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1. XL

EH L DA « ZEVEDOHER O T2 DI, ISR S Wl IE 22 23R 0
LD, S BT, IEORFHEIFROMESRIC L0 | FUREIK e & OFOHH 228 B E R
FFERDAGB SN DT, 2O OEHZ BB BRI 5 2 & RSO
M L 725 TR Y RIFMBGEE & SR AT 2016 CFAL 28 42 6 A 2 H MR E)
BN TH, EHMERSEOMHOREHEZ XD Z & L ST 5,

FOHLE M EI AL, B ERSR AN T m 7 7 A VDB DEIKS & B 5 2
BRDHZENDHD, ZOD, AR OLEMEICET HEMA+0ERT 5 £ ToM.
YHERMOBELMZ T 5 ENWRSNIBEICH L TERT L L & b2, BIE
FDFEEL U T2 BRI B 72k & & D 2 & DS RIRE 78— OO B & i 7 R e R O fik
THIEREETH D,

L7z T KHA FTA4 T, BIBEEESL N ETITHRELN TV D EFIZ -
LA RIS S & | LUT OB S Ofiii 226 2 HEE 3 2 8LR0 b B B B2
Ti K O B A R,

B ARITA BT A %, ANIATEOE NE S R AR A, ASHEFIEAN B AR
FRIRIES e . —fRAEETE N AARRRRARHE S, FrE FEFTEEE A B ANE 22 MO
—ALTEN BRSO IO b LR LT,

RS L I BEIRSG, - A VR ERE 20 mg, A7 U — R SEEHTE 100mg, 4
— ARSI EE 120 mg, A7 U — R SIEEHE 240 mg (— 4 =
R~ 7 GBS FHHHEZ))

REERDMEUIAE - GIBRARRZRHELT « TR DI/ NI it

MEERDMEROAE - BH, RAZIZ=RL~T GBI z) & LT, 18 240mg
Z 2 JEMIRIE S 1 0] 480 mg & 4 R0 C AT 5,
i OFEEMENEG A & O 2581, @E . A =RLr~7
Bz z) & LT, 110 240mg % 2 @RI RIRE X 1 5] 360
mg % 3 MR CARMEERET 5,

B I 5B 3O /NP T RIS




2. KRHNIOFHE. 1EREST

A7 — R AR ERHE 20 mg, [FATEERE 100 mg, [FATEEE 120 mg K OVNE S ERE
240 mg (—fi%4 : =R~ 7 GEE ), LT, TRA) Lvd,) 1, NEREES
TEMKSH L AZ Ly 7 24 BTV RV =AY —X 27447 (BMS) ) 2
BA% L7t K PD-1 (Programmed cell death-1) (Zx}9 5 & N 1gG4 & / 7 v —F/LHifk
Th b,

PD-1 1%, &M L L2 Y 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 B IE & BUZHIEE T2 2
T ICERT 2B AR TH D, PD-1 IFHURIRRHIILIZHELT 2 PD-1 U 4 K (PD-LI1
KONPD-L2) EfEa L. U RERIZIEIMES 7 F 2 imizE LT o REROTEEIIREZ
BIZFRET L TW5b, PD-1 U W RIFHURE SIS B b O 2 22 Gk 5B
LTk, BMERAMEEE) LU LB TS PD-L1 OFEBLLIEDELF
HIH & OMICADHBEBFRN & 5 Z & HE I TWn% (Cancer 2010; 116: 1757-66)
F o EMR AR IR T MilaS AT 2/ X —T 2 B 2~ (IFNy)
IZX > T PD-L1 OFIANFHEEI N, BB L EEMAHRIZI T D PD-L1 ORI LD
AL & ORNCIEOHEBARIR R & 5 & D H & 5 (Sci Transl Med 2012; 4: 127-37),
X 51T, PD-L1 @5 H S E -3 AMiaid, PUsRFER CDS Btk T Mifa o il fafs
TEMEZ 59 S 545, $1 PD-L1 14K T PD-1 & PD-L1 & OfE&EEET S &2 OHIN
EEIGEREIE T 5 Z EDRENTND, DI LD PD-1/PD-1 U 72 RERERIE, 23
AR TR R A7 T MM O OBIREE A BT 5HFD—2 L LTEX LT
Do

AFNZL, FEHRBROFE R S PD-1 OMasEE (PD-1 U 7 & RFEAHEIE) ITREE L.
PD-1 & PD-1 U T REDREEZILET S Z LI2X 0, BATURFFRN e T O
PEAL K OV AABIRNE k9 2 MBS TG M 2 58 5~ 5 2 & TR e PuiEgsh iR 4~ 9
ZENHERR STV D,

IS OFEN S | AFNTEMEIER ) 2 B 2R EIC 20 55 Lo L MIfF S,
e/l B A e & LT BRI A FEhE L. A bk, 28tk OB D R
iz,

AN VEFIMEIFIT I < HBEE D RPERRIT X 2 ANERS2 6 & b, B UL
D RN B o AFIO B PR OB SR, BHOBREL AT, BEIR
D BTG AITIE, BB L HGUIE U B 2 ik & B8 & Fr o[ Aifi & i L Coil
GV RBERIRI 24T\, BEE O RIERIGIC X 2 BIER A DI 5 A11E, B IE R
T AN OB GEDOHE YR AE ZAT O MENH D,



3. FEIR R
UIBRANHEZR AT - AR OIE/NAEAE (R B R L O R ERRE) O7KGRRFICRE
i 24T - 72 F 7R FR R RBR O Rl 2 R~ T,

(A72hE]
R~ B )

@O EAF IR (ONO-4538-05 #llR)

77 FFRFN e BT RERE 2 A 2 UIBRARE R B B/ IV ST 3 O /-
/5% (ECOG Performance Status 0 2 TN 1) 35 il 412, AAl 3 mg/kg % 2 @R
TRIEEE L7z, FEFEEE TH 28303 (RECIST A F7 4 & 1.1 Uz E-S5<
JEHIEIZ KX D CR XUE PR) 14 25.7% (95%(E#HIX[H : 142~42.1%) Th o7, 0¥, F
ANCERE L7 BfEI 9.0% Tdh - 7=,

© WA IFERER (CA209017 #%%) (N EnglJ Med 2015; 373: 123-35)

7T F R G AL FEERE A2 AT S UIRAAREZR B H1/ IV ST O/ F B
JEESE (ECOG Performance Status 0 TN 1) 272 il & x8c, FeXZ 2%l e L
T ARA 3mg/kg % 2 I MEIBE C s L7z ORAIRE 135 61, K& & '8 137 61),
FEIMMEE Th H2AEEHH (BT, ToS] Lv9o,) (hofll [95% XA 1%,
AAIET 9.23 [7.33~1327] BH. FEZFEBARET6.01 [5.13~733] WATHY,
AAHNL R & XK LRGP ERIERE 2R LTc (O — RE0.59 [96.85%15F
FEX A © 0.43~0.81], p=0.0002 [J&5! log-rank F/E]),

1.01

0.91

0.81

0.7 1

0.6 1

0.51

0.4

Probability of Survival

0.31

0.21

0.1

0.0

T T T T T T T T T
0 3 6 9 12 15 18 21 24
Overall Survival (Months)
Number of Subijects at Risk

KR

135 113 86 69 52 31 15 7 0
Res5 /L8

137 103 68 45 30 14 7 2 0

B 1 OS ®HfEfiEHT O Kaplan-Meier Hif% (CA209017 35k) (ME/EX L S Av7= )
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(FER T B R )
@O ENE TR (ONO-4538-06 #H5i)

77 F R GO T RIERE 2 AT 2 U2 B B/ IV ST FFR O IERAE
B (ECOG Performance Status 0 X TN 1) 76 il 25512, AH 3 mg/kg % 2 1 fHI[H
bR CAEEHE Lo, FERHMIEE Th 528805 (RECIST A K74 > 1.1 fRITES<
R EIC XD CR XUE PR) £ 19.7% (95%(E#EXH : 12.3~30.0%) TH-o7z, 728,
FHANCRE LI=BMEIX 9.0% Th - 7=,

© VEHMEIFARER (CA209057 #XER) (N EnglJ Med 2015; 373: 1627-39)

7T F R G AL FIERERE A2 AT D UIRAREZR OB H1/ IV U R OIER T L
F2yE R (ECOG Performance Status 0 2TV 1) 582 il &2 %t54iz, ReX Xk Z2%H &
LT, AHl 3 mg/kg # 2 WFMNCTREFE L. ORAIRE292 B, F& & %&/LEE 290
B), FEFHIEH Toh 5 0S (H A [95% (5 X ]) 13, ARHIHET 12.19 [9.66~14.98]
A, FEZXEAFETII6 [8.05~10.68] 7 HTHV , KHIT Nt ZFE/ITK Lt
FHEMICHBRIER 2R LTz (N — R 0.73 [95.92% 5 #EIX [ : 0.59~0.89], p=0.0015

[J& 5] log-rank #7E])

1.0z

0.9

0.8

0.7 1

0.6 -

0.51

0.4

Probability of Survival

0.3

0.2

0.1 1

0.0

T ’ ' 1 ' ' I . ' T ' ' T ' ’ I ' i T ' ' T ' i T ' T
0 3 6 9 12 15 18 21 24 27
Overall Survival (Months)
Number of Subjects at Risk

AFIE

292 232 194 169 146 123 62 32 9 0
Fea%t)L8

290 244 194 150 111 88 34 10 5 0

X2  OSOH[EfEHNT D Kaplan-Meier ihif7 (CA209057385%) (HE/E2 (b S 75 M)



Probability of Survival

Number of Subjects at Risk

(PD-L1ZEHLIR LB DA 20 K OVZ2 A1)

WSV S AR (CA2090173850 K ("CA2090575858%) ICHAAN BNTZBED H b,
SRR Z 35U CPD-L1 2 38 8L L 7=l 5o 2814 (LUF, [PD-LIZEBLIEE] &
) IZBET AERBE LN —HOEFE DT — X IH-S X | PD-LIZEBLERNHRENIC
fRAT 2 AT > T2 IR L 2O RIZILL TO LB Th-o T,

ARMEICE LT, RV B T, PD-LIOFEHRRKICL S, FeEFwaptLt
2 U CAAKIRE COSHPIER T A 2370 b7,

FER VBB TILL PD-LIZE B B1% A DA R X VR & IZIERBROME R
ThoT= (TIX),

B, R bR, R ERE S I, PD-LIORERIC L ST, AFlozeM7
07y AVEREECTH T,

;_, < 07
| 2
0.6 My, 2 06
5 .
05 . 05 3
e g2 .
04 "'_L_\“_“‘ g 04 "—|_L_T-
s o -
03 - g . 03 5%,
i, =
. T ey, a

o
™
"7
! |
- }
.|'—
o
¥

o <
o ¢

0.0

ol
o

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

0 3 6 9 12 15 18 21 24 27 0 3 6 9 12 15 18 21 24 27
Overall Survival (Months) Overall Survival (Months)

Number of Subjects at Risk

Nivolumab 3 mg/kg

Nivolumab 3 mg/kg
108 82 70 60 48 39 26 17 a4 0 123 98 86 77 73 65 27 13 5 0
Docetaxel Docetaxel
123 102 80 61 44 36 13 4 3 0

Hazard Ratio (Nivolumab 3 mg/kg over Docetaxel) and 95% ClI : 0.90 (0.66, 1.24)

101 87 69 53 38 30 13 5 2 0
Nivolumab 3 mg/kg (events : 77/108), median and 95% CI : 10.41 (7.29, 14.26)
Docetaxel (events : 75/101), median and 95% CI : 10.09 (7.36, 11.93)

“ Nivolumab 3 mg/kg (events : 68/123), median and 95% CI : 17.15 (12.09, 20.63)
9 Docetaxel (events : 93/123), median and 95% CI : 9.00 (7.10, 10.55)
Hazard Ratio (Nivolumab 3 mg/kg over Docetaxel) and 95% ClI : 0.59 (0.43, 0.82)

3 CA209057 :XBRD PD-L1 FEELRB|TD OS O HEfENT O Kaplan-Meier i
(2K : PD-L1<1%DEHFHEM, A : PD-L1=1%D EHHEM)

@ [EEEILFFE ISR (ONO-4538-52 #iR)

{LFHRERIBIRD EGFR B in 122 Blatk, ALK @i s 1B O ROST A8 s 1
EMEDOYIBRARE AR HEST « FEF O FERF LR FE/ NI AE 2 550 51 (A AN 371 41
ate,) BRI, TITEREANRY AT (EaFlHz) CLT, [y <=7
LV 9,) KO T F R EETCFERIEO ARG E B E LT, ABIE AR X
~ 7 kO T F B & Gefb e L oS- (BUF, INIVO/BV/Chemo] &9 ,)
DAIME R V222 B L7z (NIVO/BV/Chemo™ BE 275 i, *FHEEE 275 #1), LHGF
B B Th 2 MIEAFIM (BLF, [PFS) & 9,) (Pl [95%FHEIXET) 1%,
NIVO/BV/Chemo #£C 12.12 [9.76~14.00] # A, xtfREET 8.11 [6.97~8.54] # A TH
Y . NIVO/BV/Chemo X7 T R & XN X< 7 NS 5 FF 8K % 5 Ee (b F s 0 Of

6



A Gk URGRHFICE B RIER 2R LTz (N — R 0.56 [96.37%[5HE X[ : 0.43
~0.71]. p<0.0001 [J&5! log-rank fE]) .
*1: AH 360 mg K OMLEREE% 3 W HIFI0E T AR E Lo, (LB, IARTSFo <2
BRUNRORAY R T 3% 1A 70 LTRK 6 4 7 VERL, 6 %A 271D
LZEREE M IEAF B D8y X 7 O GAC & D HERIEE © EMTRE & L=,

100

80

60 - NIVO/BV/Chemoit

Progression Free Survival

T T T T
0 4 8 12 16 20 24 28 32
Time from Randomization (Months)

Number at risk
NIVO/BV/Chemo&f 275 231 163 88 48 16 6 0 0
*TEREE 275 225 127 53 27 5 2 0 0

X 4 PFS O H[EfiEHTH > Kaplan-Meier i} (ONO-4538-52 5{5%)
(AR L SN -4, NIVO/BV/Chemo A & i BBEE & D L)

(PD-L1ZEELR IR DA M o ON22 4 1)
[EBE LA S MAH SR (ONO-4538-52305R%) IZHAANLNT-BEDOT — X | THS X,
PD-L18 B R BN R IR AN IRENT AT > TG IME R L EBMEORRIZILL T L B0 TH

D72,

HIMEIZE L TiX, #lotBY ThoT=,
728, PD-LIORBRICL 5T, AFOLEMET a7 7 A4 WVXEEETH -7,

7% 1 PD-L1 281251 D OS BN O F 3 (ONO-4538-52 75H)

0S
PD-L1 &3 BehRE %R i [95%CIH] NP — R
(B A) [95%CI]
. NIVO/BV/Chemo 115 31.01 [23.13, —]
0, S )

1A BV/Chemo 115 22.60 [18.63,29.44] 0.76 [0.52,1.10]

NIVO/BV/Chemo 155 30.78 [25.99, —]
1%L | ’ 0.69 [0.50, 0.95
ok BV/Chemo 155 24.67 [19.09, 29.34] : ]

— HEEARRE. ¢ REBEALERL LT Cox Kl — FElFET v



R PR g M O - Rz gee)
O [ERIFEH IR (ONO-4538-77/CA2099LAFKER)
{LIERIEARTIRIR O EGFRI& AL -2 B pa ik i ALK A B 5 T FEVE O YIBRASEE 22 81T
RO NEiTERE 7196 (BAARNBESOBIZETe,) ZR%RIC, 77 F 8K E
TbFRIEOI ARG ZXRE LT, Al A ) L~7 (B rf#az) (IR, T4
U AT End,) KOTTFFGHEI 25 bFIREE O (LT,
INIVO/IPI/Chemo| &\ 9, ) DOAZMER VL2 M 2GS L7z (NIVO/IPI/Chemo™ ' #£361
i), H2HE3S5841) , FEEFEAIA H T 5 0S (FF I E [95%F 48 X [l ]) (3. NIVO/IPI/Chemo
HET14.13[13.24~16.16] 1 A . X HBEET10.74[9.46~12.45] 1 A T& v . NIVO/IPI/Chemo
27T F KN % G T LA RIEO B R Gk LRI B R IERE AR LTz (N
— RE20.69 [96.71%(Z#EX [ : 0.55~0.87], p=0.0006 [J&5]log-rankikiE]),
2B, RBMLMATRER CTH DA, AL ONIVO/IP/Chemoft & kFHREEDOSD /N
W— N [95%EHE XM ] 1%, R LR T0.65 [0.46~0.93], FER - LR C0.72 [0.55
~0.93] ThH-o7=,
*1 : AH) 360 mg % 3 BRI, 1 £V A~ Imgkg & 6 AR & OYLF5E4 3 i BRI
Bk Uz, ALZAR0RE, LA (RSE EROS UTIERE B (IC SV bpek (R R
Jit  AINAKRT T FURONRZ Y ZXE, ERFELERE : IVRTTF XTI AT TZF R
NARNLFER) &, 3EBE LA 2L LT 2 A 2 AVERI LT, 2 A4 2 AT, AH
FEOA BV b~ 7 % ST L,
#2 AR R bR SULIER - BRI 1233 % . NIVO/IPI/Chemo A & [F] UALS# L% 3 AR
EAIVAINELTAV A7 NVERL, R ERBEIZOWTIE, 4 YA 7 VO{LFHEE
TR N Ll RIS K DM D AR L LT,



0.9

o
©

NIVO/IPI/Chemo#%

0.7

0.6

0.5

Overall Survival Probability

0.4 ;
" Comomno
0.3
0.2
0.1
0.0
T T T T T T T T T T T T T T T T
0 3 6 9 12 15 18 21 24
Number at risk Time from Randomization (Months)
NIVO/IPI/Chemo#¥ 361 325 292 230 129 46 16 1 0
SRR 358 318 259 183 94 39 12 0 0

X5  OSDH[Efi#EHT O Kaplan-Meier fi#: (ONO-4538-77/CA2099LAG5x)
(IAEA L SN2 M)

@ [EFEL[E S AR RER (ONO-4538-27/CA209227 #-5%) (N Engl I Med 2019; 381:2020-31)

(Part 1a)

(LEEIRIEARTEE T PD-L1 FHLERN 1%L B> EGFR &5 28 RIaME KON ALK @hd
BEFREMEOUIBRAGE LT - T8O/ NIt B 793 61 (A ARNBE 89 filz &
te,) ZXRIT, 77T T A Z G FRIEOHE G AR E LT, KA A Y
LT DKL (LR, INIVO/IPL] &\W95,) OFMER NLEEMEE R LT

(NIVO/IPT™ B 396 i, xtH™2 #E 397 f5) . ARBro EZFHMIHEE TH 25 0S (Rl

[95% (5 #EIX 1) (%, NIVO/IPI #£ T 17.08 [14.95~20.07] © H . xtIREET 14.88 [12.71
~16.72] HH T& Y | NIVO/IPI (377 FFHH % & e b F ATk LREEHPIICH &
IR AR LTz (N — REE0.79 [97.72% (58X : 0.65~0.96], p=0.0066 &% log-
rank fRE]) o

*] . &K 3 mgkg & 2 BRI, (U A~7 1 mgkg % 6 8RB CARMEE L,

¥ TR (R RO IR ) 1TSSV bRE (R R« IR TS F o U
VATTFURONT AR, ERELEE  IVRTTF NIV AT TF RO A R
FER) &2, 3BEMBE 1A I70ELTA T A7 VERL, ERFELERBCONTIE, 447
IVOALEFE IS A N L F Tt RIC K BMEFRRE L B ATREE LT,



1.01
0.91
0.81
0.71
0.61
0.51

0.41 / X, o
0.3 - B = =)

0.21
0.11
0.0

NIVO/IPIE£

Overall Survival Probability

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45
Number at risk Time from Randomization (Months)
NIvorPIEE 396 341 295 264 244 212 190 165 153 145 129 91 41 9 1 0
St HARE 397 358 306 250 218 190 166 141 126 112 93 57 22 6 1 0

6 OS @ Kaplan-Meier Hif7# (ONO-4538-27/CA209227 5k Part 1a)
(MEAE 2 b S VT2 4E )

(Part 1b)

(L IEARIAE T PD-L1 FEBLEN 1% 2 D EGFR &5 1A REM L N ALK @A
AT PEMEOYIBRRREZRHETT - TR O IR/ NIRRT B8 550 5l (A ARNEBE 79 Hila &
te,) ZXRIZ, 7T TFFRAZEZUCFERIEOIAE G AR E LT, KHlETT7F
FHH 2 E T EE E OO ES (BLF, INIVO/Chemo) &5 ,) KT NIVO/IPT @
AN N OV 4k & fist L7= (NIVO/Chemo™ #f 177 i, NIVO/IPI #F 187 #i], *}FREE 186
B) . AR ORIRFATEE O—->Th V) BEERIZR R E D x5 To 5 NIVO/Chemo #f &
KEREFED PFS (HR I [95% 15X fHT]) 1%, NIVO/Chemo #£ T 5.55 [4.63~6.90] % A |
XITHREET 4.70 [4.21~5.59] B A TH Y, NIVO/Chemo 137" T FF8A| 2 & T ek Fi 1k
X URH IS A B IER 278 LTz (O — FEE 0.73[97.72% 5 #HIX[H : 0.56~0.95]
p=0.0070 [J&%!] log-rank f&7E])

E. BRI R CTH DA, FEA R ONIVO/Chemot & it FREEDPFS D/~
— REb [95%fE8EX M) 1%, R LR T0.94 [0.56~1.56]. FE/F R T0.66 [0.49
~0.90] TH-o7=,

*1 - AH 360 mg % 3 RN K QML k4 3 MR C AR L, (LR, M R
B RE OTIERAE EEE) IZEESWIALTFEERE (RELEE  IVR T FF U XEv AT T F
VRO LAV HERELEEE  INVRTTF NIV AT TF RO A L% E R) &
3EMAE 1Ao7 LTAY A7 AVERL, IERFE LI OWTL, 4 31 7 VO b7k
FEREBICARI L O R b Lt RIS & 2Rk b TR L Lz,
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y
0 \
209{ }
£ 08
£
=}
£ 07
S 06
g .
% 05 NIVO/Chemo#f
(o]
204 X,
503 ] ,
%02 %
2 A S
201 S HRTRE \‘.%”“—‘ﬁ|1
o0
T T T T T T T T T T T T T T
0 § 6 9 12 15 18 21 24 27 30 33 36 39
Number at risk Time from Randomization (Months)
NIVO/Chemo#£ 177 135 73 48 37 29 19 15 10 10 7 4 1 0
it FREE 186 121 57 22 18 13 8 6 5} 3 0 0 0 0

7 PFS O AEMENTIRFD Kaplan-Meier #if (ONO-4538-27/CA209227 35 Part 1b)
(Ve L S -2, NIVO/Chemo B & % FREE & o Lhig)

F7o. HEFERREHR ST SN o7 b OO, PD-L1 FEHEN 1% 0 BE
(23T NIVO/IPL B &t FREED OS (A [95%(E#EIX[#]) 1%, NIVO/IPI BET 17.15
[12.85~22.05] 7 H . *HBEET 12.19 [9.17~14.32] WA TH Y . NIVO/IP1 (X7 Z FF
BUHN 2 G T efb PRIE IO LIER A 2R Lz (O — R 0.62 [95%(FHEX ] : 0.48~
0.78]. BREZRMIZ2MRATHRESR) .

11



[Z241%]
R bR )
OEWNE DR (ONO-4538-05757)
AEFGIL 33/35 i (94.3%) IZERD BV, KElE ORRBEFENEE TE VWA HEHR
G213 24/35 5] (68.6%) 1ZFBWD HALTz, FHLHEN 5%LL EORWERIZTRDO LB TH-
776

F2 WBEN5%LL EORIER (ONO-4538-053571)

SRERIRHE B (%)

FEAGE 35 {3l

(MedDRA/J ver.17.1) 4= Grade Grade 3-4 Grade 5
EREIEM 24 (686) 2 ( 57 0
MR LY R REE

A i 2 ( 57 0 0
N 3 i e

H CLoa 2k R AR 2% 2 (57 0 0
AP

T 2 (57 o0 0
L 3 ( 86) 0 0
—f% - HFEER L OGS EOREE

TR 5 (143) 0 0
E Nl EA 2 ( 57 o0 0
FEER 5 (143) 0 0
SRIERIEE

WO 2 (57 0 0
BRI AT

TANGEURT I NTF AT =7 —RBEN 2 ( 57 0 0
M7 L7 F R ARTFT—B8h 2 ( 57 0 0
Y 2 RERE D 3 ( 86) 2 ( 57 0
B L Ok E

&7 VT 2 v fE 2 (57 o0 0
BAHOR 5 (143) 0 0
T E R R L O A HRRESE

FAHTm 2 ( 57 0 0
PR R P

KR = 2 — T — 2 (57 0 0
MR R, HESTS & OVEhR

Jifi £ ofn. 2 (57 0 0
R X O T RRRE S

SUERRRLE % 2 (57 0 0
FTBE 2 ( 57 0 0
F% 5 (14.3) 0 0
iR INIRZ NG 2 (57 0 0

7p¥s, MVEMEREE 2 61 (5.7%) . KBk - EEO TH 261 (5.7%) . MRS (%
T v NU—IEEREE) 361 (8.6%) | JITHERERETE 2 61 (5.7%) . HUREREEREREDE 3 41
(8.6%) . BIEHEREMEDE 1 7 (2.9%) . BEikrelss (RMERIEEBTRE) 161 (2.9%)
KON infusion reaction 2 Bl (5.7%) 23RO iz, £7-. BEEOREREE (B ERIEIRE
BERE, ZIRLBE, FERIEIESE) | TEEHRERETE . | AUBEIRN, BEK. FIEMIEE,

12



Rige - BEIZE. SR8 5 A T OVL R 26 1R B AL 7o o, AR FIRELR 1 e o
% (BRRREMERE 25T & abEiHERe =T,

O/ MARER (CA2090173%) (N Engl J Med 2015; 373: 123-35)

BEFGIIAFIRE 127/131 6] (96.9%). F& & Fw/LEE 125/129 Il (96.9%) (2788 &
oo AENE ORFFERPEE TERWAFERIT 76/131 i (58.0%) T8O B, F
BN 5% EORIWERIZT TEDO LB THhoT2,

F£3 BHEENS5%LEORIEH (CA209017 3K5k)
% (%)

CERIPNG

- AFHE
(ﬁi?];?{A/J ver.17.1) 131 1
o 4 Grade Grade 3-4 Grade 5
2EIEA 76 (58.0) 9 ( 6.9) 0
Bl
T 10 ( 7.6 0 0
L 12 ( 92 0 0
—f% - EHFEER L OGS EMOREE
I e 13 ( 99 0 0
97 37 21 (16.0) 1 ( 0.8) 0
Rt L O EE
BAIE 14 (10.7) 1 ( 0.8) 0
T EH R R L O A HRRESE
B iR 7 ( 53) 0 0

7k, HVEMEMEE 6 B (4.6%) . KRIGK - HEED THI 11 61 (8.4%) . ffRFEE (%
T v NU—IEGEREE) 1361 (9.9%) | FFHEREREE 4 61 (3.1%) . HUIRIRHERERET S 6
(3.8%) . EHEREFEE (RADEMEMEBRSE) 461 (3.1%) . EIEMESNE 1 51 (0.8%)
K OV infusion reaction 1 i (0.8%) 23§88 Lz, £7/=. EEDOLERE (K EREIRE
fERE, ZIEALEE, FRHIESE) | TEARHREREE. RIS, | BUERM ., PEX.
e « BEREAE, 5 E D IER L OB RITFRD D ie o 72, AREIVEFAZ BRI B
% (BRREMRT 2E5T) 2E0EHEREZRT,

(FERF- bRz )
OEWNE TR (ONO-4538-06:4#k)

HEERIX 75/76 i (98.7%) IZRH BV, AF| L ODRREARNEE TCE W aER
S0 64/76 5] (84.2%) T3 BV, FHIRN 5%LL EORWEMIZITRDO LB ThHho
776

13



F4 FBBEN5%LL EORIER (ONO-4538-067457)

BRI HH B (%)

FARFE 76 15l

(MedDRA/J ver.17.0) 4= Grade Grade 3-4 Grade 5
RIEH 64 (842) 16 (21.1) 0
N 3 i B

B B A RE A T i 7 ( 92) 0 0
e

{5 5 ( 66) 0 0
T 4 ( 53 0 0
TN 8 (105) 0 0
A% 4 (53 0 0
I - 4 ( 53 0 0
—i% - EFEER X O S0 REE

9 57 9 (11.8) 1 (13 o0
TR 11 (14.5) 0 0
FEEL 11 (14.5) 0 0
BRI IR AT

U 2 SERE R 6 (79 2 ( 26 0
Rtk L O EE

&F U ¥ AfE 4 ( 53 2 ( 26) 0
BAGHR 11 (14.5) 1 (13 0
PR R P

FEIED 4 ( 53 1 (13 0
M SR, MOERES K ONERmPEE

R A R 4 ( 53 2 (26 0
Rk K O TRk RR

% O FEIE 6 (79 1 (13 0
S 11 (145) 0 0
SRR INGE 2 4 (53 0 0

¥, MR (5.3%) . KIS - EHEED THISH] (6.6%) . FhikfEE (¥ 7
v N —IEMERESE) 1061 (13.2%) | TS RERE 511 (6.6%) . HUR IRHEREFEZE 1041 (13.2%) .
R REREE 1] (1.3%) | BreeiEE (RAEFEMERE) 461 (5.3%) K infusion
reaction 3% (3.9%) MO OHNTZ, F7-. HEDOLEREE (FERMEIREGERE, AL
B, BOOEIES) | TEEHREREE . IRUBEIR, WEZE. EIEMIEAE, A - BEEK
S E DR K DL RITFEB O BV o T, REIWERZBLIR I BT E F S (BRI
WA Eh) 2B UEERETRT,

O/ IARRER (CA209057 788#%) (N Engl J Med 2015; 373: 1627-39)

HEFELIIAKIRE 280287 1] (97.6%). FE & X /LEE 265268 1 (98.9%) (Zid 5
AU, AHN & DRIRBRAEE TERWAEFEFRIT 199287 il (69.3%) (25 bl
FHRDN 5%LL FORWERIZTRD LBY THolz,
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5

FELEN 5%LL EORITER (CA209057 #-5k)

BEHIK e

(f%iii;Aﬂ 17.1) 287§

© verHh 4 Grade Grade 3-4 Grade 5
2FIEH 199  (693) 30 (105 0
R =

FOIR B R T E 19  ( 6.6) 0 0
B IEREE

T 2 (17 2 ( 07) 0
TN 34 (11.8) 2 ( 07) 0
Mg, - 15 (52 0 0
— % - 2FREER OGN ORE

I ) e 29 (10.1) 1 ( 03) 0
9 57 46 (16.0) 3 ( 1.0) 0
Rtk L O EE

BAGHR 30 (10.5) 0 0
AR L OV ARk

Fam 16 ( 5.6) 0 0
FeIE B X OV T fRbE =

& O PEIE 24 ( 84) 0 0
W5 27 ( 94) 1 ( 03) 0

. MIEMEMZE 10 61 (3.5%) . RIBHK - HEO THI 22 61 (7.7%) | FdkEE (F
7 v N ERREESE) 26 B (9.1%) | FFBRRERETE 15 61 (5.2%) | FUIRIRPERERES 27
Bl (9.4%) | EHEREMEE (PR VB RE) 761 (2.4%) | gk - BEIZE 1 61 (0.3%)
& O infusion reaction 8 i (2.8%) MFRD BTz, Tz, HEEDOKERE (FEREARE
el ZIEALEE, FRHIESE) | THEAHRERE. RIS, 1 BURIA, Pk,
HIEMIESIE, 528 9 BER L VO RITE O BV o 7o, AREIWEAFEBLRILILBSE
% (BARREEEE 250 2E50HEFERE T,

DE BRIL[F 25 MAAFAER  (ONO-4538-52 #lR)

HEFEGIIAFIGEH (NIVO/BV/Chemo) £ 271/273 1] (99.3%) . % BREE 275/275 51 (100%)
Wb bz, AAIGFH (NIVO/BV/Chemo) & DR FEREBNEE TR WAERSRIL
269273 B (98.5%) |ZFRD LTz, FHLEN 5% EORIWERAIZ TRO LB ThoTz,

F6 FEBEN 5% EDORIEM (ONO-4538-52 #5H)

B N B% (%)
ﬁ;jﬁE%ﬁ AAIBEH  (NIVO/BV/Chemo) Bt
S 273 151

(MedDRA/J ver 22.1) 4= Grade Grade 3-4 Grade 5
2EIEH 269  (98.5) 201 (736) 3 (LD
R X O TRk

Ji B 143 (52.4) 0 0

B 81 (29.7) 13 ( 48) 0

O PEIE 48  (17.6) 0 0

BER BIBIR 5 30 (11.0) 12 ( 44 0

SYERRRZE % 19 (7.0 1 ( 04 0
PR TR B

KRR =2 — T — 120 (44.0) 3 ( 1.) 0

15



K= 2 —m RF— 59 (21.6) 1 ( 04 0

S N 32 (11.7) 0 0

BERR 15  ( 55) 0 0
R AR A A

I HRERER D 116  (42.5) 87 (319) 0

H i Bk 93 (34.1) 40 (147) 0

i IR B> 59 (21.6) 16 (59 o0

TANRTGXUEET ) b T AT =7 —E 8 24 ( 8.3) 2 (07 0

TI=UT ) N UAT = TR 20 ( 73) 3 ( 1.) 0

7 V7 5= 8N 16 ( 59) 1 (04 0

EEN 15  ( 55) 0 0
e

(EE 85 (31.1) 3 ( 1.1) 0

L 68  (249) 3 ( 1.) 0

TR 50 (18.3) 5 (18 0

R DS 50 (18.3) 2 (07) 0

Mg - 21 ( 717) 0 0
Mg LY R REE

A 78 (28.6) 15 (55 0

I PR E 53 (19.4) 43 (158) 0

FEENME AT H BRI 43 (15.8) 41 (1500 1 ( 04

M BRI E 26 ( 9.5) 13 ( 48 0

MR E 18 ( 6.6) 4 (15 0
B #E R B £ OV SRRk RE &

B EiivR 69  (25.3) 0 0

5 P 66  (242) 0 0
—% - &FEER L O S 0KRE

TR 68  (24.9) 1 ( 04 0

FEER 40 (14.7) 2 (07) 0

I 57 19 (7.0 2 ( 07) 0
M SR, MOERES KON R P E

LAtk 43 (15.8) 0 0

Lo b 34 (125) 0 0
R L O EE

BAEE 81 (29.7) 8 (29 0
A P E

e I 65  (23.8) 37 (13.6) 0
BB L OURBKREE

EHR 65 (23.8) 13 ( 48 0
A s

RO B A REAR T 26 ( 9.3) 1 ( 04 0

FRIR BB RE U E 15 (5.9 0 0

BB R RE R4 14 ( 51 4 (15 0

7REs, PR 211 61 (77.3%) . BREUHREMRIE/ X A/ XF—92 il (33.7%) . HER
MR B 43 1 (15.8%)  FIRBREERERE T 39 5] (14.3%) | HLE D K2 JE e 36 1] (13.2%) |
FFSRERETE 35 61 (12.8%) . BHEREREE 20 B (7.3%) . MVEMERGERE 19 #1 (7.0%) .
KIS « /NGI% « EEED THI 19 1] (7.0%) . BB HEREREE 14 41 (5.1%) . infusion reaction
13 B (4.8%) . FEEMARBERERETE 5 61 (1.8%) | sk 4 B (1.5%) . ClEBETE 4 61 (1.5%) .
1 BORERRIS 3 611 (1.1%) | FFRiMmARZERIE 3 B (1.1%) . BE{EPERREZ 2 61 (0.7%)
FESE 2 511 (0.7%) . FFZ 161 (0.4%) K OMESEHIM 1 51 (0.4%) 358D Bz, Fiz,
HIEM MR, O R, BUEFZE. R4, BNk - K, MERERIEMEE, Mk, 5
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E DG TREFERDS K OMBEALIFRE D B ivie o 7o, ARWERREBLRDUII B E S (B
BEMRE 2 E) 2GU0RHERETRT,

e
*

O - B2 Je R - B R ge)
OEFR L[ AR RER (ONO-4538-77/CA2099LA 7X5R)

HEELIIAFOH (NIVO/IPI/Chemo) #f 355/358 5 (99.2%) . XIFEHEE 341/349 {3

(97.7%) 2RO BT, AFIPEA (NIVO/IPI/Chemo) & DR ERMENGE TERWE
EREGL 322/358 1] (89.9%) IZFBEH BTz, FHHLED 5% EORWERIZT TRO LBV
ThHo77,

=7 FBIED 5%LL EORIVEA] (ONO-4538-77/CA2099LA #5k)

B e B% (%)
ﬁiigﬂ H AFIDFF (NIVO/IP/Chemo) Ff
(MedDRA/J ver.22.0) = 338 71
4= Grade Grade 3-4 Grade 5

2EIEA 322 (89.9) 159 (444) 1 ( 03)
MR LY v 3REE

2L 80  (22.3) 20 (56 0

I HRER IS i 35 (9.8) 22 ( 61) 0
Al

FOIR BB RE U SR 27 (1.5 0 0

B B A REAK T i 52 (14.5) 1 ( 03) 0
E e

(XA 32 (89 0 0

T 73 (204) 14 (39 1 ( 03

TN 94 (263) 5 (14 0

I - 47 (13.1) 6 (17 0
—% - &FEER L OB 50K

) E 73 (20.4) 3 ( 0.8 0

957 59  (16.5) 8 (22 0

FEER 20 ( 5.6) 0 0
AR IR AT

TS T I NIRRT =T — PN 23 ( 64) 3 ( 08 0

77— 18 ( 5.0 8 (22 0

TANGX BT I VT AT 2T —EBEN 19 ( 53) 4 ( 1.) 0

U X—E 18  ( 5.0 13 ( 36) 0
R L O EE

AR 56 (15.6) 4 ( 1.1) 0
T E R R R L O A HRRESE

RAHm 26 (73) 1 ( 03) 0

3 P 18 ( 5.0) 0 0
MR, HESFS & OVEhR

fififig ¢ 19  ( 53) 5 (14 0
GRS X OV T HRRRE =

B ESE 32 (89 3 ( 08 0

O PEIE 66  (18.4) 3 ( 08 0

»E 64 (17.9) 5 (14 0

iR INIRZ SN2 18 ( 5.0) 5 (14 0

17



. HHRBMERERET 74 1 (20.7%) | AREERETE 51 61 (14.2%) | SO REAE/
F3F =50 51 (14.0%) . NTREREFETE 48 131 (13.4%) . KRG « /NG « B O TH 26
B (7.3%) . BRERERETE 25 1] (7.0%) . BEEOEFRESE 21 6] (5.9%) . FEMEMZEE
19 % (5.3%) . infusionreaction 17 il (4.7%) . EIFEHERERE 12 61 (3.4%) . T EEAHE
REFETE 761 (2.0%) | LCHEFEE 761 (2.0%) . Tk 6 61 (1.7%) . FER 461 (1.1%) &
OFFIRIMAR ZEARSE 1 B (0.3%) DB LTz, £z, EEMEIE, Ok, Bk, 1
TUBERE ., IFARA, BLHEARE . Mot - B, BEERMMKES ., MERE RIEMRE,
fEEZ, 5 &9 IS BEE M & OMEFLIZER O bivie o 7o, REWERRE BRI B E
% (HARMRAEEEE 2580 28R RETT,

141

& 5

@E B [F AR RABR  (ONO-4538-27/CA209227 #kbR)

(KHIE A Y L~T OO HEE)

HEFELIIARIOHE (NIVO/IPID) #f 568/576 5] (98.6%) . *IHREE 554/570 %1 (97.2%)
(ZERD BT, AFIPEA (NIVO/IPY) & ORRBERPEE T E WA HHGIL 442/576
Bl (76.7%) ([ZFBD BTz, FBEEN 5% EORIERIZITERO LB ThoT-,

#£8 RHRN 5% EOFRIVER (ONO-4538-27/CA209227 :A5% Part 1a }2 O* 1b)

B b [\ B (%)
F AR (NIVOIPD T
o 576 14

(MedDRA/J ver.22.0) 4= Grade Grade 3-4 Grade 5
REIEM 442 (767) 189  (328) 1 ( 02)
PN 3 i e

RO A RE T SE 48  ( 83) 0 0

FRIR BB REA T 72 (12.5) 2 ( 03) 0
B EREE

T 98 (17.0) 10 (17 0
L 57 (99 3 ( 05 0
—% - &FEER X OB S 0KRE

) E 59 (10.2) 8 (14 0
957 83  (144) 100 (1.7 0
FEEL 43 ( 1.5) 2 ( 03) 0
[ R

TI=rT I NIRRT =T =B 52 ( 9.0) 19 (33 0

77— 36 ( 6.3) 17 ( 300 0

TARTEX BT I TV A7 =7 —BHM 56 ( 9.7) 18 (31D 0

U S—B N 43 ( 1.5) 23 ( 400 0
R L Ok hEE

BAHOR 76 (13.2) 4 ( 07) 0
E R R R L O A HRkEE

RA A 29 ( 5.0) 4 ( 07) 0
MR R, MERES I OVHERR fa

Jiilig & 41 ( 7.1 16 (28 0
R X O TRk

P2 i W pg 31 ( 54) 1 ( 02) 0

Z 9 FEE 82  (142) 3 ( 05 0
#% 98  (17.0) 9 (16) 0
BER BRI 39 ( 6.8) 9 ( 16) 0
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7%, HURMRHEREREE 115 611 (20.0%) . IFREREREEE 91 1] (15.8%) . FhEkkEE: 51 41
(8.9%) . [VELMEMIZRE 50 B (8.7%) | REEUTRlfRE/ X A/ F—38 fiil (6.6%) . HEE
DR JEEE 27 B (4.7%) . KIGHK - /DGR - BEO TR 25 6 (4.3%) . BHERERE 25
1 (4.3%) . infusionreaction23 f5 (4.0%) . TEEMFHERERET 1961 (3.3%) . EIFEHEE
[ 19 Bl (3.3%) . HFS 13 B (2.3%) | DlidlEEE 9 il (1.6%) . HEZ 6 Bl (1.0%) .
1 BUBESRIPT 4 B (0.7%) . SE DK 2 B (0.3%) . DK 1 #] (02%) . Mizk 1 4l
(0.2%) . Mg « Bl 161 (0.2%) K OFIRIMILIEZERRAE 1 61 (0.2%) 235388 b,
Fro. BIEMEGE, TS, i bVERRE 28, B ik MERE REMRE, Mk,
FEESE HH 1 M OSEFLIZRR O B AL Do T REIMERFBURDUIBIEF S (B AR
rEte) A HUEINERETRT,

(KH & 77 FF8HIE Gtk L OB (PD-L1 ZEL= 1%A O BE L))
HEFELIIAKIGEH (NIVO/Chemo) BE 172/172 41 (100%) . % BEEE 174/183 41 (95.1%)
(2R BTz, AP (NIVO/Chemo) & DK FEAR A EE T E WA EFEFGIT 159/172

5l (92.4%) (ZFB®O BTz, FBEEN 5% EORIERIZT TRO LBV THo T2,

#£9 RN 5% EORITER (ONO-4538-27/CA209227 :XER Part 1b)

BEL e /A Bl (%)
:ﬁiiiﬂﬁ KA (NIVO/Chemo) AE
P =] 172 ’filJ
(MedDRA/J ver.22.0) 4 Grade Grade 3-4 Grade 5
2REIEH 159  (92.4) 96 (558) 0
MmiEEs LY > R fmE
A 1in. 70 (40.7) 30 (174) 0
I HRERIS A i 41 (23.8) 23 (134) 0
MRS E 17 ( 99 7 ( 41) 0
B IR E
(s 38 (22.1) 0 0
T 17 ( 99) 2 (12 0
L 67  (39.0) 4 (23 0
SIS 14 ( 81) 1 ( 06) 0
Mg - 26 (15.1) 4 (23 0
—i% - R EER LU G OREE
W E 18 (10.5) 1 ( 06) 0
957 43 (25.0) 8 (47 0
TR 9 ( 52) 0 0
FERE D JIE 10 ( 5.8) 0 0
A MR 9 ( 52) 0 0
FEEN 12 ( 7.0) 1 ( 06) 0
i AR A A
TIS=rT I NI URT =T BN 16 ( 93) 5 (29 0
77 —EHEm 11 ( 64 4 (23 0
TARTEX T I T A7 =7 —8BHMN 10 ( 58) 1 ( 06) 0
M7 L7 F =80 12 ( 7.0 1 ( 06 0
I R ERER D 27 (15.7) 17 ( 99 0
MR 21 (12.2) 11 ( 64 0
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H i BRE R 15  ( 87) 9 ( 52) 0

R L O mEE
EEXSD Bl 39 (227) 4 (23 0
R R X O TRk RS
% O PEIE 15  ( 87 0 0
FEP5 26 (15.1) 1 ( 06 0

¥, FRERFEE 26 B (15.1%) . BRRUGEMEIE/ X A3 F—22 f5] (12.8%) . JTHERE
b 21 51 (12.2%) . FUIRERFERERRE 16 B (9.3%) . BHEHEREE 14 1 (8.1%) . [
EMEMRE 8 B (4.7%) . RIBHK - /Mo - HEED THIS B (2.9%) . LlidilEsE 5
(2.9%) . infusion reaction 4 {5 (2.3%) . BEDOKEREE 2 #] (1.2%) . OFZ% 1 #
(0.6%) . 2 16 (0.6%) . 1 BUEEGRIR 15 (0.6%) . AFZe 161 (0.6%) . BB
REFEE 161 (0.6%) K& OFIRIMARZERRAE 1 B (0.6%) 23588 iz, Fi-, HEIEM
JE, FFARA, B{EPEIBE R, FEARHAEREE, MMk - BB, HEERMmEEE, M
EREREMGERE, AEEE, BER. SE DR, BN L OELITED bznotz, R
RIERZRBURDLIIBE RS (RIRRAEMRT 2 5T) 25 OEIERE =T,

20



[ - HiE]

AR OREMEYFETT L ZFA LY 2 2 b— 3 10280, AKI 3 mgkg (K
H) XX 240 mg % 2 WG TG LIBROARR O Mg iR EI S Sz, ZOf
R AHI 240 mg G LTZBROREEEIL. AH) 3 mgkg 45 LIZBROBRE & & ik
LTREEZRT ETRHENTZb DD, ARANEFICBO CARMR RIS TV D H
% - & (10mgkg % 2 EFFENECRE) CARKIZ G LIizBEOugE & & ik L CEfE
oy LTRSS (FR) AT BEOBEIZE T 27 — #2125 & KA 3 mg/kg
(IREE) 0% 240 mg % 2 HFFEIRE CHG- L 72 BROARRF OBRE & & Ao 3 etk b
ORI & T D IRE ST T APER S, Y% OV TREIT DAL A R,
FROAE - HEOM THEMER O SMEICAME e 2RI E TRl S Nz, £, 3
NI BT IC BT 2 7 — XD S L 2B UG ET LV EFIH LT, AAl 3
mg/kg (2 G CHG) . 240 mg (2 R CTHE) XX 360 mg (3 ¥ MR T
H) LAY A~7 1 mgke (6 BREIMMRETERYS) 208 LIcBROZ2MEZ M Lz
K. FROME - HEOR CREM TR ER TRV ETRIS N,

F 10 AKANOEYBE T A —X

M - R Crnax Chnind14 Cavgdl4 Cimax.ss Comin.ss Cavess
(ng/mL) (ug/mL) (ng/mL) (ug/mL) (ng/mL) (ng/mL)

3 meke Q2W (352 .760-8) (10.17?'264.5) (17.21‘,"333.9) (75.1)1,3171) (27,612,'107) (42.717,'?27)

240 me Q2W 61.712,?03) <15~22?'354-6) (25-31‘}'4:7.8) (10;,5254) (41?57,'51;58) (62.11(,)9187)

10 me/kg Q2W (14;,9;19) (51.62?739.2) (79.9(;),'?14) (33?,9232) (18421,1 ;13) (23;7286)

AR (5%, 95%4%) . Q2W = 2B FIHIFE. Conax @ HIEIHE-£2 O fi i ML HHEEE . Crinara : I 5-#214
A BT D FARMIE IR, Caveara : A 5140 B E TORMIEPIRE . Coaxss : T RIEICI
T2 i MIE L Cinss + EWIRRBIZ I D RIS PHREE . Cavess 1 AEFIRREIZ IS 2 P11 o
TR

T AR ORENEYENEET L EZFH LIV I 2 b— a3 2L 0 | AH| 480 mg
% 4 W CE G SUIBEARE O Mk - &S TR U72BRO AR O fiiE e EE 23 e
Shiz, TORER., KAl 480 mg %z 4 WFEMNE CHE G LIZBEOEFIREBIZB T 5 E¥iMm
EHIREE (LU, TCagss) &V, ) X, A 240mg & 2 IR TG L 72RO Cavgss
EHUT D E TSN (THR) o Fo. AAI480 mg % 4 MMM TR G L7ZEROE
FARBEICBIT Dl iE P IRE (LLF.  [Chas) EWVD, ) 1, &K 240 mg % 2 3
kA THEG LT2BRD Chaxss & IR L TEMEZ R T & TlISHZ b OO, HARNBREICE
WCHABMENHER SN TWDHE - AR (10mgkg % 2 BRI CRE) TAHIZ &5
L7oBED Cinaxss & IR L CTIRME 2R3 & PRI (FFR) o M T, EEOmEEICE
JAHT—ZITHESE, KA 3mgkg (KHE) F£720X 240 mg % 2 BRI, £ L IEAH
480 mg % 4 FEMEFNE C& G LB AR OBRGE R & A0 ST Ze a0k & o B & gt
THRBEOGTE T VORI, UL W TRMM bR, ERRo Mk -
B DRI CHIIER V2V 2RIV & Tl STz,
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F 11 AKANOEYBE T A =X

M - R Cmax Cmind28 Cavgd28 Cumax,ss Cmin,ss Cavg,ss
(pg/mL) (ng/mL) (ng/mL) (ug/mL) (ng/mL) (ug/mL)
S meke Q2W (352 '760-8) <16-257§0-3) (21 321 f3.9) (75.&?71) (27.612,'107) (42.717,’?27)
240 me Q2W (51-712’203) <23-33?'539-0) 60220.9) (102,5354) (41?57,'%1358) (62.11(,)9187)
480 mg QAW (103207) (15.25?17.4) (37.?)?;)4.8) (14?,1 §36) (27.751,'?37) (62.11(,)9187)
10 mg/kg Q2W (142,9322) (86.959,.?32) (101,1 ?48) (323,9225) (18421,1 gos) (232,7277)

FOME (5%, 95%4%) . Q2W : 2 EMIMIIE. Q4W : 4 WRIRINGE. Cmax : HIEIEE 554 O fierm 37 PR AL
Cuminazs = RIAIH 514 28 H BIZ351T 2 B AR iE IR EE . Caveazs © WIEIE G- 28 A H & T FHI i i

FE. Crmaxss 1 EFIRBEICIS U 2 B M3 FIEEE . Crinss : EHARERICIVT D AR M IE PHEE, Covess 1 EHIR
HEIZ351T 2 -4 Iy e B

22



4. FisglZOWT

AAFN OG- )Y 72 BE &2 - FE L, AR5 i@i%&ﬁwm%%ﬁbk
BRICHRHET 2 Z ERMER 7D, LFOO~Q@DFT X T &= T sicB W THEHAT
RXTH5DH,

O {4 1ANE

D1 Fio (1) ~ (5) OWTHNITEYT DM THDH Z &,

(1) BEAETBREDEET D03 V2 REEEILSIRPE S (BRIERTIRAS A2 O HEIL Rp P
H 23 A RS FEE LS RRE, HUEY AR HRIRBE 7R &)

(2) FrERERERRT

(3) HARENTERENFDEE T D 03 VB ROEEERRT (D3 AR EIRbT, 23 A2
W IEBE, D3 AR EEHERE T e &)

(4) IRACFIHNEE ZRE L, SRS FRIEZ IR | IS RIES L ik a2 ekt
2 Ok EEIAR D B H AT > TV D ek

(5) HUEMEAESA AL B BINGE O s FAE AR B @ H 21T - T D fiax

-2 R DAL L K ORIME R FE BN OO % TS50 70 ik & EBR & RO EAl (FR D
WPRNIEEE T DER) 25, 2R ORANE T 20RO RMEA L L TRES
TnnHZ L,

*

o [ERIRFFISR 2 FOMWHEZE T L72IRIC 5 FLLEO D ATBIROERIRIHE 2
ToTWHZ &, 26, 28U L. PARYREL L LEERRIESZEOIHME %2
ToTWHZ &,

o [EEIGFFEUSH% 2 FFOPHEZE T L721RIC 4 UL EOBKRKEBRZH L T\ D
L, 9B, 3ELLEE, i O A SR S T MR AR O R RIHE 24T -
TWAZ &,

@ BENOEIEIEHRE B OEHIZ DN T

PSR L G A B E T D B S L S, BRI D O 0, ﬁfﬁé %
e ij—aﬁ’]ra%&@@ﬁ&ozﬁﬂﬁff ZxPT B IEWIRIE, A FEFRBRA LG E oWt
EH, ERHEONIATONDEHINESTNWDE Z &,
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@ BHEA~DOXISIZONT
@-1 Hii sz (R BE 3 2 A

[V MM B O HEE R BIE 2L L72BRIT, 24 WFRIEZIERIRTHI O T, ikt X
IREEE S IV T, FEEL L2 BITERNOIE CCABRE L O CT S D RIEM O 24
HAMRADRERD Y H PGSO, EBISIS A RER AR 8-> TnDd Z L,

@-2 EFRUEFHIZ L DA FFGNISITET % 2t
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ALK Bl A AR T REVE D UIBRRRE AT - P38 DIE/ Nl i AR
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1. lIU®I
IS OGN < REMEDHEROT- DI, WA STEZEITE SVl E el 23R D
bb, 52, IEOREFHIFOMEANC L0 | FUREIR S 72 & O H) 72 B /8 %
FFrEEGENARINDLH T, 2D DOEKTZ BB B TR 2 2 L BB
AR & 7o TR Y RIFMBGER & SO FA T #2016 (TR 28 A2 6 A 2 HEERE)
ICBWThH, EHERLEOHHORBEHEEZXS Z LS TWn5,

AR AR E SR S, EE RS R 27 0 7 7 A VBB FEOES L & B S MR
RHZENRDD, TS, HIWELROLZEMICET 2 HERN+0ERET 5 £ TOR,
WMELEIL DO BE LML ZIT 52 EPWIR SN BFICK L THERT 2 & &b, BIFE
RNV LTI B et & & D 2 & DS ARE 72— 8 O B & i 7= 3 EE SR A B < A
THZEREHEETHD,

L7eRoT, KA RT A4 TiE, BB ZNE TITHE LN TV A EFLIH -
BHER M EED & | LU O 3K O feiid 70 ) 2 HEHE 3 2 8LA & B2 B B %
F RO ERERERT,

I ARITA RT A 0%, MSIATEOE NESE SRR S, A E AR AR
BRI s | — M A B ARERIRN B E & L AR N B AR &R 72 O /)
Db EAER LT,

RG L 7 BEIRS, - A TR ERE 20 mg, A7 U — R SEETE 100mg, 4

— RS 120 mg, A7 Y — R IR 240 mg (— %4 - =
M~ 7 (BinfHHz))

RGERDREITHNF - e R E

MEERDABEROHE - B, A=A~ (B z) & LT, 18] 240mg
% 2 WS 1 (8] 480 mg % 4 BN CARMEET 5, 7=
72U, EMERANEICIIT AR ML DG E T, BEHIFIE 12
TABETET S,
RIGUIBRAGE R EME R AEICR LA BV A~ T (s 1-Hiff
z) LOFHT 25, @, BACIE=Rr~7 GBRIE R
Z) & LT, 1A 80mg % 3 MM T 4 BIAHEHET 5, £D
%, =R~ 7 (BinFfH#z) & LT, 118240 mg % 2 #HfH
IR S 1 [5] 480 mg % 4 TSN T EE+ 5,

f¥E IR 5E 3 F NP TSR
(%)

L BRI B9 D Y — AR A RS EIR S0mg (— R4 A B ) A~ T GEIG L 2))

DEHEE TR, RO &

2h HE X 2h R ARIGUIRRAN R e B R A

Ak & VA &%, AT ) A~7 GBE ) & LTI1E 3 mgke
(RE) % 3 ERIMRET 4 BRHEHET 5, 7, oOHuErEmE
FEGAT AT, =RV ~7 (B iz) LRI Z L,




2. AHIOFHE. 1EHEF

7R IR EE 20 mg, [FATEERE 100 mg,  FLAEETE 120 mg K OV A §E
240 mg (—f%4 : =R~ GEBE ML), LT, TARF Evd,) i, /MRS
TEMKSHLAFL Ly 7 24 BTV RV =AY —X 27447 (BMS) ) 2
BA% L7t K PD-1 (Programmed cell death-1) (Z%}3 5 & Nl 1gG4 & / 7 v —F /LHLfk
Th b,

PD-1 1%, &M L L2 38k (T A, B AL N F 2 7% 7 —T fifn) KOVE
BRI R BT 5 CD28 7 7 X U — (T MR OIEMHAL Z B IE & BUSHIEE T 2% 2
T IR T 2B AR TH D, PD-1 IFHURIRRHIILIZFELT 2 PD-1 U 7 K (PD-LI1
KONPD-L2) EfEA L. U o SERICHfIEY 7P v i LTV v ERoiEHAIREE &
BIZHRE L CTWd, PD-1 U H v RIFHUREE RSB B b Ok~ 72 IR 785
LTHY, EMEREAELE ) LU L EGHMEICI TS PD-L1 OFRBL L itk DALE
WM & ORI ADOFEREBIR N & 5 2 & 3 ST % (Cancer 2010; 116: 1757-66) ,
F 7o R R IE B CIRARRE T M EE T DA v X —T = H >~ (IFN=y)
IZX > T PD-L1 OFHENFHE SN, 58 L2 EMEREICIS T D PD-L1 ORE & itk D
AL & ORNCIEOHEBARIR R & 5 & D H & 5 (Sci Transl Med 2012; 4: 127-37),
X 51T, PD-L1 @5 H S E 728 AMiaid, PUsRFER CDS Btk T Hifa o il fafs
TEMEZ 59 S 545, H1 PD-L1 /KT PD-1 & PD-L1 & D& EET S &2 OHIN
GEEIGEREIE T 5 Z EDRENTND, DI &5 PD-1/PD-1 U 72 RERERIE, 23
AR TR R R 7 T MM O OBREE A BT 5HFD—2 L LTEX LT
Do

ARFNL, FEEERER OFE R 6 PD-1 O/ (PD-1 U F o REEAREIR) ISR A L.
PD-1 & PD-1 UG Y REDEEEIET DI LICLY ., DAFURRRNZ T Mok
PEAL K OV AKIIENS 59 2 MBS =G ME 2 #9585 = & TRkt 2 PUEE2h 3 24
ZENHER STV D,

AFN OV TSR3 < MBEE OSiE KORIC X BRIERSN & 6 bh, B U TIC
5 AN B B, ARIORE RO EHICIE, BEOBEE HIIT, BENR
D BTG AT, FB L HGUTIE U B 2 kil & B8R & FF o R Afl & L Col
BN 72 BEBZB T 24T\ IBEE OSERSIC L ARIEA RSN A AT, BIREE AL
T LA O 5 E O RIS ET D BB B B,



3. BRIRRE
HEME B A O AGRIRF AR 24T o 7o E 2R B IRRER O R 2 777,

[ 2]
OEWNE DR (ONO-4538-02 #ER)

LIy (BUF, IDTIC) &9 ,) 12 K AEFEIEREZ B T 2 RIRUIRAGE /2 T
W/ IWVHI SO F 3 o PR A S (ECOG Performance Status 0 &2 O8N 1) 35 il &2 %t 512,
AF 2 mg/kg % 3 B EHIFRE CREEE L, FEIEEE TH 2R3 (RECIST 7 A

R4 11 BUZES S R RHEIZE D CR XXX PR) 13 22.9% (90%[EHEIXH : 13.4~
36.2%) Thol-, 7B, FANIHE LIZFMEIX 125% Th -7z,

QEMNE T AHFRER (ONO-4538-08 #Hk)

b PAIE ARG O ARIG CIBRANRE 72 LA/ IV ) ST B8 o B BB R H  (ECOG
Performance Status 0 }2 U8 1) 24 il 256t 512, AHl 3 mg/kg 2 2 3 i fHI R C A eE L7z,
FEFHIHE Th 5 282h% (RECIST 4 K74 > 1.1 fUIZES S FIHEIZ L D CR
UE PR) 1% 29.2% (90%(EHEX M : 16.7~45.9%) ThH o7z, 728, FHANIHRE LM
E1E 6.0% CTH -7,

OVEA AR (CA209066 #ER)

v-raf ~ 7 AREY 4 VAR T EMAER 7 Bl (BLF, [BRAF] £\ 9,) V600
22 B 7 MBS VE AR IR R O RIR UIBR A GE 72 T/ IV ) S/ 8 0 BB SR il R

(ECOG Performance Status 0 &2 T 1) 418 5l (ASAI#E 210 i, DTIC #f 208 f5i]) A *F51T,
DTIC Z xR E U TAA 3 mg/kg % 2 HFHIR TREFHE L & & O R OVZ e
et Lo, EEFHMIEE Ch o 2EFMM (LT, ToS) &wiH,) (hifE [95%fF
FEX M) OSSR T, AFIFEX NE” [NE~NE] # H. DTIC #£C 10.84 [9.33~
12.09] 7 ATHY . AFIL DTIC 1Tt LIFHFRICABERIER 27 Lz (AF— R
0.42 [99.79%ZHEIX [ : 0.25~0.73]. p<0.0001 [J&H log-rank #E]. 2014 4E 6 H 24 H
T8Ny A7),

* HEEARE (BT, [RR)



—A— FHIFH
kD HAHIVINT B

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

at risk3 175 (A)

AH|EF 210 185 150 105 45 8 0
EhIVINS VB 208 177 123 82 22 3 0

1 OS @ Kaplan-Meier Hi## (CA209066 57)

@UESMETTFRER (CA209037 #kER) 2

AV AT (Brf#z) CIF, Y A~T7) L)) Xik BRAF [HEH
Za A RIEIE 2 T 2 RIG B BR N AE 72 T/ IV B SCIE /%8 oo B S e i AR

(ECOG Performance Status 0 &2 U8 1) 405 5] (CAAKI#E 272 i, {b529E1E (DTIC Xix kv
RTTF ey U EEnL D) B 133 §1) 25500, (LFREE R E LOR
#l 3 mg/kg % 2 WFMIR CHRMEEE L7 & 2 OFMME R OVZEM 2 RE Uiz, EEFHb
HHETHDHEZE (RECIST HA KT A > 1.1 fRICHES < )iz X5 CR XX PR)
IZOWTAREID G ST WD 120 5% fEHTRIGAER & U CHIBRRT 217 o 7o/ 5.
AHIHET 31.7% (95%(GHEIXH : 23.5~40.8%., 20144E3 A 10 HT—% B> "4 7) T
HoTm, 2B, FRINCEDFROMMITRE L TR o7z, b9 — DO EHEFKIEE T
5 0S (HFHRAE [95%IEHEXE]T) ITONT I8 BFIDA X b (FETD) HZ T fEHT
AT S TAE R, ARAIFET 1547 [12.39~NE] # H ., {LFRIERET 13.67 [11.50~NE] 7
ATohY ., KENEFRIECH LHGHPICH B RIEEZ RS ol (NTF— Rk
0.93 [95%fEHEIX M : 0.68~1.26], p=0.6299 [J&H!| log-rank fiE], 2014 411 H 12 HF
— &1y NET),



GEMNE TR (ONO-4538-17 #5k)

LS IE RGO ARIRYIBR A HE 72 T/ IV I SO %6 o B B a3 (ECOG
Performance Status 0 2 TN 1) 30 Bl & xt4c, AFlEA U A~T20H (LLF, TARKA
+A VAT End,) BE L, FEFHMEEHE Th 528%% (RECIST HA K7
A 2 1L RRIZ IS < Rl ELI2 KX D CR XX PR) 13 33.3% (95%15 #E X [ : 17.3~52.8%)

Thol-, B, FANIRE LML 23.8%Th-o7=,
*: KAl Img/kg ((RE) & A BV LA~7 3mgkg ((KE) ZI[F B2 3 BRI T 4 BATEGTE L%,
AH 3 mg/kg ((KEE) % 2 @ B RIBR CAfliEE Uiz, PR GRS W TIE, ARl 2RI 5L,
A Y A= TIEAFOBREE T NG 30 5L EoBEEZ B\ TS ZBR LT,

©ugsh B IAERER (CA209067 #XER)

(L BIE R O RIGEIBR AR RE 72 MY/ IV o B B fE B3 (ECOG Performance
Status 0 KON 1) 945 il (KAI+A &V L~ 7 R 314 B, AREFE316 6], A Y AT
BE3IS ) 2t RIC, A B AT HEEEZIRE LTRB+ A U L~ TG R OKRH
B G- DOAIE R VM2 BEt Lz, EERMBEE T 5 0S (A [95%E X M 1)
DIEAEFENTRERIL, AFI+ A Y A~ T7HETNE [NE~NE] & H, AAI#E T NE [29.08
~NE] Z7H., A Y A~T7HET19.98 [17.08~24.61] W ATHY, AAI+A Y L~T
B 5K OARFNIF 5134 BV A~ T G120 LEFHRICH B RIERE 2R Lz (RAI+ A
U A~ Tih o — N 0.55 [98%(EHEX[H : 0.42~0.72], p<0.0001 [f&%! log-rank
RE], AE G~ Y — R 0.63 [98%[EHH X [H : 0.48~0.81], p<0.0001 [J&%! log-rank

&l 20064E8 A 1 BT —% v "4 7).
*: K#) 1 mgkg (KE) &4 U A~7 Imgkg (IKE) Z[F HIC 3 WK C 4 B AR L 725,
AHI 3 mgke (RE) % 2 BEIRINE CARREE Lz, BHHRGICHB LTI, AR E RIS
L. AU A= Z AR OB EET 75 30 458 ORI %2 B T 5 2 Bt L,

1.0 f
0.9
0.8
0.7
0.6
0.5

BRHF

0.4 K KE+AEYLTTR
0.3 A REIE
0.2 O AEYLTTE

0.1 *  ARUO : {TH1Y
0 3 6 9 12 15 18 21 24 27 30 33 36 39
at risk3 £EHM (B)
AA+AMEYLTTEE 314 292 265 247 226 221 209 200 198 192 170 49
AFIEH 316 292 265 244 230 213 201 191 181 175 157 55

A1EYLTTE 315 285 254 228 205 182 164 149 136 129 104 34

2 OS @ Kaplan-Meier Hif (CA209067 7X5R)




728 ARIBUIBR AN BE 72 B LA Il R & P RICAK |+ 1 BV A~ T EEIZHOWTH
U 7-1BAN e T AHEER (CA209004 3ER) DO adk— ks 8 1281 A XD (modified WHO %

#EIZH-S< CR XIX PR) 1. fBHEIERIGHE S T 46.4% (13/28 fil. 95%(5 HE X[ -

wf

27.5~66.1%) . {LZFEEREIRREE T 38.5% (5/13 B, 95%(EHEIX M : 13.9~68.4%) T

HoT,

(PD-L1 FEBLIRBLA DA 2 Mo OV 424)
WAV MAHRER (CA20906755k) (THEAAN B2 BEOT — X ITHES& | JEEHM
23V CPD-L1 258 U 7= EEHIE s i 281G (LA, TPD-LIZBIER] &wvvo,) Hl
(ZHRER BN IRIT 2 AT > e A IMER L EMEOFRERIZIU T O L B0 Tho Tz,

HHMEIZES LT, PD-LIFSELE N 1%AKT (PD-L1<1%) OMBEEM L il L T1%LL
(PD-L1=1%) ODEBFEMTA Y A~7 O EREHEMEVVEE DL SN (FX),
. AKH+ A Y A~ TEOLEET T 7 7 A )VIFPD-L1 < 1%0D HEERM & PD-L1=

1% D BEEMTREETH o 7=,

PD-L1FERHE1%KH

1.0

PD-L1SHE1%LE

\ 1.0
09 i 09
S,
o 08
0.7 N ey, 07
0.6 Trme— = 0.6
" h\x\:H — & 3
# 05 S —\ﬂ,_\_‘_m::;: # 05 Tremean
= T 3 = -
e S e o i =i
041 e AM+AEULTTH T, 04 e AmAAEY LTI
031 A M smeia 031 A mmm %
02{ -© 41EYLTTH 021 -© AEULITH
0.1 *  ARUO : §TH1Y 0.1 *, ARUO : 1914
00 00 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 [¢] 12 15 18 21 24 27 30 33 36 39
at risk & EHmm (7)) at risk# EFHM (A
FMHAEULTTH 123 113 102 91 82 8 79 74 74 72 66 18 4 0 FF+AEYLTTH 155 144 132 127 116 112 105 102 101 99 8 27 3 0O
B 117 103 86 76 73 65 62 59 57 55 50 16 2 0 B 171 165 158 148 139 131 122 117 112 109 98 36 1 0
AEYLTTR 113 96 8 79 71 61 57 50 44 43 32 10 1 0 AEYLTTH 164 155 138 126 115 102 89 83 77 74 64 21 2 0O

X3 CA209067 5D PD-L1 # BT OS @ Kaplan-Meier i}
(Z£K : PD-L1<1%DEFEHER. HX : PD-L1=1%D BFH L)



@IEFE LR MAHFRER (ONO-4538-21/CA209238757)

SERYIFRE O Mb/c 1/ IV O MR ANEBRE 906 1] (HARNEFE 28 il a2 Eie, AAIRE
453, A BV A~ (GEETHfZ) BE453 ) 22X, A BV A~TExRE LT
AFH) 3 mg/keg % 2 MR CEMEHE L7 & & OFMER R EMEEZ R Uiz, EERHM
HHH T 5 MM (P IE [95%EHEXMH] ) O RIFTRERIE. AFEET NE

[NE~NE] # A, A U A~THEETNE [16.56~NE] A THY ., AFNIA Y L~T
(2 UHERH PRI B AL R 2R LT (O — RH0.65 [97.56% 548 X[ : 0.51~0.83] |
p<0.0001 [J&H log-rank #E]. 20174E6 H 12 AT —X v b4 7)

* 1 AJCC (American Joint Committee on Cancer) W03 (55 7 hi) 1253 < 5,

10fmec
0.9 —A— AFIE
LR O AEYLTTE
0.81
0.7

0.61

0.51

0.41

4 it H e

0.31

0.2

0.1

0.01

T T T T " T ' T ! T . T T T

0 3 6 9 12 15 18 21 24 27

at risk3X |MEFAFHM(A)
AFIEE 453 399 353 332 311 291 249 71 5 0
AEVYLTTE 453 364 314 269 252 225 184 56 2 0

4 MEFREAGHIM O Kaplan-Meier #i#: (ONO-4538-21/CA209238 7#5k)



[ 414]
OENE TR (ONO-4538-02 #5k)
AEFRITEE (100%) (ZRD B, AH L DRRERPEE TERVAEFEFRIT
30/35 B (85.7%) IZ#B®H LTz, FHHEN 5% EORIERIZTRO LBY ThoTz,

F1 FBIED 5% EOBIEH (ONO-4538-02 7X57)

I N S B (%)
FEARGE 35 Bl
(MedDRA/J ver.16.0) 4= Grade Grade 3-4 Grade 5
AEIER 30 (85.7) 9 (25.7) 0
Ao AR
FODR IR BEREAR T E 5 (14.3) 0 0
H Ik
T 4 (11.4) 1 (2.9) 0
L 2 (5.7) 1 (2.9) 0
RIS 2 (5.7) 0 0
—i% - BEEER L OGN OREE
957 5 (14.3) 0 0
[=YR 2 (5.7) 0 0
FEEN 3 (8.6) 0 0
R R P
ks 2 (5.7) 2 (5.7) 0
NN
ALT ¥ 4 (11.4) 1 (2.9) 0
AST 80 5 (14.3) 2 (5.7) 0
A7 /L7 2 R 2 (5.7) 0 0
A CK #hn 5 (14.3) 3 (8.6) 0
7 V7 F =800 2 (5.7) 0 0
o> R o RN 2 (5.7) 0 0
1 LDH #4/0 5 (14.3) 1 (2.9) 0
1A TSH 3> 3 (8.6) 0 0
Ifi. 7 TSH $0 7 (20.0) 0 0
CRP #5/1 5 (14.3) 1 (2.9) 0
I EREREE N 4 (11.4) 0 0
y-GTP #4/10 4 (11.4) 4 (11.4) 0
FRI TR o B 2 (5.7) 0 0
~EZ B 3 (8.6) 1 (2.9 0
U 2 RERER D 5 (14.3) 1 (2.9) 0
I R ERER 2 (5.7) 1 (29 0
i R faFn AR T 2 (5.7) 0 0
i SRR F ek 2 (5.7) 1 (2.9) 0
R I ER B ek 2 (5.7) 1 (2.9) 0
M ifn BREsk ) 6 (17.1) 0 0
WEdfE T3 H50 2 (5.7) 0 0
SWERE T3 P 8 (22.9) 0 0
SWERfE T4 9/ 6 (17.1) 0 0
SHERfE T4 #3900 2 (5.7) 0 0
U U~ FRE--H 3 (8.6) 0 0
M ALP #4500 5 (14.3) 1 (2.9) 0
LR RS 3 (8.6) 0 0
HAE~ — A — a0 2 (5.7) 0 0
HUZHUREE N 2 (5.7) 0 0
R A S N = e G ) | 4 (11.4) 0 0
ifi. /R CK 38 2 (5.7) 0 0
BRI L O ARk E
RE 2 (5.7) 0 0
TR R IR
W P 2 (5.7) 0 0
K= 2 —m XF— 2 (5.7) 0 0



BRI Btk (%)

FEAGE 35 f5i)
(MedDRA/J ver.16.0) 4 Grade Grade 3-4 Grade 5
TR B £ O M

M5 6 (17.1) 0 0

% O FEIE 11 (31.4) 0 0
F&I5 2 (5.7) 0 0
BER BB IR % 2 (5.7) 0 0
RE IR R J& 2% 2 (57) 0 0

F I 6 R 4 (11.4) 0 0

¥, EMEMZEE 1 F] (2.9%) . KEGZk - BEO TR B (2.9%) | #fREE 4 5]
(11.4%) . ITHsnelsEs 5 6 (14.3%) . BRERERE 2 B (5.7%) . FURIREEREREE 8
(22.9%) . BIEEEE 16 (2.9%) . EEOKRBEESE 1] (2.9%) KOS E I EKE 1 4]
(2.9%) WOz, Fiz, FEMAEEREREE, infusion reaction, 1 BIFEIRE, Mk,
HIEMMEAE, MO - BEIBESE. DO, Mgk, S, BREUTREAEIE X A 3T — ROV
P P L RIB D PR BEIR 13380 D7 o T2, ARIWERREBURDLT R EHE S (FFEMA
EREEET) 2 E0EFR-RE R,

OQEWNF MAHFRER (ONO-4538-08 #5k)

HEREGT 2224 ] (91.7%) IZERD BV, AHlE DREBEENEE T RVWEESR
B3 18/24 5] (75.0%) 1ZFBD LTz, FHBLHEN S%LL EORIWERIZITRD LB Tho
776

2 RBLED 5%LL EORNEH (ONO-4538-08 75R)

B BIKE B (%)

FEARGE 24 4

(MedDRA/J ver.18.0) 4= Grade Grade 3-4 Grade 5

EEIEN 18 (75.0) 2 (8.3) 0
APARIA

FOR AR REAR T E 6 (25.0) 0 0
B Ik

L 2 (8.3) 0 0
—i% - BEREER IO SEOREE

[5s9R3 4 (16.7) 0 0
AR AR A

R 2 (8.3) 0 0
s L O E

REX SIS 2 (8.3) 0 0
M. BOERES K O

il 2 (8.3) 0 0
FREF KO PRk

HBE 5 (20.8) 0 0

& O PEIE 5 (20.8) 0 0

I NIRZ YN S 2 (8.3) 0 0

B, Rk - HEO TR 261 (83%) | NFHERERET 161 (4.2%) . THE(AEKRE
1651 (4.2%) KROHUIRIHERERET 7 61 (29.2%) 2358® bhvie, F7o. MEMEMZREE,
FRRERETE (F7 2« NL—EGEESE) | BRRRERRTE (RMVEMEMERRSE) | BB

10



infusion reaction, 1 BUWEIRIN, FEEDREIES (K MALBRRIEMGERE, SIALEE, BIRE
BE) | BER, EIEGEE, MK - BRI, SE DR, LK. Bk, TR, B
FRRARAE / X A /ST — KOV & Ve il N PESEBEIR 1358 0 DL Ze o 1o, RENWER %
BURDLIIEEHES: (BRMAERTY 2 51) 2B OEFERE =T,

@UFEANFEMAERER (CA209066 RABxR) V

BEFGIIAFIRE 192/206 6] (93.2%) . DTIC £ 194/205 1] (94.6%) (238D S, TR
BRE L DK RBIFR N IE T 2RV FEFRIIARAIRE 153/206 41 (74.3%) . DTIC £ 155/205
B (75.6%) IZFBD HAVTZ, WTIDORETHILEN 5% LORIERIZT TR LBV T
HoT,

#£3 WDWTNDOORETIHIEDN 5%LL EORITEH (CA209066 757)
Bk (%)

PN

frae AR DTIC #f
(MedDRA/J ver.17.0) 206 f1 205 91
4 Grade Grade 3-4 Grade 5 4 Grade Grade 3-4 Grade 5

RIER 153 (74.3) 24 (11.7) 0 155 (75.6) 36 (17.6) 0
MEHR LY R EE

i BRIV E 0 0 0 23 (11.2) 9 (4.4) 0

i MR E 0 0 0 21 (10.2) 10 (4.9) 0
B Ik

(EE 22 (10.7) 0 0 25 (12.2) 0 0

T 33 (16.0) 2 (1.0) 0 32 (15.6) 1 (0.5) 0

HEL 34 (16.5) 0 0 85 (41.5) 0 0

M- 13 (6.3) 1 (0.5) 0 43 (21.0) 1 (0.5 0
—f% - REREER O S ERoREE

e 21 (10.2) 0 0 25 (12.2) 1 (0.5 0

it 41 (19.9) 0 0 30 (14.6) 2 (1.0) 0

FEEL 15 (7.3) 0 0 10 (4.9) 1 (0.5) 0
R L OsesEEE

BRI 11 (5.3) 0 0 19 (9.3) 0 0
B H RIS L O ARk E

RAEiR 12 (5.8) 0 0 3 (1.5) 0 0
T R B

SHYF 9 (4.4) 0 0 14 (6.8) 0 0
R R X O FHlskEE

HLBE 13 (6.3) 0 0 4 (2.0) 0 0

St B RS 3 (1.5) 0 0 11 (5.4) 0 0

& O PEIE 35 (17.0) 1 (0.5) 0 11 (5.4) 0 0

*5 31 (15.0) 1 (0.5) 0 6 (2.9) 0 0

PR BE 22 (10.7) 0 0 1 (0.5) 0 0

7RE . AFIFEIZ BV THEMEMZEE 3 61 (1.5%) . KIBXK - EED FF 6 51 (2.9%) .
PR (F7 2« N —EEEEE) 28 1] (13.6%) . IFEEREREE 761 (3.4%) . B
REFETE 4 B (1.9%) . FHEMEHERERET 4 61 (1.9%) . FRIMERERES 13 61 (6.3%) .
infusion reaction 15 % (7.3%) . 1 BUBERIE 1 651 (0.5%) . BEEDLZEREE 3 61 (1.5%)
LS EIER 1B (05%) BN, o, BIRESE, WK, BEMFEE, K
% - BERIE, DRI, AR, TSR, BERUTRLARIE/ < A/ T — K OV M il M4
SRBERIERR O B IR o T, ABIWEMFEBLRIUIEERES (FRRREMEET 2 51) %
BB RE R T,

11



@yFAEIFERER (CA209037 #BR) 2

BEFGITAAIRE 265/268 11 (98.9%) . ALFIEIERE 98/102 1] (96.1%) IZFDH B
AU, IRBREE & DR EERN G E T E WA FEFHGUIAAIRE 199/268 5 (74.3%) . b+
FRIERE 85/102 1] (83.3%) T3R8 BTz, WFNDRETRILERN 5%LL EOREWERIX
THROELEEY ThHoT,

F 4 DT OBETHREREN 5%LL EORITER (CA209037 #ER)
B (%)

o VAS =1
T AT (LR

(MedDRA/T ver.17.1) = 268 B 102 1

%= Grade Grade 3-4 Grade 5 4= Grade Grade 3-4 Grade 5

AEIEA 199 (743) 33 (12.3) 0 85 (83.3) 35 (34.3) 0
MiEdR LN R RfEE

21 18 (6.7) 3 (1.1 0 24 (23.5) 5 (4.9) 0

M ifn BR ek e 1 (0.4) 0 0 8 (7.8) 2 (2.0) 0

I R ERIBE 0 0 0 20 (19.6) 16 (15.7) 0

M IR E 1 (0.4) 1 (0.4) 0 12 (11.8) 6 (5.9) 0
PR

FOPR IR A REAR T E 18 (6.7) 0 0 0 0 0
B I

(S 11 (4.1) 0 0 15 (14.7) 1 (1.0) 0

T 42 (15.7) 1 (0.4) 0 16 (15.7) 2 (2.0 0

L 33 (12.3) 0 0 39 (38.2) 2 (2.0 0

g - 12 (4.5) 1 (0.4) 0 21 (20.6) 3 (2.9) 0
—i% - BEEER L O GEN OREE

T IE 14 (5.2) 0 0 7 (6.9) 0 0

I I7 82 (30.6) 3 (1.1) 0 41 (40.2) 4 (3.9) 0
EB5E, R L OWLE A GHE

HEATEE D S 4 (1.5) 1 (0.4) 0 9 (8.8) 0 0
Fife PR AR AT

ALT ¥4 14 (5.2) 3 (1.1) 0 1 (1.0) 0 0

AST $0 15 (5.6) 2 (0.7) 0 2 (2.0 0 0

I R ERER 0 0 0 7 (6.9) 3 (29 0

i MR 1 (0.4) 0 0 8 (7.8) 3 (29 0

M ifn BRE Rk 3 (1.1) 0 0 8 (7.8) 2 (2.0) 0
R L Ok E

BARIEER 18 (6.7) 0 0 17 (16.7) 0
BRI L O A MRk E

RAHR 15 (5.6) 0 0 13 (12.7) 1 (1.0) 0

7 P 11 (4.1) 0 0 8 (7.8) 0 0
PR bR

TR = 2 — R F— 1 (0.4) 0 0 10 (9.8) 1 (1.0) 0

B 3 (1.1 0 0 10 (9.8) 0 0
MR 2. BERds X OVEhR R

- IR 13 (4.9) 0 0 8 (7.8) 0
FRGF KO PR RRREE

BB E 2 (0.7) 0 0 28 (27.5) 0 0

D FERE 51 (19.0) 0 0 2 (2.0) 0 0

B 34 (12.7) 1 (0.4) 0 5 (4.9) 0 0

BEIR IBIRE 2 16 (6.0) 0 0 2 (2.0) 0 0

A BE 24 (9.0) 0 0 0 0 0

ek, AFIBEC BV TRV MRS 8 5] (3.0%) . K « HED Rl 4 41 (1.5%) .
kR 33 B (12.3%) | FFEERERRTE 22 61 (8.2%) | TEFRERERTE (JRMNE MIENVER &
52) 545 (1.9%) . AR IRESRERE 2 23 5] (8.6%) . EIIBFFEEE 1 f41 (0.4%) . infusion reaction

12



10 Bl (3.7%) . EEOKJERESE 1 6] (04%) . FEX 26 (0.7%) KOS E SR 3 {5
(1.1%) RO Bz, T, NEMEERERE. | BRI, SEEMMEGE, KK - 86
g, hde. Mhde. BT, RRBUTHBMRIE/ X AT — K OV M i/ NSO 1 2R B 7
IR LR o T, AEWERARBLR U EFS (RRREMRET 2 ET) 2804%
FHER AR,

OEMNE DR (ONO-4538-1735R)
BEFEGIIEH (100%) 12RO BV, AAIE OREEENPTE T RVWEERER LA
Bl (100%) 123D BTz, FEHENRS%L LORWERIITED LB Th oz,
# 5 FEBUEN 5% EDORIEM (ONO-4538-17 #5i)

LRE BRI B% (%)

FEARGE 30 {3

(MedDRA/J ver.20.0) 4= Grade Grade 3-4 Grade 5
RITEHR 30 (100) 23 (76.7) 0
MEHR LY o REE

2 i 2 (6.7) 0 0
o3 IARE TS

IR R R TR 2 (6.7) 0 0

RO IR B EAR T 7 (23.3) 0 0

TR 2 (6.7) 2 (6.7) 0
H I

(EE 5 (16.7) 1 (3.3) 0

T 16 (53.3) 1 (3.3) 0

EE (< 2 (6.7) 0 0

HEL 4 (13.3) 0 0

BERPS 3 (10.0) 0 0

(A 6 (20.0) 1 (3.3) 0
—i% - BEREER X O SELOREE

it 5 (16.7) 0 0

[Es9Rs 7 (23.3) 1 (33) 0

KRR 2 (6.7) 0 0

FEEL 12 (40.0) 1 (3.3) 0
JHNESE R fR

e B 7 (23.3) 4 (13.3) 0

b 2 (6.7) 0 0
AR AR A

ALT #4510 11 (36.7) 3 (10.0) 0

72— 5 (16.7) 1 (3.3) 0

AST H41 11 (36.7) 2 (6.7) 0

y-GTP 0 5 (16.7) 3 (10.0) 0

Y oS— BN 12 (40.0) 7 (23.3) 0

IRERD 2 (6.7) 0 0

M7 AHh Y RRT 7 & —BHN 4 (13.3) 0 0
R L OseEEE

=AY U A E 2 (6.7) 0 0

BT V7 2 v LfE 2 (6.7) 1 (3.3) 0

&) b U 7 A ffE 5 (16.7) 4 (13.3) 0

BB IR 8 (26.7) 1 (3.3) 0
R R K O A Mk

RAEiisR 5 (16.7) 0 0
R

RN 2 (6.7) 0 0

SHYR 5 (16.7) 1 (3.3) 0
M aR, MOERE & Ok

R 2 2 (6.7) 0 0

13



BB FE Bl (%)
FEARGE 30 Bl
(MedDRA/J ver.20.0) 4= Grade Grade 3-4 Grade 5
EYEIEEET 2 (6.7) 0 0
&R KO TGRS
= O FEIE 10 (33.3) 0 0
95 18 (60.0) 2 (6.7) 0
iR NTRZ YN 4 4 (13.3) 1 (3.3) 0

7eds, MR EIF] (30.0%) | FHEREFE R 1441 (46.7%) . FARARBERERE E 761 (23.3%) |
YRR iR 3 451 (10.0%) « KM 2% - T 0D T #3451 (10.0%) | B E 0D B2 P 3481 (10.0%)
T EEAREREREE 261 (6.7%) . 5 & 9 IR 141 (3.3%) | BT flfEsE/ X A4 X F—241 (6.7%)
K OFRIR AR ZERIELH] (3.3%) AR biviz, £7o, B E. BIEEERESE, 11
FERIA. ek, BIEMEERE, Mok - #ilE5. infusionreaction, /[Lfidk. Az, HoReMt:
/ISR A SRR S OV R IR D ive oo 7, REIWERFEBURDIUZES #E 4 (FRR

MAMERE 2 5T) ZatE

@M/ (CA20906775R)

AEFRGQIIARA A+ A BV L~ 731231361 (99.7%) . AFIEE312/31361 (99.7%) . A
B Y L~ 7 EE308/31141 (99.0%) (258D HaL, TRERIE & ORRFEBRNEE TERWAE
FGUIARK + A BV A~ THE300/31361 (95.8%) . AFIEE270/31361 (86.3%), A BV A
~ 7 HE268/31141 (86.2%) IZF8 8 BTz, WT I ORETRILENS% L EORIERIZT

AT R &Y,

FHDOEBY THoT,
F6 WTINORECTRILEN 5% EORIER (CA209067 #45%)
S ; B (%)
ﬁ;i”jff = FATAE D L TR e prE—T
(Med];EIl{A/J ver.19.0) — 313 1 313 Bl 311 i
%= Grade Grade 3-4 GradeS 4 Grade Grade 3-4 Grade 5 4= Grade Grade 3-4  Grade 5
2RITER 300 (95.8) 183 (58.5) 0 270 (86.3) 65 (20.8) 0 268 (86.2) 86 (27.7) 1 (0.3)
PN 3 A R
FOIR e e e E 34 (10.9) 3 (1.0) 0 15 (4.8) 0 0 3 (1.0) 0 0
RO IR BEAR T E 51 (16.3) 1 (0.3) 0 32 (10.2) 0 0 14 (4.5) 0 0
FEERR 23 (7.3) 5 (1.6) 0 2 (0.6) 2 (0.6) 0 12 (3.9) 5 (1.6) 0
H I
JE R 28 (8.9) 1 (0.3) 0 18 (5.8) 0 0 28 (9.0) 2 (0.6) 0
PNTS 40 (12.8) 26 (8.3) 0 7 (22) 3 (1.0) 0 35 (11.3) 24 (1.7 0
(EE 12 (3.8) 0 0 19 (6.1) 0 0 17 (5.5) 0 0
T 142 (454) 30 (9.6) 0 67 (21.4) 9 (2.9) 0 105 (33.8) 18 (5.8) 0
PNz 19 (6.1) 0 0 13 (4.2) 0 0 7 (2.3) 0 0
GIT 88 (28.1) 7 (2.2) 0 41 (13.1) 0 0 51 (16.4) 2 (0.6) 0
M - 50 (16.0) 8 (2.6) 0 22 (7.0) 1 (0.3) 0 24 (7.7) 1 (0.3) 0
—f% - EEREER X O SEOREE
77 i 31 (9.9) 1 (0.3) 0 25 (8.0) 1 (0.3) 0 17 (5.5) 2 (0.6) 0
IR 22 (7.0) 0 0 12 (3.8) 0 0 10 (3.2) 0 0
T 118 (37.7) 13 (4.2) 0 111 (35.5) 3 (1.0) 0 89 (28.6) 3 (1.0) 0
FEEL 60 (19.2) 2 (0.6) 0 21 (6.7) 0 0 21 (6.8) 1 (0.3) 0
g AR AR A
ALT ¥4 59 (18.8) 27 (8.6) 0 12 (3.8) 3 (1.0) 0 12 (3.9) 5 (1.6) 0
77 —EBHn 23 (7.3) 9 (2.9) 0 17 (5.4) 5 (1.6) 0 15 (4.8) 4 (1.3) 0
AST 81 51 (16.3) 19 (6.1) 0 13 (4.2) 3 (1.0) 0 12 (3.9) 2 (0.6) 0



BiEx (%)

el FATAEY LTI A eV LT
(MedDRA/T ver. 19.0) 313 1 313 4 311 41
4= Grade Grade 3-4 Grade5 4 Grade Grade3-4 Grade5 4 Grade Grade 3-4  Grade 5

U X— B HE 43 (13.7) 34 (10.9) 0 24 (7.7) 12 (3.8) 0 18 (5.8) 12 (3.9) 0
RERD 19 (6.1) 0 0 10 (3.2) 0 0 4 (1.3) 1 (0.3) 0
Rtk L Ok E

AARIRGE 60 (19.2) 4 (1.3) 0 36 (11.5) 0 0 41 (13.2) 1 (0.3) 0
T H SRR KO ARk S

BAfR 42 (13.4) 1 (0.3) 0 29 (9.3) 1 (0.3) 0 21 (6.8) 0 0
5 A 17 (5.4) 1 (0.3) 0 15 (4.8) 1 (0.3) 0 9 (2.9) 0 0
TR

FEED 17 (5.4) 0 0 15 (4.8) 0 0 11 (3.5) 0 0
R L 14 (4.5) 0 0 18 (5.8) 0 0 9 (2.9) 0 0
SR 34 (10.9) 2 (0.6) 0 24 (7.7) 0 0 25 (8.0) 1 (0.3) 0
Mg, BOERS K OEhR i

AL 24 (7.7) 0 0 20 (6.4) 2 (0.6) 0 15 (4.8) 0 0
IR TR 36 (11.5) 3 (1.0) 0 20 (6.4) 1 (0.3) 0 12 (3.9) 0 0
fitiligi e 21 (6.7) 3 (1.0) 0 4 (1.3) 1 (0.3) 0 5 (1.6) 1 (0.3) 0
KR F KO FRERkREE S

2 & WA 15 (4.8) 0 0 17 (5.4) 0 0 11 (3.5) 0 0
& 5 FEAE 112 (35.8) 6 (1.9) 0 67 (21.4) 1 (0.3) 0 113 (36.3) 1 (0.3) 0
FIB 91 (29.1) 10 (3.2) 0 72 (23.0) 1 (0.3) 0 68 (21.9) 5 (1.6) 0
IS NITRZ YN A2 38 (12.1) 6 (1.9) 0 14 (4.5) 2 (0.6) 0 38 (12.2) 1 (0.3) 0
= (B 27 (8.6) 0 0 28 (8.9) 1 (0.3) 0 16 (5.1) 0 0

B, AH+HA Y L TR WD THRIEE86H] (27.5%) | ITHEREFREE 10241
(32.6%) . HURIRFEREREEZRTH] (27.8%) . Bi&RElE2161 (6.7%) . W MEMZEHE25
Bl (8.0%) . KAFZE « HEED FHI60H] (192%) . EEDOREEE2H] (6.7%) . FiE
RHEREREE 2761 (8.6%) . FIBHBEREREE 1401 (4.5%) . BER3BI (1.0%) | JKZk - B
22201 (0.6%) . infusionreaction 1351 (4.2%) . 5 & 5 FER3HBI (1.0%) | B K361 (1.0%) .
BRI BARIE/ < AT —5001 (16.0%) | AT 51461 (4.5%) K& OVFRIR AR 2848 E 2451 (0.6%)
MO BTz, Flo, VBERWE, BEIEFEAE, O R & OV s MRS S5 5T
IR D IR DN o To, RFIBEIT IV TR E 66151 (21.1%) | ATHERERRE2441 (7.7%) |
FR IR REFE F4761 (15.0%) | EHERERE3F (1.0%) | MEMEMEESH (1.6%) |
KIGI% - BEEED FHFI1661 (5.1%) | BEE O R i FEEF] (2.6%) . T IEAHEREREZ 341 (1.0%) |
BB R E 3B (1.0%) . 28341 (1.0%) . infusionreaction 14f1 (4.5%) . 5 & 9
K261 (0.6%) . BERUHEMFIE/ X A/ 3F—28%1 (8.9%) . FF&261 (0.6%) K OEFARIL
FRFEARIELH] (0.3%) RO O, £io, VRIBERWE, EAEMEE, MK - Bk,
O AR e OV PR i M PESRBE 1 3GR 8 B AL 0o 7o, REIMEFZE BRI X
BliEES (RMAMEET 25T 2308 RE =T,

RIREIERAN e 7 B RAJEEE 250 RICAA+ A © U b~ TG ARG Uit s
I #H5ABR (CA209004 #kER) D =7k — b 8 IR\ T, (LFRIERIGHRBE 28 ] & (L2
ERER A 13 6 & O T, ZaMtIcUfE 2RI oo ol
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DIE BRI [F AR (ONO-4538-21/CA2092387-54%)

BEFGIIAKIREA38/4526 (96.9%) . A U L~ 7 7E446/453%1 (98.5%) 12788 5
AU, IRBREE & ORRBRMAEE TE WA FFGRIIAHINE85/452141 (85.2%) . A &'
L T 43445361 (95.8%) IZFBD HILTZ, WM ORETRILEN %L EOREIWERIX
TEROEBY THHoT,

FT WTNLOFETRIAENS%L LOFIER (ONO-4538-21/CA209238354)

BiEx (%)

[si= P | /\%—r-
Rl AHIE TCI LT
(MedDRA/J ver.20.0) 452 ) 453 1

4= Grade Grade 3-4 Grade 5 4= Grade Grade 3-4 Grade 5
AEIER 385 (85.2) 65 (144) 0 434 (95.8) 208 (45.9) 0
i A R 8 L ONRE B LR P
B 57 (12.6) 1 (02 0 49 (10.8) 2 (04 O
5 PR 35 ( 7.7 1 (02 0 19 ( 42) 1 (02 O
H b
T 110 (24.3) 7 (15 0 208 (45.9) 43 (95 0
RN 68 (15.0) 1 (02 0 91 (20.1) 0 0
&5 29 ( 64) 0 0 46 (10.2) 1 (02 O
Mg 12 ( 27 1 (02 0 4 (97 2 (04 O
(mEL R 24 ( 53) 0 0 14 ( 3.1 0 0
N DS 9 ( 20 3 (07 0 45 ( 9.9 3 (75 0
— i RHFEERBLOE GO REE
1 7 5E 57 (12.6) 1 ( 02 0 53 (11.7) 4 (09 O
957 156 (34.5) 2 ( 04) 0 149 (329) 4 (09 O
TEEN 7 ( 15) 0 0 54 (11.9) 2 (04 O
FRIR IR AR
VoR—-BHIN 30 ( 6.6) 19 ( 42) 0 26 ( 57 16 (35 0
ALT #4810 28 ( 62) 5 (LD 0 66 (14.6) 26 ( 57) 0
AST #4/n 25 (55 2 (04 O 60 (13.2) 19 (42 O
TIZ7— B 25 ( 55) 9 ( 20) 0 14 ( 3.1 5 (L) 0
KRB LONAEREE
BARIEGR 18 ( 4.0 0 0 39 ( 8.6) 1 (02 0
PR R IR E
GV 44 ( 9.7) 1 (02 0 79 (17.4) 7 (15 0
G R LU FHLfkREE
BER IR 5 24 ( 53) 0 0 50 (11.0) 9 (20 0
EOPEIE 105 (23.2) 0 0 152 (33.6) 5 (L) 0
% 90 (19.9) 5 (LD 0 133 (29.4) 14 ( 31) 0
R g, Ehds KOMERRIE =
EF-% R 15 ( 33) 2 (04 0 24 ( 53) 0 0
W Wk
R BB AR IR T AE 49 (10.8) 1 (02 0 31 ( 6.8) 2 (04 O
FOPR IR A RE TTHESE 36 ( 8.0 1 ( 02 0 18 ( 4.0) 1 (02 0
IEELTS 7 ( 1.5 2 (04 O 48 (10.6) 1 (24 0

k. ARFIBICB W CREMEMZER 11 6] (2.4%) | BERHRMRAE/ X 435 —48 f
(10.6%) . NTRERERET 40 51 (8.8%) . FURMRBEREFETE 91 51 (20.1%) . FRELFET 83
Bl (18.4%) . BHHEREE 6 B (1.3%) . RIEHRERT 6 6 (1.3%) . NEAEHKERET
8 4 (1.8%) . infusion reactionll il (2.4%) . KRG « EHED FH# 21 # (4.6%) . H
FED Rz R S F (1.1%) . 1 BBEIRS 161 (0.2%) | B 361 (0.7%) . 5 & 9 IER
26 (04%) . AFK 3 61 (0.7%) BNRD BTz, Tz, FIEFGEIE, LR, FHk.
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o M L/ ISR D PESRBE . AR - Bl AR MAR FERRE M OMBALMERRAE 2013580 &
Nnipinoie, RREWEHIZESURILIIBEIE SR (RARAERT 2 E5t) 2o Bt
Y,

1) Robert C.cetal. : N.Engl.J.Med., 372 : 320, 2015 (CA209066:85%)
2) WeberJ.S. etal. : Lancet Oncol., 16 : 375, 2015 (CA209037 :&5R%)
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[k - HE]

AEIORHER Y EIEE T V2RI L2 I 2 b—3a 2k, KAl 3mgkg i
240 mg % 2 B TG L 7ZBROAK O Mg PR E G S vz, £ ORER, AH
240 mg %5 LB EIL. AK 3 mgkg 25 L BROBRGEE & ik LRl
Rt ETRISRZb00, AANBE B CEAMENHGE STV Ak A& (0
mg/kg & 2 EMMERCTHRE) TARAIZ#E L BOgE R L i U2 R & T3
Shie (TR, M T, BEOFENEIZIB T 27 —ZIZHSE | AH 3 mgkg X% 240 mg
Z 2 TR TR L7z BROARFI OB & & G0 T2 e & ORE A a2 18
BRSET AIPER S, YEBEIZOWTRFDMTh R, Eito Mk - AED
W CAHZE R WE PRI 2RI e E PRIS N, £, EBERaEEE ICBT
HT —HITHADE | KA1 mgkg XX 80mg &1 BV A~ 7 3mgkg & 3 MR T
5 UT2BEOARKN OMEE & & 24t & OS2 M3 2 BB LUSE T L S L, M
BIEZ OWTIREI DM T iR, Eito Ak - HEROM CLRAaMIC 2 ZRIT e
ETRIE T,

%8 KHIOIEMRE T A—4

M B Crmax Chind14 Cavedi4 Cmax,ss Chin,ss Cavgss
(ng/mL) (ug/mL) (ng/mL) (ug/mL) (ng/mL) (ng/mL)
3 meke Q2W (352 7608) <10-;?§4-5) (17-21‘,"333.9) (75.}){3171) (27.612,'107) (42.717,.?27)
240 me Q2W 61.712,?03) <15-22?'354-6) (25-31‘}'4:7.8) (10;,5254) (41?57,'51;58) (62.11(,)9187)
10 mgkg Q2W (14;,9;19) (51.6; '739.2) (79.9(?,'51;14) (33?,9232) (18421,1 ;13) (23$,7§86)

OB (5%47, 95%50) . Q2W @ 238 ] [EIME. Crmax @ #5192 O fc i@ MG F IR . Cminaia : PRI 51414
A BB D RARMIE P, Capns : MIEHEG%140 B TOVHMIETEE . Cras : EFIRIEICE
VB eI R EE . Crmings @ EFOIRREIZI 1T B EARIIE FIRIE . Cavess : EFIRREIZI T 2 ¥ Mg
R

7o ABIOREFEDBREET VAR Lz 2 b— 3 12k D AHKI 480 mg
% 4 FERFENE CHG SUIBEARR O ik « FH B TR U 72 BR O ARK 0 i i B 23 et
Sz, ZOREFE., KK 480 mg % 4 HEMR TR G Lo EFIREBIZB T 2 Fim
EHIRE (LT, TCagss) V9, ) 1%, AHI 240 mg % 2 B RHIFIR TG L7ZERD Caygss
CHUT DTSN (FR) o 7o, AKAI480 mg Z 4 EMMMRE TR L LIZBEOE
FORBEICR I DR MIETIEE (AT, [Chass) &9, ) X, AHI 240 mg % 2 H R
[FIRR CTHEG LT2BED Craxss & L TRAEZ R T & TS NIZ b OO, AARNBEICE
WTEARPENHER SN TWAH M - Ji& (10 mgkg % 2 BRIENR THE) TAF &5
L72BED Cranss & I L TIRME A R & FRIS 2 (FHR) o x T, EHoEEICE
5T —XIZHAS X, KA 3mgkg (KE) F721d 240mg % 2 BRI, 7 L < ITAA)
480 mg % 4 EEMNE TG L 7B O ARF OIRTGE R & A0 32 et & o B % M
TAHRBIOSTT AR SN, YiZEEICOWTRBM TR R, Lok -
M EOR THIWE R VLSV 258 1T v & TRl E vz,
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K9 FKHOKMERENT A —4

M - Cax Cmind28 Cavgd28 Cmaxss Chmin,ss Cavg,ss
(pg/mL) (ng/mL) (ng/mL) (ug/mL) (ng/mL) (ug/mL)
3 meke Q2W (35-52{ V760-8) <16-257§0-3) 21 321 f3.9) (75.&?71) (27.612,'107) (42.717,’?27)
240 me Q2W (51-712’103) <23-33?'539-0) 60220.9) (102,5354) (41?57,'%1358) (62.11(,)9187)
480 mg QAW (10?207) (15.25?27.4) (37.?)?;)4.8) (14?,1 §36) (27.751,'?37) (62.11(,)9187)
10 mgfke QW (14é,9;22) (86.959,.?32) (101,1 ?48) (323,9225) (18421,1 ‘3‘03) (232,7277)

U (5%, 95%43) . Q2W : 2R, Q4W : 4B MIRE. Cumax 1 HIEIFE 514 0 fi i MLIE IR EE
Crmina2s : #5428 A HIZ 31T 2 SR PR, Cavears : IR 51428 H H & T O FH i i EE |
Cnaxss 1 EFIRIEIZIIT D R ME TIREE . Cininss 1 EFIRTEIZIT D BARMIE TIREE . Cavess : EHIRTE
(ZRUT D R i R
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4. figklz>W\TC

IR UG 72 M R AE BT ICHER T 256101, EKEEEE L CHEARBGERE (26
PE) DL TVDE Z Enb, éumﬂﬁéz@@ ’%ﬁmf%éﬁm X ChHUNENDD, £
O BT, EHELY R 7 ERGHE (RMP) ([ZHDE | RH O EHE M ZEMEESIE B~ i ) K
Hll23d B fiigk T o T, AR OE G EHE) 72 BF Z2W - F5E L, AR O EIC X HER
BIER 2R LBICH T 2 2 A0, ULFOO~@D T T &ili7=d hiakic
BOWTHERT22RRETH D,

Oy Tiaslike

DO-1 FiLo (1) ~ (5) OWTNNITHEY T HFETHDHZ &,

(1) BAEFEBREDEET D03 U2 REEEHLTIRPEE (BRE TR S A2 R HEIL RUp P
Hisl S A2 BB IL RUR e, HUBAS AR RRIRPE 7R &)

(2) FEEREREIHbT

(3) EBEFIRFNFEDEE T D03 VR (D3 AU EbT, 23 AU
W 1IEBE, 23 AR HEE R /e &)

(4) IRALFHIEE AR U, SRR L RIES R | USRI LA iR
2 DiFFEUEIAR D B 24T > TV 2 sk

(5) MRS AL B BN O i s L HE AR D i 21T - T D fitiak

O-2 EMEROEOLTRIE K ORIER S B OIS 5r 72 Jnidk & #E5R &2 Fr S EE Rl
(FROWTINITIEE T DER) 23, YEZEBOAFICET IGROBMEE L LT
BESNTND Z &,

*

o [EENRFFEUERL 2 SFOPIMIMHEZE T L72RRIC 5 FELLEDO DR AR D EEIRIHE %2
ITHoTWBHZ L, 96, 2L EIX, BDASEMEEZ £ & LUEERER S OIHE 2
ITHoTWBH I L,

o [EARFFESE 2 FEOMWINME ZE T L72RIC 5 L1 Lo B IR 2R O
IR Z AT LTV D Z &,

©  BEN oD [ FE 5L E EAE B O ARHNIZ DOV T

R E A P T 2 L N E S, BRSO OFmE D, Ao - &
EVEEI A MO S B ONERE KT 2 iRt AEFLNRE LG EoRE
EH. ERHEONIATONDIEHIRESTNWDE Z &,
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@ BHWEH ORI DN T
@-1 EIEHFEBURE O xHIARENZ B3 2 2

VR MR R D BB 7R BIE R 3 3842 LT2BRIC. 24 BEREISIRIAHIO T, Mi%hiak X
IR AR 23 T FEBL L2 BIPERNICIS U CABE B KON CT ZOFIVER ORI 4
FAREOR RN Y A I L, BEHICRHG TR AR 23> TN D Z &y

-2 EFEMEEFICL DA EFRISITET 2 21

AR 2 M2 G L OB e 2 AT H EREFEEDEER =4V > 7/
HEOIERD ATV —=0 T fTWEIRE LE R LA TE 5 F — AERES
SN TWBZ L, B, BEEHICHOWT, DAERE L ZTOFRICHSICEmEnT
WnHZ &,

@-3 BEHOZWr=oxH B LT
RIVER (FRVE MR BTN 2 | EAEMEEDAE, O K. Mk, B RARE . RIBXK.

NGBS, BEO TR, 1 BBERE, BUEATR. A2, IS TR, mifbrEiase
K. HURIRBEREREE . MEARERE . MhRREE. BEE. RIBESE. Mk, BEEDOK
JEREE | ERiARZEARAE, infusion reaction, FEFE7ZRMIKFES, MEKERIEMERE, F5EZ.
BEde . M DEROS, IR ENE, DlEbEE (DR AIE) - IR - O MEEIIMIES) |
AREFERES . IS, BEALE) (T3 LT, Yakhiax B ERERE O FMMEEZ A 5
EhlEEE L (BIERORZKOXINICE L THRER O EEZZITON&MCH D 2
&)L EHITEY) R ALE N TE HEHINE S TND Z &,
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5.

BhGXRR LD EBAE

(2B %5 4 1H]

@

@

TREDBEHEIZBOTARADOFMER R EN TN D,

o ALFIRIERTGR K OBLER OARIGEIRANRE 72 TUHT/ IV ] SO L8 o v R iE
B

o SERUIRFZOIb/c M/ IVH 0 oM BAEERF BT DI R L

723, BRAFEE AR 26T 5 BEIZHE W TL, BRAFBAFEANC X 210K LB ET

HZk,

AKHF+A Y b~ T EREIICFRIERIDIEORIGUISR AN e 7 M R A S 2 55
& LAV E IARRER (CA209067388R) 1B W T, MR E S A v ) A~THKE
IZxt L CAMEDRRRES TV D, 7272 L, AREI+A B A~ TG & ARA
Gzl U7 BRI e BV T, PD-LIEBRMIC LIV A Y A~vT D L3
WNRP B DD RIRENDERPI GO TND (Tp2R) . 207D, Rk
UIBR AR e R AEEE 2B N T, AFlE A B Y A~ T L OPFREL- O E %)
Wrd 23545, PD-LIEEE 2RI 52 ENEE LV, PD-LIBEEN1%LL ETH
D EDHER SN BEITRBWTL, JRHL AARIEMER LS 2B T S, k. HBiIG
BIBRARE 72 B LA R 2 )R & U7y ah a1 FEEBR (CA20900438Rk) D =2 74—
F8IZHRW T, (L PRIERIGIEBE AL FRIEEREE &L OB TAAI+ A B U A
~ 7B O NECIE R ZRITIRD TR,

kARKIOBWF E LT, fi5e4 : PD-L1 THC 28-8 pharmDx [ 4 =1 | NAR ST 5,

(1)

AJCC (American Joint Committee on Cancer) J&I55HE (55 7 ) 1032 < 3l
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[Zathic B4 5 4H]

O TRICEA T D2EEIZOWTIARORENER L SN TN T b 5217
DR L,
o ARFNDEGT LISBUEDREERE D & % BH

@ TEEATORmIC BV T RIS S T 2 BF IOV TL, AR OB EITHER I R

D, AMOTEPERPFUE DS R WIGEITRY | HEREICARZEHNT 52 L 2BETE D,

o [FEMMZREOEHIITEEDOH D BHE

o g A CHE R 258 O D BE M OTEBYME D U e <0 & G fiti 7%
LEOICRIEME A DI D B

o HORERBOED, UHEMERZE L < ITZHERMED B kB OB TR D
oraysecy

o EEEBMEE (GEEaBHEE A 5 T) O HERE

o FEBEORYSUIBEE A AT 5B

*  ECOG Performance Status 3-4 2 0B

(20 ECOG @ Performance Status (PS)

Score | EFE

0 | &<MERIEFEH TS5, Bl &lE U HEAERNHRZ AT D,

PREIZI LUEBNIHIIR S 225, BTAIRE T, BAIEESEE > TOMERITTO LN TE D,
Bl - BEOFE, R

TR CHSOH DRI O Z LT T N TRHREIEDBEEIZTE vy, B O 50%LL Eid~y RA4ACil 27,

ROENTZHOSOHOEY OZ L LnTERY, BFO 50%LL L&~y R kT2 d,

AW

ELENT RV, BAOHFOEY O Z L34 TERY, BEICy R+ T4,
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6. HHICEL CHETREHE

IS SCEARTIN % BUEIR T8 EH DRI T 2 BRFEIZFE D & ARHK O Fpitk K& OVl 1Ff#
DT OIZ B fEHE T L TS5 2 &

TGRBARIZYENE D | B UXZE OFEIEITH IR OERRIEZ +553 B L, [FE 215
TobEhET 5L,

RIREIBRARE R M R AEBE B W T AR LA ) A~ T L O ARG ORF
R 8546, PD-L1 BBLE MR TH 2 ENEE LUV, PD-L1 HELR R
TERWEAILIE, AFIE A ) A~7 L O HOESR 2wl Lz L cs
THZ L,

FREWEH O~ R T AL MZOWNT

@

@

MEMEMEREN D LD Z ERH LD T, KFNOEGIZHT-> T, BRE
W (REWR RIEE, ik, FEEVE) OREFE M O X M A o i, Bz -+
ZATH 2k, Fio. KBS UTHES CT, Mig~—"—%0Ma %2 £t 5
Z&,

AFNOFeEIZEE D infusion reaction (Zfff 2. CHEARH I 43 2Rk D T 5 U
%477 L CBRMET 5 2 & £ 72,2 [B] B AR DO AH$ 5-FFIZ infusion reaction
DHHLOLNDZEHHLHDT, KFIEEGH KOARA G T #IT A Z A
CERRET %, BEORBEL SIS 52 L, 70, infusion reaction &
FHLLICGA IR, R TOBELOERD FERIZEIE T 2 £ CHRE - 08l
T5HZ &,

ORI RERRE . TRAEERET R ORIBEERH bbb 2 B3 HDH DT,
AHN D ¥ 5B hERT M O G-I I E IR NIt rE iR & (TSH., 1078 T3,
FERE T4, ACTH. I =V —VEORIE) #FEhid 52 &,
AFNOFEEIT LY | BEORERISIZERT 5 &5 2 bildikx IR BOh e
DHLOLNDZENHD, BENPRDOONTHGEITIL, BERLEFRITL U
B 72 05k & BRBR 2 RO R Al & i U Cal bl 2 B nRs W 21TV 18R DS
FOSIT X 2 BWER 2 g0 2355 1id. AFNORIE T I, R ORIE RE A
NEHOBRGELBET D L, B, BIERERLVE L OFGIZEVREIE
R OYEERFRD IR WIGEIZIE, BB RE AV DSOSz il Fl oisin
LEETDZ L

BeEAET %, OB OE ARRE L T LEWERDBET 2 EnbH 57129,
AFN DGR TZRICOREHORBIZ2IZEET H 2 &,

1 BUBE R (BIE 1 BUEIR S 2 3 de) b bbiv, BERPMES F 7o R— X
ICEDZENHLHDOT, Alg, D, EHFEOIEROBHRCMAEED L2
DERETAHZ &, 1 BBEREN DN ICEREEZPIE L, AR 8l
H O 5FEDOEN B EZATH Z &,
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o LAUBESRIF (BIE | BUBEIRIG 2 5 de) DN b bdv, BEREMES R TV R—v X
IZEDZENHLHOT, Hig, Hol, WRH-FOER DR B MAEE O A2+
DERT D&, BERBE DGR TR G2 FIEL, A2 Ul
R OBEEEDOFEE) 2 WEZITH Z &,

o BHEMFZ. A, IHEREREE . TR, BLHERERDRHODOND T ENRH D
DT, EHMITITEEERE LTV, BEOREZ+2ICBET 52 &,

IR BIBRANRE 70 B SR IE BB T - 2 BRI, AR DERRRBRIC W T, &5

BREEND 3 W HUWN, Z LRI, &EFGE G 1ERIL 6 B Z & G 2D

fizAT > TWI2Z L 2BEBIT, AEIFRGHITESICHROMEREZITH Z &,

FEAEIERE O M B AR EE ~ O MBIEIE & LT 2 BRI AHIOERR

AR NT, 12 B Z S ITHEIMEDOFHT AT > TWe Z &2 2B, Khlkh

HIEANC R OMER Z1T 5 2 &, e It & L TR T 2581213,

AFNOBGHFIZ 12 TAETETHZ &,
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I FHHEE T A KT A
=HRn~<7 (B HHz)

(Bot4 - A7 V=R ATEEE 20 mg, A7 Y — AR EHE 100 mg, 47 27—
A A HE 120 mg, 47 ¥ — R A HHE 240 mg)

E T«‘ 1"‘[‘ =
’\’»EIEHK s Mg

YR 2 93 H (w445 HET)
JZAE T B



ER/%

S o

T UBIZ

AFN DR, MERBEST
A R BAR
)Tl ANE
BhHRIG L 72 DB

BOICE L TRHET & HIHA

P2
P3
P4
P9
P11
P12



1. ZUWHIC

G OF N - BEMEOMROT-DIZIT, U 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#ERE)
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,
MHEIRMOBEZMLZIT 5 2 ERHIFF SN EBFIC LTERT 5 & & 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 7o, —AFEENE N A ARRIRNBH E S . —MRFEE N B AT SRR 22 kO
NESFERNE N BAR D ESB 22O o b EAER L7z,

RS L I BEIRSG, - A VR ERE 20 mg, A7 U — R SEEHTE 100mg, 4
— ARSI EE 120 mg, A7 Y — R SIEEHE 240 mg (— 4 =
R~ 7 GBS FHHHEZ))

MR ERDHMEINE « PR ULIEIRERRS & 49 5 SHSEL

MELRAMEROHE @E ., RAICIZ=R L ~7 GG Z) & LT, 1A 240mg
Z 2 TG ST 1 0] 480 mg & 4 T8 IR C Al ke 5,

LUl TR AN ST e S e i




2. KRHNIOFHE. 1EREST

A7 — R AR ERHE 20 mg, [FATEERE 100 mg, [FATEEE 120 mg K OVNE S ERE
240 mg (—fi%4 : =R~ 7 GEE ), LT, TRA) Lvd,) 1, NEREES
TEMKSHLAFZ Ly 7 24 BTV RV =AY —X 2747 (BMS) ) 2
BA% L7t K PD-1 (Programmed cell death-1) (Z%f9 5 & Nl 1gG4 & / 7 v —F /LHLfk
Th b,

PD-1 1%, &M L L2 Y 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 B IE & BUZHIEE T2 2
T ICERT 2B AR TH D, PD-1 IFHURIRRHIILIZHELT 2 PD-1 U 4 K (PD-LI1
KMONPD-L2) EfEa L. U RERIZIEIMES 7 F 2 {mizE LT v REROTEHEIIREZ
BIZFRET L TW5b, PD-1 U W RIFHURE SIS B b O 2 22 Gk 5B
LTk, BMERAMEEED) LU LB TS PD-L1 OFEBL L IEDELF
HIH & OMICADHBEBFRN & 5 Z & HE I TWn% (Cancer 2010; 116: 1757-66)
F o EMR AR IR T MilaS AT 2/ X —T 2 B 2~ (IFNy)
IZX > T PD-L1 OFIANFHEEI N, BB L EEMAHRIZI T D PD-L1 ORI LD
AL & ORNCIEOHEBARIR R & 5 & D H & 5 (Sci Transl Med 2012; 4: 127-37),
X 51T, PD-L1 @5 H S E -3 AMiaid, PUsRFER CDS Btk T Mifa o il fafs
TEMEZ 59 S 545, $1 PD-L1 14K T PD-1 & PD-L1 & OfE&EEET S &2 OHIN
EEIGEREIE T 5 Z EDRENTND, DI LD PD-1/PD-1 U 72 RERERIE, 23
AR TR R A7 T MM O OBIREE A BT 5HFD—2 L LTEX LT
Do

AFNZL, FEHRBROFE R S PD-1 OMasEE (PD-1 U 7 & RFEAHEIE) ITREE L.
PD-1 & PD-1 U T REDREEZILET S Z LI2X 0, BATURFFRN e T O
PEAL K OV AABIRNE k9 2 MBS TG M 2 58 5~ 5 2 & TR e PuiEgsh iR 4~ 9
ZENHERR STV D,

IS OFEN S | AFNTEMEIER ) 2 B 2R EIC 20 55 Lo L MIfF S,
SHSE I B A kPG & LT BRIR R & 520 L 20 Lt OB BER R S 7z,

AFIOVEFRFFIC 3 < BE O GIERURIC X 2 BIER SN & &b, BEXIEL I
DR D AAIOB G RO 51T, 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 RE AL
LRI OB EEDHYRLE 21T O VERDH D,



3. FEIR R
FR TR MR & A3 5 SESH R OO 7GR (5T A 1T - 7= 32 70 i R 7k B oD il &
R,

[H2hE]
PRI [F 5 M AEEABR  (ONO-4538-11/CA209141585%)
7T FF R b G AL EIRIE TS T R0 560 A LINICR ST T ER A RD b
72 ARG BRI D SR FTRIEO#EIG & 72 5 72O T /IV ] o SESEE R R 2 g 361451 (H
ARNBE2I0 2 Ede, ARAIFE240060, SHREE12161]) 2%, RS ERAER Lz
IR (A MPLEI—h, FEEZFEALUIEY XU ~T) 23R E LTRFIB mgke%
2 IR CARTE R L7 & S OB R O L2 M Lz, FEIHMEEE Ch o4
AEWIRE (BLF. ToS) &wvo, ) (PRl [95% X ) oo s SRiL, A
HIRETT7.49 [5.49~9.10] 4 A . KEREETS.06 [4.04~6.05] 7 A TH Y, AANIIRERIEY
= Rl 23 38R L 7= VBRI LR FIICA B RIER 27 L7z (A — RE0.70 [97.73%15F
FEIX[ 2 0.51~0.96] . p=0.0101 [J&Hlog-ranki®E] ) .
1 ARYE HE U DL RO s & S T,
) G b ST FREALIE, e, - TOEEE K OWEEE,

1.0 fi
Y - R
1 A xR
0.81 o
0.7
£ 06
T
F 05
041
0.3] ‘
02 "'L_L
01 1 ””;--—-A-—-A
O'OE\ T T T T T T T T T T T T T T T T T T
0 3 6 9 12 15 18
at risk# 58 (A)
AFIBE 240 167 109 52 24 7
R 121 87 42 17 5

1 OS @ Kaplan-Meier Hift (ONO-4538-11/CA209141 3X5R)



(PD-L1ZEHLIR LB DA 20 K OVZ2 A1)

[E B [F 5 MARFRER  (ONO-4538-11/CA209141788%) I[CHLAAN ONT-EBED S B
FESAR AR Z 35U CPD-L1 2 38 8L L 7=l 5o 2814 (LLUF, TPD-LIZEBIEE] &
) IZBET AERBE LN —HOEFE DT — X IH-S X | PD-LIZEBLERNHRENIC
BEMT 24T - TR OB ORERIILL T LB Y Th-o T2,

ARNMEIZEI LT, PD-LIZEBLED 1% AT OG A I B L IR OFE R CTh o 72 (T
)
2%, PD-LIORERIZL BT, AFOLEMET 07 7 A VTRETH o7z,

100 . 100
—Nivolumab 3 mg/kg —Nivolumab 3 mg/kg
o | X Investigator Choice % "~.: ..... Investigator Choice
g g
@ @
W 60 o W 60 -
S S
= Y
® ] =
I 40 %0
H Bl
H H
20 20
0 T T T T T T T T T T T T " 0
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 39
2EFHM(A) L4 FHHA)
at risk at risk
Nivolumab 3 mg/kg 96 74 59 42 30 25 22 19 16 11 8 5 1 0 Nivolumab 3 mg/kg 76 54 39 32 29 20 19 17 15 11 5 4 3 0
Investigator Choice 63 45 24 14 10 6 4 3 2 2 0 0 0 0 Investigator Choice 40 30 19 14 10 7 5 4 4 1 0 0 0 0
A Nivolumab 3mg/kg (events:81/96), median and 95% CI: 8.1 (6.7,9.5) A Nivolumab 3mg/kg (events:67/76), median and 95% CI: 6.5 (4.4,11.7)
"""" Greeses Investigator's Choice (events:60/63), median and 95% CI: 4.7 (3.8,6.2) B Investigator's Choice (events:39/40), median and 95% CI: 5.5 (3.7,8.5)
Nivo vs INV Choice - hazard ratio (95% CI): 0.55 (0.39,0.78) Nivo vs INV Choice - hazard ratio (95% CI): 0.73 (0.49,1.09)

ONO-4538-11/CA209141785% OPD-L1ZEHLR B TOOSO TN %2E 7 0 —T v 5T — X D
Kaplan-Meier 1
(Z£K - PD-L1Z1% D EEER, AKX PD-L1<1%D BFEM)



[Z4tE]

[E B R MARGER (ONO-4538-11/CA20914175R)

B ERHRGIIAEIRE229/23601 (97.0%) KOS HRREL09/11141] (98.2%) (2588 v, 1A
BRIE & ORIFBIRNEE T X RWABFEHEGUIAKIRE39/23661 (58.9%) . xIHREES6/111
Bl (77.5%) (3B HiTz, FEEENS%L EORIERIZI TEDO L EBY THoT,

1 FEHEN5%L EOBITER (ONO-4538-11/CA2091415888) (‘2 2 MEfRbir sl S 4E )

B (%)

95 e 8
e A XTTTE
(MedDRA/Jver.18.1) 236 111§
4= Grade Grade 3-4 Grade 5 4= Grade Grade 3-4 Grade 5

AFIEM 139 (589) 31 (131) 1 ( 04) 86 (775 39 (351) 1 ( 09
MERBE R R EE

2 if. 12 (51) 3 (13 0 18 (162) 5 ( 45 0

I BRI i 0 0 0 9 ( 81) 8 (72 0
B IR

] 16 ( 68 0 0 15 (135 2 ( 18 0

G 20 ( 85 0 0 23 (207) 1 ( 09 0
mESE/S 5 (21) 1 ( 04 O 10 (900 3 ( 27) 0

M - 8 ( 34) 0 8 (72 0 0
— % - 2 HEE S L O GO RE

) RE 10 (42 1 ( 04 0 16 (144) 2 ( 18 0

W TT 33 (140) 5 ( 21) 0 19 (17.1) 3 ( 27) 0

RERE D S A 3 (13 0 0 14 (126) 2 ( 18 0
AR IR AT

(NN 4 (17 o0 0 6 ( 54 0 0
RFtB IO ERE

BRRE 17 ( 72) 0 0 8 (72 0 0
PR R B

KRy = o— S F— 1 (04 0 0 7 ( 63) 0 0
KR X O TR E

i, = i 0 0 0 14 (126) 3 ( 27) 0

B 5 7 ( 300 0 0 10 ( 900 0 0
EOPEIE 17 ( 72 0 0 0 0 0

W5 18 ( 76) 0 0 5 (45 1 (09 o0

¥, MEVEREE 7 6 (3.0%) . BREUTRILARE X A NF—5 6 (2.1%) . TR
fEE S B (2.1%) . FRRIREGEERET 17 61 (7.2%) . FRERFETE 761 (3.0%) . EFHEER
FH 1 (04%) . BIBFESE 16 (04%) . FEAEHERREE 26 (0.8%) . iFlkiiEZER
JE 1] (0.4%) K OFinfusionreaction3 f5i] (1.3%) MF8H Lz, Fiz, BEIEAGEIIIE,
O g, fhde, KK - BEO FHL, 1 BOBEIRP . St MR PSRBT . TR,
M e - BEBES ., HEOKERE, 589 ERKOEEOREREEITR O bRiroT,
ARRWERFEBURDUIEEE SR (BIRMRAEME R 2 51y) 23 OEHERE =T,



[ - HiE]

AR OREMEYFETT L ZFA LY 2 2 b— 3 10280, AKI 3 mgkg (K
H) XX 240 mg % 2 WG TG LIBROARR O Mg iR EI S Sz, ZOf
R AHI 240 mg G LTZBROREEEIL. AH) 3 mgkg 45 LIZBROBRE & & ik
LTREEZRT ETRHENTZb DD, ARANEFICBO CARMR RIS TV D H
% - & (10mgkg % 2 EFFENECRE) CARKIZ G LIizBEOugE & & ik L CEfE
oy LTRSS (FR) AT BEOBEIZE T 27 — #2125 & KA 3 mg/kg
(IREE) 0% 240 mg % 2 HFFEIRE 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 KHOEMBRE T A—4

v - R Crax Chnind14 Caved14 Crax.ss Chnin,ss Cavg,ss
(ng/mL) (ug/mL) (ng/mL) (ug/mL) (ng/mL) (ug/mL)
3 meke Q2W (352 7608) <10-;?§4-5) (17-21‘,"333.9) (75.}){3171) (27.612,'107) (42.717,.?27)
240 me Q2W 61.712,?03) <15-22?'354-6) (25-31‘}'4:7.8) (10;,5254) (41?57,'51;58) (62.11(,)9187)
10 mghke Q2W (14;,9;19) (51.6; '739.2) (79.9(?,'51;14) (33?,9232) (18421,1 ;13) (23;7286)

HRAE (5%, 95%47) . Q2W : 23 FIFHIFE . Cimax : AIIEIFR 518 O g i M P IREE, Crinars 1 A G-#2 14
HH ﬁ:j—,\;”—é%{ﬁm{%ﬁup{%};f\ Cavgdl4 : %ﬂ@*&’%‘?ﬁl“' HH iT@qug[ﬁl{%iEP/%fg\ Cmax,ss : %ﬁ%fﬁ@:iﬁ
T2 B MLE P IREE . Chinss @ E T IRIBICIS T 2 BARMLIE HIREE . Cavess @ EFRIEICISIT 2 4 i
T

o, AANOREMEYEREET N ZFIH LIy I 2 L—3 3 TR D | KA 480 mg
Z 4 NG CEG SUIBEARR O L « &% TR U 72 BR O ARK o i o B 23kt
Sz, ZORER., KK 480 mg % 4 HEMR TR G Lo EFIREBIZB T 2 FEim
EHIRE (LT, TCagss) V9, ) 1E, AHI 240 mg % 2 BRHIFIR TG L7ZERD Caygss
CHRT L LTSN (THR) . F7o. AHAI480 mg % 4 MM CTHRE LIZEROE
FORBEICR I DR MIETIEE (AT, [Chass) &9, ) X, AHI 240 mg % 2 H R
[FIRR TG L7ZBRD Craxss & WL CTREZ AT & TS N2 OO, BARANBEICE
WTEARPENHER STV D ML - JI& (10 mgkg % 2 BRI THE) TAFZ &5
L7ZBED Craxss & U TIRE AR T & FRIS L (FR) o X T, #HEOREEICE
JAHT7T—2ITHSE . KA 3mgke (KHE) 721X 240 mg % 2 BRI, £ L < IEAH
480 mg % 4 FEMIIE TG L 7ZBROARF ORGE R & A T et & o BE 2t
THRBIIEET ABERE S, YZBEIC OV TRFI M ThN R, Lo ik -
M EDOR THRIME R I 2 =R IT Vv & FRIS Uz,



K3 AHOKMERENT A -4

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

S meke Q2W (352 '760-8) <16-257§0-3) (21 321 f3.9) (75.&?71) (27.612,'107) (42.717,’?27)

240 me Q2W (51-712"103) <23-33?'539-0) 60220.9) (102,5354) (41?57,'%1358) (62.11(,)9187)

50 mg QAW (10;?307) (15.25?17.4) (37.?)?'704.@ (14?,1 §36) (27.751,'?37) (62.11(,)9187)

10 mgkg QW (142,9322) (86.959,.?32) (10},1 ?48) (323,9225) (18421,1 gos) (232,7277)

PRl (5%, 95%%) . Q2W :

2AMFERE. QAW : HBE MG, Cumax 1 HIEIF 514 0 fi 5 ML IR EE
Crmina2s : P 5-1%28 A HIZ 31T 2 SR PR, Caveazs : I 51428 H H & T O FH i i EE |
Crnaxss * EFARAEIZIS T 2 B MG THEE . Crninss B WIRRBIZ IS D B RILIE PRLE, Cavess : EHIRAE
(30T 2 R T



4. SgklZ-oWT
RS & U TS (BFFE) ARE o Tnd 2 &b, Yikiidh 4@
IZEMTE DER THOIVLEND D, £D LT, AFIOE G W) 72 BF 220 - &
EL\Kﬂ®&5_iDE%& IWER Z2 8 LB S92 & &Rz LIF
DDO~@DT X T &I IZBWTHEHAT & ThH D,

O {4 1ANE

O-1 Fio (1) ~ (5) OWTHNITEY T DM THDH Z &,

(1) BEAETBREDEET D03 V2 REEEHLEIRPE S (BRIE IR S A2 B HENL RUw P
S AR B EEBL RR BT, HUIEAS A SIRIRRT R &)

(2) FrEHEREIRPT

(3) HARENTERENFDGE T D 03 VB ROEEERRT (D3 A2 HER EIRPT, 03 A2
W IEBE, 3 AR EEHERE T e &)

(4) ARACTFIHNEE ZRE L, SRS FFREZ IR | IS RIEG L ik a2 ekt
2 Ok EEAR D B H AT > TV D ek

(5) PUEMENEBAIL & EINE O hak S HEIR DR 21T > T 5 fiiak

D-2 AR DAL FE K ORIE RS BLRE O3 I 2+ 57 7 Ak & BB 2 FF o[l X
ITHEEHERT (FROWTIITEEY T D EM I HERER) 23, 4% R o ARANZ B
TAHREOEME L LTRESNLTWSZ L,

7

o [EAIRFFEGE 2 FEOMMINHEZE T L72RIZ 5 L LD AIRROERIRIHE 2
ToTWHZ &, 5b, 28U LT WARYREL L LEERRIESZOIHME %2
ToTWHZ &,

o [ERIRFFESE 2 FOPINMEZE T L7oRIC 4 L1 EO H SRR EI O B R
WHEZAT-> TR, 26, 24ELL R, 23 AFEMIREZ & OISR 2R O
FRIRBHE 21T > T D Z &,

o [ERIRFFSUI A ERRFF SR OMNHE 22 T L7212, 5 FELU o D s
DERRIMEZ1T> TRV, 95, 248 RIE, BAEMIREZ G0 ABSE OB A
BIROBRIHE 21T > TN D Z &,
iﬁis AHNZ L DIERICB W TCIEWEREO 2 E B A BT 5720 BF DOIRK

(272 D RHERTT L DR DN IR R 2 7o =R (SESEEE D15
5 M ORIME A FEBURE D% T 53 72 ik & REBR 2 FFOERAN) & OB Db &
) IR




@ PBENOEZEREEEOEHIZ SN T

IR BUCIE S 2 BMEE D BLE S, BRSO OB D . AR - 2
PR FERREE RN O A B ONERI ST SRR B 5 T IR i, AR ERB AL
258 OB FH . FERELDITATON D EHINE > T D Z &,

@ EHEA~OF I ONT
@-1 fs Al B9 2 2o

WU MEE B O B R BIEA S84 LTZBRIT, 24 BERIRZIRIAHIO T, 2%k X
X fERR 23T, FEEBL L 72 RITERNCIG U CABRE LK OY CT S5 O RIVER O#E BN &
BRMAOR RN G APICHE L, EHIKISATRER KRN E->TnDH 2 &,

@-2 EERMEFEHIC L DA EFSIICCBET 2 E:

DN AR D B 2 gk M O e 2 B3 D R HEE N RIERHT =21V 7
EEDTEROA 7 ) —= T RATOEIRE L IGHE A TE 2 F— LR 23
SN TNBZ L, B, BEEEIZOWT, DABRE EZOFRICHSICEmEnT
WhHZ L,

@-3 BIEHDOZWrCx B LT
RIWER (REMERZEEISI X, EREMEDAE, (DR, Mk, B RARE, KBK.

NS, EEED TR, 1 AUERIE. BIUERFIE. A4, IFEREREE . TR, B brEinsE
K. FIRIBEEEREE . T RMAMEREREE, mhiklEE, BEE, RIEEE, MR, BEEOKL
JEREE ., BARMARIEIRAE, infusion reaction, HEEZR MRS, MERERIEMGRE, F5E%.
g BE OB ROR, IR IR, OIEREE (OEMED - tRIK - =AM ) |
RIFERES . MRS I, EFLSE) 1Sk L C, Yihtax SUE R EERE OB MMEE AT 5
RN & HEEE L (RIEHOZKrC B L CTHRER O EEZ T o568 H D =
&) EDITE IR ALE D TE DRGNS TWD Z &,

10



5. BEXG LR DEE
[H2EICBEd % F]
O 77 FFHAE G FRIEREO & 5 BEIZEB O TARBOFEIEN RSN TN D,
©  TRLUCEZY T 2 BEICRT A ARAN OB E K OME A G IEIZ DWW TR BKFIOA 2hHEN
N SN TELT, AFOREGRRE G720,
o I FFRHNE G TALTIIEI X DR O I W EE
o IR L
o fhoPUEMEES L OFH L TGS BHE
@ AANZIEFEILFE S MAERERIZ W T, EERITI W TRBRERIZ ST L CTHEMED R
AES LTV DAY, PD-L1 RIS K D FRMEDMM N R D T & VR S D fis R
DELINTWD Z b, PD-L1 ZELE* SRS Uc B CAKI OG- Al S O 2
THZENLEFE LV, PD-L1 BIHEN 1%RETHDH 2 ERERINT-ZAEICEB N
TIE, AFIDANOIRFE IR S EET 5,
kARFIOZWE & LT, K584 : PD-L1 IHC 28-8 pharmDx [# =] MR EN TNV 5,

(% \ZB89 % FIA]
@ ﬁ_§é¢é$%_0wfi$ﬂ@&5#ﬁﬁkéﬂfwé:k#%\%ﬁ%ﬁ
r YA A NGID

o KRHIDRSTIHKT LImEUE OB ERE D & 5 B
@ TRFEATOFHMIC BT FRRICEZ S T 2B IO T, AFIOFEITHER S vz
DS, A OIRERPUL A 2 WG EITIRY | HEICAFZEH T2 2L 2BETE D,
o [MEMMZEBOED UIBEHED & 5 B3
o B AR C VB R 2 58 D B K ONE B 0 Fc S it ik 2 0 S e 1 i ¢
FEDORINZRIEMEZA LD IR B 5 B
o HOREREBOGOF B L < IEHIFMEO B g m B OB TR
b5 HEE
o B &Mt REZ 5Te) Ob 5B
o FEEOBY IR A G T L BE
e ECOG Performance Status 3-4 /"0 D H3g

GED  ECOG & Performance Status (PS)

Score | EFE

0 | &<MERIEFE TS5, Bl &lFE U HEAERNHRZR AT D,

PRREIZI LUEBNTHIIR S 225, BTAIRE T, BAIEESEE > TOMERITITO LN TE D,
Bl BEOFE, FHEE

BHNTZEHSOHEDEY DZE LNTERY, HFD 50%L, EE2Xy RO TiRz1,

AW

ELENT RV, BAOHFOEY O Z L34 TERY, BEICy R+ T4,

11

TR CHSDOH DRI O Z L 13T N THEELEDERIZTE W, HHD 50%LL BiZ~<y FACiE I,




6. WHICERL THET S HH

@

@

WA SCEF TN 2 BOEIREER DR AT 2 BB IT 3D & ARH O R K OV (E 8

RO B ERE o ICHR L T BEHT5 2 &,

TRIREBRLRIZIENE D | B XUTZ OFIBETAHINE R Ot 2+ L, RE 215

Thb&ETLHZ L,

PD-L1 H R GRS L7 ECTARIOR GRS 2 HWr§ 25 2 L3 E L2y, PD-LI

FHHLRPHER TERWIGEITIE, AR O OS2 @Ol L ET&ET 5

Z &,

FEREWEH O~ Y A MTHONT

o MEMMEERNSLLLNDZENHDLDT, KEIOEGIZHT- > TiX, FKIE
W (PEUR RIS, ik, FEEVE) OffEsE M OWE X A o Fhess, Btz +5
Ao 2 &, Fo, MBS CTHE CT, Mg~ — I —FDMm&x FEhid 5
Z &,

o ARHIOPHITEE D infusion reaction (Zfif 2 TERARFIZ 072kt aD TX 5 #E
faAT > 72 EChtaT 2 2 &, £72.2 [8] H LABE O A% 5-FFIZ infusion reaction
DHHLOLNDZEHHLHDT, KFIEEGH K OARA G T #IT A Z A
CERRET %, BEORBEL 2B 52 L, 70, infusion reaction &
FHLLICGA IR, R TOBELOERD FERIZEIE T 2 £ CHRE - 08l
T5HZ &,

o HURIRPEREREE . TEEAHERERERORIEFEENH DDLILD Z 355D T,
AFN D ¥ 5B aERT M O G- B I E IR N0 s RE R A (TSH. 1028 T3,
FERE T4, ACTH, M=oY —VEORIE) #FEET 52 &,

o AKAIOEHIZX Y | WEEORERICTER T D &F X B DRk L R B RE
DHOLOLNDZERNDD, BEPRDOONTHEIIE, BB LEFRIIL U
B 72 ek & RRBR & Re O R Ail & i U Cl bl A BRI W 2 ATV IR DS
FOGIT X 2 BWER DN g0 25512 1E, AR ORFES T I, R ORIE BB A
WEVHIOERGEEZZBET D L, 2k, BIBEREFRLVEYOELIZ X0 EIE
R OYEERFRD IR WIGEIZIE, BB RE AV LISt o Sz i Fl o8
HEET D,

o KT, BOAMNOE I ARE L COrOEWERNEET L2 ENH 5720,
AR OEEHETHIZ S RWEM ORI ITEET D,

o 1AUBERRIE (BIE 1 BUBEIRIE 2 Ede) bbb, BERWMES FT Y R—3 R
ICEDZENHLHDOT, Alg, o, EHFEOREROBHRCMAEED L2
SEET DL, 1V BERBFENEDN -G IITEGEERIEL, AR )
FOFGEDME) R EZITH Z &,

o BHEATS. IPAA. IR . TR, BB RDHSDOND T ENDH D
DT, EHWIIITERERE LTV, BEOREZ H3ICBET 52 &,

12



® AAIOEFEARRERICINT, &EHBNG 9, TALIRET, RE5HENG 14
L 6 ] Z LA IMEDFHI AT - TV e 2 & 2552, ARG HILEBIT
(R OMERRZAT D 2 &,

13



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

(WiZeks « A4 72— R R E 20 mg, 47 VR A #HE 100 mg, 47—
R AL 120 mg, 47V — RS 240 mg)

~'B %Hﬂﬂ@%’\“

Va2 944 A (445 HGET)
JRA T A



ER/%

S o

T UBIZ

AFN DR, MERBEST
A R BAR
)Tl ANE
BhHRIG L 72 DB

BOICE L TRHET & HIHA

P2
P4
P5
P17
P19
P21



L. 1ZC®IZ

EE S DOF M  ZRVEOMER O T2 DI1E, s SCEEITIES W 23l E 7 3R
bhbd, SHIC Eﬁwﬂ%&m@@i_ib\#%E%%ﬁ&@%ﬁ%@ﬁﬁ@%%
5 35 i 23 KRR éﬂé¢f IO OEEKZBEICLERBE IR 2 2 & 3D
R & 72 o TR Y RIFMBGE S & YR O B T8 2016 (CEAL 28 4 6 A 2 H MERIRE)
IZHENWTH, FHNEELEOHAOREHEEZHNL Z L SN TWD

BORVE RS ESR T, KB ERASCL 2T 0 7 7 A VSBEE D ESRS & B 5 I R
RHZENRDDH, ZOD, AIMMELROLZEMICET D IERN 2% T 5 £ TOR,
WMELEHG O BE LML ZIT 52 EPWIRE SN BFICK L THERT 2 & &b, BIFE
%ﬁ%ﬁbk%uugﬁﬁmékégk#ﬁbﬁ#mwgﬁ%ﬁtﬁiﬁﬁﬁfﬁm
THIENEETHD,

L7eRoT, KA T A4 Tlid, BAIRBERELZNE TICELN TV D EFIFH -
BHER RHIC LS & | LU O EIES O feii 70 2 HEE T 2 8LE0 6 B B, & %
HROEEFERE T,

B ATA BT A &, MAATEBHE NEIE G EFRE R O, N8B A
BRIR I o . —MRAERTE N B ARERIR N E 2 M O — it HIE AN B A RS2 O 1
J1ob EERR LT,

RGe L I HEIRS, - AT VR ERE 20 mg, A7 U — R SEEHTE 100mg, 4
— R 120 mg, A 7Y —R AR 240 mg (—i%4 - =
=7 (Bis L z))

REERDMETR - ARIEEIBRANRE SUTEERE M D B e

MELRHFMEROHE  BE, A=A r~7 GBiaf#i %) & LT, 19 240mg

Z 2 MIRIE S 1 0] 480 mg & 4 W R0 C AT S,
HHRY L F =T EOFAT AL EBE . RAZIZ =R~ T B
faf#Hz) & LT, 118240 mg % 2 @RI X 1 [5] 480 mg
% 4 RS AT 5,
(LB RIRIR ORI UIBRA B8 XX O Bl i L2 kF L C
A LAvT (BaTiiEz) SOPRT 25681, 8., A
=R ~7 (sl z) & LT, 18240 mg % 3 BEEHRH
fRC 4RSS 5, 20%, =AL~7 (BEFHfz) &
LT, 151240 mg % 2 H AR XL 1 [E] 480 mg % 4 JAH H & T
SIEFRET D,

B I OE ¥ DRI TS

(23%)

BRI T DI ARAT 4 7 AEE20mg (— 4 - IRV T =TV T O%)

RESIZNR. MEA O =

ZhRESUIZN AR« AR EIBRANRE SUTERR M oD Bl g




REROHE : =R~ 7 (B z) 0T 2581, 8%, A AT
YF=7LLTI1HI1F40mg ZEEEFCROKET 5, ks, BED
WREIZ L B ET 5,

AR BT D P — AR A ST ERENE SOmg (— %4 A BV A~T (BB THHZ))
DRYBESNIEN R, TEL O &
BHRE ST R ARIBUIBRANRE SUTHE RS M oD B M A
MEKROHE : =R ~7 (Biorf#az) Loffficisn T, EmHE. 552/\ [ =
VAa~7 (BaMiz) & LTl mgkg (KE) % 3 HEEMET
4 [BLETEFET 5,



2. KRANIOFHE. TEREST

A7 — R R ERHE 20 mg, [FATEERE 100 mg, [FATEEE 120 mg K OVNE S ERE
240 mg (—fi%4 : =R~ 7 GEE ), LT, TRA) Lvd,) 1, NEREES
TEMKSH L AZ Ly 7 24 BTV RV =AY —X 27447 (BMS) ) 2
BA% L7t K PD-1 (Programmed cell death-1) (Zx}9 5 & N 1gG4 & / 7 v —F/LHifk
Th b,

PD-1 1%, &M L L2 Y 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 B IE & BUZHIEE T2 2
T ICERT 2B AR TH D, PD-1 IFHURIRRHIILIZHELT 2 PD-1 U 4 K (PD-LI1
K OVPD-L2) EfEE L. U "ERICHEIME Y 7T v 2 niE LT U o/ EROTEMHLIRRE 2
BIZFRET L TW5b, PD-1 U W RIFHURE SIS B b O 2 22 Gk 5B
LTk, BMERAMEEE) LU LB TS PD-L1 OFEBLLIEDELF
HIH & OMICADHBEBFRN & 5 Z & HE I TWn% (Cancer 2010; 116: 1757-66)
F o EMR AR IR T MilaS AT 2/ X —T 2 B 2~ (IFNy)
IZX > T PD-L1 OFIANFHEEI N, BB L EEMAHRIZI T D PD-L1 ORI LD
AL & ORNCIEOHEBARIR R & 5 & D H & 5 (Sci Transl Med 2012; 4: 127-37)
X 51T, PD-L1 @5 H S E -3 AMiaid, PUsRFER CDS Btk T Mifa o il fafs
TEMEZ 59 S 545, $1 PD-L1 14K T PD-1 & PD-L1 & OfE&EEET S &2 OHIN
EEIGEREIE T 5 Z EDRENTND, DI LD PD-1/PD-1 U 72 RERERIE, 23
AR TR R A7 T MM O OBIREE A BT 5HFD—2 L LTEX LT
Do

AFNZL, FEHRBROFE R S PD-1 OMasEE (PD-1 U 7 & RFEAHEIE) ITREE L.
PD-1 & PD-1 U T REDREEZILET S Z LI2X 0, BATURFFRN e T O
PEAL K OV AABIRNE k9 2 MBS TG M 2 58 5~ 5 2 & TR e PuiEgsh iR 4~ 9
ZENHERR STV D,

IS OFEN S | AFNTEMEIER ) 2 B 2R EIC 20 55 Lo L MIfF S,
R R A xS & U BRI ERBR & T2 L A ME AR R OV R S vz,

AFIOVEFRFFIC 3 < BE O GIERURIC X 2 BIER SN & &b, BEXIEL I
DR D AAIOB G RO 51T, BHOBEE HHITV. BESR
D BTG AITIE, FB L HUTIE U B 2 ik & B8R & FF o R Al & B L Col
LI2REERIB M 21T\, B OSRERIGIC L DRIER A SN 5 5A121E, BB RE AL
LRI OB EEDHYRLE 21T O VERDH D,



3. RS
FRIBYI R A BE S THE RS ME 0D B M BaEs oD K RIS (2 34 2247 - 7= 3= 72 R 3Bk o i &
<Y,

[H2hE]

OEFEILFEFMARRER (ONO-4538-03/CA209025 7b#)
MEFAEREERZ AT 2HEMEEGEA (TF T =T A=F =T VT Tx2=T
XY IR=T ) AT TRIEIE A A 9 D AT SO TER RS 0D 38 I R R el e AR
821 il (HARNBE 63 Hlzgte, AKIRE 410 ], =1 U AZFE41H]) ZxRic, —
R ARERRE UTAA 3 mgkg & 2 BN CAEMEEE L & oMk 0%
EMEZ R Lo, E2EEHEEE T 22487 (BLT, ToS) &vwo, ) (FiufE [95%
BHEXM] ) 1%, AAFRET 25.00 [21.75~NE"] #H., =1 U AXRET 19.55 [17.64~
23.06] WHTHY, KFFHT=0 U LAAFTK LFEHFICAERIERZ R LT (N
#— R 0.73 [98.52%fEHEX[H : 0.57~0.93] . p=0.0018 [J&}!| log-rank fE] . 2015 4

6 HISHT—4H v "A7)

1.0
0.9
0.8+
0.7
e 0.6
17 0.5
* 0.4
0.3
0.2+
0.1+
0.0+ ———,
0 3 6 9 12 15 18 21 24 27 30 33
at risk# S7FERE (B)

AFH|Ef 410 389 359 337 305 275 213 139 73 29 3 0O
INOYLZEE 411 366 324 287 265 241 187 115 61 20 2 O

1 0S OHIEfET D Kaplan-Meier #h# (ONO-4538-03/CA209025 35h)

—A— AHIE
O IAOYLREE




F7-. BARNIBER 63 ] RFIEE 37 #il, =1 U A ARE 26 1) @ OS (Rl [95%
EHEXE] ) 1%, AFIBET 2737 [23.62~NE] # H, =1 J L ZAETNE [NE~NE]

HHTH-T= ONF— R 1.50 [95%(53EIX[H : 0.49~4.54] ) .
* HEEARRE (LLF. AR

1.0 -
0.9- ;
0.8 . e s G- D ©
0.7+

s 0.6 - —A— KE|IR¥
T—f— 0.5 weedDee IO LAEE

$0.4-
0.34
0.2
0.1+
0 3 6 9 12 15 18 21 24 27 30
at risk3 1718 (B)

AHIB¥ 37 37 36 35 35 34 24 16 8 - 0
INOYLARE 26 26 24 24 24 24 20 15 9 3 0

2 HARANEMIZEIT 5 0S O Hff#EHTIF O Kaplan-Meier ik
(ONO-4538-03/CA209025 #X5)




QEFEIF S MFHRER (ONO-4538-16/CA209214 7 5#)

(LRRIEARTRIE ™ OHELTHE U TSR O W T R A B M e g ;B 1,096 61 (H AR NGBS
72 BlEEte, AV AT (BEFEEEZ) OFH CIT, TR+ AEY A7) L
Do) PHESSO B, A=F=THES46 B) AXRIC, A=F =T E LTARAI+ A E
U L~ 7 OFNEL ONVE M2 R Uz, ZEFEHIIE H T 5 International Metastatic RCC
Database Consortium (AT, TIMDC| &9, ) U A7 435E" O Intermediate 52 OY Poor U
27 OEE RF+A Y A~ TH425 0, A=F=7# 422 %) IZF1F5 OS (FRfh

[95%(EHEX ] ) 1%, AFI+A Y A~ THET NE [28.16~NE] T H, A=F =7}
T 2595 [22.08~NE] ZHATHY ., K+ A Y A~ TEHITA =T = 7K LIEEH
PINCHERIERE 2R LTc (O — R 0.63 [99.8% EHE X[ : 0.44~0.89] | p<0.0001 [J=
Bl log-rank #E] . 201748 HT HT—% v vA47)

*1 BRI X 5 R RIEOIRRER 2 WEBE, 72720, LLFOBEITSHIGREICE DR,
SERYIERFREZ2 B MR 126t LT 1 FE ORI SUIIR R AR (72720, A& N IEHER 1
(LLF. TVEGF] &5, ) XIE VEGF RN & LA & bR< ] 23517 S, ofi
B IR R IE OB G005 6 1 B UL ERRIB%IZTER L He
*2 AAI 3mgkg (RE) LA BV A< 7 Imgkg (KE) Z[F HIZ 3 AFFNET 4 BLEHE L2,
AH 3 mgkg (KE) % 2 BREMRECAREEE Lz, FHESRICBOTIE, A4E2EPICEE
L., AV AT IEIARFOBGHKRT NS 30 oLl EOMREE BTG 2Bt LT,
#3 0 LLFOO~@DWFIUT B %Y L2V AT Favorable U 27 1 XiT 2 HA &= 3H4CT
Intermediate ¥ A7 | 3 HHHELL L& 38545 121% Poor U A7 & &z,
ORI & 2 ST B ARTRBR O BEAEA BT £ T 1 4400, @Karnofsky — iR TE 80%AH |
O~E /v BB R TIRASH, OIE% OB LY 7 AMED 10 mgdl 2B 2 5. O FER-ER
FEYEE EIRAZ 2 5, @i/ MR EEHEE FIRA B 2 5

1.0 h"“"”»
0.9 N
0.8 \\ .
;1 “ea - T
s 0.7
2 e
n b e—
- ot Z M"\ 37
< -
6 0.5 T e >
k-
&£ 0.4
=
§ 0.3
& —_— AR A Y AT
0.2 cmmm  AmFmTRE
BROA : {TUIY
0.1
0.0 N -  Jang T T P p———y
o 3 o 2 12 15 18 21 24 27 30 33
Overall Survwal (Months)
FRA+AEY) =T 425 399 372 348 332 318 300 241 119 44 2 o
R=F=TBE 422 387 352 315 288 253 228 179 89 34 3 o

3OS O HREfiENTRED Kaplan-Meier #ift (ONO-4538-16/CA209214 5457)
AT XIS AER © Intermediate X O Poor U A 7 B

7



72k, EBILFEF IR (ONO-4538-16/CA209214 #ER) (23 C, IMDC Y 27
7 FE7N Favorable U A 7 O B X F HWAHITE H OfEATSHGEER & Siedo T, ikl
BRI A A S 372 Favorable U A7 ORBRFOT —Z|ZHD & BRI 21T 72
R, AR+ AV A TR L CA=F =T HTRFRERME LTS (T
B,

1.0p——— =5 =~ e e

0.9 7o *qn ......
0.8 .
0.7
0.6
0.5
0.4

0.3

Probability of Overall Survival

02] KRB Y AT ;
----- t A=F =T '
0.1 ORTCA : T8I

0.0

T T ) ) ! T ] |

0 3 6 9 12 15 18 21 24 27 30 33
Overall Survival (Months)

FH+AET 2 TB125 124 120 116 m 108 104 98 78 27 2 0

ASF=TE 124 119 119 117 114 110 109 104 84 32 3 0

4  OS OHREfEHNTEF O Kaplan-Meier Hi%t (ONO-4538-16/CA209214 75x)
FEMT TR LR : Favorable ) A 7 B

QEFEILFF MARAER (ONO-4538-81/CA2099ER 7-5%)

{EFFIEARIGIE ™ OMEATIE S TEERENE 00 1 B I R AL B i ;B 651 151 (H AR AR
46 Bl Ete, AR F=THMH (LT, THRAI+ARF L F=7) Linvd,) 2HE323
B, A=F =T 8328 ) ZHGIT, A=TF =T EXBE L TCARA+ IR F=T7D
AR LM Z R Lo, BEFHMIEE Th 2 WA (P RiE [95%E4
X)) 1, AFI+ B RV F =T RHET16.59 [12.45~24.94] B A, A=F =TT 831

[6.97~9.69] W HTHY ., KK+ RV F=TRUIA=F =7 FITH LIEEHEHIC



BIIER 2R LT (0N — REE0.51 [95%(E#E X : 0.41~0.64], p<0.0001 [&5] log-
rank FRE], 20204E2 A 12 HTF—% B~ b4 7).,

1 BRI R 2 REEORBEN R VBE, 7277 L, UTOBAIRYISRECE DR,
AY)BRATRE 72 B AR 12k L C 1 FE ORI XAt Bk (7272 L. VEGF XiX VEGF %
FRAEAENG & L350 % 5 < ] DSHAT S, DRI U BRI OB 505 6 1 A LA

LRBRIC IR LA
*2 0 A1 B 240 mg & 2 BB CAREEL, AR F=740mg A 1 H 1 BRAKE LT,

a3

}

1.0
- "‘“5'1 —A— WRYUFIHEE
L D AZFZTE
0.8 %,
0.7
i% 0.6
E o5
&
7 04
* 0.3
0.2
0.1
0.0
T T T * T T T T T T T
0 3 6 9 12 15 18 21 24 27
miEEAFHME(B)
at risk g

MRS FJHMAEE 323 279 234 196 144 77 35 11 4 0
AZFZTJ# 328 228 159 122 79 31 10 < 1 0

X5 MEHEEAFIR (BICRHE) @ Kaplan-Meier Hifg
(ONO-4538-81/CA2099ER X 5x)



[Ze4tk]
DE BRI F AR (ONO-4538-03/CA209025:k54%)

BERFGUIARAIRE 397/406 B (97.8%) . =1 U A AHE386/397 # (97.2%) (272
HAL, TREREE & ORRBRAGIE T E RWAFHEGITIAAIRE 319/406 1] (78.6%) . =~
= U AR 349/397 B (87.9%) ITFBWD ALz, WAL DORE TIHILED 5%LL Lo gIE
HIZTTEROEBY THhoTz,

K1 WO ORETIHIEN 5% EORIEA (ONO-4538-03/CA209025 iA5R)

T e B (%)
Rt A =Ra AR
" 406 1 397 4l
(MedDRA/] ver.18.0) 4 Grade Grade 3-4 Grade 5 4 Grade Grade 3-4 Grade 5

2RIEA 319 (78.6) 76 (18.7) 0 349 (87.9) 145 (36.5) 2 (0.5)
MiEIs LV >R bEE

B 1 32(7.9) 7(1.7) 0 94 (23.7) 31(7.8) 0
W WREE

FOPR IR A REAR T E 24 (5.9) 1(0.2) 0 2(0.5) 0 0
H ke

{550 24 (5.9) 1(0.2) 0 21(5.3) 0 0

T 50 (12.3) 5(1.2) 0 84 (21.2) 5(1.3) 0

D 57 (14.0) 1(0.2) 0 66 (16.6) 3(0.8) 0

A% 8(2.0) 0 0 117 (29.5) 17 (4.3) 0

Mg - 24 (5.9) 0 0 36 (9.1) 1(0.3) 0
—% - BEEFR L OGN ORE

) E 18 (4.4) 1(0.2) 0 33(8.3) 7(1.8) 0

I8 57 134 (33.0) 10 (2.5) 0 134 (33.8) 11 (2.8) 0

KB S NE 11(2.7) 0 0 75 (18.9) 12 (3.0) 0

AR M 17 (4.2) 0 0 56 (14.1) 2(0.5) 0

TEEN 34 (8.4) 0 0 37(9.3) 2 (0.5) 0
R A AR AT

M = L 25 m— L 1(0.2) 1(0.2) 0 24 (6.0) 1(0.3) 0

M7 L7 F =8 27 (6.7) 1(0.2) 0 33 (8.3) 0 0

R 19 (4.7) 1(0.2) 0 29 (7.3) 1(0.3) 0
(VI FSENO S S

L AT a— L fiLE 2(0.5) 0 0 29 (7.3) 0 0

e I 9(22) 5(1.2) 0 46 (11.6) 15(3.8) 0

ERYZY®Y RffE 5(1.2) 0 0 64 (16.1) 20 (5.0) 0

AR 48 (11.8) 2(0.5) 0 82 (20.7) 4(1.0) 0
R R K O%E A Rk

RAER 27 (6.7) 1(0.2) 0 14 (3.5) 0 0

PR 23(5.7) 0 0 5(1.3) 0 0
PR E

VST 11 (2.7) 0 0 51 (12.8) 0 0

SEIR 24 (5.9) 0 0 19 (4.8) 1(0.3) 0
M. MasRIs K OERR R

I K 36 (8.9) 0 0 77 (19.4) 00 0

I ] 30 (7.4) 3(0.7) 0 51(12.8) 2 (0.5) 0

R 3(0.7) 0 0 41(10.3) 0 0

Jifif 2 16 (3.9) 6 (1.5) 0 58 (14.6) 11 (2.8) 0
KRB KO PRk

SIERR LG 2% 12 (3.0) 0 0 20 (5.0) 0 0

B iz g 26 (6.4) 0 0 33 (8.3) 0 0

T - BRI T ASREERE 4 (1.0 0 0 22 (5.5) 0 0

% O FEIE 57 (14.0) 0 0 39 (9.8) 0 0

95 41 (10.1) 2(0.5) 0 79 (19.9) 3(0.8) 0

7k, MEMERIEE 19 B (4.7%) . 5525 161 (0.2%) | AEECHRLRIE/ X 4/ 3F—56
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Bl (13.8%) . KEEZ - EEO TH 10 61 (2.5%) . 1 BEERE 161 (0.2%) . FFHRER:
Fix 46 1 (11.3%) . TR 161 (02%) . FURIREEREFRTE 34 f51] (8.4%) . FhFRIETE 55
Bl (13.5%) . BHERERE (RS RIEMER2%£5) 28 6 (6.9%) . RIBHAERESE 6 4l
(1.5%) . infusion reaction 21 {5 (5.2%) . FEEDLEREE 4 61 (1.0%) . FIEAEHKRE
fEE 2 B (0.5%) .« BESR 1B (02%) ROSEIEKE 161 (02%) ARH LN, £
T, EREANEEAE, OFAR. oMM MRIBUESRBES . IS « BERE M OVFR R f e €
FIEITRR O BV D o T, AREWERRBLR DU E SRS (BRAMEEREE L ET) 25
CEFER LT T,

@EEE IR FE AR (ONO-4538-16/CA209214745%)

BEFGIIARA+ A BV L~ TR 544/547 1511 (99.5%) A =F =7 B 532/535 1511 (99.4%)
IZRO B, BRI L ORRBEBRPEETCERVWAFEFRIIAF+ MY A~ TR
509/547 B (93.1%) . A=F =78 521/535 {5 (97.4%) IZRDLNT=, WTIHORE
THERDN 5% LORWERIZT TED LB ThHoT,

F2 DT ORETHEILEN 5%LL LOEITEA] (ONO-4538-16/CA209214 #X5R)

B (%)

[slsp=—d IN\K
ﬁziiﬂﬁ KA+ A EV L~ TRE Z—F— TR

(M:gDRA/J ver.20.0) 547 B 535

4 Grade Grade 3-4 Grade 5 4 Grade Grade 3-4 Grade 5

RIEH 509 (93.1) 250 (45.7) 0 521(974)  335(62.6)  2( 04)
Mg LY 3 REE

A 1 34( 6.2) 2( 04) 0 83 (15.5)  24( 4.5) 0
i ER R i 1( 02) 0 0 30( 5.6) 3( 0.6) 0
I v BRI 3( 05) 1( 02) 0 69(129)  32( 6.0 0
Ifi NS E 2( 04) 0 0 95(17.8) 25( 4.7) 0
W Wk

B e AR A 28( 5.1) 11( 2.0) 0 0 0 0
FOR AR RETTESE 59 (10.8) 2( 04) 0 12( 22) 0 0
R AR P E 85 (15.5) 2( 04) 0 134 (25.0) 1( 02) 0
BIEREE

25 38( 6.9) 2( 04) 0 38( 7.1) 1( 02) 0
EREE R 9( 1.6) 0 0 30( 5.6) 0 0
{8 35( 6.4) 0 0 39( 7.3) 0 0
T 145(26.5)  21( 3.8) 0 278 (52.0) 28( 5.2) 0
1N R 31( 5.7) 0 0 32( 6.0) 0 0
HIEARR 15( 2.7) 0 0 96 (17.9) 0 0
53] 3( 0.5) 0 0 27( 5.0) 0 0
B A B R 6( 1.1) 1( 02) 0 55(10.3) 0 0
1T 109 (19.9)  8( 1.5) 0 202(37.8)  6( L) 0
AN 23( 4.2) 0 0 149 (27.9) 14( 2.6) 0
M - 59 (10.8) 4( 0.7) 0 110(20.6) 10( 1.9) 0
—f - EHEER L OB GEALOREE

8 J) i 72 (13.2) 8( 1.5) 0 91 (17.0)  12( 22) 0
9% 57 202(36.9) 23( 4.2) 0 264 (493)  49( 9.2) 0
FENE D JNE 13( 2.4) 0 0 152(284) 14( 2.6) 0
Rl 25( 4.6) 1( 02) 0 20( 5.4) 0 0
FEEL 79 (14.4) 2( 04) 0 33( 6.2) 1( 02) 0
B AR AR AT

ALT H40 60(11.0) 27( 4.9) 0 50( 9.3) 8( 1.5) 0
72 7B 71(13.0)  31( 5.7) 0 41( 1.7y 17( 3.2) 0
AST H#4n 58 (10.6) 19( 3.5) 0 49( 9.2) 7( 1.3) 0
ez L7 F =8 35( 6.4) 1( 02) 0 35( 65) 2( 04) 0
i R BRI A V| N 11( 2.0) 0 0 30( 5.6) 0 0

11



Btk (%)

LT FATAE) AT =TT

%;’; ”;'DRM 20.0) 547 {3 535 {5

¢ ver-=% % Grade  Grade3-4  Grade s % Grade  Grade3-4  Grade s

X —BHN 90 ( 16.5) 56 (10.2) 0 58(10.8)  35( 6.5) 0
fif P ERE R 3( 0.5) 1( 02) 0 40( 7.5)  23( 4.3) 0
i MR 4( 0.7 1( 02) 0 73 (13.6) 36 ( 6.7) 0
R D 18( 3.3) 0 0 28( 5.2) 0 0
i ERH 6( 1.1 0 0 40( 7.5 11( 2.1) 0
R KOs E

& Ik 28 ( 5.1) 8( 1.5) 0 10( 1.9) 0 0
FEXNEBIES 75 (13.7) 7( 13) 0 133(249) 5( 0.9) 0
ek Rds £ O G RkEE

RAEiR 76 (13.9) 5( 0.9) 0 39( 7.3) 0 0
#77 P18 49 ( 9.0 3( 0.5) 0 26( 4.9) 0 0
VU IR 17( 3.1) 1( 02) 0 36( 6.7) 1( 02) 0
TR E

T S 31( 5.7) 0 0 179 (33.5) 1( 02) 0
SEIR 53( 9.7) 4( 0.7) 0 65 (12.1) 1( 02) 0
MRk, MoEhds K OVithRiE =

Ao 45( 82) 0 0 31( 5.8) 0 0
e R e 31( 5.7) 1( 02) 0 33( 6.2) 2( 04) 0
st i 0 0 0 55(10.3) 3( 0.6) 0
fitifigk ¢ 32( 5.9) 6( 1.1 0 0 0 0
R B KO kb=

il TR 40 ( 7.3) 0 0 46 ( 8.6) 0 0
EELE 0 0 0 29( 5.4) 0 0
T - BRI AR TR AR 5( 09) 0 0 231(432)  49( 9.2) 0
% 9 FEIE 154(282)  3( 0.5) 0 49( 9.2) 0 0
FIB 118 (21.6) 8( 1.5 0 67 (12.5) 0 0
BEIR B IR 5 50( 9.1) 8( 1.5) 0 22( 4.1) 1( 02) 0
B g 2( 04) 0 0 27( 5.0) 0 0
A& 0 0 0 43( 8.0) 0 0
M pEE

e I 12( 22) 4( 0.7) 0 216 (404)  85(15.9) 0

B, AHI+HA Y L TREAITRBW T, MR 136 1] (24.9%) | ITHEREREE 98 1
(17.9%) . FARBHEEERET 147 B (26.9%) . BHEREREE 46 ] (8.4%) . FIEMEMI%E
.35 61 (6.4%) . KIS - HED T 36 il (6.6%) . HEDFEET 20 i (3.7%) .
NEHEREERERE T 24 7] (4.4%) | BIEHEREREE 32 B (5.9%) . 1 BUBEIRIE 5 61 (0.9%) .
e 76 (1.3%) . FIEMHEESIE 1 6] (02%) . HdZe - B6EZ% 2 61 (0.4%) . infusion
reaction 22 4] (4.0%) . 52 & 9 s 2 4 (0.4%) . 028 1451 (0.2%) . 548 2 11l (0.4%) .
BESCRREMREAE/ X A3 —102 1] (18.6%) . TR 741 (1.3%) K& OVEARMAR ZERE 2 4
(0.4%) DB BTz, Fio, S M/ MR TEEREER & O ALPEIRAE R ITZE8 O B i
o To, ARIWEHRBBURDUIREEES BMAREEREE 4 5) 25 0EHERE T
7

@ E P FE MR (ONO-4538-81/CA2099ER #5%)
HEREGIIARK A IR o F =T 319/320 ] (99.7%) . A=F =7 317/320 #i
(99.1%) 2@ b, IRBREE L ORRBIRDEE TE RWAFERIIAAN+ B A

F =7 #£309/320 il (96.6%) . A=F =T HE298/320 f5] (93.1%) IZRH LNz, VT

12



NPOFETIHILEN 5% EORWERIITERDO LB TH -T2,

F3 WITNDOORETIHIED 5%LL EOFRITEH (ONO-4538-81/CA2099ER k)

B (%)

po VA 1
Eﬁgjg”i”*ﬁ KA+ 7R o F =7 B *=F =7

(MencEiIDRA/J ver.22.1) 320 A 320§

T 4= Grade Grade 3-4 Grade 5 4 Grade Grade 3-4 Grade 5

AEIEA 309 (96.6) 194 (60.6) 0 298 (93.1) 162 (50.6) 1( 03)
MEE LY v REEE

21 32 (10.0) 3( 09) 0 61 (19.1) 8( 2.5) 0

I 1 BRI i 4( 1.3) 0 0 23( 7.2) 1( 03) 0
I HRERIBVE 14( 4.4) 2( 0.6) 0 47 (14.7) 11( 34) 0
M/ N E 19( 5.9) 1( 03) 0 61(19.1)  14( 4.4) 0
alapA

R AR B RE T HERE 29( 9.1) 2( 0.6) 0 6( 1.9) 0 0

R IR B AR AR T E 107 (33.4) 1( 03) 0 90 (28.1) 1( 03) 0
H b

20 27( 8.4) 3( 0.9 0 14( 4.4) 0 0
T 182(56.9) 18( 5.6) 0 136 (42.5)  14( 4.4) 0
HIERER 18( 5.6) 0 0 32 (10.0) 1( 03) 0

[EREBERUIN /Y 15( 4.7) 0 0 29( 9.1) 0 0
L 68 (21.3) 2( 0.6) 0 81(25.3) 0 0

A% 50 (15.6) 7( 22) 0 74 (23.1) 7( 22) 0
Mg 36 (11.3) 4( 1.3) 0 52 (16.3) 1( 03) 0
—f - EHEER L OB G-I ORRE

) E 57 (17.8) 10( 3.1) 0 48 (15.0) 7( 22) 0
I F 86 (26.9) 8( 2.3) 0 97(303)  12( 3.8) 0
(N 10( 3.1) 1( 03) 0 16 ( 5.0) 0 0
HEIBE D JEE 61(19.1) 3( 09) 0 80 ( 25.0) 8( 2.5) 0
JHF HESE SR F

SR 18( 5.6) 8( 2.5) 0 10( 3.1) 1( 03) 0
FRIR AR AR

ALT #8/0 80(25.0) 15( 4.7) 0 20( 6.3) 2( 0.6) 0
72T —EHN 39 (12.2) 8( 2.5) 0 25( 17.8) 7( 22) 0
AST #4/0 75 (23.4) 10( 3.1) 0 28 ( 8.8) 2( 0.6) 0

M e UL e s 16 ( 5.0) 1( 03) 0 11( 34) 1( 03) 0

M7 L7 F =8 20( 6.3) 2( 0.6) 0 20( 6.3) 0 0
i A FRR AR AR R V| N 23( 7.2) 0 0 19( 5.9) 0 0

U X —EHIN 48 (15.0) 17( 5.3) 0 35(10.9) 15( 4.7) 0
I v ER B D 12( 3.8) 1( 03) 0 27( 84) 16( 5.0) 0

i IR 17( 5.3) 0 0 59 (18.4) 14( 4.4) 0
R D 23( 7.2) 2( 0.6) 0 8( 2.5) 0 0

i Bk Es A 5( 1.6) 0 0 17( 5.3) 2( 0.6) 0
M7 AV ARRT 7 & —FH 29( 9.1) 2( 0.6) 0 21( 6.6) 2( 0.6) 0
B L OsaEREE

K~ 7 v 7 AlfUiE 32(10.0) 1( 03) 0 9( 28) 0 0
KT U ¥ A E 38 (11.9) 22( 6.9) 0 19( 59) 14( 44 0
&) i fiE 38 (11.9) 17( 5.3) 0 15( 4.7) 3( 09) 0
oSl Rz 65 (20.3) 4( 1.3) 0 53 (16.6) 2( 0.6) 0
W E# R & O G RRkmEE

RAEiR 29( 9.1) 0 0 12( 3.8) 0 0
A A 25( 17.8) 0 0 2( 0.6) 0 0
PR R PR

R AR A 69 (21.6) 0 0 65 (20.3) 0 0
GIEV 20( 6.3) 0 0 13( 4.1) 0 0
B L ORI

HEAR 26( 8.1) 9( 2.8) 0 21( 6.6) 7( 22) 0
R E N TSP O ]

F e I 37(11.6) 1( 03) 0 8( 2.5) 0 0
a1 13( 4.1) 0 0 25( 7.8) 0 0
B3 KO PRk E

B IR 16 ( 5.0) 0 0 11( 3.4) 0 0
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Btk (%)

1 i YAS =
gg;mﬁ KA+ TR F = TR A=F =T R
" 320 4 320 4l
(MedDRA/J ver.22;1) ~ T Grade  Grade 3.4 Grade 5 % Grade  Grade 3-4 Grade 5
FE - IR FE IR AN EE BERE 122(38.1) 24( 17.5) 0 129 (40.3)  24( 17.5) 0
O PEIE 52(16.3) 1( 03) 0 13( 4.1) 0 0
% 62 (19.4) 5( 1.6) 0 22( 6.9) 0 0
2R INITRPSIN 32 24 ( 1.5 1( 03) 0 4( 13) 0 0
TS 0 0 0 21( 6.6) 0 0
A PR
& I 97 (30.3) 35(10.9) 0 107 (33.4)  39(12.2) 0

¥, AEN+ AR F=THIZBN T, FURIEREREE 135 6] (42.2%) . JITFH&RE
bR 128 5] (40.0%) | FHEREEEE 115 61 (35.9%) . RREUTHAUARAE 57 1] (17.8%) |
DR JEREE 37 6] (11.6%) . BHEREREEE 31 61 (9.7%) . KRIBHK - /NG - EED T
22 5 (6.9%) . MVEMEMIZEE 17 61 (53%) . ERURIMARZERSE 15 61 (4.7%) . R
HefEE 12 5] (3.8%) . Infusionreaction 8 5] (2.5%) . T2 8 B3] (2.5%) . LMiskFEE 7 i
(2.2%) . FEMAEEREREE 2 6] (0.6%) . SE L 14 (03%) . FEAEMEE 1 45
(0.3%) . LK 1B (0.3%) . gk - BERER 161 (0.3%) . L 161 (0.3%) . KO
ek 161 (0.3%) MRBOOIT, £z, Mk, BRI, BUETR, A, etk
JRAE 7% BREZR MRS, MEKE RAEMRE, M. ARIFEREE MK OGS 3380 b7
o Te, REWERFEBURDLI R F SR (BRREERT 251 2 B OEFHER LR T,
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[ - HiE]

AR OREMEYFETT L ZFHA LY 2 2 b— 3 02k v, AHKI3 mgkg (K
) NIE 240 mg & 2 MR TG L2 EROARF O MG R E DS BRET Sz, £ 0fk
R, KA 240 mg ¥ H LIZBROBEREE BT, KA 3 mgkeg #G UI-BROREE & & g
LCREEZrT & TFHENTZbDOD, AARNBEICBOWTHAEERNHERINTWDH
% - A& (10mgkg % 2 BRIFIR TR L) TARFIZ &L LB OREE & & g LTkl
o g e PSSz (F#R), MA TEBOBEEICK T 57 — #1255 & KA 3 mgkg
(REE) 1% 240 mg % 2 WFEFIRE TG L IZBROARF| OB FE R & Ao 32 etk &
OB A M9 DRI SOGT T AV DEEE S L, Y EBEIZ OV TIRE M T v o ki &,
FROME - AEOB THIME R OVZEMICHMERZER 1TV E TSR, 72, B
MRS BT 57 — XIS X AH 3mgkg T 240mg & A U A~ 7 1 mg/kg
Z 3 AR CEEG LIZBEOARRORE R &2ttt O # 2 R 2 REKSTT
UBHEEE S, YKBEIC O WTIREI M ThN R, R0 L - AEoM etk
(CHARE R ERIT R  E Tl S LT,

F 4 KHOEMIRE T A—4

M - R Chnax Chnind14 Cavgd14 Cimax.ss Comin.ss Cavess
(ng/mL) (ug/mL) (ng/mL) (ug/mL) (ng/mL) (ng/mL)

S meke Q2W (35-521 .760-8) (10.17?'264.5) (17.21‘,"333.9) (75.1)1,3171) (27,612,'107) (42.717,.?27)

240 me Q2W <513%ZO3) <15§f§219 (25i?i78) (10&?254) (41iZ?58) (62a??87)

10 meke Q2W (14;?;19) (5121392) <7923§14> (33??232) (18i};13) (23§7§86)

OB (5%, 95%50) . Q2W @ 23 ] [EIME. Crmax @ #5192 O fe @ MG F IR . Cminaia : PRI 51414
HEICEHT DR IIE P UL . Covears : FIEIHRE%14H B £ TOFIHMIETILEE . Caxss © E i IREEIC I
VB eI PR EE . Crmings @ EFOIRREIZI 1T B ARG FIRIE . Cavess : EFIRREIZI T B ¥ Mg
R

T AR ORENEYENEET L EZFIH LU I 2 b— a3 2LV | AH| 480 mg
Z 4 BRI TR XIBEAGE O L - &% TG L 7ZBEROARA O M35 I 3
Sz, ZORER., KK 480 mg % 4 HEMR TR G L0 EFIREBIZB T 2 Fim
EHIRE (LLT, [Cagss! EVVI0) 1E, AHI 240 mg % 2 B RHIFIR THEG LIZERD Caygss
EHUT D E TSN (FR), £7z. KK 480 mg % 4 MRHIFMR TG LIZBROE R
WRBIZIBIT DimMIETIRE (BLT. [Chaxssd £V 90) 1E, AHI 240 mg % 2 1 IR
THEE LTEBRD Coaxss & B L CTRIEZ T L FHISHIZH DD, HRANBEITBWT
DBEMENHER SN TWA L - JI®E (10 mg/kg % 2 HERRE CRE) TARFZHKS5 LT
BRD Cimaxss & B L TR Z /R T EFHISNZ (FHR), Mx2 T, #EOBEICES TS
F— TS E | AK 3mg/kg (IRE) YT 240mg % 2 BEIMNE, 35 L < 13AFH] 480 mg
Z 4 AR TR L0 ARF OgEE & &AM XL & OB & 3 2 1%
BROSET UPER SN, YEBEEIZOW TRFN TR, ERRoMiE - HED
[E CHZIE K OV MEICfE R 2RI T v e PHlS Nz, -, Bla@EEEICBIT 5
TR EESE | AR F =T OFHRHIAH] 240 mg % 2 JE FEI[E R X1 480 mg % 4 i
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[EIfEI b T e - L7 BROARAN OB R B & AT e & OB 2 it 37 2 B iR S
BTG S, BHEEEICOW TR TORER, Eito ik - HEOM T
MR OV RIS R 72 22 5 3 e & Tl S LT,

K5 AHOKMERENT A -4

v - B Crnax Chmind28 Cavgd2s Cimax.ss Cninss Cavess
(pg/mL) (ng/mL) (ng/mL) (ng/mL) (ug/mL) (pg/mL)
3 melke Q2W (35-5; .7608) (16.25?'30.3) (21 321 23.9) (75.}){3171) (27.612,'107) (42.717,'?27)
240 mg QW (51,712,203) (23.33?'539.0) (302?'670.9) (10;5354) (41?57,'%1358) (62.11(,)9187)
80 me QAW (105307) “525?17-4) (37-%?'704.8) (14?,1 §36) (27.751,'?37) (62.11(,)9187)
10 mgkg Q2W (14é,9§zz) (86.959,'?32) (101,1 ?48) (323??25) (18421,1 §o3) (232,7277)

il (5%, 95%5) . Q2W : 2B RIEIME. Q4W : 4FAMIREIFE. Cmax : FIEIH 514 D 5t & ML L EE
Cumindzs : PIEIEE 528 H B30T B FARIMIE IR B, Cavears : PIEIE G528 H B & TONFHIIMIE H R
Craxss | EFURTBIZIT D m M5 TS . Coinss @ EFRIBIZIT 2 ARG T . Cavess @ E IR EE
(I B ) 37
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4. JEFXIZHOUWT

(L ZFIFRIEREIRIR OARIE YIRS BE XA TER R O BRI B I - 2 55 811d, &R
Gfb & LTHEARBGERE (2FIFRE) ZEo5NnN D ZEnh, YERE L EYICE
MiTE LM CThHOULENDD, TO LT, EFELY X7 EHEGE (RMP) IZHEOX,
AHN D =S g 22 A VEREATE B~ D o IR 8 2 Mask Td o T, ARFI OB G- M) 72
Fa 2l FrE L, AFIOFEGIZ I BERREAZRBEBLLZBRITHIST 5 2 LA EE
7272, LTFOO~Q@DT X TEMI- I ICB W THEAT2R&ETH D,

O Mgz >WT

O-1 TR (1) ~ (5) OWTINITEYT IR THD Z &,

(1) BAGEBKREDEET 503 AR REEEHLRPEE (BRE TR S A2 RO HEIL RUR P
Hitel A3 A2 B RURE . HUEA A SRR 7R &)

(2) FrEHEREIRT

(3) ABENFRFNFENIEE T D03 AUSIEEERT (DS AURHEEEHR EWbE. 23 Ui
W 1IRBE, A AR HEE R L /e &)

(4) IRALFRIEE AR U, SRIEB L RIES R | USRI L A iR
2 ORiFR FEHEIZAR 2 M 24T - TV 5 fitisk

(5) HUEEMERELE AL BN O RisR FEHEI AR D i H &2 1T - T B itk

-2 R Db FRE K ORIE R BURE OS5 2 Fnilk & Bk 2 Fro Rl (T
ROWTIDITEL YT HER) 2, Y2 R OARFNCET 2RO ELE & L CRIE
ENTWBHZ L,

#*

o [ERIGIFFESE 2 EDOHAHE ZE T L2121 5 FELLED D ATRIED BERIHE &
fTHoTWAHZ &, 95, 28D RIT. DAKEMIREAY L L-BRREEZOHHE 2
{ToTWVWbHZ &,

o [ERENRFFEUERL 2 SFOPIMIMHEZE T L7211 4 FELLEOWREREHF O RIHE
AT TR, 96, 2L R, BHIIEE O A WL Z & Te S ATEIE DGR
HHEZIT-> T WA Z &,

© BENOEEMIGFHE B OKHIZ DN T

I ERE BUCEF T 2 LA DR E S, MEBENOOERED, BRI - &
AMEEIR PR R OE L NEMFEICHT DRt AFFELIBE LGEoHRE
R, SERHEONITONDIRHINE S TWE Z L,
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@ BHEA~DOXISIZONT
@-1 Hii sz (R BE 3 2 A

[V MM B O HEE R BIE 2L L72BRIT, 24 WFRIEZIERIRTHI O T, ikt X
IREEE S IV T, FEEL L2 BITERNOIE CCABRE L O CT S D RIEM O 24
HAMRADRERD Y H PGSO, EBISIS A RER AR 8-> TnDd Z L,

@-2 EFRUEFHIZ L DA FFGNISITET % 2t

S ABIRHE D D BT 72 5 e O\ Re 2 A 2 BIRIERE D EfEl =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 RHWEHOZMrx IR LT

RIVEA (MEMEMEEIZIN 2 BREAREDRE, OIdk. Tk, BT RAREE ., KX,
NS, EEO TR, 1 ANERIE, BUEMZE. HFARA, HHERERES . JHFK. kMR
K. FRIBEEEREE . T RMAMEREREE, hiklEE, BEE, RIEEE, MR, BEEOKL
JE R, FFRIMARZEFRIE, infusion reaction, HEFE7c Mk, MERE RIEMERE, Fik%.
Bede. WEEORPERON, IR M, ClEES (L EME) - 2RI - D ESEMEEIMGHES) |
REFEREE . IS ML, L) 1Tk LT, MikhEak U B R O H P2 AT 5
R & HEEE L (BIER ORBZWCH NI L THREM O EEZ TN 5680 H D =
&)L EBICEY)RMED TE HIEH RS> TWNDE Z &,
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5. WERMBLIDHEBH
[ RhE B4 % Fri]
O TROBEIZBOTAAOAEPRFES TN D,

o MEHAMEERZ AT SIUEMERA] (TX>F=7 A=F=7, VT
=T NN =TE) ZEUCERERE AT D RIG IR IE RO
EHINE L ORAIHARE )

o AEERIERIAEOIMDC U 2 2 4357 Intermediate X (3Poor U 2 27 Y OARTAY])
PRARESUIEREOF I EE (1 ©) AvT L OffilRS)

o ALFBRERIBHEORIBYIBRA IO BilagEs WA F=7L
DHFET)

@ FRICHST B BFEIHT 5 AR 5B OMA IOV CHE, AFIOA
WL SITE ST, AROB TR L 72 B,
o ACEREARBIRE ROV A b A RO R OWBRIE S T 5 BE AT
2 AHI B T
. iFE RS

GED [ g 17 45 AR FRER (ONO-4538-16/CA209214 35) 123V T BL FODO~®DWFHUC 384 Lie
WA 1213 Favorable U A7 | 1 X0d 2 THH #7296 1213 Intermediate Y A2 3THH LU E&2§G7-3 546
ZiX Poor U A7 L iz, (6 X—T&MR)

BRI & 2 ST D AR O BEIEA B 1 £ C 1 FARm
Karnofsky —fi%{KHE& 80%ATifi

ANE T T B FEYEE T BRA T

WIEH D AN 7 MMED 10 mg/dl 22 5

IFHPERE DS Y LR 2 2 2

/R DS IV LR A % 5

‘F‘

CISICISICAC)
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[Zz 4EIc B4 % $H]

O TFTRICELTLIEECOVTEAAORENERE SN TND Z Enb, 5217

DN &,

o ARHNDORSTI R UIBBUE DRBEERE D & 5 B

@ MO BT FRICHS 5 BH IOV T, AAI O AR S 1R
P, OWRBBRIEN 2V AR Y | HEICAA 2 BT 5 2 L 2 EETX 5,
o BELPERRSR B OA D URBERE 0 b 2
o I BT A D B HE T OV BIE O SO RIS O R i ¢

DI IRIEMERL N A DI D BFH

o HORERBOEPH SUTEMERLH L I3FZEMED B SRR B OBER O

DB

o S BAEE (GRS EEE Ee) Db 5 EE

o RO SUIBE AT D BE

»  Karnofsky Performance Status 70%Alifi 2 o

(#2) Karnofsky Performance Status (PS)
Score EF
100 | EH, BEICHT 5 BEOF XAV BHIERZ L,
IEH OGBS ATHE, Frnl/e BN g2y, 90 BVBRIERITH 503, IEFETEE) AJRE
80 D72 Y BRIRAEIRA & 523, 8577 L TUER OfES) i RE

ST D2 LI RERE, HETARTE T, A 70
HITF L A EBEARRFCRIZE D bOTH D,

Aoy BE OMFHITE 228, EFOES - 55832 2
&I TRE

; 60 HOWMERZ LIETEAN, LE NN LE
s TR FREE DAY A 5 — ‘ ARCadia
R DREONIELRLYT 50 | TREEE LR D L O T A B
40 T3, WU RERL X OBEENLE

FOREY DI LEEHSTTE 2N, fif%dh o\ 30

LT ABRDMLEEPHITS LEE > TR

RO FE#E L RISFOFE#EZLELET D, KE 20

HEICHELE, AR LB TR I RIBR S

DEHIZHEIT LTV D ATREMED B 5, 10

FEIANE - TV D

5E
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6. HHICEL CTHET & HE

O  USHSCEZEION %, MEIRGEER DR 5 GRS 12 -5 & ARHF O Frit M OV 1Efil
RO DI LB IRMERZ T3 ICE L T oA+ s 2 L,

@ RIRBAMBICHESI G BE T T OFBRIAER OfEtE 2 58 L, RE 215
ThroEEGT5HZ L,

@ FREWEHO~RT AL MIOWNT

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

AFN O 51X EE D infusion reaction (i 2 CERARI 3 2%kt D T 5 U
faAT > 72 EChtAT 2 2 &, £72.2 [8] H LABE O A% 5-FFIZ infusion reaction
BHHLOLNDZEHHDDT, KFIEGH R OKRAGHE T HRIZ A Z A
ERPET 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 N It RE iR A (TSH. W28 T3,
R T4, ACTH, I 2o —VEORIE) #FEhid 52 &,
AHNOFEEIT LY | BEORERISICERT 5 &3 2 bl dikx REEW R
DHLOLNDZENHDH, BENPRDOONTHGEITIEL, BERLEEFRITL U
B 72 ek & R BR & Re O Al & i U Cl bl e BRI W 2 ATV IR D
FOSIZ X 2 BWER 2N g0 23551 21E, AR ORFES T Ik, R ORIE BUE &
WECRIOBRGEEBRETHZ L, 7B, BIBRERNLVEOREIZLYEIE
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 BUBEIR S 2 & de) Db bbiv, HERFES 7V F—2 &
IZEDZENRHLOT, Hig, ol NRH-FOER ORI MBEE O LA 12+
SEETDHZ L, VEREN DN -G ICITEGEZ R L, 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 &,

@  AANOERREBRIC BT, AL FRIEBRRE BT 1T 2 HAIR 5 Clas 5-Mih 5
ORI 8 M I L, fLFEEIERIRREFICB T 24 Y A~ 7 AL TIX
B G5-BRMG D VAR 6 R Z & (WIENE 12 %) . ALFRIERIGEEE ICR
DI RY L F =T O G CIE 5B D 60 B ETix 6 T (FIENT
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12 8 H#) ICEDMEORHE 21T > TWe 2 & 2BBIT, RASG FIESRIZE
GRETHROMWERZITO Z &,
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I i HEE T A N T A
=R~ T GEIE TR

(Boe4s « A7V =R JiFHE 20 mg, A7V — R EHE 100 mg, + 72—
A EE 120 mg, A4 72— R ST FHE 240 mg)

~ R S E Y S~

YR 2 94 H (445 HET)
JEAE T8



H &

SR W=

XU ®IZ

AFN DR, MERBEST
A R BAR
el ANE
BhHRGR L 2 DB

BOICER L TRHE T~ & HIHA

P2
P3
P4
P11
P13
P14



1. IZL I

IS DN - BEMEOHER DT DIZIT, B SIESFITE SV i B A A R
BND, 6T, IEOREREMOMESRIZ L0 | FUKEIRS 72 & OHH 72 3 1E A%
FPEHRLDAREIND T T, 2O OERMNZ EIZHNERBFIRMLT 5 2 L BBED
FRRE L 2o TRV RFEMBOE & O AT EE 2016 O3 28 4 6 A 2 H M#EIE)
IZBWTYH, EHMNERNEOHERAORE(LHEZXS Z L L ShTnd,

BORVE AR ESR ST, KEEASCL 2T 0 7 7 A AVDBBEEOEIRSL & D IR
RHZENDD, DD, HER LSBT HIERSHERET 5 £ TORM,
MHEIRMOREZMLZIT 5 2 EnHIFF SN EBFIC LTERT S & & bic, mIfE
RMFEBL L 7B B3t & D 2 & A fE7e— 8 O B il 7= 3 S BE ¢ A
THZENEETHD,

L7 oT, KHA RTA4 Tl BARBEESINE TR LTV D EFEIREN -
BRI EED & | DUT O EIK S O el 70 8 2 HEE S 2 8L b MBI 8k B 2
FROEEFREEZRT,

BRI, RHA BT A %3 MAZATBAE NEIR G EREIS O, NS EHEARER
BRI o . —ARFEETE N B AR IRNEBHE S, —MRAEE AN B AR MR T2 R O—figtt
F¥EN B A/ NI « BAFZOWM IO b EER LTz,

%G L I B ERN ATV — RS EE 20mg, AT Y — R AR 100mg, ATV
— AR 120 mg, A7 Y — R RUEERE 240 mg (—%4 0 =
R~ 7 (BAGFHEHELZ))

RELRDPRUIR - TR E D H R % ) N

MEERDMEROAE  @HE, RAIZIZ=RL~T GBI z) & LT, 18 240mg
% 2 JEEIRIFE ST 1 [ 480 mg % 4 3 R C A ETET D,
WE . NI =R~ T (B Z) & LT, 1 [E 3mgkg
(RE) % 2 HEFEMECAREFHET 5, 728, AHE 40kg DL ED
INRIZIE, =R~ T (B HE#z) & LT, 1[\240mg % 2
W IR ST 1 [ 480 mg % 4 HRMMR CAfFET 22 L BT
& D,

B3 IR 5E 3 H NP T M UAAE




2. AHIOFHE. 1EHEF

7R IR EE 20 mg,  [FATEERE 100 mg,  FLAEETE 120 mg K& OV A §E
240 mg (—f%4 : =R~ GEBE ML), LT, TARJ Evd,) 1, /MRS
TERASLEAZ Ly 7 24 BT VAR e =AY —X 27 A7 (BMS) ) 2
BA% L7t K PD-1 (Programmed cell death-1) (Z%}3 5 & Nl 1gG4 & / 7 v —F /LHLfk
Th b,

PD-1 1%, &M L L2 38k (T A, B AR N F 2 7 0% 7 —T fifn) KOV
BRI R BT 5 CD28 7 7 X U — (T MR OIEMHAL Z B IE & BUSHIEE T 2% 2
T ICERT 2B AR TH D, PD-1 IFHURIRRHIILIZHELT 2 PD-1 U 4 K (PD-LI1
KONPD-L2) EfEA L. U o SERICHfIEY 7P v i LTV v ERoiEHAIREE &
BIZHRE L CTWd, PD-1 U H v RIFHUREE RSB B b Ok~ 72 IR 785
LTHY, EMEREAELE LU L EGHEMKICI TS PD-L1 OFRBL L itk DALE
WM & ORI ADOFEREBIR N & 5 2 & A ST % (Cancer 2010; 116: 1757-66)
F 7o R R JE B CIRARRE T N EET DA v X —T = H >~ (IFN=y)
IZX > T PD-L1 OFENFHE SN, 58 LSRRI D PD-L1 ORBL & itk D
AL & ORNCIEOHEBARIR R & 5 & D H & 5 (Sci Transl Med 2012; 4: 127-37),
X 51T, PD-L1 @5 H S H -3 AMiaid, PUsRFER CDS Btk T Hifa o il fafs
TEMEZ 59 S 545, H1 PD-L1 /KT PD-1 & PD-L1 & D& EET S &2 OHIN
GEEIGEREIE T 5 Z EDRENTND, DI &5 PD-1/PD-1 U 72 RERERIE, 23
AR TR R R 7 T MM O OBREE A BT 5HFD—2 L LTEX LT
Do

ARFNL, FKEERER OFE R 6 PD-1 O/ ER (PD-1 U 7 REEAREIR) IS/ A L.
PD-1 & PD-1 UG Y REDEEEIET DI LICLY ., DAFURRRNZ T Mok
PEAL K OV AKIIENS 59 2 MBS =G ME 2 #9585 = & TRkt 2 PUEE2h 3 24
ZENHER STV D,

TS DHIRN S | AFNTHENENEG 6T 2 72 G EERIC e 0 ES b0 L IS,
R U ) VONERE B R G L LT ERARER A S L, A, et ROER
PEDIERS S Tz,

AEN OB IS < E O SOSIZ L DEIENER & b oi, B XIIETIZ
EOWREMD D 5, ARNORGH KR OREGHRIZIT, BEOBIEL ToI2ATV, RE DR
O HIVIZEEITIE, FEH LT F RIS U BEPIR 2 ik & REBR 2 RO Rl & L Tl
GI72 8RR 22 ATV B DSERIRT K D RIER 2 e 2 55 1 id, B RE AL
RO GFEDWE) IR ALE 24T 9 MER D D,



3. R
R T HEE O R % o U SR O A FRE I B 24T o 77 3 A e R ER o
D% I

(0]
O ENE DHFER (ONO-4538-15 #ER)

HFEEMBMRBHEE N7 LYo ~T XREFr GElafz) CLF, 7
YR T T L)) ITERPUE SUIRIA D 20 sk L O SUZEHRME O & A R
Uk oREBFE (ECOG Performance Status 0 &2 O8N 1) 17 il & %512, AA| 3 mg/kg
Z 2 AR CRETFHE L7z, ZERHMEEE Th 5282035 (KET IWG criteria (2007)
IZHD < FYHIELZ K D complete remission (LLF, TCRJ &9 ,) XIZ partial remission
(LR, TPR) &5 ) DOEIE) 1275.0% (95%EHEKXM] : 47.6~92.7%) Th o7z, 72
B, FAMIEHE L2BIEIL 20.0% TH o7z,

© MWpshaE MARRER (CA209205 #%%) (Lancet Oncol 2016; 17: 1283-94)

H F & MBI T I 7 L Y o~ I K DR E %272 18 UL LD FE3E
ATEEME O MR V% U LoNEBE (27— R B, ECOG Performance Status 0 &
V1) 80 Bl x5z, AAl 3 mg/kg % 2 BREIMIG CARMEHE L7, EEFMERE TH 5
ZhH% (&GET IWG criteria (2007) 12553 < I EIC K 5 CR XL PR OFIA) 1% 66.3%
(95%IEHEIX[H] : 54.8~76.4%) T o7z, 72ds, FRNIHE L7-BIEIE 20.0% THh - 7=,

@ EWHE THHE (NCCH1606 7X5R)

2 LY AL EOWREREEA L, o[RS ARSI X DIRFREO W (AR
T M A BAE O ERR L) . 1 UL L 24 UL FOFHRED R V% ) L i O
A IE /N MR [ TS BB 2 e BT A 3 mg/kg & 2 JER R C R Lo,
ARBIORGEESNTZ 26 Bl 5 B, HHAGKR D) DoNEIL 1 BIHAAN DL, T D
B AEE (MET IWG criteria (2007) 1235 < JRBRE{T-EATHE) 1L CR Tho7=,

[ 41]

O EWNHE TAHRER (ONO-4538-15 kBR)
AEERIIRHNRD B, AHE ORREBERENGE TERWVAEFS L RHIED
DIVTo, FBERD 5% EORHWERIZ TERD LB THoTz,



1 FELEN 5%LL EORITEH (ONO0-4538-15 #5h)

(L2 MR L)

BRI H B (%)

FEARFE 17 5

(MedDRA/J ver.18.1) 4> Grade Grade3-4  Grade5

2RIEH 17 (100.0) 2 (11.8) 0
MmEFs KOV > RbEE

25 ifn. 1(5.9) 1(5.9) 0

U BRI E 1(5.9) 1(5.9) 0
FE L ORkEKESE

eI 1(5.9) 0 0
PG WA

FOPR BRFS REA T E 3(17.6) 0 0
B Ik E

280 1(5.9) 0 0

(T 1(5.9) 0 0

T 1(5.9) 0 0

iZES 1(5.9) 0 0

G 1(5.9) 0 0
— % - EFEER X O GO

95 2(11.8) 0 0

TN R 1(5.9) 0 0

)=V 2(11.8) 0 0

FEEN 7 (41.2) 0 0

iR 1(5.9) 0 0
JEYSER K OVEAE RUE

PH R 1(5.9) 0 0

TS 1(5.9) 0 0
BE, PHEB X OWESOHE

HEAIZLE S RS 1(5.9) 0 0
B AR AR AT

JH R REAR A 2 1(5.9) 0 0

DIIRANY 81l % 1(5.9) 0 0

RSN 1(5.9) 0 0

P i Bk At b 1(5.9) 0 0
Rtk L Ok RE

KAV v AlffE 1(5.9) 0 0

KT YU 7 A lE 1(5.9) 1(5.9) 0

BRRE 1(5.9) 0 0
B R B L O A Rk E

RA i 1(5.9) 0 0

HRER 1(5.9) 0 0

RG] 2(11.8) 0 0
PR E

FEWED 1(5.9) 0 0

SR 1(5.9) 0 0

K= 2 —m RF— 1(5.9) 0 0
REEN (IS SRRON ] e

e R Ao 1(5.9) 1(5.9) 0

FRGEDORNE 1(5.9) 0 0
B R X OV T AR

JHEE 1(5.9) 0 0

B2 I ERE 1(5.9) 0 0

JIERREZ R 2% 1(5.9) 0 0

% ) FENE 5(29.4) 0 0

BB 4(23.5) 0 0




¥, MVEMENZRE 16 (5.9%)  BECHEARIE/ X A XF—2 1 (11.8%) . KIEH%K -
HED TR 1] (5.9%) | AFHERERE 1 61 (5.9%) . AUIRIMERERE 3 61 (17.6%) |
PR 3 5] (17.6%) M N infusion reaction 1 5] (5.9%) 2378 b, £7-. HIEM
HESE, DR, Mgk, 1 BOREIRIA. S tEl MRIBUDPESRBER . TR, BHREEMREE.
R MR, MM - Bl ZE, EEEO SIS, FRMieZERIE, TR E . R KL
OSEIERITRD b2 hoTe, REWEHREBLURIUIEERS BAREERY 25
o) ZBUEERETRT,

@ WAL MARRER (CA209205 FER)

HEFLIT 238/243 1l (97.9%) (23D L, AFIE OREBEGHREE T RWAE
HHT 185243 ] (76.1%) IZFRD BT, FELEMN 5% LORWERIZTERD LB T
o7,

2 ORBIEN 5%LL EORITER (CA209205 585)  (All Treated Subjects)

P PN | B (%)

FEAGE 243

(MedDRA/J ver.18.1) 4> Grade  Grade3-4  Grade 5

RIVEA 185(76.1)  48(19.8) 0
MEFs KOV > RbEE

Uit BRI E 13 (5.3) 6 (2.5) 0
PG WA 5

FOPR IR REAR T E 14 (5.8) 0 0
B lEE

20 14 (5.8) 2 (0.8) 0

T 34 (14.0) 2(0.8) 0

G 24 (9.9) 0 0

i 19 (7.8) 1(0.4) 0
—i% - 2EFEER X ORGSR OIRRE

i 50 (20.6) 2(0.8) 0

FEEL 21 (8.6) 0 0
BE, PHERB X OWESIHE

HEANITAE D RO 33 (13.6) 1(0.4) 0
Y7 N

ALT #41 13 (5.3) 7(2.9) 0

AST #41 14 (5.8) 5(2.1) 0

U R—E N 14 (5.8) 9(3.7) 0
B R B X O SRRk

RE A 19 (7.8) 0 0
kR E

S 14 (5.8) 0 0
&R KO TRk R

% O FEIE 21 (8.6) 0 0

FeI5 28 (11.5) 2(0.8) 0

7ok, FVEVERZER 15 61 (6.2%) . RERURIARIE/ X A 3F—19 il (7.8%) . K5
K BEO TR 66 (2.5%) . NTFHEREREE 22 1 (9.1%) . FFR 5B (2.1%) . FARAR



FEREFEE 28 1] (11.5%) . FREERRE 40 il (16.5%) . B RElE 4 61 (1.6%) . Kk -
BEMELAE 1 61 (0.4%) . BEEORFEESE 3 6] (12%) . flRmFEZERE 1 6] (0.4%) |
infusion reaction 38 % (15.6%) . % 2 51l (0.8%) KOS E 9 EAK 2 # (0.8%) 723

b, £io, EIEMEE, LR, Bk, | BEERE ., et Mis PSR |
I P M OV R AR REFE X580 DL o 7o, REWERZBURILIE R E F4 (FRR
MAEMEE 2 5T) 2 E0EIRRETT,

@ EWNE [ fHRE (NCCH1606 #5k)

HEFEGIL 2526 B (96.2%) IO HIL, AH L ODREBENEE TERWEESR
5203 23/26 1] (88.5%) (278 Tz, FBLEMN 5% LORWERILZTRD LB Tho
Too 2B, 2660 9B, AR Y X ) Lo EBE DY 1 F, /N E R R A
25 ThH T,

#3 FEEAEN 5% EORIWER (NCCH1606 745%) (2 VEMRHT I S 4EM)

BRI H B (%)

FEAGE 26 13l

(MedDRA/J ver.22.1) 4 Grade Grade 3-4*

RIVEA 23 (88.5) 10 (38.5)
R AR AR AT

U o EREED 14 (53.8)  6(23.1)

AST #1 6(23.1) 1(3.8)

I I ER e 8 (30.8) 1(3.8)

s IR S 8 (30.8) 0

U HRER B 6(23.1) 2(7.7)

11T =l )2 2 G =i ] 2(7.7) 1(3.8)

Y= A IV NT AT =T — B 2(7.7) 1(3.8)

ALT #3/0 3(11.5) 0

Mz L7 = BN 2(7.7) 0
— % - EFEER X OGO

FEEN 5(19.2) 1(3.8)
&R X OV T ARk

R NN SN 22 6(23.1) 2(7.7)

% 9 FENE 3(11.5) 0
MEFR Y o REE

2 if 12(46.2)  4(15.4)
Rt L Ok EE

K7 V7 2 IfE 5(19.2) 1(3.8)

BARDE 2(7.7) 0
B IBkEE

il2ni) 2(7.7) 0
B L OUR KRR

HHEIR 3 (11.5) 0
M. MaERds K ONERm e

AN 2(7.7) 0
B R d6 KOG A FL R

i 2(7.7) 0
AR IR

Ep 2(7.7) 0
R A s



LNl NG Bi% (%)

FHARGE 26 5
(MedDRA/J ver.22.1) 4 Grade  Grade 3-4"
F DR PR AE e 2(71.7) 0
FOPR IR RE AR T 2(7.7) 0
* . KBTI Grade 5 DA HHEUT Grade 4 & L THEBIHGE (CRF) (250
BRIz,

¥, JITHEREREE 7 61 (26.9%) . MRRIEE 4 61 (15.4%) . BESUTRLARIE/ X A/ F—
36 (11.5%) . FURERAEREREE 3 61 (11.5%) . B ORZJEREE 2 61 (7.7%) KO HRE
R 2 61 (7.7%) el bTz, F7-. 1 BERIAE, infusion reaction, 5 & 9 A, T
MBERERE S 28, BUEM 2. A4S, FEMEMZEER, Bk, %, MERERREGEAE,
WL PERRAE 26, MRS HIM, SERIEE, EE MRS, Ok, DIEEEE, HiRi
FRIERMIE, KB « /NS - BEO THI, MK - BERES, BIBHREREE . JRIFsEs, B
LB OWER TR B 7eh o 7o AREWE AR BUR DX BEEF S (BRI AR 2 5 1r)
wETEERZ R T,



[k - ]

AR OREMIEDBREET NV EZFIH L2 I 2 b—a A2 E D KHI3 mgke (K
H) 33240 mg %z 2 ARHFIE TG LIZEROARA O Mg HiEARE Sz, € oORs
R KA 240 mg 2 x5 LIZBROBREREIT, AH] 3 mgkg & 55 LIZEROREE R & ik
LTmEZrd & TRSNZbOD, AAANBREICEWTEAENI R S TS H
%« & (10mg/kg % 2 A TR G) TARIZ&KG LIZBROREE & & ik L CTRE
ZRTETHShE (FR) AT BEOEEICIS T 527 — 2125 E | AH 3 mgkg

(RE) X% 240 mg % 2 WFEIFIRE THR G L 7ZBROARA| OIREE & & A 20 3L e &
DB AR DRI LS T 7T VPR S L, UEBIEIC OV TRRES DT DAL T RER
EREOME - HEOH THRME R O MR AR TRV E THIS U,

£3 AAOEYEE T A —F

M B Crmax Chind14 Cavedl4 Cmax,ss Chin,ss Cavgss
(ng/mL) (ug/mL) (ng/mL) (ug/mL) (ng/mL) (ng/mL)
S mefke Q2W (352 7608) <10-;?§4-5) (17-21‘,"333.9) (75.}){3171) (27.612,'107) (42.717,.?27)
240 me Q2W 61.712,?03) <15-22?'354-6) (25-31‘}'4:7.8) (10;,5254) (41?57,'51;58) (62.11(,)9187)
10 mglkg QaW (14;,9;19) (51.6; '739.2) (79.9(?,'51;14) (33?,9232) (18421,1 ;13) (23$,7§86)

HRAE (5%, 95%47) . Q2W : 23 FIFHIFE . Cimax : ANIEIFR 518 O g i M P IREE, Crinars 1 A G-#2 14
HH ﬁ:j—,\;”—é%{ﬁm{%ﬁup{%};f\ Cavgdl4 : %ﬂ@*&’%‘?ﬁl“' HH iT@qug[ﬁl{%iEP/%fg\ Cmax,ss : %ﬁ%fﬁ@:iﬁ
T2 EE MIE IR, Cuminss © EFIRBBIZI T DEARMIE HIRE . Cavess : EFIRRBIZIT 5B MIE
T

7o ABIOREMFEDBREET VAR Lz 2 b— 3 12X D AHKI 480 mg
Z 4 BRI TR XTBEARE O L - &% TG L 7ZBROARA O M35 I S
ST, ZORER, KA 480 mg & 4 MMM TG L7 BRoE FIREBIC R T 5 im
EHIRE (LT, TCagss) V9, ) 1E, AHI 240 mg % 2 WRHIFIR TG L7ZERD Caygss
CHEUT DTSN (FR) o 72, AKHAI480 mg % 4 EMMHMRE TG LIZBEOE
FORBEICR I DR MIETIEE (AT, [Chass) &9, ) X, AHI 240 mg % 2 R
kR TG LTZBRD Chaxss & IR L THEIfEZ R T & PHISNLZ b 0D, HANEBEEICE
WTEARPENHER STV D ML - I8 (10 mgkg % 2 BRI THE) TAFZ &5
L7ZBRD Craxss & BB L TIRME AR T & TRIS L (TR) o 2T, HEOEREICE
T 57T —ZIZHAS X KA 3mgkg (KE) F7213 240mg % 2 B, 7 L ITAA)
480 mg % 4 EEMNE TG L 72BOARK OIRTGE R & A0 32 et & o B % M
TAHRBSOCTT AR SN, YiZEEICOWTRBM TR R, Lok -
M EOM THINER LBV 2R IT v & PRl S 7z,



K4 FHOKMERENT A -4

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

S meke Q2W (352 '760-8) <16-257§0-3) (21 321 f3.9) (75.&?71) (27.612,'107) (42.717,’?27)

240 me Q2W (51-712’203) <23-33?'539-0) 60220.9) (102,5354) (41?57,'%1358) (62.11(,)9187)

50 mg QAW (10;?307) (15.25?17.4) (37.?)?'704.@ (14?,1 §36) (27.751,'?37) (62.11(,)9187)

10 mgkg QW (142,9322) (86.959,.?32) (10},1 ?48) (323,9225) (18421,1 gos) (232,7277)

PRl (5%, 95%%) . Q2W :

2AMFERE. QAW : HBE MG, Cumax 1 HIEIF 514 0 fi 5 ML IR EE
Crmina2s : P 5-1%28 A HIZ 31T 2 SR PR, Caveazs : I 51428 H H & T O FH i i EE |
Crnaxss * EFARAEIZIS T 2 B MG THEE . Crninss B WIRRBIZ IS D B RILIE PRLE, Cavess : EHIRAE
(30T 2 R T

10



. JEERIZOWT

ARBEM & U CTHHRERE (275 Ao Tnd 2 &b, Uik 2
UNCEf TE Diisk THOLMEND D, DO LT, AKFN OGN @Y7 BF 220 - 5
E L. AFIOREIC XD BEEZREWEMN B LIZERICRIGT 2 2 & AngE i, LI
DO~@DFT N T AT HIZBWTHHAT 2 XETH D,

O {4 1ANE

O-1 TRrED (1) ~ (5) OWTNNITHEYT DR THDH Z L,

() JEAEFBRENEET 503 AHFEEEILERRES ERE RS AR EE L SRR
HiE A3 A B2 RUR e . BB ARSI . /NS ARSI AN AL
e £)

(2) FrERERERIPT

(3) HAENFRENFDEE T D 03 USRS (D3 ARSI BT, 3 A2
W 1IEBE, 23 AR HEE R /e &)

(4) A RACFHEIEE A RIE L, SRIEG LA R | IS RIES LR L2 ok
2 DiFFEHEIAR D R 24T > T 2 sk

(5) MRS AL B BN O i s L HE IR D m &2 1T > T D fitiak

@O-2  HIER T F U N EOATRRIE M ORIE S8 BLRE O SIS 43 7 sk & %
Rz oEM (FROWTNNIIEE T HEM) 25, SR OARFNE T 5 inED
HEAE L LTRESATHD Z L,

*

o [ERIGFFEUSHR 2 FFOPNHEZE T L7212 5 FFLLED D ARIE O EFIRIHE %
{ToTWAHZ &, 96, 2L EIF, BAEYREEE I & UZBRRIESGFONHE %
ITHoTWBHZ &,

o [ERNEFFEUSH% 2 FOYHHEZIE T L7-%&IC 4 FLLEDOKREREZAG LT\ 5D
Z L, 9B, 3FELL T, EMmEREMENEL O S A SEY L A B TR IR R S O AHE
EITHoTCWNAZ L,

o [ERIRFFISER 2 FOPMNHEZE T L7 5 2L Eo/NR IR & OVNER A
Ea i/ NERERRRE AT 5 Z &,

© BENOEIEMIGFHRE B OKHIZ DN T

ISR PICEE T 2 L DR E S, BEEAEN O OFWRED ., A2 - %
EVEFERFAE OB N EANE T 2 FmiR it AEFRPRBE LIS E0WE
B, EDRERMNATONDIRHINE S TWD Z L,

11




@ BEHA~DHIEIZHONT
@-1 faax Az B3 2 Eif:

VR MR R D B ES 7R BIE R 3 3842 L72BRIC. 24 BERESIRIAHIO T, Mi%hiak X
IR AR 23 T FEBL L2 BIPERNICIS U CABE B KON CT ZOFIVER ORI 4
BRBAORERIY BRI LI, BEHICRSTRERAR N E > Tnhs 2 &,

-2 EFEMEEFICL DA EFRISITET 2 21

AR 2 M2 G L OB e 2 AT H EREFEEDEER =4V > 7/
HEOIERD ATV —=0 T fTWEIRE LE R LA TE 5 F — AERES
SN TWBZ L, B, BEEHICHOWT, DAERE L ZTOFRICHSICEmEnT
WnHZ &,

@-3 BEHOZWr=oxH B LT
BIVER (FRVE MR BTN 2 | EAEMEEDAE, OFR . Mk, B RARE ., KIBXK.

INBS, BEO TR, 1 BBERE, BUEATR. AR, IS TR, mifbrEiase
K. HURIRBEREREE . MEARERE . MRREE. BEE. RIBEE. ML, BEEDOK
JEREE | R ARZEARAE, infusion reaction, FEFE7RMKRET, MEKE RIEMEE, F5EZ.
BEde . M DEEROS, IRIB IR ENE, DlEbEE (O HIE) - IR - O MEEIAMES) |
AREFERES . IS, BEALE) 1Tk LT, Yakhiax B ERER O FMMEEZ A 5
il EEE L (BIER ORI INICE L THRER O REEZZ TN &M h D 2
&)L EHITEY) R ALE N TE HEHINE S TND Z &,

12



5. XL HEE
[H2hz B3 5 F1E]
O TROBFIZBWTAFOEEN RSN TND,

o AFEMBARBHE L QT LY o~ ZITHGE USRS 0O P38 38
BYEOE AR F U VBl BE

o 2UURAVULEOIREREEZA L, MooRFEE MR X D IRREO 20
(H Z& M A AE OV IXFF2) . B XU TERIE D i A o )
RO /N B

@ TRIZEZNY T 2 BE AT 2 AFN O PG K O A TTIEIZ W T AFIOAFZPED

WESLSNTELT, AFDOEREGHIR LB,
o ALFERIERIGROBA
o MOTUEMESA L O L TR Sh o B

[ 2z B9 ]
O FRICHEYT 2 BFIHOVTIEAR OB ERREREL SNTVD D &b, 52T

bz &,
o AHNDORITI R UIBBUE DR ERE D & 5 BFE

TBRATOFHIIC BV T FRRICZ S T 5 BE 2 W TE, AAOKRGITHEE S vz

B, MOTEHRIFUE DS NG EITRY | HRICAHZENT 52 L 2BETE 5,

o [FEMMREOGHIITEDH 2 BHE

o JESEMG A CHE R 258 O D B M OTE B M D JU H e <0 i GeE fiti 7%
FEDONNRIEMEZAL N DD B

o HORERBOAD, XUHEMHAZE L < IXFERMEO B R B OB TR D
o¥aysecy

o EERBMEE (&R A 5 Te) O b HERE

o FEBORYSUIBEE A AT LB

*  ECOG Performance Status 3-4 "V 0¥

GED  ECOG & Performance Status (PS)

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

13




6. WHIIBEL THET X FHH

O WA SCEFITIN A ROEIRGEER TR D ERME 1T D & AH D FrE M OV 1E A
DT DIZLE R ERZ B L ThBEERT 52 &,

@ BRI BE NI ZE OFIRICE DR OEREE o3 L, AR 25
ThobETLHZ &,

@ FEREWEHO~<XT AL MZDOWT

FEMEREN D DbND ZENH DD T, AFOBEIZH 1= > Tid, BRE
W (REWR ARIEE, ik, FEEVE) OREFE M O X S d o FEhnd, Btz -+
(ZATH Z &, Fl, HLEIDS U T CT. Mg~ —h —F 02 £+ 5
Zé&,

AFNOFE 1L EE D infusion reaction (2 2 CTEARRI 43 /%D T& 5 U
i %AT>7- L CBRMET 5 2 & £ 72,2 [B1 B AR O AH$% 5-FFIZ infusion reaction
DHHLOLNDZEHHDHDT, KFIEEGH K OARA G T #IT A Z A
CERRET 5%, BEORBEL IS 52 L, 70F, infusion reaction &
FHLLICGA IR, R TOBELOERD FERIZEIE T 2 £ CHE - /0814
T5HZ &,

FORIBRREIRE . THRAERERET R ORIBREENRH b b 2 & 03H 5D T,
AFN D ¥ 5B aERT M O G- B I3 E IR N i RE iR & (TSH. 028 T3,
R T4, ACTH, I 2o —VEORIE) #FEhid 52 &,
AFNOFEEIT LY | BEORERISIZERT 5 & & 2 bildikx e EBOW e
DHLLNDZENHD, BENPRDOONTHGEICIL, BERLEFRITL U
B 72 058k & BRBR 2 R R Al & g U Cal bl 2 B nRe W 21TV 18R D5
FOSIT X 2 BWER 2 o 2 35-51id, AFNORIE T I, K ORIE RE A
NECHOBRGELBET DL, B, BIERERLVE L OEGIZEVREIE
A OYGERFRD IR WIGEIZIE, BB RE AV LISt o Sz il Fl o8
bLEETDZ L

BEAET %, BB OE ARRE L T LEWERDBET 2 Enb 5129,
AR OBEHETHRIZHRWEMORBUCH2ITHEET D 2 &,

1 BUBEPRIS  (BIE 1 BUBEIR S 2 & de) Db bbiv, HERFES 7V F—T &
IZEDZENHLOT, Hig, ol NRH-FOER DR B MBEE O LA 12+
DERETAHZ &, 1 BEREN DN -G ICiEREE Ik L, AR 8l
Al OF 5 E DY L EZITH Z &,

BIERF I, FAA, IFERERES . TR, B{LMERERRH L b D Z B dH D
DT, EHHIITHERREZITV., BEOREL H2I2BET 2 &,

@ AA|OFEARRERICINT, BEHANG 6 7 HUNIT 8 B T L1, T LRI,
GBS TR E TIX128M 2 S IZHIMEDORHE 21T > TWz Z L 2B BT,
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I FHHEE T A KT A
=HRn~<7 (B HHz)

(WiZeks « 47— R R E 20 mg, A4 72— R #HE 100 mg, 47—
R AL 120 mg, 47V — RS 240 mg)

Y2 949 A (5445 HGET)
JE AT A



ER/%

S o

T UBIZ

AFN DR, MERBEST
A R BAR
)Tl ANE
BhHRIG L 72 DB

BOICE L TRHET & HIHA

P2
P3
P4
P18
P20
P22



1. 1ZLHIC

G OF N - BEMEOMROT-DIZIT, U 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#ERE)
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,
MHEIRMOBEZMLZIT 5 2 ERHIFF SN EBFIC LTERT 5 & & 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,

RG L I HEIRS, - AT VR ERE 20 mg, A7 U — R SEEHTE 100mg, 4
— RS 120 mg, A7 Y — RS EE 240 mg (— %4 - =
P~ 7 (Bl FH#z))

REERDPEIAR - TEE OISR ARBE R AT » FEHE O HHE

WG ERDRMERORE  @E . lAICIZ=R L~ (BT %) & LT, 1H240mg
Z 2 ERIRINE S 18] 480 mg % 4 8 R RIE CAdE i 5,
i OHFEEMEIEG A & O 2 581%, B A=A Lr~7
Bz z) L LT, 1 8] 240 mg % 2 WML 1 (5]
360 mg % 3 I MR CRIEEET 2,

B I 5B 3O /NP T ERRUSAE




2. KRANIOFHE. TEREST

A7 — R R ERHE 20 mg, [FATEERE 100 mg, [FATEEE 120 mg K OVNE S ERE
240 mg (—fi%4 : =R~ 7 GEE ), LT, TRA) Lvd,) 1, NEREES
TERASLEAZ Ly 7 24 BTV AR e =AY —X A7 A7 (BMS) ) 2
BA% L7t K PD-1 (Programmed cell death-1) (Zx}9 5 & N 1gG4 & / 7 v —F/LHifk
Th b,

PD-1 1%, &M L L2 Y 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 B IE & BUZHIEE T2 2
T ICERT 2B AR TH D, PD-1 IFHURIRRHIILIZHELT 2 PD-1 U 4 K (PD-LI1
KMONPD-L2) EfEa L. U RERIZIEIMES 7 F 2 {mizE LT v REROTEHEIIREZ
BIZFRET L TW5b, PD-1 U W RIFHURE SIS B b O 2 22 Gk 5B
LTk, BMERAMEEE) LU LB TS PD-L1 OFEBLLIEDELF
HIH & OMICADHBEBFRN & 5 Z & HE I TWn% (Cancer 2010; 116: 1757-66)
F o EMR AR IR T MilaS AT 2/ X —T 2 B 2~ (IFNy)
IZX > T PD-L1 OFIANFHEEI N, BB L EEMAHRIZI T D PD-L1 ORI LD
AL & ORNCIEOHEBARIR R & 5 & D H & 5 (Sci Transl Med 2012; 4: 127-37),
X 51T, PD-L1 @5 H S E -3 AMiaid, PUsRFER CDS Btk T Mifa o il fafs
TEMEZ 59 S 545, $1 PD-L1 14K T PD-1 & PD-L1 & OfE&EEET S &2 OHIN
EEIGEREIE T 5 Z EDRENTND, DI LD PD-1/PD-1 U 72 RERERIE, 23
AR TR R A7 T MM O OBIREE A BT 5HFD—2 L LTEX LT
Do

AFNZL, FEHRBROFE R S PD-1 OMasEE (PD-1 U 7 & RFEAHEIE) ITREE L.
PD-1 & PD-1 U T REDREEZILET S Z LI2X 0, BATURFFRN e T O
PEAL K OV AABIRNE k9 2 MBS TG M 2 58 5~ 5 2 & TR e PuiEgsh iR 4~ 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
DR D AAIOB G RO 51T, 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 RE AL
LRI OB EEDHYRLE 21T O VERDH D,



3. FEIR R
1B BIBRABE 72 BT « F3E D H 98 O AR G-I 217 - 72 72 B AR RER O a2 7~ 37,

[H2hE]
OEFEHL[F MRS (ONO-4538-1255k)

20U DAL FIRIEIE & 45 D ARMETRIR IS AR)S XA R O B U R AR RE 72 1T« H3
OHE T EE AR (SO OAEEEEAH LY ETFSemP NI E T 5 I
) BE4936 (AARNEE22660 % 5 de, AFFEZ0H], 7T B AREE16361) 2351,
7T R ERIRE UCARHKI3 mg/kgz 20 ][I CREFNE L. & 20O MR OL 42
PEA MR LT, FEFHMIEEE Th 2 2AEFHIM (LLF, TOoS) &vo, ) (R fiE [95%
B ) 1%, AAIRET5.26 [4.60~6.37] WA, 77 EHREET414 [3.42~4.86] # H
THY ., KFNLT 7 BRI LFEHFICHERIEE 2R LT (O — RH0.63 [95%
{EFEXM : 0.51~0.78] . p<0.0001 [J&%Hlog-rank #E] )

107 =, )
o B = Itk

0.8 1
0.7
0.6 1

0.5 1

R

0.4 1

0.3 1

0.2

0.1 5

0.0

at risk % £HFEM(A)
 AFIE 330 275 192 141 94 56 38 19 10 5 3 0
J5tARE 163 121 82 53 32 16 10 4 3 3 1 0

1 0S @ Kaplan-Meier #i## (ONO-4538-12 i5#)

@ E BRI [F M FEFER  (ONO-4538-44/CA209649 F5R)

BB D720 e b BRI - 5428 (LLUF, THER2) &9 ,) BEMEOIRE
UIBRARE 72 HEAT - TR O B XX E B A HE (BEOHR.OAREREEH LY BT
S5emPANINLE T 5 IE) AT 11,5816 (A ARNBEZ10961%2 & Te, AHF|+ bRk

4



78961, ALTEIRIEET2G1]) ARG, AbLFIEEE IR E LT, RAIHEFFRIEDO AR
PR OV a2 et Uc, EEFHiIE B Td % combined positive score™ (UL, [CPS]
VD, ) =SEMIZRT 5 mATEALFIIM (LUT, TPFS) & 9,) MOCPS=54EHIC
BIFD0SIZONT, AHIHEFFEIEIFIFIEIT S LG FPRICAERIER 4R LT
(1, K2) . B, FANTHE SN BE FIE L A BEKEOEY TIZHE > THRIE
DT FER, BIRGHETE B & X372CPS= 14EM]  ITTEMIZ BT 5 0SIZ oW\ T
b AHHEFREI T EFIRIEISS LG FIICA BERIER 28 LTc (1, H3) .
*1: HER2 I E A RESUI RN E O BHE | o ORI IESE O L2 8 2 I O BE LA ATREE LTz,
#2 0 AT O b QRS EMARR) 2% 5 Lz [OAFH Y 7750 11 130 mgm? (KR
g & 3 W CAREEIEL, A Z B2 1000 mg/m? (REmAE) % 1 B 2[[, 2 HEkR
A%E%IC 1 EREE, UIQAFY Y F5F 0 1 [H 85 mg/m? (EFHR) . "V F— Ly
¥ 2 1A 400 mg/m? (RFREFE) MO7/A4 17T )0 1A 400 mg/n? (R ) 4 2 38 b
TRIEFHEL, 7041 U 7L 2400 mg/m? (RREE) % 2 HE T THARNEHE R 5% 12
ARIARSE] | ARF-HEEFRERECIE, ARF (O1 [\ 360 mg % 3 3 MM X 1X@1 [7] 240 mg % 2 ¥
MIRIRR CRiERE) 2 2nh EiROXT@ bk L A Lz,
*3 ¢ JEEFAMRIC 31T D PD-L1 288 Licfifadk (EEMa, <27 v 77—V RO /3 ER) A HRE
HIBELCER L. 100 % % U721,

# 1 BMERGE (ONO-4538-44/CA209649 K 5r)

R fE
B TRIERE Bl [95%(5 #E X[ ] INP— K73
(FH)
AH+ 7.69
AN 473 N 0.68
PES’! CPS=5 ferhisie Uﬁmgn] [98%(Z #E[X [
{LZPBRIERE 482 [5.55~6.90] 0.56~0.81]
AH+ 14.39
AR 473 e 0.71
CPS=5 feri s [13'1111 11)6'23 ] [98.4%ZHE X
{LZERRIERE 482 [10.02~12.09] 0.59~0.86]
A+ 13.96
AR 641 " 0.77
0s™ CPS=1 {Es ik [12'5151 3134'98] [99.3%ZHE X [
[EFHIERE 655 10.64~1225] 0.64~0.92]
AH+ 13.83
AN 789 N 0.80
ITT e hisi “2'5151 5164'55] [99.3% {5 AEIX ]
eezs 35 5 792 : 0.68~0.94]

[10.87~12.48]

1 BT O T — 2

* o HPREIARATIRE D T — & | *3 ¢ @RI Cox LY — RET L



1.0

0.91

0.81

0.7

0.61

AF AR IERE
0.5 N

0.41
0.31

0.21

Probability of Progression Free Survival

0.11 R "

0.0+
T | N BN B B | T T T T T T T

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

At risk ¥ MEVEZEIT T2s6 MR ()
KFI+{LSegeeme 473 384 258 181 132 89 60 39 23 10 8 1 0
fbiEme 482 325 200 109 72 41 25 18 12 7 4 0 0

2 PFS @ Kaplan-Meier #i#t (ONO-4538-44/CA209649 ix5%) (CPS=5 4£[H)

1.01
0.91
0.81
0.71

0.61 )
- 5, HRF LSRR
0.4 i , /

0.3 /

Probability of Overall Survival

0.2 N e, T
R s
*k';‘-"r‘q‘.:-: TR -0 &
0.1 -G
0.01

1 T o1 T LI 1 I I I LI I T I T
0 3 6 9 12 15 18 21 24 27 30 33 36 39
At risk ¥ AR EI T2 O (A)
AR +HbFmEsE 789 731 621 506 420 308 226 147 100 49 34 14 2 0
{bsERE 792 697 586 469 359 239 160 94 59 35 15 7 2 0

3 0S ® Kaplan-Meier fif} (ONO-4538-44/CA209649 iR5%) (ITT #E[H)
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(PD-L1 FEELRBLA D A 1)

[E B[R 255 AR FRER (ONO-4538-44/CA209649 iRER) ICHLA AN S I-BEDT — 4
(5% | PD-L1 OFEFLRIBINIENT 24T - 1= A0 (RRI RN 2 & te) M OVZ4E
PEOFRERITZLUTOLEEBY ThoTz,

AFNHLFRIEDOF ML, CPS 28 5 K (CPS<1 KT 1=CPS<5) DOHEHLEMT
X, AL LIRIERETh -7 (2, K 4),

728, PD-L1 OFBRHUIZ L 6T KAlOZEMET v 7 7 A VIEFRETH -T2,

% 2 PD-L1 OFRIRIA OEF M (ONO-4538-44/CA209649 K5R)

Fp A C e .
PD-L1 R " o NP—RH™ A H AR
585 R PR DS sk opiit
AH+ 140 8.67
CPS< 1| (bR IERE [6.93,9.69] 0.93
(2R 125 8.11 [0.69~1.26]
e [6.87,9.82]
ARH+ 168 7.16
. =070 [6.83, 8.38] 0.93
PRST 1=CPS<3 s 8.15 [0.73~1.20] 0.0257
L 73 [7.03,9.07]
AHl+ 473 7.69
CPSZ5 TLSIRIERE [7.03,9.17] 0.69
- I 6.05 [0.59~0.80]
(bR IR E 482 5.5, 6.90]
A+ 140 13.08
CPS< 1 == Fisd [9.82, 16.66] 0.92
Jo— 125 12.48 [0.70~1.23]
e [10.12, 13.83]
AH + 168 12.29
. e =35 5 [9.63, 14.26] 0.97
0  1=CPS<s 11.99 [0.76~1.24] 0.0345

fepilme 173 [10.87, 13.90]

AHl+ 473 14.39
e =305 5 [13.11, 16.23] 0.70

o 2 11.10 [0.60~0.81]
flepmises 482 [10.02, 12.09]

1 BT O T — 2 %2 PREITRRO T — 2 | *3 1 IR Cox Wl — FET L

CPS=5




10
08 oS
0,
%
AHNHCFIRIERE

Frobabiity of Overall Survival
o o
-~ w

0.3 /‘acn_:._\""
0.1 oe=)-30s 5 - -
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 % BAEABEIS T DO/ (H)
ARFK/ICHE 140 129 112 89 72 51 40 29 20 9 6 3 1 0
ICHE 125110 92 77 61 41 27 15 13 9 4 3 2 0
1.0 e
<
09 1=CPS<5
0.8
- OS
s 07
ﬁos 3
. K
gos \.“"\
B \5&' P e
Zo4 AHNH b FIIERE
=
: .
g 03 K-
“ o L*f‘—nﬂ/
0.1 FORT. /“‘---‘-r_'__“ s
(b IERE
o'ov 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 ¥ BB T H W ()
A/ICBE 168 157 125 99 83 56 34 22 15 7 6 2 0 0
ICHEE 173 154 133 112 81 56 33 21 11 6 2 1 0 0
1.0
>
09 CPS=5
0.8
= (0N}
g 07
I
%0.6 Fos 5 y
: . A+ (LR
3
s L
%‘0‘4 " /
2o S
0.
s .'%.,ﬁ__u\" Sl O —
ol R 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 EAEZEIS T oW (H)
AHE/IC B 473 438 377 313 261 198 149 96 65 33 22 9 1 0O
IC #f 482 421 350 271 211 138 98 56 34 19 8 2 0 0

1.0
s"-\. CPS<1
0.9 ._A
3 B
308 PFS
‘go.r -
%0.6 "’1
§o.s ",
8 )
g )
£o4 "H
203 N,
go.z
o
o1 e 30R 9
O.OI 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
EVEZEIS T oMM (H)
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
<
00 ‘s\!\;\ 1=CPS<5
z o
éo.e b PFS
:os N
LOA‘ )
= )
20s ho
=] .
2 02
o
o {LFFRIERE
0.0, 1 T T v T T T T T T
0 3 6 9 12 15 18 21 24 27 30 33 36
HEAEAETT 5O (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
10
>
09 CPS=5
g” PFS
ﬁw
¥
'S
06
3
g os ORI,
g AH AR ERE
.04
B B
%‘oz L ) /
£ 02 e M
T - o a‘—\_\
0.1 Nz -Tss, et 2 N
0.0| 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
AEABIMS B0l (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

4 PD-L1 O3FRILHID OS KT8 PFS @ Kaplan-Meier Hi#E (ONO-4538-

44/CA209649

ER)

(0S (£%1) : EX CPS<1, H¥X 1=CPS<5. FX CPS=5)
(PFS (FH%1]) : EX CPS<1, HH[X 1=CPS<5. X CPS=5)



QFEBRILFIZE /MFHFRER (ONO-4538-37 #tlk)

(L HERE D 72y HER2 FEME" ORI YIFRANGE /LT « B0 B T RE B AT
i (SO LNEEEEAH I Y BT 5 om DINISALE T 5 k) B 724 ) (HA
N 395 Bl &2 Gde, AFIHLEBIE?RE 362 B, 77 2R HLSERIE2 B 362 ) %
RGUT, 7T /AR HEFRIE A AR L U CL REIH bk O A M e OV 4 & it
L7z, FEFEEE O—>Toh 5 PFS (HRAH [95%EFIXH]) 1. AH+HbFHIER
T 1045 [8.44~14.75] W H., 778 R HLFHIERET 834 [6.97~9.40] WHTHY
AR HACFHEIL T 7 R L RIEIC LRI B RIERE 2R LTz (NP —F
Lt 0.68 [98.51%fE#EIX [ : 0.51~0.90], p=0.0007 [J&%H! log-rank #E]),

Flo. b OOFHEFMAE TH D OS (HHAE [95% XM 1T, AAI+1b7F
JRIERE T 17.45 [15.67~20.83] B H. 77 v RH{LFBIERET 17.15 [15.18~19.65] &
ATH Y | KA HLFHEIEIL T 7 2R HEFREEIC K LREHPRICAE BRI R 2 7R S 72
Motz (ONF— FH 090 [95%E#EXM : 0.75~1.08]. p=0.257 [J&H! log-rank #7E]),

*1 : HER2 M R B SUTARMIE O BEF TR G4 & LT,

%2 - AH| (1181 360mg % 3 MR CAMHE) L7 7R L, UFOMZERE GRBREHY EAiH
B ZOFA L (XYY 7IF 21 H 130 mg/m? ((RFmRE) % 3 8 BB C AT L.,
FHT =N XRXAT N AT TINH Y T LEEH 40 mg/m? (BRIEF) T H <& £ 1000
mg/m? (RFEE) Z 1 B 26, 2 BEEAOHEGHIC 1 BEBKRE]

1.0 @&
B - —o &H AR FYTSFORY
S-1RIFHRIEEBEAR
0.8 -
- ISR [ FFHIYISFURY
0.7 - S-1RFHRIEEVGHAE
& o .
j 08
% o B, v
4 05 - %) 2 -
7z = A
® 5 - %
03 - ]
g2 ¢ .- e
0.1 - R
0.0 , , ;
0 3 6 9 12 15 18
at risk# mIEELFHRA)
i ;_f;gg;gg_gg;;;g 362 274 168 %4 46 13 0
i L e g ) 259 160 80 30 5 0

5 PFS @ Kaplan-Meier fhi#} (ONO-4538-37 7kli%)
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1.0 4
0.9
—A—&F A EHYTSFURY
08 STIRFHRLBEL G AR
07 - -G- ISR AFHVISFUORY
S-IRIFAREE AR
4 06
04
0.3 A
0.2
0.1
0.0 T T - -
0 3 6 9 12 15 18 21 4 27 30 33
£FAEA)
at risk#
IMANAIITBY 362 346 318 269 232 193 169 150 102 58 23 2
IR AITIIAC agp 342 301 250 219 492 d67 @1 97 4B 16 5

6 OS @ Kaplan-Meier #i# (ONO-4538-37 7X5R)
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[Ze421E]

OENFEIMAERE (ONO-4538-12 75#k)

HEEGIIAFIEE 300/330 B (90.9%) . 77 AREE 135/161 %1 (83.9%) (23D H i,
1RBRIE & DR RBIURNEE TE WA EFEFZRIIAHIEE 141/330 ] (42.7%) . 77 &R
#F 43/161 B (26.7%) IZRE® BTz, WFNORETHILRD 5% EORIERIT T #
DEBYTHoT,

3 WO ORETHREREN 5% EORIER (ONO-4538-12 745%)
B (%)

NI |

R MUE‘ 77 sz;j:z#
330 fi 161 fi

(MedDRA/J 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% - REFEER L OB SENLOIREE

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

) FEE 30 (9.1) 0 0 9 (5.6) 0 0
W5 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%) .
RIG2 « BEED TR 4411 (1.2%) . 1 BUBEIRI% 3 651 (0.9%) . ITHEREREE 18 il (5.5%) .
e 161 (0.3%) . FUREREEAERSTE 13 B (3.9%) . FRFREEE 10 5] (3.0%) . B HEHERS
141 (0.3%) . NEAEBEEEREE 14 (0.3%) . FRlRIIARIERIE 1 41 (0.3%) K& U infusion
reaction 1 5] (0.3%) 2358 bz, T, BHIEMHIIIE, DAMK. fhd. MM/ MR
WO PEEREES . RIB RS, EEOREREE, MK - fIRK, BERE S E SRR T
Livieholo, REWERFRBLRIUIIBIE RS BRRMRAMERE 2 5T) 23 EFHHR
BT,

QEFELF AR RER  (ONO-4538-44/CA209649 7kb#R)

A EFGITIARA L FIIERE 776/782 5] (99.2%) . {LFHIERE 752/767 i (98.0%)
(2588 B AL, AR LFHE & OREBERNEE T & WA FEERIIAA H b7k
B 738/782 15 (94.4%) | ALSFIRIERE 679/767 1] (88.5%) IZRD LNTZ, WOk
THIED 5%LL EORWERIZI TRDO LBV ThoTo,
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4 WDITNOORECTRBIED 5%LL EORITER (ONO-4538-44/CA209649 #5k)

B (%)

HERIRH R+ LR (LR
B 78244 7674
(MedDRA/J ver. 23.0)
4Grade Grade3-4 Grade5 4Grade Grade3-4 Grade5
2EIEH 738 (94.4) 462 (59.1) 4( 0.5) 679 (88.5) 341 (44.5) 0
B IGhEE
TN 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
i 1 195(24.9) 17( 22) 0 166 (21.6) 24 ( 3.1) 0
GEA 73( 93) 2( 03) 0 61 ( 8.0) 0 0
MR 57( 73) 7( 09) 0 47( 61) 1( 0.1) 0
PR E
R = 2 — 1 SF— 221(283) 31( 4.0) 0 190 (24.8) 22( 2.9) 0
KRR = 2 — 1 F— 137 (17.5) 16 ( 2.0) 0 119 (15.5) 14( 1.8) 0
Sl 59( 7.5) 2( 03) 0 61 ( 8.0) 1( 0.1) 0
BRI AR A 42( 54) 0 0 38( 5.0) 0 0
GIEb A 40( 5.1) 2( 03) 0 17( 22) 1( 0.1) 0
B AR AR AT
Bt Hh BRI A 158 (20.2) 83 (10.6) 0 118 (15.4) 67 ( 8.7) 0
M R 156 (19.9) 20 ( 2.6) 0 115 (15.0) 19( 2.5) 0
TFTARGEXUBET I FFvA7 =T 122(156) 12( 1.5 0 69( 9.0) 5( 0.7) 0
—EHhn
P i Bk At 112 (143) 23 ( 2.9) 0 77(10.0) 13( 1.7) 0
To5=LTI) NG AT 25— 89(11.4) 6( 0.8) 0 50( 6.5) 5( 0.7) 0
o
U S—B N 89 (11.4) 45( 5.8) 0 34( 44) 16( 2.1) 0
7T 71( 9.1) 21( 2.7) 0 22( 29) 2( 03) 0
M7 B Y RR7 7 &2 —EHiN 52( 6.6) 5( 0.6) 0 34( 44) 2( 03) 0
A E U e s 48( 6.1) 4( 0.5) 0 32( 42) 2( 03) 0
IRTE D 45( 5.8) 2( 03) 0 33( 43) 1( 0.1) 0
MEFR LY o REE
2 203 (26.0) 47 (  6.0) 0 171 (22.3) 21 ( 2.7) 0
T T ERIBUD i 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
B I BRI i 63( 81) 5( 0.6) 0 55( 72) 11( 14) 0
—i% - 2EEER X ORGSR OIRRE
e 202 (25.8) 30 ( 3.8) 0 173 (22.6) 17( 2.2) 0
IS JiE 73( 93) 7( 09) 0 81(10.6) 10( 1.3) 0
FEEN 64( 82) 4( 05) 0 22( 29) 1( 0.1) 0
IR D RAE 62( 79) 6( 0.8) 0 45( 5.9) 5( 0.7) 0
ek 42( 54) 2( 03) 0 36 (1 4.7) 0 0
FEIE R X OV T AR
T - RJERIRA AR RREERE 94 (12.0) 11( 1.4) 0 81(10.6) 6( 0.8) 0
95 74( 9.5) 7( 09) 0 12( 1.6) 0
7 5 PR 54( 69) 1( 0.1) 8( 1.0)
R L OvesEhEE
BARDE 157 (20.1) 14( 1.8) 0 139 (18.1) 13( 1.7) 0
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pi%k (%)

e A+ LR (PR
" 782451 7678

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

Rl A=

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

TEATAE D RS 66( 84) 11( 1.4) 0 30( 3.9) 5( 0.7) 0
Gz R

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

72 B ARKN AL FRIEREZ 3 W) TR R 466 1] (59.6%) | IFFERERR S 203 1451 (26.0%) |
infusion reaction 111 5] (14.2%) . HURIRFEREFEE 96 1] (12.3%) . BEAUTREARIE 68 5
(8.7%) . KM%k - /NG - BHEED T 52 ] (6.6%) | FVEMEMIZEE 42 61 (5.4%) |
DR IRE 28 B (3.6%) . EHEREREE 26 1 (3.3%) . LMEEE 15 B (1.9%) .
FRAR AR ZEARE 13 61 (1.7%) . 28 761 (0.9%) . FEAHERERE 6 ] (0.8%) . Fl
FERERESE 4 B (0.5%) . BEZR 3 61 (0.4%) . LFRZE 2 B (0.3%) . 1 BUBESRE 1
0.1%) . SEIBER1HI (0.1%) | %16 (0.1%) KOYEFL 16 (0.1%) 2FEH 5
iz, $£7o, EEFHEGE, WK - BRI, fhze, mMERE %, EER KRS, Bl
FENTA . TFARA, AREFERSE . MBRERIEMRRE L ONES; HH IR b o 7o, RENE
MFBURDUIBIHEFS: BARRAEERT 2 5T) 2B 0EHERE =T,

@ E B[ /M AERER  (ONO-4538-37 #klER)
B EFHGIIAF L ERIERE 358/359 61 (99.7%) . 77 &R HLFRRIERE 357/358
(99.7%) 2RO BV, KAl 77 BRI TFRIE L OREBERENEE TERVAE
FRITIARA b FRIERE 351/359 61(97.8%) . 77 & A+ IERE 349/358 1511 (97.5%)
RO BTz, WTNNDORETRIRN 5%LL EORITERIZT FRO LBV TH-oT-,
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#£5 WITNNORETHIREN 5% EORIEH (ONO-4538-37 #lR)

s B (%)
ke AR+ L7 U 7 5 R

%ZK”E RA/S ver.22.1) 359 {3 358 {4

MedDRA/T ver.22. % Grade  Grade3-4  Grade5 % Grade  Grade3-4  Grade 5
A RIVEH 351(97.8) 205(57.1) 3( 0.8) 349(97.5) 174(486) 2( 0.6)
TR BEE

RRYMRE = 2 — 1 3F 201(56.0) 14( 3.9) 0 189 (52.8) 8( 22) 0
RN 57 (15.9) 0 0 52 (14.5) 0 0
KRy = 22— 8T — 51(142)  3( 0.8) 0 47(13.1)  10( 2.8) 0
PEIRNE 24( 67)  6( 1.7) 0 12( 34) 2( 06) 0
H RS

EINN 181(504) 10( 2.8) 0 180(50.3) 12( 3.4) 0
THi 125(34.8) 16( 4.5) 0 110(30.7) 14( 3.9) 0
i I 72(20.1)  5( 1.4) 0 66(184) 3( 0.8) 0
A% 64(17.8)  6( 1.7) 0 46 (12.8) 4( LD 0
5K 44 (12.3) 1( 03) 0 26( 7.3) 0 0
HE 975 19( 5.3) 0 0 17( 47) 1( 03) 0
AR AR A

I BRSO 157 (43.7)  71(19.8) 0 134 (37.4) 57(15.9) 0
RN T e % 144 (40.1) 34 ( 9.5) 0 157(43.9) 33( 9.2) 0
P i Bk ARt 77(21.4)  10( 2.8) 0 60(168) 9( 2.5) 0
FTRANRSEUEET I~ 54(15.0) 4( L1) 0 44 (12.3)  2( 0.6) 0
FURAT =T —BHEM

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

[T RS B SZeJ 34( 95  6( 1.7) 0 22( 6.1) 2( 0.6) 0
R E R 22( 6.1) 0 0 19( 5.3) 0 0
y—ZNABINETA 21( 58)  6( L7) 0 9( 25) 5( 14) 0
7 = 7 —E
Rtk KOs 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
ysNR 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 E

FE . RERFMEARE 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
5 PEIE 42 (11.7) 0 0 14( 3.9) 0 0
e 0, 32 20( 5.6) 0 0 21( 5.9) 0 0
25 14( 39 3( 0.38) 0 5( 1.4) 0 0
B EE 13( 3.6) 0 0 7( 2.0) 0 0
MEFR LY o REEE

=i 68(18.9) 27( 17.5) 0 66(184) 19( 5.3) 0
MR kA 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 ONiElmrEE

Lo b 200 5.6) 1( 03) 0 10( 2.8) 0 0
=gl

k=24 23( 6.4) 0 0 16 ( 4.5) 0 0
o AR 55
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B (%)

NP

- A bR 7T R AR

AR 359 f4 358 il

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

FOR IR RE A T E 24 67  1( 03) 0 7( 2.0) 0 0
BE, hEB L OWEA OHE

EATAE D RS 32( 89) 5( 14 0 16( 45 2( 0.6) 0
AR pri s

PRIEHE N 13( 3.6) 0 0 15( 4.2) 0 0
JHRETE SR B 5

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

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

723 AL FIRIEREZ B W TR IR 282 1] (78.6%) \ ITFHERERE 83 511 (23.1%) |
infusion reaction 48 5] (13.4%) . FRIRBEHERESE 30 5l (8.4%) . ROKCALREMALE 24
(6.7%) . KM%k - /NG - HED T 24 1 (6.7%) | FVEMEMIZEE 1561 (4.2%) |
HEDORERE 14 6 (3.9%) . BHERERES 9 1 (2.5%) . EIEHRERDE 6 i (1.7%) .
FRR M AR ZEARAE 3 651 (0.8%) . 1 BUHERRI 3 B (0.8%) . T 2 6] (0.6%) . EEE/2 ML
bR 2 1 (0.6%)  FFARA2 Bl (0.6%) . CMiElEE 2 511 (0.6%) MK OVFEEARBERERRE
16 (03%) 238D bz, £, BEIEMBEIE, OFR, Mk, KK - B, BIE
JFde, WEALMERRAE 2%, MERERIEMRE, RiAZ. AREFEkEs. Mg, B, BREOS
EIRRITBO bR oTc, ABIEHREBURDUIBERS (BIRRAMER &5 T)

EEDERRERE TR,
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[ - HiE]

AR OREMEYFETT L ZFA LY 2 2 b— 3 10280, AKI 3 mgkg (K
H) XX 240 mg % 2 WG TG LIBROARR O Mg iR EI S Sz, ZOf
B KK 240 mg G L TBROBREERIL. AH 3 mg/kg G L7 EROBREE & L g
LTz R & THlsnZbon, AARNBEICBWTARMERNHE I TWDH
% AR (10mgkg % 2 BRI CRY) CAKIZ RS LI-BRogE R & ik LR
e THIENT (FR), AT BHOEBICBIT 57 —ZICHK-5% | KA 3 mg/kg
(IREE) 0% 240 mg % 2 HFFEIRE 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,

#* 6 KHIOIEMRE T A—4

v - R Cmax Chmind14 Cavgdl4 Comax,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) (75.1){3171) (27.612,'107) (42.717,.?27)
240 me Q2W 61.712,?03) (15~22?.354-6) (25-31‘}:7.8) (10;,5254) (41?57,.21358) (62.11(,)9187)
0meke QW | (147"310) | (519.792) | (00 114) | (331 50 | (se913) | (37380

HFYE (5%, 95%a0) . Q2W : 21 RIFRE. Cmax @ FIEIFE 554 O Fe @ ML FIREE . Cuinars @ PIEIF 574 14
H I35 2 B is . Cavgars - W) 5514 0 B F COFHIMFETHEIE . Cranss : EHIRAEIE
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 Fo. AAI480 mg # 4 @M TG L7ZBEOE
FARIEICRI Dl MiEFIEE (LLF.  [Cras) EWVD, ) 1E, AKI 240 mg % 2 3@ ]
kR TG LTZBRD Chaxss & L TEIfEZ R T & PHISNZ b OO, HANEBEEICE
WTARMENHER SN TV D - & (10 mgkg % 2 BRI T E) TAAI 25
L7BRD Craxss & R L TIRMEZ 7R3 & THIS N7 (FR) o M T, #EOEEICE)
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,
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KT FHOKDERENT 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 (352 '760-8) (16-25?20-3) (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 QW (10;?307) (15.25?17.4) (37.?)?.;)4.8) (14?,1 g36) (27.751,'?37) (62.11(,)91 87)
10 mpke QAW (142,9;22) (86.959,'?32) (101,1 ?48) (323,9225) (18421,1 ‘3‘03) (232,7277)

FRAE (5%, 95%45) . Q2W : 2 JE IR, Q4W : 4 IR, Crmax : FIEIFE 55 D B & MIE FHREE . Crmind2s

HIE$ 5% 28 H BIZ3610 2 R ARG L, Cavears @ FIEIHR G4 28 H H £ TOFHMIF PRI, Craxss ©

TEHARIBIZ 31T 2 B @ TG TR EE . Cininss © EFARIBIZ I 2 BARMIE TIREE, Cavess 1 EFAIRIEIZIS T 2 F

Y1l 17 T e
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4. JEFXIZHOUWT

EHESL U A 7 EEEHE (RMP) (ZEED & | AHI D EFE A2 MG RIEB) ~D 1) S AT
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,

O MEXIZDOWT

D1 TREo (1) ~ (5) ONWTNNICHEY T HHETHDH Z L,

(1) BEATGEBKEDGET 503 AR EERLURRES (BRIE RS A S HEL AR R
HIE DS AR EEBL R, HEkAs A RSIRIRBT e &)

(2) FrERERERPL

(3) HBEAFERFNFNFEET D0 AFEEERPE (0S ARSI EWRPL. 23 A sl
719, 23 AR EEHEE R 72 &)

(4) NRACFRIEE AR E U, S SRIEE LA R | SUIA SRS L 22 ekt
2 DRk HHESR DB AT > TV D ek

(5) PUEMENEBAIL & EINE O hak S HEIR DR 21T > T 5 fiiak

@O-2  BREEOALZTERE L ORIERFEERE O X IS 50 70 % & B 2 RO EAl (F&R D
WFRNIEEE T DER) 25, 2R ORANE T 20RO RMEA L L TRES L
TnnHZ L,

*

o [ERIGEFESE 2 EDOYHAHME ZE T L2121 5 FELLED D ATRIED BERIHE &
[THoTWBZ &, Hbh, 28D R, RARMIRELS T & Lz BREEZOHHE 2
fToTWVWBHZ &,

o [ERNRIFESHE 2 EOWHANHEZE T L1212, LSS DN AL 2 & 5
HELL ORI ZOER 2 IT> TN D 2 &y

o [EHIGIFEUGE 2 EOYHHEAE T L121%IC 4 L EDOBKERBREZA L T 5
Z Ll 9b, 3L R, LR DD A SRR 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 &,
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@ BHEA~DOXISIZONT
@-1 Hii sz (R BE 3 2 A

[V MM B O HEE R BIE 2L L72BRIT, 24 WFRIEZIERIRTHI O T, ikt X
IREEE S IV T, FEEL L2 BITERNOIE CCABRE L O CT S D RIEM O 24
HAMRADRERD Y H PGSO, EBISIS A RER AR 8-> TnDd Z L,

@-2 EFRUEFHIZ L DA FFGNISITET % 2t

S ABIRHE D D BT 72 5 e O\ Re 2 A 2 BIRIERE D EfEl =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 RHWEH OZMrx I LT

RIVEA (MEMEMEEIZIN 2 BREAREDRE, OIdk. Tk, BT RAREE ., KX,
NS, EEO TR, 1 ANERIE, BUEMZE. HFARA, HHEREREE . JHFK. kMR
K. FRIBEEEREE . T RMAMEREREE, hiklEE, BEE, RIEEE, MR, BEEOKL
JE R, FFRIMARZEFRIE, infusion reaction, HEFE7c Mk, MERE RIEMERE, Fik%.
Bede. WEEORPERON, I M, ClEES (L EME) - 2RI - D ESMEEIMGHES) |
REFEREE . IS ML, BEALE) 1Sk LT, MikhEak U B R O F P2 AT 5
R & HEEE L (BIER ORBZWCH NI L THREM O EEZ TN 5680 H D =
&)L EBICEY)RMED TE HIEH RS> TWNDE Z &,
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5. EXG L b BHE
(B 5hiEIc B % H1E]
O TROBEIZBWTARIORENERHRIEI N TN D,
o 2 OUL EOALERIERED & 2 IR UIBR AR 2 T - TR AR ORFIHMm

5)
o AETEIRIERE D 72\ HER2 [2PE OB YIRARE AT - 38 BREAE ((LFRIE
& OHFHEE)

o (1) APV TITFOROAIRVEEY (W) AFFPVTITF R F—b ey
LROTZNFRT TN, X (i) AFY IV TIFURRTH T =« FAT LN - I
PR EN Ry

@ [EIBR 3[R 55 M AH FX R (ONO -4538-44/CA2096497K5R) K OVE B[R] 55 11/ I AH #XBR
(ONO-4538-377klR) 1T\ T, i ((BFHRIEXIT T 7 B R HEFRE) &
@LT\Kﬂ+m%ﬁﬁ@ﬁ%$ﬁméh1wéottb\Kﬂ@tﬁﬁ_iDﬁ
FEHRQOFKBENE L 2HHMAPRD DIV (plI~1558) | £/, PD-LIFEILKN
(CPS) T L VW ARKID EFRENEDERDMADREBEINTND (p7~8SH) , K
HIE LT, b & E 2. PD-LIFEBLE"D35% A (CPSSAT) Th b 2 & D3R

SNTBFITBW T, ABFRIEFMIC L DRI OV THBET 5,
* o KFIOBWER & LT, K584 : PD-L1 IHC 28-8 pharmDX [# =1 VAR ST\ 5,

@ TREICEZM T 2 EE KT 2 AF OB G K OMEHFIEIC OV TR, RAIOF M
DHESLSNTHE LT, RAOEEGERIR LR DI,
o —RIBIRM O TIRIBIR 2T TR W RE ISR B AH| o B 5
*  HER2 G0 B TR D b7k & oS
o OTABIOHIMEN R SN TO IR MEOHUEMEREA] & OOF &5
o INEMBNEIE L LTS

(PB4 2 FH]

O TRIZEYTLIBRFICOVWTUIARFOERENEEZ L SN TNWDLZ b, &5 E21T
Dipnz by
o KRHIDBHTIHKT LIRBEUE OB ERE D & 5 B3

@ TRERTOFHMICEB N T FRRICE S T 2 BE IOV TR, AFIO B HITHELE S e
N, MOTEFRIUL N 22 WIGEICIRY | HEICAKZENT 52 L2ZBETE D,
. %E@Mﬁ%@A%Xi%@@%é$%
o JRER I AR A CRVE R 258 6 D B K ONE B 0D Sl i i 2 <0 i G 1 it 2%
%@%K*E@Zkﬂ&%hé%ﬁ
o HOREEBOEDE UTEBMERRF L <IXFERMEO B iR B OB EREO
»oRE

20



o EESEAEIE (EMERRBAIREZ GTe) ObDEE
o FEEOBYIIBREEA AT HEE
e ECOG Performance Status 3-4 "V 0 3

GED  ECOG & Performance Status (PS)

Score | EFE

0 | &<MERIEFE TS5, Bl &lFE U HEAERNHRZR AT D,

PRREIZI LUEBNTHIIR S 225, BTAIRE T, BAIEESEE > TOMERITITO LN TE D,
RS N S

BATARECTH A O OEIY O Z LT F N THEEZSERTTE 2V, HHPD 50%Lh Eid~y R Tl 25

ROENTHOSOHOEY OZ L LnTERY, BFO 50%LL L&~y R+ TilaZd,

AW

ELENT RV, BAOHFOEY O Z L34 TERY, BEICy R+ T4,
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6. BHIZBEL THETREFH

I SRR TN 2, & AR D R 2 R 12 KD & ARH| O Fei: K OV (Ef#
RO ocnBE i tERe +oIc 8 L CroEHRT 22 &,

TRIRBARICIENL S | BB X E OFIRICAHINER EREEZ +o3 L, RSx5S
ThoETHZ L,

KA EAvFRE E OGO RS Z W 2356 PD-L1 BELR MR T 52 &
W E LAY, PD-L1 BELRDFER T E 2 WIGA I, KAl & bFiE L PO
WA 2w L BT 5T A 2L,

EREIMERO~RT A MZOWT

@

@

WEMEREBEND Lo d Z ERH DD T, KFNOEGIZHT-> T, BKRIE
W (PEUR RIS, ik, FEEVE) OffEsE M OWE X A o Fhess, Btz +5
Ao 2 &, Fo, MBS CTHE CT, Mg~ — I —FDMm&x FEhid 5
Z &,

AFN O EIXEE D infusion reaction (i 2 CERARI H3 2%kt D T& 5 U
faAT > 72 EChtaT 2 2 &, £72.2 [8] H LABE O A% 5-FFIZ infusion reaction
DHHLOLNDZEHHLHDT, KFIEEGH K OARA G T #IT A Z A
CERRET %, BEORBEL 2B 52 L, 70, infusion reaction &
FHLLICGA IR, R TOBELOERD FERIZEIE T 2 £ CHRE - 08l
T5HZ &,

ORI BRI E . TRAEERT R ORIBREELH 5O Z R HDH DT,
AFN D ¥ 5B haRT M O G- B I E IR N0 s RE iR & (TSH. 1028 T3,
FERE T4, ACTH, M=oY —VEORIE) #FEET 52 &,
AFNOEGAZ X0 | WEOREEISIZER T 5 & B 2 b Dk R R IEBREE
DHOLOLNDZERND D, BENRDOOLNLGEITIE, B LEFRIIS LT
B 72 ek & R BR 2 Re O R Al & i U Cl bl e BRI W 2 ATV IR D
FOGIZ X 2 BWER 2N g0 23551 21E, AR ORFES T I, R ORIE BE A
NWEVHIOEGEEZBETDHZ L, 2, BIBREFRLVEYOELIZ X0 EIE
R OYGEERFRD IR WA TR, BB RE AV LIS O Sz il Fl oisin
HEET D,

PR T %, BOEBI S5 ARRE L T LEWERDBELT L2 EnbH 57290,
AR OEEHETHIZ S RWEM ORI 2ITEET D,

1 BUBE IR (BIE 1 BUEIR S 2 2 de) b bbdv, BERPMES F 7o R— X
ICEDZENHLHDOT, Alg, o, EHFEOREROBHRCMAEED L2
SEET DL, 1V BERBFENEDN -G IITEGEERIEL, AR )
FOFGEDME) R EZITH Z &,

BIERTIE, P4, ITHEREREE . TR, BB RDBHHbND Z &R dH D
DT, EHWIIITERERE LTV, BEOREZ H3ICBET 52 &,
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® AHNOEEARRBRIZIBNT, BERENOH 1FEMIT 6 B I L., EnlEX, 12
W S ECH MDA 24T > TWe 2 & 2 5B 12, ARG I E M miEg
A TROMER LT 2 &
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I FHHEE T A KT A
=HRn~<7 (B HHz)

(WiZeks « A4 72— R R E 20 mg, 47 VR A #HE 100 mg, 47—
R AT EE 120 mg, 47 Y — RS 240 mg)

~ S i 5 o B i~

Tk 3 0458 ] (41 44 5 1 ET)
AR B



ER/%

S o

T UBIZ

AFN DR, MERBEST
A R BAR
)Tl ANE
BhHRIG L 72 DB

BOICE L TRHET & HIHA

P2
P3
P4
P10
P12
P13



1. ZUWHIC

G OF N - BEMEOMROT-DIZIT, U 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#ERE)
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,
MHEIRMOBEZMLZIT 5 2 ERHIFF SN EBFIC LTERT 5 & & 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, ARITA BT A A%, SIATBOE N ESE S R A A, AmEEAN R AR
BRI o, —AFEENE N A ARBRIRNBHE S FoEdRE FTEENE A B AR 22 &k O
—MRFEETEN B AR ZR 2 DO 0 b EER LT,

%G L I B EIEL - ATV — R ST 20mg, A7 Y — AR 100mg, A
— AR RLEETE 120 mg, A 7Y — RS EHE 240 mg (—i%4 - =
A~ 7 (Bia T Z))

KR ERDIEIRE - CIBRARBZRHELT - FRIE DM Ml b i il

HELRAMERONE  @HE, BRAICIE=RA L ~7 GEIa 7 Z) & LT, 1A 240mg
Z 2 JEMIRIE S 1 0] 480 mg & 4 R0 C AR S,
AV AT (BEEHRZ) EOPRT 2560, @%, A
F=A~7 (EaH#z) & LT, 18240 mg % 2 HH
fR 313 1 5] 360 mg Z 3 3 A FR C AR ERHET 5.

B s B 58 3 /NP T RIS A

(%)

FEMER R BRI BE T2 v — AR A R FHENR SOomg (— 4 - A B Y A~ T (GBI

#z)) OBEEXITHHE, FEKOH&

SHRE SIS R « UIBRARBEZ2 AT » T8 D B a5 b iz

MEEOHE =R~ 7 (BlarHfiz) Lotz T, @, AZIZA ey

L~ (B Z) & LT1E 1 mgkg ((KE) % 6 @RI TS

TEHET Do




2. KRANIOFHE. TEREST

A7 — R R ERHE 20 mg, [FATEERE 100 mg, [FATEEE 120 mg K OVNE S ERE
240 mg (—fi%4 - =FA~7 GEE ), LT, TRA) Evd,) i, /NEFPSES
TEMKSH L AZ Ly 7 24 BTV RV =AY —X 27447 (BMS) ) 2
BA% L7t K PD-1 (Programmed cell death-1) (Zx}9 5 & N 1gG4 & / 7 v —F/LHifk
Th b,

PD-1 1%, &M L L2 Y 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 B IE & BUZHIEE T2 2
T ICERT 2B AR TH D, PD-1 IFHURIRRHIILIZHELT 2 PD-1 U 4 K (PD-LI1
KMONPD-L2) EfEa L. U RERIZIEIMES 7 F 2 {mizE LT v REROTEHEIIREZ
BIZFRET L TWb, PD-1 U W RIFHURE MBS B b O & 22 JEEHERRIZ 583
LTk, BMERAMEEE) LU LB TS PD-L1 OFEBLLIEDELF
HIH & OMICADHBEBFRN & 5 Z & HE I TWn% (Cancer 2010; 116: 1757-66)
F o EMR AR IR T MilaS AT 2/ X —T 2 B 2~ (IFNy)
IZX > T PD-L1 OFIANFHEEI N, BB L EEMAHRIZI T D PD-L1 ORI LD
AL & ORNCIEOHEBARIR R & 5 & D H & 5 (Sci Transl Med 2012; 4: 127-37),
X 51T, PD-L1 @5 H S E -3 AMiaid, PUsRFER CDS Btk T Mifa o il fafs
TEMEZ 59 S 545, $1 PD-L1 14K T PD-1 & PD-L1 & OfE&EEET S &2 OHIN
EEIGEREIE T 5 Z EDRENTND, DI LD PD-1/PD-1 U 72 RERERIE, 23
AR TR R A7 T MM O OBIREE A BT 5HFD—2 L LTEX LT
Do

AFNZL, FEHRBROFE R S PD-1 OMasEE (PD-1 U 7 & RFEAHEIE) ITREE L.
PD-1 & PD-1 U T REDREEZILET S Z LI2X 0, BATURFFRN e T O
PEAL KOS AKII S b3 2 A A5 05 ME 2 3990 % 2 & TR AR PRS2 B 2 R4
ZENHERR STV D,

IS OFEN S | AFNTEMEIER ) 2 B 2R EIC 20 55 Lo L MIfF S,
TR M B IR At e & L T2 BRRRRBR 2 S0 U . A2ME, 2 atE ) OV A MED 7R
i,

AN VEFIMEIFIT I < HBEE D RPERRIT X 2 ANERS2 6 & b, B UL
D RN B o AFIO B PR OB SR, BHOBREL AT, BEIR
D BTG AITIE, BB L HGUIE U B 2 ik & B8 & Fr o[ Aifi & i L Coil
GV RBERIRI 24T\, BEE O RIERIGIC X 2 BIER A DI 5 A11E, B IE R
T AN OB GEDOHE YR AE ZAT O MENH D,



3. FEIR R
BB ANRE 2R EA T « F8 oD FEVME a5 oh Bz JIE 0D 7 SRR |2 3 1A 24T - 72 35 72 BRI B BR 0D il
AN I

[H2hE]

O EWFE THRE (ONO-4538-41785%) (Clin Cancer Res 2019; 25: 5485-92)
FIFFRHN LR ML FE RPN LKk & ORI AR O )

BRAREZ2EST - PR OBEMEHgfE o R i £ (ECOG Performance Status 0 &2 OV 1) 34 il %

KIGT  AH 240 mg % 2 HEF R TR Y Ulc, EEFHEE B Th 2 203 (Modified

RECIST criteria (2004)(Z3&-2 < i) 712 L D CR UL PR) 1£29.4% (95%(E#EX [ -

16.8~46.2) Th-olz, 72¥, FANIHE LI-BEEIX5.0%TH -7,

@ ERRILEF AR (ONO-4538-48/CA2097437&8%E%)  (Lancet 2021; 397: 375-86)
(L FEERIBIR D UIRARRE 72 AT « B8 O IEME N o R B 60561 (H A A BFE 60
BlaEate, KilEA Y A~vT7 (B FH#Z) EO0H (IR, INHOEH) o) ™
BE30361, ALFE (7 FFHA AT ITF NI INRTTF) EXAMLF
T R RY T AKFEOOFH) BE302M61) ARG, ALFRIEREA RHIRE LT, N+HIfF
RO MR RV RET LTz, FEFIEE CTh 2 24 AR (FRIRE [95%1F
FEX [ ]) 1, N+IOFFHREC18.07 [16.82~21.45] 1 A ALSAEIERET14.09 [12.45~16.23]
A TH Y, NHIPFR B G I EFRIEICT UG RICHE Bt R 2 /R LT (NP — K
££0.74 [96.6%/5#EIX[H : 0.60~0.91], p=0.0020 [/&Hllog-ranki®7E ], 202043 H25H 7
—& 1y NAET),
1 AF) 1 E 3mgkg (RE) % 2 @R, (€Y A~7 GEETHH82) 1F 1mgkg (KF) % 638
FIRANE CAUMBE L7, BRGSOV TIR, ARZRIICEE L, A E) A~T (BZTHIR
2) EAFIOB AT 55 30 43BN 35\ CHEG- 2 Bk LT



1.0
0.9
0.8
0.7
0.6
0.5

0.4 A= Ty
0.3

Mimy “ sy
+'_ S~ .
Mx*

. o, 4y o
0.2 ICFEREF P i
0.1
0.0

N+IFRE

SEes,

Probability of Overall Survival

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

Overall Survival (Months)
Number of Subjects at Risk

N+I{EE2 303 273 251 226 200 173 143 124 101 65 30 11 2
b= %8F 302 268 233 190 162 136 113 95 62 38 20 11 1
1 247GHE o Kaplan-Meier #i# (ONO-4538-48/CA209743 5X5#)
(A2 b S T 4ER)



(24 14]
OEWNF TR (ONO-4538-417857)
BEFLII32345] (94.1%) [ZRRDO BV, AH & DRPEMRNEE TERVAEFER
1323/34451] (67.6%) (258 HALTz, FEENS% U EORWERIZ TERO LB THh-oT-,
F1 FEHRN5%L EOBITER (ONO-4538-41785R) (et ol G245 M)

FERIR A B (%)
FEAGE 34 f1
(MedDRA/J ver.19.0) 4= Grade Grade 3-4 Grade 5
ERIEM 23 (67.6) 7 (20.6) 0
aaplA =
FOIR B R T E 2 (5.9) 0 0
B AP
T 4 (11.8) 2 (5.9) 0
AN 3 (8.8) 1 (2.9) 0
L 2 (5.9) 0 0
Mg - 2 (5.9) 0 0
—i% - &FEER L OB 50K
TR 3 (8.8) 0 0
95 97 2 (5.9) 0 0
FEER 2 (5.9) 0 0
R AR A
Y — e 4 (11.8) 2 (5.9) 0
75— 3 (8.8) 1 (2.9) 0
VL RERER D 2 (5.9) 0 0
R L Ok hEE
BAIE 2 (5.9) 1 (2.9) 0
B R B X OSSRk =
RA M 3 (8.8) 0 0
FEREF KOV TRk E
F&95 4 (11.8) 0 0
R NR S IN A 2 (5.9) 0 0

7pds, PRI 2 6] (5.9%) | ITFRESRERETE 1 1] (2.9%) . R IR RERE S 4 1] (11.8%) |
VMR 2 3] (5.9%) . KEGZE - HED FHI2 61 (5.9%) . 1 BLBEIRE 1 61 (2.9%)
WO BTz, Flo, BHRERE, EEORERE, FERAHKERS, BIRMEIERE,
g, BEIEMMESGE, M - $EIEZ% . infusionreaction, 5 & 9IRS, DA, Tk, HE
BUBRARIE/ X A /3T — PR OB PESR B . F2R . SR AR ZERRE X O b
PERRAE RITRD bR o 7o, AREWEHFEBUR DI ES: (BRRAER T 25 )
EEDEFRERE T,

@ E BRI [F  MFEFER (ONO-4538-48/CA209743 F5R)

AEEGT NHLGRTEE 299/300 B (99.7%) . ALFEHEIERE 277/284 11 (97.5%) 1258
DAL, TREREE & ORIEBIR G E T & 2WA FFHZRIT N OFHIEE 240/300 i (80.0%) .
(b REERE 233/284 4 (82.0%) (TR HiLTo, WT L ORE THELEDN 5%LL EORIE
HIZTTEROEBY THhoTz,



#£2 WTNDLOFETRIAENS%L LOFIERH (ONO-4538-48/CA209743 7 5h)
(2 MR AT B4R )
B (%)

B BIKE N+IPF B 2375 2

HEAGE 30043 28445

(MedDRA/J ver. 22.1) 4>Grade Grade 3-4 Grade 5 “Grade Grade 3-4 Grade 5

ARIWVER 240 ( 80.0) 91 (30.3) 1( 03) 233 (82.0) 91 (32.0) 1( 04)
g ¥ KO TR

Z 5 PRI 49 (16.3) 3( 1.0) 0 1( 04) 0
5 43 (14.3) 3( 1.0) 0 15( 5.3) 0
2R INTR 2 IN 42 16 ( 5.3) 1( 03) 0 2( 09 0
H I

T 62 (20.7) 10( 3.3) 0 21( 74) 2( 0.7) 0
L 30 (10.0) 1( 03) 0 104 ( 36.6) 7( 2.5) 0
15K 12( 4.0) 0 0 42 (14.8) 1( 04) 0
i - 8( 2.7) 0 0 41(144) 6( 2.1) 0
—f% - BEEER L OB GEN

DIRRE

e 41(13.7) 3( 1.0) 0 55 (19.4) 5( 1.8)

79 25( 8.3) 0 0 44 (15.5) 12( 42)

B 16 ( 5.3) 0 0 5( 1.8) 1( 04)

FR AR AR AT

U —B N 20( 6.7) 13( 4.3) 0 1( 04) 1( 04)

77 —EHm 17(¢ 5.7) 7( 23) 0 1( 04)

TI5=vT IRz 7e 16( 53) 5( 1.7) 0 2( 0.7)

Z —BHIN

PN WA

FR R RBAR T 32(10.7) 0 0 0 0 0
ONER PSP ON FRay ek 1 e

it 22( 7.3) 1( 03) 0 0

5 A e 15( 5.0 0 0 3( 1.1
B L OaEREE

AR 29( 9.7) 2( 0.7) 0 50 (17.6) 2( 0.7) 0
B, PR L OWE A OHE

ENITHED B 24( 8.0 3( 1.0) 0 2( 0.7) 0 0
PR R IR E

RS 3( 1.0 0 0 19( 6.7) 0 0
MEE LY v REEE

#Zif. 6( 2.0) 1( 03) 0 102 (35.9) 32(11.3) 0
I BRI 2( 0.7) 2( 07) 0 71 (25.0) 43 (15.1) 0
/N RE 2( 0.7) 2( 07) 0 26( 9.2) 10( 3.5) 0
Bk i 0 0 0 22( 1.7 8( 2.8) 0

728 NHPFHERIZ I T, FRRIRBEREFRE E 43 151 (14.3%) . ITHEREFE S 36 41 (12.0%) |
infusion reaction36 %51 (12.0%) . BAECHREMVEIE 34 61 (11.3%) | feREEE 22 61 (7.3%) .
VMG R 20 61 (6.7%) . KM% - /2% - BHEED T 19 B (6.3%) . B FkREfmE
15 %1 (5.0%) . TEEAHEEERE 12 6] (4.0%) . HEEORZERE 10 6] (3.3%) . fF%
761 (2.3%) | BIEHEREREE 6 61 (2.0%) . DIEFEE 4 #1 (1.3%) | FER 361 (1.0%) .
FIEFMEIE 2 61 (0.7%) . SE IR 26 (0.7%) . ik 2461 (0.7%) | BfkifnfeIE
RS 2 1] (0.7%) . Bd7% - RIS 161 (0.3%) KLOVMEZ 161 (0.3%) 235388 bz,

7



o, DB, BT, RPRA. BLMERRG e, ES L MR, ke R
FE. AERZ, ZRIFERET. FEDSH M % OYEFLITERD S LR o 7o, ARRIVERIFEBLIR I3 BEE
#4 (WARAEMRE25T) 250EHRRETT,



[ - HE]

AFNOREMARYEEET LV EZFHA L2V I 2b—2 3 2k, AH 480 mg % 4
T R T 5 SUTREAGR O I - B4 TG LB O AR O g HiRE RS me S h
Too T ORER. K 480 mg & 4 ERIRIFE TR G- L7ZBE O EFIRREIZ I 1T 2 ik 4
BE (LLF. [Cags) EVWVVI,) 1E. AHAI 240 mg % 2 BRI THE LIZBRD Cags &
¥R 2 ETPlEhiz (F#R), £/, KA 480mg % 4 MM TS L72BEOEF K
RBRIZBIT 2 &mMIETIRE (BLF.  [Chus] &9, ) 1F. Al 240 mg % 2 JH [ RIFRE
TEE LTEBED Coaxss E I L TEMEZ T & TRISNZH OO, HARNEEIZBWT
DEVEDPHEER SN TWDHE - R (10mgkg % 2 MR CHRE) TAAIZ&KES L
B Coaxss & LB L CIREZ /R T & PSSz (FHR) . Iz T, BEOBEICBIT S
F—H TS E . AHK 3mgkg (IKHE) XL 240mg % 2 FAEBRIRE, 35 L < 13K 480 mg
Z 4 BREMR TG LB OARF OMRER & &AM UIE 20 & ORI & R 5 1%
TOLET VPR SN, BZBhEIZ > W TR Thbh iR, FitoE - A Eo
W CHIM: R O eI AR R 2RI W L P S iz, £7-. BErER s 2 ff g 12
BT —XCESEHEELUEBRENSTET VERA LT, A% 3 mgke (2 #@RIET
#eh5) . 240 mg (2 WMME CTHE) XX 360 mg 3 HERMECTRE) AU LA~T
(Bia#H 2 ) 1 mgkg (6 MMM TEE) Z0FH L72EROF 2 K OV M 2 et
L7, Lt Rk HEORM CHMER 22 2RI v & PRl s iz,

K3 AHNOEDERE T A —Z

FE - Crnax Cmind28 Cavgd2s Crmax,ss Conin,ss Cave,ss
(ug/mL) (ug/mL) (ng/mL) (ng/mL) (ug/mL) (ug/mL)
3 mefke Q2W (3Sz{§58) (16§ija) (21;T£;9) (75iﬁi71) (27?5}07) (421??27)
240 mg Q2W (51.712,'103) (23.33?.539.0) (3023,.670.9) (10;,5254) (41 .857,.%1358) (62.11(,)91 87)
450 mg QUW (105?207) (15§?274) <37ff§2as> (14?}?36) (27Zi?37) (62i??87)
10 mefke Q2W (14é?§22) (8623?32) (10}}?48) (323?225) (18i}§03) (2327277)

HFE (5%, 95%a0) . Q2W : 2 AR, Q4W : 4 IR, Cumax : HIEIF 5% D5 & MIE HIREE . Cmindzs ©
MEe 5% 28 B HIZET 2RARME PR, Cavews : MG 28 A H £ TOFEMIETIRE, Comaxss :
EFAREBICE T 2 B @S METIRE. Crinss 1 EFIREBICE T 2 BARMIEPIRE, Cagss : EHEIREEIZEBIT 5 F
Yoy i ¥ Hh R



4. JEFXIZHOUWT

IS U A 7 EEEHE (RMP) (ZHED & | AHI D E I MR B~ 1 1 A
Mo HHER T > T, AR OGN #EE) 72 BE Z2W - FrE L, AFOEGICL D HE
7REWER 2B LT BRITIS T 5 2 & BB R 7o D LU DO~@DF T A 72 7 i
RIZBWTHEHT & ThH D,

O MEXIZDOWT

D1 Fio (1) ~ (5) OWTFINCEYTDlER THHIL,

(1) BEATGEBKEDGET 503 AR EERLURRES (BRIE RS A S HEL AR R
HUIE S AR EEBL R, HEk s ARSI IR e &)

(2) FrERERERPL

(3) HBEAFERFNFNFEET D0 AFEEERPE (0S ARSI EWRPL. 23 A sl
719, 23 AR EEHEE R 72 &)

(4) NRACFRIEE AR E U, S SRIEE LA R | SUIA SRS L 22 ekt
2 DRk HHESR DB AT > TV D ek

(5) PUEMENEBAIL & EINE O hak S HEIR DR 21T > T 5 fiiak

O-2 AR B RE DAL SR K ONRIE S8 LI O eSS 5y 70 Jake & 8B & 5 >
Rl (FROWTINITEYS T HERM) 25, LB OAFNBET DIBROBEEHE &
LTRESNLTWD Z L,

*

o [ERIGEFESE 2 EDOYHAHME ZE T L2121 5 FELLED D ATRIED BERIHE &
[THoTWBZ &, Hbh, 28D R, RARMIRELS T & Lz BREEZOHHE 2
fToTWVWBHZ &,

o [EENCFFEUER 2 FOPIMIMHEZE T L72RIC 4 4FLL EOEKREREZHF L T\ 5
Z ol OB 3AELL T, EMERRE A R E O A A SRR A G T R R T D g R
HHEZIT-> T WA Z &,

© BN OEEMIGEHE B OKHIZ DN T

I IEHRE B E T 2 FEE DR E S, EEBEN O OERED, AR - &
EYEES PG RO G I OERZE ST 2 @i, AEFFGRRBAE LI2GE oW
B, SEREONITONDIRHINE S TWD Z L,

10




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

[V MM B O HEE R BIE 2L L72BRIT, 24 WFRIEZIERIRTHI O T, ikt X
IREEE S IV T, FEEL L2 BITERNOIE CCABRE L O CT S D RIEM O 24
HAMRADRERD Y H PGSO, EBISIS A RER AR 8-> TnDd Z L,

@-2 EFRUEFHIZ L DA FFGNISITET % 2t

S ABIRHE D D BT 72 5 e O\ Re 2 A 2 BIRIERE D EfEl =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 RHWEHORZMxIIZ B LT

RIVEA (MEMEMEEIZIN 2 BREAREDRE, OIdk. Tk, BT RAREE ., KX,
NS, EEDO TR, 1 ANERIE, BUEMZE. HFARA, HHERERES . JHFK. kMR
K. FAIRIBEEEREE . T RMAMEREREE, hikbEE, BEE, RIEEE. MR, BEEDOKL
JE R, FFRIMARZEFRIAE, infusion reaction, FEFE7cMykmE, MERE RIEGERE, FEk%.
Bede. WEEORPERON, I M, ClEES (L EME) - 2RI - D ESMEEIMGHES) |
REFEREE . IS ML, L) 1Tk LT, MikhEak U B R O H P2 AT 5
R & HEEE L (BIER ORBZWCH NI L THREM O EEZ TN 5680 H D =
E) . EBICET)RAED TE HIEH RS> TWNDE Z &,

IE @

11



5. BGXIB LB EE
[ B ZhiEIc B4 % $H]

@

TROBHFICBOTAROAIEI R ST S,

o CPBREIEE A SRR - PR OB NP TR CRAIHRE )

o ACHBRIRIAEO BRI - FEROBAEIIER SR (1 €Y A~ (B
(EFHLR) L O

TRCICRZ T D AAN OG- K O ITEEIZ DWW T, AFIOF MRS HENL ST
BoT, KAOREIRE LB,

o AEFRIEARIAIREE T D AA MR 5

o FIRoHliBRE

[Z2 4t B4 5 F ]
O TFTRICEYTLEEICOVTEAA ORGP ERE SN TND Z Ehb, 5 21T

DN &,
o AHNDORITIR UIBHUEDORBEERE D & 5 BF

TRIERT ORI I W T ISR S T 2 B 12OV TR, AAlOREIFHERE S ey

DS, AMOTEPRPFUE D R WIGEITRY | HEICAFRZETNT 52 L 2B TE D,

o MEMMEEOAI IO H 5 BE

o JRoES I R AR A CRRVE S 2 58 6D D SR K ONE BN 0 JUH T i 2 <0l Yt il 2%
FEOMICRIEMEZEAN DD B

o HOREREBOGIF B L < IEHFMEO B g kB OB TR O
b 5B

o B CEMmEsMaBREZ ETe) Ob 5 EE

o OB I A AT 5B

»  ECOG Performance Status 3-4"V 0 3%

GED  ECOG & Performance Status (PS)

Score

2y
JE R

0

< R JEBTE 5, FHETL [F U HHF A HIRZ <ATA 5,

PRREIZI LUEBNTHIIR S 225, BTAIRE T, BAIEESEE > TOMERITITO LN TE D,
Bl BEOFE, FHEE

BATARECTH A O OEIY O Z LT F N THEEZSERTTE 2V, HHPD 50%Lh Eid~y R Tl 25

ROENTHOSOHOEY OZ L LnTERY, BFO 50%LL L&~y R+ TilaZd,

AW

ELENT RV, BAOHFOEY O Z L34 TERY, BEICy R+ T4,

12




6. BHICEEL 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 fid o FEhnd, Btz +5
[ZAT5 2L, Flo. BB U TWE CT, M~ —7—%0M& % FEid 5
Z &,

AFN O 51X EE D infusion reaction (i 2 CERARI 3 2%kt D T 5 U
faAT > 72 EChtAT 2 2 &, £72.2 [8] H LABE O A% 5-FFIZ infusion reaction
BHHLOLNDZEHHDDT, KFIEGH R OKRAGHE T HRIZ A Z A
YERET %, BEFEOREBE+SICBIEET 52 L, 70, 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 N It RE iR A (TSH. W28 T3,
R T4, ACTH, I 2o —VEORIE) #FEhid 52 &,
AHNOFEEIT LY | BEORERISICERT 5 &3 2 bl dikx REEW R
DHOLOLNDZENHD, BENRDOONTHGEITIL, BERLLEFRITL U
B 72 ek & R BR & Re O Al & i U Cl bl e BRI W 2 ATV IR D
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 BUBEIR S 2 & de) Db bbiv, HERFES 7V F—2 &
IZEDZENRHLOT, Hig, ol NRH-FOER ORI MBEE O LA 12+
SEETDHZ L, VEREN DN -G ICITEGEZ R L, 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 DRI NT, LT DX A X 7 THIMOFM 217> TWeZ L a2
BT, AFBGHITERRNC BERE TR OMEBZIT O 2 &,

ONO-4538-41 38R : 6 HF = &

13



e ONO-4538-48/CA209743 iklk : ¥ 5Bt 6 1 FEMIZ 6 M Z &, ZLIEIX
12 /[T &
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I FHHEE T A KT A
=HRN~<7 (Bl z)

(R7E4 A7V — R AR 20 mg, A7 0 — R A TE 100 mg, 47 V—
R EE 120 mg, A4 7Y — R I 240 mg)

~EBEE~ A 7 YT T4 PRZEN (MSI-High)
EHT DN - EE A~

bt

S22 H (5445 AUET)
JEAE G E s



ER/%

S o

T UBIZ

AFN DR, MERBEST
A R BAR
)Tl ANE
BhHRIG L 72 DB

BOICE L TRHET & HIHA

P2
P3
P4
P10
P12
P13



1. Frwic

RIS DOF M « ZRMEDOREROTZ DI, U SCEFICE S W2 E AR D
Hd, SIHIZ, IFEOREHNOEAZ LV | FUREI S A2 & OFEF 72 Frdi /e Ak
FFEHRMDPARBENDLH T, 20 DOEEKGZ FICHLER BT IR 5 2 L PR
R & 72 o TR Y RIFMBGE S & YR O B T8 2016 (CEAL 28 4 6 A 2 H MERIRE)
IZRBWTH, FHMEERLEOHHOREHEEZXS 2 L& Tna,

PELE R S T, B EHS R 2T e 7 7 A VRBEF O ES S LB S R
RHZENRDDH, ZOD, AIMMELROLZEMICET D IERN 2% T 5 £ TOR,
YR EEGOBELZRZIT 52 NI SN BE I LTEMHT L & & bic, BIE
FFEBL LT BRIC T ekt & & 5 2 & A AEEZR— & O B % jiii 7= % B < fE A
THIENEETHD,

L7eRoT, KA T ATk, BBERELZNE TIZELN TV A EFITH -
BHPR AU LS & | UT O EIES O i 70 2 HEE T 2 8L50 6 B B & %
TR OEEREE KT,

I, ARIA BT A %, MSIATBAE NEIE G ERE IR O, ASHEEANRR
BRIR IR oy . —MRAERTE N B ARERIR NEHE 2 K OVt FIE N B AR RS2 O /)
Db EAER LT,

RGe L 7p HEIRS, « AT VR AEHE 20 mg, A7 U — RS ETE 100 mg, A
U — R BRI 120 mg, A7V — RS 240 mg (— %4
=ARn~=7 (BlafFHiz) )

KGR ERDIREIHE « DSAACFHRER I U - IR OB R RE 2 T - R OB ~
A7 aYT T4 bRZEM (MSI-High) A% 2505 « EE

WG ERDMEROHE - @%E ., RAIZ=RL~7 GEa##z) & LT, 18 240mg

Z 2 WM SOE 1 [ 480 mg % 4 E[F IR C A EfET 5, A
v A~x7 (Bl FH#z) ORI 25015, 8. RAIZIE
=R~ 7 GEEFHHZ) & LT, 118240 mg & 3 8 R
T4 BEHEEET D, TO%, =R~ 7 (BaH#kz) &L
T, 18] 240 mg % 2 F# I REINE XX 1 5] 480 mg % 4 A FFRE TR
WEHET 5,

B N IE ¥ DB TS

(%)

MSI-High 63 2 #15 - BB 5 v — A A sifiiik somg (—f#4 : A BV A

~7 (Bl z) ) ORESUINE. HIELR O H &

2h HE 1 h B DS AACFIRIEL I CHEE U S IR BR AR RE AR T - RO EMEE ~ A
s aYT T4 AREEME (MSI-High) ZA9 55505 « B

AEKOCHE: =R~ r (BEnHEfz) Eoftficksne, @, LA
AY A~T (BEaf#fiz) & LT1al 1 mgkg (KE) %23
R0 T 4 AR EHET 5,

2



2. KRANIOFHE. TEREST

A7 — R R ERHE 20 mg,  [FATEERE 100 mg, [FATEEE 120 mg K OVNE S ERE
240mg (—#4 - =AN~7 GBIEETE#Z) « DAT. TRAD Lno, ) ik, /s
MTEMASHEAF LYy 7 24 BTV AL =AY —X 27447 (BMS) )
235PA%E L7 & b PD-1 (Programmed cell death-1) (ZX%F3 5 & Ml 1gG4 £/ 7 v —F /L4
hKTh b,

PD-1 1%, &M L L2 Y 38k (T A, B MR N F 2 T % 7 —T fifn) KOVE
BRI R BT 5 CD28 7 7 X U — (T MR OIEMHAL Z B IE & BUZHIEE T2 2
T ICERT 2B AR TH D, PD-1 IFHURIRRHIILIZHELT 2 PD-1 U 4 K (PD-LI1
KMONPD-L2) EfEa L. U RERIZIEIMES 7 F 2 {mizE LT v REROTEHEIIREZ
BIZFRET L TW5b, PD-1 U W RIFHURE SIS B b O 2 22 Gk 5B
LTk, BMERAMEEE) LU LB TS PD-L1 OFEBLLIEDELF
HIM & OMICADMHBEBR & 5 Z & HE I TWvs (Cancer 2010; 116: 1757-66)
F o EMR AR IR T MilaS AT 2/ X —T 2 B 2~ (IFNy)
IZ& > T PD-L1 OFIANFHEEI N, BB L EEMARIZI T 5 PD-L1 ORI LD
ALEWIR & ORI EDOFBIRR N & 2 & DHE S & % (Sci Transl Med 2012; 4: 127-37)
X 51T, PD-L1 @5 H S E -3 AMiaid, PUsRFER CDS Btk T Mifa o il fafs
TEMEZ 59 S 545, $1 PD-L1 14K T PD-1 & PD-L1 & OfE&EEET S &2 OHIN
EEEENREIE T 5 Z EDNRENTWD, D Z LMD PD-1/PD-1 U 2 REEEIX, 2
AR TR R A7 T MM O OBIREE A BT 5HFD—2 L LTEX LT
Do

AFNZL, FEHRBROFE R S PD-1 OMasEE (PD-1 U 7 & RFEAHEIE) ITREE L.
PD-1 & PD-1 U T REDREEZILET S Z LI2X 0, BATURFFRN e T O
PEAL K OV AABIRNE k9 2 MBS TG M 2 58 5~ 5 2 & TR e PuiEgsh iR 4~ 9
ZENHERR STV D,

IS OFEN S | AFNTEMEIER ) 2 B 2R EIC 20 55 Lo L MIfF S,
R - B R xR & LT ERIRE R A e L. A 2ME, 2t OV D R
iz,

AFNOVERMSFC IS B ORE RIS X DRIERER S b b, EE LTS
BLOAREMEDN B D, AAN OG- R OE#ITIEL, BFOBILEL 01470 BEDNR
D BT AITIL, B U725 U B M7 ik & RRBR A FF D AN &8s L Chil
Y1728 R 24TV B OSIERSIC X D EIERA NS b 5 HA 12T, BIRRE RV
T RO B O YR AE 21T O BN D D,



3. ERIRARHRR

S AACFEIRER I U T IR YRR AR 4T - R OBMEE~A 7 a7 74 bR
ZEM (BLF, [MSI-Highl &9, ) 26T 280 - ERE O AGRRHC GG 21T - 72
F R EEIRRBR O & T,

724, TMSI-High ZH 3 2 8#) 1ZB LT, TPCRIAIZLY MSI-High & HIiE S
B #BXT D854 (9R#%) 121X TMSI-High (PCR{£) AT 5H4 ] L £i L, DNA
IAV y FEEBEPBGHE L TV 2 AR SN BEZERT 256 (K%) . T
72 B TPCRIEIZ L D MSI-High & HIE S L7z B sty (LA, [HCY
EWVI, ) HEBITRY IRV vy FEEEHE KR LT, TdMMR] &9, ) LHESN
7 HE | A BN 55A1C1E IMSI-High 243 % ) & #7 L7z, THC #I2 L 5 MMR
i & PCR IEIC L % MSIIBHE D — %1% 96.6~98.7% 0 Tl 5 = LSRG ST
W,

(B 2]

VAN I FHFRER (CA209142 3BR) 072

(A AR )

{LBFRIEIE D & 55 IE YRR R RE /2T « ¥ dMMR “* X% MSI-High (PCR
W) AT DR - B ERE 74 Bl a2 RIC, AAI 3 mgkg % 2 S T A
L7z, FEIHMETEA TH DR (RECIST A4 K74 > 1.1 U3 < IGBRET
EERIHEIEIC K 55882858 (CR) XTI ZE%h (PR) ) OFERIE. 31.1% (95%EFFIXH :
20.8~42.9%) Th -7,

(D) L indor Naralane M et al.: J Clin Oncol. 2002; 20: 1043-8, Bertagnoli Monica M. et al.: J Clin Oncol. 2009; 27
1814-21, Ferguson Sarah E. et al,: Cancer. 2014; 120: 3932-9, Wang Yang et al.: ] Mol Diagn. 2017; 19: 57-64,
Smyth Elizabeth C. et al,: JAMA Oncol. 2017; 3: 1197-203

(%2 cA200142 BRER DL D 2 78— b D 5 b ALEIREIED & 5 MSI-High %8 3 2 #5155 - L & x4 &
L7zads— MIBIFAERFFEMBGHLOAF E A ) A~T (BFHz) & OFHKREREOM RIS
DU TER K,

W) Q7 LY I V2 RIEMEEH R OQA XY ) 75 F L XUIA U J T 0 AR & 2 |
DU EDOILEERIERO B D EBENH SR E ST,

) Bk I B\ CL THC B LW S A~ w FEE X > /32 T 5 MLHI, MSH2, MSH6 X/ PMS2
DOWTINDOFRBENRRD HNRNGAEIZ AMMR &CHIE S vz,

GES) JEgAEAE & © it S U7 DNA ISR\, SO~ A 7 a7 54 bv—h — &kt % & 32548
B, 2 EEU Eo~—T—I2oW T, 6 U LD~ A 7 0YT T4 b~v—h— &S LT B
(21X 30%LL Lo~ — A1 —I2 2\ T, PCRIEIZ XY A XD RE P SN 7235412 MSI-High & HE X
7=



1 REBREDRLOEZDFE (CA209142 HlR)
(RECIST ver.1.1. AZMWEfRMT I S4EM . RBREERERHEIE. 20164E8 A 10 HF — % b v 4 7)
Bl (%)

= IN NS
BREATR 74 B 53
5222550 (CR) 0 0
wor7Exh (PR) 23 (31.1) 19 (35.8)
7 & (SD) 29 (39.2) 21 (39.6)
# 47 (PD) 18 (24.3) 10 (18.9)
RIS 4 (5.4) 3 (5.7)
7% (CR+PR) 23 19
(2%@3% [95%(EHEXEP] (%) ) (31.1 [20.8,42.9] ) (35.8 [23.1,50.2] )

D BT AR %2 BT R EF O 5 B, A lC & W MSI-High (PCR) 2H ¥ %
I EDMER S N, *3 : Clopper-Pearsoni%

(KEIEA Y h~T (EfnfHaz) &OPFHES)

{LBRIERE D & 5 Y IR IR RE 72 HELT - R D dMMR #% 3% MSI-High (PCR
W5 Y BT DA - B RE 119 Bl 2RI, AK 3mgkg KO EY AT (E
R 2) 1 mg/kg Z R BIZ 3 AN T 4 BLSGEERE L72%. K3 mgkg % 2
IR CaiE Lz, FEFMIEE CTh 58803 (RECIST 74 K71 > 1.1 fRIZH
D ABREREMHEIEIC X 2588285 (CR) XUFE5 2% (PR) ) OfERIE. 54.6% (95%
1SHEXR : 45.2~63.8%) TH o7z,

2 REBREDRLOTEDFE (CA209142 FHiER)
(RECIST ver.1.1, HZMEMAT I S4ER, IGBR(TEEMPEIE, 2001747 H 6 AT —% 1> b4 7)
Bl (%)

Bl N AN
RERGHR 119 f" 62 Bl
5t4228%) (CR) 4 (3.4) 2 (3.2)
o7 (PR) 61 (51.3) 37 (59.7)
Z & (SD) 37 (31.1) 15 (24.2)
# 17 (PD) 14 (11.8) 6 (9.7)
RRENE 3 (2.5) 2 (3.2)
7£%) (CR+PR) 65 39

(%‘%iﬁ% [95%(EHEIX ] (%) ) (54.6 [45.2,63.8] ) (62.9 [49.7,74.8] )

D HIWERNT R RAE], *2 « ARIMEMNT S REM O 5 B, FRMRAIZ X Y MSI-High (PCR) #H5 %
Z MR ST, *3 : Clopper-Pearsonik




[Z241]
VAN I FEERER (CA209142388k) 02

(ARF B 2 5-)

AEFEZRIT 7174 1] (95.9%) IZRO B, TEEREE L ORREENEETERVWASE
FHGL 51/74 B (68.9%) (ZFRD BTz, FBLHN 5% LORWERIZTERD &0 T
HoT,

3 FHEDN 5%LL EORIER (CA209142 3K5R) (2 MEfRMT XS4 M)

ZERIR A B (%)

FEAGE 74 1

(MedDRA/J ver.19.0) 4 Grade Grade 3-4 Grade 5
2EIEH 51 (68.9) 15 (20.3) 1 ( 1.4
B Ik E

T 16 (21.6) 1 ( 1.4 0

G 7 ( 9.5) 0 0
— % - EFEER X OGO

95 17 (23.0) 1 ( 14 0

) RE 5 ( 6.8) 0 0
AR AR A

U o—E8n 9 (12.2) 6 ( 8.1) 0

AST #4410 5 ( 6.8) 0 0

ALT #n 4 ( 5.4 1 ( 1.4 0
727 —Bm 4 ( 54 2 ( 27 0
FERE 3 KOV TRk R

& O PEIE 10 (13.5) 0 0

SIS 8 (10.8) 0 0
RN SIN A2 5 ( 6.8) 1 ( 14 0

B2 I i J 4 ( 5.4 0 0

7ok, MEBUHREIE/ X A 3T —6 Bl (8.1%) . NTHERERETE 6 5] (8.1%) | PhfkRETE 5
] (6.8%) . FUARIREERERESE 5 61 (6.8%) . infusionreaction3 %1 (4.1%) . FEHEREFEE
361 (4.1%) . KRG - /G2 - BEO THI 3 6] (4.1%) . BEEOLZEREE 1 4] (1.4%) |
B RERERETE 1] (1.4%) MOWER 161 (1.4%) D3O bivle, £7-. MEMEMZEE,
BHREMEERE, DR, ik, VRUBEIRA . IT A, PSR, s btERRAE 2. T Ieiipéne
PR e - B, RS ZEME, BEERMKES ., MERERIERRE, %, 5&
I MESe, OEREE . RS I K OYEFLITER D LV o 7o, AREIVEAFEBLRILIL B E F
% (BARREEEE 25T 2E0HEERE T,

(KA VY b~T (Bl FHfz) Lot E)

BFEELIT 118/119 1 (99.2%) (238D Hiv, BRI L O RBEURNEE TE WA
EEHAT 87/119 B (73.1%) 2R BTz, FEERMN 5%LL EORERIZT FRO LY
Tholz,



F 4 FEHEEN5%LLEORIWER (CA209142 3 5R) (2 &PEMNT R SR EM)

FRERIRHE BiE (%)

FEAGE 11941
(MedDRA/J ver.20.0) 4 Grade Grade 3-4 Grade 5
2EIEH 87 (73.1) 38 (31.9) 0
MR LY v RREE

2 ifn 8 ( 6.7 3 ( 2.5) 0
PR A=

FOIR B R T E 16 (13.4) 1 ( 0.8 0
B B A RE U E 13 (10.9) 0 0
e

T 26 (21.8) 2 ( 17 0
G 15 (12.6) 1 ( 08) 0
i3 8 ( 6.7) 2 ( 17 0
I i 8 ( 6.7 1 ( 0.8) 0
H N Hz A 6 ( 5.0 0 0
—i% - BEFEER X OB SENORRE

Y57 (17.6) 2 ( 17 0
FEEN 18 (15.1) 0 0
I e ( 5.0 1 ( 0.8) 0
AU T NI PR R 6 ( 5.0 0 0
R AR A

ASTHI AN 17 (14.3) 9 ( 7.6) 0
ALTHEN 14 (11.8) 8 ( 6.7) 0
Y —F B 10 ( 84 5 ( 42) 0
R L Ok E

RAHR 10 ( 84) 1 ( 0.8) 0
B R B X OSSRk =

RA M 6 ( 5.0) 1 ( 0.8) 0
PR R E

SHIR 7 ( 5.9 0 0
MR 2R, MELES & OMithR RS

fitiig s 6 ( 5.0 1 ( 0.8) 0
FeIE B X OV T fRRE =

7 9 PR 20 (16.8) 2 ( 17 0
Fe 95 13 (10.9) 2 ( 17 0
B i di 8 ( 6.7) 0 0

7ok, FUIRIRBEREREE 24 7] (20.2%) . JIFHREREE 23 5] (19.3%) . FfERIESE 16
B (13.4%) . BEBUHEIMRIE/ S A /)F—13 #i (10.9%) . MIEMEMEE 7 6] (5.9%) .
BHEREREE 6 B (5.0%) . BIEHEREREE 6 5] (5.0%) . EEDOEEREE 56| (4.2%) .

infusion reaction 4 4 (3.4%) . KK -

2N

HEDOTH 46 (3.4%) . TEEHKEE

FEE 3 41 (2.5%) \ P2 3 6] (2.5%) | (CMiRETE 161 (0.8%) | fikiZe - BRSE 1 61 (0.8%)
KOWER 141 (0.8%) 23380 Bavre, £, BIEFBEIAE, LR, gk, 1 BRI,

FF A2,

BEAEVEIRAE 28 SRR AR ZERRIE . B MiEiEE | MERE RIEMRE, i, 5

E o Mge. Mg, BEFLITERD b h o To, AREWEAFREBURDUIEER S (FRRHR

HERT 2 al) ZateBEitiiRe =T,



(ML - HE]

AR OREMEYBETT L EZFHA LY 2 2 b— a3 42k v, AK 3 mgkg (K
) NIE 240 mg & 2 MMM TG L2 EROARF O MG PR E DS BRET Sz, £ 0fk
. KA 240 mg B G UTZBROREE EIT. AH 3 mgkeg 5 LT-BROBRE R & g
LCEEZRT & TFHENTZbDOD, AARNBEICEBNTHAEERNHERIN TS H
% - A& (10mgkg % 2 BRIFIE TR L) TARFIZ &L LB OREE & & g L CkfE
oyl (THR) . Mx T, EHOBEICEIT LT —ZICEKSE, KA
3mgkg (KHE) i 240mg % 2 JEMIRINE CHL- L= BEOARF DR & & A 3R
N & ORE Z RS ARG SUGTE T VAMEE X, YEBEIZ OV TR T
fEs, ERLo Mk - HEOR CTHRME R O L SMEIC MR ZR 30w E TS, £
72, MSI-High 43 2555 « EIGEEE OT — 4 2 & - RHENRpEET T v, Bl
WERBFEOT —ZICEDSEMEINTRBEISET Vv E W2 E 2. AH
3mgkg (KHE) XiX240mg & A BV A~ 1 mgkg (KE) % 3 @MW TG LZ
BRI IR A 22534 Ulen EHER S Tz,

%5 AAOEMERE T A—F

ik - g | O Crindis Cougals Conmsss Conns Covsos
(ng/mL) (ug/mL) (ng/mL) (ug/mL) (ng/mL) (ng/mL)
S meke Q2W (35-521 .760-8) (10.17?'264.5) (17.21‘,"333.9) (75.1)1,3171) (27,612,'107) (42.717,.?27)
240 me Q2W 61.712,?03) <15~22?'354-6) (25-31‘}'4:7.8) (10;,5254) (41?57,'51;58) (62.11(,)9187)
10 melke Q2W (14;,9;19) (51.621'739.2) (79?(?,?14) (33?,9232) (18421,1 ) (23;7286)

L (5%43,95%45) .« Q2W : 2JEEIHIRE. Comax : FIEIHR 514 O 5@ MG PIREE, Crminaia © FIEIR 514
14H E le’ﬁéﬁﬁlﬁl‘%q](}i%gx Cavgd14 . %D@&E‘ﬁél‘“a H i«c@j‘_ﬁi@ﬂﬁ%[{j@%g\ Cmax,ss . ﬁﬁ%%ﬂl
%H'%)%%ml{%‘:qu%rg\ Cmin,ss . Eﬁ%ﬁﬁéi%ﬁé%{&ﬁl%qﬂﬁ%ﬁ\ Cavg,ss . Eﬁ%ﬁﬁ&iﬁ”’é‘?i@m?ﬁ
MR

IHiz, RHFOREMEYBRBETVEAFHALIEY I ab—2a il b, KA
480 mg % 4 M RIME TG SUIREAGRO YL « HE%E TG L7 BEOARF O ik ik
FEEDNRR STz, T ORER, KAl 480 mg % 4 HERKIE TG LB EFIREICS T
LYEMIEFIRE (LT, [Cagss) EVVI, ) 1F, AHAl 240 mg % 2 HHE IR TG L
TeBRD Cavgss CHRIT D & PHIS N (FFR) o Flo. KA 480 mg % 4 HEFE IR TG
L7eBROEFEARBICHBIT R m Mg FIRE (LT, [Crawss) &£V 90 ) 1E, AH] 240 mg
% 2 WM CHEE L7ZBED Chaxs & L CTEEZ R T E RIS N OO, HAA
BB THARENER SN T D HE - HE (10mgkg %7 2 BFRERTHRE) T
a5 UT2BED Cuaxss & I L TIRAEZ R T & FRISNE (TH) . AT, #E%D
FEIEICRB T BT — 2 ICHES &, AKI3mgkg (KE) it 240mg % 2 BB, #L<
EAH 480 mg % 4 WM MINE TG L7-BROARK OBR TR & & A T etk & o
AT DIRESS T T VPR I L, YZBEIC OWTREI M T /R, ERio
i - HEOB THIMEL V2222 T v & PRl STz,



K6 AFNOKMERENT A -4

- B Crnax Chmind28 Cavgd2s Cimax.ss Crnin.ss Cavess

(pg/mL) (pg/mL) (ng/mL) (pg/mL) (ug/mL) (pg/mL)
S meke Q2W (352 '760-8) <16-257§0-3) (21 321 f3.9) (75.&?71) (27.612,'107) (42.717,’?27)
240 me Q2W (511%103) <23§?§21D <30232i19> (102?354) (41i2?58) (62i?%87)
50 mg QAW (10;?307) (15%3;;x0 <37ff§2u8> (14?}?36) (27Zii37) (62i?%87)
10 mglkg QW (142?322) (8622?32) (101}?48) (323?225) (18i}§03) (2327277)

il (5%, 95%5) . Q2W : 2iAMIREIFE. Q4W : 4MAMBIRINE. Cmax : FIEIHE G54 O i ML i AL
Cumindzs : PIEIEE 528 H BIZE 1T 2 FARIMIE IR, Cavears : MBI EH28 H B & TOEIIMIE P,
Cruaxss © EHIRRBIZIUT B e m MLIE IR L, Crinss © EHIRMBICE T D I MEIIE FHEEE . Cavgss + & HIREE
(3T 2 ) M3



4. JasRIZHoOWT

AFN OB G- W) 72 BE &2 - FrE L. AFoF 512 i@E%QEW%%ﬁﬁLk
BRIZHRHET 2 Z ERMER D, LFOO~Q@DFT X T &= Tl W THEHAT
RXTH 5D,

O {4 1ANE

D1 TiREo (1) ~ (5) OVWTNNITHEY T HHETHDH Z L,

(1) BEAETBREDEET D03 V2 REEEILEIRPE S (BRIE IR S A2 B HEIL Rw P
H 23 A RS FEE LS RRE, HUEY AR HRIRBE 7R &)

(2) FrERERERRT

(3) HARENTERENFDGE T D S VB ROEEERRT (D3 A2 HER EIRPT, 23 A2
W IEBE, D3 AR EEHERE T e &)

(4) IRACFIHNEE ZRE L, SRS FRIEZ IR | IS RIES L ik a2 ekt
2 Ok EEIAR D B H AT > TV D ek

(5) HUEMEAESA AL B BINGE O s FAE AR B @ H 21T - T D fiax

-2 WG - ENE ORI K ORIE S LR OIS 0 2k & R 2 RO =
il (FROWTNNIEE T DEM) 23, SR ORFNET 2RO EEE L L
TREINTND Z L,

*

o [ERIRFFISR 2 FOMWHEZE T L72iRIC 5 FLLEO D ATBIRDERIRIHE 2
ToTWHZ &, 52b, 28U LI WARYREL L LEERRIESZOIHME %2
ToTWHZ &,

o [ERIRFFEASE 2 FEOWBPIHHEZET LI2&IZ. Wbam OB ASEMREZ ST 5
FELU LD LEIIB FOERZIT o TN D Z L,

o [ERNEFFEUSH% 2 FOYHHEZIE T L7-&IC 4 FLLEDORKRKEREZAG L T\ 5D
Z &, OB 3FELLEIE., EIbESE O D A SRYERTE & G e iE b g T OB IRAHE &
IToTCWVWBHZ L,

@ BEN ORI TEREBROEENZ DN T
PSR BB BT 2 BEE DR E S, BRSO OFRAE D, Aotk - &%
e %%E@rﬁi&@f@ﬁ&()\[:ﬁﬂi 2T D IR L, B EFEFRPBAE LG H OWE
EH, SEDNESHIATONDIEHINE S TND Z &,

10




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

[PV AR B O HEE R BIE 23 AE L72BRIT, 24 WFRRIEZIERIRTHI O T, ikt X
IREEE S IV T, FEEL L2 BITERNOIE CCABRE L O CT S D RIEM O 24
HAMRADRERD Y B PIGE S, EBISIS A RER AR 8-> TnDd 2 L,

©@-2 EFMNEEHICL DHEEFSHCICET 5 EH:

DAZIRICED 2 M Mk OB R 2 A T A EREEFEDPRWERE=2 1Y 7
EHEOIERDOAT ) —= T EHAITOEIRE EfFHZ G TE 5 F— AERIKH 23
iESNTWAZ L, 2B, BiEHEICHOWT, RABRE EZDOFRBEICHSITEAmENT
WhHZ L,

@-3 RHWEHOZMrxISICE LT

RIVEA (MEMEMEEIZIN 2 EEAEDAE, Ok, Tk, BT RAREE ., KX,
N, BEEO TR, 1 ANERA, BUERTZR. IFAA, IFiEReREE . Tk, s
K. FARIBEEEREE . T RMAMEREREE, mhiklEE, BEE, RIEES, MR, BEEOKL
JE PR, FFRIMARZEFRIE, infusion reaction, HEFE7c Mgk, MERE RIEMERE, FikL.
Bede . B DRPEROS, IR IR EME, DS (O FEMME) - RIK - DM |
REFEREE . MG ML, L) 1Tk LT, MikhEak U R O H P2 A 5
R & EE L (BWER ORI L THREM O EEZ TN 5680 H D =
E) L EBICHEY) R ALEDS TE ARG ESTWAE Z L,

11



5. BEXG LR DEE

[B2h I BE 3 % 1]

O TROBEIZBOTAREMESE R OAR LAY A~vT BIETHEEZ) L Off
FEEOHIMENR RSN TS,

DN A FRRIES T U 7 VA DR AR RE R AT - R OEHEE~ A 7 a7
A4 NAZEM  (MSI-High) ZH 3 540 « BEEEE

728, MSI-High #3252 Lo\ L, =R~ (Bl ffiz) oar =
FrozlrEE (IkGe4 - MSIFE S~ ~ (FALCO) ) ZHWTCHERTHZ &,

@ TFREICHKST B B IR BAROE GO IR DU T i, AH A B2
ML S THE BT, ARORGHG L 725700,

7 oAb 2 DU RPUEMEES], AV I F U ROA Y Tl R
IKFNZ L DIRIEIRE D72 B3

Wi B E

AV A~7 B fifaz) DAAOFEEMSEES & OFH L TG S5 B

(24P B3 % FH]
O TRICEETDRBEICOWTEIAAOKRGENER L SN TND Z b, 52T
DR L,

@

AFN D ERIII AT LIsHOE O BEEIE D & 5 3

TBPRATORHIIZ W T RREICRE Y T 2 BE IOV TE AADOHEGITHERE S e

AN

L OVEPRPTUE D R WIGEITRY | HEICAFZMENT 5 L 2B ETE D,
MR B OA P SUIBE E D & 5 B

i 1 4 A A C TRV B2 & 3R 0D 2 SR M O B 0D JHAU R At gk 2 <o S e M il 2%
FEDOMINZRIEMEZA LD A B 5 B

H EEREOA, XUTEBMERZ2E L XD B g R B OBERED
b o ERE

gz AElE (&M 2 5Ty Db 5 EBE

FERE DG I 2 A3 2 B3

ECOG Performance Status 3-4 %6 0 i3

(6)  ECOG o Performance Status (PS)

Score

o o
JEFR

0

< MR TEBTE 5, AL [F U HHFAEEDSHIRZ <TZ 5,

PRI LUEBNIHIR S 228, BATAIRE T, B > TOMEEITIT O LN TE D,
Bl DGR, FBER

BATRAMRECTH D OH DEY O Z L 13T X CTRIAEEBMEEIT TE 20, BH D 50%LL LX< R4 Tilh 29,

BONTZEHSOHOEY OZ L LHTERY, AR 50%L L2~y R+ T 7,

E-S RS R S]

BT R, BHOHOEID O Z LFAES TERY, BRIy FRFTHIT,

12




6. BHICEEL CTHHETREHHE

O RASCEF TN Z, BEERGEES D IRAET 2 ERFE T -D & ARHF| O FeME K& OV Eff
RO 7= DI B w2 B L Co bR« 2 L,

IRIEBRAAIC N D | BB LT OFRICA MR Otz -+ L, RE %5
ThoEETHZ L,

FREWEH O~ R T AL MZDWNT

@

®

MEMEMRERD LoD ZENRNH DD T, RFOEKGIZH T > Tk, EKIE
AR (PR RIS, ik, REVE) OMEFE R OISR X #f A O =%, Bl a 145
AT 2k, Fio, BEIRUTHES CT, MiF~— —%DRE 4z £ 2
Z &,

AFN O EIZEE D infusion reaction (22 TEEARFIZ 072 %D TE 5 UE
HxAT> 72 ECBt 2 2 &, £72.2 [B1H AR O AHAI# 5112 infusion reaction
MWHLONDZ L bHDLDT, KFIERE R OAFEGHHE T HIT A Z YA
YEWET H%E, BEFEOWREE SIS S 2 L, 70, infusionreaction &
FEHL LI A12IE, AT OB K QYRR ERICIEE S 5 TRE L o8l
T5Z &,

FORIRBERERR S . T EMAEREREE R ORIBFEERH 5hiLd 2 &23H 5D T,
AN D ¥ 5B haRT M O G-I I E BRI N tkne s & (TSH, I##fE T3,
R T4, ACTH, I 2o —VEORIE) #FEhid 52 &,
AHNOEEGIZ LY | WEOREFINTERRE T 5 L& 2 BN DHEk % REEHIE
DHLOLNDZENHD, BENPBOOLNTGEITIL, BELLEZFRIIS L
B 72 ek & RRBR 2 e O Al & i U Cli bl A BRI W 21TV B o
FOSIZ X 2 BWER 2 g0 23551213, AFIORFES TP 1L K OEIE BB 7R
IWEHIORGEEEBET DL L, B, BIBRERLVE S OEGIZXEYEIE
MOYEEDTRD BN WGEITIE, BT B R VE o DSOS fiil Al o160
HEET D,

BeGA&T %, BOEM O ARGE L T D RIERBN LT 2 Z 83 H 570,
AR OEEHETHIZ S RWEM ORI 2R T D,

1 BUBEPR IS (BIE 1 BRI 2 5 de) 23 Hiodv, FERWMES R 73 R—v &
CEDLZERHLOT, M, Eol, MRHFEOMEROFEHC MAHE D E7- 12+
SEETAZ &, 1 BRI EON T SGE TR G2 HIEL, 4R 8
Al OF 5 E DY R EZIT I Z &,

BUENT 2. TR, ITHEREREE . TR, B{LIEIRERPNH DN ZLn3d 5
DT, EWWIIITHERERE LTV, BEOREZ H3ICBET 52 &,

AHKNOEER BRI T, G 24 BT 6 B L . LI, 128
M EICEREDFM 24T > T2 Z & 2 BB, ARG I E B A
THROMEREITH Z &,

13



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

(R7e4 « A7V — AR EEHEE 20 mg, 47— A sEERE 100 mg, 47V —
R ERE 120 mg, A7V — R AT ERE 240 mg)
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S22 H (5445 AUET)
JEAE G E s
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1. 1L I

G OF N - BEMEOMROT-DIZIT, U 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#ERE)
IZBWTYH, EHMNERNEOHRAORE(LHEZXS Z L L ShTnd,

PRV ESR T, KEEASCL 2T 0 7 7 A VDBBEEOEIRSL & D IR
RHZENDD, DD, HEROLZEMEICET HIERSHERET 5 £ TORM,
MHEIRMOBEZMLZIT 5 2 ERHIFF SN EBFIC LTERT 5 & & bic, mIfE
RSB L 7B B 2t 2 & D 2 & N AHE e — 8 O B 2 7= 3 R S BE O
THZEREHEETHD,

Lo T, KA RT4 Tk, BRBBEESLZNE TILELN TV D EFIHTH -
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, ARITA BT A A%, SIATBOE N ESE S R A A, AmEEAN R AR
BRI oy, —AFEENE N B AR IRNBHE S, FrEIREFIEENE N B R EE T2 O W
J1ob EERR LT,

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

REERDPEIAE - ARTGUIBRARGE AT « FEFE D RIERE
RIEFEI T DI AEBNRE L

WG ERHMEROHE . <ARIGUIBRAREEHEST - FFORIENE >

WE . AT =R <7 B Z) & LT, 118 240mg

Z 2 B RIRINE S 18] 480 mg % 4 3 R RIE CAdEEEd 5,

L OFEEMIEEA & O 25613, @, A=A r~7

(Bl z) & LT, 1[H240mg % 2 @B, 115 360 mg

% 3 B FEIREIRR S 1 7] 480 mg % 4 30 [ & CRim it 5,

< BB BT DIFZ BRI >

HWE, RAZE=Rr~7 (B #iz) & LT, 1[E 240 mg

Z 2 W RIF R ST 1B 480 mg % 4 ARG CARERET 5, 7=

L. BEHMET R VAMETET S,

L /INBPSEL TR US4

et
3
S
Sl
M
o




2. KRANIOFHE. TEREST

A7 — AR R EHE 20 mg, [RLATEEE 100 mg, AR ERHE 120 mg K OVRLARHE
H240mg (—i4 - =R~ 7 (BB, DUTF, TARAL Evd) 1d, /RS
MTEMASHEAF LYy 7 24 BTV AL =AY —X 27447 (BMS) )
235PA%E L7 & b PD-1 (Programmed cell death-1) (ZX%F3 5 & Ml 1gG4 £/ 7 v —F /L4
hKTh b,

PD-1 1%, &M L L2 Y 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 B IE & BUZHIEE T2 2
T ICERT 2B AR TH D, PD-1 IFHURIRRHIILIZHELT 2 PD-1 U 4 K (PD-LI1
KMONPD-L2) EfEa L. U RERIZIEIMES 7 F 2 {mizE LT v REROTEHEIIREZ
BIZFRET L TW5b, PD-1 U W RIFHURE SIS B b O 2 22 Gk 5B
LTk, BMERAMEEE) LU LB TS PD-L1 OFEBLLIEDELF
HH & OMICADHBEBR & 5 Z & HE I TW% (Cancer 2010; 116: 1757-66)
F o EMR AR IR T MilaS AT 2/ X —T 2 B 2~ (IFNy)
IZX > T PD-L1 OFIANFHEEI N, BB L EEMAHRIZI T D PD-L1 ORI LD
AL & ORNCIEOHEBARIR R & 5 & D H & 5 (Sci Transl Med 2012; 4: 127-37),
X 51T, PD-L1 @5 H S E -3 AMiaid, PUsRFER CDS Btk T Mifa o il fafs
TEMEZ 59 S 545, $1 PD-L1 14K T PD-1 & PD-L1 & OfE&EEET S &2 OHIN
GEEIGEREIE T 5 Z EDRENTWND, DI & D PD-1/PD-1 U 72 RERERIL, 23
AR TR R A7 T MM O OBIREE A BT 5HFD—2 L LTEX LT
Do

AFNZL, FEHRBROFE R S PD-1 OMasEE (PD-1 U 7 & RFEAHEIE) ITREE L.
PD-1 & PD-1 U T REDREEZILET S Z LI2X 0, BATURFFRN e T O
PEAL K OV AABIRNE k9 2 MBS TG M 2 58 5~ 5 2 & TR e PuiEgsh iR 4~ 9
ZENHERR STV D,

IS OFEN S | AFNTEMEIER ) 2 B 2R EIC 20 55 Lo L MIfF S,
BiEmEEE NG L UBRRRBRZ B L, A, Btk OERERHER SN,

AHNOVEEFAZ LS < B DORE N X DEWER%N S 5 b, EE X IIETIC
BLHAREMEN D D, AANOE G- H R OEEG#ITIX, BFOBELZ 01470, BEDR
D BTG AL, BB LT FRICIE U= MR 22 ek & 88k 2 R DR fh & s L Ciil
Y17 BERIR W 21TV, IBE OSE RIS K D EWERA NS 2551213, BIBRE RV
T UHIOEGEDOTEY)IRE E 1T O LERD D,



3. ERIRARHRR

O AALFFRIER T U 72 ARIRUIFR AR RE 2 AT - IR O RIERE., O/IEEIC 7‘%6
TR iBRE, R OO FRIERIGR ORIG OISR AR 72 81T - 5 O BB O KGR IRE
M 24T o 72 B2 ERRRER O g 2 T,

[H2hE]

O [EERHELFESE ISR (ONO-4538-24/BMS CA209473785%)

7 oAbV 2 VU RPUEMIEBA KL N7 T FF A & G e O AL SRR RIS G U
A OARTEEIRANRE 72 AT ST PR D FE e FR 3881 (A AR N B 274014 & e, AH|
RELO3M, SHHRAELOSHI) At BRIT. # ¥ RPUEMEIEER ( F& & vk ik
R U AXR) R E L CARHI240 mg % 238 RIS CAEFE LT & 2 0aIM KL
Vet azet Lz, EEFEEE ©H 2 24 MM CLF, Tos) Ewvw)H, ) (ke
il [95%IEHEXE] ) 13, AAIBET1.17 [9.99~13.73] 1 H . >t REET8.54 [7.20~9.89]
HHTHY , REFEIXREEIC S LFFFZICAERRIER 2R LT (A — NER0.79
[95%fE#EIX[H : 0.63~0.99] . p=0.0381 [J&Hlllog-rankf&E] ) .

¥ R 2 X2 KIS OV TIRTS mg/m? & 3B IR CERIRN G-, /X7 U Z B IZ-Dn T,

100 mg/m2%& 7HE 2 194 7 v & LT, %1, 8, 15, 22, 29K UB6 A HICHIRNIEG T 52 L L &n

77
1.0
0.9
0.8 —a— A
0.7
_O-- Y88,
G o-- JHEREE
% 05
0.4
0.3
0.2 Shmea
08005+ - 3
T @eng 2 RS R oy
0.1 .
e L 5}
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36
at risk3 E7FEARI(A)
AF|EE 193 170 158 139 120 105 89 77 65 55 38 20 13 10 6 4 3 0 0
ozt 195 182 157 116 100 79 66 55 48 39 26 16 11 6 2 1 1 1 0

M1 OS @ Kaplan-Meier #fi# (ONO-4538-24/BMS CA209473 75



@ FEFEILFES MR (ONO-4538-43/CA20957 774 5%)

TR L PR LT I K 0 WP 5E 2282 (LU, TpCRY £ 9H,) @D B
IR o T2 B OINREEMT94 5] (AARNESE 63 Bl ale, AAIRE 326, 77
TR 262 B) ZXIGIC, T TR EXEE LTARAI 240 mg & 2 BRIFE T8 F (16
), 20% 9 BIHE @ EIHKEELGO 2 @EF%) 7206 480 mg & 4 JH HIFIR CAHEE

(&K 12 WAM) L& 20FIMER DL LB Lz, FEFHMIEE Th 5 HH
AAFHIR] (PR [95%EHHIXH D) 13, AAIRET 22.41 [16.62~34.00] WA, 77 &R
FET 11.04 [8.34~14.32] WA THY . AFIEIT 7 B AR LILEHARICA B RIE
FExRLE (A — R 0.69 [96.4%(E#E XM : 0.56~0.86]. p=0.0003 [J&5!| log-rank 5
£ o

*1 ALFEFRIEDO LY A U R O #R#E1E1L. National Comprehensive Cancer Network (NCCN) X &
European Society for Medical Oncology (ESMO) DA KT A LAHE U 7= AR ER 0> 3 i [E] 3 13 sk
BT DIEMEIRIR AT O 2 & & &z, T L, (PRI ASRUERESAZ 5 LY A v
s,

*) ¢ i1 OB TR TS . American Joint Committee on Cancer (UL F. TAICC) &5 ,) RSy
B (ETR) 1ZESL ypTl LEX T ypNI BLETH D Z & EEFR SN,

#3: MIEIZWIRE IS AJCC o0 8 (B8 7 b)) 12383 < BRPRIHA D # SO I o £l (S B A2 FR<)

AT RE B A& I & DRV LR XTI S AN Tz,
4 FIRIC LV ER S ERICTR S U BESHAAN SN,

1.0 B

09 | 3 —— KRFI#
08 { ™ -o- TS5 uRE

0.7 -

0.6 -

0.5 -

0.4 -

Bt HE S0

0.3 -

0.2 -

0.1 -

0.0

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

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

2 MRAEAFIR O Kaplan-Meier fif: (ONO-4538-43/CA209577 #k5R)



® EREILFRSIAERE (ONO-4538-50/CA209648745R)

(L FIERTE IR ORIBYIBR AR RE 2 T - RO /EREFT970 6] (HARNEE 394
Bz Gie, KHI+A Y L~7"2 (LT, [NIVO/IPL) W9, ) BE 3256, AFl+~7
WA T TNV R R AT T F G iefbFRES (LU, INIVO/Chemo] &9, )
FE321 08, AT VRN AT TF o raifb gt (LT, [Chemo) &\
9. ) BE324 B]) Z %52, Chemo ZXIHR E LT, NIVO/IPI K O NIVO/Chemo DA %)
PR OV a2 Et Le, EEFHMEIE H X, tumor proportion score™ (UL,  [TPS) &
VWD, ) Z1%ERICE T D EEEA IR (LI, PFS] &9, ) KOS THY
BIREMMIEH & S ITT £HICEBIT 5 PFS LN 0S st &Sz, F D55, TPS=
1%HE ML NITT £ HIZEB 1T 5 0S 1229 T, NIVO/IPI £} O NIVO/Chemo ££1% Chemo
FEZRE L. WA B RERE 2 LTz,

1 R IR A 1T B\ CRAE B RS SRR EROE (IR R ME) LBk S,
KEIWR, RES~OHLAREEERED R VEE N R & S,

¥ 0 AFI1H 3 mgke (KE) % 2 WRIRIGE. « ©) A~7 GEETEBEZ) 1H 1 mgke (hE) %
6 FERIRIME CAREE Lz, DHRR GBI, AREENICES L, AU A~ (GG
THRZ) IIAF OB ERTHE 30 UL EOBIFZ B\ TR 5 % Bith L7,

*3: 4 WM 1A 708 LT, A1 A 240mg % 2 WREARR, 714827720 800 mg/m¥ B %4
PALI7NAVO1THAENLSHBET SHM) . VA7 T7F 2 80 mgm? &KV A 7LD 1 HEIZE
IRINEE G- LTz, AH AL PRIEE R B ISR ST 2501 AR 2 BN 5 L, 74Tl

B AT T F NIARFNOEER T 236 30 45U ERIRZ B\ TG 2Bt LT,
*4 0 JEEARRICIS T D PD-L1 258 L7 EEMia s 5 28 & & ST,

#£1 AIMEORERE 20211 H 18T —X% v A7)

TPS= 1%*E ] ITT 4£H
NIVO/IPI £ NIVO/Chemo £f Chemo & NIVO/IPI # NIVO/Chemo #f Chemo
(158 #1)) (158 #1)) (157 %) (325 f4) (321 f3) (324 f31))
?j;;f 4.04 6.93 4.44 2.92 5.82 5.59
[2.40, 4.93] [5.68, 8.34] [2.89, 5.82] [2.66,4.17] [5.55,7.00] [4.27,5.88]
[95%CI]
prs Y RK 1.02 0.65 - 1.26 0.81
[95%CI] ™! [0.78,1.34] *2 [0.49,0.86] * [1.04, 1.52] [0.67,0.99] *
p fi" 0.8958 0.0023 0.0355
(AEKIE 0.015) 0.015) - - 0.015) -
(i{al)) ' ' '
T;ﬁf 13.70 15.44 9.07 12.75 13.21 10.71
[11.24, 17.02] [11.93, 19.52] [7.69,9.95] [11.27, 15.47] [11.14, 15.70] [9.40, 11.93]
[95%C1]
os ¥R 0.64 0.54 o 0.78 0.74 -
[95%CI] *! [0.49,0.84] *¢ [0.41,0.71] *7 [0.65,0.95] *8 [0.61,0.90] *
*5
(7215 it 0.0010 <0.0001 - 0.0110 0.0021 o
. (0.014) 0.005 (0.018) (0.009)
(W) (0005

Cl: fEHXM, *1 : TPSZ 1%HEM Tix ECOGPS (0, 1) K UMs#hgas@d (1 LT, 2@l L) ZERIE T & L7z @Al Cox i~
F— RET L, ITTHEMTILECOGPS (0, 1), #BhEasE (1 @ELLT, 2 @S L) KO PD-L1 FEEURIL (TPS= 1%, TPS<1% ik
HIEARE) ZERHIET & LERI Cox I NY— RET /L, %2 0 HEAKMEIKHE L7z 98.5%CI X [0.73,1.43] Thotz, *3: FEK
LT L7z 98.5%CL 1% [0.46,0.92] Th o7z, *4 : HEKEITKIS L7z 98.5%CLix [0.64,1.04] Tho7z, *5: J@5I log-rank f&E
(Cox Hf Ny — RET IV EFEROBRIRT) . *6 : FRMBITIZI T 2 BKEICKIG LTz 98.6%CI 1% [0.46, 0.90] Th-odz, *7:
H AT (2 381 DA B K MBI S L7z 99.5%CT 13 [0.37,0.80] T o 7=, *8: FHEIMRNTICIS T 2 A B KBEITHIE L7z 98.2%CI 1% [0.62,
0.98] Th otz *9: HRENTIZIS T 2 BKEICKHE L7z 99.1%CLI% [0.58,0.96] ThHoiz



3

10 '
09 ﬁ“
0.9 ,\\‘
= 08 = 08 R
[J > \
> s +.
g 07 g 07 NN
= % S o6 % \-‘\1 ‘O/C I
3 06 | NIVO/IPLEE § ‘ 3 ~ NIVO/Chemofif
3 os 3 05 . 9 4
K s 4
204 204 *o —\_’\“'—\‘—-._A_L
3 3 Y A
203 203 4
° ° Pt
& e I
0.2 .y 0.2 < e P
o 1 _ Chemofif = =
. Chemoli oy b e 4 & s e o
0.0 0.0 L
% 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
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 39
o I > - ] E % 41
Number of Subjects at Risk RIERBT T2 LOHM (5) Number of Subjects at Risk REREMFIRLOHE ()
NIVO/IPIE: NIVO/Chemo#
158 136 116 98 89 63 S0 40 31 20 11 9 4 0 158 143 129 105 88 70 S3 36 22 16 4 2 0 0
ChemoE$ Chemo®f
157 135 105 72 52 36 21 12 8 4 2 1 1 0 157 135 105 72 52 3 21 12 8 4 2 1 1 0
v . ¢ =
X3 OS®Kaplan-Meierfii#} (ONO-4538-50/CA2096487X5%)
(TPS= 1% M)
1.0 1.0\*;
0.9 0.9 By
»
5 08 = 08 N
3 s
g 07 2 07
0 0
% 06 2 " 3 06
§ NIVO/IPIE §
3 05 3 05
s s
204 2 04
3 3
£ 03 8 03
3 S
% 02 Cioio
0.1 0.1
0.0 0.0
—— — r o s - - ——rTr—TrTr—rr—Tr—TrTTTr
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 39 42
Number of Subjects atRisk BB T HE0%M () Number of Subjects at Risk  EIFABIT I E0%M (3)
NIVO/IPI2% NIVO/Chemo##
325 274 232 191 166 129 97 77 S5 33 22 12 6 0 321 293 253 203 163 133 92 60 40 26 12 4 1 1 0
ChemoZf Chemo#¥
320 281 229 171 131 93 S6 41 23 9 5 2 1 0 324 281 229 171 131 93 56 41 23 9 S5 2 1 0 0

4 OS®Kaplan-MeierHi#7 (ONO-4538-50/CA2096485%54)

(ITT4MH)



o
e
1

o
=
1

1

Probability of Overall Survival
5
1

0.04

(PD-L1 FEBLR IR D A5 1H)
[E B[R 55 M ARER (ONO-4538-50/CA209648 iAER) ICHLA AN HI-BEDT —4
IZHD & | PD-L1 OFBURIBNIAT 24T > T A ME RRA 7R 2 Gie) M OVZE4

PEOFERIZILTO LB TH-o Tz,

NIVO/IPI } TF NIVO/Chemo (2B LT, PFS KT OS DWW FHIZEBWTH TPS<1%D

FEF M Tl Chemo & bblg U 72 IERAHEIIFED Lo 72 (3% 2, 5),

723, PD-L1 OFRBLRMIZ L BT, KFIOLZ2MET v 7 7 A VITFREETH > 72,

F2 TPS<1%DAENMEDOFER (ONO-4538-50/CA209648 7 5R)

TPS < 1%HE ] *!
NIVO/IPI Bf NIVO/Chemo £f Chemo #%
(164 1) (163 1) (166 %)
?j;;f 2.83 5.55 5.75
1.68, 4.1 4.44,6. ) .
PES [95%CI] [1.68,4.17] [4.44, 6.93] [5.39, 6.97]
NP — Kk 1.45 0.95
[95%CI] *2 [1.13, 1.88] [0.73, 1.24]
Tjﬁf 11.96 11.96 12.16
10.09, 16.03 9.86, 15.54 10.71, 14.00
oS [95%CI] : ’ J [9:86, J [ ’ ]
NP — Kk 0.96 0.98
[95%CI] *2 [0.74, 1.25] [0.76, 1.28]

Cl: XM, *1 : PD-L1 HIERRETH » 7= BE XA S =, *2 : FEBHI Cox

N — FET L

Chemoltf = 777

NIVO/IPIFE

3]

DI Y

0.4

NIVO/Chemo#¥

Probability of Overall Survival
1

0.0

T T
0 3

6 9 12 15 18 21 24 27 30 33 36 39 42

Number of Subjects at Risk MEVE A s 5 MR ()
NIvorriE 164 136 114 91 75 64 45 35 22 13 11 3
ChemoBt 166 145 123 99 79 57 35 29 15 5 3 1

5 0S ? Kaplan-Meier Hifi (ONO-4538-50/CA209648 X5%)

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
Number of Subjects at Risk AR s o ()
2 0 0 NIVO/Chemol¥ 163 150 124 98 75 63 39 24 18 10 8 2 1 1 0
0o 0 0 Chemolf 166 145 123 99 79 57 35 29 15 5§ 3 1 0 0 O

(TPS<1%%#E[H])



[Z4tE]
O [EHEILFEEMFEE (ONO-4538-24/BMS CA2094737 5k )

B EFGIIARAIRE 172/192 B (89.6%) . XFHRHEE 192/194 5l (99.0%) (258D Hiv, iR
BRIE & ORIFBIRNEE T X WA FEHGITIAFIEE 129/192 51 (67.2%) | xtFREE 185/194
B (95.4%) IZFH BTz, WT N DOEETHELFEN 5% EORIERIZER I DL T
HoT,

K3 WINOORETREIEN 5%LL EORIEH (ONO-4538-24/BMS CA209473 #5R)

B (%)

L e YAN'
el o i
192 43 194 {3

(MedDRA/Jver.21.1) 4 Grade Grade 3-4 Grade5 4 Grade Grade 3-4 Grade 5
2RIEA 129 (67.2) 33 (17.2) 0 185 (95.4) 127 (65.5) 2 (1.0)
KGR X OV Mk =

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 iE 3 (1.6) 0 0 97 (50.0) 0 0
—f% - REEER X OGO IREE

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
ER AR R AT

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

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

H i BRE 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

{5 i 4 (2.1) 0 0 16 (8.2) 0

L 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 WBE

FOPR BRFEREAS T 1E 17 (8.9) 0 0 1 (0.5) 0 0
JEYE B X OV A HUE

Pt g 3 (1.6) 1 (0.5) 0 11 (5.7) 6 (3.1) 0
R X ORREE

RARIHER 15 (7.8) 2 (1.0) 0 52 (26.8) 9 (4.6) 0
MRE LY 3 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 R BR R i 0 0 0 20 (10.3) 20 (10.3) 0

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

ESIEiNn 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

I L 3 (1.6) 0 0 14 (7.2) 0 0

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

K= 2 —a F— 0 0 0 21 (10.8) 1 (0.5) 0

7ok, ABIBEZRB W CTHYRIREEREREE 22 61 (11.5%) . BEEUHREARLE/ 2 A4/ 3F—15
B (7.8%) . ATREREFEEE 13 131 (6.8%) . MVEMEMIRAE 12 61 (6.3%) . #PfFEE 8



(42%) . BEORJEIEE 4 ] (2.1%) . BEFFHI0 3 61 (1.6%) . L2 61 (1.0%) |
EREREREE 2 151 (1.0%) . 128 1 651 (0.5%) . KIGZk - /Mdk - EEED T 1451 (0.5%) .
THEEAREEREREE 1 61 (0.5%) MK O infusionreaction 1 il (0.5%) 23§88 Hilvlz, £z, B
FERREESDGE, (DA, Mk, 1 AUBEIRE, T A4, A LPERRAE 2k, RIS HRRERE= . Mk -
Bl ERRimfegEtee, BB MEEE ., mMERE RIEMEE, Mz, PR, 589 FER
K OVLEIEE TR bive o Tz, AREWERFEBLRDUIEE S S (RRIR AR 23
o) ZBUEERETRT,

@ EBILFEE AR (ONO-4538-43/CA209577 #b#k)

B EFHLGIIAFIRE 510/532 6] (95.9%) . 77 L REE 243/260 f1 (93.5%) 1ZFD H i,
TR & ORBEBIR NG E T E WA FHGIIARAIRE 376/532 5] (70.7%) . 77 &R
¥ 119/260 B (45.8%) IZR8DH HNTo, WD ORETRILRD 5% EORITERITE 4
DEELBH THoT,

£4_ DTN ORETHRIED 5% EORITEA (ONO-4538-43/CA209577 i)

p1% (%)

NN |

HoAcaE ﬁﬂﬁ 7?tfﬁ
" 532 {3 260 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 (45.8) 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
FERGF K ORE ALk

% 9 FENE 53 (10.0) 2 (0.4) 0 9 (3.5 0 0
K95 52 (9.8) 4 (0.8) 0 10 (3.8) 1 (0.4) 0
—i% - B EEL LOR5H
NEDIREE

97 90 (16.9) 6 (1.1) 0 29 (11.2) 1 (04) 0
BliiyaPna 28 (5.3) 0 0 4 (1.5) 0 0
R AR AR A

TANRTE BT I b 29 (5.5) 2 (0.4) 0 10 (3.8) 0 0
FURAT =T —BEM
PR A

FOPR IR REA T 50 (9.4) 0 0 4 (1.5) 0 0
FROIR R BE RE T ESE 35 (6.6) 0 0 1 (0.4) 0 0
B R B & OSSRk E

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

7B, AAIFEIZ B THIR R EERE T 89 il (16.7%) . JHHERERETE 49 61 (9.2%) .
PEBETE 35 61 (6.6%) . BEAUAHRARAE 33 B (6.2%) . [IEMENGRZEE 26 1 (4.9%) . Lok
f&E 11 % (2.1%) . infusionreaction 10 1 (1.9%) . EEEDREFEE 8 ] (1.5%) . &
BERERE 7 61 (1.3%) . KRiGZk - /NGB - EEO THT 7 61 (1.3%) . iT% 4 61 (0.8%) .
D2 3 1 (0.6%) | FIFHEREREE 3 1 (0.6%) . 1 AUBEIRIE 1 6 (0.2%) . #fARine
FERRIE 1 B (0.2%) . JEFL 161 (0.2%) KOWER 161 (02%) bz, £z, 5
E MRS, TRRMHERERES ., BUEFR, RS, ik, %, LEREEIEER, bk
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NRAE G JRIFERPS, R, SERERSME ) E, B A i e b &UH%%-%H%* P
Siieo o, ARIWERFESURDUIBIEF R (A RA R o) 2 BERHRR
é"ﬂ?'@‘o

@ [EERLFEEIFEEAER (ONO-4538-50/CA209648 7X5R)

HEFGT NIVO/IPI # 316/322 %1 (98.1%) . NIVO/Chemo #F 308/310 il (99.4%) .
Chemo #£ 301/304 5] (99.0%) 23D HAv, JREIK & ORREBNEE CE W aESE
4313 NIVO/IPI Bf 256/322 #1] (79.5%) . NIVO/Chemo #f 297/310 #1 (95.8%) . Chemo
B 275/304 151 (90.5%) (2RO BT, 7ok, EERAERHGI NIVO/IPI B 214/322 i

(66.5%) . NIVO/Chemo #¥ 180/310 51 (58.1%) . Chemo #f 128/304 %1 (42.1%) (ZF8
i,

W DOFETIBLED 5%LL EORIERIZER S LB ThHhoTo,

FZ5 WITNOORECTRBIED 5%LL EORITEA (ONO-4538-50/CA209648 #5k)

B (%)

%’%Zﬂ ok NIVO/IPIRE NIVO/Chemo# Chemo#f

(ﬁe JDRA/Jver. 23.1) 32245 3104 304451

“4Grade  Grade 3-4 Grade 5 “Grade  Grade 3-4 Grade 5 4Grade  Grade 3-4 Grade 5

2FIVER 256 (79.5) 102 (31.7) 2 (0.6) 297 (95.8) 147 (47.4) 1 (0.3) 275 (90.5) 108 (35.5) 3 (1.0)
Mg LY > REE

i 12 37) 2 (0.6 0 93 (30.0) 30 (9.7) 0 67 (22.0) 17 (5.6) 0

L AR 0 0 0 29 (9.4) 8 (2.6) 0 20 (6.6) 7 (23) 0
PR G WA o

FROPR IR HE TUHEAE 20 (6.2) 2 (0.6) 0 7 (2.3) 0 0 0 0 0

FR IR RE A T E 43 (13.4) 0 0 18 (5.8) 0 0 0 0
B ki

{5 RS 7 (2.2) 1 (0.3) 0 59 (19.00 2 (0.6) 0 66 (21.7) 1 (0.3) 0

T 32 (9.9) 2 (0.6) 0 60 (19.4) 3 (1.0) 0 46 (15.1) 6 (2.0) 0

BN 26 (8.1) 1 (0.3) 0 182 (58.7) 11 (3.5) 0 158 (52.0) 8 (2.6) 0

AaN% 14 (4.3) 0 0 98 (31.6) 20 (6.5) 0 71 (23.4) 5 (1.6) 0

g 18 (5.6) 4 (1.2) 0 56 (18.1) 7 (2.3) 0 49 (16.1) 9 (3.0) 0
—f% - EHREER X OGO REE

79 7 (2.2) 1 (0.3) 0 20 (6.5) 2 (0.6) 0 17 (5.6) 2 (0.7) 0

5 29 (9.00 4 (1.2) 0 61 (19.7) 7 (2.3) 0 50 (16.4) 11 (3.6) 0

(=9 12 3.7) 0 0 50 (16.1) 1 (0.3) 0 45 (14.8) 0 0

LI 285 4 (1.2) 0 0 33 (10.6) 8 (2.6) 0 26 (8.6) 4 (1.3) 0

AP 0 0 0 17 (5.5) 0 0 12 (3.9 0 0

FEER 26 (8.1) 1 (0.3) 0 8 (2.6) 0 0 10 (3.3) 0 0
TR r

Z;i;i;ﬁ{%f/ 25 (7.8) 7 (2.2) 0 18 (58) 2 (0.6) 0 8 (2.6) 0 0

TANRGRUERT I

7oA77 —¥H 29 (9.00 4 (1.2) 0 16 (52) 2 (0.6) 0 6 (2.0) 1 (0.3) 0

Jn

M7 v F = 5 (1.6) 0 0 39 (12.6) 1 (0.3) 0 32 (10.5) 1 (0.3) 0

E;i;g;/ 79 0 0 0 19 (6.1) 0 0 9 (3.0) 1 (03) 0

T R ER SR 2 (0.6) 0 0 65 (21.0) 25 (8.1) 0 52 (17.1) 24 (7.9) 0

M/ NRE R 6 (1.9) 0 0 36 (11.6) 3 (1.0) 0 32 (10.5) 5 (1.6) 0

F i Bk A 3 (0.9) 0 0 43 (13.9) 11 (3.5 0 28 (9.2) 6 (2.0) 0
R L O s

KF ~ U U AlfE 9 (2.8) 8 (2.5) 0 29 (94) 17 (5.5) 0 19 (6.3) 9 (3.0 0
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Bi% (%)

%giz;ﬁ A NIVO/IPIFE NIVO/Chemof Chemotf
(M;;DR Alfver. 23.1) 322051 31041 3044
“4Grade  Grade 3-4 Grade 5 4Grade  Grade 3-4 Grade 5 “Grade  Grade 3-4 Grade 5
AHIEER 19 (5.9) 5 (1.6) 0 132 (42.6) 13 (4.2) 0 130 (42.8) 9 (3.0) 0
R S R
R4 4 (1.2) 0 0 19 (6.1) 0 0 17 (5.6) 0 0
K= 2 —nm XF— 1 (0.3) 0 0 20 (6.5) 2 (0.6) 0 15 (4.9) 1 (0.3) 0
jfﬁ'v‘%%:lﬂm\ 1 (03) 0 0 26 (84) 1 (03) 0 16 (53) 1 (03) 0
Bk L IR REE
BB e 1 (0.3) 0 0 9 (2.9) 0 0 17 (5.6) 0 0
MR, EREs L OMERRE
Leo< Y 2 (0.6) 0 0 42 (13.5) 0 0 53 (17.4) 0 0
Jitifi 2% 20 (6.2) 7 (2.2) 0 15 (4.8) 1 (0.3) 0 0 0 0
FERG 3 & OV T Rk S
Jit S 2 (0.6) 0 0 31 (10.0) 0 0 32 (10.5) 0 0
Z 9 FENE 43 (13.4) 3 (0.9 0 23 (7.4) 0 0 2 (0.7) 0 0
FIB 55 (17.) 7 (2.2) 0 24 (7.7) 1 (0.3) 0 5 (1.6) 0 0

7235 NIVO/IPI BEIZ 35\ T HUIR I REREE 70 41 (21.7%) | IFRERERE S 42 51 (13.0%) |
PR AR 26 Bl (8.1%) | ARAUFIALARIE, I A/ xF—23 il (7.1%) . T E{LHERER
216 (6.5%) . BIEHEREREE 17 5] (5.3%) . FREEFEE 16 4] (5.0%) . TEEDKE
P 14 61 (4.3%) . KEGK - /N2 - EEO TH#1 10 1 (3.1%) . infusion reaction 9 {3
(2.8%) . BHgREREE 8 B (2.5%) . FF& 6 B (1.9%) | LEkEE 6 6] (1.9%) . 175
PERIE 4 61 (1.2%) . BER 461 (1.2%) . Bk 261 (0.6%) . Lffsk 2 6l (0.6%) . J&
L2461 (0.6%) . SE MK 1B (0.3%) . BALIEAEE R 161 (0.3%) . JESHIm 1 41
(0.3%) . EERMEEE 161 (03%) . FRIRMARZERIE 1 6] (0.3%) KUK - BEE
R 1B (03%) BRD BN, £io, EEMEE, BUEFZE, A2, mERERER
B RS OURIFEREE 1378 8 B 7 o 7o, NIVO/Chemo FEIZ 38U N THERCT AlARIE, <
A 3F—093 i (30.0%) . FhREREE 83 i (26.8%) . EHEAEREE 74 B (23.9%) . AFH%
HEREE 32 1] (10.3%) . HUIRAREREREEE 30 6] (9.7%) . MIEMEAEA 18 41 (5.8%) .
KIGH - NG - BEEED T 8 il (2.6%) | EIIFEFHEREMRETE 6 5l (1.9%) . infusion reaction
6 B (1.9%) . HEERMIERED S Bl (1.6%) . LIEFEE 461 (1.3%) | FFRiEZERE
361 (1.0%) . FEARHEREE 2 6] (0.6%) . 1 AR 2 61 (0.6%) . 5 IMEK 2
B (0.6%) . BHEEOREREE 161 (0.3%) KOS 1 6] (03%) 2RO bz, £7o.
FIEAMSEE, O, Bk, BUERFR, FARA, TR, BbMIRE . INK - BRI,
MEREAFEWERE, M. BEA . IRIFERSE K OMEE M G0 b o 7o, REIERZE
BURDLIIEE S S (BRMAEERT 2 51) 2B OEHERE =T,
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(it - HE]
AFNOREMARYEEET LV EZFHA L2V I 2b—2 3 2k, AH 480 mg % 4
R TG L BEOARF O ME T RENSKREF SNz, ZOREER, AK) 480 mg % 4
IR TG LI BRo @ FREBIZI T 2 F MG HIRE (CAT. TCugs) EVV9, )
%, ARAI 240 mg % 2 FFRIFE TG LIEBED Caes EFEEIT 2 & THIESNT (TFR) .
F 72, AFKI480 mg & 4 HFMIE TG LB EFIRBICE T 5 Km g hEE (Lo
Ty [Cmaxss) EWVV9, ) 1E, AAI240mg % 2 HF MG TG L72BED Craxss & L
TEEZRTETHENAZEDOD, BARNEFIZBW TEAEEDHER STV D Bk -
M (10 mg/kg % 2 MMM THR L) TARAIZEEG LTZERD Caxs & L TR A2 7R
FTETHENT (FHR) . M2 T, BEOBEIZBIT 5T —XIHE3%, K43 mgkg
(KHE) £721%240mg % 2 HFERIFE, & L <IEARH 480 mg 4 4 MMM TG L 7B
DAF DOk & & AN UL M & OB Z a2 BEESUGT T VDR S L, Y
FEEICOW TR TR, ERRo Ak - AEOB TAERME KR O eI BT
ARV E TSN, $o, REBEEFICBIT 5T — XIS EIHE LIIBREX
JISET VAR LT, A4 3 mgke 2 HEMMRBTERS) | 240 mg (2 @ RHIHE T 5)
XX 360mg G HEMMETERY) &) A~T (BEEFHEEZ) 1mgke (6 HREFIRE
THRE) 0P LIZBROANME R VL2 e LR, Eito Mk - HEoRTfh
VE R O VRIS e 22 BT 7 & PRIS Tz, S 6, KAl 240 mg (2 @ RHIFET
B 5) XL 480 mg (4 MR THRE) SALFPEEE O LIZBEOANE R OV etE%
FES L7k R, ERC o HE - JHEOM TH MMM O I R 2 RIT R0 & THIS
iz,
£6 AHOEMBE ST A —X

M - Crmax Chnind28 Caved2s Crnax.ss Cinss Cavg,ss
(ug/mL) (ug/mL) (ug/mL) (ug/mL) (ng/mL) (ug/mL)
3 meke Q2W (35-521 .760-8) <16-§?§0-3) (21.321 ?(1)3.9) (75.1){3171) (27.612,'107) (42.717,'?27)
240 mg Q2W (51.712,'103) (23.33?.539.0) (302&?.670.9) (10;,5254) (41 .857,.%1358) (62.11(,)91 87)
480 mg Q4w (10;?207) (15.25?27.4) (37.?)3,.;)4.8) (14§,1 g36) (27.751,?37) (62.11(,)91 87)
10 melke QW (14é,9;22) (86.959,.?32) (101,1 ?48) (323,9;5) (18421,1 Z3‘03) (232,7277)

HFRAE (5%A%, 95%5) . Q2W : 2 EMMIFE, Q4W : 4 EMIHING. Cmax @ PIEHE 514 O Fe e L7 R EE
Cuminazs : FIIEIHR 5% 28 B BIZH1T 2 B MRMIE TR, Cavears : HIIEHR G- 28 B B T OFEf i i

FE. Crmaxss 1 EFIREEICIS U 2 B Mg IS . Crinss ¢ EHREEIZIVT D IR IS PHEEE, Covess 1 EHR
BEIT IS 1T 2 -2 AL 97 e
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4. FisglZOWT

AFN OB G- W) 72 BE &2 - FrE L. AFoF 512 i@E%QEW%%%ﬁLk
BRICKHET 2 Z ERMER D, LFOO~Q@DFT X T &= T sicB W THEHAT
RXTH5DH,

O {4 1ANE

D1 Fio (1) ~ (5) OWTHNITEYT DM THDH Z &,

(1) BEATBREDEET D03 V2 REEEILSIRPE S (BRIE IR S A2 BN RpB
H 23 A RS FEE LS RRE, HUEY AR HRIRBE 7R &)

(2) FrERERERRT

(3) HARENTERENFDGE T D S VB ROEEERRT (D3 A2 HER EIRPT, 23 A2
W IEBE, D3 AR EEHERE T e &)

(4) ARACFIRIEE 2R E L, ASRIEG LA RIEZRE 1| SUISSRIER bR s
Bl 2 ORiEg EAEITAR D | H 21T > T D itk

(5) PUEMEREE AL & BN R O s FAEI AR D Jm H 21T - T D fisk

D2 RO (CFHU L ORI B DX 5 700k L R 2 B R (T
DOTNDICHELT B EEH) 75, SEBHBOARAN BT 2RO RS & L CRES
RTVWBC L,

#

o [ERIRFFISR 2 FOMWHEZE T L72iRIC 5 FLLEO D ATBIRDERIRIHE 2
ToTWHZ &, 52b, 28U LI WARYREL L LEERRIESZOIHME %2
ToTWHZ &,

o [ERIRFFEASE 2 FEOWBIHHEZET LI2&IZ. Wbase OB ASMREZ ST 5
FELU LD LEIIB FOERZIT o TN D Z L,

o [ERNEFFEUSH% 2 FOYHIHEZIE T L7-&IC 4 FLLEDORKREREZAG LT\ 5D
Z &, OB 3FELLEIE., EIbESE O D A SRYERTE & G e iE b g T OB IRAHE &
IToTCWVWBHZ L,

@ BEN ORI TEREBROEENZ DN T
PSR IE B BT 2 B EE DR E S, BRI D OFHRAE D, Aot - %
e %%%hﬁ®£@&@i% 2T D IR L, B EFEFRPBAE LG H OWE
EH, SEDNESHIATONDIEHINE S TND Z &,

© Al ﬁfﬁﬁf\@iﬂm:ob\‘(

@-1 fEme Al B9 % 2
ﬁeﬁ%ffiﬂmﬁ% FORBRENWEMNIAE LB, 24 FFRIFZEIKHIO T, Hi%iax X
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IEHERI R I BT, B L-AIERIZS U TARBREFE L O CT 0 ITER ORI &4
FERRAEOREEN Y HRIZEON, EHIZHIGEERERNES> WD Z &,

@-2 ERMEFEFIC XL 20 FEFRIICCBE T 2 B

N ARSI 2 B 2 Jngh K O e 2 BT 2 BRI FENEIERHT =21V v 7
EHEOIERDOAT ) —= T EHATOEIRE & FlZ G TE 5 F— AERIKH 23
S TnWbZ L, 2B, BiEHIcOWT, RABRE EZOFBEICHTITAMmENT
WhHZ L,

@-3 BERORBWLRIRIZBEI L T

RIVEA (MEMEMEEIZIN 2 EEAGEDAE, Odk. Tk, BT RARE., KIBK.
N, BEEO TR, 1 ABERA, BUERZR. IFAE, IFEReREE . Tk, s
K. HARMPRRERE S . TEMAEERBRE, Mk, BEE, BIRREE. MRk, EEDK
JEREE . HARMARIEIRAE, infusion reaction, HFEZR MRS, MERERIEGERE, 5%,
e . L D% ROR, WIEIREME, OlEREE (OEHMED - IRIK - =AM ) |
REFEREE . IS ML, L) 1Sk LT, MikhEak U R O H P2 A 5
R & HEEE L (BHWERA ORI L THREM O EEZ TN 56McH D =
E) . EBICET) R ALED TE HIEH RS> TWNWDE Z &,
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5. BEXG LR DEE
[B2h I BE 3 % 1]
O TROBEIZBONTAROEMENHFES N TN D,
o T ofbE D IV URPEMEES N O T T A & G e O L FRIE IR
5 SR OIRIEYIBRARE 2R HES T AT R OB B E  ORAIHM 5.
o INAMEEIEHRREIEIC LD pCR 233D B T il Ot B (RHA
B 5.)
o ALFEIERIGE ORIGUIBRAGE /R HELT - B OREE BE (NIVO/IPI 53
NIVO/Chemo #%5-)

@ [EBIFEH IR (ONO-4538-50/CA209648785R) (2T, R E Sh - (b5
7% (Chemo) Bl & bbiiz LT, NIVO/IPIEE G- X IENIVO/Chemof% 5- D H NMED /R 4
TUW5, 7272 L, NIVO/IPI# 5 SUEINIVO/Chemo & 5- DWW HUIZ BV T b | AL E
B & i L CHERAEFRORHARNE L RHERARD LN (plISZH) | F
7-PD-L1ZEBLRIL (TPS) (2X 0, ARMWENRRDMEAIRIBEIN TS Z & (po~
8 M) M5, PD-LIRBK LER L- ECARIR GO EOHW+5 2 L nEE L
WV, PD-LIZEBLEN %AW (TPS<1%) ThHoH I &PHERINTZBEZIZE VT,

AFIUS OIEFEIRE ©HZ T D,
*AFIOBWEE L LC, W54 : PD-L1 IHC 28-8 pharmDX % 21| 2&GB STV 5,

@ TFRLCEEM T D RBFIITRIT D ARFN OB G K O FIEIZ DV TUE, AR ORZh D

MLENTE LT, AROBEGXG L2720,

o WIREEZT TR WIRIRBIBRANBE 22 HEAT SUL F 8 D BB 1T kb3 2 AKI L
M-

o fiTRIMHBIEIE L LTS

o ITHIHBNEIEIZL Y pCR 3FR® BV BRE KT DINGRMBIRIE L LTk
5.

o IFBMIBIEE L L COMOPUEMEERA & OGRS

[zl BE 3 % $H]

O TRICEY T HIRFICOWVWTIARIORENED L SNTWD Z b, &5 %21T
YA AN
o ARFIDEATIT 3 LIEBUE DBEEIE D & 5 B

@ RERTOFHMIZIB VT PRI S T 2 BEIZ OV TE ARG ITHELE S uZe
D, MOTEFRFE N e WIGEICRY | HEICAREZER T2 L 2BETE 5,
o MEMMEEREOAIFXIIMEDOH 5 BE
o @R AR A CHIE R 258D D B K ONE B M 0 HUR Bt 2 <o G ME fiti 2%
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FE DM RIEMEZA LD A B 5 B

o HOREREROAOE XHEHERE L < IXERM%EO B R B OB ERE D
b5 BE

o JEsBRE (&M@ HEL ST Ob b EE

o BB I EEE T HRE

e ECOG Performance Status 3-4 "V D &

GED  ECOG & Performance Status (PS)

Score | EFE

0 | &<MERIEFE TS5, Bl &lFE U HEAERNHRZR AT D,

PRREIZI LUEBNTHIIR S 225, BTAIRE T, BAIEESEE > TOMERITITO LN TE D,
RS N S

BATARECTH A O OEIY O Z LT F N THEEZSERTTE 2V, HHPD 50%Lh Eid~y R Tl 25

ROENTHOSOHOEY OZ L LnTERY, BFO 50%LL L&~y R+ TilaZd,

AW

ELENT RV, BAOHFOEY O Z L34 TERY, BEICy R+ T4,

17




6. WHICERL THET NS HH
O W CEFINA, BOERTEEE DM D BB (25D & AHI O K K OVl I
B

@

®

D=

TR A T CEE L T BT 2 &

TRIRBARICIENI D . BB UEE OFBEICH MR ERRMEZ i L, FEZ215
ThofET5HZ L,

{LFIFRIEARTG IR OIRIGUIBRANGE 2T - R ORIV TIL, PD-L1 BHE G
el L7 ECARA Z SO RIEO /& 22 2 L E LS, PD-L1 FEL
BRFERTERWIGAIZIE, AR Z2E0OPRFREOBE S 2@ U HlEr Lz Ecihb
THZ L,

FREIERHO~RT A MZONT

MEMEMEERD LOND ZENRHDHDT, AFOEGIZH - Tk, BIKE
R (PRI IR, ik, REENE) ORER &L O X i dE o FEhn s, Bl5x +57
179 2 &, Fo, BEIZSUTHEE CT, MG~ —F —E0ORA&EL EfMT 5
Z &,

AFN DO EILEE D infusion reaction (22 TEARFIZ 72 %D TE 5 UE
%477 L ChMT 5 2 &, £72.2 [ B BB O ARFHI % 5-FFIZ infusion reaction
NHLOLNDZ LB HDHDT, KAE M OARAFE G TERIT AL Z YA
CERET 5%, BEOWREBEL IR T 52 L, 723, infusionreaction &
FHLLI2GE 121, B TOMEE R OYERA ERICEE T 5 ThREZ +oilg
T5Z &,

FORIRBERERR S . T HEMAEREREE R ORIBFEERH 5oL d 2 &03H 5D T,
ARFN DF5-BRAART M O G-I TR e RO Ny B RERR & (TSH., 1 T3,
FERE T4, ACTH, M=oY —VEORIE) #FEhEd 52 &,
AFNOEGAIZ X0 | WEOREFOSTENT 5 & & 2 B D ER & IR REIHEE
DHLOLNDZERNDHD, BENROOLNTGAEITIE, BELLZELIIS U
B R 72 ek & R 2 Re o Al & i U Cl bl A BRI W 21TV B o
FOGIT X 2 BWER 2 g0 2551213, ARFIORFES TR 1L K OEIE BB 7R
NECHOBRGELBET DI L, 2B, BBRERLVEOREIZLYETE
R OYGEERFRD LR WIGEITIL, B BB AR VE - LUSO gz fill o8 0
HEET D,

B TR, BOAM N OH I ARE L CHORIERREBLT A2 Z XD 5720,
AFNOEERETZRIC S EIER OB 2B T 5,

1 RUBEIRIP (BE | BUBEIR I 2 5 de) b bbb, BERWEES 87 R—U &
IZEDZENBHDLDT, Ae, Hl, MEEEOFEROFBRLMEE O &2+
SEETDHZ L, 1 BEREN DN S EICIEEGERIEL, AR
FOFGEDHME) R EZITH Z &,

BIERTIE, P4, ITHEREREE . TR, B{ELMEEE RPN HHbND Z & ndH D
DT, EHWIIITEEERE LTV, BEOREEZ H3ICBET 52 &,
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® ARIAGCIFRABE/EAT - R ORIEREBE ITHE AT 5B, AFIORRRERIZHB W
T, H&GEG 1VFERIZ 6 BRI &, ZALIFRIE 12 BHE Z &AM %
ITo TN Z EESEIC, RFEGRIXEMIICEGMRE CHROHEREZITH Z &,

® ‘IEEICBIT AMBRMEE L UTHERT 2T, ARIOBRKRRBRICBW T, #
HBAMED G 2 FRIZ 12 B Z & ZRLRERIL 6~12 7 A Z & IS MEDORHN %
IToTWZ & EBEBIZ, REBGHIXEINICEBRE COHROMREITS 2 &,
7ol WtRAIBEIE E LCTHERT 25461213, ARG 12 ZAME L
THZ L,
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2% 10

e  HHEE T A KT A
=A< (Bis T Z)

(BR7e4h - A7V — R AdEE 20 mg, 47 2 — AR A EHE 100 mg, 4 7Y
— RS 120 mg, A 7Y — R AL FRE 240mg)

~ S AR ~

SM3F12 A (HFf44E5 AUET)
JE A S A



Sk w b=

H X

X HIC

AR ORR, 1ERIER
i R
el ANE
BehGxtg &g DA

BEICER L CTRET & HIH

P2
P3
P4
P7
P9
P10



1 IL®IC

EISDOEIE « REVEORMRDT=DIIE, IR SIEFEEICESWIZE#IEZRE RO S
D, I b, EFEORFHMOMEANT LV | FUREILS 72 & O R0 2208 BLVE B 2= 38 5
PKRINLTT, 2 DERMEZFICHEREFRITRIET 2 Z L BB OREL 78> T
BY ., REMBGER & GFEORATE 2016 (ERL 28 4F 6 H 2 AMESAE) 2B\ TH, #
FREIRGEOMEHOREHELZXRD Z L3 TnD

FOHE AP R T, REEASCR MY 1 7 7 A LV DBEFO RS & DM e 5
Wb D, Zokd, AR OZEWIIET HIERNH0EET 5 E TOM, HiLEK
D BEEZRS 5 2 EBWIRESN D BEICH LT & & bic, BITERBREBLL T
BB hIG 2 & D 2 E N ATRER — T E DB A /- T IEREEA TN 2 Z L NEETH
Do

L2 T, KIHA RTA4 - Tld, BBEESLZNE TIZE LN TV D EFHER - By
LN D & | LUN BRI o S 7o i 2 HEE 3~ 2 BLA 0 DB e BE . B 2 07 RO
BHEEHEZ T,

BB, RIA RTA 0%, MSIATEIE N EIR M ER R SR AR B AR
FES P, — A EE A B AR R NRHE S K Ot EEE N A AR RS OW 10 b L E
A L7z,

XG L 2 HIEE S« ATV — R 20mg, A7 Y — R EE 100mg, A7 Y —R
RIEERE 120 mg, A7V — AR s EHE 240 mg (—ix% - =R~ 7
(GEfm I z) )
REERDPRETDR « I
RELRAMEROME : @, A=A L~T EETHMZ) L LT, 1E240mg % 2
A IR S 1 (7] 480 mg % 4 [ REIBE C A sET 5,
B ik FE ¥ NBPER TR




2 KAIOR. TEHAE

F 7V — R R 20 mg, RS ERE 100 mg. [RLAGR EHE 120 mg & OV R §HE 240 mg
(=4 =R ~7 (BIzF##z)  BUF. TRAL SWv o, ) 13 NEPEEG TERAS
fheAX VY 7 2% BT VARV e~ —X 2747 (BMS) 1) 23BA% L7t k PD-
1 (Programmed cell death-1) (Zxf34 2t hillgG4 €/ 7 v —FLFURTH 5,

PD-1 (%, V&ML L72Y v 3Bk (T Mifd, B ek O F 2 0% 7 —T fifd) KOVE#EHR
AR HEBLT 5 CD28 7 7 X U — (T MR OIGHEL 2 #iBAIZ 1E & AICHIET 29018 |
BT 2%/ TH 5, PD-1 IZFUFRIRMIGICHELST 5 PD-1 U 7 K (PD-L1 & T PD-L2)
EREA LU O SERICHIRINE S 7T A ARE LTV S EROIEME LR EE 2 BICHRET L TV B,
PD-1 U 7> RIIHURR M LIAMC b F Okk & Z2IEEHARRIC B L Tl v | B R AR
23S HIER U7 JESHERR (35 1T 2 PD-L1 DFE 8L & it 0 A I & DRI A DFHBIRIR D & 5
ZEMHE STV D (Cancer 2010; 116: 1757-66) , F 7=, EERAHEES TR T
MR EAT DA v F—T7xaH o~ (IFN-y) 2L > TPD-L1 ORENFEI L, I L
T EIGHARRIC 31T D PD-L1 DOFEHL & it O A7 & ORITIEDOFBERR & 5 & Ot b
&% (SciTranslMed2012;4:127-37) . & 512, PD-L1 Z5ffilFE Bl S E7o 23 AMlaid, Huliks
L) CD8 itk T MR O MRS =5 M - )58 < & 5 23, $t PD-L1 $iL{&T PD-1 & PD-L1 & D
A EIAET 5 &2 OMEEEENEE T 2 L08R INTWD, %D &5 PD-1/PD-
1 U REEEIE, 2 AR S ORGS0 720 T MR D OB 2 [alfEd 2P D —> & L
TEZLNTND,

AHANL, BB OKE R 5 PD-1 Ofifast ik (PD-1 Y > FRFEE) (/& L. PD-
1 & PD-1 UH Y REDHEGZEIAEFETHZ LICL 0, BAPURFERNZ T MIROIEHAL K O
ARG 2 MRS IR VE 2 R 5 2 & TR AR PUIRE R A2 R T 2 L SR S T
W5,

INHOED G AFNTEMEE 0 287 IR IRIC /e 0155 b o L IFFE L, IR
TR A%t g & LB RR B A i L, AohtE, Btk ORRENHR ST,

ARFNOVERBRFAICEED DRSS KD BIWERER S S b, HEXIILTICED
AIREMEDR & D, AFIOFEH KO GHZIZIT, BEOBEL 0T, BEFIBD LN
AR, FEBL Lo RIS U R R 70 0k & BBk 2 R D AN & HE L Cib) 22 82 1
ATV WEDOGRIESIGIZ K DEWERR DI D5 EI R AV RO B
YR UE 24T O MENR D D,



3 [RERARE
JER A B 0D KGRI L BT 24T o 7= 3 72 B PR 3R O B & 1 3,

[H2hE]

[ENES DR (NM-K2002 #R5R)

FRAPREERET  (BEEORIE - IS I RS W THER S LA IRIRIED & 5 B2 13K
LI A7) 56 il A& XTSI, ARAI 240mg Z 2 B F R CRTEHE Lc, EEFIEE Th 51k
FLRIERED B DB (45 B1]) OFEZhHE (RECIST H4 K74 > L1 HUIZE S Pl Eic X 5
CR XX PR) 1£22.2% (95%[EHEX] : 11.2~37.1%) Th-o7l=, 7B, FANIRTE L-BE
13 5.0%TH o7,

Flo ALFEREREO W EE (11 8)) ORDFRIT. 182% (95%IEHIXH : 2.3~51.8%) T
HoT,

1 EEAEBERTH D Z LM RMRE TR S, 2 OMIEEEAE CT. FDG-PET. L FEBH(LE

RS A S OGRS L OIS U= BR324 (FLIREL. B AR WIRERE CHRR) 12
L0, POREHEBREREEN L LT L EREASEE SR o - ER MM (R RN,
PEY L IER OWIEIEER ) B, Al (LFEREREOH I b L TRG L S,

#2 0 FROWT NN T 5B,

IS NN i Wk s ) ey

- MEBHERE (MA) OHEHT D LMOBERS

S IR INOER s WY TR e ey

- BB L EIER OB E T DR R R

o SRR 55 S AR PN 45 AR D M % A S % B

BB O EERE OZ A L, MIE LIS ORI RS REUR (PSA) 2@ 45 BikEs



[Z24tE]
[EIPNEE OAHRBR (NM-K2002 7R5R)
AEFEGIL 53/56 B (94.6%) IZRBD Hiv, KRAIE ORREARNGE TERVAEEHERIT
35/56 5l (62.5%) Z#BD BTz, FBLEN 5% EORWERIZT TEDO LB Tholz,
# 2 FHEN 5% EORIER (NM-K2002 3888) (% VEMYT <t G4 )

L eI | B (%)
FRGE 56 15
(MedDRA/J ver.22.1) 4 Grade  Grade 3-4 Grade 5

2EIEH 35(62.5)  11(19.6) 0
Mg LY R REE

U HR BRI E 3(5.4) 2 (3.6) 0
R A

FRR IR RE T NE 3(5.4) 0 0

R IR RE AR TE 9 (16.1) 0 0
B lEE

T 5(8.9) 0 0
R AR AR A

TI=VT I N UAT =T —BE 3(5.4) 0 0

TANRTGEUEBT I ) NG RT =T —EHN 4(7.1) 0 0
Mg, MOEnds X OMiEfmpEE

fiifigi e 3(5.4) 0 0
FERE ¥ J OV TRk R

% O PEIE 6 (10.7) 0 0

9B 9 (16.1) 0 0

RN SN A 3(5.4) 0 0

72k, FRIREERERETE 9 6 (16.1%) | ITFRERERETE 5 651 (8.9%) . FVEMEMGEEAE 3 41 (5.4%) |
RERR AR < A3 F—3 il (5.4%) | EHEREMEE 3 B (5.4%) | B O R MR 2 4] (3.6%) |
PR 2 45 (3.6%) . infusion reaction 1% (1.8%) . AFA4 141 (1.8%) KUKIEGHK - /I
fas « BEDO TR B (1.8%) MR bz, £z, HEMBE/IE, LK. FHik. 1 TR
. BUENTZ, AT, B EMERRE 78, T ERARERET . RITPRREREE . M - ilst, ki
FRIEARE, BB RMEREE . MERERAEMRE, ftZ, R, SEIRRK, OIEPEE, HRIFEK
B, RS X OYEFLITRRD S e h o 7o, ARIWEAFEBURILIBDE RS (BRI AR
wEile) HETDEREREZ TR,

S

&



1% - ]

AHNOREMEYEREET LV EZFHA LT I 2 b— 3 2 K0 A 480 mg % 4 3 [
bR TG UIBEAGR O ik - A ES TR G LCBEOARF O MG R E S RE S v, £ ofs
ROAF 480 mg % 4 3 IR TG L2 BROEHFARIRIZ I 1T 2 P MIE iR (BLF . [ Cavgss
EVVD, ) IE, AAI 240 mg & 2 WG THREG LIZBRD Coge EHBT D EFHISHEZ (F
) o Fio, KAl 480mg & 4 HEHIRE TG L7ZBRO & & IREEIZ T 2 fem g i (U
T [Cmaxss] EVV90 ) 1E, K240 mg % 2 HFMR TG L7ZEED Craxss & L TR
BaERTETFRHENTZLOD, BANBFICBW TARENHRINLTHDLHE - A&

(10 mg/kg % 2 WMEHIME TR L) TAAZEKG LTZERD Craxss & ol L TR A2 779 & T
Sz (THR) . MAT, EHEOBEEICK T L7 —21ES& A4 3 mgkg (KEH)
240 mg % 2 MR, & L <IEAH 480 mg % 4 BHERIFE TG LIcBEOARA| O E L A
BME ST M & OB A BT D MBEESOGE T L AER S 41, HRZBEIC OV THRET DM T
iR, FRoME - BEOM CTHIMR V2BV ZRIT 2 e TllS T,

#3 AFNOKMERENT A -4

. Cmax Cmind28 Cavgd28 Cmax,ss Cmin,ss Cavg,ss
ik - &
(ug/mL) (ug/mL) (ug/mL) (ug/mL) (ug/mL) (ug/mL)
51.6 272 31.0 113 62.1 77.6
3 mg/kg Q2W
(35.2,70.8) | (16.5,40.3) | (21.2,43.9) | (75.0,171) | (27.1,107) | (42.1,127)
72.7 383 43.7 159 87.8 109
240 mg Q2W
(51.1,103) | (23.3,59.0) | (30.8,60.9) | (102,254) (41.5,158) | (62.1,187)
145 29.7 53.0 216 713 109
480 mg Q4W
(102,207) | (15.5,47.4) | (37.0,74.8) | (145,336) (27.5,137) | (62.1,187)
193 99.6 116 396 214 275
10 mg/kg Q2W
(146,222) (86.5,132) (101, 148) (329, 525) (184,303) (236,377)

HRAE (5%05, 95%5)  Q2W : 2 JEI G, Q4W : 4 JEIRIFGE. Cumax : HIIEIHE 5-1% O f i MLIE PHEEE . Cominaas :
W54 28 A BIZH T 2 BARMETHRE, Caveas : PIEHR 5% 28 H B £ TOFHMIFENIRE, Cuaxss 1 iE
FARBEIZ R B I MIE HIREE . Coinss 1 EFIREBIZIS T 2 BAKIMIE FHEEE | Cavess : EFIREBITIS T 2 FH
TR



E%m)X7ﬁﬁ%¥(MH)zﬁd% ARFN D 155 3 i 22 A M BEARTE B~ 0D 1oh 77 AR

N Lk T - T, AR OG- NEE e BE Z2W - FFE L., AAIOFKEIZLY HE
RIER 2881 L 12BRICxHE T 25 2 E N BERT2D . LT OO~@D T Z i 72 3l
RICBWTHEHT & TH D,

O Mgz oW T
O-1 Freo (1) ~ (5) OWTFNNICEN T DR THHIL,
(1) JEATBRE AR ET 2 23 VOB RET IR AU ILS
JFEbE, HUE AR FHOEEEILAF L, ks A BRI RE T &)
(2) FrErEREHT
(3) ABERFNFNIEE T D03 VBIFEEERRT (3 ARSI HEHR BT, 2 A2
Bt 1. 03 A HEE R 7 &)
(4) IRACFHIEE A GRE L, SRS LA 1| XUISORESG bR 152
BB 2 Ot FEEITAR D i 21T > T 2 fiiak
(5) UM A L5 BRI DS e FEEI AR 2 i 21T - T 2 filiak

O-2 R AHEOZW KO (2% B ARBRIEEFSm. RIS A AT A
RZA > BETH 2 R 2018.) Z 30 L. AL5ARTE M OVEINE I 8 BN O i 2+
Gy TR Gk & AR A RO ERT (TROWTNNIEEYS T 2 ER) 23, YR
DAFNCEET HIREOFLE L LTRBEISNTND Z &,

o [EREFEEE 2 EOPIHIHEZIE T L2 5 FELL EDO DR ATER O BREHE 21T
STWBHZ &, 9B, 24N EiT, BARMEERZ £ L LI-RRIEREZOWHE 21T -
TWAZ L,

o [EEGRFFEUGH% 2 FEOPMHEZE T L7122 4 FFUL EORRRRBRAHF LT\ D 2
Lo OB 3EL EIE, AR KT D 0N A SRR L 2 & o S ATRTR O IR IRIHE
BITHoTNWBI L,

@ BN OESE R REEORHIZ OV T

PR L I W BT 2 YRR DL E Sy, BUEARZED O OFHRE 0 ARE - L4
PESESREHE R O B OERTAE (69 D iae . AHFFRNREAE LIZHE OWIE#
B, FRERNATON DK > T D Z &,




@ BIER~DHIRITHONT
@-1 faax A B3 2 gk

MR MR B E OB ZRRIER A L72BRIC, 24 RS0 T, Mi%iak X
BHERIFR BV T, HBLLZAWERICIE U CABRE L Y CT EORIWER ORI MLE
IRRAEORER Y BRI LI, EHICRHISATRER AR NS> TnD Z &,

@-2 ERUEFHEIC L 2 A EFEEGNSICET L 2

IR ARSIRIC D 2 BRI 70 i S O e 2 A9 D IR RIE A DRIERt =2 ) v 7 %
BOTERD AT ) —= 0 T 2fTWEIRIE & a1 TE 2 F — LERIRHI A =
NTWDHZ L, 2B, BIHEHICHONT, DARE LZOFEECHFIAmMEN TN D
ze,

@-3 AEROZW-LRIGIZE LT

RIVER (MEMEMZREIIN A EIEFHEIE, Ofhk. R, BEUHRARE, KK
/NGBS BEEO TR, 1 RIFEIRP . BIEATA . FFA4, FFBERERE T . T2, AL MEARAE 2%,
FUR MR RERE . T EEAMERERR S | MhtfeE | BIEE | RIS, MK, EEORRHESE,
FrR AR ZEARE, infusion reaction, SR MRS, MEKERIEMRE, k%, Bk, WE
DFRE L, MG EENE, OIEEE (OEMED « RAK « DS PHEIAMGHRSE) | AREFERRS
EYGE HH fL, EFLEE) (2R LT R SU T B E R R O B 2 A3 2 EE A & i
L (BHEHOZWE-ORIRICE L THREROSRZZ TN/ FHCH L2 L) | EbIC
YR ILEN TE DB ST D Z L,



5 ®HEXGLRHBEE
[ B9 % FH]
O TROBEZBWTARIOADER RSN TN D,
o FERAHNABDIEITA T A ) (ARERERGYS) TS, Mt yin
SRR ORI A A FEf U7z T JRIENBER DS AN 7 b B MRS NEES & S22k S,
Do, JEBORIE « M SWTHER S D TRIRIED I B

@ TRUCEE T HABN OG- L OMFEH HFIEZOW TR, RAIOFIMERHESL SN TR
59, AFlOEERE /B0,
o fhoPUEMEIEEA & OO S

[Z MR d 2 9]

O TRACEAT2BEEICOWVTIARAIOEENEEZ L SN TNWD Z b, FHE1T
PN L,
o KRBNDRGT KT UIBTHUE DBEIERED & % B

@ BFERIOFIEIZ BV T FRICEY T2 BFICOWVTL, RO E G THESE S 700

R M OTEFERI DN NG EIZIRY | HEICAKZEHT 2 L 2BETE D,

o [HEMMREEOEHIIEIEDH L EE

o MEBEER A TRV R 2780 2 B K ONE B 0D T it i ¢ <05k Gu it 2% 56
DRIV B DI D B

HOREREOGH, BN L IIEREMED B DR R B ORBERED
f¥aYise <l

o lESRBAEEE (EMErHBERE L G1e) Db HEE

o FEREORBYLUIBE R A AT LR

e ECOG Performance Status 3-4"V 3%

(ED ECOG® Performance Status (PS)

Score TE %

0 < R JEBITE 5, FHETL R U HHEAERHIRZR <ATR 5,

PIRBZIE LWEENIHIR S 525, BTHIRE T, AR > TOERIITO 2N TE D,

! B R, R

BATARETH A DOH DEY O Z 13T _RTHAEZAMERIZTE 2, HFD50%LL EiZ<y ATl

2 .
=7,

3 [BHNTBESOHEDEY DI E LTERY, HFEDO50%LL EE Xy R2sF1-Cil =9,

4 ELENT RV, BAOHFOEY OZ L34 TERY, BEICy R+l I4,




BEICBE L THET & FH

N SCEEITN 2, WERTEER D3R T 5 G 2D & ARH D Rtk K OVl =48
RO DI B ERAE T3 L TheERT 2 &,

TBRBARIZESL G B T L OFIRITHIMER OEEZ + o L, RE L5
Tho5THZ L,

FEREWERA DO~ XY A MZoOWT

EHEMEER D 5o d Z L Nd D DT, KFOEGIZH T2 > Tk, BRAER
(RER PRI, ik, FEEVE) ORER KO X S & O E RS, #igx -+
179 2 &, o, MBS UTHES CT, G~ — 7 —FOMELZET 52 &,
ARFNOFEIXEEE O infusion reaction (2 X TERRRFIZ 43 72 kE D T & 5 i
AT ST ETHMAT 2 2 &, £72, 2 BIH BABEOAA# 5K infusion reaction 73
boONDZLEbHDHDT, AAFKE T M OAAF G TRIT AL XY A
ZRET 2%, BEHEOREZ 0853 5 2 L, 723, infusionreaction % FEHL
L7emaiZid, EToELOIERPTRICEET 2 £ TREZ 08515
Z&,

HUR IR RERR . T EAHREEE R ORIBREEN O O D Z LN H LD T, K
F D ¥z 5-BRAART M O G-I T E IR N B RERR A (TSH. ERfE T3, 1
BE T4, ACTH. M=oy —VEORE) ZFEhT 5L,

AFNOEAZ L0, WEDOHRIEFOSITER T 5 & B 2 5N Dk IR ECHRE
WHHONDZ N D, BENED LNTHEITIT, BB Lo FHLRITL UT2E
FHRY 72 15k & RRR A RO AN & HE U Cl bl 28GR W 217V 8 D5 I
S XD REWEH RN BN 2 5 EITIE . AR ORI Ik R O RE A VE
VRIOBRGFEEEBRT DI L, 2B, BB EENRVE L ORGIZE Y EIER DS
RO LR VEAICIE, BIBRE R VE LSO A OB IS & E
T %,

BT, BB ARGE L T LREIERADNBET A2 Z R H D579,
AR OG- THIZHBIER OB A3 ITEET D,

1 BUBERRI (BIE | RUBEIR G 2 &) 2 d b bodv, BERPMES b7 v F— X
BLHZERHLOT, Hig, EO, EHEOTROBICMAEIED LI+
BT 52 L, 1 EREN LN T REETIE L, 42 ) VRO
DM REEITH Z &,

BIEATS. P4, ITHREREE . TR, BLMEIRERRH LN Z LBHDHD
T, EWWITITHERERA Z 1TV, B OWREL 0108l 5 2 &,

10



o AFIOERKRABRIZIBWT, 6 I L ICHIMEDOFEIZ1T> T\ Z L aBE
(2. ARG AFITELIC G RE THROMER 21T 5 Z &,

11



27 11

s AHEET A T4
=HRN~<7 (B HHz)

(R7e4 « A7V — R EEHEE 20 mg, 47— A sEERE 100 mg, 47—
RS ERE 120 mg, A 72— R s 240 mg)

~ PR b B~

Sf493 A (5445 AKET)
JE A S 8



ER/%

A o

XL DI
AHNOFFE, ERET
[ IR A

)i 4 el ANE
BHxtG L 70 D A

BOICER L TRHE T~ EHIHA

P2
P3
P4
P9
P11
P13



1. lIU®I

IS OGN < REMEDHEROT- DI, WA STEZEITE SVl E el 23R D
5D, 5T, IWEORHEHMOEAIC LV | FUREIKSL 72 & OF 0722 8T HVE %
FFEIMPEARINDGH T, 2N O DOEHKNZEIZLER BT IR 5 2 L3RR
AR & 7o TR Y RIFMBGER & SO FAT #2016 (TR 28 A2 6 A 2 HEERE)
ICBWThH, EHERLEOHHORBEHEEZXS Z LS TWn5,

BFORERBE ST, SRR 2T 0 7 7 A VBB FOESK AL & B 5 25
B ENRDHD, ZOD, HMEROLEMEICET S ERN ST 5 E TOR,
WMELEIL DO BE LML ZIT 52 EPWIR SN BFICK L THERT 2 & &b, BIFE
FDFE U= B ekt & & D 2 & DS ARE 72— 8 O B &3 7= 9 B B < A
THIENEETHD,

L7eRoT, KA RT A4 TiE, BB ZNE TITHE LN TV A EFLIH -
B RIS & | LT ORI O e 2 HEET 2880 b B R EE & %
F RO EFHE R~T,

I ARITA RT A 0%, MSIATEOE NESE SRR S, A E AR AR
BRI s | — M FE N B ARERIR NBFE 2 e O FE N B ARIBRE B 72 O W
Db EAERR LT,

RGe L 7 BEIRS, - A VR ERE 20 mg, A7 U — R SEEHTE 100mg, 4TS
— R EEERE 120 mg, A7 Y — R ATEEE 240 mg (—i%4 - =
M~ 7 (BinfHHz))

R ERDMBEUTHE « RIS RO S8BT DT A BhER A

MELRAMERORE : @, A=A L~ (Eaf##z) & LT, 18 240mg

Z 2 WM SUE 1 [E] 480 mg % 4 MR CAREHET 5, =

77U, BEHEIZ 12 VAR FECTET 5,

s /NEPER B TR

i
(o
&
St
M
D%




2. AHIOFHE. 1EHEF

7R IR EE 20 mg, [FATEERE 100 mg,  FLAEETE 120 mg K OV A §E
240 mg (—f%4 : =R~ GEBE ML), LT, TARF Evd,) i, /MRS
TEMKSHLAFL Ly 7 24 BTV RV =AY —X 27447 (BMS) ) 2
BA% L7t K PD-1 (Programmed cell death-1) (Z%}3 5 & Nl 1gG4 & / 7 v —F /LHLfk
Th b,

PD-1 1%, &M L L2 38k (T A, B AR N F 2 7 0% 7 —T fifn) KOV
BRI R BT 5 CD28 7 7 X U — (T MR OIEMHAL Z B IE & BUSHIEE T 2% 2
T ICERT 2B AR TH D, PD-1 IFHURIRRHIILIZHELT 2 PD-1 U 4 K (PD-LI1
KONPD-L2) EfEA L. U o SERICHfIEY 7P v A LT U v RERoiE A LIREE %
BIZHRE L CTWd, PD-1 U H v RIFHUREE RSB B b Ok~ 72 IR 785
LTHY, EMEREAELE ) LU L EGHMEICI TS PD-L1 OFRBL L itk DALE
WM & ORI ADOFEREBIR N & 5 2 & 3 ST % (Cancer 2010; 116: 1757-66) ,
F 7o R R IE B CIRARRE T M EE T DA v X —T = H >~ (IFN=y)
IZX > T PD-L1 OFENFHE SN, 5B L2 EMEREICIS T D PD-L1 ORBL & itk D
AL & ORNCIEOHEBARIR R & 5 & D H & 5 (Sci Transl Med 2012; 4: 127-37),
X 51T, PD-L1 @5 H S E 728 AMiaid, PUsRFER CDS Btk T Hifa o il fafs
TEMEZ 59 S 545, H1 PD-L1 /KT PD-1 & PD-L1 & D& EET S &2 OHIN
GEEIGEREIE T 5 Z EDRENTND, DI &5 PD-1/PD-1 U 72 RERERIE, 23
AR TR R R 7 T MM O OBREE A BT 5HFD—2 L LTEX LT
Do

ARFNL, FEEERER OFE R 6 PD-1 O/ (PD-1 U F o REEAREIR) ISR A L.
PD-1 & PD-1 U AV REDREAEEET DI LICL Y, DAFURRRNZ T Mok
PEAL K OV AKIIENS 59 2 MBS =G ME 2 #9585 = & TRkt 2 PUEE2h 3 24
ZENHER STV D,

AFN OV TSR3 < MBEE OSiE KORIC X BRIERSN & 6 bh, B U TIC
5 AN B B, ARIORE RO EHICIE, BEOBEE HIIT, BENR
D BTG AT, FB L HGUTIE U B 2 kil & B8R & FF o R Afl & L Col
BN 72 BEBZB T 24T\ IBEE OGERSIC L ARIEA RSN A AT, B EE AL
T LA O 5 E O RIS ET D BB B B,



PR L BRE N 38 1T D AT R A BB 5 D GBI I Z R A 22 AT o 72 2 22 BRRFABR 0D it & 7

[ 2hi]
EAt [ MIARFRER  (ONO-4538-33/CA209274 #-5R)

75 JE = PR B b B R O 88 BB 1709 1 (H AR NG 49 Bl & Srde, AFIRE 353 41,
7w AREE 356 ) AR, T ERERE LUTARA 240 mg & 2 38 R R T A
i (& 12 VAR Lizs xoFMEROLZeME2met Lz, FEMEEE Th 5
AR (LR, IDFS) &9 ,) (FYE [95%FFEX D) 1&, AFIFET 20.76

[16.49~27.63] B H. 77 AREET10.84 [8.25~13.86] WHTH Y, AAHLITIT T+
REECR UREH R BRI R 2R Lz (ONF— REE 0.70 [98.22%(E#EX[H : 0.55~
0.90]. p=0.0008 [J&%! log-rank #7E]. 202048 H27T BT —Z v A7),
* B, BEIREEZFERLE L. UTFTOWPANICESTREDTE L Shiz, BB, A2 U —
=V TR TR Y A T IR A5 38050 & Tz B I THE & Sz,
o VA TF (LLF, ICDDPJ &9 ,) ZETeifiaifBhiiik &5 F . i Of B R 2 Wiks
B ypT2-ypT4a XL ypN+ D EFE,

* CDDP # &AL 252 1T T 69, itk OB~ WiE 2% pT3-pT4a X pN+
THY. 73> CDDP % & e MBI RIE N R EIS UL S ERIE IS LTV D BE,

10‘&7}&\
09{ °

08

0.7
oo %_\x‘k\ AR
05 s \

o / = 5%””M“‘M%—_&a—mfﬁwafu—m——a

03 75 YRR

Probability of Disease Free Survival
»
2
&
B
{\

02

01

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

At risk 2K MAEAEIT T2 0K (A)
AFIEE 353 296 244 212 178 154 126 106 85 68 57 51 36 23 20 3 1 0
FSEAREE 356 248 198 157 134 121 105 94 80 65 54 50 37 22 19 10 2 0

1 DFS ¢ Kaplan-Meier #iff (ONO-4538-33/CA209274 #f5)




(FFEEROL A DA 1)

[EB AL [ MAEEER (ONO-4538-33/CA209274 #ER) ITHHAAN HNT-BE DT —H |
H3& | DFS I OW TR EBN BN R IR IENT AT o T fERIT TR D L B Y TH o 72,

#1

JRFEENLEI O DFS OfEHE (ONO-4538-33/CA209274 #A5%)

. . AR MK Pl [95%(E 4 X [#] AYP— R
BE5E AR (%) (7 A) osvlZ K]
AK B 279 129 (46.2) 21.88 [17.35,40.54]
35 ol > *]
Bk 75 v REE 281 166 (59.1) 8.41 [7.26,13.57] 062 1049, 0.78]
. AHIHE 44 24 (54.5) 19.45 [6.41, —]
S SvAfiva FiX T~ ]
PRI o TR 52 25 (48.1) 25.95 [8.25, —] 123 [067,2:23]
ARHIHE 30 17 (56.7) 11.10 [5.59,27.04]
faran ’ *]
R FIUARE 23 13 (56.5) 8.44 [5.42, —] 1.36 1070, 348
—  HEEREE, *1 o RERFEM Y ViR (N4, NO SR OHEH U v ) Ei% 10 [EAT ., NO 2o U > $Hidk 10 &
LLE) . PD-L1 BRI (21%. <1%XITREARRE) . CDDP & tefiiaifilpEiEm (F., ) 2@RIKRF & LB Cox

AN — FET L

1.0

0.9 4
=
Z 084
g
o
@ 074
(5]
(5]
—
~ 0.6
(]
S )
2 051
0
G
5 044
2
= 0.3
o)
<
Ha)
S 024
(a9}

0.1-

0.0 -

0 3 6 9

At risk 2%
KR 281 195 150 118 98 86 71

1215

T T

18

T T T
21 24

61

27

HEEZBIS T 6 OHIFE (F)

T T T
30 33

49 38 32 30 23
7T AREE 279 238 199 173 146 124 97 80 63 47 38 34 27

T T T T T T

36 39 42 45 48 51
15 12 7 2 0
17 14 3 1 0

2 MBS EEICB T S DFS @ Kaplan-Meier Hif: (ONO-4538-33/CA209274 #5%)
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Atrisk %% AEZBI T OHE (B)

AHIE 52 36 34 29 26 25 24 24 22 18 14 14 9 3 3 2 0 0
FSLREE 44 34 28 25 21 20 19 1715 14 13 11 6 4 4 0 0 0
3 BREABAEMICKT S DFS @ Kaplan-Meier #Hi#} (ONO0-4538-33/CA209274 #457k)
1.0
0.9
0.8

0.7 1

0.6

os{ Ll /

---------- PA- AL AN A

A N 3

AFIRE

Probability of Disease Free Survival

0.0

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51
At risk 3% IEVEZEI T 2B OHIM (F)
AHIRE 23 17 14 1010 10 10 9 9 9 8 65 4 4 1 0 0
IR 30 24 17 1411 10 10 9 7 7 6 63 2 2 0 0 0
4 RERBEEMICIT S DFS @ Kaplan-Meier #i#: (ONO-4538-33/CA209274 75k)



[ 414]
[ B [R5 M AHGER (ONO-4538-33/CA209274 #5R)

BEFGIIAFIRE 347/351 6] (98.9%). 77 & REE 332/348 1] (95.4%) (2788 51,
TREREE & DR SRR E T & RWE FRHRIIAAIRE 272/351 1] (77.5%) . 77 B REE
193/348 B (55.5%) IZ#B® BTz, WTNORETHRILERD 5%LL EORWERIZ FEO
LBV ThHoTz,

#£2 WINOORETREEN 5% EORIEA (ON0-4538-33/CA209274 7A5R)

e s B (%)
Eﬁg&” # R — 5 KR
(MedDRA/J ver. 23.0) N 351 91 348 ¢
%= Grade Grade 3-4 Grade 5 4 Grade Grade 3-4 Grade 5

FRIVEH 272 (77.5) 63 (17.9) 0 193 (55.5) 25(7.2) 0
P IR

FOPR IR B RE LR E 33(9.4) 0 0 3(0.9) 0 0

FOPR IR B REAR T E 34(9.7) 0 0 5 (1.4) 0 0
BB E

T 59 (16.8) 3(0.9) 0 38(10.9) 1(0.3) 0

BTN 24 (6.8) 0 0 13 (3.7) 0 0
—f% - BEEER L OGN OREE

) E 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
TR AR AR AT

77— 33(9.4) 13 (3.7) 0 20 (5.7) 5(1.4) 0

M7 L7 =8N 20 (5.7) 1(0.3) 0 11 (3.2) 0 0

U R—E N 34(9.7) 18 (5.1) 0 20 (5.7) 9 (2.6) 0
Rt Lok E

RAROE 20 (5.7) 2 (0.6) 0 11 (3.2) 0 0
KRR KO Pk

& D FEIE 81(23.1) 0 0 40 (11.5) 0 0

P95 53 (15.1) 2(0.6) 0 19 (5.5) 0 0

RNk S IN 19 (5.4) 2 (0.6) 0 4(1.1) 0 0

IRE . ABIBEZ BT, HFIRIREERERE E 65 1] (18.5%) | REAUH AARIE 44 6] (12.5%) |
JTHEREREE 29 B (8.3%) . FHARFETE 29 5] (8.3%) . BFREREFETE 2561 (7.1%) . FIE
PEATEE AR 19 1 (5.4%) . infusionreaction 16 1l (4.6%) . KiEZE « /NG « BHEE D TH
1161 (3.1%) . LMl 7 61 (2.0%) . EEED B REE 6 B (1.7%) | Dol Zk 3 651 (0.9%) .
FIEREIE 2 B (0.6%) . EIEHEEEREE 2 41 (0.6%) . Fhdk 1 f1 (0.3%) . 1ApER
i 161 (03%) « R4 161 (0.3%) . BEZ 161 (0.3%) KOS E DR 141 (0.3%)
WD BTz, £z, BUEFR, R, s MEIRE R, T REMRRRETE, Mok - #E%K,
FRIRIMILAR ZEARE . AR MiRME T . MERE RAEGRE, AEEZ, ARIFERDS. NG H i N OV
LIFFRO e o 7o, RRWEAZBURIUIEER S (AMREERE 25T) 28T
LA R 2”7,



(M - H&E]

AN ORHER Y BEE T L 2R L2 I 2 b—3a 12X Y, AHl 480 mg % 4
TR T 5 S UIBEAGR O ik - AR TR LB OARF O iR E 23S RET S
Too TOFER. AAI480 mg & 4 BFIME CTHE L 7O EFIREIZB T 5 Fim G+
BHE (LLF. [Cags) EWV9, ) X, AAI 240 mg % 2 BRI TG L7ZED Cups &
BT 5 e Flan/e (FR) . 7o, KK 480 mg % 4 HEME TR S LZEROER
WRBIZH T D@ MG TIRE (LLT, [Craxs] &V 9, ) &, AHI 240 mg % 2 ## [H][H]
R THEG LIZBRD Coanss & L TR Z R T & THIS 2B OO, BARNBEIZE
TRAEMENHER STV A - IR (10mgkg % 2 BN THYE) TARAIZ#E5 L
ToBED Craxss & I U CTIRMEZ 73 & PRI N (TFR) . AT, #EO@EEICS T
HT —HIZHADE | AHI 3mgkg (RE) A L <X 240mg % 2 BFREIRG., XIEAHA 480
mg % 4 BRIFIRR TG L IBR O ARA| OMEE & & G2 E XL e & OBEA RFT 5
B SOSTE T U S, MEEEIC W TR TOIL- SR, FEoME - A&
D[ THIE R LBV e 22813700 & PRl S vz,

£ 3 FHNOIEYENFENRT A —X
Mg | o | | e | g | e | eeen
S meke Q2W (352 .760~8) (16~§?jo~3) (21.321 23.9) (75.1){3171) (27.612,'107) (42.717,.?27)
240 me Q2W 61.712,?03) (23-33?'539-0) (30;?.670.9) (10;,5354) (41?57,'51;58) (62.11(,)9187)
480 mg Q4W (10?207) (15.25?27.4) (37.?)?'34.8) (14?,1 236) (27.751,'?37) (62.11(,)9187)
10 mg/kg Q2W (14é,9;22) (86.959,.?32) (101,1 ?48) (323,9225) (18421,1 Z3‘03) (232,7277)

UL (5%, 95%8) . Q2W :

Cmax,ss : ﬁiﬂﬁ%ﬁ?ﬂlﬁﬁéfi%mﬁ%qj(%ﬁx Chin,ss * ﬁﬁ%%ﬂlﬁﬁé%ﬁﬁﬂ.%qj/%E\ Cavg,ss : Hﬂiﬂﬁ:{j{aﬁ

(2R D R R

2RI, QAW : 4 IMIR. Cmax @ WIEIEE 515 0O fic i MLE IR EE
Chnind28 : ?ﬂ@i‘%*’??{ﬁ% EI E LC%H' ZD%{&E{%‘: qu%}_g\ Cavgd28 : *ﬂ@&’ﬁ»f’ﬁ% El H i T@Eﬁi@m{% EP/)%E\

L
=
[




4. JEFRIZDOWT

AHN OGP /e BE 2 2W - FrE L, AR ORGIZL Y EERRIERZREE LT
BRIZXHIGT D 2 EmMpER 72 LLFOO~@D T X C &7 hisk iz W THEHAT S
REXTHhHD,

Oy Tiaslike

O-1 TR (1) ~ 5) OWThNLITEYT LM THD Z &,

() JEAETBRENEET 503 AHFEEEILERRES (ERE T RS AR EE L SRR
H 23 A RS FEE LS RRE, HUEY AR HRIRBE 7R &)

(2) FrERERERIPT

(3) HENFRENFDEE T D03 USSP (D3 ARSI BB, 03 A2
W I19PBE. D3 ARSI EEHEE R 72 &)

(4) ARACFHEIEE A RIE L, SRR EEZ R R | IS RIES LRI 2 R
2 Ofiak IEAR DB H AT > TV D ek

(5) UEEMERELE AL BN O RisR FEHEI AR 5 i H &2 1T - T B fitiak

@D-2  RIEE BB DAL FERRIE K ORIERIFEBLRG DS 443 72 ke & R 2 B D EEf
(FROWTINITIEE T DER) 25, YEZEMOAFICET IGROBEE L LT
BEINTWDZ &,

*

o [EHihIFEEE 2 EDOPIHAIHME ZME T L7212 5 ELL ED D ATRIED BFRIHE %
[THoTWBZ &, Hbh, 28D R, RARMIRELS T & LIz BREEZOHHE 2
{ToTWVWBHZ &,

o [ERRFFIGER 2 FOMHIHEAE T L72RIZ 4 FELL EOWIREGE DR IRBHE
BT T0DH T E, 5b, 2 EIE, JRES RO O M AFEWIRIE &2 & T ATRHR
DEFRIHE 21T > TN D Z L,

©  BEN o [ FE S E EAE B O ARHNZ DOV T

RS G A BRI 2 BT R E S v, BUEKAE O OFRE D, Aok - &%
VIR MO S B ONEATE T D 1 mig it A EFLNBE LG EoWE
EH, ERHEONIATONDEHIRESTNWDE Z &,

@ BWEHDORHGZIZ DWW T
@-1 FIVEHFEBURF O SFISAHNZ BT 5 B

IR PERR RS O EERRIER N RAE LZBRIC, 24 BERIZZIRIKHI O T, Ytk X
IEEE IR (23 T, BB L2 BIERNCIS U CABRE L L O CT ZE OEIEMH ORI




HAMRADRERD Y H PGSO, EBISHS A RER AR 8-> TnD Z L,

-2 EFEMEEFICL DA EFRISITET 2 2

AR 2 MR G L OB e 2 AT 2 EREFEEDNEER =4V > 7
EEDERDOA T ) —= T HTOERE LWL LA TE DT — LERIRH 2
HENTWDEZ L, B, BiAHICOWT, BDABE EZOFFEICHIITEAmENT
WnHZ &,

@-3 BEH OZWr=ox B L T

RIVER (RYE MR BTN 2 | EAEMEEDAE, O R, Mk, B RARE . RIBXK.
INBS, BEO TR, 1 BBERE, BUEATR. AR, IS TR, mifbrEpase
K. HURIRBEREREE . MEARERE . MRREE. BEE. RIBEE. Nk, BEEDOK
JEREE . ERiARZEARAE, infusion reaction, EEFE7ZRMKRES, MEKERIEMERE, F5EZ.
BEdk . M DR, IR, DlEbEE (OEHIE) - IR - O MEEIAMGES) |
AREFERES . IS, BEALE) (T LT, Yakhax I TnBRERERE O FMMEE A3 5
EhlEEE L (BIERORKOXINCE L THRELAOXEAZ T ONDLIREICH D =
E) L EBITEY) R AE N TE HEHINE S TS Z &,
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5. G LR HEE

(2 B+ % ]

D 5@ R R O B 1B W T, ARIOF IR BEEE N TWD  (FEE
REBRICB W TG L SNTZBF O p4 ), 7272 L, FRENLIC L 0 AAFID
BENE R DEMPARESI TS (p5S~6 2fR) Z b, B&h - REBEE
IZBWTIR, INATABRIEIRE 2 B E 2, AHILANOIGRERIE L BET 5, £,
CDDP % & T efiT A BIERIEIE O 70 W 1B U 2 BEfFIRIE & L L= ARBI O HZ)
PEIZRATH D Z LD, CDDP %0 H4eRPUEMIEEANIC L AIEE N AIiER 56
WZIZ TS OIRFREELRT 5,

@ TFRUICEZN T 2 BB T DAFN OB G O TIEZ OV T, AFIOAZPED
WESLSNTELT, AFDOEREGHIR LR LRN,
o OFUENEELA & OGRS
o fiTRTMIIRIE L L TOKRE
o RIBUIBRARER B I T &G

(2t B4 2 5]

O TFTRICEZYTLIEZIC OV TIEIARAORENERE SN TWDLZ &b &5 E21T
Dipnz by
o KA LSBUE DB D & % B3

@ TEEATOFHHIZIB VT FRRICHEY T 2 BF IOV TL, AFIOHEGITHER S e

D, MOIEFERPUL R 22 WIGEICIRY | EEICARZHEHNT 52 L 4ZETE D,

o [WEMMZEEROGI IIEEDH 5 BHE

o JER AR A CRHVE R 258 6 D A K ONEENME OO HU BRI B 2 <o e it ¢
LEOICRIEMEA DD B

o HOREEBOEGOE UTEMEARF L <IXFRMEO B e B OB EREO
oD HBE

o IMIIBAEIE (GEMmEIBEEZ &) ObLEBE

o FEEEORYIIER A AT LB
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e ECOG Performance Status 3-4 0 o B

(E)  ECOG @ Performance Status (PS)

Score | EFE

0 | &<MERIEFEH TS5, Bl &lE U HEAERNHRZ AT D,

PRBIZI LUEBNIHIIR S 225, BATAIRE T, BAIEESEE > TOMERITITO LN TE D,
Bl - BEOFE, R

BATARETH A O OEY O Z LT F N THEEESERTTE 2V, B O 50%0 Eid~y R Tl 27,

ROENTZHOSOHOEY OZ L LnTERY, BFO 50%LL L&~y R kT2 d,

AW

ELENT RV, BAOHFOEY O Z L34 TERY, BEICy R+ T4,
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6. WHIIBEL THET X FHH

O WA SCEFITIN A ROEIRGEER TR D ERME 1T D & AH D FrE M OV 1E A
DT DIZLE R ERZ B L ThBEERT 52 &,

@ BRI BE NI ZE OFIRICE DR OEREE o3 L, AR 25
ThobETLHZ &,

@ FEREWEHO~<XT AL MZDOWT

FEMEREN D DbND ZENH DD T, AFOBEIZH 1= > Tid, BRE
W (REWR ARIEE, ik, FEEVE) OREFE M O X S d o FEhnd, Btz -+
(ZATH Z &, Fl, HLEIDS U T CT. Mg~ —h —F 02 £+ 5
Zé&,

AFNOFE 1L EE D infusion reaction (2 2 CTEARRI 43 /%D T& 5 U
i %AT>7- L CBRMET 5 2 & £ 72,2 [B1 B AR O AH$% 5-FFIZ infusion reaction
DHHLOLNDZEHHDHDT, KFIEEGH K OARA G T #IT A Z A
CERRET 5%, BEORBEL IS 52 L, 70F, infusion reaction &
FHLLICGA IR, R TOBELOERD FERIZEIE T 2 £ CHE - /0814
T5HZ &,

ORI REIREE . TRAEERT R ORIBREERH 6O Z BN HDH DT,
AFN D ¥ 5B aERT M O G- B I3 E IR N i RE iR & (TSH. 028 T3,
R T4, ACTH, I 2o —VEORIE) #FEhid 52 &,
AFNOFEEIT LY | BEORERISIZERT 5 & & 2 bildikx e EBOW e
DHLOLNDZENHDH, BENRDOONTHGEICIL, BERLEFRITL U
B 72 058k & BRBR 2 R R Al & i U Cal bl 2 B nRe W 21TV 18R DS
FOSIT X 2 BWER 2 o 2 35-51id, AFNORIE T I, K ORIE RE A
NEHOBRGELBET DI L, B, BIERERLVE L OEGIZEVREIE
R OYEERFRD IR WIGEIZIE, BB RE AV LISt o Sz il Fl o8 in
bLEETDZ L

BEAET %, BB OE ARRE L T LEWERDBET 2 Enb 5129,
AR OBEHETHRIZHRWEMORBUCH2ITHEET D 2 &,

1 BUBEPRIS  (BIE 1 BUBEIR S 2 & de) Db bbiv, HERFES 7V F—T &
IZEDZENHLOT, Hig, ol NRH-FEOER DR B MBEE O LA 12+
DERETAHZ &, 1 BEREN DN -G ICiEREE Ik L, AR 8l
Al OF 5 E DY L EZITH Z &,

BIERF I, P2, IFERERES . TR, B{LMERE RPN S L bDd 2 En3dH D
DT, EHHIITHERREZITV., BEOREL H2I2BET 2 &,

@ AFNOEERREBRICIBNT, FEBBS 96 HEETIX 12 AM I L. 96 @HE G
160 BB ETIZ 16 BT L, ZNLAEIL, 24 B Z & ICHEMEO M AZTT > Th=
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Z L EBHBIC, ARG TIIERRICEGRAE THROMREZITI 2 &, B, K
HOBGHFNT 12 WA ETET D,
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