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BT B
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1. IILBIC

RIS OF M « ZRMEOREROTZ DI, U SCEFICE S W2 E RS
BND, S5, IHEOREEMOMEAIC L0 | FURESR G 72 & OFH0 72 5T B E R
FPEZRLDARIND T T, 2 b OERGNZ EIZHNERBFITRMLT 5 2 L BED
FRRE L 2o TRV RBEMBGEE & O AT EE 2016 O 28 4= 6 A 2 H MR E)
IZBWTYH, EHNERNEOHERAORE(LHEZXS Z L L ShTnd,

BORVE R ESR T, KEERASCL 2T 0 7 7 A VISBEE D ESRS & B 5 I R
RHZENDD, DD, HMEROLZEMEICET 2 IERSH0ERET 5 £ TORM,
MHEIMOBEZML ZIT 5 2 EnHIfF SN BT LTHERT 5 & &b, BIfE
RSB L 7B B 2tz & D 2 & AN AHE e — 1 O B i 7= 3 R S BE i A
THZEREHEETHD,

L7eo> T, AAA T4 Tl BRBEELZNE TILELN TV D EFIFR -
BHE RN S-S & | LT ORI O il 72 5 2 HEE T 2 8L b B e gk &%
HROEEFEHEZ =T,

I, ARTA BT A A%, MSIATBOE N EIE N RS SR, ASAFEABAR
BRI 7o, —AFEENE N A ARRIRNBHE S FrEdR s FTEENE A B ARE 72 &k O
—MRFEETEN B AR ZR 2 DO/ 0 b EERL LTz,

RGe L I HEIRS, - A VR ERE 20 mg, A7 U — R SEETE 100mg, 4
— ARSI EE 120 mg, A7V — R SIEEE 240 mg (— 4 =
R~ 7 GBS FHHHEZ))

REERDMEUINE - DIBRARRZRHELT - TR O I/ NI it

MEERDMEROAE  BE, A=A L~T GBI %) & LT, 1[5 240mg
Z 2 JEMIRIE S 1 0] 480 mg & 4 3 W RI6E C AT 5,
i OHFEEMEIESG A & O 25813, @E . RAIZE=FLr~>7
(GBfz 7/ z) & LT, 110 240mg % 2 @ RBIREIRE X0 1 5] 360
mg % 3 MR CRMEERET 5,

B I 5B 3O /NERERA T RIS A




2. AHNORAK. VERBF

A7 — R AR ERHE 20 mg, [FATEERE 100 mg, [FAGEEE 120 mg K OVNE SR ERE
240 mg (—fi%4 - =FA~7 GEE ), LT, TARA) L)) i, NERSES
TEMAKSLEAF Ly 7 24 BTV AR e =AY —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 L2 38k (T A, B MR N F 2 T 0% 7 —T fifn) KOVE

BRI R BT 5 CD28 7 7 X U — (T MR OIEMHAL Z B IE & AUZHIE 2% 2
1) IR T 2R AR TH D, PD-1 IFHURIRRHIILIZFELT 2 PD-1 U 7 K (PD-LI1
KMONPD-L2) EfEa L. U RERIZHEIMES 7T {mizE LT o REROTEEIBIREZ
BIZFHRET L CTWb, PD-1 U W RIFHURE SN B b Ok & 22 Gk 58 B
LTk, BMERAMEEE) LU L EEMHMICI TS PD-L1 DOFEBL L IEDELF
HIH & OMICADOHBEBFR & 5 Z & 2HE I TWns (Cancer 2010; 116: 1757-66)
F o BB AR IR T MlaS AT 24 X —T 2 B v~ (IFNy)
IZX > T PD-L1 OFIANFEEI N, BB LSRRI T 5 PD-L1 ORI LD
ALEHIR & ORI EDOFBARR N 5 & D#EEE S & % (Sci Transl Med 2012; 28: 127-37)
X 51T, PD-L1 @5 S E -8 AMlaiE, PUsRFER CDS Btk T M ol fafs
TEMEZ 59 S 545, HT PD-L1 /KT PD-1 & PD-L1 & D& EET 5 &2 OHI
GEEIGEREIE T 5 Z EDRENTND, DI LD PD-1/PD-1 U 72 RERERIL, 23
AR TR R R A7 T MM O OB A BT 5HFD—2 L LTEX LT
Do

AFNZL, FEHRBROFE R 5 PD-1 OMfasEE (PD-1 U 7 o RFEAHEIE) ITREE L.
PD-1 & PD-1 U AV REDFEGHEIET L2 LICX Y, BAGURRFRZ T Mlaols
PEAL K O AUABIENE k9~ 2 MBS TG M 2 58 5~ 5 2 & TRk e Puidgsh iR &4 o~ 9
ZENER I TN D,

IS OFEN S | AFNTEMEIER ) 2 B 2R EIC R0 55 b0 L HIfF S,
e/ B Aot & LT ERIRE R A e L. A bk, 2 et i O D R
iz,

AN VE T I < HBEE D RPERRIT X 2 ANERS2 6 & b, B XU
D RN B o AFIOE PR OB SR, BHOBRL AT, BEIR
D BTG AITIE, BB L HGUTIE U B e ik & B8 & Fe o R Aifi & i L Cil
EIREERIRI 24T\, BEE D RIERIGIC & 2 BIER A DI 5 A11E, BRI E R
T LA O EEDOHE YR AE EAT O MENH D,



3. BRERAE
UIBRANHEZR AT - AR OIE/NBEiiE (R ERE L OFER - ERE) DO7KGRREICRE
i 247 o 72 2R B AR B BR D Rl AE 2 R T,

(A72hE]
R 2P BB

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

77 FFRFN e BT RERE 2 AT 2 UIERARE R B B/ IV ST I O /i
/5% (ECOG Performance Status 0 2TV 1) 35 il 2512, AAl 3 mg/kg % 2 @R
TRIEEE L7z, FEFEEE TH 2833 (RECIST A F7 4 & 11 Uz E-S5<
JEHIEIZ X D CR XUE PR) 14 25.7% (95%(E#HIX[H : 142~42.1%) Th o7, 70, F
ANCERE L7 BfEIE 9.0% Tdh - 7=,

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

7T F SR E G AL FERERE 2 A T HUIRAAREZR B #1/ IV U O R/ F B
JE 3 (ECOG Performance Status 0 2 TN 1) 272 Bl & XfRIC, REX /L% E L
T ARA 3mg/kg % 2 I M EIBE C A L7z ORAIRE 135 61, K& & &8 137 61),
FEMMEE Th HRAEFH (BLTF. ToS) Lv9,) (Fhofll [95% XA 1%,
AAKIET 9.23 [7.33~1327] BH. FEZFEBARET6.01 [5.13~733] WATHY,
AHNE R & XK LREHFIICAERIERE 2R LTc (O — RE 0.59 [96.85%15F
FEX A © 0.43~0.81], p=0.0002 [J&5! log-rank F/E]),

‘I.O‘-gii_L

0.9 h“—\

0.8

0.7
AFIRE
0.6
0.5
0.41

0.3] N E X% S

0.2 “":_.)—_ -

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 Subjects at Risk

KR

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

137 103 68 45 30 14 7 2 0

1 0S OF RN D Kaplan-Meier #Hi8R (CA209017 38r) (ElEA(LIh-£EH)
4



(FER ¥ B R )
O ENE TFARE (ONO-4538-06 #5i)

77 F R GO T RIERE 2 AT 2 U2 B B/ IV XTI O IERAE k-
e (BECOG Performance Status 0 2 TN 1) 76 il 2 3512, A 3 mg/kg % 2 i [H[H
bR C A EHE Lo, FERHMIEE Th 528405 (RECIST A K74 > 1.1 fRITE-S<
R EIC KD CR XUE PR) 1£19.7% (95%(E#EXH : 12.3~30.0%) TH-o7z, 728,
FAMNIRE LZBEIE 9.0% TH > 7,

© VEHMVEIFARER (CA209057 #ER) (N EnglJ Med 2015; 373: 1627-39)

7T F RN G AL FERERE A2 A T D UIERAREZR OB H1/ IV U DR L
F2yE A (ECOG Performance Status 0 2TV 1) 582 il &2 %t5iz, ReX Xk 2% &
LT, AHI3 mg/kg # 2 WFMNCTREFE L. ORAIRE292 . F& & F&/LEE 290
B), FEFHIEHE Toh 5 0S (H A [95%(5 X ]) 13, ARHIHET 12.19 [9.66~14.98]
A, FEZXEAFETII6 [8.05~10.68] 7 HTHV , KHIIX Nt & Xt /I3 Lt
FHEMICHBRIER 2R LTz (N — R 0.73 [95.92% 58X : 0.59~0.89], p=0.0015

[J& 5] log-rank ¥ 7E]) .

1.0 4

0.9

0.8 -

0-7;

0.6 -

AFH|RE
0.5 ;

0.4 -

Probability of Survival

0.3 -

0.2 SR - o,

O DEO-C

0.1

0.0 1

| T R e ) e SRS e e | B T ) I e | e BT TR T
0 3 6 9 12 15 18 21 24 27
Overall Survival (Months)
Number of Subjects at Risk
AR
292 232 194 169 146 123 62 32 9 0

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

X2 OSSO FEfENT D Kaplan-MeierHi#R (CA209057388) (BWIEA(LINT-EM)



(PD-L1Z&HLIR LB DA 20 K OVZ2 A1)

WAV S AR (CA2090173850 K (RCA2090575858%) ICHIAAN BNTZBRED H b,
SRR I 35U CPD-L1 2 58 8L L 7= fE a2’ 5 2814 (LUF, [PD-LIZEBLIEE] &
I ) BT BIERNE SN — D EE DT — X IZH-SE | PD-LIZHLERNRER I
fRAT 2 AT > T2 IR L2 OFRERIZILL TO LB Th-o T,

ARMEICE LT, R B T, PD-LIOFEHRRICL S, FeFFRaArELt
12 U CAAKIRE COSHIER T A 237 b7,

FER T LR Tl PD-LIZBLE D1 %A M OH 512 K22 X2/ & RIERERORS R
ThoT= (TIX),

B, Y ERE. R RS I, PD-LIOFRBRIZ L 5T, KFloreMk7
77 A WVEEEETH - T,

= 07 N, — 07
ety E
2 06 e, 2 06
7] = 7\\\,\1 w
s : s TR
> 05 e 2 oY
504 S % 04 L|_‘——]-
2 ' 3 -
S M L—H_\_‘_ e -
a % o S
03 e iy 03 -
"O®s- -~ p L. 9"43—,_—' A
02 L o2f AR5 BBe
1
|
0.1 E 0.1
9.0 T T T T T T T T 0 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 Nymber of Subjects at Risk
Nivolumab 3 mg/kg Nivolumab 3 mg/kg
108 82 70 60 48 39 26 17 4 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

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

X3 CA209057 RBD PD-L1 FHEH|TD OS O HFEMEHT D Kaplan-Meier Hi#R
(£K : PD-L1<1%DBEELF. AKX : PD-L1=1%DBEELRH)

@ EFEELFRZE IR (ONO-4538-52 #5R)

{LZBIFRIERIBR D EGFR s 1A RIEVE, ALK Bl A B R 1 FEVE &L O ROSI A5+
EMEDUIBRRREZRELT - FFRE O IER A LR IE INa it Fe 550 B (H AN EFE 371 H
Zate,) BRI, TITEREANRNY AT (EaFlH#z) CLIT, [y <7
EWV9,) KO T F R EETCFERIEOAE G E R E LT, ABIE ARV
~ 7 kO T F R & Gefe e L oS- (BUF, INIVO/BV/Chemo] &9 ,)
DAIME R Ve M2 B L7z (NIVO/BV/Chemo™ BE 275 i, *FHEEE 275 #1), LHGF
B B Th 2 MEAFIM (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 5 R & XN X< 7 K ONT 5 FF 8K % B Ee (b P s 0 Of

6



Gk URGRHFICE B RIER 2R LTz (N — R 0.56 [96.37%5HE X[ : 0.43
~0.71]. p<0.0001 [J&%! log-rank fE]) .
*1: AFN 360 mg K OMLEREE% 3 M HIFI0E CAMFE Lo, (LB, IARTSF <2
BRVNRORANY R T, 3% 1A 70 LTRK 6 4 7 VERL, 6 %A 271D
LZEREE TR IEAF B O8Ny X 7 O GAC & 5 HEREE b EMATRE & LT=,

100 A
2 80
2
D NIVO/BV/Chemoitf
8 60
s
=
‘7 40
£ 20 xf B
ax
0- T 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

Xl 4 PFS O HEENTED Kaplan-Meier i (ONO-4538-52 35)
(EVEAIL S 7-2£H, NIVO/BV/Chemo #f & XHHREE & D)

(PD-L1ZEELIR IR DA M o OV 4 1)
[EIBE A S MAH SR (ONO-4538-52305R%) ICHAANNLNT-BEDT — X | THES X,
PD-L1%38 LR BN R RN IRENT AT > TG IMER N MO RIZILL T L B0 TH

S7,

HIMEIZE L TiX, #lotBY Th-oT=,
723, PD-LIOFRBRICL 5T, AFOLZEMET a7 7 A4 VEERTH -T2,

7 1 PD-L1 ZEH =D OS BB DOE M (ONO-4538-52 FER)

0S
PD-L1 &3 BehRE Bl HfefiE [95%CIH] 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%L | ’ 0.69 [0.50, 0.95
oL BV/Chemo 155 24.67 [19.09, 29.34] [ ]

— HEEARRE, ¢ REBEALELRL LT Cox Kl — FEFET v



R bRz g M O i - Rz gee)
O [EBIFEH AR (ONO-4538-77/CA2099LAFKER)
{LIERIEARTIRR O EGFRI& G- B pa ik i ALK A B 5 T FEVE O YIBRASEE 22 81T
RO NMEiTERE 7196 (BAARNBESOBIZETe,) ZRt%RIC, 77 F 8K E2E
TLFREOI ARG ZRE LT, Al A ) L~7 (Binrf#az) (BIF, T4
U AT Eno,) KOTTF T8I Z25 b FREE O (LT,
INIVO/IPI/Chemo| & \9 ) DA ZMER VL2 M: 2GS L7z (NIVO/IP/Chemo ' #£361
i), e H2HE35841) , FEEREAIA H T 5 0S (FF B [95%F 48 X [l ]) (3. NIVO/IPI/Chemo
BET14.13[13.24~16.16] 1 A . I HBEET10.74[9.46~12.45] 1 A T& ¥ . NIVO/IPI/Chemo
37T FF KN % G AL RRIEO G R Gk LRI B R IEE A2 /R LTz (N
— FE0.69 [96.71%ZHEX[# : 0.55~0.87]. p=0.0006 [J&5!log-rankffE]).,
2B, RBMLMATRER CTH DA, HMHEAL B ONIVO/IPI/Chemoft & kFFREEDOSD /N
P— Kb [95%E X 1%, R EROE T0.65 [0.46~0.93], FER T LR T0.72 [0.55
~0.93] ThH-o7=,
*1 : AH) 360 mg % 3 BRI, 1 BV A~ I mgkg & 6 AR & OYLF5EE 3 8 MR M
Bk Uiz, ALZRR0RE, LA (RSE EROS UTIERE ERE) (IC SV bpes (R R
Jit AINVKRT T FURONRZ Y ZXE, ERFELENE : IVRTTF XTI AT TZ7F R
NARNLFER) &, 3EEE LA 2L LT 2 A 2 AER LT, 2 A4 2 AT, AH
BEOA BV b~ 7 % ST LT,
#2 : FERE R bR SULIER - ERE) 1233 % . NIVO/IPI/Chemo A & [7] UALS# L% 3 AR
EAIVAINELTAVA I NVERL, ERFEERBEIZOWTIE, 4 A 7 VO{LFHEEE
TR R Ll RIS K DM D A L LT,



-
o

o
©

-
o

NIVO/IPI/ChemoEE

"
~

0.6

0.5 _
0.4 xR s s

IR

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
B5 OSSO H[EfiENT D Kaplan-Meier Bfif% (ONO-4538-77/CA2099LAFER)

(EfERLSh-8H)

@ [EBRHE S M FEERER (ONO-4538-27/CA209227 #&5%) (N EnglJ Med 2019; 381:2020-31)
(Part 1a)

(bR EARTEE T PD-L1 FEBLEN 1%L E2v> EGFR &5+ BaME KR N ALK e
R RO UIBR R R/ HETT « PR OFE/NIIIE B 793 5l (H AR NEFHE 89 il % &
te,) ZXRIT, 7T T A Z G FRIEOHE G ARRE LT, KAl A Y
L=T7 L OOFHES (LR, INIVO/IPL] W9 ,) OFMER e E2RE LT

(NIVO/IPT™ B 396 i, xtH™2 #E 397 f5)) . AsBro EZFHIHEE 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] A H T& Y | NIVO/IPI (377 FFHH % & e b FIEIC Kk LREGEH PRI &
IR AR LTz (N — REE0.79 [97.72%5 8 X/ : 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 ) (TSR (R R« IR T 5 F o U
VATTFURONT AR, ERELEE  IVRTTF IV AT TF RO A R
FER) &2, 3BEBE 1A I70ELTA T A7 VERL, ERFELEFEBCONTIE, 4047
IVOALEFEFREBIT A N LF T RIC K DMEFpRE L B TRE L LTz,



1.0
0.9
0.8

0.7
0.6

NIVO/IPIEE

0.5

0.4 /L o5
0.3 ;

. 2
S e

St 4= =i

0.2
0.1
0.0

Overall Survival Probability

T T L] T 7T T T T T L I T T T T T 7 T 7T 7717 T T T
05 60 0 [P l5. AR DL e 0T 530 330 36 30 4D 545
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
SR e 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 3B& Part 1a)
(EfERL I T-4£EH)

(Part 1b)

(L IEARTAE T PD-L1 FEBLEN 1% 2 D EGFR &5 1A REM L Y ALK @a
BAE T REMEOUIBRAGE /LT - s O IR/ Ntz £ 550 B (HARNESE 79 iz &
te,) ZXRIZ, 7T TFF A ZEZTCFERIEOIAE G 2R E LT, KHlETT7F
FHH A E T EE E OO S (BLF, INIVO/Chemo) &5 ,) KT NIVO/IPT @
BN I OV 4 & fist L7= (NIVO/Chemo™ #f 177 i, NIVO/IPI # 187 #i], *FR#EE 186
#il) . ARBRORIKFAEH O—>Th V) BRI E D x5 T 5 NIVO/Chemo #f &
KREFED PFS (HR L [95% (5 HHIX 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| 2 & T ek i1k
X URRH IS A B IER 278 LTz (O — FEE 0.73[97.72% 15 #HIX M : 0.56~0.95]
p=0.0070 [J&%!] log-rank f&7E]) .

7B, REEWRMHTRE R Th 2208, MBI DONIVO/Chemoftt & xf HAEEDPFS D/~
— REb [95%fE8EX M) 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 R QML FEiE4 3 MR C AR L, (LT, M R
W bR AT IERAE EEE) ICESWIALTEERE (RELEE  IVRT FF U XA T T F
VRO LAV AV HERELEEE  INVRTZTF NIV AT TF RO A N LdE R) &
3EMAE 1Ao7 LTAY A7 AVERL, IERFE LRI OWTL, 4 34 7 Vo7 5iE
FEREARICARI L O R b Lt RIS & 2 MRk b TR L Lz,
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1.0 N

209] }

£ o8]

=)

o

£ 07

ERY:

=

% 05 NIVO/Chemo##

Q

204

=

503 . ,

£ 0.2

2 . SRy, SR

£ 0 paiichica R T T

00 4
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 1 0
popiichisa 186 121 57 22 18 13 8 6 ) 3 0 0 0 0

7 PFS ORAEMRHTIFD Kaplan-Meier Bift (ONO-4538-27/CA209227 3Bk Part 1b)
(EVEAIL SN T7-8EH. NIVO/Chemo B L X HREE & D )

F7o. HEFEARRERR ST SN o b OO, PD-L1 FEHEN 1% 0 BE
(23T NIVO/IPL B &t FREED OS (A [95%(E#EIX[# 1) 1%, NIVO/IPL BET 17.15
[12.85~22.05] 7 H . *HBEET 12.19 [9.17~14.32] B# A THY . NIVO/IP1 (X7 Z FF
BIHN 2 G b PRI LIER A 2R Lz (O — R 0.62 [95%(5HEX ] : 0.48~
0.78]. BRERMIZ2MRATHESR) .

11



[Z241]
R bR )
OEWNE DR (ONO-4538-0575)
AEFGIL 33/35 il (94.3%) IZERD BV, KElLE ORREEFNEE TERWHEHHR
G213 24/35 5] (68.6%) 1Z#RWD HALTz, FBLHEN 5%LL EORWERIZITRDO LB TH-
776

#£2 REHBENR5%LL EOEWER (ONO-4538-0558%)

BRI HH BiE (%)

FEARGE 35 45

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

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

H CLoa Pk FR AR ge 2 ( 57) 0 0
B P

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

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

W AEUE 2 (57 0 0
7R

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

U 2 SERE R 3 ( 86) 2 (57 0
R L Ok hEE

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

B EiivRg 2 (57 0 0
PR TR P

RIS = 2 — 3T — 2 (57 0 0
MR AR, B ESs K OMERR

il £ i 2 (57 0 0
KB H KO TRk E

SIERR R E 2% 2 (57 0 0
HLBE 2 ( 57 0 0
F&95 5 (143) 0 0
BEIR Bk 5 2 (57 0 0

7ok, RMVEMEATERE 2 6] (5.7%) . KK - EEO N2 6] (5.7%) | #hffES (%
Ty NU—IEERESE) 34 (8.6%) . NFEERERETE 2 5 (5.7%) . FUIRAREERERETE 3
(8.6%) . EIEHEREREE 16 (2.9%) . BEEREREE (RANEHIEMEBRE) 141 (2.9%)
J Ninfusion reaction 2 f51] (5.7%) 23#8 Hivlz, £/, BEOKEREE (K EREIRE
ERE, ZIEALBE, FERHIESS) | FEAMREREE. 1 BUBERFG., BER. FAER B E,
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Rige - BEIZE. 5 5 A R OV 26 13800 B L7 o o, AR FIRBR 1 e o
% (BRREMERE 2 a1 & abEiHERe 7T,

QA MARRER (CA20901738%) (N Engl J Med 2015; 373: 123-35)

BEFGIIAFIRE 127/131 6] (96.9%). R& & Fw/LEE 125/129 il (96.9%) (2788 &
. AENE ORFFERPEE TERWAFERIT 76/131 i (58.0%) T8O B, J
BN 5% EORWERIXT TEDO LB THhoTz,

#£3 RBIBED 5%LLEORMER (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% - HFEER L OGS E O REE

I E 13 (99 0 0

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

AR 14 (10.7) 1 ( 0.8) 0
B R L O A HRRESE

FAfm 7 ( 5.3) 0 0

7. VBN E 6 B (4.6%) . RIGK - BHEED THI 11 61 (8.4%) . FhfkFEE (%
T v N U—IEGERES) 1361 (9.9%) | IFHERERETE 4 1 (3.1%) . HUIRMRHERERET 5
(3.8%) . BEHREREE (RMEMEMEE X% 461 (3.1%) . EIEMMEIIE 141 (0.8%)
e WVinfusion reaction 1 f5] (0.8%) M#» bz, £/, BEOKEEE (FEREIRE
fERE, ZTEALEE, FRHIES) | TEARHERETE. RIS, 1 BUERp ., PEX,
e - BEEA . 5 E D IER L OB RITFRD D e o 72, AREIVEFA S BRI T B

% (RREMRT 25T) 2E0EHEREZRT,

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

HEERIX 75/76 i (98.7%) 28O i, AF| L ODRREABRNEE TE W EER
S 64/76 151] (84.2%) T3 BV, FHBIRN 5%LL LORWEMIZITRDO LB ThHo
776

13



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

SRERIRHE B (%)

FEARGE 76 {5

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

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

15 5 ( 66) 0 0

T 4 ( 53 0 0

LI 8 (105) 0 0

AN 4 (53 0 0

I i 4 ( 53 0 0
—i% - EEEER X O SO RRE

I 57 9 (11.8) 1 (13 0

iy 11 (14.5) 0 0

FEEL 11 (14.5) 0 0
BRI IR AT

U o SEREE A 6 (79 2 ( 26) 0
Rt L O EE

T Y U A MSE 4 ( 53 2 (26 0

BAHE 11 (14.5) 1 (13 0
PR R P

RIS F 4 ( 53 1 (13 0
M ER, MOERES K ONERmPEE

R P i R 4 ( 53) 2 ( 26) O
Rk X O TRk

& D FEIE 6 (79 1 (13 o0

SIS 11 (145) 0 0

SRR I 4 ( 53 0 0

¥, MM EAR] (5.3%) . KM - EHEED THI5H] (6.6%) . FhikEE (¥ 7
v N L—IEERESE) 1041 (13.2%) | IFRERERRE 511 (6.6%) . FHIR IRt RERR 1061 (13.2%) |
R FERERE E 1 (1.3%) | BFEEREREE (RME TR EMEE 25%) 461 (5.3%) K Utinfusion
reaction 35l (3.9%) 23D LTz, FTo, BEOKERFEE (REMEIEGEEE, 2L
B, BOOEIES) . TEEHREREE . VRUBEIRN, WEZE. EIEMIERE, MR - BEEK,
S E DR K DL RITFE O BV o T, REIWERRBLIR I BT F S (FRR R
WA Eh) 2B UEERETRT,

O/ IIARRER (CA209057 786#%) (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 TERWAEFRIT 199287 il (69.3%) (258 bz,
FHRDN 5%LL FORWERIZTRD LBY THolz,

14



F£5 FEEIRD 5% EORMHER (CA209057 3RER)

p—
BRI e
=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

DR AU RE 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 ORE

I ) RE 29 (10.1) 1 ( 03 0

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

BAHOE 30 (105) 0 0
AR K OV ARk

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

% 9 24 ( 84) 0 0

W5 27 ( 94) 1 ( 03 0

7, MR 10 61 (3.5%) . KMk - BHEED T 22 6 (7.7%) . fhikleds (%
T v NUIEREE) 26 1 (9.1%) . IFBEREREDES 15 6] (5.2%) | HRIRBERERE 27
Bl (9.4%) | BEHEREREE (RME EIERRE) 761 (2.4%) . I - #2141 (0.3%)
J O infusion reaction 8 5l (2.8%) Z3FRD Hivlz, iz, BEEORLERE (K EREIRIRE
ERE, ZIEALBE, BUOEIESE) | TERAHERE, RIBMEERE. 1 20RE, R,
FIEFIEAE, S E 9 R KO RITE D Divieio o, ARRIVEMZEBLR LB
% (RREMRT 25T) 2E0EHEREZRT,

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

HEFEGIIAFIGEA (NIVO/BV/Chemo) £ 271/273 1] (99.3%) . % HEHE 275/275 1 (100%)
Wb bz, AAIGFH (NIVO/BV/Chemo) & DR FERBGNEE TR VWAERSRIT
269273 B (98.5%) |ZFRD H LTz, FHLEN 5% EORIWERAIZ TRO LB Th o7z,

£ 6 FEEER 5% LOBIER (ONO-4538-52 3ER)

- N Bil% (%)
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
R X O TRk
it A 143 (52.4) 0 0
B3 81  (29.7) 13 (48 0
O PEIE 48  (17.6) 0 0
BEIR BB 30 (11.0) 12 ( 44) 0
SIERR R 2% 19 ( 7.0) 1 (04 0
TR R MR
AR = 22— N F— 120 (44.0) 3 (11) o0
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Kk = 2 —m RF— 59 (21.6) 1 (04 O

SR Ne 32 (117 0 0

BERR 15 ( 5.5) 0 0
A7

I HRER B 116 (42.5) 87 (31.9) ©

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

MR 59  (21.6) 16 ( 59 0

TANRTGXUEET ) b T AT =7 —EH 24 ( 898) 2 (07 0

TI=T ) NI ARAT 27— 20 (73 3 (11 o

Mz v F =8 16 ( 5.9) 1 (04 0

EEN 15 ( 55) 0 0
B IEREE

{50 85  (3L1) 3 (11) o

D 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 REE

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

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

B EiivR 69  (25.3) 0 0

5 P 66  (24.2) 0 0
—% - &FEEER L O S OKRE

R 68  (24.9) 1 (04 0

FEEN 40 (147 2 (07 o0

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

LAtk 43 (15.8) 0 0

Leo< b 34 (125) 0 0
R L O EE

BAEIE 81  (29.7) 8 (29 o0
A8 P E

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

BEAER 65  (23.8) 13 ( 48 0
A s

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

R A e TUEE 15 ( 55) 0 0

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

¥, PRERREE 211 61 (77.3%) | BREUHREMRIE/ X A/ TF—92 ffil (33.7%) . HER
I B 43 151 (15.8%) | HIR ARFEARERR 5 39 f51] (14.3%) | FEFE O Fz Ji ks 36 151 (13.2%) |
FFREREREE 35 1] (12.8%) . BHEEREREE 20 (5] (7.3%) . MVEIMEMGZEH 19 61 (7.0%) .
KIG2& = /N dk - BEE D T #0119 ] (7.0%) | EIFEHEEERE S 14 41 (5.1%) . infusion reaction
13 1 (4.8%) . TEMRHEREREDS 5 61 (1.8%) . Mz 4 # (1.5%) . MR 4 41 (1.5%) |
1 RUBEIRI 3 61 (1.1%) . FRARMARIERIE 3 1] (1.1%) . FEALPEARE %K 2 61 (0.7%) .
Ege 2 4511 (0.7%) . FFZ 161 (0.4%) K OMESEHIM 151 (0.4%) 2358 Hiviz, F7z,
BIEM B, Ok, BUEATR. ITARA, MK - Bk, MERERIEMEE, . 5
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E D MR ARFFERDF K OYEFLITEER O Do 7o, ARRIERFEBURDUIBEE RS (FRR
MEMRE 2 El) 2GU0ERIERETT,

O VB B2 9 I QR - R g
DEFR [ M AHRER (ONO-4538-77/CA2099LA 7X5R)

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

(97.7%) (2R b=, AAIGEH (NIVO/IIPI/Chemo) & DR BEEURNTE TE RV
EHEGT 322/358 1] (89.9%) IZRRD BTz, FEBLEN 5%LL EORWERIZT TR L0
ThHo17,

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

B BilE (%)
e AT (NIVO/IPI/Chemo) T

S 358 il

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

EIEM 322 (89.9) 159  (444) 1 ( 03)
MK LY o RREE

2 1 80  (223) 20 ( 56) 0

B R ERIRA iE 35 (9.8) 22 (61 0
PGy Us b

R A e U E 27 (15 0 0

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

fERK 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 - RHEES KOG ORRE

) E 73 (20.4) 3 ( 0.8 0

9 57 59  (16.5) 8 (22 0

FEEN 20 ( 5.6) 0 0
BRI iR A

TI=2rT I NTAT =T — P 23 ( 6.4) 3 ( 08 0

77 —EH 18 ( 5.0) 8 (22 0

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

U R—B i 18 ( 5.0) 13 (. 36) 0
R L O REE

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

B EiivR 26 (7.3 1 (03 0

P9 18 ( 5.0) 0 0
MR AR, B ES K OMHERR

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

=B 32 ( 89 3 (08 0

O PEIE 66  (18.4) 3 (08 0

B2 64  (17.9) 5 ( 14 0

BEIR B R f B 18 ( 50) 5 (14 o0
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fds, HURIRHSAEREE 74 0] (207%) | WREEETE 5101 (14.29%) . BRACTRIIE 3
AT 50 ] (14.0%) | NPHEAEREHS 48 ] (13.4%) | KRB - M - THEO T4 26

Bl (7.3%) . BHEREREE 25 5] (7.0%) . HEEOREREE 2161 (5.9%) | MRS
19 5] (5.3%) . infusionreaction 17 5] (4.7%) . RIEFEERERETE 12 5] (3.4%) . T EE{RHE
REFETE 7 4511 (2.0%) | LWEFETE 7 651 (2.0%) . ¥ 6 61 (1.7%) . WER 461 (1.1%) &
OFRARMARZEARRSE 1 6] (0.3%) 2538 LTz, £/, BEIEMFESE, L%, ik, 1
RUBEGRI . PR, REALMEABAE 6. Mk - BB, EEES R migieds, meR & RIERE,
fEtZ, 58O R, IEE I L OYEFLITERD v o 7o, REIERISBUR DX BT
% (RRREMRETEZET) 280EHERERT,

@ E BRI F M FEFER (ONO-4538-27/CA209227 F5R)

(KK LA Y LvT LD AES)

HERHRGIIAKIGEH (NIVO/IPI) # 568/576 il (98.6%) . *IHAHE 554/570 %1 (97.2%)
RO b vTe, AFOEH (NIVO/IPD) & ORIREEIRMNEE T E WA EFHRIL 442/576
B (76.7%) (278 LTz, FIEN 5% EORIERIZTROLEBY THhoTz,

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

B b [ BilE (%)
F AR (NIVOIPD T
(MedIS?ZA/J ver.22.0) 576 7
T 4 Grade Grade 3-4 Grade 5

2REIEH 442  (767) 189  (328) 1 ( 0.2)
NG WA e

RO A RE T LA SE 48 ( 8.3) 0 0

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

T 98  (17.0) 10 (17 o
L 57 ( 9.9 3 ( 05 0
—fik - RHEEL KOG ORRE

1 9 59  (10.2) 8 (14 o0
957 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 —BHN 36 ( 6.3) 17  ( 30) 0

TANRTGXUBT I ) b T AT 27— BN 56 ( 9.7) 18 (31 0

U R—B 0 43 ( 75) 23 ( 40) 0
AR L OV E

BARBOR 76 (13.2) 4 (07 0
R X O ARk

RA A 29  ( 5.0) 4 (07 0
MR, MERES I OViERR fs

Jitilig & 41 ( 7.1) 16 ( 28 0
R KO TRk

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

Z 9 FEE 82 (142 3 ( 05 0
2 98  (17.0) 9 (168 0
BEIR B IR B 39 ( 68) 9 (18 0
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7k, HURIHEREREE 115 61 (20.0%) | FFRERERETE 91 f (15.8%) . #h#REEE 51
(8.9%) . VEMEMIZE 50 6] (8.7%) . MK MARIE/ X A4/ F—38 4] (6.6%) . HJE
D JEIEE 27 B (4.7%) . KIGK - /NMGBK - HEEO T 25 1 (4.3%) | BHEREREE 25
5 (4.3%) . infusionreaction 23 {5 (4.0%) . TEEMAHERERET 19 1] (3.3%) . EIFEHEE
b 19 B (3.3%) . I 13 1] (2.3%) . DMk 9 B (1.6%) . e 6 1 (1.0%)
1 BOBEIRIE 4 1 (0.7%) . S &I MK 2 5] (0.3%) | Lz 161 (0.2%) . ik 1 fi
(0.2%) . Mgk - Bl 161 (0.2%) M OFRIRIMLIEZERAE 161 (0.2%) 23388 bl
Fro. BIEMEEGE, ITAE, i LVEIRE 2, B A ikl MERE REMRE, kL.
FESE i S OSEFLIZRRD B AL 0o 7=, AREIVERFSBUR DI B G (BRI AR A 52 5
EEL) EEUDEINERE ST,

KA & 75 F W e Lk & OBFFIE S, (PD-LI R8BI 1% Kilioo BHLEH)
A EFELITAKIGEA (NIVO/Chemo) B 172/172 141l (100%) . i HREE 174/183 {41 (95.1%)
(5B BT AFIHE A (NIVO/Chemo) & D RISRBIFAA G T & 20 WA EH FHERIT 159/172

Bl (92.4%) 2B LTz, BN 5% EORIERIZI TEREO LBV Tho T,

#9 FRHEBHP 5%LLEOEREIER (ON0O-4538-27/CA209227 R Part 1b)

B | BilE (%)
ﬁiiz;ﬂ M KADFA (NIVO/Chemo) BE
7B [z]=] 172 {@J
(MedDRA/] ver.22.0) 4 Grade Grade 3-4 Grade 5
EREIEM 159  (92.4) 96 (55.8) 0
MiEE LY R fEE
2 if 70 (40.7) 30 (174) 0
I P ER IR A E 41 (23.9) 23 (134) 0
/N E 17 ( 99) 7 (41 o0
B IR E
(s 38 (22.1) 0 0
T 17 (99 2 (12 o0
D 67  (39.0) 4 (23 0
A% 14 ( 81) 1 (06 0
Mg 26 (15.1) 4 (23 0
—fik - RHEEL KOG ORRE
1 9 18 (105) 1 (06 0
957 43 (25.0) 8 (47 0
PR 9 ( 5.2 0 0
FERE D S SE 10 ( 58) 0 0
FAH MR 9 ( 52 0 0
FEEN 12 ( 7.0) 1 (06 0
BRIR IR AT
TI=rT ) NTUART 2T — B 16 ( 93) 5 (29 0
77 —EH 11 ( 6.4) 4 (23 0
TANRTGXUEET X ) b T VAT =7 —EH 10 ( 5.38) 1 ( 06 0
M7 L7 =40 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 O mEE
BARIHER 39 (227) 4 (23 0
FEIEF £ O TRk
Z 9 15 ( 87) 0 0
FEP5 26 (15.) 1 (08 0

7k, PRRRREE 26 B (15.1%) | BEBUREMEE/ X AT —22 il (12.8%) . JIFHRE
b 21 51 (12.2%) . FUIRERFERERRT 16 B (9.3%) . BEHHEREE 14 1 (8.1%) . [
B 8 B (4.7%) . RIGHK - /NZ% - HEED THIS B (2.9%) | LligilEs 5
(2.9%) . infusion reaction 4 {5 (2.3%) . FEEDJEREE 2 6] (1.2%) . OFiZ% 16
(0.6%) . f2c 16 (0.6%) . 17UHEGRIR 1651 (0.6%) . AFZe 141 (0.6%) . FIlEHE
REFETE 151 (0.6%) K ONFARIMARZERRIE 1 61 (0.6%) 23588 iz, 7o, HEIEM
TE, FFARA, BEVEIBE . FEARHAEREE, MM - BEREK. HEERMEEE, M
EREREMGERE, AEEE, BER. SE DR, BN L OELITED bznotz, R
BIERZRBURDLIBIE RS (RIRRAEMRT 2 5T) 25 OEIERE =T,
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[ - HiE]

AR OREMEYBETT L ZFA LY 2 2 b— 3 02k 0, AKI 3 mgkg (K
H) XX 240 mg % 2 FRIEINGE TS LI2BROARR O Mg iR EDP S S iz, ZOf
R AH 240 mg G LTZBROREEEIL, AH) 3 mgkg 45 LIZBROBRE & & ik
LTREZRT ETHIENTZb DD, ARNBFCBO CARER RIS TV D H
5 - & (10mgkg % 2 BN CRE) CTAAIZ G Ui-BEOugE & & ik L CEE
oy LTRSS (FR) AT BEOBEIZE T 527 — #2125 E | AHA| 3 mg/kg
(REE) 0T 240 mg % 2 HFFEIFE CHG- L IZBROARRF OBRE & & Ao 3 etk b
ORI & T D IRBE ST T APERE S, Y% OV TREIT DAL A R,
FROAE - HEOM THEMER L EMEICAME 2 2RI E TRl SNz, £,
NI BT IC BT 2 T — XD S L2 B UG ET VEFIH LT, AA 3
mg/kg (2 JEFFEINECHG) . 240 mg (2 R CTHE) XX 360 mg (3 # MR T
H) LA A~7 1 mgke (6 BREIMMTERYS) 208 LIcBROZ2MEZME Lok
K. FROME - HEOR CREM TR ER TRV ETRIES N,

K10 FAOKYEE T A —F

- Crnax Chnind14 Cavgdi4 Cimax.ss Cmin.ss Cavess
(ng/mL) (ug/mL) (ng/mL) (ng/mL) (ng/mL) (ng/mL)

3 melke Q2W <35~52T '7608) (10.17?'264.5) (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‘}'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) (1842L,1 ;13) (23;7286)

FRAE (5%, 95% %) Q2W = 2B FIHIFE. Comax @ HIEIHE-22 O i ML HHEEE . Crinara - FI[EIF 57214
A BT D RARMIE PIRE, Caveara : A 5140 B E TORHMIEPIRE . Coaxss : T RIEICI
T 2 i MIE TR Crinss 1 EWIRRBIZ I D RIS PHREE . Cavess 1 AEFIRREIZ IS 2 F- ML 15 o
TR

Flo AR OREHEDEEE T VAR L2y I 2 L—3 3 IS X0 AH| 480 mg
% 4 TERIEIE TG SUIBEAGR O ik « FHESE TG L 7BRO AT 0O My ke B 3 s
ST, ZTORER. AHI 480 mg z 4 N TR G LIZEROEFRRRIZ I 1T % ) i
THHHE (LLTF, TCagss]l &2, ) 13, AHI 240mg % 2 F IR THRE- L IZERD Cavgss
EHUT L ETREn (TR) o 7. AAI480 mg z 4 B MG TG LIZBROE
FARBICB T DiemMighiRE (LT, [Chaxs) &5, ) 1, AAI 240 mg % 2 5H[H
[FIf TG LTZBRD Craxss & HEEL L TREEZ R T & FHISNZ S OO, AARNBEICE
W T ARMEDRHEGR STV D ML - JH&E (10mglkg % 2 B RIHRE TG TARFIZ &5
L72BRD Craxss & W L CTIRIEZ 7R3 & FHIS . (FR) . MAT, BEOEEICE
FHT—=2ITHSE . AHI 3mglkg ((KE) F721% 240mg z 2 HFHHE, 75 L < 13AHA
480 mg % 4 B MR TG L 72RO AR OBREE & & A 00 X322t & oo B 2 1
T ORIEESISET VDG S L, BEEEIC OV TREIMTONLZ /R, B Mk -
MEDHE THZME R O 2RI AR TRV e THIS U,
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K1 ARORYEE T A —F

M - R Crmax Chmind28 Cavga2s Cmax,ss Chin,ss Cavgss
(pg/mL) (ng/mL) (ng/mL) (ug/mL) (ng/mL) (ug/mL)
3 mefkg Q2W (35.5; '760.8) (16.25?50.3) (21.321 f3.9) (75.&?71) (27.612,'107) (42.717,'?27)
240 mg Q2W (51.712,'103) (23.33?‘539.0) (30.‘:3?‘670.9) (105354) (41?57,'21358) (62.11(,)9187)
Hme @ (103207) <15~25?Z7-4) (37-%?.;)4.8) (14?,1 §36) (27.751,?37) (62.11(,)9187)
10 mg/kg Q2W (142,9322) (86.959,.?32) (10},1 ?48) (323,9225) (18421,1 gos) (232,7277)

R (5%, 95%5) . Q2W : 2 EMIMIFGE. QAW : 4 B MIHING. Cumax @ PIEIHR 544 0O foeims ML 75 R E |
Crinzs : FIEI$¢ 5% 28 A HIZI61T 2 FARIMIE TR, Cavgazs : HIEI#5-1% 28 H H £ TOFE Mg =

FE. Cmaxss : EHRIRIBICI T D B MIEFIREE, Cminss 1 EFIREBICIS T D BARMIFEHIREE . Cavgss : E TR
HBIZ 51T 2 24 Iy e B
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4. BRIZTHOWVWT

AFN OB G- DN W) 72 BE &2 - e L. AR o512 ctwi’é%ff TEFRZRB LT
BRICHRHET 2 Z ERMER D, LFOO~Q@DFT X T &z sl W THEHAT
RXTH5DH,

O MEFRITHOWT

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

(1) EATHREDIEET 203 A Fa NSRS (BN RS A2 R EEHLSIR BT |
U A3 A RS FEEE ML SRE . HUEY AR RIRBE 7R &)

(2) FrEHEREIRPT

(3) FENFEANF NG ET 203 U2 FEEEFRET (D5 AR EEEE EIRbT, 23 A2 B
W EBE, 3 AR HERE T e &)

(4) S RACFERIERE 23R E L, SRS RIEINE 1 AT HRIEINE 2 Ok FEvE
R D 21T - TV D ik

(5) BHUIMERE A AL BN OO it 3% FEHE L2 AR B Jim 24T > TV D Bk

O-2  fifieE DAL SRIE K ORI E R FE S O XIS 443 72 Fnidk & B8R 2 R EAT (FRO
WFNZREE T D ERN) 23, HE2REEORANCET HEROBEEE L L TREI N
TWnWsZ &,

*

o [EEMFFESE 2 FOUIMIMHEZE T L7212 5 4FELL LD D AT DB IRIHE 2
ITHoTWBHZ L, 96, 2L EIX, BDATEMEEZ £ & UEERIES S OHE 2
1ToTWBHZ &,

o [EEIGFFEUSHE 2 FOPMHEZE T L721RIC 4 LI EOBKREBRZE L T\ D
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