A IL 0621 & 2 &
A Ff 3% 6 A 21 H

#woE R
| BREESTRE S [ mEEER R k& B
ool K

R EE R - AT AR E AR R
( »~ H & B )

=R~ 7 (Blafliz) WA ElE HAgEET A R T 1~
(/N fitides) D —F S IEIZ DWW T

R EOE R LSO AR B 2016 (ERE 284E 6 A 2 HEEHIE) (2
BWT, FHMERGOMEHOREHELZRS Z EREVIAENTZ &
T C, FOHERG E BICLE R EBF TR T D 72 0 1S Sl HE e
A RTA 2 ZERL TWET,

=AN~7 (Bl z) ®{A (RPTEH - 47V —A REERE 20 mg,
[ SR ERTE 100 mg. [FATEEFTE 120 mg K OVFE SR & 1E 240 mg) Z FE/Nl
fa izl xt L TR 2BOEEFEHIZOWTIL, T=FAr~7 (EixTi#ll
faz) A OFwEMEAHEET A K74 GE/NHRaitieE, BEERalE, SEE
EREE . EAMPRE . HHLAR R U N, B, EME MR R IE, S AEE
~Ar7uaVTI4 MARELZENE MSI1-High) 287554 - EigEEK
Uﬁﬁéﬁ) DL EIZDNT) (BFF0 24 11 A 27 BAHT A SR 1127

H1 FEAGTEE EIE - AEE AR EELFEAEHRES) LV RLT
WET,

AR, MNATBUHE NE IR G ERERR BB I VIThbhvic=A1r~7
GBEAB TR 2 ) S50 0 FE/INHE R 9 2 kb5 & U 72 387 7 7 B R AR i (2 B
THRMb AR E 2, EFROBEBEFREIZOWT, o LBV RIEWZLEL
DT, BENOEBREMEE K OERIZRT2EMmEBECLET, o, &
EH% oM HAEEY A K714 0%, BlREED LB TT,



FH/INHIIE s oD fix

W FHAEE T A K74 Dk

RIS

BIEECHERSIES)

E<lh IH
2= R A (FHRERIBED) Y= (B yHBRERHIBR)
4=y @i/ S IMAHRRER (CA209017 585%) (NEnglJMed | 4 ~— @iEsh AR (CA209017 385%) (N EnglJ Med
2015; 373: 123-35) 2015; 373: 123-35)
77 FF 8 & B A FIRERE 2 G T 5 UIBR AN EE 7T FF RN A G A FIRIERE 2 A3 5 UIBRANEE
72MB H/IVHI OUIFRORF LEmE#E (ECOG 2B #I/IVEI I FFR O R R EE (ECOG
Performance Status 0 &2 T8 1) 272 Bl x4z, Kt Performance Status 0 2 T8 1) 272 5| —CAFKHE3 545
XA xtiE LT, ARH 3 mgkg & 2 A R i 137 ) BRI, ReEX XL i
b C R AR U 7o (ORHIRE 135 #l, FEeEX ¥ &L SR & U CARH 3 mgkg & 2 MMM C At
BE 137 B, EEFHGIEEH TH 2 AT (LLTF, L7, BEFHMEEE Th o 2AFHH (LLT, ToS)
[0S) &Wv9,) (FRfE [95S%EFIXHE]D) 1%, & EVH) (FIE [95%EHEXH]) 1%, ARAIRET
FIFET9.23 [7.33~13.27] W H., REZFEAHT 9.23[7.33~13.271 7 A, KX X & /LET6.01[5.13
6.01 [5.13~733] WATHY ., AFIL XXk ~733] IHTHY , KHNT FEF XK LK
JAZK UIEEH A BRIERE 2R LT (N — AFENICAERBRRIEE 2R LT (0N — R 0.59
REE 0.59 [96.85% 5 #HIX [ : 0.43~0.81], p=0.0002 [96.85% 5 #EIX [ : 0.43~0.81]. p=0.0002 [ & 5] log-
[J& 5] log-rank fR7E]) , rank fR7E])
5— @EFMEMARFRER (CA209057 385%) (NEnglJMed | 53— @uEsFE AR (CA209057 #5R) (N EnglJ Med

2015; 373: 1627-39)

7T F 8K B BT b ERIE IR 2 A T 5 UIBR AN EE
72MB #/IVE X% O ER - bR B
(ECOG Performance Status 0 2 T8 1) 582 51 % [ 5

2015; 373: 1627-39)

77 F R L G b FIRERE 2 AT L UIBRANEE
72 B HI/IVEI ST 3 O IR - E RO B (ECOG
Performance Status 0 S OV 1) 582 {il—-AFHEE292 {1




2. ReEZXterastie LT, AK 3mgkg & 2
TR CREErE L (RAIEE 292 6], KE&X
X URE 290 ), FEFHMMEH THDH OS (Frk

E[95% 54X 1) 1 ASHIHE T 12.19[09.66~14.98 ]
B H. REX3E/AEET936[8.05~10.68] 7 AT
by, KANZREZ X ICH LR FICER
IERZR LT (O — R 0.73 [95.92% 5 #H X
M : 0.59~0.89], p=0.0015 [J&H/] log-rank KiE]),

Rz ez L2009 ) A X RIZ, KX XA
SITHR L UCAH 3 mg/kg & 2 ¥ MBI CaasE
L7, EEFHEE THD 0SS (FHAfE [95%(F4E
X1 1%, AFIBET 12.19 [9.66~14.98] B H. K
X FEARET9.36 [8.05~10.68] WHTHYH, K
L & 22 LHEHFIICAE BRIEE %
RLUTE (N — R 0.73 [95.92% 5 #EX [ : 0.59~
0.89], p=0.0015 [J&% log-rank f&7E])

6 ~—

O E B [F 2 MAHERER  (ONO-4538-52 #A5R)
{LFHRIERIBIR O EGFR 8is 128 R EME. ALK @
s T EEE AN ROSI A BT O YIBRA
REZ2 AT - FF 3 D IR b R B/ Nl i FE S 550
B (HARNBFE 37 FlEEte,) 25, 7ok
RNENNT AT (Bl 2) CLF, [~y
A=T] LWH) ROT T FFHHHKN % ETe b
EOHHE G 2R E LT, AFIE SRR X< T
LT 7 FF8AEETLFFRIE L O S
(LLF. INIVO/BV/Chemo| &V 5,) DHERMER
WL 22 fet Lz NIVO/BV/Chemo™! B 275 il
KEHREE 275 (1)) . EERFAMTE B T d 5 MEHE A A= {71
[ (CAF. TPFS| & 5,) (Pl [95%EFEX
[ ]) 1%, NIVO/BV/Chemo #£ T 12.12 [9.76~14.00]
B H . RHEEET 8.11 [6.97~8.54] WA THY .

(@ B




NIVO/BV/Chemo 1Z7 TR &R X T KN
77 F 8K & G e b R IE O G B 5Tk L
AFFEMICEBRIEE A R LT (O — R 0.56
[96.37%IZ#EX[{:0.43~0.71] . p<0.0001 [ & 5! log-
rank FE D) .

*1 : AA 360 mg B OBk 2 3 3 [ [ 8 C R
Lz, ALSBIRIEIE, AIVR T T F o XU H
TNV RO AT 5, 3 A2 1 A7
ELTHRR 6 HA 7 VEL, 6 A 7 VDibF
BIE RS IIAF R RSN X< T O G
L DHERFEE D FEMTRE S LT,

(% %)

4 PFS O H [ fi# A7 Ff & Kaplan-Meier Hi %7
(ONO-4538-52 ki) (HE/E & (b SN/ EH
NIVO/BV/Chemo #f & xfHaHE & D Hig)

(PD-L1 Z&ELIR IR D A 50 e V222 )

[EI B L [A] 25 AR RAER  (ONO-4538-52 #AlER) (ZHH A
M HNTBEOT — X2 X, PD-L1 HEE
BN IR IR IBYT 2 AT o AR O D4
RIFLLTOLEBY Tholz,

ARMEICBELTE, R1OEBY Thotz,
728, PD-L1 ORBFIZL 5T AFOL2HET




077 AVITREETH o T,

7 1 PD-L1 FIAER D OS BRI DA 2h i

(ONO-4538-52 2k5k)

(R W)

g ~—

OE B R FHMFERER (ONO-4538-77/CA2099LA
AR

{LIRIERIEIE D EGFR & 1514 BIEMEK N ALK
Al B RO UIBR AR e LT « BRI DIE/ N
fafties B8 719 B (AARNEE 50 plaxate,) %
G, 77T FRE ST FERIEO RS
X LT, AAlEA Y AT (GEla A
z2) WUF, AV L=T] 2WnH) MORTFTF
TR 2 G b FEE L oK (BLF.
_INIVO/IPI/Chemo] &£ \V9 ) OFMER N2
Zkat L7z (NIVO/IPI/Chemo™ B¥ 361 5], %™ B
358 f5i) , FEFHEIEH TH D 0S (PRl [95%(F
FEX M) (%, NIVO/IPI/Chemo #f T 14.13 [13.24~
16.16] H H . %FREET 10.74 [9.46~12.45] B AT
& v . NIVO/IPI/Chemo 1% 7" 7 FF$HK| 2 & b5
FIE DO PR B UFH IS A B IR & 7R
L7z NP — R 0.69 [96.71%(5HEXH : 0.55~
0.87]. p=0.0006 [J&%!| log-rank f&7E]).

7A=Y

D E B 2[R 26 M A X BR (ON0-4538-77/CA2099LA 7
)

(b FFRIERTEHE D EGFR EinZ Rt KON ALK
A B A FEM: O UIBR AR BE 22 HELT - I D IE/INHR
e fitifeg B 719 61 (H AR NESE 50 il &2 & de, A5

L A 1] 2 =27 7\7,71\"7 v—/;Fv%—ﬂ%'JXII#/\ﬂ‘m{I/'—"JE/;I:

TR 36 B SRR 358 48) A xfGT, T T
Az &b PEEO & G225 E L,

NIVO/IPI/Chemo #D A 20 K OV M & et L
7o EEFHMBIEE TH D OS (FIE [95%(FHE X
[E]) 1%, NIVO/IPI/Chemo ££C 14.13 [13.24~16.16]
T A, RTPRRET 10.74 [9.46~1245] B ATHY .

NIVO/IPI/Chemo £e5-13 7' FF 8K % & Tofb S0
EICR UG PRIICABERIEEZ R LT (AT —
R 0.69 [96.71%(5 X [H : 0.55~0.87], p=0.0006

[J& %] log-rank f#7E]) .

9 ~— v

@ [EI BRI [ 26 MAHFAER (ONO-4538-27/CA209227 7k

g ~—

@ [EFEIL[F 55 MAHFER (ONO-4538-27/CA209227 3




B%) (N EnglJ Med 2019; 381:2020-31)

(Part 1a)
(LFREIEARTEWE T PD-L1 FELER 1%L B>
EGFR 815178 Bat e OY ALK &8s 12 o
BIBRARE 70 AT - RO IR/ NI NE B 793
(AARNESE 89 Bl &te,) ZxtRIZ, 7T7FF
A 2 b IREO ARG 2t LT, &
Al A A~=T7 L OfFHES (LT, INIVO/IPL]
EWVWIY ) DEIER P ZEEERF L
(NIVO/IPT™ £ 396 f5il, s FE2 B 397 f5i]) . AHABR
O EHEFHBTEH TH 5 0S (HRAL[95%(EHE X [# 1)
L. NIVO/IPI #C 17.08 [14.95~20.07] » H. xf
FRREC 14.88 [12.71~16.72] 7 H TH v . NIVO/IPI
X7 7 F A& & T b REIE ISk LR RIS
AREBIEEZ R LI (O — R 079 [97.72%15F
FEIX M : 0.65~0.96], p=0.0066 [J&Hl log-rank f#
E1)o

%) (N EnglJMed 2019; 381:2020-31)

(Part 1a)

(L EIEFRTEHE T PD-L1 FHEN 1%L Lo
EGFR 8f5 128 BIEME KON ALK @& B 1 2Eo
UIBRANBEZRHELT - FRRE O IE/ IR T FRF 793 43l
(AARNBFE T, AF L LT b
DS (LIF INIVOAPRH &1 5 ) “H 306
R 397 45) AT, T F T RFI A ST
EFE OO A 52 %2 %R & LT, NIVO/IPI #
D INER VLB Z RET Lo, ARBro F2EE
il H TH 2D OS (FofE [95%EMX M) 1L,
NIVO/IPI #£C 17.08 [14.95~20.07] # H. *IFRRE
T 14.88 [12.71~16.72] 7 A T& Y . NIVO/IPI &
LiX 77 78K 2 & oAb FiE IS xr LR
ICABERIER 2R LT (A — FEL0.79 [97.72%(F
FE X [8]:0.65~0.96 ], p=0.0066 [ J& B! log-rank i 1)

10 ==

(Part 1b)

(L RRIEARTEWE T PD-L1 FELEN 1%KMH D
EGFR 815178 BLRah e OY ALK @58 s 12t o
GIBRAREZRHEST - FFFE D IE/ IR it BB 550 5
(HARNBE 79 Blagle,) X8I, 77T 5
A2 S b RIEON TR G 2t LT, &

05—y

(Part 1b)

(LFEIEARTEE T PD-L1 ELEN 1%L

EGFR Bin1Z B LK N ALK @A EE 2D

UIBRAREZRMEST - FRRE O IE/ NIRRT FB 3 550 141

(AARNEE 19 B2 G, AFLLZFF 0L
PLES Y 3 PAT N




AL 77 FFWH 2 a et P RIE L OPF KRG

_(BLF. INIVO/Chemo | £\ 9 ,) x OXNIVO/IPI O
R OV 2 Ve 2 et L7-_(NIVO/Chemo™
177 5], NIVO/IPI # 187 i, xRE#E 186 ) , A
B O BIVKEEARIE H D —->TH V) PR 228 € D x5
4Cd H NIVO/Chemo #f & X HEEED PFS (HH9fE

[95%{E#EIXM]) 1%, NIVO/Chemo #£ T 5.55 [4.63
~6.90] B H. XHFET4.70 [421~5.59] B HT
&V . NIVO/Chemo %77 FFHUHK| % & o b f
EIZK LFEH PRI BERIEE AR LT (ATF—
RE 0.73 [97.72%[E #HXfH : 0.56~0.95], p=0.0070

[J& 53 log-rank K& 1),

B, RO RTH 205, MRS O
NIVO/Chemo #f & % BBEED PFS D — RE[95%
FEXM] 1, R BT 094 [0.56~1.56], E
R BT 0.66 [0.49~0.90] Tdh o7z,

*1 0 AAKI 360 mg Z 3 MFEMIRE & ML iE% 3
[ FEIRR C R e U7, (LA, MR (RAE
bR ST B RR) (TS DT bR TE (R
SRR VR T T F NI AT T TF R
FhEE s R LR IV T TTF X
F AT TF U RONA RLFER) 2, 3#M%
1 YA 7 0E LT 4 A7 0FEhL., FERTEK

L5 )RR 177 Bl NIVOAPIHHE 87 45l S HEFE
18648 ZXtRIT, 7T FF K &G AL FHIED
A 5% % & LT, NIVO/Chemo #£K O
NIVO/IPI EEDH R NZeMEE Bt Lz, AR
B2 O BIIREHME B O —>TdH 0 BRI 72 B E DO %f
41 Cd 5D NIVO/Chemo #F & xf HAME 0D LA AL £7 11
i (POl [95%E X/ ]) 1%, NIVO/Chemo ## T
5.55 [4.63~6.90] 71 A, ®FEHET 4.70 [4.21~5.59]
71 A T& W NIVO/Chemo $5-13 7" 7 FF g &5
Tl FIEICR L FMICH B R ER 2R LT
(NNP— R 0.73 [97.72%EHE X [H : 0.56~0.95].
p=0.0070 [J& %! log-rank FRE]),
B, RN R TH 205, MR R O
NIVO/Chemo #f & %} FEEED PFS O % — K E[95%
EREXM] 1. WP BRI T 0.94 [0.56~1.56], Fk
R ERREE T 0.66 [0.49~0.90] T o7z,
*1 @ AHI360mg % 3 MFRIRE & ML %E 38
[ FEIRR C A U7 (LB, AR (R
R AT FER S B RE) (TS W bR E (R
bR VR T T TF NI AT TF R
TV ey FERW LR VAT T TF T
VATLTFURORA MLFER) 2, 3EMAE 1
YA 7Nl LT 4 A 27 VEREL, IERE FREE




FEIZOUWNTIE 4 A 7 VDA FE 1%\ ASH
KON A N L Ft RIC X D HERRREE & 320 o] fE

L7,

IZDOWTIL, 4 VA 7 VDAL RIEEERIZ A
Lt NIZ K DHEFPRIE D EhinTaE & LTz,

12— | F2 FBEDN % EORIER (ONO0-4538-05 3% | 10— | £+ FBIEDN 5%LL EORIEA (ONO-4538-05 7
i) )

13— | FR3 FEHRDP %A LORIER (CA209017 #ABR) | 11 ~— | F£2 FEBLHD 5% EORIER (CA209017 FRE5R)

14—y | F4 FBEDN % EORIER (ON0-4538-06 7 | 12 X— | £ 3 FEED 5%LL EORIER (ONO-4538-06 7
) )

16—y | RS FEHED 5% EORIER (CA209057 #R) | 13 ~— | &4 FEBLRD 5%LLEORIER (CA209057 5AHR)

15— | @IEBILFE S MR (ONO-4538-52 35 (@ B

AHEERIIAFDH (NIVO/BV/Chemo) B 271/273
%1 (99.3%) . %kfBREE 275/275 61 (100%) 1Z388 5
Nic, AAPEA (NIVO/BV/Chemo) & O [A FBEf#
NEE TE RV EFRRIT 269/273 #il (98.5%) I

i biviz, FEHRD S%LL EORWERIZ TERD &

B Thotl,
£ 6 FEEEN 5% EDOEIEAH (ONO-4538-52 7k

)
(F_#g)

7Rk, MERRETE 211 6 (77.3%) , BESUTEAELE/ <

A 3T —92 Bl (33.7%) , e miEkEE 43 4

(15.8%) . HIRAREERERS S 39 f5] (14.3%). FEED




J Gk E 36 41 (13.2%)  AFHEREREE 35 51 (12.8%) .

REREPESE 20 B (7.3%) . MIVEMEME A 19 f

(7.0%) . KEGZ /N 2% - BLJE D T 19 61 (7.0%)

BB BEREZE 14 151 (5.1%) . infusion reaction 13 1§

4.8%) . TEEREERERET 5 B (1.8%). fhK 4 B

(
(1.5%) . (ColigFads 4 61 (1.5%) . 1 BIBEGRIp 3 5
(1.1%) . FRImARIERAE 3 61 (1.1%) . AEALPERR

ER 2 B (0.7%) . Wk 2 Il (0.7%) . BT 1 f

(0.4%) e OMEZHIM 1 61 (0.4%) DFRD BTz,

. EREGEIE. Ofid. BUERTE, FFRL.

W% - BN | I BRE RS ERE , AEE, 5 & D IR

PRI ERPE e ONE LTS O DI d o 7o, AREIE

FIURPUI B R (AR MREMER T 2 5Te) %

a B R AR,

17—y | R 7 FEEN %L EORIER (ONO-4538- | 13— | & 5 FBEENR 5% ELOREIEH (ONO-4538-
77/CA2099LA FX5R) 77/CA2099LA FX5R)

18 X— | & 8 FHEN 5%LLEOREIEM (ONO-4538-| 156 <—2 | £ 6 FBIEN 5% EORIEH (ONO-4538-
27/CA209227 5% Part 1a )2 TN 1b) 27/CA209227 & Part 1la 2 T 1b)

19—y | & 9 FEEN %L EORIER (ONO-4538- | 16 X— | & & FBEENR %L LOEIEH (ONO-4538-
27/CA209227 5% Part 1b) 27/CA209227 %% Part 1b)

21 X—v 10 AFNOEYERE T A —H 17 _—3 #9 KEIOEYERE T A —H

22— | R 1 AKIOEYBEE T A —H 18— | K10 AAOEYBRE T A —F

24 N—v @-3 RWERH OZEr-extSIZBE LT 20 _X— @-3 BHWEHOZMrx NI LT




PRI A2, BEIEMEEAE, O
ThRlfRIE, KGR, /IR, EEOD
w. BIERFK. HTT 4, ITRERERRE S
H?K @MT K. HUARIRBERERR S . T I (APEEE
PR, PRl S, B R, E"Jﬁxﬁ Hlﬁl’ﬁ% HED
g E . SRR ZEARIE 1nfu510n reaction, EEFE
7R MRPEE, MERERAEGERE, M. Bk, WmED
T RO IR R EEE DB (L EHIE) - AR -
NI SE) | ZRIFERSE | S H i, JBEFL5E)
2R UCL Y%t Rk Sl I = e B oD B 4 &
A3 HEMEEEE L (RIEHOZB-OXISIZE L
THEROIEEZTONAFFICHH L) |

Uﬂb‘}&i%ﬁ

AIVER (RVEPMERIZR BTN A . BEAERHESIE, O
. ﬁ%ﬁ% MR RRIE . RIG2C. /NMGR, BEED

£, H?*%%’EEF%%\
SN N S
=N Em’ﬁ% HED

TR 1 BUEE IR BIERT 2% EJFT
2% ﬁjﬁiﬂiﬁﬂﬁ 7. FUR B RE
[, MRS, BREE. E"Jmﬁ
FEREE . HRIAEZEMIE, infusion reaction, EE
7R MRPE S, MERE R, %, R, WED
T ROt IR REEME, (OlRE S (L EHTED « ZRIR -
O PEIAMIGHE ) | RS il JBEFLEE) ITxh LT
Y RS R ST R R R B oD B P A A 2 R A
EHHEE L (RHEH ORZBrOoXSICE L THRE R
XEEZTONLIEMEICHH L), BEHICHEY)

HIZHE IR LE N TE HIRHINE S TNDH Z L, LENTE DIRHINESTWND Z L,
26 X— |5, BHxG L e H AT 21 X— |5 BEXSR L HEE
(BB 5 FH] [BZhEICBE 3 % ]
OAF| O AP 513 F RO BEITB WD TARIEMR OARA O BEMZE 51X Lo BEIZB W THEMEN
RREES LTV D MEES TV D
(%) (%)
QAA| O OHUEMEREER & OOF & 51X Treo QAFIOMOPUEMEREA & OO & 51X Fiio

Rl ijb\fﬁ)d] PES R STV D,
s A Y AT ROT T FFRE E G bRk
(LR : hVRTZF ROy Y Xt

BEICBWTHME RSN TWD
c A B AT ROT T FFRH &G TR
(R VR T TF RO Y Xt




b, FERIELRE  IVRTTF T AT T
FURORA ML XER) EOfFAES  (LFE
ERED 72 EGFR 85128 Bpatt KON ALK @ e
AR 2O UIBRARE 72 AT « FFFE O I/ Nl A fii
E B

A Y AT EDOPFREE ALFIRIERE D 720
EGFR BAn 128 Bt e O ALK it &8s 12t o
BIBRAREZRHEST « FIFE D FE/IN fa Fitiofes FE

- 7T F TR e E e b IEE R Rk - v
RTTFURIET AT TF U RO L ZE
RV LR IVRTTF I AT T T
KONRA Nt R) EOURES  ALFIRERE
D7\, PD-L1 ZBELR*M 1% K H>> EGFR &1in
T B2 OV ALK A B RO IR AR RE 72
HEAT - BRI DI/ NIRRT B

« RNV A2 T ROT T FFBIH % G T s

(WNARTTF RO T ) Z2x®L) LOGEA

5 AbEERE O 72\ EGFR &R,

ALK &8 a e & O ROSI @hE @8 a - fatto

DIBR A GE 72 AT« FEFE DI - L B I/ N e i g

B
k RFNOZWE L LT, Mk5e4 : PD-L1 IHC 28-8
pharmDx [ =] VAR I TV D,

. HRELERRE  hDVR T TF U XANI AT T F
VRO A R LRt R) EoftAERS  ALSRIRERE
D72V, EGFR Bin 22 FaME L N ALK &8s T
PEPEOUIBRAREZRHETT - P38 O I/ N R fitipes £8
- A BV AT E OO HERE  ALTFIRIERE D I
EGFR &fn 1R EME K Y ALK @A B st o
DIBRABEZRHELT - FFFE D I/ INH I s £

- T FFRF L F b IRE (R R - v
RTTF NIV AT ZF RO T L2 E | FE
R bR DVIR T T F U XANI AT T F U K
NRA R UFER) EOUHAEE ALFRIERE D720
PD-L1 FHE*)N 1%A 0> EGFR &fn & Rz
PER N ALK BhE BT RO IR ARGE 72 EAT - /5
& DI/ IN it s

k RANDOZWEE L LT, k5é4 : PD-L1 IHC 28-8
pharmDx [ 2| 2VEKFE SN TV 5D,
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O APRIEIE D 22 WUIBR A BE 22 1T - RO IR

L NIRRT B0 T ~SY R

MOTZ7 F 8K 5 Gl P E (WA RT T F
VRO Y EXRL) LoEREEICT LR
KUECREN 2V EE 2 B D BFEICB VUL,
KA & RN X2 TR OT 7 T 8E & G
WL OB G 2BETHZ ENTED,

(® B

29 N—

OAFDOERRBRIZBNT, UFOZA I 7T
HMEDF M A1T > T2 Z & 2B BT, AFIE
H X EHmICEGRAE CHROMEREITO 2
&

+ ONO-4538-05 7B K2 () ONO-4538-06 5% : 6 I
=&

« CA209017 7BR J O CA209057 3805% : £ 5-BHAE N
H9MHE, 2%, EERWED 1M 6 HH
TEL ERUBIF12EMIE

- ONO-4538-52 5B, ONO-4538-77/CA2099LA 7k
B ) 1Y ONO-4538-27/CA209227 #kBR : &E-BRtA)
O 1EMIT e M L, LI 12 R Z &

25 ~—

OAKIOERABRICBWNT, UTFTDEA I I T
HIEDOFHl 21T > T2 Z £ 25510, KA
A3 e Wia0 I B g A& TR R O R
ks

-+ ONO-4538-05 B % ' ONO-4538-06 #&5x : 6 i
=&

- CA209017 3Bk K& OV CA209057 7B - B¢ 5-B4bE D>
H9WHE, Dk, FHEMGEG 1 F/IL 6 HH
TE. ERUBRIT 12 BT

-+ ONO-4538-77/CA2099LA &tk K& 8 ONO-4538-
27/CA209227 ik : & H-BMED G 1 M1 6 M
TE. ERUBRIT 12 BT
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I HEE T A N7 A
=R~ T GEIR T

(Wi5E4 + 47— R AHE 20 mg, 47 ¥ — 7R A HHE 100 mg, 47 v—
A AL 120 mg, 42— R S HEFHE 240 mg)
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k2 92 1 (45 346 HekET)
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1. XL

EH L DA « ZEVEOHER O T2 DI, IR SCEFIZ SVl IE 22 23R 0
biLd, S BT, IEORFHIFROESRC L0 | FUREIKM e & OF0HH 228 B E R
FFERDAGB SN DT, 2O OEHZ B LER BRI 5 2 & BRSO
P L 725 TR Y RIFMBGEE & RO AR T #2016 (AL 28 42 6 A 2 H MEERE)
BN TH, EHMERSEOMHOREHEZ XD Z & L ST 5,

PR EI A, B ERSR AN T r 7 7 A VD BEAF DEIKS & B 5 7 2
BRDHZENDHD, ZOD, AR OLEMEICET HEMA+0ERT 5 £ ToM.
VHERKMOBELMSZT LI ERWRSNIBEICHLTERT L L & b2, BIE
FDFEEL U T2 BRI B 72k & & D 2 & DS RIRE 78— O B & i 7 3 R e R O f
THIEREETH D,

L7z T KHA FTA4 T, BIEEESL N ETITHREON TN D EFIZN -
LA R EES & | LUT OB S Ofiii 226 2 HEE 3 2 8LR 0 b B R B B2
i K O B A R,

B ARTA BT A %, WANIATEOE NE IS R AR A, ASHEFIE AR A
FRIRIESS . —fRAEETE N AARRRIRARHE S, FrE R EFTEEE A B ANE 22 kO
—HALTEN BRI EGRF2 O IO b LR LT,

RS L I HEIRSG, - A VR ERE 20 mg, A7 U — R SEETE 100mg, 4
— AR EE 120 mg, A7 YU — R SR EHE 240 mg (— 4 =
R~ 7 GBS FHHHEZ))

REERDMEUIAE - DIBRARRZ2HELT « TR DI/ NI it

MEERDMEROAE  BH, RAZIZ=RL~T GBI %) & LT, 1[5 240mg
Z 2 JEMIRINE S 1 0] 480 mg & 4 M R0 CAEEET 5,
i OFEEMEIES A & O 25813, @E . A =RLr~>7
(GBfz 7/ z) & LT, 110 240mg % 2 @B RE X1 1 5] 360
mg % 3 MR CARMEERET 5,

B I 5B 3O /NP T ERRUAAE




2. AFIOFE. 1T

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) L)) 1, /NEREES
TEMKSH L AZ Ly 7 24 BTV RV =AY —X 27447 (BMS) ) 2
BR% L7t K PD-1 (Programmed cell death-1) (Z%}3 5 & Nl 1gG4 & / 7 v —F /LHLfk
Th D,

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 i BhHIZ IE & BUZHIEE T2 2
T ICERT 2B AR TH D, PD-1 IFHURIRRHIILIZFELT 2 PD-1 U 4 K (PD-LI1
KMONPD-L2) EfEa L. U RERIZHEIMES 7 F 2 mizE LT o REROTEEIIREZ
BIZFRET L CTWb, PD-1 U W RIFHURE SIS B b Ok & 22 Gk 588
LTk, BMERAMEEE) LU LB T 5 PD-L1 DOFEBL L IEDEF
HIM & OMICADHBEBFRN & 5 Z & HE I TWs (Cancer 2010; 116: 1757-66)
F o BB AR TSR T MlaS AT 24 X —T 2 B v~ (IFNy)
IZ& > T PD-L1 OFIANFEE I N, BB L EEMARIZI T 5 PD-L1 ORI LD
ALEHIR & ORI EDOFBARRN 5 & D#HEE S & % (Sci Transl Med 2012; 28: 127-37)
X 51T, PD-L1 @5 H S H -3 AMiaid, PUsRFER CDS Btk T M o il fafs
TEMEZ 59 S8 545, $1 PD-L1 /KT PD-1 & PD-L1 & OfEGEET S &2 OHIN
GEEIGEREIE T 5 Z EDRENTND, DI &5 PD-1/PD-1 U 72 RERERIL, 23
AKIREDSPURRF ) 72 T AR O OBEE L ERET 28FO—>& L TEZ LT
Do

AFNZ, FEHRBROFE R S PD-1 OMasEE (PD-1 U 7 RFEAHEIE) ITREE L.
PD-1 & PD-1 U T REDREEZEILET S Z EI2X 0, BDATURFFRN e T DI
PEA K O AABIRNE k9~ 2 MRS TG M 2 58 5~ 5 2 & CRefc e PuiEgsh iR 4 o~ 9
ZENHERR STV D,

IS OFEN S | AFNTEMEIER ) 2 B 2R EIC R0 55 L0 L MIfF S,
e/ B Ao & LT BRI A FE e L. A bk, Zat kOB R
iz,

AN VE T I < HBEE DRI X 2 BIERS2 6 & b, B UL
D RN B o AFIO B PR OB SR, BHOBREL AT, BEIR
D BTG AITIE, BB L HGUIE U B e ik & B8 & Feo Al & i L Coil
GV RBERIRBI 24T\ B O RIERIGIC & 2 BIER A bI 561 1E, BRI E R
T AN OB EEDOHE YR AE ZAT O MENH D,



3. FEIR R
UIBRANREZR AT - AR OIE/NAEAE (R ERE L O R ERRE) OKGRRFICRE
i 24T - 72 E 2R ER R RBR O Rl 2 R~ d,

(A72hE]
R P B

O EAF IR (ONO-4538-05 #iR)

77 F R e BT RERE 2 A 2 UIERARE R B B/ IV ST I O /i -
/5% (ECOG Performance Status 0 2 TN 1) 35 il 2512, AAl 3 mg/kg % 2 @R
TRIEEE L7z, FEFEEE TH 28303 (RECIST A F7 4 & 11 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=,

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

7T F R G AL FEERE A2 AT HUIRAREZR B H1/ IV SR O/ F B
JEEE (ECOG Performance Status 0 TN 1) 272 il &2 xt8c, FeX 2% e L
T ARH 3mg/kg % 2 I MEIBE C A L7z ORAIRE 135 61, K& & &8 137 61),
FEIMMEE Th H2AEFH (LT, ToS] Lv9o,) (hofill [95% XM 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]),

1.0 1

0.9 h‘—\

0.8

0.7
FIRE
0.6
0.5
0.41

03 N E X% S

0.2 =S

Probability of Survival

_________________

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

KB

135 113 86 69 52 31 15 7 0
Res5t)LE

137 103 68 45 30 14 7 2 0

1 OS O H[Hf#EHT D Kaplan-Meier Hiff (CA209017 3X5) (HE/E&(b S 75 H)
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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 R O IERAE
B (ECOG Performance Status 0 X TN 1) 76 il 25512, AH 3 mg/kg % 2 1 fHI[H
bR TR EHE Lo, FERHMIEE Th 528405 (RECIST A K74 » 1.1 fRICES<
R EIC XD CR XUE PR) £ 19.7% (95%(E#EXH : 12.3~30.0%) ThH-o7z, 728,
FHANCRE L=BMEIX 9.0% Th - 7=,

© VEHME AR (CA209057 #X5R) (N EnglJ Med 2015; 373: 1627-39)

7T F R G AL FIEIERE A2 AT D UIERANREZR OB H1/ IV U R OIER - L
F2yE 3 (ECOG Performance Status 0 2TV 1) 582 il &2 %t54iz, Re X X®/L 2% &
LT, AHl 3 mg/kg # 2 WFMNCTREFE L ORAIRE292 1, F& & %&/LEE 290
B), FEFHIEE Toh 5 0S (H A [95%(5 X ]) 13, AHIHET 12.19 [9.66~14.98]
A, FEZXEAHFETII6 [8.05~10.68] 7 HTHV , KHIT Nt ZFE/IT3 Lt
FHEMINCHBRIER 2R LTz (N — R 0.73 [95.92% 5 #EIX [ : 0.59~0.89], p=0.0015

[J& 5] log-rank ¥ 7E]) .

1.0

0.9

0.8

0.7 1

0.6 -

AFH|RE

0.51

0.4

Probability of Survival

0.3

0.2

0.1 1

0.0

AT [ e e B S e [ e i S et SO e T e e | e G
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[EfiEHT D Kaplan-Meier #hif7 (CA209057385%) (ME/E2 (b S 75 M)



Probability of Survival

Number of Subjects at Risk

(PD-L1ZEHLIR LB DA 20 K OVZ2 A1)

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

ARMEICE LT, RV B T, PD-LIOFEHRRKRICL S, Fe&FwapELt
2 U CAKIRE COSHIER T A 2370 b i,

FER R TIEL PD-LIZE B PN1% AW DA R X VR & IZIERBROME R
ThoT= (TIX),

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

;_ < 07
| >
0.6 My, 2 06
5 v
05 . 05 3
e 2
o LT
03 03 5%y
]
e ey, "

o
N
—'"F
i |
- }
.[—
o
N

o <
@

0.0

=)
o

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 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

101 87 69 53 38 30 13 5 2 0 123 102 80 61 44 36 13 4 3 0

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

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

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)

3 CA209057 :XBRD PD-L1 FEELRB|TD OS O HEfENT 0 Kaplan-Meier i
(££H : PD-L1<1%DEHFHEM, AKX : PD-L1=1%D EHHEM)

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

(LB RTBIR D EGFR B in 122 Bfatk, ALK @i fn 1B O ROST A8 s 1
VDO YIBRARE AR HEST « FEF O FERF LR FE/ NI AiRE 2 550 51 (A AN 371 4
Zate,) BRI, TITEREANRY A~T (BaFlHz) CLT, [y <7
EV9,) KO T F R EETCFERIEO ARG E B E LT, ABILE AR
~ 7 kO T F B & Gefb e L oS- (BUF, INIVO/BV/Chemo] &9 ,)
DA V222 B L7z (NIVO/BV/Chemo™ BE 275 i, *FHEEE 275 #1), LHGE
B B Th 2 WIEAFIM (BLF, [PFS) & 9,) (Pl [95%FH X)) (X,
NIVO/BV/Chemo #£ T 12.12 [9.76~14.00] 77 H . xtH#E T 8.11 [6.97~8.54] W HTH
Y . NIVO/BV/Chemo X7 F R &N X< 7 NS 5 FF 8K % 8 T F ik 0 Of
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A Gk URGRHFFICE 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 OYLEHEE% 3 W HIFI0R CAMRE Lo, (LB, AARTSFo <2
BRUNRORAY R T, 3HEE 1A 70 LTRK 6 4 7 VERL, 6 %A 271D
LZEFEE M IEAF B D8y X 7 O GAC & D HERIEE © EMTRE & L=,

100 A
Z 80
g
D NIVO/BV/Chemoits
8 60
o
=
% 40 A
2 :
£ 20 xfHRBE
oy
0- | | T T

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 F[EfiEHTH O Kaplan-Meier i} (ONO-4538-52 5{5%)
(EfEA(L SN -4, NIVO/BV/Chemo £f & REE & o Lbif)

(PD-L1FEELR B DA M o V22 41E)
[EIBE LA 55 MAH SR (ONO-4538-52305R%) ICHAANNLNT-BEDT — X | THES X,
PD-L1%8 LR BN R IR BN IRENT AT > TG IMER N E2MEORRIZILL T L B0 TH

D72,

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

7 1 PD-L1 2812510 OS BIENTRF O3 (ONO-4538-52 75R)

0S
PD-L1 &3 BehRE Bil%x HfefiE [95%ClH] NP — R
(B A) [95%CI]
. NIVO/BV/Chemo 115 31.01 [23.13, —]
0, » k)

1A BV/Chemo 115 22.60 [18.63,29.44] 076 [0.52,1.10]

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

— HEEARRE, ¢ REBEALEREL LT Cox Heffil Y — FEFET v



VTR Y O IR N3 )
O [EBIFEH AR (ONO-4538-77/CA2099LAFKER)
{LIERIEARTIRIR O EGFRI& G- B paih i ALK A B 5 T FEVE O YIBRASEE 22 81T -
RO NEiTERE 716 (BARNBESOBIZETe,) ZRt%RIC, 77 F 8K E2E
b FREOI ARG ZXRE LT, Al A ) o~7 (B rf#az) (LUK, T4
U AT Lo ,) KOTTF T8I Z25 b FREE O (LT,
INIVO/IPI/Chemo| &\ 9, ) DA ZMER VLM 2GS L7z (NIVO/IPI/Chemo ' #£361
i), e H2HE35841) , FEEFEAIA H T 5 0S (FF B [95%F 48 X [l ]) (3. NIVO/IPI/Chemo
HET14.13[13.24~16.16] 7 A . X BEET10.74[9.46~12.45] 7 A T& ¥ . NIVO/IPI/Chemo
37T F KN A G AL RIEO B R Gk LRI B R IERE 2R LTz (N
— FE20.69 [96.71%(Z#EX [ : 0.55~0.87], p=0.0006 [J&5]log-rankikiE]),
7B, RBMLMATRER CTH DA, AL ONIVO/IPI/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 BV A~ Imgkg & 6 AR & 0L 5L E 3 8 R M
Bk Uz, (L2000, LA RSE B UTIERE ERE) (IC S\ bpes (R R
Jit AINKRT T FURONRZ Y ZXtE, ERFELENE: IVRTTF XTI AT TZF R
NARNLFER) &, 3EEE LA 2L LT 2 A 2 AER LT, 2 A4 2 A5 TH, AH
FEOA BV b~ 7 % ST LT,
#2 AR R RO SULIER - ERE) 1233 % . NIVO/IPI/Chemo A & [F] UAbS@ L% 3 AR
EAIVAINELTAYA I NVERL, RV EEEIZOWTIE, 4 YA 7 VO{LFHFEE
TR N Ll RIS K DM 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 Y 4 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 OSSO H[EfiEHT O Kaplan-Meier fi#: (ONO-4538-77/CA2099LAG5%)
(IAEAAL SN2 M)

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

(Part 1a)

{LEERIEARTEEE T PD-L1 FHLERN 1%L B> EGFR &5 28 RIaME R O ALK @hd
BEFREMEOUIBRAGE LT - T8 O/ NIt EE 793 61 (A ARNBE 89 il &
te,) ZXRIT, 77T T HAZ G FRIEOHE G ARRE LT, KA A Y
LT DAL (LLF. INIVO/IPL] &\W95,) OFMERNLEEMEERF LT

(NIVO/IPT™ B 396 i, xtH™2 #E 397 f5) . AGtBro FZFHIHEE 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] 7 H T& Y | NIVO/IPI (377 FFHH % & e b FRIEIT Kk LREEH PRI &
IR AR LTz (0N — REE0.79 [97.72% 58X/ : 0.65~0.96], p=0.0066 [J=5] log-
rank fRE]) o

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

¥ TR (R RO IR ) ICES W bRE (R R« IR T 5 F o U
VATTFURONT AR, ERELEE  IVRTTF NIV AT TF RO A R
FER) &2, 3BEMBE 1AL LTA T A7 VERL, ERFELERBCONTIE, 447
IVOALEFEFREBIT A N L F Tt RIC K DMEFERIE b ERATREE L7,



1.01
0.91
0.81
0.71
0.61
0.51

0.41 /* o8
0.3 RAER

popilzFita Wby g

<l = =i

NIVO/IPIE

0.2
0.11
0.0

Overall Survival Probability

0. 3 60 10 15 AR D] 0949 = 30 330360130 4D 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
%ot 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 5% Part 1a)
(IEAE 2 b S VT 4E )

(Part 1b)

(L RIEARTAE T PD-L1 FEBLEN 1% 2 D EGFR &5 1A REM L N ALK @A
AT BEMEOYIBRRREZRHETT « TR O IR/ NIRRT B8 550 5 (A ARNEBE 79 Hila &
te,) ZXRIZ, 7T TFFRAZEZUCFERIEOIAE G AR E LT, KHlETT7F
FHH ST EE & OO RS (BLF, INIVO/Chemo) &5 ,) KT NIVO/IPT @
AN OV 4 & fist L 7= (NIVO/Chemo™ #f 177 i, NIVO/IPI # 187 fi], *FR#EE 186
B) . AR OBIRFATEE O—->Th V) BEERIR R E D x5 Td 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 FF 8A| & & T ek 1k
X URH IS A B IER 278 LTz (O — R 0.73[97.72% 5 #HIX[H : 0.56~0.95]
p=0.0070 [J&%!] log-rank #&1E])

E. BRI R CTH DA, FHRIA R ONIVO/Chemot & it FREEDPFS D/~
— Rt [95%E#EX ] 1%, R EROE T0.94 [0.56~1.56], FER - ERE T0.66 [0.49
~0.90] TH-o7=,

*1 : AH 360 mg % 3 IR QML FEiE4 3 MR C AR L, (LR, M R
W B R TR EEE) ICESWALTFEERE (RELEE  IVRT FF U XA T T F
VRO LA AV HERELEEE  INVRTTF NIV AT TF RN A L% E R) &
3EMAE 1Ao7 LTAY A7 NVERL, IERFE LI OWTL, 4 34 7 Lo b7k
FEREABICARI L O R b Lt RIS & 2 MRk b TR L Lz,
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1.0

N

2091 3

£ o8]

=)

o

£ 07

S 06

Z

% 0.5 NIVO/Chemo#f

Q

204

=

503

£ 0.2 A

go L > “‘L\—_\

£ o1 pagicviss A T, T P

00 4
T T T T T T T T T T T T T T
0 3 6 9 122 15 18 21 24 27 300 33 36 .39
Number at risk Time from Randomization (Months)
NIVO/Chemo®$ 177 135 73 48 37 29 19 15 10 10 7 4 0

pgietica 186 121 57 22 18 13 8 6 ) 3 0 0 0 0

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

F7o. HEFEARRERR ST SN o b OO, PD-L1 FEHEN 1% 0 BE
(23T NIVO/IPL B &t FREED OS (FFRAE [95%(E 48X [#]) 1%, NIVO/IPI BET 17.15
[12.85~22.05] 7 H . *HEEET 12.19 [9.17~14.32] WA THY . NIVO/IP1 (X7 Z FF
FIHN 2 G T b PRIEI O LIERA 28 Lz (O — R 0.62 [95%(5HEX ] : 0.48~
0.78]. BRERMIZ2MRATHRESR) .
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[Z2 4]
R bR )
OEWNE DR (ONO-4538-05757)
AEFGIL 33/35 il (94.3%) IZERD BV, KElE ORREEFENGE CTE VWA HHR
G213 24/35 5] (68.6%) 1Z#BWD HALTz, FHLHEN 5%LL LORWERIZTRDO LB TH-
776

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

SRERIRHE B (%)

FEAGE 35 {3

(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
PN 3 i e

H CLoa Pk FR iR g% 2 (57 0 0
B IR

T 2 (57 o0 0
L 3 ( 86) 0 0
—fi% - EHFEER L OGS E O REE

TR 5 (143) 0 0
E Nl e 2 ( 57 o0 0
FEER 5 (143) 0 0
RPERIEE

WA 2 (57 0 0
AR IR AT

TANGEURT I NG AT =7 —RBEN 2 ( 57 0 0
M7 L7 F R ARTF—E8hn 2 ( 57 0 0
Y 2 RERE D 3 ( 86) 2 ( 57 0
R L Ok E

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

FAHm 2 ( 57 0 0
PR R B

KR = 2 — T — 2 (57 0 0
MR, HESFS & OEhR S

Jifi £ of. 2 (57 0 0
R X O T RRRE

SIERRRLE % 2 (57 0 0
HTBE 2 ( 57 0 0
F% 5 (14.3) 0 0
R INIRZ NG 2 (57 0 0

7p¥s, MVEMEREE 2 61 (5.7%) « KBk - EEO TH2 61 (5.7%) | MRS (%
T v NU—IEEREE) 361 (8.6%) | JITHERERETE 2 6 (5.7%) . HUREREEREREDE 3 41
(8.6%) . BIEHEREMED 1 5 (2.9%) . BEmelss (RMERIEEBTRE) 161 (2.9%)
K OV infusion reaction 2 Bl (5.7%) 23R iz, £7-. BEEORERE (B ERIEIRE
ERE, ZIRLEE, JERIEIESE) | TEEHRERETE . | AUBEIRN, BEK. FIEMIEE,

12



Ride - BEIZE. 55 5 A T OVL R 26 1R B LT o o, AR FIRER 1 e o
% (BRREMERE a1 & abEiHERe 7T,

QA MARRER (CA20901738%) (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 TERWAFRERIT 76/131 i (58.0%) T8O B, F
BN 5% EORWERIXT TEDO LB THh o7z,

F£3 BHEENS5%LEORIEH (CA209017 35k)
B3 (%)

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
H ke
T 10 ( 7.6 0 0
L 12 ( 92 0 0
—fi% - EHFEER L OGSO REE
I ) E 13 ( 99 0 0
97 57 21 (16.0) 1 ( 0.8) 0
Rt L O S
BAE 14 (10.7) 1 ( 0.8) 0
T E R R L O A HRRESE
B iR 7 ( 53) 0 0

¥, HVEMEMEE 6 B (4.6%) . KRIGK - HEED THI 11 61 (8.4%) . MfkFEE (%
T v NU—IEGEREE) 1361 (9.9%) | FFHEREREE 4 61 (3.1%) . HUIRIREERERET S 6
(3.8%) . EHEREFEE (RANEMEMEBRSE) 461 (3.1%) . EIEMHESNE 1 51 (0.8%)
KON infusion reaction 1 %] (0.8%) 23388 Lz, £7=. EEDOLERE (K EEIRE
fERE, ZTEALEE, FRHIES) | TEARHERETE. RIBeEmRE. | BUERp ., PEX,
e « BEEAE . 5 E D IER L OMHRITFRD D ie o 72, AREIVEFA SRS B
% (RREMRT 25T) 2E0EHEREZRT,

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

HEELRIX 75/76 i (98.7%) 12RO BV, AF| L ODRREARNEE TCE W EER
S0 64/76 5] (84.2%) T3 LTz, FHIRN 5%LL EORWEMIZITRDO LB ThHo
776
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F4 FBBEN5%LL EOREIER (ONO-4538-0674571)

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 i

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

15 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 SO RRE

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 SEREL R 6 (79 2 ( 26 0
Rt L O S

KF U ¥ AfiE 4 ( 53 2 ( 26) 0
RAHR 11 (14.5) 1 (13 0
PR R P

FEIED 4 ( 53 1 (13 0
M SR, MERES K ONERm P E

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

% O FEIE 6 (79 1 (13 0
i 11 (145) 0 0
ERINIRZSINGE 2 4 (53 0 0

¥, MR (5.3%) . KIS - EHEED THISH] (6.6%) . FhikkEE (¥ 7
v N —IEMERESE) 1061 (13.2%) | T RERE 511 (6.6%) . HUR BRI REFEE 1041 (13.2%) .
R REREE 1] (1.3%) . BreelEE (RAEFEMERE) 461 (5.3%) K Linfusion
reaction 3% (3.9%) RO OHNTZ, F7-. HEDOLEREE (FERMEIREGERE, S
B, BOROEIES) . TEEHREREE . IRUBEIRN, WL, EIEMIEAE, AR - BEEK
S E DR K O RITFE D B D o T, REIWERRBLIRI I BT F S (R R
WA E) 2B UEERETRT,

O/ IIARER (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%) (258 bl
FHLRDN 5%LL FORWERIZTRD LBY THolz,
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5

FELEN 5%LL EORITER (CA209057 #X5k)

BERIK e

(i%ﬁziifVJ 17.1) 287§

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

FOIR BB 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
— % - 2HFREER X OGN ORE

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

BAHE 30 (10.5) 0 0
AR K OV ARk

FAm 16 ( 5.6) 0 0
FEIE 5 X OV T fRbE =

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

7. MIEMEMZE 10 61 (3.5%) . RIBK - HEO THI 22 61 (7.7%) | FdpEE (F
7 N ERREESE) 26 B (9.1%) | FFERRERETE 15 61 (5.2%) | FUIRIRPERERES 27
B (9.4%) . BHEREFEE (RAME HIEMEBRE) 761 (2.4%) | Mk - 8655 1 41 (0.3%)
& O infusion reaction 8 i (2.8%) MFRD bz, Tz, HEEDOKERE (B EREARE
Rl ZIEALEE, FRHIESE) | THEAHERERE. RIS, 1 BURIA, PEX.
HIEMIESIE, 528 9 BER L VOB RITE O B o 7o, REIWEAFEBLRILILBSE
% (BRREEEE 25T 2E50HERRE T,

OE BRIL[F 25 MAAFAER  (ONO-4538-52 #iR)

HEFEGIIAFIGEH (NIVO/BV/Chemo) £ 271/273 1] (99.3%) . % HEHE 275/275 1 (100%)
I bz, AAIGFH (NIVO/BV/Chemo) & DR FEEBNEE TR VWAERSRL
269273 B (98.5%) |ZFBD LTz, FHLEDN 5% EORIWERAIZ TRO LB Th o7z,

F6 FEBEN 5% EORIEM (ONO-4538-52 #5#)

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

SIERRRZE O% 19 (7.0 1 ( 04 0
PR TR P

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

I HRER B 116  (42.5) 87 (319) 0

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

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

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

TIZ=T ) N UAT = TR 20 ( 73) 3 ( 1.) 0

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

EEN 15  ( 55) 0 0
e

(s 85 (31.1) 3 ( 1.1) 0

L 68  (249) 3 ( 1.) 0

T 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

IR E 18 ( 6.6) 4 (15 0
B iR B £ OV SR RRRE &

B EiivR 69  (25.3) 0 0

5 P 66  (242) 0 0
—% - &FEEER L O 50K

TR 68  (24.9) 1 ( 04 0

FEER 40 (14.7) 2 (07) 0

I 57 19 (7.0 2 ( 07) 0
R SR, MOERES K OMERm P E

i 43 (15.8) 0 0

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

BAEIE 81 (29.7) 8 (29 0
A5 P E

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

EHR 65 (23.8) 13 ( 48 0
bRl s

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

FRIR BB RE TU B E 15 (5.9 0 0

BB R RE R4 14 ( 51 4 (15 0

¥, PRI 211 61 (77.3%) . BREUHRERIE/ X A/ XF—92 il (33.7%) . HER
MR B 43 41 (15.8%)  FRBREERERE T 39 5] (14.3%) | HLE D K2 JE IR 36 1] (13.2%) |
FFFSRERETE 35 61 (12.8%) . BHEREREE 20 B (7.3%) . MVEMERGERE 19 B (7.0%) .
KIS < /NGH% « EEED THIT 19 1] (7.0%) . BIEHEREREE 14 41 (5.1%) . infusion reaction
13 B (4.8%) . NEEMARBERERETE 5 61 (1.8%) | sk 4 B (1.5%) . ClEBETE 4 61 (1.5%) .
1 BOREDRIS 3 611 (1.1%) | FRimARZERE 3 41 (1.1%) . BE{EPERREZ 2 61 (0.7%)
FESE 2 511 (0.7%) . FFZ 161 (0.4%) KL OMESEHIM 1 5] (0.4%) 358D vz, Fiz,
HIEMME A, (O, BUEFZE. R4, Bk - Bk, MERERIEMEE, ik, 5
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& DG TREFERPS S OMBEALIFRE®D D ivie o 7o, ARWERREBLRDUI B E S (B
MEMRE 2 &) 2GT0ERHERETT,

e
*

O - B2 9 Je QR - R R ge)
DEFR [ M AHRER (ONO-4538-77/CA2099LA 7X5R)

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

(97.7%) 2R b=, AAIGEH (NIVO/IPI/Chemo) & DRE BEURNTE TE RUWVE
EHEGT 322/358 ] (89.9%) IZRRD BTz, FEBLEN 5%LL EOREWERIZT TRD L350
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
Rl A s

FOIR BB RE U EESE 27 (1.5 0 0

B B AE REAR T i 52 (14.5) 1 ( 03) 0
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 X OB S 0KRE

) E 73 (20.4) 3 ( 0.8 0

9 57 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 VBT I MU RAT7 2T —EBHN 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 L O A HRRESE

ESJENn 26 (73) 1 ( 03) 0

5 P 18 ( 5.0) 0 0
MR, HESFS & OVERR

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

B EE 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



s, HURBMERERE T 74 1 (20.7%) | FREERETE 51 61 (14.2%) | BORCHH RELE/
F3F =50 51 (14.0%) . NTHEREFETE 48 131 (13.4%) . KiFHK « /NG « B O TH 26
B (7.3%) . BRERERETE 25 1] (7.0%) . BEOEFREE 21 6] (5.9%) . FEMEMZEE
19 i (5.3%) . infusionreaction 17 il (4.7%) . EIEHERERE 12 61 (3.4%) . T IEAHE
REFETE 741 (2.0%) | LCHEFEE 761 (2.0%) . FF& 661 (1.7%) . HER 461 (1.1%) &
OFFIRIMAR ZEARSE 1 B (0.3%) B LT, £z, EEMEIE., Ok, Bk, 1
TUBERE ., TFARA, B LHEARE . Mot - BB, BEERMMKEE ., MERE RIEMRE,
fEEZ, 5 &9 IS BEE M & OMEFLITER D bivie o 7o, REIWERRBLIR DL B E
% (HARMRAEEEE 2580 23 0EHRETT,

141

& 5

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

(KHIE A Y L~T OO HERE)

HEFELIIAFOA (NIVO/IPD) #f 568/576 5] (98.6%) . *IHREE 554/570 %1 (97.2%)
(RO BT, AFIPEA (NIVO/IPD) & ORRBEARMDEE T E WA HFHGIL 442/576
Bl (76.7%) ([ZFBD BTz, FBHEN 5% EORIERIZITERO LB ThoT-,

#£8 RHRN 5% EOFRIVER (ONO-4538-27/CA209227 i85k Part 1a }2 O* 1b)

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

(MedDRA/J ver.22.0) 4= Grade Grade 3-4 Grade 5
EREIEM 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 GkEE

T 98 (17.0) 10 (17 0
L 57 (99 3 ( 05 0
—% - &FEER L OB 50K

W E 59 (10.2) 8 (14 0
957 83  (144) 100 (1.7 0
FEEL 43 ( 1.5) 2 ( 03) 0
AR IR AT

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

7T =B 36 ( 6.3) 17 ( 300 0

TARTX BT I TV RA7 =7 —BHMN 56 ( 9.7) 18 (31D 0

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

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

RA A 29 ( 5.0) 4 ( 07) 0
MR, MERES I OVERR FE

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

P2 i W f5 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%, HURMRHERERRE 115 611 (20.0%) . IFRERERESEE 91 1] (15.8%) . Fh#kkEE: 51 41
(8.9%) . MVELMEMZRAE 50 B (8.7%) | RERUThRlfRE/ X A/ F—38 fiil (6.6%) . EJE
DR JEEE 27 B (4.7%) . KIGHK - /DGR - BEO TR 25 F (4.3%) | BHERERE 25
5 (4.3%) . infusionreaction23 f5 (4.0%) . TEEMAHERERET 1961 (3.3%) . EIFEHGE
[ 19 Bl (3.3%) . FFS 13 B (2.3%) | DlidlEEE 9 1l (1.6%) . HEZ 6 Bl (1.0%) .
1 BUBESRIP 4 B (0.7%) . SE ISR 2 1 (0.3%) . DK 16 (02%) . Wiz 1 4l
(0.2%) . Mgk « Bl 161 (0.2%) K OFIRILEZERAE 1 51 (0.2%) 235388 b,
Fro. BIEMEGE, ITAE, i VIR 2, B A ikl | MERE REMRE, kL.
FEESE HH 1 M OSEFLIZRR O B AL Do T REIMERFBURDUIBIEF S (B AR
rEte) A HUEINERETRT,

(KH & 77 FF 8K Gtk L OGS (PD-L1 ZEL= 1%A O BE L))
HEFELIIAKIGEH (NIVO/Chemo) BE 172/172 41 (100%) . % BEEE 174/183 41 (95.1%)
(2R BT, AAFIPFH (NIVO/Chemo) & DRI FEAR A EE T E WA EFEFGIT 159/172

5l (92.4%) (ZFB® BTz, LN 5% EORIERIZT TRO LBV THo Tz,

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

BEL e /A B (%)
:ﬁiiiﬂﬁ AAIGEA (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 1. 70 (40.7) 30 (174) 0
I FRERIS A i 41 (23.8) 23 (134) 0
M/ NI 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 EEL 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
B AR i A
TIS=rT I NIRRT =T — BN 16 ( 93) 5 (29 0
77 —EHEm 11 ( 64 4 (23 0
TARTEX T I TV RA7 =27 —BHMN 10 ( 58) 1 ( 06) 0
M7 L7 F =8N 12 ( 7.0 1 ( 06 0
I R ERER D 27 (15.7) 17 ( 99 0
IR 21 (12.2) 11 ( 64 0
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H i BRE R 15  ( 87) 9 ( 52) 0

R L RS
BN IS 39 (227) 4 (23 0
R E X O TR RkRRE
% O PEIE 15  ( 87 0 0
IS 26 (15.1) 1 ( 06 0

¥, FRERFEE 26 B (15.1%) | BRRUGEMEAE/ X A3 F—22 65 (12.8%) . JTHERE
b 21 51 (12.2%) . FUIRERFERERRE 16 B (9.3%) . BHEHEREE 14 1 (8.1%) . [
EMEMRE 8 B (4.7%) .« RIBHK - /NZ - HEED THIS B (2.9%) . LligilEsE 5 i
(2.9%) . infusion reaction 4 {5 (2.3%) . BEDKEREE 2 #] (1.2%) . OFZ% 1 #
(0.6%) . 2 16 (0.6%) . 1 BUEEGRIR 151 (0.6%) . AFZe 161 (0.6%) . BB
REFETE 161 (0.6%) K OFARIMARZERRAE 1 B (0.6%) 23588 iz, F7-. HEIED K
TE, FFARA, BEIEIRE R, FEARHAEREE, MK - BB, HEERMmEREE, M
EREREMERE, AEEE. BER. SE DR, EEHM L OELITED bznotz, R
RIERZRBURDLIIBE RS (RIRRAEMRT 2 5T) 23 OEIERE =T,

20



[ - Hi]

AR OREMEYBETT L ZFA LY 2 2 b— 3 10250, AKI 3 mgkg (K
H) XX 240 mg % 2 FARIEINGE TS LI2BROARR O Mg iR E RS S iz, ZOf
R AH 240 mg A HF G LTZBROREEEIL. AH) 3 mgkg &5 LIZBROBRE & & i
LTREEZRT ETHENTZb DD, ARANBFICBO CARMR RIS TV D H
% - & (10mgkg % 2 BFFENRECRE) CARAIZ G UizBEOugE & & ik L CEE
oy LTRSS (FR) AT BEOBEIZE T 27 — #2125 & KA 3 mg/kg
(REE) 0% 240 mg % 2 HFFIFE CHG- L 7ZBROARRF OBRE & & Ao 3 etk b
ORI & T D IRE ST T APERE S, YiX B OW TREIT DAL A R,
FRROAE - HEOM THEMER O SMEICAME e 2RI E TRl S Nz, £, 3
NI BT IC BT 27 — XD S LR BOGET VEFIH LT, A4l 3
mg/kg (2 EFFEIECHG) . 240 mg (2 AR CTHE) XX 360 mg (3 # MR T
H) LAY A~7 1 mgke (6 BREIMMRETERYS) 20 LIcBROZ2MEZE Lo
K. FEROME - HEOR CREM TR ERITRWV E TRIS N,

F 10 AKANOIEYBE T A —X

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

3 mefke Q2W (352 .760-8) (10.17?'264.5) (17.21‘,";3.9) (75.1){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(;),'51&14) (33?,9232) (18421,1 ;13) (23;7286)

FRAE (5%, 95%4%)  Q2W = 2B FIHIFE . Comax @ HIEIHE-22 O di i ML HHEEE . Crinara : FI[EIF 5214
A BT D RARMIE IR, Caveara : A 5140 B E TORMIEPIRE . Coaxss : T RIEICIS
T2 i MIE L Cinss 1 EWIRRBIZ I D RIS PRREE . Cavess 1 AEFIRREIZ IS 2 P15 o
TR

T AR ORENEYFNEET L EZFH LU I 2 b— a3 280 | A 480 mg
% 4 W CE G SUIBEARE O Mk - &S TG U72BRO AR O fiiE i EE 23 e
Ehiz, TORER., KAl 480 mg %z 4 WFEMN CHE G LB EFIREBIZB T 5 E¥im
ERIREE (LA, TCagss) &V, ) 1, A 240mg & 2 IR TG L72BRD Cavgss
EHUT D E TSN (THR) o Fo. AAI480 mg # 4 AN TR G L7ZEROE
FARIEICBIT Dl iE FIRE (LLF.  [Cras) EVD, ) 1, K| 240 mg % 2 5
Mk CTHEG LT2BRD Chaxss & IR L TEMEZ R T & TlISHZ b OO, HARNBREICE
WCABMENHER SN TWD R - AR (10mgkg % 2 BRI CRE) TAHIZ &5
L7oBED Cinaxss & I L TIRME 2R3 & PRI (FFR) o M T, EEOmEEICE
JAHT—2ITHESE, KA 3mgkg (KHE) F£7203F 240 mg % 2 BRI, £ L IEAH
480 mg % 4 F NG CT& G LB AR OBRGER & A0 ST Ze a0k & o B & gt
THRBEOGTE T VORI, YL O W TRMM bR, ERRo Mk -
B DRI CTHIER V2RV 2RIV & Tl STz,
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F 11 AKANOEYBE T A —XF

v - B Crnax Cind28 Cavgd28 Crmax,ss Cmin.ss Cavgss
(pg/mL) (ng/mL) (ng/mL) (ug/mL) (ng/mL) (ug/mL)
3 meke Q2W (352 '760-8) <16-257f0-3) (21 321 f3.9) (75.&?71) (27.612,'107) (42.717,’?27)
240 me Q2W (51-712’203) <23-33?‘539-0) 602670.9) (10;5354) (41?57,'%1358) (62.11(,)9187)
480 mg QAW (103207) (15.25?17.4) (37.?)?34.8) (14?,1 §36) (27.751,'?37) (62.11(,)9187)
10 mg/kg Q2W (142,9;22) (86.959,.?32) (10},1 ?48) (323,9225) (18421,1 gos) (232,7277)

FOME (5%, 95%4%) « Q2W : 2 MR, Q4W : 4 FRIRINGE. Cmax : HIEIH 554 O fierm 37 PR AL
Cuminazs © RIAIH 514 28 H AIZ351T D BT PR EE . Caveazs © WIEIH G- 28 A H & T FHI i i

FE. Crmaxss 1 EFIRBEICIS U 2 B M IS, Crinss : EHARERIZIVT D AR IMIE PHEE, Covess 1 EHIR
HEIZ 351 2 -4 I3 e B

22



4. FisglZOWT

AAFN OG- )Y 72 BE &2 - FE L, ARl 512 i@i%&ﬁwm%%ﬁbk
BRICKHET 2 Z ERMER D, LFOO~Q@DFT X T &= T aicB W THEHT
RXTH5DH,

O {4 1ANE

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

(1) BEATBREDEET D03 V2 REEEILSIRPE S (BRIE TR S A2 O HEIL Rp B
HU A3 A RS FEEE LS RRE . HUEY AR RIRBE 7R &)

(2) FrERERERRT

(3) HARENTERENFDGE T D 03 VB ROEEERRT (D3 AR EIRbT, 23 A2
WIEBE, 3 AR EEHERE T e &)

(4) SRACTFIHIEE 2 RS L, SRAETFRIEINR 1 USSR FHEIENINE 2 Ol 5L 7E
AR D 21T - TV D ik

(5) PUEMENEZ AL T E EANE O ik FEYEITAR D R 21T > TV 2 fiak

-2 W DAL A K ORIME R FE BN O % TS50 70 ik & EBR & RO R Al (FR D
WPRNIREE T DERM) 25, SR ORANE T 2RO RMEA L L TRES L
TnnHZ L,

*

o [ERIRFFISR 2 FOPWHEZE T L72iRIC 5 FLLEO D ATBIROERIRIHE 2
ToTWHZ &, 56, 28U LT WARYREL L LEERRIESZOIHE %2
ToTWHZ &,

o [ERIGFFEUSH% 2 FOPMHEZE T L721RIC 4 L EOBKRKEBRZH L T\ D
L, 9B, 3ELLEE, O A SR S T MR AR O R RIHE 21T -
TWAZ &,

@ BENOEIEMNIEHRE B OEHIZ DN T

PSR G AR B E T T D B S L S, BRI D OO, ﬁfiﬁ@ %
VR MO S B ONEATE T D 5 Mgt AEFLVBE LG EoRE
EH, ERHEONIATONDEHINESTNWDE Z &,
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@ BHEH~DOXISIZONT
@-1 Hiiax AR BE 3 2 A

[V MR B O HEE R BIE AN AE L72BRIT, 24 FFRIEZIERIRTHI O T, ik X
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