB B2 A T A EREEFEDPRWERE=2 1V 7
EHEOIERDOAY ) —= T EHATOEIRE & FHZ G TE 5 F— AERIKH 23
ESNTWAZ L, B, BiEHICHOWT, RAERE EZDOFEICHSITAmENT
WhHZ L,

@-3 BHEADZWr-ox B LT

RIVEA (MEMEMEBIIN 2 EEAEEDAE, Ok, Tk, BT RAREE., KIBK.
NS, EEDO TR, 1 ANERIE, BUEMZE. HFARA, HHEREREE . JFR. B brENnE
K. FARIAEEERE S T RMAMEREMREE, rhiklEE, BEE, RIEEE, Wk, BEEOKL
JE R, FPRIMARZEFRIE, infusion reaction, HEFE7cMygkmE, MERE RIEMERE, K%,
Mede . WEEORPERON ., IR, ClERES (D EME) - 2RI - DS MEEIMGHES) |
REFEREE, MBI, L) 1Tk LT, YikhEak U B R O F 2 AT 5
R & HEE L (BHWERA ORI L THREM O EEZ TN &M H D =
E) . EHITET)RMED TE HIEH D ->TWNWD Z &,
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5. REMBRLLRDBE
(AL B9 % F ]

@

@

TROEEIZBODTAFOFGRMENRFES LTV D,

o Tk ) IV LSREUEMEIG A N O T F R & G e OF AL SERIE ISR
JE AT ORI BIERANRE 7R AT ST FIE D R jl o AR

o INAHEFHBEBIRIEIZ LD pCR 23588 HAVIR) > o Bl O fii% B

FRUISEZN T 2 BB KT DAAFN D5 K OISV T AAIOF DD
MESLSN TR LT, AFDOKREGHIR LB,

o —RIBREZ T TORWIRIGUIFRAGE 2 EA T SUTH I O BH ST &5

o fiTETMIERIE L L To%ks

o AATHIBIIEIZ LV pCR 233D LI EHITXT o &5

o fhOFUEMEERA & OfF KRG

(%2421 B9 % ]
O FRICHEYT B BFE IOV TIIARIOR GARE SHTNS 2 Enb, 5517

F oA ARG
o AHNDORITIR UIBBUEDORBEERE D & 5 BFE

TRIERT ORI B W T RIS S T 2 BT oW TR, ARG ITHELE S e

DS, AOTEPRPFUE DS R WIGEITRY | HEREICAFZENT 52 L 2BETE D,

o MEMMEREDOEHIITITEDH 5 BHE

o R AR A CRVE R 258 0 D B K ONE B 0 U i It 2 <o i Gt it 2%
FEOMICRIEMEZEAN DD B

o HORERBOGOF B L < IEHIMED B O kB OB TR D
o 5B

o g &Ml REZ E1e) Ob 5B

o OB IIBEE A AT DR

»  ECOG Performance Status 3-4*V 0 i

(ED  ECOG 0 Performance Status (PS)

Score

e 2
JE R

0

< R JEBTE 5, FHAETL [F U HH A HIRZ <ATR D,

PREIZI LUEBNIHIR S 225, BTAIRE T, BAIEESEE > TOMERITTO LN TE D,
RS N S

BATRIRE CH Y OEDOEY O Z L33 X CTHREEMEEIL TE 20, BHO 50%LL By R T =,

ROENTZHSOHOEY OZ L LnTERY, BFO 50%LL L&~y R+l Zd,

AW

ELENT RV, BAOHOEY OZ L34 TERY, BEICy R+l I4,
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6. BEZELTHEETREFIH

O IRASCEF TN Z, BEEIRGEES D IRAET 2 ERME T D & AR O FeE & OV E 4
RO 7O B w2 o B L Co bR« 2 L,

@ JRWBALAICIENL D B ULE OFIEICH MR a2 oA L, FE 215
ThoEETHZ L,

@ ERBEHO~RT AL MZDONT

MEMEMRERD LoD Z ENRH DD T, RFOEKGIZH T - Tik, BKIE
AR (PR RIS, Bk, FEEVE) OMEFE R OSSR X f A O %, Bl a 145
AT 2k, Fio, BEIR U THES CT, MiF~— —%DiE %z £ 2
Z &,

AFN DO EILEE D infusion reaction |2z TEARFIZ 7% iad TE 5 UE
H&AT> 72 ECBt 2 2 &, £72.2 [B1H AR O AHAI$ 5-FF1Z infusion reaction
WHHONDZ L bHDLDT, KFERE R OAFEGHHE T HIT A Z A
YEWET 5%, BEOWREBE+H2ICBIET 52 L, 708, infusionreaction &
FEHL LI A I2IE, AT ORI K QYRR ERICIEE S 5 £ TRE L 0Bl
T5Z &,

FORIRBERERR S . T EMAEREREE R ORIBFEERH 5oL d 2 &03H 5D T,
AFN D ¥ 5B haRT M O G-I I E BRI N téneia & (TSH, #HfE T3,
R T4, ACTH, I 2o —VEORIE) #4252 &,
AHNOFEEIZ LY | WEOREFINTERRE T 5 L& 2 BN DRk~ RR B IE
DHLOLNDZENHDH, BENBOOLNTGEITIL, BELLEZFRIIS L
B 72 ek & R BR 2 Re o Al & i U Cli bl A BRI W 21TV B o
FOGIT X 2 BWER 2N B0 2551213, AFIORFES TP 1L K OEIE BB 7R
WEVRIORGEEZZET L L, ek, BIBEERLVESOREIZEYAEIE
MOYEEDTRD HNRWGEITIE, BT BE A /VE - LIS O 52 1l oo 1B n
HEET D,

BeGA&T %, BOEM N OHE I ARGE L T O RIERBRELT 2 Z 83 H 5720,
AR OEEHETHIZ S RWEM ORISR T D,

1 RUBE IR (BE | AUBEIR 2 5 de) Md bbiv, BERWES 7Y R—2 &
ICEL T ENDHLOT, NG, Bl IRILSEORER O FEBLC B ED E57- 12+
SEETAZ &, 1 BRI SE TR GE2HIEL, 4R 8
I OF 5 E DY L EZITH Z &,

BUENT 2. A2, ITHREREE . TR, B{LIEIEERRH L OND ZLn3d D
DT, EWWIIITHERERE LTV, BEOREZ H3ICBET 52 &,

@ DAACFERIER I U7 ARTRUIBR AR 72 A T - TR O Al B [ D BRI
X, ABIOBRRBICB W T, BEBGND 1 ERIX 6 BT L, ZRLIRRIT 12
W = G IEOFI 51T - T2 2 L 2520 ARFIE G I3 E IR\ g5
HECHROMREITH Z L,

13



® BIEFEICBIT DINRMBEE L U THERT BRI, AR ORRRBRICBN T, &
GRG0 2 FEMIT 12 B Z &0 2 RLIEIE 6~12 1 A Z & ICARIEO R 2
IToTW2Z & &2BBIT, RAERGHPIXEIICEBGRRE COROMREITO Z &,
¥, EMBRIEE L CTERT 258X, AFIORGHIRIX 12 VAMETLE
THZ L,
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