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D—EPLIEIZDONWT ] DORIRESE 11 O—EBICFRYNHY £ LD T, Fid &
BUTELEYT, KFTEHRD (=R L~7 GEEHHBZ) 8K H#
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1. [ZL®IC

G OB - REVEOHEIR D T-DIZIE, A SUESIT IS W 238 72 A 23k
BB, 5T, ITEORERMOMEAIC LY | FUREIRGL 72 & ORHH 72 8 VE R
JFFEIRLPRRBINHH T, TN O DOEEGZ HICHEREF IR 5 2 LR
R & 72 o TR Y  RBRIEMBGE R & BCEO IR #2016 (AL 28 4F- 6 H 2 H BRI E)
IZBWTH, FHERLEOHHOREIHEEL NS Z L LI TWD,

BT IEI ST, I ERSC RN T v 7 7 A VB EDEIR L & &R
WRHZ MDD, ZOD, AINEROZEMEICET D IERN SR T 5 £ TORM,
YHEHEGOBEEZBRZ T A Z EDBMFHFINLBEFICH L THERTL L LI, BIE
FNHEBL U TR B RS2 & D 2 & B A[RE—E OB 2 i 7o 3 = RS CfE A
THZENEETHD,

Lo T, KATA RTA4 Tl FARBBEESLZNE TIZEOLN TV D EFEKTH) -
BHER RIC S & | LUT O SR O il 72 i & HEE 3 2 L0 D B ik & 2
Tl OB EHE RT,

B, RTA KT A %, MNTITBUE N B IR G R ERR A HE ., A3AEEAN B AR
BRRRES s . — M EE N B ARERNEHE S & O AR B ARWRARFH S O
J1D b EERR LT,

%G L I HEIN ATV — R ST 20mg, A7 Y — R AT 100mg, AT
— R 120 mg, A7 VR AR EE 240 mg (— k4 - =
R~ 7 (BiafHE#Z))

XG LR DMBEIDE « RIS LRSI DT Bh R

WG ERDRMERORE  @E . RAICIZ=R L~ (B Z) & LT, 1[[240mg
Z 2 FEEIMIRE X 1[5 480 mg % 4 RN CAMEEET 2, 72
7L, WEHBIZ 12 PAMETET A,

B3k IR 5E 3 E L NERIREL TS




2. FFNORE. TERERF

7Y — R A EE 20 mg, [FLSTEERE 100 mg,  [RLAUREERHE 120 mg K& OVR] SR EHE
240 mg (4 =R~ T GEEFHEEZ) . LT, TARK) Evd,) 1, /MRS
THEMASLE AT Ly 7 24 (BT VAL e~ Y —X 2747 (BMS) t5)
Bi% L7zt k PD-1 (Programmed cell death-1) (Zx}3 5 & Nl 1gG4 & / 7 v —F /Lhifk
Th b,

PD-1 (%, &M L L7 U N8k (T MM, BAHIIRNR OV F = 7 0% 7 —T fild) KOVE
BRI R 5 CD28 7 7 X U — (T Ml OIS AL 2 #iBhAIZ IE & AICHIE3 5 5
FHE) BT 2%A K TH D, PD-1 ITHURIERMIIZRE S5 PD-1 U o F (PD-LI
JOVPD-L2) EFEA L. U SERICIEINES 7L B mE LTV v EROIEALIRRE %
BIZHET L TW5, PD-1 U NIZHURSE RSN B b Okk & 22 S ICFE Bl
LTy, EMRAMEEE ) DU L EGHMEICI TS PD-L1 OFBL L itk DALE
HIM & ORICADOFEREBRN & 5 2 & 3HiE ST\ % (Cancer 2010; 116: 1757-66) ,
F 7o R R fE AR IR T AR AT DA v H—T = v~ (IFN=y)
\ZX > T PD-L1 ORBNFHFE S, 58 L EEARRICIS T 5 PD-L1 ORI L%
AEHIR & ORI EDOHBEARREN 5 & DS & % (Sci Transl Med 2012; 4: 127-37),
X 51T, PD-L1 Z @Bl < S 7- A A ML, PURFRERL CDS Btk T MilaoiiuEE
TEMEZ 5 X 5%, HT1 PD-L1 14K T PD-1 & PD-L1 L OfEAEET S &2 DMl
BEEENREIET 5 Z RSN TS, HDZ L5 PD-1/PD-1 U A2 REREIX, 2
AR TR R RAYZR T MR D OBBEZ BT 287 D—>2 & LTEX LT
Do

ARFNE, SR OFE 6 PD-1 OfffasEg (PD-1 U 7 o RfEAHEI) ISR A L.
PD-1 & PD-1 U Ay REDFEGEET S22 LICXY ., BASUFFFRINZ T MOTE
PEAL R O ACKII 63 2 A A5 05 PE 2 90 5 = & CH I AR fliE e B4 R~
ZEDNHER STV D,

AFNOVE ST IS B E D GIE RS K DRIWER%EN b bbb, BE I
BELH AN S D, ARIOBEGH R OB EGH%I2I3, BEOBLEE THIT/TV. BRENR
O BT, B L FLRITIE U SR 72 ik & BB & o [ AT & i L Cl
YRR 21TV, B OSERISIC X EIER AN D HAITIT, BIBRE R
T LRI OB G SO YR AE EAT O LERN D b,



3. BREREE
RIS bR R 1 DA i B 15 O 7K GRIEF I 5Tt 217 - 7= T 72 B PR 5l Bk 0 i 2 o=
7,

[H72hH]
[EFS[E S A ER  (ONO-4538-33/CA209274 #ER)

i JE IR I PR B B R O % 83571709 1] (HAR BT 49 Bl 2 & de, AAFIRE 353 i,
7T RAREE356 B) ExtRIZ, T RAREXEE LTARA 240 mg & 2 B[ RRE T A
e kK 12 WA Lz oL Ot a2 mat Lz, EEHMEEE THh 5
AR (LR, TDFS) & 9,) (FHRAE [95%EfEXM]) (X, AFIEET 20.76

[16.49~27.63] B H. 77 BAREET10.84 [8.25~13.86] WA THY . KAFET T T+
AR UM FIIICAE B RIERE 2R LT (O — REE 0.70 [98.22%153 #E[X[H : 0.55~
0.90], p=0.0008 [J&H!l log-rank f&7E]. 202048 H 27 HF—& B> hA7),
b, BEUIREEFERE L, UTOWTINIZELTHIEENNRE SN, B, A7 U —
=V VR TIR Y A2 f B IR 233 B LT R AU ATRE & ST,
o« YAFFF 2 (BUF. [CDDPJ &\9,) Z&TeiliaiffiBnseisa 2, Wit OBk i b
B ypT2-ypT4a T ypN+ D HEE,
* CDDP % &TINAITHiBIEILE A= T TR O3, itk OB F IR WiiE 50 pT3-pT4a % pN+

TH Y. H> CDDP % &Ll i IES B I UL L FEZES L T2 B E,
10
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06 AHIRE
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0.3 77 AR

Probability of Disease Free Survival

02

01

L ——
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51

At risk %4 ARy EIT T 2D O MR ()
ARFIEE 353 296 244 212 178 154 126 106 85 68 57 51 36 23 20 3 1 0
77 ARRE 356 248 198 157 134 121 105 94 80 65 54 50 37 22 19 10 2 0

X 1 DFS @ Kaplan-Meier Hi% (ONO-4538-33/CA209274 A5R)




(JRFEEAL B D AHZhE)
[EB L [F 45 MAHERER (ONO-4538-33/CA209274 3XER) IZHAAN SNT-BE DT — X |
He X | DFS I OW CRIEERNL AN AR RN IR AT o TS RIT F RO LB Y TH o 7=,

F 1 JFHEIALA O DFS OFER (ONO-4538-33/CA209274 AER)

wn o ore PO o

T T me A T e s
T R Sk
s M D DS TN o

— HEERAE, *1 o JREREAN Y OREEERE (N NO USRI U > SEi% 10 ARG, NO 2ofH U o Eikk 10 8
LLE) . PD-L1 BEBURT (=1%. <1%XITHEAREE) . CDDP & tefiiniibEiEm (., ) Z@RIK+ & L=ERI Cox
AN — RE5 L

1.0 —
0.9 4
=
Z 084
4
=
w2 0.7 <
<]
2
&S 0.6 4
]
g
@ 0.5
0
S 04+
>
=
= 0.3 +
]
3
]
S 024
o
0.1+
0.0 1

0 3 3 9 12 15 18 21 24 27 30 33 36 9 42 45 48 51
At risk & MAEARIT T OWIR (A)
AFIBE 279 238 199 173 146 124 97 80 63 47 38 34 27 17 14 3 1 0
7T wAREE 281 195 150 118 98 86 71 61 49 38 32 30 23 15 12 7 2 0
X2 [EReREEEFICBIT S DFS @ Kaplan-Meier Hif (ONO-4538-33/CA209274 3RB%)
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0.1 4
0.0
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0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51
At risk %% MEVE L BT 2y B OHIR (H)
AHIRE 44 34 28 25 21 20 19 1715 14 13 11 6 4 4 0 0 0
FIEREE 52 36 34 29 26 25 24 2422 18 14 14 9 3 3 2 0 0
X3 BIEHRLEHICBITS DFS @ Kaplan-Meier #if# (ONO-4538-33/CA209274 3A8%)
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0.0
[V} 3 [ 9 12 15 18 21 24 27 30 a3 36 39 42 45 48 51
At risk %% MEVE X BT T 2y B OHIR (H)
AHIRE 30 24 17 1411 10 10 9 7 7 6 63 2 2 0 0 0
FIwARBE 23 17 14 1010 10 10 9 9 9 8 65 4 4 1 0 0

X4 REBELEHICHITS DFS @ Kaplan-Meier B (ONO-4538-33/CA209274 35%)



[Z41]
[EI B A [F] 25 AR AR (ONO-4538-33/CA209274 7klk)

B EREGIIARKIRE 347/351 1] (98.9%). 77 & REE 332/348 151] (95.4%) (2388 B,
TRBRSE & DR BBARN G E T & WA FERHGUIAKIRE 272/351 il (77.5%) . 77 &R #E
193/348 3] (55.5%) 2D HNTZ, WTIDORETHRILEN 5% EORIERIT TR
LB ThoT,

F2 WTNIHDOBETHEERY 5%UEORITER (ON0-4538-33/CA209274 3XER)

e N B (%)
asa%uztéaieﬁ AR E—
FARGE ) )
(MedDRA/J ver. 23.0) N 35191 348 ¢
%= Grade Grade 3-4 Grade 5 4= Grade Grade 3-4 Grade 5
AFIER 272 (77.5) 63 (17.9) 0 193 (55.5) 25(7.2) 0
3 AR
FOPR B e T E 33(9.4) 0 0 3 (0.9) 0 0
FOPR IR REAR N IE 34(9.7) 0 0 5(1.4) 0
B GRS
i 59 (16.8) 3(0.9) 0 38(10.9) 1(0.3) 0
HLTIN 24 (6.8) 0 0 13(3.7) 0 0
—f% - REEEFR L OGN OREE
1) 24 (6.8) 2 (0.6) 0 17 (4.9) 0 0
I I7 61 (17.4) 1(0.3) 0 42 (12.1) 0 0
i AR AR AT
727 —BHn 33(9.4) 13 (3.7) 0 20 (5.7) 5(1.4) 0
M7 V7 =88 20 (5.7) 1(0.3) 0 11 (3.2) 0 0
Y o —EHEN 34(9.7) 18 (5.1) 0 20 (5.7) 9 (2.6) 0
R L O E
RRRIBGE 20 (5.7) 2 (0.6) 0 11 (3.2) 0 0
KRB KO FhilskbeEss
9 FEIE 81(23.1) 0 0 40 (11.5) 0 0
B2 53 (15.1) 2(0.6) 0 19 (5.5) 0 0
RINTRZ SN 32 19 (5.4) 2 (0.6) 0 4(1.1) 0 0

72E . ARFIBEC BT, BURAREEEREE 65 1 (18.5%) . BRKUHH AARIE 44 1 (12.5%) |
IS RERETE 29 B (8.3%) . MHFREESE 29 fiil (8.3%) . BFRERERETE 25 6 (7.1%) . MIE
PR ER 19 5] (5.4%) . infusionreaction 16 3 (4.6%) . KEGZ « /NGEZE « BEE O TH#)
11 61 (3.1%) . DofidFs = 7 41 (2.0%) . FEE DR JEREE 6 1] (1.7%) | LiZk 3 61 (0.9%) .
FIEFHISIE 2 51 (0.6%) . RIEHEREREE 2 1 (0.6%) . A&k 1] (0.3%) . 1 ApER
i 161 (0.3%) . AP 161 (0.3%) . BER 161 (03%) KOS E S IEK 141 (0.3%)
WD BTz, Fio, BUENFSR., FFH. LMERRE R, T IRAMaBRETE . Mo - %K.
FIRILAR ZEARE . BB MIRIEE . MERE BAEGRE, k%, ZRIFERDF, NN i M OV
LIZFEO B ive o o, ARIVEAZBURDUIBE S5 (BAMREMET 2 5T) 28T
ISR AT,



[HiE - HE]
AFNOREMARYEEET LV EFIHA L2V I 2 b—2 3 2k, AH| 480 mg % 4
T IR TR 5 U BEAGR O ik « - RS TR G- L 72 B OARF| O il hIE SRt S
7o TDORER, AAI 480 mg & 4 FHEFBE TG L7ZBR O EFIRRBIZI T 5 FH) Mg
B (LT, [Caps) EWVI, ) 1E, KAl 240mg % 2 B MNE CTHE G L72EED Cues &
BT 5 L TFHENnTe (FR) . 7o, KK 480 mg # 4 MM CTR S LZBEOER
WRBIZHR T Dl m MG TIRE (BLTF. [Chaxss] &9, ) 1, &K 240 mg % 2 3 fHifH]
BTG LB D Cranss & LB L CEEZ /R T & TRISIZH OO, BARABHEIZE Y
TREVENRHEER S TWA L - IR (10mg/kg % 2 BB THYE) TAAIZ#E5 L
ToBED Cranss & U CTIRE 2779 & FRIS L2 (FR) o X T, #BEOEEICB T
HT —RICHADE KA 3mgkeg (IRHE) A L <I1E240mg z 2 MR, SUIAHI 480
mg % 4 WRIFIE TG LI BR O ARA OMRE & & A 20E TR et & OBEA RFT 5
BE R ST T LD RESE S, YEEEIC O W TRE DT OISR, FEo Mk - A&
D CHINE R VL BMEIC 72 22 I T & PRI LTz,
#£3 FHOEKMBE T A —F

- Crnax Chrind2s Cavgd2s Crax.ss Chin,ss Cavgss
(pg/mL) (ng/mL) (ng/mL) (ug/mL) (ng/mL) (ug/mL)
S melke @2W (35-5; '760-8> (16-25?"%0-3) (21.321 '23.9) (75}){3171) (27.612,'107) (42.717,’?27)
Hme QW | (s 1.712,Z03) (23.33?'539.0) (301?'20.9) (10;,5354) (41?57,'?58) (62.11(,)9187)
480 mg Q4W (103307) (15.25?17.4) (37.?)?.;)4.8) (14?,1 236) (27.751,€37) (62.11(,)9187>
10 mg/kg Q2W (142,9322) (86,959,'?32) (101 1 ?48) (323,9225) (18421,1 43‘03) (232,7377)

U (5%.5, 95%5) . Q2W : 2B RARINE. Q4W : 4MMRARIFGE. Cumax @ FIEIFE 514 0D d5 i L7 T
Cumind2s : PI[EI 5428 H HIZ31T 2 AR MG H IR, Cavears : MR 51428 H B £ TOFE MG HIRE,
Craxss © EFIRIEIZR T 2 B @ MU PR, Crmings © ERIRREIZI T D ARG FIREE, Cavess : EHIRAE
W28 D SIS R



4. FEERIZDOUWNT

AHN OGO 7 BE 22 W - FrE L, AFIORGIZ L HELRRWEHZ BB LT
BRICKHET D Z ENKEERTZD LFOO~Q@DFT X T &7z hskicB W THEHT
REXTHD,

D MHERRIZOWVT

D1 T (1) ~ 5) OWVWTIhNCHESTHMETHD Z &,

(1) EAEFBREDSEET 503 AR EEILSRRS ERE RS A2 B SRR,
HiE A3 A BB R BE . HE S A SRR B e &)

(2) FrEREEERPL

(3) HEAFRENFDIRET D03 A REEERT (DA SIS ERPE. 23 AR
W IEBE, DS AR HEE R P e L)

(4) IRALFIEE AR E U, SRIEB LA IR | USRI LA iR
2 DNk IEHEITSR D i H &2 1T > T D fitiak

(5) PUEMIES AL BN O s FUEI AR DR H 24T > T D fitiek

O-2 R LR DA R E K ORINE R S BURE O 56 ST 407 70 ik & 8R4 FF-DO R Al
(FROWTNNTEE T DEAM) 23, U2 R OARANCE T HEROBEEE L LT
RV AN AY R

#

o [ERMFFEISE 2 FOWMIHEZIE T L2121 5 ELL EOMN AIBEDEERIHE %
{THoTWBZ &, 2B, 28I, BDAFEYEEY & L BRIES S OMHE %
ToTWVWBHZ &,

o ERIFEEE 2 FEOYIMHHEZE T LI2%IC 4 ELL EOWIRETE SO G EBHE
EIToTWb I E, 96, 29 B, REE ERCE DD A SEMIERE %2 & T 0 IR R
DEFERNHE #4T > T\ D Z Ly

@ BEADOEELFREBOEHICONT

M HRE BT T 2 EE DR E S, BN OEFRE D, A - &
EMEIREIIE RO E L OEME IR 2 EmER ML, A EFLDHEAE LGS O®E
¥, BEDRESOIITON D IEH RS TND Z &,

® BWERADORHHIZ2WT
@1 FIVEARIRE O3S AEZ B 5 Bk

VR MR RS D B A BIVE I 33628 L2 BRI, 24 FERIRSIRIAHI O T, M%hiax X
IR I T, I L ZRWERICIE U CABREHELE O CT Z O RIVER ORI &




AR EOR RN Y HHRIZELN., HHBICHHS TR N E S TnDH Z &,

@-2 EFRUEEE X DAFERAISCHET 5 EMA

I8 ARSI 0 5 I 72k M OB RE 2 A D IR RE NEE =2 U > 7
EEDIEROA T ) == 7 2ATOERE LR A LA TE 2 F — LEREH 25
SN TS Z &, 2B, BifAHIZOWT, BWABRE L ZOFRIZH3IIEmIn T
WhHZ L,

@-3 BlIfEH OZEr-OM T LT

RIVER (RIEMEZR BN A, BEAEMEEAE, DRk, ik, MBUHRARE. KIBK.
S, EEO TR, 1 RUERR, BIEAT. A4, ITBEREREE . FJe, BELPEAneE
2%, WURIREERERE S . TIERACEBERERETE | MhitiEE . BIEE, BIBEE. MK, BEEOK
JEFEE . FRRImARZERRIE, infusion reaction, HEEFE7Zc MEMET ., MEKE RIEMRE, F5EL.
Wed . BB DSRERIS, A, OlEMES (O EME) « IR - DS PEIAMEE) |
PREFERES . MESFHL., L) (6 LT Uaghia UL BRER B O M 2 A9 5
FERf & U (RER OBZBH-CRINCE L THRE R O EEZ T oD 5MEICH D 2
&) EHIZEYIRALED TE DIKHPE S TWND Z &,
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5. REMBLRDBE
(A2 B9 % FIH]

@

(%

@

15 B MR R I R DT B I B W T AAIOARMENREES LTV D (R
BRIV TR L S BEOZEMIL pd B, 7272 L., BEREAIC L &K D
BEEN B DA DRI TND (pS~6 ) Z b, B&E - REmES
IZBWTIE, IRRTHBIRIEIE 2 B £ 2 . ARSI OIERERIE L BET 5, Fiz.
CDDP % & Tl R BH VLI D 22 W R 1236 1T D BEfF IR & bl L 7= ARFI D F %h
PEIARBITH D Z & 02D, CDDP %50 H4RPUEMERERAIC X IR N A5G
IS DR AELT D,

TREIZEE Y T 5 BEICK T DA OG- K OE T IEIZ DN T, ARFIOFZAED
LS TEDLT, AAOERLGHRLERERU,
o fhOPUEMEERER & OOF S
o INHIMBNEIE L L TORE
o IRIGUIBRAREZR B I DG

EVEICBY 2 9H]

TR E T 2 BEIZOVWTIARFOR G DD L SNTNWDL Z b, &EZ21T
DN by

o FANORSTIT L BUE DR D & 2 B

TRIERT ORI kwTTﬁ_&éﬁé$%_owfi.xﬂmﬁﬁi% SR

D, MOTEFERPFUEL S R WIGEITRY | HEICARZENT5Z L 2B ETE D,

. %E@%f%@A%Xi%ﬁ®%5$%

o JRR i AR A CRHVE S A 7R 0 D B K ONEBIME O KU R i gt 2 0 e ge M fiti 2%
%@%K*E@%kﬂﬁ%hé%ﬁ

o BOMEREREOADE, XUTBMEMZRE L X MED B CouE R B OB IED
o 5B

o g &M REL ET) Ob D EH

o EMORYIIBEEE AT D EE
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e ECOG Performance Status 3-4 "V o B3

() ECOG @ Performance Status (PS)

Score | TF%

0 | e<MER<IESTE 5, Ml lF U HFEAEESHIRZ AT D,

PIRESICI LUEENTHIBR S 2 2%, HATAIRE T, BEELHE - TOMERIITI 2 &N TE D,
AN S N S

BATAHECTH A OF ORI O Z LI T N THEEEDEEILTE 220, BHO 50%LL Eid~y RO cild 29,

RONTZEHSOEOREY D L LTEXR, HFO 50%L EE2 <y RRi1 Tl 24,

BN RS o]

LT RV, BAOHFDOEY OZ L3 TERVY, BRIy R Tz,
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6. BEIZBRLTEEIREEH

O I CEZIONZ, BUEIRFEES DRI 5 ERFEIC D X ARE O Fei KOG 1
DT BB ER A HCHER L ChOHAT5Z &,

@ REBLARICENL D B XULE OFIE A IR OfERMEE A L, [FE x5
ThrbLEETHZ L,

@ FEREEHO~HXT AL MIDOWNT

MEMEMEER D 5D Z ENH DD T, REIOEGIZHT-> Tk, HRE
W (REIR IRIEE, ngmk, FEEVE) ORER M O X S o i, Btz -+
ATH 2k, E7o. RENSS U THES CT. Mg~ —" —% 0% Ehiid %
Z &,

KA OFE 51X EE D infusion reaction (2 2 TEARFZ H0 2%t D T H Uk
i Z1T o7 LTGS2 2 &, F72.2 [BIH LARE OARHFI$ 5-FFIZ infusion reaction
DHLOLNDZEHHDHDT, KFIEGH R OAAEEE T #RIT A Z A
CERET 5%, BEOREBE 2T 52 &, 728, infusionreaction &
FHLLIZGE IR, 2 TOBIELOER N ERIZEIE T 5 £ THE 2 +o#ls
THZ L,

RIS REIREE . TRAEERFTRCRIBEERH 6O Z B8 HDH DT,
AN D ¥ 5-BRAART M O G-I I3 E WIR I N3 Wi RE AR A7 (TSH., 1R T3,
UiHE T4, ACTH, M =/LF > —VEORE) 2R 52 &,
AHNOFGIZ XY | BEOREISIZERT 5 &3 2 bl dikx IR BORE
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