I FHHEE T A KT A
=HRn~<7 (B HHz)

(Wi5E4 1 472 — R AHE 20 mg, 47 ¥ — 7R A HHE 100 mg, 47 v—
A FE 120 mg, A7 — R S FHE 240 mg)

T2 99 H (Bf241 1 AR
JEA T8
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1. 1ZLHIC

G OF N - BEMEOMRDT-DIZI1T, Y SIESICES W @ e 2 kK
BND, S5, IHEOREEMOMEAIC L0 | FURESR S 72 & OFHH 72 5 LA E R
FPEZRBDAREIND T T, 2O OERMNZ EIZHNERBFIRMLT 5 2 L BBEO
FRRE L 2o TR Y RFEMBOER & O AT EE 2016 O3 28 42 6 A 2 H M#EIE)
IZBWTYH, EHMNERNEOHRAORE(LHEZXS Z L L ShTnd,

BORVE RS ESR T, KB ERASCL 2T 0 7 7 A VSBEE D ESRS & B 5 I R
RHZENDD, DD, HEROLZEMEICET HIERSHERET 5 £ TORM,
MHEIRMOREZMLZIT 5 2 EnHIFF SN EBFIC LTERT S & & bic, mIfE
RSB L 7B B 2t 2 & D 2 & N AHE e — 8 O B 2 7= 3 R S BE O
THZEREHEETHD,

L7eDio> T, KA RT4 Tl BRBEESLZNE TILELN TV A EFIFR -
BEE RN S & | LT O ER GO il 72 5 2 HEE T 2 8L b B e Bk &%
TR O EEHE R~ T,

I, ARTA BT A A%, MSIATBOE N EIE G RS SR, AR EANBAR
BRI oy . — A ENEN B ARBRR AR ES K O— A FIE AN B R BTS00
b EER LT,

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

R ERDREIE © DI AACFIIER \THE L 7218 Y BR AR RE 72 81T - PR3 D B8

MEERDAEROHE - BE. A=A~ Bt z) & LT, 18] 240mg
Z 2 MG S 1 0] 480 mg A 4 3 W R6E C AR S,

B N 9T ¥ DB TS




2. KRHNIOFHE. 1ERET

A7 — R R ERE 20 mg, [FATEERE 100 mg, FATEEE 120 mg K OVNE S ERE
240 mg (—fi%4 - =R~ 7 GEE M), LT, TARA) Lvd,) ik, /NERSES
TEMKSH L AL Ly 7 24 BTV RV =AY —X 27447 (BMS) ) 2
BAs L7t K PD-1 (Programmed cell death-1) (Z%}3 5 & N 1gG4 € / 7 v —F /LHifk
Th b,

PD-1 1%, &M L L2 38k (T A, B AR N F 2 7 0% 7 —T fifn) KOVE
BRI R BT 5 CD28 7 7 X U — (T MR OIEMHAL Z BB IE & BUSHIEE T2 2
T TR T 2B AR TH D, PD-1 IFHURIRRHIILIZFELT 2 PD-1 U 4 K (PD-LI1
KONPD-L2) EfEa L. U RERIZIEIMES 7 F 2 fmizE LT o REROTEHEIIREZ
BIZFRET L TW5d, PD-1 U H» RIFHURE SN B b Ok & 22 Gk 5B
LTk, BMERAMEEE) LU LB T 5 PD-L1 OFEEBL L IEDELF
HIH & OMICADHBEBFRN & 5 Z & HE I TWn% (Cancer 2010; 116: 1757-66)
F o EMR AR IR T A AT 24 X —T 2 B 2~ (IFNy)
IZ& > T PD-L1 OFIANFHEEI N, BB L EEMAHRIZI T 5 PD-L1 ORI LIk O
ALEHIR & ORI EDOFBARRR 5 & OHE S & 2% (Sci Transl Med 2012; 28: 127-37)
X 51T, PD-L1 @5 H S H 723 AMaid, PUsRFER CDS Btk T M ol fafs
TEMEZ 59 S 54, $1 PD-L1 /KT PD-1 & PD-L1 & OfE&EET S &2 OHIN
GEEIGEREIE T 5 Z EDRENTND, DI LD PD-1/PD-1 U 7> RERERIE, 23
AKIRADSPURRF ) 72 T MR O OBEE L ERET 28 FO—>& L TEZ LT
Do

AFNZ, FEHRBROFE R S PD-1 OMasEE (PD-1 U 7 RFEAHEIE) ITREE L.
PD-1 & PD-1 U T REDREEZEILET S Z LI2X 0, BATURFFRNZ: T kDI
PEA K OV AR IR k9 2 MBS TG M 2 58 5~ 5 2 & TR e PLiEgsh iR 4 o~ 9
ZENHERR STV D,

IS OFEN S | AFNTEMEIER ) 2 B 2R EIC 20 55 Lo L MIfF S,
BB 2R & LTCBRRER 2 R U, Az, et R OCRAEER R ST,

AFIOVEFRFFIC 3 < BE O GIERURIC X 2 BIER SN & &b, BEXIEL I
BB RS B D AAOB G RO G%IIE, BHOBEE HHITV. BESR
D BTG AITIE, BB L HGUTIE U B 2 ik & B8 & FE o R Afl & i L Col
LI2REERIB M 21T\, B OSRERIGIC L DRIER A SN 5 5A121E, BB R E AL
LRI OB EEDHYRLE 21T O VERDH D,



3. RS
DN AV SFIRIES (ST U - VB IR N RE 2 1 T « BT OO B O KGRI F M 24T - 7=
T 72 AR AR O ol & T,

[ 2]
[ BRI [R5 M AHEAER  (ONO-4538-125K5%)

2OLL EOAFRRIEE & T DRGSR OIR R UIBR N RE 2R 1T - FRJE
O F T AE F G EE (EEOPLAREFESHE YD E TS emPINITALE S 2 R
) 49301 (A ARNEE22600 25T, AAIREZ0F, 7T BARREL636]) A XF4IZ,
7T R R E U TARHI3 meg/kg 4 206 ] [H TR EHE L7z & & OF IR OV 4
PEZ et Uic, FEFHmEE Td 5 AWM (P RE [95%E/IXIE] ) 13, AHIHE
T5.26 [4.60~637]1 B H. 77 BREET4.14 [3.42~486] WA THY , KANT T 7R
2k URSRHPRICA BRIER 2 Lie (O — RE0.63 [95%[E X : 0.51~0.78] |
p<0.0001 [J&Hllog-rank BE] )

10 & — AFIH
ol N S Tt RE

0.8 1
0.7
0.6 1

0.5

R

0.4 1

0.3 1

0.2

0.1 1

0.0

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

at risk 3% £ (A)
 AKEIEF 330 275 192 141 94 56 38 19 10 5 3 0
JotAkE 163 121 82 53 32 16 10 4 3 3 1 0

1 247 O Kaplan-Meier #iff (ONO-4538-12 5-5%)



[Ze421E]

OENFEIMAERE (ONO-4538-12 7 5#k)

HEEGIIAFIEE 300/330 B (90.9%) . 77 AREE 135/161 %1 (83.9%) (23D H i,
1REBRIE & DR RBIRNEE TE WA EFEFRIIAHIEE 141/330 ] (42.7%) . 77 &R
#F 43/161 B (26.7%) IZRED BAVIZ, W ORE THRILRD 5% EORIERIE T #
DEBYTHoT,

#Z1 WTNDORETHREREN 5% EORIER (ONO-4538-12 745%)
B (%)

B BIRSHE - ——
o o0 S
© Jver.19.0 4= Grade Grade 3-4 Grade 5 4= Grade Grade 3-4 Grade 5

2RIVEA 141 (42.7) 34 (10.3) 4 (12) 43 (26.7) 7 (4.3) 2 (1.2)
HEEE

T 23 (7.0) 2 (0.6) 0 3 (1.9) 0 0
—i% - REFEER L OB SENLOIREE

Ty 18 (5.5) 2 (0.6) 0 9 (5.6) 2 (1.2) 0
FZJEE KO TRk R

) FERE 30 (9.1) 0 0 9 (5.6) 0 0
55 19 (5.8) 0 0 5 (3.1) 0 0

728 ARFIBEC BN TRV PERGZE R 7 61 (2.1%) RSB RRIE /) < A XF—9 1] (2.7%) .
KIG « HED TR 4 61 (1.2%) . 1 BLBERIA 3 1] (0.9%) . TTHEREREE 18 il (5.5%) |
S 1651 (0.3%) . HURARERERETE 13 651 (3.9%) . #fkkEE 10 6] (3.0%) . BEHnekE
161 (0.3%) . FEREERERE 161 (0.3%) . §FlRimAeZERIE 141 (0.3%) & O infusion
reaction 1 5] (0.3%) 2358 bz, T, BHIEMHIIIE, DAMK. fhd. MM/ MR
PBUDVESRBES . R PRE, BEE QRS MK - B, BERKEK DS E D FERITR
Lo To, REWEHRBLRIUIEEFES (MIRMEERT 2 51) 5 OEFHER
AT,



[ - HiE]

AR OREMEYBETT L ZFA LY 2 2 b— 3 102k 0, AKI 3 mgkg (K
H) XX 240 mg % 2 WG TG LIBROARR O Mg iR EI S Sz, ZOf
R K240 mg G L TBROBREERIL. AH 3 mg/kg G U7 EROBREE R L g
LTz R & THlsnZbon, AARNBEICBWTARMERNHE I TWDH
% AR (10mgkg % 2 ARG CRY) CAKIZ RS LI-BRoOgE R & ik LR
e THIENT (FR), AT BHEOERIZBIT 57 —ZICH-5% | KA 3mg/kg
(REE) iF 240 mg % 2 HFFIFE CHG- L 72 BROARRF OBRE & & Ao 3 etk b
ORI & T D IRE ST T APER S, Y% OV TREIT DAL A R,
ERROME - HEOR TAEIMER ORI 2RIV E PRI,

%2 KHOEMIRE T A—4

v - 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 .760-8) (10-;?54-5) (17-21‘,"333.9) (75.}){3171) (27.612,'107) (42.717,'?27)
240 me Q20 61.712,?03) (15~22?.354-6) (25-31‘}:7.8) (105254) (41?57,.21;58) (62.11(,)9187)
0meke QW | (1473100 | (519792) | (00 114) | (331 52 | (s913) | (37380

HFUE (5%, 95%a0) . Q2W : 2IERIFRE. Cmax @ FIEIFE 554 0 Fe @ ML FIREE . Couinars @ PIEIFE 574 14
H I35 2 BRIl . Caveara W) 55140 B F COFHIMFE T, Cranss : EHIREIE
gg%ém%¢%g\%mgﬁﬁﬁﬁuﬁﬁéﬁﬁm%¢%ﬁ\Qwuﬁﬁﬁﬁuﬁﬁéﬁﬁm%¢
o, AANOREMEYEREET NV ZFIH LIy I 2 L—3 3 TR D | KAl 480 mg
Z 4 JE IR IR T G- XIBEAGE O AL - &5 TG L 72RO AA O i H s BE D3 et
SINTo, ZORER. AH 480 mg & 4 BRFEIMMRE CHRE Lo EFIREBIC K T 5 FHim
WHHIRE (LU, TCagss) &V, ) X, AHKI240mg & 2 W RIFE THEG L72BED Cavgss
EERIT D E TSN (FR) o £o. &A1 480 mg # 4 MR TG L7ZBEOE
FARIEICRI Dl MiEFIEE (LLF.  [Cras) EWVD, ) 1E, AKI 240 mg % 2 3@ ]
kR TG LTZBRD Chaxss & L THEIfEZ R T & PHISNLZ b OO, HANEBEEICE
WTARMENHER SN TV D - & (10 mgkg % 2 BRI T E) TAAI 25
L7BRD Craxss & L TIRMEZ 7R3 & THIS N7 (FR) o M T, #EEOEEICE
F 57T —ZIZHAD X KA 3mgkg (RE) F721d 240mg % 2 B, 7 L < ITAA)
480 mg % 4 JHMERINE THE G L2 EROARA| O & & A0 AT & o B 4 fET
T HBREBONTE T VBRI, YEEEICOWTRE M Th iR, Eito fik -
FEDORTH R OV EMEICHMER ER 1T 20 & Pl STz,



K3 AHOKMERENT A -4

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?‘%0-3) (21.321 ?(1)3.9) (75.&3171) (27.612,'107) (42.717,'?27)
240 me Q2W (51-712’203) (23-33?'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)
10 mgke QAW (142,9;22) (86.959,'?32) (101,1 ?48) (323,9225) (18421,1 gos) (232,7277)

FRAE (5%, 95%450) . Q2W : 2 JE IR, Q4W : 4 IR, Crmax : FIEIFE 55 O B & MLIE FHREE . Crmindzs

HIE$ 5% 28 H BIZ3610 2 BRI g P E, Cavears @ IR G4 28 H H £ TOFHMIFPERE, Craxss ©

TEHARIBIZ 31T 2 B @ TG TR EE . Cuninss © EFARIBIZ I 2 BARMIE THREE . Cavess 1 EHFAIRIEIZIS T 2F

Y1l 17 T e




4. fEFXIZHOUWT

EHESL U A 7 EEEHE (RMP) (ZHED & | AHI D EFE A2 MR B~ 1) S 4T
N HHER TH > T, AR OEEN#EE) 72 BE Z2W - FE L, AFIO®EGIZL Y BHE
7REWER 2B LT BRICXIS T 5 2 & DB R 7o D LLF OO~@DF T A 72 7 i
RIZBWTHEHT H5X&EThH D,

Oy Tiaslike

O-1 TED (1) ~ (5) OWVWTNNITEYT L THD Z &,

(1) BEAETBREDEET D03 V2 REEEHLEIRPE S (BRIE TR S A2 B HEIL Rw P
HUN AR FOEEEIL SR T, HUS A R2IRIREE 7 £) (

(2) FrEEREIRRT

(3) HARENTERENFDGE T D S VB ROEEERRT (D3 AR EIRbT, 23 A2
W 19mbE. 23 A2 IR EEHEME R 7R &)

(4) ARACTFIHIEE ZFRE L, SRAETFRIENR 1 ISR FHEENINE 2 Ol 5L 7E
R D 21T - TV D ik

(5) PUEMEE AL E BN Ok SR D i H 21T > T 5 fitiak

-2 BREOALTERE L ORIERFEERE O X IS 50 70 0% & R 2 RO EAl (FR D
WFNZRE S T D ERN) 23, HE2REBORANCET HIEROEEE &L L TREI N
TnnHZ L,

*

o [ERIGEFESE 2 EDOPHAHME ZE T L2121 5 FELLED D ATRIED BERIHE &
[THoTWBZ &, Hb, 28D R, RARMIRELS T & L BRBEEZOHHE 2
fToTWVWBHZ &,

o [ERNRIFESH% 2 EOWHANHEZIE T L2512, LSS O N AL 2 & 5
HELL ORI ZOER 2 IT> TN D 2 &y

o [EHIGIFEUSE 2 EOYHHEZE T L21%IC 4 L EOBFERBREZA L T 5
Zl, 9b 3L R, LR DD AR RS 2 T e M LRI S D R IRAHE &
fToTWVWBHZ &,

© BN OEEKMIFHRE B DK DN T

PSR LA A BRI S 2 B N R E S, RUER D OfFRA D, Aok - %
EYEEIAE OB B ONERT S5 D iRt AEFR08E LG o®RE
BB, ENHOMIATOND RGN E S TND Z &,




@ BHEA~DOXISIZONT
@-1 Hii ez R BE 3 2 A

[V MM B O HEE R BIE 2N AE L72BRIT, 24 FFRIRZIERIRTHI O T, ik X
IREEE ST VT, FEEL L2 RITERNTIE U CABRE B O CT S D RIER Q@I 24
HAMRADRERD Y H PGS, EBISIS A RER AR 8-> T\ Dd 2 L,

@-2 EFRIEFHIZ L DA FFGNISITET % 2t

S ABIRHE D D BT 72 5 e O\ Re 2 A 2 BIRIERE D EltE =2 ) v 7
EEDITEROA Y ) == T ZATOWERE L FME A TE 5 F— AERKH 2
SN TWD Z L, b, BIIAHNZOWT, DABE L ZDOFEEIZHHIHm ST
WnHZ &,

@-3 RHWEHORZBxINIZ B LT

RIVEA (MEMEMEEIZIN 2 BREAREDRE, OIdk. Tk, BT RAREE ., KX,
NS, EEO TR, 1 ANERIE, BUEMZ. HFARA, e, JHFK. kMR
K. FRIBEEEREE . T RMAMEREREE, hiklEE, BEE, RIEEE, MR, BEEOKL
JE R, FFRIMARZEFRIE, infusion reaction, HEFE7cMykmE, MERERIEMERE, Fik%.
Bede. WEEORPERON, I M, ClEES (L EME) - 2RI - D ESEMEEISMGHES) |
PSS HA L, JBEFLEE) (S U C. Ykt XI3ar B iR 0 B M 2 f5 3 5 =il & il
L (RHWERHOZEroxSICE L THRELR O EREZ T ONL&MIcH A2 &), BEHIC
WEI 7R ALE D T & DARF NS> TNDH Z L,

IE @



5. BGXIBL B EHE
[ B ZhiEIc B4 % $H]

@

@

TROBFEIZBNTAROGIMERRIES LTV D,
o 2O EOALFEIEIED & D IBmUIBR AN RE e AT - AR HEAEE

TROCEE Y T D BE TR D AKN O PG K O HIEIZOWTE, ARAIOF M
DL SN TEL T, RAIOEGXG LR B0,

o —IIRENR O IRIGE I TV W EE

o firtRmIBhEE A

o fLOPUEMEEES L OFH L TGS BE

(e 4t BT 5 $8]]
D FRICHEST 5 BEICOVTHAROR G IR E SHTV5 2 L nb, #5547

DN &,
o AHNORSTIT KR LIRHUE DO BAERE D & 5 BHE

TEPRATOREIZ IV T FRLICRZE S T 2 BF IOV TIE, AFOFGIFHERE S g

DS, A OIREERIUK A 2 WG EITIRY | HEICAFZEH T2 2L 2BETE D,

o HEMEMZEROEH I EDH 5 B

o MaEE AR A CHIE R 2580 2 B K ONE B M O U Bl 2 oG ME fiti 2%
EORIZRIEMEZEL N A BN D BE

o HOMERBOAD, XUXEMERE L IXHEFREMEO B CREEE OB O
boEE

o EERBHIE GEMEHaBHIEL 5T) ObHEE

o MO IIBEE AT HRHE

e ECOG Performance Status 3-4 "V D g

GED  ECOG @ Performance Status (PS)

Score | EF
0 | &<MERIEHTE 5, BFaiE U HEAEESHIRZE <1725,
: AARIICEL LUVEENIHIR S DS, SITATHE T, BIEERIE > TOEEITITO Z LN TE D,
B BNFE, EEEE
2 BTRIEECHSDOH DRI O Z L 13T N THEELEDERIZTE W, HHD 50%LL EiZ~<y FACiE I,
3 RONTZEHSOEDED DZ L LnTE7R0, HHO 50%LL EE2 Xy Rl 2,
4 2LENT RV, BOOHFORD OZ LiF3e TERY, BEIy KBTI d,

10




6. BHICEL CHHETREHHE

O  IRFASCERITIN A, BEEIREES D IRAET 2 ERFE I -D & AR O FeE & OV Eff
RO 7= DI B w2 o B L Co bR« 2 L,

TRIEBRAAIC SN D | B UL Z OFEICHIME L OERR M2+ L, [RE 215
ThboEETHZ L,

FREWEHO~F T AL MZDWNT

@

®

FWEMEREN D oD ZENH DD T, AFOEEIZH 1= > TiE, BRE
W (REWL ARIEE, ik, FEEVE) OREFE M O X S A o FEhnd, Btz -+
[ZAT5 2L, Flo. BEISCTWE CT, M~ —7—%0M& % FEid 5
Z &,

AFN O 51X EE D infusion reaction (i 2 CERARFI 3 2%kt D T 5 U
faAT > 72 EChtaT 2 Z &, £72.2 [8] H LABE O A% 5-FFIZ infusion reaction
BHHLOLNDZEHHDDT, KFIEGH R OKRAGHE T HRIZ A Z A
EPET 5%, BEOWREBELHSICBIET 52 L, 723, infusionreaction %
FHL LG E 2R, B TORELOERPERIZEIE T 2 £ ChEE 2 +ogls
T5HZ &,

ORI BRI E . TRAERT R ORIBREERH 6O Z R HDH DT,
AFN D ¥ 5B haRT M O G- B I E IR NIt rE iR A (TSH. 1028 T3,
R T4, ACTH, I 2o —VEORIE) £+ 52 &,
AHNOFEEIT LY | BEORERISICERT 5 &3 2 bl dikx REEW R
DHLOLNDZENHD, BENRDOONTHGEITIL, BERLLEFRITL U
B 72 ek & R & Re O R Ail & i U Cl bl A RIS W 2 ATV IR DS
FOSIZ X 2 BWER 2N g0 23551 21E, AR ORFES T Ik, R ORIE BUE &
WERIORGEEBRETDHZ L, B, BIBRERNVEOREIZLYEIE
M OYEEDRFRD B WA TR, BB RE ARV - LIS o Sz il Fl o8
HEET D,

BeEAET %, BB S8 AR L T LEWERDNBELT 2 Enb D729,
AR OEEHETHIZHRWEM ORI 2ITEET D,

1 BUBEPRIS  (BE 1 BUBEIRS 2 & de) Db bbiv, BERFES 7V F—T &
IZEDZENHLOT, Hig, ol NRH-FOEROR B MBEE O LA 12+
SEETLHZ L, VREREN DN ICITEG 2L, AR ) H
FlOF 5 E DY L EZITH Z &,

BIERF I, FFAA, IFERERES . TR, B{LMERE RPN b D Z & ndH D
DT, EWWIIITHERERE LTV, BEOREZ H3ICBET 52 &,

AR ORI T, &KGFGE S VEMT 6 HEZ &, LR, 123
W] Z LAZHEDFHIE 21T > TWe Z L 2B BT, AFFR G HI30E R s
BETHROMEREITY Z &,
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