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| REESTRE S [ mEEER R & B
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JEAE G EA R - AR AR ER L FEE SR E
( & B & )

=R~ 7 (Bl z) WAIO @ HHEET 1 R Z 1 >~
(FE/NAB Rt ) D —HFBSIEIC DWW T

R EOE R L SO AR F 8 2016 (ERE 284E 6 A 2 HBEHIE) (2
BWT, EHMERGOEHOREHELZRS Z EBEVIAENTZZ &
T C, FOERG E BICLE R EBF TR T D 7 0 1S el HE e
HA RTA U ZERLTWET,

=AN~7 (Bl z) ®(A (RPTEH - 47V —A S FRE 20 mg,
[ SR ERTE 100 mg, [FlATEEATE 120 mg K OVFE SR & TE 240 mg) Z FE/Nl
fa izl xt L TR 2BOEEFEHIZOWTIL, =R r~7 (EixT#ll
e z) WH O FEEAHEE T A KT 4 > GE/NlaftiE, ErERalE, JEE
EREE . EAMPRE . HHLAAR R U oNE, B, BN R E, S AEE
~ A7V TI7 4 NAREZENE MSI1-High) 287554 - EGEEK
Uﬁﬁfﬁ) DL EIZDNT) (FF0 24 11 A 27 BAHT A SRR 1127

H1 FREAGTEE EIR - AEE AR EELFEAEHRESE) KV RLT
WET,

A, MNATBUHE NE G ERERR BB I VIThbhvic=A1r~7
(GBEAn TR 2 ) S50 0 FE/INHE R 9 2 kb5 & U 72 387 7 7 B R R g (2 B
THRMG AR E 2, EROBEBEFREIZOWT, o LBV HIEWZLEL
DT, BENOEEME R OERIZRT2EMmEBECNLET, o, &
EH%OREMEHAEEY A R 714 0%, BlREED LB TT,
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FH/ NI i O fix

W FHAEE T A K74 Dtk

AL

BIEEICHESIES)

E<lh 5]
2= R A (FRRERIBED) Y= (B yHBRERHIBR)
4=y @i/ S IMAHRER (CA209017 585#%) (NEnglJMed | 4 ~—3 @iEstE MAHFRBER (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 F TR A GO FIRIERE 2 A3 5 UIBRANEE
72MB H/IVH OIFROR L E#E (ECOG 2B #/IVEI IR O R EREEE (ECOG
Performance Status 0 2 (XN 1) 272 il &%, K& Performance Status 0 2 T8 1) 272 5| —CAFKHE3 545
X AxtiiE LT, ARH 3 mgkg & 2 AR R Ll 137 ) BRI, KX XL i
B C o A L 7o _ORAIEE 135 #], REXFEL SR & UCARH 3 mgkg & 2 MMM At
BE137 B, FEFHITE H Td D 2EA MR (LR, L7, EEFHMEEE Th o 24FHH (LLT, T0S)
[0S) &Wv9,) (FRfE [95S%EFIXHE]) 1%, & L) (FIE [95%EHEXH]) 1%, ARAIRET
HIFET9.23 [7.33~13.27] W H., REZFEAHT 9.23[7.33~13.271 1 A, KX X E/LET6.01[5.13
6.01 [5.13~733] WATHY ., AFL KX X+& ~733] IHTHY . KHNT FEF XK LK
AR LFSEHFIIICA B RIER 2R LT (N — FHFEICHERERIEE AR LT (A~ — R 0.59
REE 0.59 [96.85% 5 #E X[ : 0.43~0.81], p=0.0002 [96.85%E #H X ] : 0.43~0.81]. p=0.0002 [ J& %] log-
[J& 5] log-rank #R7E]) , rank fR7E])
58— @AM FEMARFRER (CA209057 388%) (NEnglJMed | 53— @uEsFE IAHRER (CA209057 #85R) (N EnglJ Med

2015; 373: 1627-39)

7T F K B G AL TERIE IR A A T D UIBR AN EE
2B #/IVH X% O FER - bR R
(ECOG Performance Status 0 }2 T8 1) 582 51 %} 5=

2015; 373: 1627-39)

77 F AR A 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—-AFHHEE292 {1




2, ReZXerzextife LT AAl 3mgke % 2
T I AR B E L7z ORAIRE 292 #il,. K& X
X URE 290 ), FEGEHIEHE TH D 0S (FFk
B [95% 5 4H X[ 1) 1 ASHIHE T 12.19[9.66~14.98 ]
HH., REHZXBARET9.36 [8.05~10.68] # H T
HU . KHNEREZXFEAICKH LS FICEE
IR R LT (AN — R 0.73 [95.92%(E#HIX
fi] : 0.59~0.89], p=0.0015 [J&%! log-rank R E]),

Rz & ez L2009 D) A X RIC, KX XL E
ST E U CAH 3 mg/kg & 2 ¥ MBI CaamsE
L7-, EEFHHEE THD 0S (FHAE [95%(F4E
XM 1%, AFIBET 12.19 [9.66~14.98] # H. K
X FEARET .36 [8.05~10.68] WHTHYH, K
L R & 22 ix LHEHFIICAE BRIEE %
AL (N — R 0.73 [95.92% 5 #EX [ : 0.59~
0.89], p=0.0015 [J&% log-rank f&7E]) .

6 ~—v

O E B [F 25 MAHEER  (ONO-4538-52 3ER)

{LFHRIERIBIR O EGFR s 128 R EME. ALK @
fidfs T EEEA N ROSI A BB O UIBRA
REZ2 1T - B8 D IR - b B2 B/ Al A it FB S 550
Bl (HARNBFE 37 flEEte,) 250, 7ok
RENNT AT (Bl 2) CLF, [~y
A=T] LW ,) ROT T FFHHKN % ETe b
EOHHE G R E LT, AFIE SR X< T
LT 7 FF8AEETLFFRE L O S
(LLF. INIVO/BV/Chemo| &V 5,) DAERMER
W22 et Lz (NIVO/BV/Chemo™! ¥ 275 il
REHREE 275 (1)) . EERHAMTE H T d 5 FEHE A A= {71
M (CAF. TPFS| & 5,) (PRl [95%EFEX
1) 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 ERIE O G B 51Tk L
AFFEMICEBRRIEE A s LT (O — R 0.56
[96.37%1E#E X[ :0.43~0.71] . p<0.0001 [J& 5! log-
rank FE D) .

*1 : AA 360 mg K OBk 2 3 3 [ [ 8 C R
Lz ALSBRIEE, AIVR T T F o XU H
TNV RO AT 5, 3 A 1 A7
ELTHRR 6 HA 7 VEL, 6 A4 7 VDibF
BIEER S IIAF R AN X< T O G
L DHERFEE D FEMrTRE S LT,

(% %)

4 PFS o 7 [ fi# #T F @ Kaplan-Meier i £
(ONO-4538-52 ki) (HE/E & (b SN
NIVO/BV/Chemo #f & xfHEHE & D Hig)

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

[EI B [A] 55 AR RAER  (ONO-4538-52 #AlER) (ZHH A
Ao -EBEDOT— X125, PD-L1 ¥HXR
BN EESRE IR 24T o T A IE J OV M D fi
RIFLLTOLEBY Tholz,

ARMEICBELTE, R1OEBY Thotz,
728, PD-L1 OWBFIZL 5T, AFOLLMHET




o7 7 AVFREETH o T,

# 1 PD-L1 FIHER D OS BRI DA 2hik

(ONO-4538-52 245k)

(R W)

g ~—

OE IR FH AR (ONO-4538-77/CA2099LA
AR

{LIRIERIBIE D EGER & 1514 BIEMEK N ALK
A B s T FEME O YIBR AR RE /e 1T « 38 DI/ N
faffies B8 719 B (AARNEE 50 plaeate,) %
G, 7T T FRE ST FEERIEO RS
Xt LT, AAlEA Y AT (GEl A
z) WUTF, AV L=T| EWnH,) ROTTF
FT A E G FRERELEOFAES (LLF,
_INIVO/IPI/Chemo] &£ \V9 ) OFIMER VL2
Zkat L7z (NIVO/IPI/Chemo™ B¥ 361 5], % IR B¥
358 f5il) , FEFMIIER TH D 0S (P IAE [95%1F
FEX M) (%, NIVO/IPI/Chemo #f T 14.13 [13.24~
16.16] 71 A, ®HBREET 10.74 [9.46~12.45] 7 AT
& 0 . NIVO/IPI/Chemo 137" 7 T 8K & &b
PAEDO PR B3 UEEHEIICH B IE R & 7R
L7z NP — R 0.69 [96.71%(5HEHXH : 0.55~
0.87]. p=0.0006 [J&%! log-rank f7E]).

7A=Y

D[E B 2[R 26 M A Bk (ONO0-4538-77/CA2099LA 7
)

(b FFRIERTEHE D EGFR EinZ Rt KON ALK
A B A FE M O UIBR AR RE 22 AT - R D IE/INHR
e fitigeg B 719 61 (H AR NGBS 50 il &2 & e, A5

L A 1] 2 =27 7\7,71\"7 v‘/:F‘v-)—ﬂi'JX”#/\ﬁ’m“/'_L’Jiﬁ/j:

T30 Bl SRR 358 4) A xfGHT, T T
Fl & &b P FRE O HE E= 25 e LT,

NIVO/IPI/Chemo #£D A 20k OV M & et L
72, EEFHMEEE TH D 0S (FRAL [95%I5HE X
[i]) 1%, NIVO/IPI/Chemo ££C 14.13 [13.24~16.16]
A, XHEET 10.74 [9.46~12.45] WA TH Y,

NIVO/IPI/Chemo £5-13 7' T FF 8k % & Tofb 0
EICR LRI PRIICABERIEEZ R LT (N —
REE 0.69 [96.71%(5 X [H : 0.55~0.87], p=0.0006

[J& %] log-rank fR7E]) .
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@ EFEIL[F 55 MAHFAER (ONO-4538-27/CA209227 3

g ~—

O EBEIL[F 55 MAHFER (ONO-4538-27/CA209227 3




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

(Part 1a)

(bR EARTAIE T PD-L1 FERN 1%L Eovo
EGFR 815178 Bt e OY ALK 58 s 120
BIBRAHE 70T - B O IR/ IS B 793
(AARNESE 89 il &te,) ZxBIZ, 7757
A 2 St IREO NG 25t LT, &
Al AT A~=T7 L OfFHES (LT, INIVO/IPL]
EWVI ) DEIEROZEEERF L
(NIVO/IPT™ B 396 f5il, B2 B 397 f5i]) . ASHABR
O EHEFHHTEH TH 5 0S (HRAL[95%(FHE X [# 1)
L. NIVO/IPI #£C 17.08 [14.95~20.07] » H. *f
FRREC 14.88 [12.71~16.72] 7 H TH v . NIVO/IPI
377 F A& & T FRIEIC T LR PRI
AEBRIEEZ R LI (O — R 079 [97.72%15F
FEX M : 0.65~0.96], p=0.0066 [J&H log-rank f#
E1)o

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

(Part 1a)
(LEIEFRTEHE T PD-L1 FHEN 1%L Lo
EGFR 815128 BIEME KON ALK @A B 2o
BIBRARE 72 AT - PRI DI/ IR Afiee FR 3 793 H1l
(HRNEF 89 Bl xEte, AFL LY LT L
DS (LIF— INIVOARH &1 5 ) “HE 306
R 397 45) AT, T F T RFI AR ST
EFEEO P AR 52 2%t & LT, NIVO/IPI £
D INER VLB Z T Lo, ARBro FZEE
il H TH 2 OS (FofE [95%EMX M) 13X,
NIVO/IPI #£C 17.08 [14.95~20.07] © H. *IPRREE
T 14.88 [12.71~16.72] 7 A T& Y . NIVO/IPI &
Hix 77 78K % & T b s ISk LREEH R
ICABERIER 2R LT (A — FEL0.79 [97.72%(5
FE X [8]:0.65~0.96 ], p=0.0066 [ J& 3! log-rank i 1)

10 ==

(Part 1b)

(LSRR EERTEE T PD-L1 FELERN 1%L
EGFR 815178 BLfah e OY ALK @58 s 72t o
UIBRANREZRHEST - FFFE D IE/INHI B it FB 38 550 51
(AARNEBE 719 fleagie,) X5, 77FF
A2 S b RIEONHE G 2 LT, &

95—y

(Part 1b)

(LFEIEARTEE T PD-L1 EBLEN 1%L

EGFR Bin1Z B LK N ALK @A EE 2D

UIBRAREZRHEST - FRRE O IE/ NIRRT B3 550 431

(AARNEE 19 62 G, AFLLZFF 0L
P 3 PAN N




AL 77 F T WH 2 E et P RIE L OPF RS

_(BLF. INIVO/Chemo | £\ 9 ,)  OXNIVO/IPI O
R N2 22 et L7-_(NIVO/Chemo™
177 5], NIVO/IPI # 187 i, xfRe#E 186 ) , A
B O BIVKEARIE H O —-> T Y B R 228 E O %
% Cd % NIVO/Chemo #f & ¥ HEH#ED PES (HHofi

[95%{E#EIXM]) 1%, NIVO/Chemo #£ T 5.55 [4.63
~6.90] B H. XHFET4.70 [421~5.59] HHT
»H V. NIVO/Chemo 117" T FF8lAI % & Tl f
EIK LFEH PRI BERIEEE R LT (ATF—
RE 0.73 [97.72%[E #HXfH : 0.56~0.95], p=0.0070

[J& 5] log-rank #7E 1),

k. RN RTH 255, HAERSE O
NIVO/Chemo #f & % BBEED PFS D W — RE[95%
R X, R ERE T 0.94 [0.56~1.56], Ik
R ERE T 0.66 [0.49~0.90] THh o7z,

*1 0 KA 360 mg Z 3 MR MIRE & ML iE% 3
[l FEIRR C R L7, (LA, MR (RAE
R ST B RR) (TS DT bR TE (R
SRR INVAR T TF NI AT T TF R
FhTEE s R LR VR T T TF X
(Z AT TF U RONA RLFER) &2, 3#M%
1 A 70 LT a4 VA7 VEL, FERFEL

L5 ) R 177 Bl NIVOAPIHH 87 45l S HEFE
18648 ZXtRIT, 7T FF K &G T FHIED
FHE 5% % & LT, NIVO/Chemo #£K O
NIVO/IPI #DHME R et 2 it Lz, AR
B2 O BIREHMIE B O —>TdH 0 BRI 72 B E DO %f
41 Cd 5D NIVO/Chemo H#f & xf HAHE 0D MEHA A £7 1A
(i [95%E/IXH]) 13X, NIVO/Chemo #£ T
5.55 [4.63~6.90] 71 A . ®FEHET 4.70 [4.21~5.59]
71 H T& v NIVO/Chemo #5-13 7" F FF 8l % &
TefbFIEICR LR FMIICHE B R ER 2R LT
(NNP— R 0.73 [97.72%EFEIX[H : 0.56~0.95].
p=0.0070 [J&%! log-rank f7E])
k. BT R TH DA, MR O
NIVO/Chemo #f & %t FEEED PFS O % — K E[95%
EREX ] 1, WP BT 0.94 [0.56~1.56], Fk
R BB T 0.66 [0.49~0.90] THH7-,
*1 @ AHI360mg % 3 MR RIRE & ML %Z 38
[ FEIRR C R e U7 AR REIE, AR (R
R AT B RE) (TS W bR E (R
SRR VR T T TF NI AT TF R
TR ey FERW LR VR T T TF T
VATLTFURORA MLFER) A, 3EMAE 1
YA 7Nl LT 4 A 27 )VERL, IERE LR




FEIZ DWW T 4 A 7 VDA R I (A
BN A Lt RIC K DHERPRIE & i v] 6E

L7,

IZOWTIL, 4 VA 7 VDAL RIEFEERIZ A
Lt NIZ K DHEFPRIE D EhinTaE & LTz,

12— | F£2 FBEDN 5% EORIER (ONO-4538-05 3% | 10— | £+ FEED 5%LL EORIEA (ONO-4538-05 7
i) )

13—y | &3 BN %L EORWER (CA209017 3Bk) | 11— | F£2 RILEN 5% EORIEM (CA209017 3X5R)

14— | F4 BBEDN 5% EORIER (ONO0-4538-06 7 | 12— | &3 FEEN 5%LL EORIEA (ONO-4538-06 7
) )

16— | K5 FEBLED 5%LL LORAIEM (CA209057 FABR) | 13— | R4 FEHED 5%LLLORIEH (CA209057 #ABR)

15— | @IEFILFE S MR (ONO-4538-52 #5R) (@ B

AHEERIIAFDH (NIVO/BV/Chemo) B 271/273
B (99.3%) . kfBREE 275/275 #1 (100%) 1388 5
Nz, AAIPEA (NIVO/BV/Chemo) & O [A F.BEf#
NTEE TE RV EFRRIT 269273 Bl (98.5%) 12

O Hiviz, FEHRD S%LL EORWERIZ TERD &

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

)
(F_Bg)

ek, MRERIEE 211 B (77.3%) . B ERE/

A 35 —92 B (33.7%) ., e miEkEE 43 4

(15.8%) . HUIRAREEEERSE 39 f51] (14.3%). FEED




J Gk E 36 1 (13.2%)  ATFHERERE 2 35 51 (12.8%) .

REREPEZE 20 B (7.3%) . MIVEMEMEA 19 4

(7.0%) . KRG /N 2% - B JE D T 19 61 (7.0%)

BB RS RERE S 14 9] (5.1%) . infusion reaction 13 {4

(4.8%) . T HEABEEEREE 5 61 (1.8%). Az 4 i
(1.5%) . Db 4 il (1.5%) . 1 BOBEEPRIE 3 51
(1.1%) . FrARMmARZERIE 3 1] (1.1%) . FE{IERR

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

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

i EREGEIE. Ofid. BUERTE, FFRL.

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

IR ERPE e ONEALITEE O D dy o 7o, AREIEH

FHURPUI B R (AMREMER T 2 5T) %

OB R TR,

17—y | R 7 FEEN %L EORIER (ONO-4538- | 13— | & 5 FBEENR 5% ELOEIEH (ONO-4538-
77/CA2099LA FX5R) 77/CA2099LA 7X5R)

18— | # 8 FHEN 5%LLEORIEA (ONO-4538- | 15— | £ 6 FEEMN 5%LL EORIERA (ONO-4538-
27/CA209227 55 Part 1a )2 T 1b) 27/CA209227 ¥k Part la 2 T 1b)

19—y | & 9 FEEN %L EORIER (ONO-4538- | 16 X— | & & FBEENR 5%LL ELOEIEH (ONO-4538-
27/CA209227 3% Part 1b) 27/CA209227 %% Part 1b)

21 RX—v # 10 AKFNOEKYERE T A —H 17— #9 KAEIOEYERE T A —H

22— | R 1 AKIOEYEEE T A —H 18— | K10 AAOEYBRE T A —H

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




(MM BTN 2., BEIEAD I E, O
K. Mk, BEBTRARE, KGR, K, BEO
F1,1 BOHE PRI . BIERT 2 IFAN2, ITHRRERE RS
{EMERRAR 2% . HURBRBERERR S . T T {APE6E
PR, MRRSEE . BREE. RIBREE. Mk, BEEO
R g PR R AR ZE42E . infusion reaction, FEFE
7R MREEE, MERERAEGERE, M, Bk, WmED
T RO IRIG TR EE M DlEREE (L EHIE) - AR -
VPRI SE) | ZRIFERSSE | S H i, JBEL5E)
2R U T, M a% it Rk Sl I = A B oD B &
A3 HEMEEEE L (RIEHOZW-OXISIZEE L
THEROIEEZTONAFFICHHZ L) |
BT O I LE D T E DIRH B> TnNDH Z &,

= 4
bk
S

RIVER (RVEMERR BTN 2 . EAEMEE, O
Ry AR MBUTHBAIE, K7, DGk, BEED

TR 1 BUEEIR I . BIERF 2R PR A, IR RE R T
IFo% . BEALPREABAE 25 . HURIRBERERRE . T Ie{RpkEE
PR, MRRRREE, BREE . BIREE. MK, BEEO
&R FRIMARZERIE ., infusion reaction, HEE
7R MRES, MERERIEGRE, %, R, WED
T ROt RE R EEME (Ol S (L EAED « ZRIR -
OSSP ) | RIS L, JEFLSE) (T LT
RS R ST A R R B oD S P A A 2 R A
EHHEE L (RHEH ORZBr-oXSIZE L THRE R
XEEZTONDIRIFICHLZ L), EbIC#ET A
BLE DN T E DIREIDE S TWDH Z L,

25 R—

5. \GRRERDIEE

(AP B 3 2 FH]

OARA| O B 513 TR o BEITB W TA RN
FRAE S LTV 5,

(%)

QOARAF DM OFUEMENEZEA] & OOFHE 51X T RO

BEIZBWTAHMEN RIS TND,

s A BV L~ T ROT T F K B ST e b s
(RYEERRE : VR T TF KON T ) X%t

21 R—

5. \ERRERDEH

[BZMEICBE 3 % ]

OAA O B 513 F Lo BE 2BV THMEN
FRAE S LT 5,

(%)

QARA| DM O HUEMEEER A & OPFHEGIX TR O
B IZBWTAHMEN RSN TV D,

- AV AT RO T FFRA S bR E
(RYbRE  DIVRTTF RO ) XX+t




b, FERIELRE  IVRTTF T AT T
FURONA NLFER) EOFHKE  (b5E
IERED 72N EGFR B6 T A REMEL O ALK @E
AL TR O YIBRAEE 72 AT « FFFE O IE N e fiti
e

A Y AT EOPFREE ALFIRIERE D 720
EGFR BAn 128 B2t e OY ALK &8s 12t o
BIBRAREZRHEST - FFE D FE/IN fa Fitiofes FE

- 7T FFRIF A ST TERE (R LR v
RTTFURIET AT TF RO L ZE
FRT LR INVRTTF NI AT FTF
LSRR LX® R) EofiA&KRE  ALFRER
D7\, PD-L1 FBR*N %A 5> EGFR &1x
T2 B2 VALK A B A RO IR AR RE 72
HEAT « B O IR/ i B

« RNV A2 T ROT T FFBIH % G T b RS

(INWVARTTZF RO T Y ZXRE)L) LOJFH

B5 AbEERE O 72\ EGFR & REME,

ALK &8 a & O ROSI @E @8 a T fatto

BIBR A GE 72 AT« FEFE DI - L B FE /N e i g

B
k RFNOZWE L LT, Mk5e4 : PD-L1 IHC 28-8
pharmDx [# 2| AR I LTV D,

. HRELERRE VR T TF NI AT TF
VRO A R LR R) EoftAEERS  ALEIRER
D72V, EGFR Bin 122 FaME L N ALK &8s 1
PEPEOUIRRAREZRHETT - P38 OO I/ N A fitipes £8
- A BV AT E OO HEE  ALTFERIERE D I
EGFR &fn 1A REME K Y ALK @A B st o
DIBRASBREZRHELT - FFFE D I/ INHH I fifis £

- 7T FHRB e ERE (R BEGE - v
RNTTFUXNIT AT TTF RN L2 e 3
R ERE  BVIR T T F U XANI AT T F U R
NRA R UFER) O ALFRIERE D720
PD-L1 FHE*)N 1%AE 0> EGFR &in 1A Rz
PER N ALK BB TR0 ARGE 72 EAT - /5
I DI/ IN N it s

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

L NS R T B0 T~ R

LT 7 T 8R =G ibFEE (DART TF

VRO ZXEL) OBk A

BHICREEN WS E 2 DD BFEICBWVLTL,
KA E RN A= T ROT T FF RN E2E T
BiEE OB EEEZEETDHIENTE D,

(® B

29 N—

OARFDOERRBRICBWNT, UTFOZA I 7T
HWEDRMM 21T > T2 Z & 25HT, KA
HHiZESMICEGRAE CHROMEREITO 2
&

- ONO-4538-05 7% & T8 ONO-4538-06 #A%5% : 6 ¥
=&

-« CA209017 7B M Y CA209057 705k : 4% 5-BHAE N
H59WHE, 0%k, BRGNS 1FMIX 6 HE
TE. FRUBRIT 12 BB

- ONO-4538-52 a6, ONO-4538-77/CA2099LA
R} U ONO-4538-27/CA209227 kB : & 5-BRAAD>
O 1FEMIZ6 M L, R LIREIT 12 8H 2 &

25 X—

OAKIOERABRICBWNT, UFTDEA I I T
B DFA 24T > TW2Z & 2B &I, AFIEK
Hii3E Hiao I B g A TR R O R
ks

- ONO-4538-05 &5k & (8 ONO-4538-06 k6% : 6 ¥
=&

- CA209017 7Bk K O CA209057 #kBR : & 5-BH4bE >
9B, Dk, BEREG 1ML 6 HHE
TEL. ERLRBERIT 12 BT

- ONO-4538-77/CA2099LA X B & 18 ONO-4538-
27/CA209227 3%k « & 5-B4A~ 6 1 1T 6 HEH
TEL. ERLRBRIT 12 BT

.
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REFEHAEETA 71
=RA~T (GRIBTFHEEZ)

(BR5E4 « A7V — A RFEFE 20 mg, 7P —RRHFEE 100 mg, 7P —
AR ERE 120 mg, A7V — R K EHE 240 mg)

~ FE/ N R R ~

ERR2 942 A (4Fn 3486 AKET)
BT BE



ER/N

1. IZU I P2
2. AANOFE. (FRET P3
3. ERIRRUE P4
4, FERIZOWNT P23
5. H&EGXREMDEE P25
6. WHIZEL THETNEHH P28



1. IILBIC

RIS OF M « ZRMEOMEROTZ DI, U SCEFIZE S W2 E AR RS
BND, S5, IHEOREEMOMEAIC L0 | FURESR G 72 & OFHN 72 5T B E R
FPEIRBDARIND T T, 2O OERMNZ EICHNERBFIRMLT 5 2 L BBEO
PR & 72 o TR Y RRIFMBGEE & YR O BT EE 2016 CEAL 28 4F 6 A 2 H MR E)
IZBWTYH, EHNERNEOHERHORE(LHEZXS Z L L ShTnd,

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

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

I, RIA BT A %, MSIATBAE NEIE G ERE IR OHE, ASEEEANRR
BRI o, —AFEENE N A ARBRIRNBHE S FEdR B FTEENE A B AR P2 &k O
—MRFERETEN B AR ZRF 2D/ 0 b LR LTz,

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

R ERDETNE © CIBRAREZRHETT - FRFE O IR/ INA R tiee

MBERDAERORE - BE. A=A~ Bt z) & LT, 18 240mg
Z 2 JEMIRINE S 1 0] 480 mg & 4 3 W RI6E C AT 5,
i OHFEEMEIESG A & O 25813, @E . AIZE=RLr~7
Bz /M z) & LT, 118 240mg % 2 @RI REIRE X1 1 5] 360
mg % 3 MR CRMEERET 5,

B I 5B 3O/ NERERA T ERRUAAE




2. FHNORK. VERBF

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

PD-1 1%, &M L L72Y 38k (T A, B MR N F 2 7% 7 —T fifn) KOVE
BRI R BT 5 CD28 7 7 X U — (T MR OIEMHAL Z i Bh I IE & BUZHIEET 2 2
T ICERT 2R AR TH D, PD-1 IFHURIRRHIILIZFEELT 2 PD-1 U K (PD-LI1
K OVPD-L2) EfEA L. U SERICMEINES 7L R LTV o REROIGTE L IRREZ
BIZHRET L TW5d, PD-1 U W RIFHURE SN B b O & 22 G/ 588
LTk, BMERAMEEE) LU LB TS PD-L1 OFEBLLIEDELF
HH & OMICADHBEBFRN & 5 Z & HE I TW5 (Cancer 2010; 116: 1757-66)
F 7o MR AR IR T MilaS AT 24 v X — 7 2 B v~ (IFNy)
IZ& > T PD-L1 OFIANFHEEI N, BB L EEMAHRIZI T D PD-L1 ORI LI O
ALEHIR & ORI EDOFEARRN 5 & DHEE S 8 2% (Sci Transl Med 2012; 28: 127-37)
X 51T, PD-L1 Z @5 H S E 723 AMiaiE, PUsRFER CDS Btk T Hifa ol fafs
T AT S 525, PLPD-L1 HUAT PD-1 & PD-L1 & OfEAZET D & Z O
SEIGEREIE T 5 Z EDRENTND, DI &5 PD-1/PD-1 U 7> RERE&IL, 23
AR TURRF A7 T MR O OBWEFEZ BT 2HFD—2 L LTEX LT
Do

AFNZ, FEHRBROFE R S PD-1 OMfasEE (PD-1 U 7 o RFEAHEIE) ITREE L.
PD-1 & PD-1 U T REDREEZILET S Z LI2X D, BATURFFRN e T kDI
PEA K O AABIRNE k9 2 ARIRE TG M 2 58 T~ 5 2 & TR e PuiEgsh iR 4 o~ 9
ZENHERR STV D,

IS O AN | AFNTEMEIER )T 2 B 2R EIC R0 55 b0 L MIfF S,
e/ B At & LT BRI A FEhE L. A bk, Zat kOB R
i,

AFNO R 3 < I D RAERGIC & 2 BIERSN & b b, B XTI
D RN B 5o AFIOE PR OB GHITIE, BFOBRL AT, BEIR
D BTG AITIE, BB L HGUTIE U B 2 ik & B8R & FE o R Al & L Coil
228 RIB M 2TV, B OSIERIRIC L D EIWER A DI 2 A3, BIBRERL
LRI OB GEDOHEY LB ZIT O LERD D,



3. BRERAE
UIBRANHEZR AT - AR OIE/NAEAE (R ERE L OFER - ERE) O7KGRREICRE
i 247 > 72 22 B A B BR D Rl AE 2 R T,

(0]

VRN )
O EWE DB (ONO-4538-05 #ER)

7T FF A B0 CFRIERE AT A URARRER B H/ IV IR O R R

/5% (ECOG Performance Status 0 X TV 1) 35 il 5512, KAl 3 mg/kg % 2 @R
ThUmEE L7c, FEFHMIEE TH 5288053 (RECIST A 74 & 1.1 IZHESL< F
JHIEIZ LD CR UL PR) 13 25.7% (95%(EHEHXH : 14.2~42.1%) Tholz, 7ok, F
AR E L7 BEEIX 9.0% Th o 72,

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

7T F SR h G b FEERE 2 A T D UIRANREZR B 1/ IV SO O/ F B
JEEE (ECOG Performance Status 0 TN 1) 272 il &z xt8c, FeX 2% e L
T AR 3mg/kg % 2 I RIBE CAMERE L7z ORFIEE 135 1], K& 2 208 137 1),
FEMEEE Th H2AEFH (BLTF. ToS) Lv9o,) (Fhofll [95% XA 1%,
AAIET 9.23 [7.33~1327] BH. FEZXEBARET6.01 [5.13~733] WATHY,
AAHNE R & XK LREHPICHBERIER 2R LTc (O — RE 0.59 [96.85%15F
FEX A : 0.43~0.81], p=0.0002 [J&5! log-rank F/E]),

1.01
0.9-\»"-\}\

0.81

0.7
FIRE
0.6
0.51
0.41

0.31 sl

0.21 L:_—)—_ -

Probability of Survival

B (- L 1C D R R e

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
Res5t)LE

137 103 68 45 30 14 7 2 0

1 0OS OF RN D Kaplan-Meier #HiBR (CA209017 38r) (FlEALIN7-£EH)
4



(FER ¥ B Rz )
@O ENE TR (ONO-4538-06 #5i)

77 FFRH e GO LT RIERE 2 AT 2 U2 B B/ IV XTI FFR O IERAE
B (ECOG Performance Status 0 X UM 1) 76 il 25512, AH 3 mg/kg % 2 1 fHI[H
bR C AR EHE Lo, FERHMIEE Th 528405 (RECIST A K74 » 1.1 fRICE-S<
PRI XD CR XUE PR) £ 19.7% (95%(5#EX[H : 12.3~30.0%) TH-o7z, 728,
FAMNIRE LTZBEIE 9.0% TH > 7,

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

7T F R G AL TFIERERE A2 AT D UIRANREZR OB H1/ IV U OIER - L
R (ECOG Performance Status 0 &N 1) 582 fil & %512, KX Fkv/L2xtiRE
LT, AHI 3 mg/kg & 2 MM TR eE Le (RAIRE292 1, RE&FE/LEE 290
B) , EEFHIEE TdH D OS (HFIAE [95% (5 FAX [ ]) 13, AFIRET 12.19 [9.66~14.98]
IH., REZXEAEETII6 [8.05~10.68] WA THY , AANL NEFFE/MITH L
FHEMICHBRIER 2R LTz (Y — R 0.73 [95.92% 5 #EIX [ : 0.59~0.89], p=0.0015

(&5 log-rank fRE])

1.0 4

0.9

0.8 -

0-7

0.6 -

AFH|RE
0.5 ;

0.4 1

Probability of Survival

0.3 -

0.2 SR - o,

O DOO-C

0.1 -

0.0 1

L e e [ T
0 3 6 9 12 15 18 21 24 27
Overall Survival (Months)
Number of Subjects at Risk
AFIEF
292 232 194 169 146 123 62 32 9 0

Fea%t)L8
290 244 194 150 111 88 34 10 5 0

X2 OSSP FEfENT D Kaplan-MeierHi#R (CA209057388) (BWIEA(LIN L)



Probability of Survival

Number of Subjects at Risk
Nivolumab 3 mgrkg

Docetaxel

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

(PD-L1F& BLAR IR D A 50 Mo Oz 424:)

WA ARG (CA2000173858 2 INCA209057:88R) ICHLAAN BNT-BEDH b,
HEIEAHAR I W TPD-L1 2 3 8 U 7- AL S b 5 E1A (LR, TPD-L1F&HLHE ] &
V) T DIERDE LN OBE DT — X ZH-S & PD-LIZEBLERBNTHEREIC
SR 24T > T2 B M OV MO RIZLL T D LB Th o 72,

ARMEICE LT, R B T, PD-LIOFEHRRKICL ST, FeFFRaARELt
12 U CAAKIRE COSHIER T A 2370 b v,

FER V- _EROE TIEL PD-LIZE B BN1% A DA R X VR & IZIERBROME TR
ThoT= (TX),

B, R LRE, RV LR L B, PD-LIORIHRICL 6, AHlOZEMES
777 A VLR TH -7,

0.6 Y
T
0.4 »"-L-H,__H_\_H_\-‘—

.rl

o

2
1 i
&
o

=)
o ¢

o

=)
bl
o

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 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
108 82 70 60 48 39 26 17 4 0 123 9% 8 ” 73 65 27 13 5 o
Docetaxel
123 102 80 61 44 36 13 4 3 0
* 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% CI : 0.59 (0.43, 0.82)

101 87 69 53 38 30 13 S 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)

X3 CA209057 B D PD-L1 HEHEH|TD OS O HESFHT D Kaplan-Meier HifR
(£H : PD-L1<1%DBELF. AKX : PD-L1=1%DBEEM)

@ EFELFES MRS (ONO-4538-52 #5R)

{LZIRIERIBR D EGFR s 1A RIEVE, ALK Bl A B s 1 FEVE &L O ROSI A5+
EMEDUIBRRRE R LT - FRRE O IER A R IR N a ifiges Fe 3 550 61 (H A N FRFE 371 f1
Zate,) BRI, TITEREANRNY A~T (BaFl#z) CLIT, ("R <=7
L9 ,) KO T F R EETCEERIEOAE G E B E LT, ABILE ARV
~ 7 kO T F R & Gefb e L oS- (BUF, INIVO/BV/Chemo] &9 ,)
DAIME R V222 B L7z (NIVO/BV/Chemo™ BE 275 1], *FHEEE 275 #1), LHGF
B B Th 2 WEAFIM (BLF, TPFS) L9 ,) (Pl [95%FHEIXRET) (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 T R &~ X< 7 NS T FF 8K % 5 Tt F s 0 Of

6



Gk URERHFFICHE B RIER 2R Lz (N — R 0.56 [96.37%[5#E X[ : 0.43
~0.71]. p<0.0001 [J&%! log-rank fE]) .
*1: AH 360 mg K OMLEREE % 3 IR0 TR Lo, (LB, AARTSF <2
XV NVFONRN AT % 3EBZ 1A 7VELTRR6YAZVERL, 6 V171D
LZEFEE M IEAF B O8Ny X 7 O GAC & D HEREE b EMATRE & LT,

100

80

60 - NIVO/BV/Chemoit

Progression Free Survival

T T T T
0 - 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
XTERBE 275 225 127 53 27 5 2 0 0

X4 PFS O HEENTE D Kaplan-Meier Biff (ONO-4538-52 3X5)
(EVEBL S 7-2£H., NIVO/BV/Chemo #f & %HFREE & DELER)

(PD-L1ZEEBLR B DA M o OV 4 1)
[EIES (A 25 AR 3R BR  (ONO-4538-527i88R) ITHAAN O NTZEBEDT — X TS X,
PD-L138 B R BN R RN IRENT AT > TG IMER L E2MEORRIZILL T LB 0 TH

272,

HIMEIZE L TiE, #lotBY ThoT=,
723, PD-LIORBRICL 5T, AFOLZEMET a7 7 A4 VR TH -T2,

7% 1 PD-L1 ZHRF D OS :BIBATRFOFZIME (ONO-4538-52 B3ER)

0S
PD-L1 &3 BeHRE Bil%x i [95%ClH] 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] 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] : ]

— HEEARRE, ¢ REBEALERL LT Cox Heffl Y — FEFET v



R PRz g M O i - Rz )

O [ERIFEH AR (ONO-4538-77/CA2099LAFKER)

(LB ARIBIR D EGFRIE AR 128 B2 M ] QALK &8 5 1 B2 O UIBR A BE 7o 1T -
RO NMAEiTERETI6] (BAARNBESOBIZETe,) ZRt%RIC, 77T 8K E2E
b FREOI ARG ZRE LT, Al A ) o~7 (B rf#az) (CIF, T4
U AT End,) KOTTFF8GH 25 b FREE O (LT,

INIVO/IPI/Chemo | &\ 9, ) DA ZMER VL2 M 2GS L7z (NIVO/IPI/Chemo ™' #£361
i), o B2 HE35841) , FEEFEA A H T 5 0S (FF I E [95%F 48 X [l ]) (3. NIVO/IPI/Chemo
BET14.13[13.24~16.16] 7 A . X HBEET10.74[9.46~12.45] 7 A T& ¥ . NIVO/IPI/Chemo
137 T F KN % G T LA RIEO G R GCk LRI B R IERE AR LTz (N
— FH0.69 [96.71%(ZHEX[# : 0.55~0.87]. p=0.0006 [J&5!log-rankffE]).,

2B, RBMLMATRER CTH DA, HHEALBIONIVO/IPI/Chemoft & kFFREEDOSD /N
P— KLt [95%E X 1%, R ¥ EROE T0.65 [0.46~0.93], FER T LR <0.72 [0.55
~0.93] ThH-o7=,

*1 : AH) 360mg % 3 BRI, 1 £V A~ I mgkg & 6 AR & OYLF5IEE 3 8 R M
B U7z, ALZAR0RE, LA URSE EROE UTIERE ERE) (IC SV bpes (R R
Jit  AINVKRT T FURONRZ Y ZXtE, ERFELENE : IVRTTF XTI AT ZF R
NARNLFER) &, 3EEE LA 2L LT 2 A 2 AER LT, 2 A4 2 AT, AH
BOA BV b~ 7 % ST LT,

#2 : RERE R RO SULIER - BRI 1233 % . NIVO/IPI/Chemo A & [F] UAL &L % 3 AR
EAIVAINELTAYA I NVERL, R ERBEIZOWTIE, 4 A 7 VO(LFFEE
TR N Ll RIS K DM D AL LT,



-
o

o
©

o
o

NIVO/IPI/ChemoEE

e
~

0.6

0.5 _
0.4 xR e

OB

Overall Survival Probability

0.3

0.2

0.1

0.0

0 3 6 9 12 15 18 21 24
Number at risk Time from Randomization (Months)
NIVO/IPI/Chemo#f 361 325 292 230 129 46 16 1 0
it 358 318 259 183 94 39 12 0 0
BI5 OSSO H[EfiENT D Kaplan-Meier #fif% (ONO-4538-77/CA2099LAFER)

(FERLSh-8H)

@ [EFEL[E S AR ER (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 R O ALK e
BEFEMEOUIBRAGE LT - T3 O/ NEIRfitE B 793 61 (A ARNBE 89 il &
te,) ZXRIT, 7T T HAZ G TRIEOHE G ARRE LT, KAl A Y
LT DAL (LLF,. INIVO/IPL] &\W95,) OFMERNLEEMEE R LT

(NIVO/IPT™ B 396 i, xtH™2 #E 397 f5) . AsBro FZFHIHEE TH 25 0S (Rl
[95% (5 #EIX[H]) (%, 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 A ATk LR PRI &
IIER 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 ) (SRS bRE (R R« IR TS F o U
VATTFURONT AR, ERELEE  IVRTTF IV ATTF RO A b
FER) &2, 3BEBE 1A I7LELTA T A7 VERL, ERELERBCONTIE, 447
IVOALEFEFREHBIT A N LF Tt RIC K BMEFpRE L B TRE L L,



1.0
0.9
0.8

0.7
0.6

NIVO/IPIEE

0.5

0.4 /L s
0.3 )

_‘-" X e
ST ey,

St 4= =i

0.2
0.1
0.0

Overall Survival Probability

T T T T T T T T T T T T T T T T T T T T T T
0o 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45
Number at risk Time from Randomization (Months)

NIVO/APIEE 396 341 295 264 244 212 190 165 153 145 129 91 41 9 1 0
S HRE 397 358 306 250 218 190 166 141 126 112 93 57 22 6 1 0

X 6 OS ® Kaplan-Meier Hi#t (ONO-4538-27/CA209227 3RB& Part 1a)
(EfERL I T-4£H)

(Part 1b)

(L IEARTAE T PD-L1 FEBLEN 1%A 22D EGFR &5 1A REM L Y ALK @A
AP OUIBRRREZRHETT « TR O IR/ NIRRT B8 550 5 (A ARNEBE 79 Bz &
te,) ZRRIZ, 7T TFF A ZEZTCFERIEOIAE G 2R E LT, KHlE7TT7F
FHH 2 E T EE & OO S (BLF, INIVO/Chemo) &5 ,) KT NIVO/IPT @
BN R OV 4 & ft L7= (NIVO/Chemo™ £ 177 i, NIVO/IPI #F 187 #i], *FREE 186
#il) . ARBRORIKFAEH O—>Th Y BRI E D x5 Td 5 NIVO/Chemo #f &
KREFED PFS (HR L [95% (5 HHX fHT]) 1%, NIVO/Chemo #£ T 5.55 [4.63~6.90] %7 A |
XITHRHET 4.70 [4.21~5.59] B A TH Y, NIVO/Chemo 137" T FF 8A| 2 & T ek i1k
(X URERH IS A BRI R 278 LTz (O — R 0.73[97.72% 5 #HIX M : 0.56~0.95]
p=0.0070 [J&%!] log-rank f&7E])

E. BRI R CTH DA, FERIA B ONIVO/Chemot & it FREEDPFS D/~
— REb [95%fE XM ] 1%, R LR T0.94 [0.56~1.56]. FERF R T0.66 [0.49
~0.90] TH-o7=,

*1 : AH 360 mg & 3 IR ML FEiE4 3 R C AR L, (LT, M R
bRt IR L) TSV ALEEE (RELEE  AVRT I F VAT T T
VROV LA AV HERELEEE  INVRTZF NIV AT TF RN A L% E R) &
3EMAE 1Ao7 LTAY A7 AVERL, IERFE LI OWTL, 4 34 7 Ok
FEREABICARI O R b Lt RIS & 2 MR R b TR L Lz,

10



1.0 N

209 }

£ 08

=

o

£ 07

< 06

Z

% 05 NIVO/Chemo#

Q

204

=

§03

FVV; 0.2 s \

2 e PR S

£ 01 pagiichiss AR - e - IR

000 4
T T T T T T T T T T T T T T
0 L] 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
popiichis 186 121 57 22 18 13 8 6 S 3 0 0 0 0

7 PFS ORAEMRHTIRFD Kaplan-Meier Bift (ONO-4538-27/CA209227 3Bk Part 1b)
(EEAILENT7-EH. NIVO/Chemo B L X HREE & D H#)

F7o. HEFERRERR ST SN o b OO, PD-L1 FEHEN 1% 0 BE
(23T NIVO/IPL B &t FREED OS (A [95%(EFEIX[# 1) 1%, NIVO/IPI BET 17.15
[12.85~22.05] 7 H . *HBEET 12.19 [9.17~14.32] WA THY . NIVO/IP1 (X7 Z FF
BUHN 2 G T b PRI LIER A 28 Lz (O — R 0.62 [95%(5HEX ] : 0.48~
0.78]. BRERMIZ2MRATHRER) .

11



[Z241%]
R bR )
OEWNE DR (ONO-4538-0575)
BEFGIL 33/35 il (94.3%) IZERD BV, KElE ORREBEFNEE TCE VWA HHR
G213 24/35 5] (68.6%) IZ#RWD HALTz, FBLHEN 5%LL EORWERIZTRDO LB ThHo
776

#£2 BEHBNR5%LL EOEIWER (ONO-4538-0558%)

FRE RIS HH BilE (%)

HARGE 35 45

(MedDRA/J ver.17.1) 4= Grade Grade 3-4 Grade 5
AREIEH 24 (686) 2 (57 0
MR LY o SRlEE

2 ifn. 2 (57 0 0
N 3 i e

B CLoa Pk FR AR 2% 2 ( 57) 0 0
AP

i 2 (57 0 0
L 3 ( 86) 0 0
—f - BHFEER L O SEAOIRRE

TRB 5 (143) 0 0
AAY M 2 (57 0 0
FEER 5 (14.3) 0 0
G R E

W AEUE 2 (57 0 0
7R

TANRTXUBT ) N T AT =7 —8HN 2 (57 0 0
M7 V7 F ok AR F - —F 2 (57 0 0

U L REREORD 3 ( 86) 2 (57 0
AR L Ok E

BT V7 2 v fE 2 (57 0 0
BAHOR 5 (14.3) 0 0
AR X O ARk R

B EiivRg 2 (57 0 0
PR R P

RIS = 2 — /T — 2 (57 0 0
RO AR, B ES K OMHERR

il £ i 2 (57 0 0
KB KO TRk E

SIERR R E 2% 2 (57 0 0
HLBE 2 ( 57 0 0
F95 5 (143) 0 0
BEIR Bk 5 2 ( 57 0 0

7ok, RMVEMEATERE 2 6] (5.7%) . KK - HEO FF 2 6] (5.7%) | #hffES (%
T v NU—IEERESE) 341 (8.6%) . NTFEERERETE 2 5 (5.7%) . FUIRAREEGERET 3
(8.6%) . RIEHEREREE 16 (2.9%) . BEEREREE (RANEHIEMEBRE) 141 (2.9%)
J Ninfusion reaction 2 {51 (5.7%) 23a8@ Hivlz, £/, BEOKEREE (K EREIRE
ERE, ZIEALBE, FERHIESS) | FERMREREE. 1 BUBERFG., BER. FAER B E,

12



Wik - BAISEZE . 2 & 5 A OULR R AR B b T2, AR BRI B
% (ERREMRN 2 AD) &GDRIHRETT,

QA MARRER (CA20901778%) (N Engl J Med 2015; 373: 123-35)

BEFGIIAFIRE 127/131 6] (96.9%). F& & Fw/LEE 125/129 ] (96.9%) (2788 &
oo AENE ORFFEBRPEE TERWAFRRIT 76/131 i (58.0%) T8O B, J
BN 5% LORIERIZT TEDO LB THoTz,

F3 RIBEDN 5% EORER (CA209017 FRBk)
H% (%)

CERIPNG

(ﬁ?@im 17.1) ?Z?UE

¢ ver.Lf. 4 Grade Grade 3-4 Grade 5
2FIER 76 (58.0) 9 ( 6.9) 0
H NGk

T 10  ( 7.6) 0 0

L 12 ( 92 0 0
—f% - EHFEER L OGS EAMOREE

I E 13 (99 0 0

9 57 21 (16.0) 1 ( 0.8) 0
R L O EE

AR 14 (10.7) 1 ( 0.8) 0
T E KRR L O A HRRESE

FAfim 7 ( 5.3) 0 0

7. HVEMEMEE 6 B (4.6%) . RIGK - BHEED THI 11 61 (8.4%) . FhkFEE (%
T v NU—IEGERES) 1361 (9.9%) | IFHEREREE 4 61 (3.1%) . HUIRMRHERERET 5
(3.8%) . BEHREREE (RMEMEMEEX%) 461 (3.1%) . EIEMNEIIE 141 (0.8%)
M WNinfusionreaction 1 f5] (0.8%) MF» bz, £/, BEEOKEEE (FEREIRE
fERE, ZTEALEE, FRHIES) | TEARHERETE. RIBaEmRE, 1 BUERp ., PEX,
e « BEES . 5 E D IR L OB RITFRD D ie o 72, AREIVEFAZ BRI TR

% (BRREMRT 25T) 2E0EHEREZRT,

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

HEERIX 75/76 i (98.7%) T8O B, AF| L ODRRERNEE TCE W ER
G213 64/76 5l (84.2%) (TR BTz, FEBLED 5% UL EORWERHIZ TRDO LBV TH-
776

13



#£4 BHBNR5%LL EOFEIER (ONO-4538-06548%)

SRERIRHE B (%)

HEAGE 76 {5

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

AR A RE AR T 7 (92 0 0
E e

(EEA 5 ( 66) 0 0

T 4 ( 53 0 0

LI 8 (105) 0 0

AN 4 (53 0 0

I 4 ( 53 0 0
—i% - EEREER X O SO RRE

I 57 9 (11.8) 1 (13 0

PR 11 (14.5) 0 0

FEEL 11 (14.5) 0 0
BRI AT

U U SERER A 6 (79 2 ( 26) 0
Rtk L O EE

(9wl VRN ik 4 ( 53 2 ( 26) 0

RARR 11 (14.5) 1 (13 0
PR R

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

R P i R 4 ( 53) 2 ( 26) O
FRGE K O TRk

D FENE 6 (79 1 (13 o0

W% 11 (145) 0 0

SRR I 4 ( 53 0 0

¥, MM EAR] (5.3%) . KM%k - EHEE D THI5H] (6.6%) . FhikkEE (¥ 7
v N L—EERESE) 1041 (13.2%) | IFRERERE511 (6.6%) . F IR IR RERR 1041 (13.2%) |
R RERERE E 1] (1.3%) | BFEEREREE (RME TR EMEE 25%) 461 (5.3%) K Utinfusion
reaction 35l (3.9%) 23D LTz, F7o, BEOKERFEE (REMEIEGEEE, 2L
B, BOROEIES) | TEEHREREE . URUBEIRIN, WEZE. EIEMIEAE, AR - BEEK
5 E D PR OB RITFRD B2 Do T, REWERAFBURILIZEE RS (AR RE M
WA E) 2B UEERETRT,

O/ EEIIARRER (CA209057 78#%) (N Engl J Med 2015; 373: 1627-39)

B EFEGIIAKIRE 280/287 1] (97.6%). Rt & Fw/LEE 265/268 5] (98.9%) (2388 5
AU AHN & DRIRBRAEE TERWAEFEFRIT 199287 il (69.3%) (258 bl
FEEBLRD 5% L, FORWERIZTRDO LB THolz,

14



F£5 FERP 5% LEORMHER (CA209057 3RBR)

p—
BRI .
=h.
(%ZEE)EII?A/J ver.17.1) 287
T 4 Grade Grade 3-4 Grade 5

2REIEH 199 (69.3) 30 (105) 0
PG WA R

FFDR AU RB AR T i 19 ( 6.6) 0 0
B IEREE

T 2 (17 2 ( 07) O

TN 34 (11.8) 2 (07) 0

Mg - 15 ( 52 0 0
— % - 2FREER OGN ORRE

I ) e 29 (10.1) 1 ( 03 0

9 57 46 (16.0) 3 (100 o0
Rt L O EE

BARR 30 (105) 0 0
AR L OV ARk

FAfm 16 ( 5.6) 0 0
FEIE 8 X OV T fRbE

% 9 FEE 24 ( 84) 0 0

W5 27 ( 94) 1 ( 03 0

7, MNP R 10 6 (3.5%) . KMk - B D T 22 6 (7.7%) | fhikleds (%
T v NUIEREE) 26 1 (9.1%) . IFBEREREDES 15 6] (5.2%) . HRIRBEREREE 27
Bl (9.4%) | BEHEREREE (RME BB RE) 761 (2.4%) . 6% - #2141 (0.3%)
J O infusion reaction 8 5l (2.8%) 23FD Hivlz, Fiz, HEEORLEREE (K EREIRIRE
ERE, ZIEALBE, BUOEIESE) | TERAHERE, RIBMEERE. 1 BUHRE, FER,
FIEFEAE, S E 9 R KO RITED Divieio 7o, ARRIVEMZEBLR LB
% (WRREMRT 2E5T) 2E0EHEREZRT,

OE BRIL[F 2 MAAFAER  (ONO-4538-52 #l#)

HEFEGIIAFIGEA (NIVO/BV/Chemo) £ 271/273 1] (99.3%) . % BEHE 275/275 1 (100%)
Wb bz, AAIGFH (NIVO/BV/Chemo) & DR FEEBGNEE TR WAERSRL
269273 B (98.5%) |ZFRD LTz, FHLEDN 5% EORIWERAIZ TRO LB ThoTz,
£ 6 FEHER 5%ULOBIER (ONO-4538-52 3ER)

%L (%)

[slap="4 3
ﬁi’jﬁi% H AFIGEH  (NIVO/BV/Chemo) #

S 273

(MedDRA/J ver.22.1) 4 Grade Grade 3-4 Grade 5

2EIEM 269 (985) 201 (736 3 ( 11
FERE R KOV PR ARRE

it A 143 (52.4) 0 0

W% 81  (29.7) 13 (48 0

Z O PEIE 48  (17.6) 0 0

BER BB 30 (11.0) 12 ( 44) 0

SIERR R 2% 19 ( 7.0) 1 (04 0
PR R MR

KRR =2 —m T — 120  (44.0) 3 (1) o

15



K= 2 —m RF— 59 (21.6) 1 (04 O

SN 32 (117 0 0

BER 15 ( 5.5) 0 0
A7

I HRER B 116 (42.5) 87 (31.9) ©

H i ERE R 93 (34.1) 40 (147) 0

MR 59  (21.6) 16 ( 59 0

TANRTGEXUEET ) b T AT =7 —E 24 ( 898) 2 (07 0

TI=vT ) NI AT 27— 20 (73 3 (11 o

27 v =880 16 ( 5.9) 1 (04 0

EEN 15 ( 55) 0 0
B IEREE

{551 85  (3L1) 3 (11) o

L 68  (24.9) 3 (11) o

T 50  (18.3) 5 (18 0

A% 50 (18.3) 2 (07) 0

Mg - 21 (71.9) 0 0
MR LY R EE

2 ifn. 78 (28.6) 15 ( 55 0

At H BRI E 53 (19.4) 43 (158) 0

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

I BR e iE 26 ( 95) 13 ( 48 0

IR E 18 ( 6.6) 4 (15 o0
AR X OV ARk

B iR 69  (25.3) 0 0

5 P 66  (24.2) 0 0
—% - EFEER OGN ORRE

R 68  (24.9) 1 (04 0

FEEN 40 (147 2 (07 o0

9 57 19 ( 7.0 2 (07 0
RO AR, B ES K OMERR

i 43 (15.8) 0 0

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

BAEIE 81  (29.7) 8 (29 o0
A8 P

e 1L 65  (23.8) 37 (136) 0
Bk L OUR KR E

BEAR 65  (23.8) 13 ( 48 0
bRl

RO B A REAR T 26 ( 95) 1 ( 04 0

R A e U E 15 ( 55) 0 0

BB R RE R4 14 ( 51) 4 (15 0

¥, PRERREE 211 61 (77.3%) | BREUTHREMRIE/ X AT —92 5l (33.7%) . HER
I B 43 151 (15.8%)  HIR ARFERERR 39 151] (14.3%) | FEFE D Fz Ji ks 36 f51] (13.2%) |
FFREREREEE 35 (1] (12.8%) . BHEEREREE 20 (5] (7.3%) . VRV 19 61 (7.0%) .
K2 = /N d - BEE D T #0119 4] (7.0%) | EIFEHEEERE S 14 41 (5.1%) . infusion reaction
13 151 (4.8%) . TEEMAHERERR S 5 41 (1.8%) . AiZk 4 5] (1.5%) . DoisikEs 4 451 (1.5%) |
1 RUOBEIRI 3 61 (1.1%) . FRARMARIERIE 3 1] (1.1%) . FEALPEARE % 2 61 (0.7%) .
Ege 2 511 (0.7%) . FFZ 161 (0.4%) K OMESHIM 1651 (0.4%) 2358 Hiviz, F7z,
BIEMEES I, (O, BUERTR. IS, MK - Bk, MERERIEMEE, 2. 5
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E D MBS, ARFFERD; K OYEFLITRE D Do 7o, RRIERFEBURDUIEE RS (FRR
MEMRE 2 E) 2GU0ERHERETRT,

O VBB 9 Je O R F-_R R g
DEFR [ M AHRER (ONO-4538-77/CA2099LA #X5R)

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

(97.7%) 2R b=, AAIGEH (NIVO/IIPI/Chemo) & DR BEURNTE TE RV
EHEGT 322/358 ] (89.9%) IZRRD BTz, FEBLEN 5%LL EOREWERIZT TR L0
ThHo717,

F7 FEBERD 5% EOBEER (ONO-4538-77/CA2099LA FAER)

L |4 Bl (%)
et AN (NIVO/IPI/Chemo) T
o 358 il
(MedDRA/J ver.22.0) 4 Grade Grade 3-4 Grade 5
EIEM 322 (89.9) 159  (444) 1 ( 03)
MK LR o RREE

2 1 80  (223) 20 ( 56) 0
B R iE 35 (9.8) 22 (61 0
PGy MslE

R A e U E 27 (15 0 0

AR B RE AR T iE 52  (14.5) 1 (03 0
B EREE

fe i 32 (89 0 0

T 73 (20.4) 14 (39 1 ( 03
LD 94  (26.3) 5 (14 0

gL 47 (13.1) 6 (17 0
—fik - REEER LU GEM OREE

) E 73 (20.4) 3 ( 0.8 0
9 57 59  (16.5) 8 (22 0
FEEN 20 ( 5.6) 0 0
B IR AR A

TI=2rT I N TAT =T — B 23 ( 6.4) 3 ( 08 0

77— 18 ( 5.0) 8 (22 0

TANRTGXUBT I ) b T AT 27— BN 19 ( 5.3) 4 (11) o0

Y o—-EHE N 18 ( 5.0) 13 ( 36) 0
R L O REE

AR 56 (15.6) 4 (1) o
AR X O ARk R

B iR 26 (7.3 1 (03 0
5 P9 18 ( 5.0) 0 0
RO AR, B ES K OMHERR

fififig ¢ 19 ( 5.3) 5 (14 o0
B F KO TRk

B 32 ( 89 3 (08 0

Z O PEIE 66  (18.4) 3 (08 0
B 64  (17.9) 5 ( 14 0
BEIR B R 5 18 ( 50) 5 (14 o0

17



Feds. FARTRHEHERTE 74 B (0.7%) | NEHEE 510 (14.29%) | BRECHBARIES 3
/5T 50 ] (14.0%) | FFHEAERET 4841 (13.4%) . K% - /MB% - LD THI 26

Bl (7.3%) . BHERERET 25 5] (7.0%) . BEORERE 21 6] (5.9%) | FEMENMZER
19 5] (5.3%) . infusionreaction 17 5l (4.7%) . RIEEEREFRETE 12 5] (3.4%) . T EE{RHE
RERESE 761 (2.0%) . DEEETE 761 (2.0%) . IFZ& 661 (1.7%) . BEX 461 (1.1%) K&
OFRARMARZEARRSE 1 6] (0.3%) 2538 BTz, £/, HEIEMFESE, L%, ik, 1
RUBEGRI . AR, REALMEABAE 6. Mk - BEMBEAG . SR mikieds, meR & RIErE,
fEitz, 589 B, TEE I L OYEFLITERD v o 7o, REIERISBURDL IS
% (RRREERETEET) 280EHERERT,

@E B[ 2 MAHRABR  (ONO-4538-27/CA209227 #kBR)

(KHIE A Y L~T OO HEE)

HEELIIARIOA (NIVO/IPID) #f 568/576 5] (98.6%) . *IHREE 554/570 %1 (97.2%)
(RO BT, AFIPEH (NIVO/IPD) & ORRBEARPEE T E WA HFHSIL 442/576
BBl (76.7%) ([Z#BD BTz, FBEEN 5% EORERIZITERO LB ThoT-,

#8 FRHBM 5%LLEDOEIER (ON0-4538-27/CA209227 FRER Part 1a J2 Y 1b)

B b [\ BiE (%)
F FADOR (NIVOTPD T
(MedIS?ZA/J ver.22.0) 576 7]
T 4 Grade Grade 3-4 Grade 5

REIEM 442  (76.7) 189  (328) 1 ( 0.2
N 3 i i

RO A RE T SE 48 ( 8.3) 0 0

FRPR BB REA T 72 (12.5) 2 (03 0
B IR E

T 98  (17.0) 10 (17 o
L 57 ( 9.9 3 ( 05 0
—fik - REEER LU SEMOREE

1 9 59  (10.2) 8 (14 o0
9 57 83  (14.4) 0 (17 0
FEEN 43 ( 75) 2 (03 o0
7R

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

77— 36 ( 6.3) 17  ( 30) 0

TANRTGXUBT I ) b T AT 27— BN 56 ( 9.7) 18 (31 o0

U R—B 0 43 ( 75) 23 ( 40) 0
R L OV E

BN RIS 76 (13.2) 4 (07 0
R L O ARk R

RA i 29  ( 5.0) 4 (07 0
MR, MERES I OVERR Fs

Jiilig & 41 ( 7.1) 16 ( 28 0
FERE R KOV PR ARRE

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

Z 9 FEE 82 (142 3 ( 05 0
2 98  (17.0) 9 (168 0
IR INIRZ NG 39 ( 68) 9 (18 0
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7k, HURHEREREE 115 B (20.0%) | FFRERERETE 91 f (15.8%) | #h#RkEE 51
(8.9%) . [FVEMEMIZE 50 6 (8.7%) . MK MARIE/ X A4 F—38 4] (6.6%) . HJE
D JEIEE 27 B (4.7%) . KIGK - /MEBK - HEEO T 25 1 (4.3%) | BHEREREE 25
5 (4.3%) . infusionreaction 23 5] (4.0%) . TEEMAHEREMRET 19 1] (3.3%) . EIFEHEEE
b 19 B (3.3%) . I 13 1] (2.3%) . DMk 9 B (1.6%) . e 6 1 (1.0%)
1 BOBERIE 4 51 (0.7%) . S &I MK 2 5] (0.3%) . Lz 161 (0.2%) . ik 1 fi
(0.2%) . Mgk - Bl 161 (0.2%) M OFRIRIMILIEZERAE 161 (0.2%) 23388 bz,
Fro. BIEMEGE, ITAE, i bPEIRE 28, B ik, MERE REMRE, Mk,
FE It i S OSEFLIZRRD DAV o 7=, AREIVERFEBUR DI B G (BRI R A 52 5
EEL) BEUDEINERE ST,

(KH & 77 FF8HIE Gtk L OB (PD-L1 ZEL= 1%A O BE L))
HEELIIAKIGEH (NIVO/Chemo) BE 172/172 41 (100%) . % BREE 174/183 4] (95.1%)
(2R BT, AFIGFH (NIVO/Chemo) & D RIRBR A EE TE RWVAFEFZRIL 159/172

5l (92.4%) (238 BTz, BN 5% EORIERIZT TRO EBY THHo T2,

#9 FRHEBHM 5%LLEDOEIER (ONO-4538-27/CA209227 R Part 1b)

B | BilE (%)
ﬁiiﬁijﬁﬁ KAIDFA (NIVO/Chemo) BE
7B [z]=] 172 {@J
(MedDRA/] ver.22.0) 4 Grade Grade 3-4 Grade 5
REIEM 159  (92.4) 96 (55.8) 0
MK LY R fEE
2 f 70 (40.7) 30 (174) 0
I P ER A E 41 (23.9) 23 (134) 0
/N iE 17 ( 99) 7 (41 o0
B IR E
(s 38 (22.1) 0 0
T 17 (99 2 (12 o0
L 67  (39.0) 4 (23 0
A% 14 ( 81) 1 (06 0
Mg 26 (15.1) 4 (23 0
—fik - REEEL LU G OREE
1 9 18 (105) 1 (06 0
957 43 (25.0) 8 (47 0
TR 9 ( 5.2 0 0
FERE D S NE 10 ( 58) 0 0
FAH MR 9 ( 52 0 0
FEEN 12 ( 7.0) 1 (06 0
ERIR IR AT
TI=rT ) NTUART =T — BN 16 ( 93) 5 (29 0
77 —EH 11 ( 6.4) 4 (23 0
TANRTGXUEET R ) b T VAT =7 —EH 10 ( 5.38) 1 ( 06 0
M7 L7 =80 12 ( 7.0) 1 ( 06 0
I R ERER D 27 (15.7) 17 (99 o0
i /IR 21 (122) 11 ( 64 0
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H i BRE R 15 ( 87) 9 (52 0

R L RS
BAHHR 39 (227) 4 (23 0
R F X O TRk
Z 9 15 ( 87) 0 0
IS 26 (15.) 1 (08 0

7k, PR 26 B (15.1%) | BEBUMREMEE/ X A 3T —22 5l (12.8%) . JIFHERE
b 21 51 (12.2%) . FUIRERFERERRT 16 B (9.3%) . BEHHEREE 14 1 (8.1%) . [
BEVERRE 8 B (4.7%) . RIBE - /MG - EEOTHIS B (2.9%) . LHEbEE 5 41
(2.9%) . infusion reaction 4 {5 (2.3%) . FEEDOJEREE 2 #] (1.2%) . OFiZ% 14
(0.6%) . f2c 16 (0.6%) . 17UHESRIH 1651 (0.6%) . AFZe 141 (0.6%) . FIlEHE
REFETE 151 (0.6%) K OVFARIMARZERRIE 1 B (0.6%) 23588 iz, 7o, MEIEM
E, FFARA, B{EIEIRE R, FERAHAEREE, MMk - BEREK. HEERMERRES, M
EREREGERE, AEEE. BER. SE DR, BN L OELITZED bznotz, R
BIERZRBURDLIIBE RS (RIRRAEMRT 2 50) 23 0EIERERT,

20



[ - HiE]

AR OREMEYBETT L ZFHA LY 2 2 L— a3 02k v, AKI 3 mgkg (K
H) XX 240 mg % 2 WG TS LIBROARR O Mg iR ER S S iz, ZOfs
R AHI 240 mg G LTZBROREEEIL, AH) 3 mgkg 45 LICBROBRE & & ik
LTREZRT ETRHENTZb DD, ARANBFICBO CARMR RIS TV D H
- & (10mgkg % 2 BFFEECRE) CAKIZ G UI-BEOugE & & ik U CEfH
oy LRSI (FR) AT BEOBEICE T 27 — #2125 & KA 3 mg/kg
(IREE) 0T 240 mg % 2 HFFIFE CHG- L 72 BROARRF OBRE & & Ao 3 ik b
ORI & T D IRE ST T AR S, Y% OV TREIT DAL AE R,
FROAE - HEOM THEER L SIEICAME e 2RI E TRl SNz, £,
NIRRT BT IZ BT 2 T — XD M L2 B UG ET VEFIH LT, AAl 3
mg/kg (2 G CHG) . 240 mg (2 B CTHE) XX 360 mg (3 ¥ M HIE TR
H) LAY A~T 1 mgke (6 BREIMMETERYS) 20 LIcBROZ2MEZE Lo
K. FROME - HEOR CREM TR ERITRWV E TSN,

K10 FAOKYBE T A —F

- Crnax Chnind14 Cavgd14 Cimax.ss Cmin.ss Cavess
(ng/mL) (ug/mL) (ng/mL) (ug/mL) (ng/mL) (ng/mL)

3 melke Q2W <35~52§ '7608) (10.17?'264.5) (17.21‘,"333.9) (75.1)1,3171) (27.612,'107) (42.717,'?27)

240 me Q@2W 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) (51.621'739.2) (79.9(;),'?14) (33?,9232) (18421,1 ;13) (23;7286)

FRAE (5%, 95%4%)  Q2W = 2B P, Comax @ HIEIHE-£2 O d i ML HHEEE . Crinara : FI[EIF 5214
H BIZIRT 2 RIRMIIETIRE ., Cavears : HIEIHRE% 140 B £ TOFHMIEFIRE, Craxss © EFIREBIZIS
T D Em MIE TR, Cuminss 1 EHARIBIZI T 2 BARMIETIRIE, Cavess 1 EHFAIRIBIZIS T 2 MLIE T
IR

T, ARNOREMEDEEET LV EFIH LT I 2 b— 3 280 | AAI 480 mg
% 4 W CE G SUIBEARE O Mk - &S TR U72BRO AR O i iE i B 23 et
Shiz, TORER., KAl 480 mg % 4 HFEMEN CHE G LIZBEOEFIREBIZB T 5 E¥im
THETPIRE (LLTF. [Cagss) &9, ) 1&, AHAI 240mg % 2 M ] TG L 72BRD Cavgss
EHFT o TS (FR) . £70. A 480 mg % 4 R TR LICEREOE
ARSI D mMIETIRE (LT, [Craxss) VM9, ) 1. &K 240mg % 2 fH
Mk THEG LT2BRD Craxss & IR L TEMEZ R T & TlISHZ b OO, HARNBREICE
WTARMENHER SN TV D M - FIE (10mglkg % 2 BRI TG TAA 25
L72BED Craxss & R L CTIRMEZ "3 & TRl (FFR) . AT, #Eo@EiEIzs
J o7 —2ICHESE AHI 3mglkg ((KHE) F721%240mg % 2 M, & L < TARH
480 mg % 4 P C& G LB AR OBRGE R & A U322 a0k & o B & gt
THRBEOGTE T VORI, YEBEEICO W TRMM bR, ERRo Mk -
B ORI CHIER VZRVEICHER 2RIV & Tl S 7z,
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K1 ARORYEE T A —F

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) (30.‘5'670.9) (102,5354) (41?57,'21;58) (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 (142,9322) (86.959,.?32) (101,1 ?48) (32;,9225) (18421,1 gos) (232,7277)

R (5%, 95%5) . Q2W : 2 EMIMIFGE. QAW : 4 B IING. Cumax @ PIEIR 544 0O focims L7 R L |
Crinzs : FIEI#¢ 5% 28 A HIZI61T 2 FARIMIE TR, Cavgaes : HIEI#G-1% 28 H H £ T Mg i

FE. Cmaxss : EHFIRIBICI T D B MIEF IR, Cminss 1 EFIREBICIS T D BARMIFEHIREE . Cavgss : E TR
HBIZ 51T 2 R4 Iy v e B

22



4. FEFRIZOWVWT

AFN OB G- DN H) 72 BE &2 - BE L. AFI o512 ctbi’é%ff TEFRZRB LT
BRIZHRHET 2 Z ERMER D, LFOO~Q@DFT X T &Nz sl W THEHAT
RXTH5DH,

O MEFRITHOWVT

@1 FRo (1) ~ (5) OVWTINICHEYTHMETHDL Z &,

(1) EATHREDIEET 203 A B ISR % (BE N RS A2 R HE LS IR B |
U3 A RSB SRE, HUEY AR HRIRBE 7R &)

(2) FrEtEREIRPT

() FBENFIANFNHGE T 203 U FEEEFRET (D5 AR EER EIRbT, 23 A2
W IEBE, D3 AR EEHERE T e &)

(4) S RACERIERE 23 E L, ASRILSFRIEINE 1 AT HRIEINE 2 Ok FEvE
R D 24T - TV D ik

(5) BHUIMERE A AL & BN O it i FEHE L2 AR B Jim 24T > TV D Bk

O-2  fifieE DAL SHRIE K ORI E R FE S O XIS 443 72 ik & B8R 2 R EAT (FRO
WPRNIREE T DERM) 25, SR ORANE T 20 ORMEA L L TRES L
TWsZ &,

*

o [ERIRFFISER 2 FOPWHEZE T L72iRIC 5 FLLEO D ATBIROERIRIHE &2
ToTWHZ &, 56, 28U LT PARYREL & LEERRIESZOIHME %2
ToTWHZ &,

o [RAIRFFEUSE 2 FOPMBHEZE T LIZRRIC 4 4L EOBRKRBREZ AL T D
Z&o 26 IFLRIE NikED D A SR 2 & T MR O B RAHE 217 -
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