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T DIE/ N e B

k ARFNOZWE L LT, R7E4 : PD-LI IHC 28-8
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bb, EHIC, IWEOREEFOMEARIC LV | PUREIRLL 2 & OEHN 72 B Ve
FFESADAGE I NDHH T, 20 DEEKNZ FIZMLERBF RIS 2 2 L 3RO
ML 72> TR0  RRFBGEE & GOEOFEAR T EF 2016 (AL 28 4 6 H 2 HEREIE)
ZBWTYH, FEFMERNEOFHORKEHEZXD Z L ST b,

HRAE PR K, SR E RO &M 7 1 7 7 A AV DBEAFE D ESK L L B B R
RHZENDD, ZOD, ARMERONZEMICET 2ERN ST 5 £ TORM,
UHERGOBREZRZ T2 2 ERPFRFINDBHFICH L CHERT S & &b, BIfE
FAMRFEH LB LBtz & D 2 & AR — 8 O B 2 7= 3 R B < A
THLZENEETH D,

L7eRoT, RAA RTA4 T, FIBEBESINE TIZE LN TV D EFIEZR -
BHER RIS & | LUR OR3GO I 7ol 2 HEE T 2 8L b B e ik B 2
TRk OHEFIE A R~T,

¥, RAA BT A 0%, MSEATEOE N EE G RIS A QA EEE AN B AR
ERRRES e — M EE N B ARERIRNRHE S FrEFRE FITEENE A B AR 72 kO
—fRAERE N B AR ZRE R DI D b LR LTz,

XG L T DRI - AT U — R R EE 20 mg, A7 Y — R AR EHE 100mg, ATV
— R EIREE 120 mg, A 7Y — R A ERE 240 mg (— %4 - =
R~ 7 (BEIEFH#Z))

REERDIENIDR - UIBRAREZRUETT - FEFE O IE/NlMa i

WELRDMEROHE W, RACIZ=Ar~T GBls i z) & LT, 1/H 240mg
% 2 B RMRE IE 1 [E] 480 mg & 4 T IE CAGRERET 5,
fn OPTENEREEA] & 0P 23580%, @, RAIZIZ=RLr~7
GElafM#z) & LT, 118240 mg % 2 #REIRFIRE X IT 16 360
mg % 3 MR CREHET 2,

LUl T I RN S B S v




2. FENDORK. 1ERBEF

A 7R ST 20 mg, [FAEEE 100 mg,  [FAUREEE 120 mg M ONF AR EFE
240 mg (—fk4 - =R~ T B L), LAT, TARA Euvo,) id, /NSRS
TS AF Ly 7 24 BTV ARV e~ A7 —X A7 47 (BMS) #) »
BA%E L7k K PD-1 (Programmed cell death-1) (Z%f9 %5 & MMl IgG4 € / 7 v —F L Hifk
Th D,

PD-1 1%, {EMALL72Y xEk (T AlfE, BAIRNL O F =2 7% 7 —THikd) KOVE
BE-RMAICHBLT 5 CD28 7 7 X U — (T MR OIEE L A2 fBINIC IE & AUZHIET 5 5
THE) BT %R/ IKTH D, PD-1 IFHltesfilaiZ 38842 PD-1 U > R (PD-L1
FKOVPD-L2) LfEA L. U o SERICHIEINES 7 v 2 fnizE LT Y BRI ik ig &
HIZHHE LT\ b, PD-1 U Ty FIZHURSERSHRLIMZ & N DRk % 7o JEE AR 5 B
LCHY ., EMERANEEE O UER LZEEHHEMKIZI T2 PD-L1 OFRBL LIk OELF
i & ORICAEOMHBIRERNH D Z L BHE STV b  (Cancer 2010; 116: 1757-66)
T EERANERE CIIMRE TN EET A X —T7 a2~ (IFNy)
(2 & > T PD-L1 ORBNFHE I L, 68 LS ICIT 5 PD-L1 OFEH Lk o
A & OBICIEOMBERRNR S 5 & OWEH H 5 (Sci Transl Med 2012; 28: 127-37)
X 52, PD-L1 Z9HIRH S A AMIIE, PURKREA CDS B T Ml o fiasE
TEME 288 S8 505, 1 PD-L1 HifK T PD-1 & PD-L1 & OfEAZHET S &Ml
BEIGMEREET 2 Z LRSS TN D, D Z &5 PD-1/PD-1 U 7 REERRIE, 23
AR PURRE R 72 T AR O OS2 BT H2HFO—o2 L LTEZ LT
Do

AFNL, SEBEABR DAL R D> 5 PD-1 Offifas eIk (PD-1 U 4 > RS AR IZHEA L.
PD-1 & PD-1 U WY REDFEAZERETHZ EI2XD ., BDAPURRFRNZ T MROIE
PEAL 2 O AR o3 2 MRS TS 1 2 A58~ 5 2 & TR R PUEB S R 2Rk
ZENHERINTWD,

IO DFERND | ARFNTEMERS ISR 28 72 e ERIC R V155 6 o L BIRF S 1,
FE/ MR B A kTG & LT BRI R 2 520 L, A, etk K OB MED iR
i,

ARFNOVEIREFZ S B DHSEFUGIZ X 2RIEREDN S & b, EESUIETIC
EOWREMD B D, ARNOHRE R OEREGZIZIT, BEOBILEL 5TV, BAF G
DO EIIE, FEEL L2 HERITIG U fE MR 2 ik & R 2 o R Al & dd L Ci
U782 W 2 ATV B O SOSIC & D RIER S B 2 5B 11E, BIEEE AL
T ARG E OB R LUE 21T O MR D D,



3. BRIRBE
UIBRAHEZ2 AT - PR D IE/NRaftiE (R BB &k OFER A ERCEE) DOAGRRFIZRE
il 24T > 7= 72 B AR 5RO s 2 79,

[Bzhi]

O - b 2 )
O EWNE TR (ONO-4538-05 #5k)

7T F AN &G T RIEIRE AT A UIBRARREZ B W1/ IV LI O R R

5B (ECOG Performance Status 0 2 OV 1) 35 il 2 %8212, K| 3 mg/kg % 2 @HIF IR
THRAFE L7, TEFHMIEE CTh 2303 (RECIST A F7 4 2 1.1 fRICES< H
JHEIZ L D CR XIX PR) 14 25.7% (O5%IEHEIXH : 14.2~42.1%) Thoto, 7ok, H
ANCEE L7ZBMEIX 9.0% Th > 7,

© VEHAE MRS (CA209017 5%) (N Engl J Med 2015; 373: 123-35)

7T F K G T RIEE A A T AU RE 7R TIB W/ IV ST 5 DR B
#E8E (ECOG Performance Status 0 2OV 1) 272 Bl &%, FeXSTvALZRHBE L
T AHN 3mgkg % 2 $HE IR T AuisE Uz CRAIRE 135 61, K& & 32 08E 137 4),
FERHMME R TH D LT LA, TOS) v )H,) (FRfl [95%EMEX M) 1X.
AAFIRET 923 [7.33~1327] B H., REXZTEARET6.01 [513~733] WATHY,
AFNE R & s LREHFICHBERIER 2R LT (08— REE 0.59 [96.85%(5
FEIXE : 0.43~0.81], p=0.0002 [J&%5!| log-rank K& 1),

1.0 -k'h

a.9{ -,
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0.5 k".. L\x\
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0.3 FEsEtILE ‘--"--__‘_ lﬁ_‘.‘“_.,—_

0.2 Ty

Probability of Survival

N 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 Subiects at Risk

ANFIE#

135 113 86 69 52 31 15 7 0
FeaEt)L 8

137 103 68 45 30 14 7 2 0

X1 OS OFEfENT D Kaplan-Meier i (CA209017 3ER) (EIEBL Sh7-4£H)
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GER- F )
O EWH DR (ONO-4538-06 #kR)
7T F K e T RIERE A T U RE 2 B 1/ IV XX 5 O IE R E
B (ECOG Performance Status 0 2 TN 1) 76 il 2 %5212, AH 3 mg/kg % 2 i fEfE
b CRMEHE L7z, EEIHMEEE Ch 5 2E%h% (RECIST A RZ7A v 1.1 fRICES<
FOLHEIZ L D CR XUE PR) 13 19.7% (95%(EHEXH : 12.3~30.0%) ThH-oT=, 723,
HFHITERE LTZBEIL 9.0% Th o 7=,

@ WA EIARRER (CA209057 #5k) (N Engl J Med 2015; 373: 1627-39)

77 F 8K ST RIERE A A T 2 U RE R B H/ IV ST AR5 O FE R F L
FE R (ECOG Performance Status 0 )2 TN 1) 582 Bl & %512, RE XX/ %% &
L. AAI3 mgkg & 2 WM CAEMEE L ORFIRE292 6, FE& 4 FB/EE 290
Bl) , FEFHIEE TH D OS (Il [95%F 1 X [H 1) 1d, AHIHE T 12.19[9.66~14.98]
A, FEHXE/AEETI.36 [8.05~10.68] 1A THY , AKX F& X125 Lk
FHEMICHBRIER 2R Ui (A — R 0.73 [95.92%(F X : 0.59~0.89], p=0.0015

& Bl log-rank R 7E 1)

1.0

0.91

0.8

0.7

0.6 -

0.5

0.4+

Probability of Survival

0.3

0.2

0.7

0.0+

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

AFI B

292 232 194 169 146 123 62 32 9 0
FE2¥ L8

290 244 194 150 111 88 34 10 5 0

B2  OSOHREIfEHT DKaplan-Meier it (CA20905738%) (EERLINEH)



Prabability of Survival

Number of Subjects at Risk
Nivolumab 3 mgrkg

Hazard Ratio (Nivol b 3 mgdkg over Dy el) and 95% C1: 0.90 (0.66, 1.24)

(PD-L1FEBLIRIL B DA 20 J OVZ2 4=1E)

AN HMARRER (CA209017: 5 2 ("CA209057788k) (CHAANSNIZBEHED H B,
HEIE AR L2 F3 U N CPD-L1 2 3881 U 7= SR 23 b 2815 (LR, [PD-LIFEELE] L\
9.) [T BIEMN G DN 8D BE DT — X |ZES & PD-LIFERRFNIERIIC
RN AT > T2 B IER OVZ ORI T O LB Tho Tz,

A LTt RB¥E L TIX, PD-LIORHERICL LT, R ALK
#: U CAHIRE COSAIER 3 2 M1 235830 H v,

FER - bR Tl PD-LIZEBLR D %R OB AIC R & 52V BE L IRIF R O H
Tho= (FHX),

B, R ERE. R RS B2, PD-LIORERICL &, KFDOLEM,ET
a7 7 A VEREETH o7,

o
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0.0 0.0
t T - f ' - T T T T T T T T 1
[} 3 [ 9 12 15 18 21 kL 7 L 3 6 g 12 15 8 21 24 7
Cwverall Survival (Months) Cwverall Survival (Months)

Mumber of Subjects at Risk
Nivelumab 3 mpfkg

108 82 70 60 48 19 26 17 4 0 123 9B 86 77 73 65 7 13 5 n
Docetaxel Dacataxe|
10 a7 (] 53 38 30 13 5 2 o 123 102 B0 &1 a4 36 13 4 3 o

Mivalumab 3 morkg (events | 68/123), median and 95% C1: 17,15 (12.09, 20.63)
Docetaxel (events : 93/123), median and 95% CI - 8,00 {7.10, 10.55)
Hazard Hato (Mivolurmab 3 ma/kg over Docetaxel) and 95% C1 : 055 (0,43, 042}

MNivelumab 3 mgikg levents | 77108), median and 95% C1: 10.41 (7.29. 14.26)
Docetaxel (events : 75/101), median and 95% CI: 10.09 [7.36, 11.93)

X3 CA209057 3B PD-L1 EFRFITD 0S D HEfEHTD Kaplan-Meier Hif
(EX : PD-L1<1%DBELF. A : PD-L1=1%DEEFERM)

@ [ERRILFEFEMAHFER (ONO-4538-52 F5ER)

(LR IERIGHE D EGFR 85 AR ALK a8 1BEME K O ROST G851
M D YIBRARE R EST « B8 D IER - bR I/ INH e e FE 3 550 511 (H AR N R 371 4]
ate,) EXRRIC, TIBRENRNT AT (BETHEZ) QLT [N X<T)
LWV ,) RO T F A E ST FRIEOFRE S 2 X e LT, RAlL -~ v X
~ 7 RO T FF WA B E T bR R E & OGS (LUF, INIVO/BV/Chemo| &9 )
DEIER O M2 /E L 72 (NIVO/BV/Chemo™ & 275 #, XfHEEE 275 #), FZRE
MIE H T D MEEAGEWR (LT, TPES) &9 ,) (FRE [95%EmEXE M) 1%,
NIVO/BV/Chemo B£T 12.12 [9.76~14.00] # H . xtH&#ET 8.11 [6.97~8.54] W H TH
Y . NIVO/BV/Chemo 17T R &~ X< 7 N T FF 8450 5 5 o b A E O f



AR LRI B R ERE 2R Lz (O — R 0.56 [96.37% (5 HE XM : 0.43
~0.71], p<0.0001 [J&%! log-rank 7 E]),
*1: AH 360 mg & UL YR % 3 RN CATEEHE L, ALPRIE, IARTIFr, <2 )
HEXVNKONN X2 T % 3EMBE 1A 7 VELTRR6FAI7AVERL, 6 A 7LD
LEFRR LM IAFI R OSSR 7 ORI G L S MEFpiEE b EfTRE L LT,

100 A
S 30
i
7
S Gid NIVO/BV/Chemofts
2
R e
g o
g . i, S
- 201 - |.,|.
0 2 T ) I T T I T T 1]
0 4 8 12 16 20 24 28 32
Time from Randomization (Months)
Number at nisk
NIVO/BV/Chemo#f 275 231 163 88 48 16 6 0 0
AEAEE 275 225 127 53 27 5 2 0 0

X 4 PFS O EfEHTRF O Kaplan-Meier i8R (ONO-4538-52 3ABk)
(EMEAIL SN -4, NIVO/BV/Chemo £ & 3HFREE & DELER)

(PD-L1ZEBLR LB DA 50 Je V22 4 1E)
[E B IR 25 MAHRER  (ONO-4538-52i0%) (CHAANOGNT-ZEFOT — X |IZHS X,
PD-L1FE LR BN R BHNCHAT AT > T A IER O Z ORI T O L B0 TH

D77,

HPEICBE L TX, RloEBY Thotz,
728, PD-LIORBIRIZLOT, AFOLEMET a7 7 A VEREKRTH -T2,

# 1 PD-L1 RERH|D OS BN ROGZE (ONO-4538-52 FER)

0s
PD-L1 8l P51 %k Hfi [95%Cl] MNP — R
(71 1) [95%CI]
. NIVO/BV/Chemo 115 31.01 [23.13, —]
1%A3 } 52,1.1
VoA BV/Chemo 115 22.60 [18.63,29.44] 076 10.52,1.10]
NIVO/BV/Chemo 155 30.78 [25.99, —]
1%4 k= ’ 0.69 [0.50, 0.95
okl BV/Chemo 155 24.67 [19.09, 29.34] : ]

— HETARE, * L BEBEAIEE L LT Cox BN — REFET L



(R ERz g K OFER - Rz )

O [EEILFEE MRS (ONO-4538-77/CA2099LAFKER)

{LSIERIERIBIE O EGFRIB AR 128 LM X QALK G B AS 7 B2 O UIBRABE /R AT -
B O BFETIO0 (BARNBESOR 2 ETe,) X5, 77 FFRAI2E
L FHEEO A G2 XIIRE LT, RAlEA Y A~ (BiEHE#Ez) CIF, T4
U AT EWVWS,) KUOTITFFR-AZZLCFIRE L OFHELE (LUF,

INIVO/IPI/Chemo] &9, ) DA &M% RE L7 (NIVO/IPI/Chemo ' F£361
Bt FRRE3S8H1) , FELREATIE H T db 5 OS (HF A [95% 5 #H X [ ]) 1%, NIVO/IPI/Chemo
BEC14.13[13.24~16.16] B A . X IREET10.74[9.46~12.45] /7  T¥ ¥ . NIVO/IPI/Chemo
1377 T A2 G T L ERIE OB 51Ok U EMIICA BRIER 28 LT (0N
— FE0.69 [96.71%(E4EX [ : 0.55~0.87]. p=0.0006 [J&%5log-rankfkE]).

7. BRI CTH 575, ML ONIVO/IPI/Chemoif & 5t FREEDOS D/~
B— Nt [95% (5 EIX M ] 1%, /P EROE C0.65 [0.46~0.93], FER V- ER#EC0.72 [0.55
~093] ThH-o7-,

*1 : A5 360 mg % 3 BWEFING. 1 £ A~ 7 I mgkg % 6 RN R OMLEEEA 3 8RN C LTS
Bk Ue, ALPiad, S R LR UIERT BRI (C S b (R i
o HINRT TTF ROV EXEN, FEREERE: IVRTTF IV AT TF L]
NARLFRER) & 3BEE IV A7VE LT 2V A7 AER L, 2 A 2 V%BTH, KA
ROA E U b~ 7 % Al Lz,

#) AR (R EOE IR L) IS5 % | NIVO/IPY/Chemo #¥ & 6 UALERE 4, 3
1A LELTA A7 VERL, FERELEBBIZOWTIE, 4 YA 7 VoL ERIEFE %
12k b Lk FIC K 2 HERRIE b ERTRE L L=,



1.0 ~.
0.9 \»\
L NIVO/IPL/Chemo#s
B0 /
8 T
£ 06
7 0.5 / M
&= S g B o
Z 04 f HRTTE s Sl
g T Commemss
3 03
0.2
0.1
0.0
T T T T T T — : —
0 3 6 9 12 15 18 21 24
Number at risk Time from Randomization (Months)
NIVOAPIChemo3F 361 325 292 230 129 46 16 1 0
Poiictiid 358 318 259 183 94 39 12 0 0

B5  OSOHRIfEHT D Kaplan-Meier g (ONO-4538-77/CA2099LARER)
(EfERILShi£H)

@ [EFEI RS MAHFER (ONO-4538-27/CA209227 5-ER) (N EnglJ Med 2019; 381:2020-31)
(Part 1a)

(LR ERIEHE T PD-L1 B ELRN 1%L L2 EGFR B in 12 REM L O ALK e
R TR O UIBR R REZeHETT - BRI O I/ NIRRT B 793 1] (HARNBE 89 Bl &5
Te,) ZXGIC, 77 F AL G LTFERIEOHE G 25 e LT, KAL)
L=T LOPFHAEE (BLF, INIVO/IPL &5 ,) OFMER L2 ZRE LT

(NIVO/IPT™ B 396 5], P2 B 397 #i), ABROFEEFHEE TH L 0S (HFHfi

[95%E#E XA 1) 1%, NIVO/IPI #£C 17.08 [14.95~20.07] % H ., *FHHEET 14.88 [12.71
~16.72] 71 A TdH Y, NIVO/IPI 1L 7 FFRH % & Tefb IR LRGHENICHE B
IER 7R LT (AN — RE0.79 [97.72%(E 8 XM : 0.65~0.96], p=0.0066 [/&%! log-
rank fRE])

*1 0 AH 3 mgkg & 2 @RI, 1 VU A~7 1 mgkg % 68 CARMFRE L,

%) MR R LR SUSIERT ERO) 1SS WL (R LR : WL R T T F 0 it
VAT TFUR T LA FERELEEE  IVR T TF U XIIT AT T F U RN A F
X¥R) &, 3MEME 1A 2L LTASA 2 AER L, IR FEHICONTIE, 412
VDAL ERIR TS A b Lt RIC K B MEFRiE b ERiTaE L LT-,



1.0
0.9
0.8
0.7
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0.3
0.2
0.1
0.0

NIVO/IPIEE

Overall Survival Probability

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

X 6 OS D Kaplan-Meier HifR (ONO0-4538-27/CA209227 3B Part 1a)
(EEAIL SN T=4E)

(Part 1b)

(L FPEIEARIAHE T PD-L1 FEBLEN 1% 5> EGFR B T REMEL O ALK Bive
BRI OUIBRAREZ2HETT « T8 O/ NI B3 550 Bl (HARNEBE 79 6% &
to,) EXIBIC, 77 F T A G0 CFERIEO TG 2 xIRE LT, RKFIE T T7F
THRAZ ST b RE L O (BLUF, INIVO/Chemo] &5 ,) N NIVO/IPT O
HIWE R OV 2% /et L 7= (NIVO/Chemo™ Bf 177 31, NIVO/IPI % 187 4, *tFREE 186
#) . AFRBRORIGHEE B O—2>Th Y BEER 2 E D X5 CTd % NIVO/Chemo Ff &
XTHEEED PFS (9Ll [95%(E#HIX [ ]) X, NIVO/Chemo #¥ T 5.55 [4.63~6.90] 71 H |
KIHBEET 4.70 [4.21~5.59] B H TH Y, NIVO/Chemo 1% 7 T F F K| 2 & T o (b 1%
W2 LGRS B IER 27 L2 (N — R 0.73[97.72% 5 #E X [ : 0.56~0.95]
p=0.0070 [&J! log-rank f&E]),

. BEOBNTERTH D08, FERAR] ONIVO/Chemoff & & REEDPFS D /N
— R [95% I HEIX ] 1%, R R T0.94 [0.56~1.56], FER T L9 T0.66 [0.49
~0.90] ThH-o7=,

*] - AH 360 mg A 3 MRIRINEK OYL2ERe 4 3 1 HIRIR AU e L7, (L5, M (R
¥R TR RO SV AR (R LR VRS T F U RE VRS TF
VRO LA E Y FERTLRE VR T T TF U XIIV AT T F U RPRA R X E R) &
3MME 1A 7 AL LT 4% A 2 AERL, FREERBICONTIE, 4 %1 7 LRk
EMRICATIROALA b LFE RIC L BHERRE S BT L Lz,

10



1.0

ty
o
(]

0.8
0.7
0.6

05 ") NIVO/Chemo#é
= \/

Free Survival Probability

1on

5 02 7 e
& 01 ;(‘TBEEE‘Q o "'__‘n. ‘—‘——-'1—.-.—
0.0 B
I T L] L] 1 ) T T | AN L T I T T
0 3 6 9 12 15 18 21 24 27 30 33 36 39
Nomiber at fidk Time from Randomization (Months)
NIVO/ChemodE 177 135 73 48 37 29 19 15 10 10 7 4 1 4]
st ERAE 186 121 57 22 18 13 8 6 5 3 i] ] 0 0

X 7 PFS OEAKAENTRFD Kaplan-Meier Bkt (ON0-4538-27/CA209227 3RBR Part 1b)
(EEAL EN7-4£EM. NIVO/Chemo £ & 3HBEE & D HE)

F iz, FERHFEIRRERR EITXEN o2 b O D, PD-L1 BN %A D BE
(23T NIVO/IPL HE & 5FREED OS (Al [95%E X [E]]) 13X, NIVO/IPL BT 17.15
[12.85~22.05] H H . XREET 12.19 [9.17~14.32] H A THY . NIVO/IPI (377 FF
BUHN 2 G e b PRE IR UIE R &2 R L2 (O — REE 0.62 [95%/5HEX [ : 0.48~
0.78], TRERMILFENTHRERS)

11



[ 44E]
(R R g)
OEWNE T FHER (ONO-4538-0555k)
HEFEGIL 33/35 B (943%) I8RO BV, AHI & DEREPEZDGE TERVWAESR
G213 24/35 B (68.6%) IZFRD HALTz, HIHEN 5% LORWEHIZ TRO LB Th-
77

2 RBENS%LLEORBIVER (ONO0-4538-05308%)

BRI BIE (%)

N 35 {3l

(MedDRA/J ver.17.1) 4 Grade Grade 3-4 Grade 5

EEIEH 24 (68.6) 2 ( 57) 0
MEHR LN > RpEE

=il 2 (57 o0 0
NI sE

H St R RS 2 ( 57 0 0
B IS

T 2 (57 o0 0

L 3 ( 86) 0 0
—i% - A EEER X OGN OREE

(YN 5 (143) 0 0

RN M 2 (57 o0 0

FEEN 5 (143) 0 0
SRR E

JEE 2 ( 57 0 0
i AR AR

TANTGEUBT I N T AT =7 —EHN 2 ( 57) 0 0

fLH 27 L7 F 2k AR —F 2 (57 0 0

U o SERER 3 ( 86 2 (57 0
R L Ok

K7V 7 2 v MfE 2 (57 o0 0

RARIEE 5 (143) 0 0
B E R B X O ARk RS

BH i 2 (57 0 0
TR SRR E

KHEHEERE = 2 — a3 F— 2 (57 o0 0
M. M ZRds K OMERR IR &

it i, 2 (57 0 0
FEIE B X O Tk s

SIERRZFE 2% 2 (57 0 0

HTBE 2 (57 0 0

KI5 5 (14.3) 0 0

R NITRZSING 42 2 ( 57 0 0

7k, FVEVERIRE 2 6] (5.7%) « KGR - EEO NH2 4] (5.7%) . RES (%
T v N EGRESE) 361 (8.6%) | JTRERERET 2 1 (5.7%) . WURIREERERETE 3 4
(8.6%) . RIBHEREFEZ 1 6] (2.9%) . BHERERRETE (RANE MIEMEBRE) 161 (2.9%)
K O infusionreaction 2 ] (5.7%) 233D Hivie, Fo, EEORERES (FRERBIRE
i, ZIEALEE, FREIES) . TS, 1| BUERA . BER. HREMEAE,

12



MM - BMIE, 5 E D IR K VDR RITFBO bR o 1o, AREWEHZEBURDLIZ RS
% (FRARMAESR Y 2 5T) 2 aUEFHRZTRT,

QAN FEIFEFER (CA2090177%%) (N EnglJ Med 2015; 373: 123-35)

BERRIIAFIRE 127/131 1] (96.9%) . F& X X1 /LRE 125/129 5] (96.9%) 1258 &
AL, AAE ORRBIROATEE TERWAFEFSIL 76/131 il (58.0%) IZiD biviz, &
BRERN 5% EOBIERIZ FEOEBY Thotz,

F3 RBERPS%ULOBIER (CA209017 RER)
B (%)

%E%iﬁﬁ AR

(ﬁjg}l{A/J ver.17.1) 131

o 4= Grade Grade 3-4 Grade 5

2rRIEA 76 (58.0) 9 ( 6.9) 0
H Ik

T 10 (7.6 0 0
TN 12 (92 0 0
—f% - BHEEL L OEREHMORE

e )5 13 (99 0 0
%t 21 (16.0) 1 ( 0.8) 0
R KOs pEE

FAREOR 14 (10.7) 1 ( 0.8) 0
B R R E KOS ARk s

BI IR 7 ( 5.3) 0 0

7k, TEMERIZER 6 ] (4.6%) . RIGK - HEO TH 114 (8.4%) | #hfkRESE (%
T v NU—IEMERE) 1361 (9.9%) . ATESREREE 4 61 (3.1%) . HUIRIREERERET 5 6
(3.8%) . BEHERERET (RMVE REMER RS 4 61 (3.1%) . BEMHTEE 161 (0.8%)
K N infusionreaction 1 3] (0.8%) M8 Lz, Fiz, BEEDLEESE (K ERIEIRILE
BERE, ZIALEE, BOREIES) | TEARERRERE . BIRWeERE. 1 BORERE, X,
B2 - BERESE, 58 9 BER LR OV RITFED DivZe - Tz, AREIWEFFBLR DL B E
G (BRMAEMEE 2 5T) 25 0EHERERT,

(FER T RO
OEWNE T FHE (ONO-4538-06345#)
HEFEGIL 75/76 B (98.7%) \Z5RD b, AHI & DEREPIRDGE TERVWAESF
1L 64/76 B (84.2%) IZFRD HLALTz, HIHEMN 5% LORWEHIZTTRO LB Th -
7

13



#4 FHBN5%L EORIER (ONO-4538-06348%)

WERIRSIE B (%)

N 76 15

(MedDRA/J ver.17.0) 4= Grade Grade 3-4 Grade 5
2RIEH 64 (842) 16 (21.1) 0
NGB

FIR BB BB T E 7 ( 92 0 0
B IR

EE7 5 ( 66) 0 0
T 4 (53 0 0
CLTN 8 (105 0 0
N2 4 (53 0 0
A 4 (53 0 0
— % - BHFEER L OGO REE

i 9 (11.8) 1 (13 0
[(Ey=Y 11 (14.5) 0 0
FEER 11 (14.5) 0 0
R AR AR AT

U RO 6 (79 2 ( 26) 0
R X Ok

&7 b U U A fE 4 (53 2 ( 26) 0
BRI 11 (14.5) 1 (13 0
TR RREE

FENE O F 4 ( 53 1 (13 o0
S8 N TSSO s

B A R 4 ( 53 2 (260 0
R F KOV Pk s

% 95 PEIE 6 (79 1 (13 o0
%95 11 (145 0 0
R INTRZ3ING A2 4 (53 0 0

ek, MEMEME BB (5.3%) . KIEZK - EEDO THISH (6.6%) | MfEEE (7
e N L EBRESE) 1001 (13.2%) | IFHERERE 561 (6.6%) . IR It RER= = 1041 (13.2%) |
R HERERE LR (1.3%) . BHREEE (RMEFEMEERE) 45 (5.3%) & Vinfusion
reaction 365 (3.9%) MNRO LIz, T, BHEDOKERE (FEREIREMERE, 2L
BE, FARHIESE) | TEESWRERETE . 1RUBEIRP, BER. BAEAIEIE, Mse - BEIEESL,
SE IR L RO RITED LR > T, REWERRBUR DI #ES: (AR R
B Ete) B UCHEINERE =T,

QuFFMEIFEFER (CA209057 3Bk) (N Engl J Med 2015; 373: 1627-39)

BEFEGIIARFIRE 280287 1] (97.6%). R & X /LEE 265268 ] (98.9%) (258 5
. AAIE OREBIRPEE TEROAEFSRIL 199/287 1 (69.3%) (T3 HiLl,
FEHLERMN 5% EORIERIZT TEO LB Tholz,

14



#£5 FEEN 5%UEORWER (CA209057 HER)

S B4 Wiﬁéﬁ/\;)

A 287 1
(MedDRA/J ver.17.1) 4= Grade Grade 3-4 Grade 5
2EIEH] 199  (69.3) 30 (105) 0
Rl A =

R AR RE AR T 19  ( 6.6) 0 0
B aEE

T 22 (17 2 ( 07) 0
G 34 (11.8) 2 ( 07) 0
M 15 (52 0 0
—fl - EHEER OGN OIREE

HETVIE 29 (10.1) 1 ( 03) 0
%7 46  (16.0) 3 ( 1.0) 0
R L Ok EE

RARIBOE 30 (10.5) 0 0
B R & O ARk E

RAHTH 16 ( 56) 0 0
FEE R KO T ARk

% 9 FESE 24 ( 84) 0 0
W% 27 ( 94) 1 ( 03) 0

7p¥, FVEMERTR B 10 61 (3.5%) . RAGZK - HEED FHI22 1] (7.7%) | Ff&FEE (%
T v NU—IEERESE) 26 1] (9.1%) . ATFRERERETE 15 61 (5.2%) . AURIEERERES 27
Bl (9.4%) | BRERERES (FRAME MEMEE RE) 761 (2.4%) | KMok - BEER 161 (0.3%)
K N infusion reaction 8 {31 (2.8%) MFRD Lz, F-, HEDLERE (FEFEIRE
ERE, ZIEALEE, FEREES) | PEEEEREE. BIEHEREE. 1 BURERWE, BEE,
HREMIEAE, 5 & 9 R LD RITERD b v o 7o, ARWERZSBURILIXBE
% (BRMRAEWMET 25T 2B 0EERERT,

O FEFEALFZE MAHER (ONO-4538-52 )

B ERGIIAAIGEA (NIVO/BV/Chemo) Bf 271/273 41 (99.3%) . %F FEEE 275/275 511 (100%)
IZRD Bz, AFIOFH (NIVO/BV/Chemo) & DR RGN E TE 2 WAEEFRSIX
269/273 151 (98.5%) 1ZFB HiLlz, FHBIEN 5% EORWERIZ TEDO LB ThoTz,

#6 RBHEPH 5%LL EOBWER (ONO-4538-52 FER)

B0 e Bk (%)
ﬁiigj;ﬂ i RAIBERT (NIVO/BV/Chemo) BF

P EI5] 273 'fle

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

2EIEH 269 (98.5) 201  (736) 3 (11
&R K OVE T RkRE

Jit Bl 143 (524) 0 0

it 81 (29.7) 13 ( 48 0

% 9B 48  (17.6) 0 0

BEIR Bk 30 (11.0) 12 ( 44 0

SIERRRJE 2% 19 ( 7.0) 1 ( 04 0
TR R PR

KRR =2 —a /3T — 120 (44.0) 3 ( 1.) o0

15



K= 2 — X F— 59 (21.6) 1 (04 0

R N 32 (117 0 0

ST 15 ( 55) 0 0
B R AR A

BRSO 116  (42.5) 87 (319 0

M i ERFE 93 (34.1) 40 (147) 0

IR 59  (21.6) 16 ( 59 0

TARTEUET ) b T AT =T —EHEN 24 ( 8.9) 2 (07 0

TI=rT ) T AT =T —BHIN 20 ( 73) 3 ( 1L.) 0

M7 L7 = B 16 ( 59) 1 (04 0

RE R 15  ( 55) 0 0
Bl es

{5 85 (31.1) 3 ( L.) o0

G 68  (24.9) 3 ( 1L.) 0

T 50 (18.3) 5 (1.8 0

AN 50 (18.3) 2 ( 07) 0

AL 21 (1.7 0 0
MR LY v RREE

E=din 78  (28.6) 15 ( 55 0

AR 53 (19.4) 43 (158) 0

FEENELT BRI I 43 (15.8) 41 (15.0) 1 ( 04

M i BRI iE 26 ( 9.5) 13 ( 48 0

/R E 18 ( 6.6) 4 (15 0
B R B L OFE ARk

RE & 69  (253) 0 0

5 P 66  (24.2) 0 0
— ik - R EFES L O G OREE

ey 68  (24.9) 1 ( 04 0

HEEN 40 (14.7) 2 ( 07) 0

%1 19 (7.0 2 ( 07) 0
M, MERds X OMitRRiE S

S i 43 (15.8) 0 0

Leo<Y 34 (125) 0 0
R KOs

BB 81 (29.7) 8 (29 0
1A PR

e if 65 (23.8) 37 (136) 0
B L VRS IR

BAR 65 (23.8) 13 ( 48 0
PR e

FOIR R RE AR TR 26 ( 9.5) 1 ( 04 0

HOR A RE TUHERE 15  ( 55) 0 0

R B HERE R 4 14 (51 4 (15 0

¥, MPRRRETE 211 61 (77.3%) . BREUHREERAE/ X A3 F—92 fiil (33.7%) | EE7R
MR R 43 51 (15.8%)  HR AR BERE 3 39 1] (14.3%) | FLE O J R R E 36 61 (13.2%) |
FrigREREE 35 61 (12.8%) . BHEREREE 20 61 (7.3%) . WVEVERZE 19 1 (7.0%) .
KIGH NG « EBEEDTHI 19 Bl (7.0%) | BIBHEHERE 14 1 (5.1%) . infusion reaction
13 6 (4.8%) . FEALHEEERESE 561 (1.8%) . A& 4 B (1.5%) . ClkE 4 61 (1.5%) |
1 BRI 3 61 (1.1%) . FRURMASZERSIE 3 6 (1.1%) . BE{EMERREZ% 2 61 (0.7%) .
BES 2 B (0.7%) . FFZ 1451 (0.4%) K OMES I 161 (0.4%) 23588 b, iz,
FREA BT E, DR, BIEIFR, R4, Mk - g, mMERE REERE, iz, 5
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E MG, IRIFEREE e OYEFLITFE O b h o 1o, ARREWERZBURDLIEER SR (FRR
MRAESER T 2 5T) 2 aTEIHRREZRT,

R bR M ONE R b BE)

OEFR LR S MAHRBR  (ONO-4538-77/CA2099LA #X5R)
AEFHGIIAFDH (NIVO/IPI/Chemo) F#f 355/358 il (99.2%) . xiHHE 341/349 i
(97.7%) 1ZFB® HNT=, AFIGEH (NIVO/IPI/Chemo) & DKIFEEIENEE TERWA

FHHELRIT 322/358 B (89.9%) 1T BTz, FBLED 5% U LOREWERIZTROLEBY

Thol,
£7 REEN 5% EOBHER (ONO-4538-77/CA2099LA AB)
o (e s\ BEx (%)
#gﬁimﬁ AAIDET (NIVO/IPUChemo) FE
o 358 1l
(MedDRA/] ver.22.0) 4 Grade Grade 3-4 Grade 5

EEIEH 322 (89.9) 159  (444) 1  ( 03)
Mg LY > GREE

=il 80  (22.3) 20 ( 56) 0

A HERI D E 35 9.8) 22 ( 61) 0
PR

HOR A RE TUERE 27 ( 15) 0 0

HOPR IR RE A T 52 (14.5) 1 ( 03) 0
H IS

(EE T 32 (89 0 0

T 73 (20.4) 14 (39 1 (03

CIOTN 94 (263) 5 (14 0

s - 47 (13.1) 6 (17 0
— ik - AEREER L OGO R

HETIE 73 (20.4) 3 ( 08 0

97 59 (16.5) 8 (22 0

FEEN 20 ( 5.6) 0 0
BRIR iR AT

T2 T I TR T =T — BN 23 ( 64) 3 (08 0

7T —EHm 18 ( 5.0) 8 (22 0

TANRTEUET ) b TV AT =T —EHIN 19 ( 53) 4 ( 1. 0

U oR—EHn 18 ( 5.0 13 ( 36) 0
RS KOs pmEE

BAFIR 56 (15.6) 4 ( L.) o0
B R KOS ARk

BH 26 ( 73) 1 ( 03) 0

ibaEE) 18 ( 5.0) 0 0
BRI ER. MERR L OitlRkEE

Jifilig 2 19  ( 33) 5 (14 0
BEJEF5 KOV T REL kb

B 32 ( 89 3 ( 08 0

Z 9T 66  (18.4) 3 (08 0

S 64  (17.9) 5 (14 0

RN IN A 18  ( 5.0) 5 (14 0

17



7k, RURIREEREREE 74 B (20.7%) | PRERREE S1 61 (14.2%) | BRI BARIE/ 2
A NF—50 B (14.0%) . RFHERERESS 48 65 (13.4%) . KB - /INMEK - HEED THI 26
Bl (7.3%) . BEHEEEREE 25 1] (7.0%) . BEEORRERE 21 61 (5.9%) . FIE MRS
19 5] (5.3%) . infusionreaction 17 5 (4.7%) . BIEHEEEREE 12 6l (3.4%) . TIEARE
REFEE 7 61 (2.0%) | DR 761 (2.0%) . A& 6 1 (1.7%) . ek 4 61 (1.1%) K&
OFRIRIMAR ZERRSE 1 1] (0.3%) 2SERO LNz, F7-. BEIEMEGE, Lihdk. ik, |
ROBEIRIA . WFAR2, B LMEARAE 28, Bk - BEER . BB MklEE . mERERIEREE,
Fits, S & DR, FE I OMEFLIZRD SR - 72, ARRIVERFEBUR LT R
4 (BARMEMRT 251 250EHERETRT,

Q@ EFRILFEFMFEAER (ONO-4538-27/CA209227 7kbR)

(KK LA Y LT L AKRS)

BHERZIIAFOEH (NIVO/IPI) B 568/576 5 (98.6%) . xIHRHEE 554/570 5] (97.2%)
IZRRD LTz, AFIDFH (NIVO/IPD & ORIEBIRMNEE CTE WA FEFHGL 442/576
Bl (76.7%) (TR H vz, FBEEN 5% EORHWERAIZTERDO LBV THHo T2,

F8 FHBBRN 5% LEDBIER (ON0-4538-27/CA209227 3B Part 1a X 1b)
B (%)

L YAS
W FA (NIVOTPD e

S 576 151
(MedDRA/J ver.22.0) 4= Grade Grade 3-4 Grade 5
AEIER 442 (76.7) 189 (328 1 ( 02)
PR3 A e

HOR A RE TUHERE 48  ( 83) 0 0

HOPR IR RE AR T 72 (125) 2 ( 03) 0
B

R 98 (17.0) 10 ( 1.7) 0

L 57 ( 99) 3 ( 05 0
—f% - RHFEFES L O OREE

1) 59 (102) 8 (14 0

57 83 (14.4) 10 (17 o0

FEEN 43 ( 15) 2 ( 03) 0
BRI IR AT

TI=UT I NI AT =5 —E RN 52 ( 9.0) 19 ( 33) 0

77— 36 ( 63) 17 ( 300 0

TANRGXUEET 2 ) T AT =T — BN 56 (9.7) 18 ( 31) 0

U S—BHIN 43 ( 175) 23 ( 40) 0
R KOs

BAHR 76 (13.2) 4 ( 07) 0
B RB L OFE ARk S

ESNEiEn 29 ( 5.0) 4 ( 07) 0
MR, BElES X OMiERRREE

Jitifige 2% 41 ( 71.1) 16 ( 28 0
&R K OVE TRk RS

AT A 31 ( 54) 1 ( 02) 0

Z 9 B 82  (142) 3 ( 05 0

% 98  (17.0) 9 ( 16) 0

BEAR LB IR 5 39 ( 6.38) 9 ( 1.6) 0
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72k, AUIRIRESREREES 115 65 (20.0%) . FFRERERET 91 #1 (15.8%) | FRERFEE 51 5
(8.9%) . MEMENIZRE 50 4] (8.7%) . BAKLAHMAFAE/ X A3 F—38 il (6.6%) . EJE
DEEETE 27 B (4.7%) « KGR < /NGBS - BEOTH 25 6] (4.3%) . BHERERER 25
5l (4.3%) . infusionreaction23 %l (4.0%) . T EIAFEEERE 19 1] (3.3%) . HIEHHE
B 19 B (3.3%) . AP 13 61 (2.3%) . OlEbFESE 9 il (1.6%) . Bk 6 B (1.0%) .
1 AUBEIRIE 4 41 (0.7%) .« SE IR 2 1 (03%) . OFk 16 (02%) . ik 1 H
(0.2%) . N7t - #1461 (0.2%) M ORRIRILARZERRSE 1 61 (0.2%) 23588 b,
F7o, BEIEMBEIE, IS, LIS &, BER MRS, MERE RIERRE, Kk,
HEEIE L 1 e OMBEFLIERR 8O B e o 7o, ARRIMEARBURDLIZBE RS (FRIR kA fE R 5
rate) 2EUEHERE T,

(KEN & 77 FF 8K & Gl ik & OPFREES (PD-L1 FELE %A1 O BF L))
HEFHGIIAFIDEH (NIVO/Chemo) #f 172/172 41 (100%) . i+ IEEE 174/183 1 (95.1%)
(ZFR 8 B LTz, ARAFIDFFH (NIVO/Chemo) & DR RBRNEE T & 2 WA FHEGIL 159/172

BBl (92.4%) IZFRO BTz, HELEDN 5% EORWERIZTEROLEEBY ThoTz,

£9 RERN5%LULEDORIEH (ONO-4538-27/CA209227 3RBR Part 1b)

B e BilE (%)
ﬁgiéﬂ *E KRAIGEA (NIVO/Chemo) fif
o 172 4
(MedDRA/J ver.22.0) = Grade Grade 3-4 Grade 5
2REIEH 159 (924) 96 (558) 0
MR XY > GREEE
211 70 (40.7) 30 (174) 0
I HR BRI i 41 (23.8) 23 (134) 0
RN % e 17 ( 99 7 ( 41) 0
Bl Es
{5 38 (22.0) 0 0
I 17 ( 99 2 (12 0
LD 67 (39.0) 4 (23 0
AN 14 ( 81 1 ( 06) 0
Mg - 26 (15.1) 4 (23 0
— ik - SEEE L OGO AR
A7) i 18 (10.5) 1 ( 06) 0
it 43 (25.0) 8 ( 47) 0
15 B 9 ( 52) 0 0
FEIBE D JESE 10 ( 5.8) 0 0
ERIEIERES 9 ( 52) 0 0
FEER 12 ( 7.0) 1 ( 06) 0
BRI AT
TI=UT I TR T =T —B N 16 ( 93) 5 (29 0
77 —En 11 ( 64) 4 (23 0
TARTEUET ) N T AT =T —EHN 10 ( 59 1 ( 06) 0
M7 V7 F =8 12 ( 7.0) 1 ( 06) 0
G ER BRI 27 (157 17 (99 0
RN e 21 (12.2) 11 ( 64) 0
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M 1 BRI 15 (87 9 ( 52) 0

R X O EREE
FARIRGR 39 (22.7) 4 (23 0
JEFE R KOV TRk
Z 9 R 15 ( 87) 0 0
bz 26 (15.1) 1 ( 06) 0

7ede. MRRRREE 26 1 (15.1%) . BEECREARE/ X A3 F—22 B (12.8%) . FTHERE
P 21 6 (12.2%) . HURIRBERERETE 16 1 (9.3%) . EXFERERETE 14 1 (8.1%) . M
BEVENRE 8 1 (4.7%) . KBS - /MEK - BEOTH S H (2.9%) . kS 5 4
(2.9%) . infusion reaction 4 % (2.3%) . BEEDOLEREE 2 # (1.2%) . OHZ%K 14l
(0.6%) . Ak 161 (0.6%) . 1 BLHERR 161 (0.6%) . FFR 14 (0.6%) . EIEH
REFEE 16 (0.6%) K OFFIRIMARIEARAE 1 6] (0.6%) AFDH STz, Fi=, B
TE, RS, LIRS %, FRAHRERETE ., MK - B, HEEmikiES, M
EREAREMERE, M, R, SE MK, BN & OVEALITZRS Doz, A
RIEMZRBURDUIBE RS (BAREERT 2 5T) 2E30ERRE T,
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A - &)
REIOREMEDEEET LV EZFHA L2y I 2 b— 3 12X 0, AH)3 mgkg (R
#H) NIE 240 mg & 2 HFMNR CES L7I2BEOARF O MG FIRESRE Sz, 0k
R KA 240 mg G LT-BROBREEREIL. AH 3 mg/kg 25 L7-BROMREREE & g
LCEEZRTETHINZEOD, BRABZIZEBW TCEFMEIHRIN TS H
% A& (10mgkg % 2 @M TR E) TAKIZ G U-BRogE & L g U CRE
o ETPRIENZ (FH#), M2 T EBEOBIEICRIT 57 — X 123X | AH| 3 mg/kg
(REE) 3i% 240 mg % 2 B RIHIE CTH G- L 7ZBROARAI Oz & & AohE xze etk &
OB Z R F T DR LU E T A MEEE S, YRLBEIZ OV TR T bV R R,
EREOHE - HEOR THIMEL N2 ICIHfER 2RI e Pllsndz, £72, 3
NERRREBE ISR T 5T — XIS EIME L BB SOSET VAR LT, KA 3
mg/kg (2 BN TES) . 240 mg (2 HFMMRTEYS) X% 360 mg (3 ¥ M HE T
5) 4BV LA~T | mgkeg (6 BRI CHRY) Z0HH Lo L M2 B Lz
K. FEROME - HEOM TLEeMIcHEREZR TV E FHIS U,

10 FHRORYBE T A —F

A - 5 Cmax Chmind14 Cavgdl4 Cmax,ss Chmin,ss Cavgss
(ng/mL) (ng/mL) (ng/mL) (ng/mL) (ng/mL) (ng/mL)
3 me/kg Q2W (35.521 .760.8) (10.17?'264.5) (17.21?'3?3.9) (75.33171) (27.612,'io7> (42.717,'?27>
240 me Q2W (51-712;109 (15~22? 3546) (25.3;‘,‘?417.8) (105354) (41?57,'?58) (62.11(,)91 87)
10 me/ke Q2W (14;,9;9) (51.(; '739.2) (79.900,'21;14) (33?,9232) (1842l,1 313) (23?,7286)

AR (5%53,95%50) . Q2W : 23[R IR, Cunax : HIMIREAZ O MILIEPHREE, Cuinas : HIFIFRE% 14
H BIZH1T 2 BARMIE HIRE . Cavears : FIEHRG%14H B £ TOFMIEFIRE . Crnaxss 1 EFIRFEICE
VT2 e MG IR Cunings © EFREBICIS T DRARMIE PIREL, Cavgss : EEFHIRBIZIS T 2 M E
A

Fo, ABNOREMEYEETT LV ARA L7z I 2 b—r 3 A2E 0 AH| 480 mg
% 4 AR TG X IBEARO Ak - I E% TR U7 B O AK 0 15 i B S s
INic, ZORER. AH 480 mg % 4 B CTHR G LIZBEOEEIREBIZIS T 25 M
TEHRE (LLT, [Cagss) EWI0 ) 1T, AHKI 240 mg % 2 HHEENE TEE L7ZEED Cavgss
LEUT L ETRENT (FFR) o £72. &K 480 mg % 4 HMHRE CTHRE L7ZBEOE
BHRBICBT 2@ METIRE LT, [Chass) &EVV9. ) (X, Al 240 mg % 2 FH[H]
IR CTE G LT2BED Chanss £ L TR Z R T & THISN - L OO, BARABEICE
WTHARMENHER STV D AL - AR (10 mgkg % 2 R C#5) CTAKIZ &5
L72BRD Chaxss & G L CTIRfEZ R T & PHIESNT (TR) . IMx T, #EOEEICES
F T —ZIZHSE | RAI3mgkg (KHE) F721% 240 mg % 2 HEFIIR, & L < 3ARHA
480 mg % 4 MG TG L 7ZBR O AHK OBREFE & AW Tk & o B 2 it
THMBERGET VPR S, YZEEICOW TR Th R, ERo s -
HEO R THME R VLRI R AR I T2 & TRl STz,
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£11 FHORYBENT A —F

A - R B Cunax Crind2g Caved2s Cmax.ss Crnin.ss Cavess

(ug/mL) (pg/mL) (pg/mL) (ug/mL) (pg/mL) (pg/mL)
3 melke Q2W <35-52} .7608) (16.25?f0.3) <21.323 23.9) (75.33171) (27.612,'107) (42.717,'?27)
240 me Q2W (511%303) (23§?§9iﬁ <3015éix9> (10;?254) (41iZ?58) (62i?%87)
80 me QAW (10;?;07) (15%?114) (37if§L8) (14?}?36) (271i?37) (62a?387)
10 mg/ke Q2W (14é?§22) (86i2?32) (101}?48) (323?225) (1si}§o3> (2327277)

A (5%A%, 95%A%) « Q2W : 2 AR, Q4W : 4 FEHEIFEIFE. Cumax 1 FIEIE 554 O foe i ML 75 L
Cuinazs : HIFIH 542 28 H BIZIT D B ARME TR, Cavears @ MIFHEA% 28 H B £ TOFHUMLIE TR

EE. Cumaxss 1 EHAREEIZHT 2 B VG TR, Cuinss © ETIREEIZIS U D BARMIE FREE . Cavess + TETIR
REIZ I 1T 2 24 i i

22



4. HBRRIZDOWT

ARENOE G- Y 70 BE 22 W - B5E L. AKH @&5’i@§%f;511’ﬁﬁﬁ%%ﬁw:
BRICKHET B Z ERMERTED LTOO~QDOFT X TEMTIERICB W THEAT 5
RETH D,

O MRIZTOWNT

D1 Tieo (1) ~ (5) OWVWTINTHEYT I THDHZ &,

(1) JEAEFBRERET 25 A SBEEERL SRS (ERE AT IS A2 R L UL
M 73 A2 T EERL SRR . HUEs AR B 7R &)

(2) FrERERERT

(3) BRI FNIEET D0 AR (D AR REEERE R, 23 AEE
W 1IFRE, 23 ARSIREEHEE R e e &)

(4) IRALFHIEEZTRE L, SMRACFRIENE 1 OIS RACFERIENINE 2 0 fii 5k 5 %
IZER DR EAT > TV D ik

(5) PUEMENEE A EEINE O FEHEIfR B JE A 1T - TV A%

O-2 i DALZARIE K ORIVE A FE BN OIS A0 7a ki & #BR 2 FFO=AN (TR O
WIS T D ER) 2, UZ2REORANCET DI OBLE & L ChLE S 4L
TWnHZ e,

*

o [ERIRFFIUSHE 2 FEOMBPINHEZE T L72iRIZ 5 FELLEORAIRRORIKHHE %2
fToTWBHZ L, 956, 2EURE, BAFYREL T L UTZBRIRIER - OWHE %
fTHoTWH T &,

o [ERIRFFISE 2 FOMBPIVHEZE T L72RIC 4 FLL EOKREREZ AL TWD
Z&o oby LRI MR ON A SR E T & LRGSR T O BRIRIHE 21T -
TnWnHZ &,

@ BENOEREMLEREEOMEHNZONT

E%&%ﬁ%ﬁm%%f%%&%ﬁ%ﬁén WA 5 ORFRAE D, FRME - %
MR I G LR OE TSI 31 5 MR 0L, A E R R R4 L oMy
S R ATON B KBS TN D T &,
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® BIERA~DOFIRIZOWT
@-1 FEsrfmicBE+ 5B
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