REEHAEET A K71
=RA~T (GRIBZFHERZ)

(BR5E4 « A7V — A REFE 20 mg, 7V — R RHEEHE 100 mg, A7 P—
ARWERE 120 mg, A7V — K K EE 240 mg)

~ FE/ N AR R ~

k2 92 A (4Fn 3486 AHET)
BT B
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2. AANOFE. (FRET P3
3. ERIRRUE P4
4, FERIZOWNT P23
5. H&EGXREMDEE P25
6. WHIZEL THETNEHH P28



1. XL®»IC

BRI DA « L EVEDTER DT OIZIE, BT SCEFIZEE S W TCE 22 23K
bId, HIT, TEORFEMOEAT LY | FUKEIEN 72 & OF 0 728 B/E %
FREH D AR SN D P T, 2 b DEHM 2 BIC LR EE TR 5 2 L AR
P L 72 o TR Y R BOEE & SR AR TR 2016 (AL 28 4 6 A 2 H RFEIRE)
[CBNWTH, FHMERLEOHFHORE(HEZNS Z L L TnD,

BRI R A, SRR BT 0 7 7 A LSBT DRSS L B 5 T 5
RLZENDD, ZOI2D, AIMEROZEMEIZBET 2 EMA +0ERT 5 £ TOR,
YHERMOBE LB ZT 5 Z NI SNLBE T LTHENT S & L bIZ, BE
ADFEE LT BRI E RS & & D 2 L A ATRE 72— D S 2 i 7o R BE RS T
TLILENEETH D,

Lo T, KA FTA4 T, BBEECINETITRLN TV DEFKSR -
PR RN EES & 0 LUT OB O S 7 ] 2 HEME 9~ 2 8L b b B 8 B %
TR O B HE TR,

B ATA KT A %, MISATEE N E R E RS P, A ENE AN B AR
BRI RS —fRAEETEN AARBRRNBE S, FrEdEERITEETAE N A AR 72 kO
—AEMTEN AR g2 OO b LR LT,

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

REERDMEINE - DIBRARRZ2HELT « TR O IE/ NI il

MEERDMEROCAE  @HE, RAIZIZ=FRL~T GBI %) & LT, 1[5 240mg
Z 2 JEMIRINE S 1[0 480 mg A 4 3 [ RIE CAGEEET 5,
i OHFEEMEIESG A & O 25813, @E . AIZE=RLr~7

(GBfz /M z) & LT, 118 240mg % 2 @RI MIRE X 1 5] 360

mg % 3 MR CRMEERET 5,

B I 5B 3O /NP T ERRUAAE




2. AHNORK. VERBF

F 7Y — R T 20 mg, [RLAEEE 100 mg, [FAGEETE 120 mg K& ONF] s isiE
240 mg (—fi%4 - =R~ 7 GEE ), LT, TARAL Lvd,) 1x, NEPEES
TEMKSLEAZ Ly 7 24 BTV AR e =AY —X A7 A7 (BMS) ) 2
BAs L7t K PD-1 (Programmed cell death-1) (Z%}9 5 & N 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) LKOVE

BRI R BT 5 CD28 7 7 X U — (T MR OIEMHAL Z i Bh B IE & BUSHIE T2 2
T ICBRT 2R AR TH D, PD-1 IFHURIRRHIILIZI BT S PD-1 U K (PD-LI1
JOVPD-L2) EfEA L. U SERICEINES 7L mE LT o ERoE M L IRRE %
BIZHRET L TW5d, PD-1 U W RIFHURE SN B b O & 22 G/ 588
LTk, BMERAMEEE) LU LB TS PD-L1 DOIEEBL LI DELF
HM & OMICADHBEBFRN & 5 Z & HE I TW% (Cancer 2010; 116: 1757-66)
F 7o R R NE RS CIXARRE T AN EET DA v X —T = H >~ (IFN-y)
IZ& > T PD-L1 OFENFEEI N, BB L EEMARIZI T 5 PD-L1 ORI LD
AL & ORNCIEOHBIRIR R & 5 & D S & 5 (Sci Transl Med 2012; 28: 127-37)
X 51T, PD-L1 Z @5 S H 7203 AMiaiE, PUsRFER CDS Btk T Mifa o il fafs
T AT S 525, PLPD-L1 HUAT PD-1 & PD-L1 & OfEAZET D & Z O
EEEENREIE T 5 Z EDNRENTWD, D Z LMD PD-1/PD-1 U 2 REEEIX, 5
AR URRF B 72 T MM OREBEEZ BT 5HFD—>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,
FE BRI AR 2 kT & U T BRIRERIR 2 S0 L, AR, Atk R OV D e
i,

AFNO T 3 < I D RAERUEIC & 2 BIERSN & b b, B XTI
B AREMN B D, AFIOE LR U GBI, BEOBE L HSIT/T0, B33
D BTG AITIE, BB L HGUTIE U B 2 ik & B8R & FE o [ Aifl & L L Coil
228 RIB M 2TV, B OSIERIRIC L D EIWER A DI 2 A3, BIBRERL
LRI OB GEDOHEYILLEZIT O LERD D,



3. BRERAE
UIBRANREZR AT - IR OIE/NBEAiE (R ERE K OFER - B E) DO7KGRRFICRE
i 247 > 72 22 B A B BR D Rl AE 2 R T,

(Azht]
(R BB

@© [EHE TFERER (ONO-4538-05 #Hi)

7T FFRF e GO RERE 2 A 2 U2 B B/ IV ST 3 O /- &
/5% (ECOG Performance Status 0 2TV 1) 35 il 25t 5:12, AAl 3 mg/kg % 2 @R
TRIEFHE L7, FERMEEE TH HRDF (RECIST HA F7A > L1 Uz H-o<
JEHITEIZ K D CR XUE PR) 14 25.7% (95%(E#HIXH : 142~42.1%) Th o7, 0¥, F
AR E L7 BfEIE 9.0% Tdh - 7=,

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

7T F SR h G AL FEERE 2 A T D UIRAAREZR B 1/ IV U O/ F B
JEHEE (ECOG Performance Status 0 TN 1) 272 il &z x8c, ReXFEL 2% e L
TOAHA 3mg/kg % 2 1 [HHIRR TR ERE L7z ORHFIEE 135 1], N2 2 /L8E 137 1),
FHERHMEEE TH 5 2AFHR (LT, ToS) Evvo,) (PRl [95%EREKXM]) &,
AAFIEET 9.23 [7.33~13.27] WA, REXFEAET601 [5.13~733] BATHY,
AFNT R FB MK LREHFRICABERIER 2R Lic (O — RE 0.59 [96.85%1F
FEXH] © 0.43~0.81], p=0.0002 [J&5! log-rank B7E]),

1.0

0.9
0.81 ;\‘\
0.7 h
0.6 "
0.5 \

0.4

Probability of Survival

0.3

0.2

0.1

0.0 1

.....

...............

0

3

9

12

15

Qverall Survival (Months)
Number of Subjects at Risk

AFE

135
Res5%t)LE
137

113

103

86

68

69

a5

52

30

31

14

1 0S OF RN D Kaplan-Meier iR (CA209017 38r) (EfEA(LIN-£H)

4



(FERS - R g)
O EWNFETHRE (ONO-4538-06 #ER)

77 F R GO RIERE 2 AT 2 U2 B B/ IV TR O IERAE k-
B (ECOG Performance Status 0 X TN 1) 76 il 25512, AH 3 mg/kg A 2 1 [H][H
bR C AR EHE Lo, FERHMIEE Th 528405 (RECIST A K74 » 1.1 fRICE-S<
R EIC XD CR XUE PR) £ 19.7% (95%(E#EX[H : 12.3~30.0%) ThH-o7z, 728,
FHANCRE LTZMMHEIX 9.0% Th - 7=,

© WA EIAEER (CA209057 #5%) (N EnglJ Med 2015; 373: 1627-39)

7T F R G AL FERERE A2 F T D UIBRAREZR OB H1/ IV SRR OIERF L
F2E A (ECOG Performance Status 0 2 TN 1) 582 il &2 %t5iz, ReX Xk 2% &
LT, AHAI 3 mg/kg % 2 AR CREFE Lz ORAIRE 292 1], N4 % &2/UH 290
B), FEFHIEHE Toh 5 0S (H A [95%(5 XK ]) 13, AHIHET 12.19 [9.66~14.98]
A, FEZXEAHFETII6 [8.05~10.68] 7 HTHV , KHIIX Nt & Xt /I3 Lt
FHEMICHBRIER 2R LTz (Y — R 0.73 [95.92% 58X [ : 0.59~0.89], p=0.0015

(&5 log-rank fRE]) .

1.01
0.9

0.8

0.71 \'\
8 .
S N A

0.5 N

0.4 Rt st LB S

0.3 o, e
‘?x",_;m ogneddineiets,
5 =1 e
0.2 P - — L

e e P e

Probability of Survival

0.1

0.01

T 1 |l T T T T ] 1 1
0 3 6 9 12 15 18 21 24 27
Overall Survival (Months)
Number of Subjects at Risk

AHIEF

292 232 194 169 146 123 62 32 9 0
FesFtLE

290 244 194 150 111 88 34 10 5 0

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



(PD-L1ZEHLIR LB DA 20 K OVZ2 4 1:)

WAV S AR (CA2090173850 K ("CA209057585k) ICHIAAN BNTZBRED H b,
SRR I 35U CPD-L1 2 38 8L L 7= Bl Ma s S 2814 (LLUF, [PD-LIZEBIEE] &
) IZBET AERBE LN —HOERFE DT — X IH-S X | PD-LIZEBLERNRENIC
fRAT 2 AT > T2 IR LB OFRERIZILL TO LB Th-o T2,

AHMECEI L Cid, R LTI, PD-LIORERRICL ST, N &Ll
e U CARKIRE COSDMER T A EM N O Hiviz,

FER VBB 9E Tl PD-LIZSBLERE P 1% AT OGEIC R & X2 VR & IZIZ RO R
ThoT= (TX),

feds. VLR, JERT EREE I, PD-LIOFBEIC L 6, KFlOR2IES
n7 7 A VTR TH T,

10—
\

L3

o

Harard Ratio (Nvolumst: 1 mo%g over Decetaesl] and 9% C1 1 0,90 (0 86 1,74) Pt R POmemb 3 spiq e Decsnnnd &

X3 CA209057 RBkD PD-L1 FEHEH|TD OS O HEfFHT D Kaplan-Meier HifR
(£K : PD-L1<1%DBELF. AKX : PD-L1=1%DBEEM)

@ EERILFEFE ISR (ONO-4538-52 #5HR)

{LZFRERTBIRD EGFR Bin 12 RaM:, ALK @hE @& fn 1M & O ROST A BT
EVEDUIBRRREZREST - FFR O IER A R IR/ INa it FB 3 550 1 (B A N R 371 f
BETe,) BRI, TTERLEARNV AT GllaF#Haz) CITF, [Ny X<7)
L9, KO 7 F IR E G CEREOAE G E R E LT, AFIL AKX
~ 7 kO T FFRF & Gk L oS (BUF, INIVO/BV/Chemo] &5 ,)
DA NZE2MEE G L72 (NIVO/BV/Chemo™ £ 275 i, X HREE 275 f31]), LEHET
BB T 2 EEAFIE (LLF, TPFS) 29 ,) (hE [95%FmEXE]) 1%,
NIVO/BV/Chemo #£C 12.12 [9.76~14.00] # H. xtfREET 8.11 [6.97~8.54] A TH
Y . NIVO/BV/Chemo X7 5 R & XN X< 7 NS 5 FF 5K % 8 Tt F ik 0 Of

6



Gk URERHFFICE B RIER 2R Lz (N — R 0.56 [96.37%[5HE X/ : 0.43
~0.71]. p<0.0001 [J&%! log-rank fE]),
*1 : AH 360 mg K OMLEME L% 3 BRI CAMEE L, (LB, AARTSFr <2
BERENBORNY AT %, 3EEE 1A 70 E LTRK 6 A/ LVERL, 6 %A 7LD
TEEEFRIEEM AR B ONSY v 7 OB EAC & B HERRE b ERATRE S LT,

100 -
2 80
g
5 ] NIVO/BV/Chemolté
2 60
o
2 40 '“—\(A
& A "y
&~ 20 —— e
0- T T 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
*TEEBE 275 225 127 53 27 5 2 0 0

X4 PFS O HEENTED Kaplan-Meier Biff (ONO-4538-52 3X8%)
(EVEAIL SN 7-4£M, NIVO/BV/Chemo B & XIFHREE & D)

(PD-L 13 EBLIR IR D A 20 Joe ONZ2 4 i)
[E BRI [E B MARFRER (ONO-4538-52788%) ITHAAN BNTZBED T — X IZH DX
PD-L1FRBLRBINC R BN IR AT > T A IMER N LZ 2O RIILL TO LB Y TH

272,

BHMEICE L TiX, R1OEEBY THHoT-,
728, PD-LIOFKERICL 5T, AFOLEMT a7 7 A4 VLR TH - 7=,

2 1 PD-L1 ZEE=RFID 0OS BIMENTREDEZIE (ONO-4538-52 3 ER)

0S
PD-L1 33 BehRE I i [95%CIH] NP — R
(W A) [95%CI]
. NIVO/BV/Chemo 115 31.01 [23.13, —]
[} v )

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 NMEiTERETI6] (BAARNBESBIZETe,) ZRt%RIC, 77 F 8K E2E
TLFREOI ARG ZRE LT, Al A o~7 (Binrf#az) (BIF, T4
U AT End,) KOTTFF8GH 25 b FREE O (LT,

INIVO/IPI/Chemo| & \N9 ) DA ZMER VLM 2 Gt L7z (NIVO/IPI/Chemo ™' #£361
i), e H2HE35841) . FEEREAIE H T 5 0S (FF I E [95%FHE X [l ]) (3. NIVO/IPI/Chemo
BET14.13[13.24~16.16] 1 A . X BEET10.74[9.46~12.45] 1 A T& ¥ . NIVO/IPI/Chemo
X7 T FF KN A G T RIEO B R G 8 LRI B R IERE A2 /R LIz (N
— FH0.69 [96.71%(ZHEX[# : 0.55~0.87]. p=0.0006 [J&5!log-rankfE]).,

2B, RBMLMATRER CTH DA, HHEALRIONIVO/IPI/Chemoft & Kkt FREEDOSD /N
P— KLt [95%E X 1 X, R F RO T0.65 [0.46~0.93], FER - L2 C0.72 [0.55
~0.93] ThH-o7=,

*1 : AH) 360mg % 3 BRIRING. 1 £V A~ I mgkg & 6 AR & OYLF5EE 3 BRI M
B U7z, ALZAR0RE, LA URSE EROE UTIERE ERE) (IC SV bpes (R R
Jit  AINKRT T FURONRZ Y ZXE, ERFELERE : IVRTTF XTI AT TZF R
NARNLFER) &, 3EEE LA 2L LT 2 A 2 AVERI LT, 2 4 25T, AH
BOA BV b~ 7 % ST LT,

#2 AR R bR SULIER - ERE) 1235 % . NIVO/IPI/Chemo A & [7] UAbS2E 5% 3 1R
BAIFAILELTAYA I NERL, FRFLERICONTIL, 4 1 7 VO IEENH
TR N Ll RIS K DM D AL LT,



oe e oY NIVO/IPI/Chemo®é
0.7
06
0.5

0.4

Overall Survival Probability

T T T T ] T T
0 3 6 9 12 15 18 21 24

Number at risk Tune from Randomization (Months)
NIVOIPUChemo#E 361 325 292 230 129 16 16 1 0
*f FERE 358 318 259 183 91 39 12 0 0

5 OSOH[EfENT DKaplan-Meier ik (ONO-4538-77/CA2099LAFKER)
(EfERL I T-2EH)

@ [E B FEF IAERER (ONO-4538-27/CA209227 #&5R) (N Engl ] Med 2019; 381:2020-31)
(Part 1a)

{LEPFRIEARTER T PD-L1 FHERN 1%L B> EGFR & s 2 BEVE R O ALK @l e
BARFREYEDOUIBRAGE /LT - PR O IE/ MMAaftE £ 793 B (H RNEE 89 il
te,) ZXRIT, 7T T HAZ G TRIEOHE G ARRE LT, KAl A Y
L=T7 OB (LR, INIVO/IPL] W9 ,) OFMER e E2BRE LT

(NIVO/IPT™ B 396 i, M2 #E 397 f5l) . AstBro EZZFHIHEE TH S 0S (Rl
[95% (5 #EIX[H]) (%, NIVO/IPI #£ T 17.08 [14.95~20.07] H H . xtIREET 14.88 [12.71
~16.72] 7 H T& Y | NIVO/IPI (377 FFHH % & e b A ATk LR PRI &
IR AR LTz (0N — REE0.79 [97.72% 58X/ © 0.65~0.96], p=0.0066 [J=5] log-
rank fRE]) o
*1 1 AH| 3 mg/kg % 2 WM, Y A~7 1 mgkg % 6 BB CARHTE L,
¥ TR (R RO IR ) (TSI bRE (R R« IR T 5 F o U
VAT TF VRO AV A IR LR VR T TF NIV AT TF R IANA B
FER) &2, 3BEBE 1AL LTAT A7 AVERL, ERFELEBIOWTIE, 49472
IVOALEFEFREHBIT A N LF Tt RIC K BMEFpRE L B TRE L L,



1.01
0.91
.. 08
:n
Z 07
£ NIVO/IPIE=
£ 0.6 /
j 0.51 \\
Z 04 Ry e
?‘E 0.31 “»-_“‘“m TR
2 <o BB #3 s
:’ 0.2 X—J‘)\\\ﬁi 4;&_"_"{-_“__1'_-‘
0.11
0.01
T L T L T T J T T T T T T T T T
0 3 6 9 12 15 I8 21 24 27 30 33 36 39 12 i5
Number at risk Time from Randomization (Months)
NIVOIPIEE 396 341 295 264 244 212 190 165 153 145 129 91 41 9 1 0
SRR 397 358 306 250 218 190 166 141 126 112 93 §7 22 6 | 0

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

(Part 1b)

(LRI ARTRIR T PD-L1 HBLRD 1%A5# 20 > EGFR &5 - REVE R N ALK @A
R T2 OUIBR AR/ HETT « TR OFE/ NI B3 550 5 (H ARNEHE 79 Hil% 5
te,) BRI, 77T T A Z G FRIEOHE G 2 E LT, KRl 77T
FHH ST EE & OPFRBES (BLF, INIVO/Chemo| &9 ,) &K OYNIVO/IPT O
BN R OV 4 & fst L 7= (NIVO/Chemo™ #f 177 i, NIVO/IPI #F 187 #i], *}FR#EE 186
Bi) . AR ORIRFATEE O—>Th Y BEIEHIR 5 E D x5 Th 5 NIVO/Chemo #f &
KREFED PFS (HR I [95% (5 HHIX fHT]) 1%, NIVO/Chemo #£ T 5.55 [4.63~6.90] % H .
XITHRHET 4.70 [4.21~5.59] B A TH Y, NIVO/Chemo 137" T FF8A| 2 & T el i1k
(X URH 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&1E]) .

I, BRBHIRATRER Th 208, HHRALR ONIVO/Chemok & Xkt FREEDPFSD
— Kb [95%EHEX ] 1%, R LR T0.94 [0.56~1.56], FER V- ERZH#ET0.66 [0.49
~0.90] TH-o7=,

*1 : AH 360 mg % 3 RN K ML k4 3 MR C AR L, (LT, M R
bRt IR L) TSV ALEEE (RELEE  AVRT I F VAT T T
VEOTF AR R LR ANVR T T F IV AT TFURONA R LXER) &
3EMAE 1Ao7 LTAY A7 VERL, IERFE LI OWTL, 4 314 7 O b7k
R ICAFI RO A b Lt RIS X B HERRRE S ERiTRE L LTz,

10



1 0(\

209 \

= >

- -

g 08 ) ‘l

£ 07 |

Tos| |

£ ) Y

# 0.5 "k NIVO/Chemoi#®

» \

2 | )

oV BN

E ¥

c 0.3% '

‘i 0.24 s -

g ot L ——

o RTHERE oo SR e

0.0 =
T T ' ' T T T T T T T T
0 3 6 9 12 15 18 21 24 27 30 33 36 39

Namber at risk Time from Randomization (Months)
NvoCkmols 177 135 73 I8 37 29 19 15 10 10 7 | 1 0
SRR 18 121 $7 22 18 13 & & S 3 0 0 0 0

7 PFS ORAFENTRED Kaplan-Meier Hi%R (ONO-4538-27/CA209227 3Bk Part 1b)
(EMEAIL SN T7-EF. NIVO/Chemo B L X HREE & D )

Fo. HEFERRERR ST SN o b OO, PD-L1 RN 1% 0 BE
(23T NIVO/IPL B &t FREED OS (A [95%(E#EIX#]) 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
BUHN 2 G T b PRI LIER A 2R 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%) 1Z#BWD HALTz, FHLEN 5%LL EORWERIZTRDO LB THo
776

#£2 HEHBNR5S%LL EOEIWER (ONO-4538-05548%)

PRERIRSHE 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 O M R R 2 2 (57 0 0
AP

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

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

W AEUE 2 (57 0 0
7R

TANRTXUMT ) 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 N7 2 v ME 2 (57 0 0
BN RIS 5 (143) 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
#% 5 (14.3) 0 0
R INTR N2 2 ( 57 0 0

7ok, RVEMEATERE 2 6] (5.7%) . KK - HEO FF 2 6] (5.7%) | fhfefES (%
T v NU—IEERESE) 34 (8.6%) . NTFEERERETE 2 5 (5.7%) . FUIRAREERERET 3
(8.6%) . RIEHEREREE 16 (2.9%) . BEERERETE (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 . & 5 A OULR R AR B T2, AR BRI B
% (ERREMRN 2 AD) &GDRIHRETT,

QA MARRER (CA2090173%) (N Engl J Med 2015; 373: 123-35)

BEFGIIAFIRE 127/131 6] (96.9%). F& & Fw/LEE 125/129 ] (96.9%) (2788 5
oo ARENE ORFFERPEE TERWAFRERIT 76/131 i (58.0%) IZi8H Bz, J
BN 5% LORIERIZT TEDO LB THoTz,

#£3 RBIBEDN 5% EORMER (CA209017 3BR)
%% (%)

CERIPNG

- AR
(ﬁjjggm ver.17.1) 151 1
o 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

¥, HVEMEMRE 6 B (4.6%) . KRIBK - BHEED T 11 61 (8.4%) . FhkFEE (%
T v NL—IEBERESE) 1361 (9.9%) | ITHEREREE 4 6] (3.1%) . FURMRHERERET 5 1
(3.8%) . BEHREREE (RMEMEMEEX%) 461 (3.1%) . EIEMNMEIIE 141 (0.8%)
J% O¥infusion reaction 1 3] (0.8%) 23i88 Hiviz, Tz, HEEDOKEREE (B EkEEIRE
fERE, ZTEALEE, FERHIES) | TEARHAERETE. RIBeEmRE. 1 BUERP ., PEK.
e « BERES . 5 E D IER L OB RITFRD D e o 72, AREIVEFAZ BRI R
% (BRREMRT 25T) 2E0EHEREZRT,

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

HEERIL 75/76 i (98.7%) IZRBH IV, AK L ORREARNEE TCE W ER
5213 64/76 151 (84.2%) T3 BV, FHIEN 5%LL LORWEMIITRDO LBY ThHo
776

13



#£4 BEHBNR5%LL EOFEWER (ONO-4538-06545%)

SRERIRHE % (%)

HEAGE 76 15

(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% - BEFEER X OB SENORRE

I 57 9 (11.8) 1 (13 o0

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

Si32 11 (145) 0 0

BEIR B R 5 4 ( 53 0 0

¥, EMEMZEERAR] (5.3%) . KK - EHEED THISE] (6.6%) . #RfkfEE (¥ 7
v N L—EERESE) 1041 (13.2%) | IFRERERRE511 (6.6%) . F IR IR RERR 1041 (13.2%) |
R PERERE E 1 (1.3%) | BFEERERREE (RME TR EMEE 225%) 461 (5.3%) K Utinfusion
reaction 35l (3.9%) 23D LIz, FTo, BEEOKERFEE (REMEIEGEEE, 2L
BE, BOOEIES) | TEE(HREREE . VRUBEIRI, WL, EIEMIEAE, MK - BEIEK.
5 E D PG VMBI B2 hr o T, REWEFAZRBUR LI E RS (AR REM
WA E) 2B UEERETRT,

O/ FEIIARER (CA209057 7#%) (N Engl J Med 2015; 373: 1627-39)

HEFEGIIAKIRE 280/287 1] (97.6%). Rt & F&/LEE 265/268 5] (98.9%) (2388 &
AU AHN & DRIRBERAEE TERWAEFEFZIL 199287 il (69.3%) (278 BV,
FEEBLRD 5% L, FORWERIZTRDO LB THolz,

14



F£5 FEERP 5%LULEOBEMER (CA209057 3ER)
B (%)

EEERIPNG |

(%ﬁim 17.1) ziéuf;f

© ver2f- 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

LD 34 (11.8) 2 (07) 0

Mg - 15 ( 52 0 0
—f - A EERS L OGO REE

e 79 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

B EiivR 16 ( 586) 0 0
B4 KOV Ak bR

% 9 FEE 24 ( 84) 0 0

FE5 27 ( 94) 1 (03 0

¥, MR 10 6 (3.5%) . KMk - B D T 22 6 (7.7%) . mhidleds (%
T v NU—IEREE) 26 1 (9.1%) . IFBEREREDES 15 1] (5.2%) . HARIRBEREREE 27
Bl (9.4%) | BEHEREREE (RME EIERRE) 761 (2.4%) | B2 - #2141 (0.3%)
J O infusion reaction 8 5l (2.8%) 23FD Hivlz, Fiz, HEEORLEREE (K EREIRIRE
el ZIALEE, FRHIESE) | TEAHRERE. RIS, 1 BURA, PEX,
FIEFEAE, S E 9 R KO RITE D Divieio o, ARRIVEMZEBLR LB
% (BRREMRT 25T) 2E0EHEREZRT,

OEBEILFEFMAARE (ONO-4538-52 7kk)

HEFEGIIAFIGEH (NIVO/BV/Chemo) £ 271/273 1] (99.3%) . & BREE 275/275 51 (100%)
Wb bz, AAFIGFH (NIVO/BV/Chemo) & DR FEREBNEE T RWAERSRT
269273 B (98.5%) TR LTz, FHLEDN 5% EORIWERAIZ TRO LB ThoTz,
£ 6 ZFHEHEDR 5% LORIER (ONO-4538-52 3BR)

B (%)

[slap="4 3
Eﬁgﬁiﬁ H AFIPFH (NIVO/BV/Chemo) #
. 273
(MedDRAJ ver.22.1) 4 Grade Grade 3-4 Grade 5

2EIEM 269 (985) 201 (736 3 ( 11
3L PSRN AN ik

it A 143 (52.4) 0 0

J95 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 (11 o

15



KM= = — 1 S F—

IRIEA A2
RN

(197X v
U P ER B
A i BREs
iR

TARGEUVT ) h I AT =T —EEN
TI=UT ) NI UAT =T —BEM

7 v 7 F= 8
RE D

E e
(s
NI
T
A%
M -

MR LY > REE
A
I R ER A E
FEENME AT H BRI
M BRI E
IR E

i E R R d L OV ARk
SN
5 P

—i% - R EER LU A ORE
T RS
FEEL
I 57

32 SN T P SRR ON ] e
i
Lo< D

R L OsegkEE
BAEIE

JiiT=gliaess
& I+

BB L OURBKREE
EHIR

o WBE
RO B A REAR T
FRIR R RE U E

BB HERE R 42

59
32
15

116
93
59
24
20
16
15

85
68
50
50
21

78
53
43
26
18

69
66

68
40
19

43
34

81

65

65

26

15
14

(21.6)
(11.7)
( 5.5)

(42.5)
(34.1)
(21.6)
( 88)
(73
( 59)
( 55)

(31.1)
(24.9)
(18.3)
(18.3)
(77

(28.6)
(19.4)
(15.8)
(95
( 6.6)

(25.3)
(24.2)

(24.9)
(14.7)
( 7.0

(15.8)
(12.5)

(29.7)
(23.8)
(23.8)
(95

( 559
(51

1
0
0

87

40

16
2

o P W

OoON Ol Www

37
13
1

0
4

( 04)

(31.9)
(14.7)
(59
( 07)
(11
( 04

1.1)
1.1)
1.8)
0.7)

~ A~~~

( 55)
(15.8)
(15.0)
(48
( 15)

( 04)
( 07)
( 07)

(29
(13.6)
( 48)
( 04

(19

o o

o O OO O O O o o O O O O o oo

o o

o

o

( 04)

¥, MRRRETE 211 1 (77.3%) | BEAUHREARIE/ X A XF—92 i (33.7%) . EER
1M 43 1 (15.8%) | FIRARMSAERE E 39 4 (14.3%) | FEE OO RGP 36 41 (13.2%) |
RS RERSEE 35 4] (12.8%) . BHEREREE 20 1] (7.3%) . MIVEPEMZE R 19 %1 (7.0%) .
KGR - /NG - EEED #1119 6] (7.0%) | RBIBHERERE S 14 5] (5.1%) . infusion reaction
13 i (4.8%) . TEMAPERERD 5 61 (1.8%) . Az 4 f (1.5%) . LIPS 4 41 (1.5%) |
1 RUOBEIRIP 3 61 (1.1%) . FRARMARIERIE 3 6] (1.1%) . FE(LIEIRE % 2 61 (0.7%) .
ek 2 1 (0.7%) . HF 161 (0.4%) K OMESHIM 1 4] (0.4%) 2D biviz, £z,

HIEMEEE, DR, BIERFR. FFRe, Mk

16
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E D MR, ARFFERDF K OVEFLITEER D Do 7o, ARRIERFEBURDUIEER SR (FRR
REMRE ZET) 2GURIERETT,

O VBB 9 Je O R F-_R R g
DEFR [ M AHRER (ONO-4538-77/CA2099LA 7X5R)

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

(97.7%) 12RO BT, AFIPEA (NIVO/IPI/Chemo) & DREBMENGE TERWE
EHEGT 322/358 1] (89.9%) ZRD BTz, FEBLEN 5%LL EORWERIZTTRD L0
ThHo717,

F7 FEBERDP 5% EOBEER (ONO-4538-77/CA2099LA $ABR)
Bl (%)

o e NI
ﬁiiﬁﬁ”iﬁ RFGE (NIVO/IPI/Chemo) HE
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) 2 (61 0
PN G WA T
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
L 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=VT ) NIRRT =T BN 23 ( 64 3 (08 0
77— 18 ( 5.0) 8 (22 0
TANRTGRUBT I ) N T U AT =7 —EH 19 ( 53) 4 (11 0
U X —EH N 18 ( 5.0) 13 (36 0
R L O REE
AR 56 (15.6) 4 (11 o
AR X O ARk R
B iR 26 (7.3 1 (03 0
5 P9 18 ( 5.0) 0 0
MR RS, MOEREs ] OMHERRE s
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



72k, HURIRBERERET 74 5] (20.7%) | FRERRETE 51 45 (14.2%) . AR RLMELE
A /XF—50 5 (14.0%) . JTHEREREEE 48 3] (13.4%) . KRB - /IMNEZ « BEED T 26
Bl (7.3%) . BHERERET 25 5] (7.0%) . BEORERS 21651 (5.9%) | FEMENEE
19 5] (5.3%) . infusionreaction 17 5] (4.7%) . EIBSEEREFESE 12 5] (3.4%) . T H{AHE
RERESE 7 61 (2.0%) . DEEETE 7 61 (2.0%) . T 661 (1.7%) . BEX 461 (1.1%) K&
OFRAR AR ZEARSE 1 6] (0.3%) 2538 BTz, £/, BEIEMFESE, L%, ik, 1
RUBEGRI . AR, REALMEABAE 6. Mk - BEMBEAG . SR mikieds, meR & RIErE,
fEitz, 58O B, TSI L OYEFLITERD v o 7o, REIERIEBUR LIS
% (RRREERETEET) 280EHERERT,

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

(KHIE A Y L~T OO HEE)

HEELIIAROA (NIVO/IPID) #f 568/576 5] (98.6%) . *IHREE 554/570 %1 (97.2%)
(IZRBD b, AFIGEH (NIVO/IPD) & ORFBERNPEETE ROAEFEFRIL 442/576
BBl (76.7%) ([Z#BD BTz, FBEEN 5% EORERIZITEO LB ThoT-,

#8 FRHRMN 5%LLEDOEIER (ON0-4538-27/CA209227 FRER Part 1a 2 TX 1b)

B b [\ BilE (%)
F FADOR (NIVOTPD T
i 576 {4

(MedDRAJ ver.22.0) 4 Grade Grade 3-4 Grade 5
2REIEH 442  (767) 189  (328) 1 ( 0.2
PG WA PR

RO A RE T 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 - 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 (300 0

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

U R—B 0 43 ( 75) 23 (400 0
G PSPROTE J=

EARIROR 76 (13.2) 4 (07 0
R L O ARk R

RA i 29  ( 5.0) 4 (07 0
MEIR AR, BERES K OMERR

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

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

Z 9 FEE 82 (142 3 (05 0
2 98  (17.0) 9 (18 0
BEIR B IR B 39 ( 68) 9 ( 1.6) 0

18



7k, HUREREREE 115 B (20.0%) | FFREREREE 91 f (15.8%) . #h#REEE 51
(8.9%) . [AVELMEMZEAE 50 B (8.7%) | MR RlfRE/ X A/ F—38 ffil (6.6%) . HEJE
D JEIEE 27 B (4.7%) . KIGK - /NMEBK - HEEO T 25 i (4.3%) | EHEREREE 25
%51 (4.3%) . infusionreaction 23 {5 (4.0%) . TEEMAHERERET 19 ] (3.3%) . EIFEHEEE
b 19 B (3.3%) . K 13 1] (2.3%) . DMk 9 B (1.6%) . e 6 1 (1.0%)
1 BOBERIE 4 51 (0.7%) . S &E IR 2 5] (0.3%) | Lz 161 (0.2%) . ik 1 fi
(0.2%) . Mgk - Bl 161 (0.2%) M ORI ZEMRAE 1 61 (0.2%) 23588 bivic,
Fro. BIEMEGE, ITAE, i bPEIRE 28, B ik, MERE REMRE, Mk,
FEESES HH 1 M OSEFLIZRR O B AL Do T REMEHFBUIRDUIBIE RS (B A E R
EEL) BEUDEINERE ST,

(KH & 77 FF 8K Gtk L OB (PD-L1 ZBL= 1%A0 O BE L))
HEELIIAKIGEH (NIVO/Chemo) BE 172/172 41 (100%) | % HREE 174/183 41 (95.1%)
(2R BTz, AAFIPFH (NIVO/Chemo) & DK FEIR A EE T E WA EFHFHGIT 159/172

5l (92.4%) (ZFBO BITz, BN 5% EORIERIZT TERO EBY THo T2,

#9 FHBHMN 5%LLEOEIER (ONO-4538-27/CA209227 FER Part 1b)
Fil% (%)

o e NI
:ﬁiiQNﬁ KAIDFA (NIVO/Chemo) BE
7B [z]=] 172 {EJ
(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
95 97 43 (25.0) 8 (470 0
P R 9 ( 52 0 0
FERE D S SE 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 ( 64) 4 (23 0
TANRTGXUEET R ) b T VAT =7 —EH 10 ( 5.38) 1 ( 06 0
M7 L7 =80 12 ( 7.0) 1 (08 0
I R ERER D 27 (15.7) 17 (99 o0
i /IR 21 (122) 11 ( 64 0

19



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, PRRRREE 26 B (15.1%) | BEBSUREMEE/ X A ST —22 5l (12.8%) . JIFHERE
b 21 51 (12.2%) . FUIRERFERERRTE 16 B (9.3%) . BEHHEREE 14 1 (8.1%) . [
BEVERRE 8 B (4.7%) . RIBE - /MM - EEOTHIS B (2.9%) . LMEbEE 5 4
(2.9%) . infusion reaction 4 {5 (2.3%) . FEEDOKEREE 2 #] (1.2%) . OFiZ%k 14
(0.6%) . M7c 161 (0.6%) . 1BUBESRSH 1651 (0.6%) . AFZ5 161 (0.6%) . RIEHS
REFETE 151 (0.6%) K OVHARIMARIERRIE 1 61 (0.6%) 2358 Hiviz, 7o, HEIEM
E, FFARA, B{EIEIRE R, FERAHAEREE, MMk - BEREK. HEERMERRES, M
EREREGERE, AEEE. BER. SE DR, EBEMHM 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 EN S S iz, ZOf
R KK 240 mg G L7 BROBREERIL, A 3 mg/kg G U7 EROBRTE R L g
LTREZRT ETRHENTZb DD, ARANBFICBO CARMR RIS TV D H
% - & (10mgkg % 2 B CRE) CARAIZ G LI-BEOngE & & ik LR H
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,
FROME - HEOM THMER ORAMEICHM R ZRIT W E FRlSNTZ, £, ¥
NI B IC BT 27 — XD M L 2B UG ET VEFIH LT, A4l 3
mg/kg (2 NG CTHG) . 240 mg (2 MR CHE) Xix 360 mg (3 # MR 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 Cavgdi4 Cimax.ss Cmin.ss Cavess
(ng/mL) (ng/mL) (ng/mL) (ng/mL) (ng/mL) (ug/mL)

3 melke Q2W (352 '760~8) (10.17?'264.5) (17.21‘,"333.9) (75.1)1,3171) (27.612,.107) (42.717,'?27)

240 me Q@2W (51?12,'103) <15~22?'354-6) (25-31?17.8) (10;,5254) (41?57,'21;58) (62.11(,)9187)

10 meg/kg Q2W (14;,9;19) (51.621 '739.2) (79.90(2'21314) (33?,9232) (18421,1 ; 13) (233,7286)

FRAE (5%, 95%4%)  Q2W : 2B HIHIFE. Cimax @ HIEIHRG-22 O i MG L, Crinara © HIEIF 57214
H BIZIRT 2 RRMIIE IR, Cavears : HIEIHRE%14H0 B £ TOFHMIEFIREE, Craxss © EFIREBIZIS
T D EmMIE TR Cuminss 1 EHARIBIZI T 2 BARMIETIRIE, Cavess : EHFAIRIBIZIS T 2 MLIE T
=38

Fo AR ORENEYFEET LV EZFIH LIz I 2 b— a3 2L 0 AFH| 480 mg
Z 4 BRI TR XIBEAGE O L - &% TG L 7ZBROAA O M35 I 3
INic, EORER., KAl 480 mg 2 4 EFFRE TG L7ZBEOEFIREBIZI T 5 E8m
TEHIRE (LT, [Cagss) &V 9, ) 1E, A 240 mg % 2 3 HIfHIFRE TG L 72BED Cavgss
EHUT D E TSN (THR) o Fo. 441480 mg # 4 AEME TR G L72EROE
FARBEICBI Dl iE FIRE (LR, [Craxss) &I, ) 1E, AKI 240 mg % 2 i@ [
FIRE TG LTZBRD Craxss £ I L CREfEZ R T & TRISHIZB OO, HARNBFIZE
WTCERENHER STV D M - FiE (10mg/kg % 2 BRI C#E) TAHKIZ &5
L7BRD Craxss & HHE L TIRMEZ R & THIES N (FK) . M T, #EOmEICE
FoT7T—H2ICHEDE, AFI 3mglkg (RE) E7213 240mg Z 2 EMIRKIME, 4 L < I3AA
480 mg % 4 FEMRINE TG L= BEOARE| OgEE B & A0 T2 ek & o B & MG
THBRBLONTE T VPR SN, YEBEEICOW TRE M Th iR, Bito Ak -
M EO M THINER LR 22 RT3 v & PRl Sz,
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K1 ARORYEE T A —F

v - B Crnax Cind28 Cavgd28 Crmaxss Cmin,ss Cavgss
(pg/mL) (ng/mL) (ng/mL) (ug/mL) (pg/mL) (ug/mL)
S meke Q2W (35-5; ’760-8) <16-25750-3) (21 321 f3.9) (75.1){3171) (27.612,'107) (42.717,’?27)
240 me Q2W (51-712’Z03) <23-33?'539-0) (30;?'670.9) (102,5354) (41?57,'?58) (62.11(,)9187)
480 mg QAW (10;‘;07) (15.25?17.4) (37.?)??4.8) (14?,1 §36) (27.751,€37) (62.11(,)9187)
10 mg/kg Q2W (14é,9;22) (86.959,.?32) (10},1 ?48) (323,9225) (18421,1 goa) (232,7277)

R (5%, 95%5) . Q2W : 2 EMIMIFGE. QAW : 4 B MIHING. Cumax @ PIER 544 0O foeims L7 R L |
Crinzs : FIEI$¢ 5% 28 H BIZI51T 2 FARIMIE TR, Cavgazs : HIEI# 5-1% 28 H H £ TOFEMIE i

FE. Cmaxss : EHFIRIBICI T D B MIEFIREE, Cminss 1 EFIRIBICIS 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 - e L. AR o512 ;DE’%@H TERZRB LT
BRIZKRHET 2 Z ERMER D, LFOO~Q@DFT X T &= hskickB W THEHT 5
RXTH5DH,

O MEFRITHOWNT

D1 Fid (1) ~ (5) OVWTIIHEYT IR THD Z &,

(1) JEAEFBREDEET 503 A BEEEEILSFRRES ERE RS A SRR SRR
Hiek A3 A B2 L RURBE . MUY A BB IR 7R &)

(2) FEEHEREIPL

(3) HBENTEAEDFEE T 2 0 APHEEEHPT (03 AR ESIE ERibT. 23 A RS
W 1IREBE, DA EEREER e &)

(4) ARALFRIEE A2 RRE U, AR AFRIEINGE 1 SIS SRALRIEINE 2 Ok e
AR DR AT > TV D fiex

(5) PUEEMEREEE AL & BN OO i g L HE AR B B H 21T > T B fitiak

O-2 g DAL SRIE K ORI E R FE S O XIS A-43 72 Fnidk & BBk 2 R EAT (FRO
WFINZREE T D ERN) 23, HE2REBORANCET HEROEEE L L TREI N
TnnHZ L,

*

o [ERIRFFISER 2 FOPWHEZE T LIRS 5 FLLEO D ATBIROERIRIHE &2
ToTWpZ &, 956, 24U EIF, BAEMRREZ T L LIZBRIESF-OHE 2
ToTWHZ &,

o [ERIRFFISER 2 FOMNHEZE T L7CRIC 4 FLL LOEKERZA L T D
Z Lo 9B 3L R DD ASYIRRIE A S T IR S DO BRIRIHE 21T -
TnWbz ek,

@ BENOEEKAFREHOKHIZONT

P 3R An ERE BLCE T A BT DS R E S, IR EN S OFRE D, ﬁxJJ PE « %2
AMEEI PR R OE L NEMFEICHT DRt AFFELDBE LG EoHRE
¥R, FERESDIATON LGN ESTND Z &,
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@ BIHEA~OIRITONT
@-1 MERAHIC B D 2

BV PERTR B OB R BIEA R L72BRIC, 24 FERIBIEIAHI O T, 2%k X
ILEEE IR I\ T R L ZZBIERICIE U CABEEEL R O CT % O RIEH ORI
FILREORERIY B A DL, EHITHISATRER AR A > T2 Z &,

@-2 ERWUFEHFICLH2FEBESRMSICHET L EH

AR DB i L OB e 2 AT D EREFEVNEERT=2 U 7
EHROIEROAY ) —= T EHAITOEIRE & FlZ G TE 5 F— AERIKH 23V
SN TNDZ L, B, BEEFIZOWT, DABRE EZOFRICHSICEmEnT
WhHZ L,

@-3 BIfERHOZErox M LT

BIVEA (MEMERMEEIZIN 2 BREAREDRE, Ok, Tk, BT RARE., KIBK.
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