2025%5 A 23T (55 10hR)

BAREEMRDEES

874291

EESA A EA—TH+—L

AARBIREFE<O [FEREESE2018 Q019FEFHAR) IZHEH L TIER

MEMEEHR fiNectin-4iAMUNEREEESAK
IURILYRYT NKFUGEGETFHEERER) T

INRE T smsezm20me

I\FE

Dameizm30me

PADC EV = for V. infusion 20mg + 30mg

#l

&

TER IS4 7;»)

A ke dddn, BIEK,

g

BqAHORHERD

T55E Eﬁuu(&e R DTTZIZ L VS5 Z L)

&
o
o
feln

SNEE T AEHER 20mg 1 1 A T AHFICZ U RALY T RKEF
CEIGFHHZ)24.0mg 2 EHT 5,
| RATAFNZZ RV T RREF
CBInFHH2)33.Tmg 2 &H T 5,

X RE TR 30mg

M A=Ay ~T XRFU@EEBETHTEZ) JAN)
¥ % : Enfortumab Vedotin (Genetical Recombination) (JAN)

i EﬁJLﬁ(uILEHE
B i B % IR H
R & B %8 & A B

N R T REEER 20mg | 2N K& 7 S §E A 30mg

HIERGERREA B 20234 2H 6H 2021 9 H 27 H

SR FEMENEAAE A H| 20234 5 H 24 H 2021 411 A 25 H

B 72 B #n 4E A H 20234 84 8H 2021 £ 11 H 30 H

BaERET (@A)

BLERSE : 7 AT 7 AR

m#E-HREcHA
ERERE LHOERESE
T AT T AR AR AL
BN s b E O AFA4ANA YT H A= a2 —  TELO0120-189-371

EFENEFEH T YA - (Astellas Medical Net)
https://amn.astellas.jp/

A TF 1% 2025 45 5 HLGET 0 %ﬂ:éhf’(%ﬁii( SISO D FEICFE S EWET L,

BT OBEERIT, MATEIEN FEIE M RS
ek, AXHOE IR ORITEBNT,

EHE O EIR TSR — U THER L T2 E 0,
%ﬁmsrf LR OB S X FROUAT S 2 THER S 7280,

HAT Y [HRXFE] TGSI N—a— FE&aAslsd 2 LT OB HRIES2HETEEY,

POl A )i R
(NIRRT m
(01314

01)14987233107184



https://amn.astellas.jp/

EERA VA EL— T+ —LFAHADOFEIETOME
—BAREREAEE—
(2020674 7 47T

1. BEERA VA E1— D4+ —LIERORERE

R ESE G O BEARR R B ® & LT, ERAERLRGE CUF, WMIE) 235, ERBG CE
A« SRAIATSE O ERRGEE H S B LB LR E IR G O I T2 15 2823, IRASCEIciisn
7oA AT 2 WITEEM R i R N E RIS AN H U | HESEOEEEFRMYE (LI, MR) E~DfFHRD
BIGERCERICIVEREMTE L TCETVD, ZOBRICKHEREREZHEROICAFTLOOHEAY A ML
LTERMLA V28 a—T4—5 (LUTF, IFEIET) BFAELE,

19884 H AJRPEsEAIfie (LAT. RHIm3) B2 N EESNIFOMEM T, IFRiiltk=, [FRlilEH % ik

. EDOHI99FEIC BIFIEM I/ NZE SN, 20084, 20134F1C BIRSEE SIFHME B A PIFGL i EHEH O UGT

EIToT& Tz,

IFFCf ZEAE2008LARE, IFIIPDFEDOE 77— & LCTIRMIET D Z ERFAIE o7z, ZHICL Y| IR CE
DOFEERUFTN S - 125 HICHET ORI T — ¥ 2B LIZIF3SESCHICRI SN D Z & Lo Tz, BHOIF
T, EE L EREREBRAMME (LT, PMDA) OERAEELHFERBRE O L —
(http://www.pmda.go.jp/PmdaSearch/iyakuSearch/) {Z CTAR X4 TV 5, BRFETIL, 20094 X 0 FriEHKELDOIFD
THWRERFT Mk LT (M2 Ba—Tr—2Rata] 2B L. fx OIFREM SCEE /M5 T 2 IERE
@ E U CHNERE - RETL TV

20194FE DWRAT TR BEEOL F IS, PR EFE2018NAE S, A TERAERK N OREEHIE
PHEBNCRET DA T A > ) ICBET D EREM O, ZOEHMERE LT,

2. IF&IE

IFiT TR SCEEOFHREME L. ER - KRNSO EREFFICE > TREEGICNE R, ERLOME
BHOTZDONH, ATERFOT-DON®, FHAI O DO H, EIRGOMIEMH O D O, 3REH 728
F T DI ORRENERN SN TR EGRZRERN OEESMER AL LT, BIREDNDREHEHARE L, FEAIR
DT DI YL 0 IEIR 78 TR FE (#1023 VERL M OB AL 2 (R L T 2 52 R &AL
bhd,

IFICEET 2B BN ARENRE LIPS L L. — 3 OB & R & KR O TN O 1F AN E
fansd, 2720, BEEGEOMEEICEDLL b OKOFIAE B SAFHM - HIKr - 249 & FHESIIFOR
WEFHL TR0, SV 5L, BEIREZE) DRI NIFT, FIHE B O AT - Il - BREA T 5 &
LB, BERMTEETHBD LWV IBMEFFOZ L AFIHEL LTND,

[FORMIIE 7 —F 2 EARE L, MEEETORRIINEATIER,




3. IFOFAICHT--T

B BARDIFIE, PMDAD EFHHER M E BBR O — DICHBES AR E STV D,

RIRET TR A V¥ B a—T 3 —DMMERO TG & | 106> TIFZERL - 13223, IFOJRA % E
A EFEBUGICA R LT 2 1H TR ERUR I FEf L EEME IOV TIREEREOMRE~D A F B2 —
WCEVFAEE OBNE L2 RFESE, FOMAMEZED ZLERD D, £1-, MEHFEGETSNAHEH EoEES
WCBAT 2 HIHICBI L Cid, IFAUGET EN 5 £ TOMIL, REERENRET 2 UGTNAZ A b L7 SCE%,
& 2 VIIA O E IR — e AT X 0 RIS B ST 5 & & bic, IFOEAIC® - - T,
AT DU L E A PMDAD [E I G IR H IR B ON— D THR T OLENH D,

RF, WEMHRLZEMOMREO SN LTSN TS VS, BEEE < TXIL 2E&E, TXIIL #%)
WIZBIT 2 HBEIFAREZIT TORVERBEENDIZENHY . ZOWRYFNIIETHHEETRETH D,

4. FIAICELTOEBER

[FZ HEEBICBVTRNT ZERTERWVEKRBERF L LTEA L TW &2, IFIXHREOEE
BT T, YRR EIE S O RGEARGE TR D DR EAMERL - BT 5 EIRNE B 0720 0PI E R
Th D L DONESTIEN, Fosk - REUTITFREEO LS HLRIC EFH E S OB E MRS S ENC B 2 7 1
RIA v, WEHa—F - F7 - T30 7 4 2EOHIKNE —ERESZ T 5285700, REERRINEEI Y 1
R A T, AEBELERINO HIEFITET 2 BMRAIT SN T, RIRRENEIRTEFE D> D DORDITS
CTITH ZEIFAELIABRVEINTEY  MREADA U2 B2 —RF bOLEFAEZR SICE Y FIHEAR S
DIFONFEZRESEDLIRELOTHDHZ L 2RHML TELRITNIT R L2V, BEAENLHB LN HHRD
BRI Z R L. ZORBM A R x | ERBREICRIT W IEM A A2 HET 2 2 L EEAMOAETH Y |
IFZIEH L THEEE 2 TIMEH 2 b DIZ L T2 &z,




B

b4

I.

w N ="

—_
N = O ©

<

Gl AW N =T

oD O AW DN =

o Ol W N ="

© N oW =

m;,:@iéﬁa ............... 1 VI %ﬁﬁfilzﬁiélﬁﬁ ___________ 51
BASEDREAR oo 1 1. EBPMCEEHBLEMITETE - 5l
BROAREFREE - 2 0. BEEBMER] e 51
%Eﬁo)%ﬁ“#ﬁq#gﬂi ...................... 3
BIEFERICELTRAMY ~ERHE - 3 VI. EWEjgeIcBg+AEH----------- 56
ARBEHRVMNE - FALOHREE - - 3 1. MAREDHER - 56
RMPDREEE - - 4 2. BEMSEEEREIINT A= e 67

3. B&EH KREavL—av) f@HF - 68

%ﬁ“:miéﬁﬁ """""""" 5 4. %‘U& ................................... 69
BREER - 5 T . 69
=R e 5 B, AR 71
BEXRIERMER - 5 T 72
DFRBRUDFE - 6 8. FSURK—A—(|ZEATAIER 72
e%2% (GRE) XEERE - 6 9. BHEIZEBBRESE 73
BR4. Bla. BE. £85&5 - 6 10, BEDSEAEETEEE - 73

1. FOfh - 73

EHRSIBEITBHEE 7
MBEALERIME - 7T VI Ret (FALOFEE) I+ 31EE
BVRDOBZEEGTICETAREN. - /5 74
BORD OHERRBRE, EEEX - 7 1, BEREEZOEE oo 74

2. HBENEEZOEE e 74

BANCEIT HHB e 8 3. MEXREHRICEET 2EEETOEM - T4
L 8 4, AERUFAEICEET 2IBLZ0OEH - 74
BIBIDAARL - 8 5, BEAEKMEEEZOEE oo 75
AMIBBRBEOHEBRUEE 8 6. BEOSEEATIERECETIIE - 75
T - 8 T RBEMER e 77
BATHHREMEOHLIKMY - 9 8. BIMERR - 78
HENDEBEHETICETEREE - 9 9, EERAERCREFIEHE 95
RERERVBREORESE - 9 10, SBEIEE - 95
thFl & DESEL (MEBIEZEHELR) - 10 11, TREDEE o 95
WM 10 12, ZOHIDEE v 95
BREE A 10
AR S EME - 11 X. kKRR AEH - 97
FOM 11 1. BEEBERER oo 97

0. EMEBRER e 08

EIZEId BRIER e 12
RNBEUTIAR -~ 12 X. SEEIEICETAEH - 103
BEXEHRICBEET HEE - 12 1. FBAIRSY v 103
FERURAE s 12 0. AIRHARE e 103
RERUVHAEZICEESHFE - 13 3, EBEIRBETDERE o 103
BRERRAE - - 15 4, EUABUNEIER oo 103

5. BEMIFEHR - 103
6. B—RD "RBBIEE - 103
1. BERREEEAR - 103



8. WERFTABEABRUVEARES.
EMBELRFEAB. BREMWEAR - 103
9. MEEXEBIEM, MERUAEEEENE
DEABRUEZDHE - 104
10. BEEHR. BFEHRLREARRY
%(Dm?éﬂ_ .............................. ]04
11 ﬁgﬁlﬁﬁﬁﬁ ............................ 104
12, HEHMHIRICET OE®| - 104
13 %*E:l_ |\ ............................ ‘]04
14. REHEFLOFE - 104
X1 Im ...................... 105
1_ glﬁﬁirﬁk .............................. 105
2. ZTOMDBSEXFR - 107
X I @%ﬁ*ﬂ, ................... 108
I EBAETORFRRE - 108
2. mAMNIHUBERRTIEE®R 110
X1I. ﬁ%% ...................... ‘| ‘| 3
1. FA% - IREIEICKR L TERIRFIBRZ1T 512

Bz TOBEMR e 13
ZOHMDBEERR 13



B&E R

W& EE S O EE EF
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ALT alanine aminotransferase : 77 =7/ h 7 A7 =7 —1F
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APTT activated partial thromboplastin time : {EHALERS N v AR 77 2 F L REH
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JATFNT 7Y RETF v E EiEE ST HUREY G R (R iz a4l

AST aspartate aminotransferase : 7 AN XTI ) N T U AT 2T —F8
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ATP adenosine triphosphate : 77 / >3 U Vg

AUC area under the (concentration-time) curve : & & B thHR T mmAk

AUCg0-7) area under the (concentration-time) curve (day 7 postinfusion) : #%5-%% 7 H &£ T LR dh#R T mo s

AUC(q0-28) area under the (concentration-time) curve (day 28 postinfusion) : ¥ 5-% 28 H 5 T oD B R AR F Ak

BCRP breast cancer resistance protein : FLIEIHHEE H

BICR blinded independent central review : & 37 H1 g

BMI Body Mass Index : A&k F5%k

BOR best overall response : iz B G2hF

BPI-SF Brief Pain Inventory-Short Form : i 5 & @ & [ 22

BSEP bile salt export pump : RE{EEEHE A 7

CHO Chinese Hamster Ovary : F & A =— A \A A X — PRI (HIE)

CI confidence interval : {3 #8 X [i]

Cmax maximum concentration : x5 &

CNS central nervous system : HAX RS R

CPI checkpoint inhibitor : = » 7 AR A > MHEH]

CR complete response : 5EEZELN

CrCl creatinine clearance : 7 V7 F =27 U T TR

(6\Y coefficient of variation : Z@E{R%L

CYP cytochrome P450 : F | 77 & A P450

DCR disease control rate : JFE =2 h o — LR

DLT dose-limiting toxicity : J fifilFRE:

DOR duration of response : %53 ]

ECOG PS Eastern Cooperative Oncology Group Performance Status

ELISA enzyme-linked immunosorbent assay : %35 502 ) &

EQ-5D-5L EuroQOL 5-dimensions

FAS full analysis set : fx K D fEHT R EM]

GFR glomerular filtration rate : SRER (IR &

GGT gamma-glutamyl transferase : y-Z7 V¥ IV hN T U AT =T —F

HEK human embryonic kidney : & 5 U2 F SR GHAR)

hERG human ether-a-go-go related gene : & b ether-a-go-go B & s 1
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NCLCTCAE National Cancer Institute’s Common Terminology Criteria for Adverse Events : K [E|[ENZ. 23 AAFFEAT DA E
FGILE AR E
NSCLC nonsmall cell lung cancer : FE/INiE i
NYHA New York Heart Association : = = — 3 — 7 D& E
OAT organic anion transporter : H¥§7 =4 h T VAR —F —
OATP organic anion transporting polypeptide : HH§7 =4 L kR VX7 F R
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oS overall survival : 24 {FH[#]
QTcF Fridericia corrected QT interval : Fridericia =02 & 0 #1E L 7= QT Mk
PC3 il human prostate cancer cell line : &  gij 372 AgJE A0 kK
PD progressive disease : #E1T
PD-1 programmed cell death receptor-1 : 7' 1 7' F AHIBEIESZ K 1
PD-L1 programmed cell death-ligand 1 : 7' &2 7' F AHIBEIEY AT N 1
PFS progression free survival : M1 HE A 171
P-gp P-glycoprotein : P-}E2 H
PR partial response : 53 2%
PRO patient-reported outcome : BEWE T U M B A
QLQ-C30 EORTC Quality of Life Questionnaire
QoL quality of life : ZEiED'E
RDW red blood cell distribution width : 7R IfiLER 73 AR g
RECIST Response Evaluation Criteria in Solid Tumors : [EJE 7% A 1E 1 2h FL ) i F U
RES response evaluable set : {HE N HE AT AT BELE
RH relative humidity : AH 5 i &
RI renal insufficiency : B HERERE S
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RP2D recommended phase 2 dose : &5 Il FEEAERHESE &
SAF safety analysis set : ZZ A MEMRAT M GL4E ]
SCID immunodeficient mouse strain : BEAEHE A E A2
SD stable disease : ZZ7E
SIS Stevens-Johnson syndrome : B AEIIRIEGERE(A T 4 — T A« ¥ g v Y EGRE)
SOD sum of diameters : FEIEEEDOFI
TAb total antibody : FRPLIA
TEN toxic epidermal necrolysis : H a2 A7 5E Rl AR AE
TGI tumor growth inhibition : B HEFHEHNH =R
Tmax time to reach maximum concentration : iz e FE 3] 2 R[]
TNFa tumor necrosis factor alpha : fEHIE LK F
TTPP time to pain progression : Jif %~ (DY B £ T O[]
TTR time to response : Z£%hE T O HIR
ucC urothelial carcinoma : JRE R
ULN upper limit of normal : JEYEfE R
ve valine-citrulline : /S VU >-3 fL Y >
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ERBL L BT O TR AR R & OMICBEMEN S STV D 29, Nectin-4 (3R B RO AIIE SR 12 = %
BLLTWD DT &t JREE BRI 2 BB Z2IGEIER & B 2 bivTe,
AL, BT Nectin-4 & Ml IgGl £/ 7 v —FAfuk s | BNEEGHEENEZAET LT ATFALT DY
AHRF v E(MMAB)Z, NU - MU v~ A I R 7aA L) o h—%0 L CTHERKAESETEY,
JEIS AR O FMAENE EIZFELT 25 Nectin-4 ([ZF5A L, MlENICIRVAEN-%RICT e T T —EBlckh U~
H =N 4. MMAE 25 JBa N b4 5 o9, WEHE L 72 MMAE 13580 NVE I2fE& L, Milas a2 HE L
TT RN —=VAEFESTHZ LEICL 0, EEEMGEER 27T BN TWD ),
AFNOEGARBFE L 2011 FHHNE TAHRER D G B4 L. KETIX, PD-1/PD-L1 BHEH & O 4 R P s
A2 & TeAL PRI L DI B D R T T SO TSR VE R I E R R OTR#EE L LT 2019 4T
EREHLE S MRS [EV-201] Oadi— bk I'OTF7 —F 2R U GRIEAR S L, 20k, EREILFEFET
FHFABR [EV-301] "X OVEV-201 3ABRD 28— b 2°OFE R AR E LT, 2021 FFICIEFAR ST,
AIEINZ BT, WAAE TAFEER [(Ev-101] *, ENE 1T HRER [(EV-102] *, EV-201 35 % OV EV-301 55
IS E KRB E 2TV, BEASEE L 0 EBAEREDIRELZT. KFNT. IR ALFREZICHEE LR
TRYIBRABEZR RIS Rz ) 2 2hRe XU zh & LT, 30mg /3o 7 /LC 2021 4F 9 A RUEREAGE 2 B L
720 20mg /A T VAT DUV TIE 30mg & [Rl—DRIRESUIZNF & LT, 2023 4 2 AIZBUERGERRE 2 Bifs L
7.
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L 2 WRIGUIBRAGE A R bR A (T D ARHK+ a7 1 U X< 7O EIT O 0 BAIgE &
PR U CHRIRER IR 2 0 T & D alREtE VR S, —RTAIR & L COKBIR DD iz,
KETIE, AR+ aT 0 ) X~ 7 OEHEET, WESVE Lo/ LFERBRTH D EV-103 7B &M o & —
b, ak—h A, 3k—bk KYOMEEZIRILE LT 27T F o 2 G T b PRIE R e 72 Ja AT 1 T X
ILHESRB IR I B RO R OTRIRIE L U CRUERGE S, £tk [EFEILE S MFHER TdH 5 EV-302 #RAER"
OFEFIT IS X | 2023 4F 12 HICIEHUARZ TS LT,
AITIL, BV-302 RERCTAAI+ a7 ) X~ 7 FHBEORRKRE AEE2 R TEENG N0, B
TEIRTE AR F I A ARG AR 2TV, BEREEOREL T, AL, RIRUIRAREZ2 IR
BRI ZVEESUTI R L LT, 2024 4F 9 ARG A BUS LT,
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EV201(=A— b 1) : ASRTUEMEREA % & TP EE L O PD-1/PD-L1 FREANC K 216K IED & 2 /T E
ITEERME UC B
EV-201(= 74— b 2) : PD-1/PD-L1 [REAIC L AIREEEZ A L, VAT T F UICREIG TH D RFTEITHE X TiEB %

UC H#
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FOF L < 1T A RPUEMENER A 2 & oL 2R % I U 72 BB (CIRIBK)

EV-103(zA— bk A - K) : RIGFDDO U AT T F U AN O RFTEITIE B UC B3 (—IRIBHR)
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F 0V =038k Eiu, MMAE 2SHIRNICEERET 5, 7R L 72 MMAE 138U INVE ISR S L. Mgy 2
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(3) A4 R HUEM RS A 2 & Te L5205 & O PD-1/PD-L1 FLERITERE (I | - RGO AGE 22 IR bz
JEBE A xtgr L U ERR LR AHRER [EV-301] ([28W\W T, 2AFHROS) O P Rfiix, AFIHET
12.88 7 A, ALHRIERET 8.97 W H Tho7-, AAFIRED OS 1E, (L FHFIEREIC LA TH B R IER D3 RGIE
Stz (FEEFGEE)

( TV.5. (O1) B3R <Hhfeh > EREEILFRSIHERER [(EV-301]] OHESH)

(A EFRIERE D T W RIREIFR AR RE 72 IR % RO BB & k5 & U 7= [E B3R R 55 IAH 3R [EV-302] 1288 T
OS K OVE f MAMST H 9] 78 (BICR)IC &L 2 MEE A A fF AR (PFS) D LA 1 X, AHKI+ A7 v U X~ TR
TENEN 35 A KNI12.5 B H, AERPUEMESEA %2 & T PRIERE T 161 DA K63 BT
Hotz, KAI+RLT Y X< 7RO OS LONPFS 1%, A& RIUEMEIISGH 2 8 T b FIERE & T
BERIERENPRAES N2, (EEGER)

( TV.5. ) )BYHRIERE <2270V X~ 7 (GBI THHEZ)E O HEE>
ERE RS MAERER [EV-302]] DIEZR)

GYEEIIRN R, EROHEICOWT, UFOBERLD D,
« REFNO FAMTOMBIEFILE L L COR MR VL EMEITHESL LTV,
(TV.2 EERIEHRICEET HFE] OHSM)
c NAT R X2 T BB RN OFUEEESA & OGFHIZ oW T, ARMER VLML L

TR,
« PD-1/PD-L1 FHEHNC L D IGEFED 72 W EBE IR 1T 5 ARHN B 50 A 2k b OV VT ESr LT
AN

(V.4 BERUVHAZEICEHET 5FE] OHESH)

O)EKRZRIEHE LT, EEOREREE, @b, KEth=o—a XF— G, EYWE, BieekE
HMEMEREENHRE SN TS, ERENEHEEBREIE 20%2L F)i%, EV-301 3R TIEBEIE, K
PR = o — X F— Z I, 7. BREOR, TR, WREASK UL T, EV-302 B CIIRH
PR = 2 — T — Z 9 FEIE, MEBIE, BRI EE ., 57, TR, BEEGE L OEL TH - 72,

( VI 8. BIYEA) DIEZM)

*1 0 NP — RLE 1 0.702(95%CI : 0.556, 0.886)(J& 5] Cox M Nt — KET M X DL E L O, M P il
=0.00142(B1 %% S AT FE T F D Z FaTICHE L7 I K ME £ 0.00679, ERIm 77 v 7 KoE [ERIET
ECOG PS. H#ufi, fisfs] )

*2 1 [0S] /~"P— KLt : 0.468(95%CI : 0.376,0.582), Hifil P H <0.00001 (L I NI A N> b & BICHANTHEL
72 EKYE £ 0.01548), [PFS] ~H— Rt @ 0.450(95%CI : 0.377,0.538), ®iffl P <0.00001(FRIICHE LA E
JKHE : 0.005), OS KT PFS OWF b~ — REIZERI Cox LB — RET /M K 2{bFHRIE L Ol mifl
PEIIEA e 75 o 7 REJEBRIET - 275 F @i, PD-L1 REL&E, ISR



1. =5 3%EE

3. HAOUAERHEE
AR L

4. BEFERICELTRAMNT NEREE

WIEMEICBE T 28H ., Rl AHEET 4 KT 4 % ﬁ HA MV, BRRS

RMP H | (T1.6.RNP OHEIE] DIEER)
< EEAEEE TN EM (S R T EE B T
7272 < T291)

BIMDY 27 F/AMEIEB) & L CTER STV 5 &M | BERTEMOSRETIC L D1EEEZIT D BE
AL ZFIE~)
( TXI. 2. ZDHOBEEN ] OHBH)

T AT A N T4 v 1
PRI oo %g i e @ Bl

5. RBEHERURE - A LOFIPREE
(1) EB&EH

1 EHRG Y A7 EHEmARED L, #@UNCEmT 228, ([1.6.RWP OBE | DESR)

2. ENTORBIEFDBDO CROLNTND Z Lnb, BEERTEHR, —EHOIEFI DT — & NEFES
N5 ETOMIT, BEFZAIRIHEAREREZE/RT D Z L2k, AAIOFEHBREDOY REHRE
T 5 & L iz, AFOREMER OEGEICEET 5T —% & FHICIUE L, AF| o E6E I /5
RHEEELD I L,

(2) @ - FERLOHRER
A Lg



1. =5 3%EE

6. RMP Ot =
EERURAYEEFEE RWP) OBE

ZAVERGGT I

[EEREEEINTZY ZA7] [EEAREENY 27 ] [EEAREEEH]
- BE DR fEREE + Infusion reaction L
SRk - R REREE
KM= 2 — R —
BB
- JRYLE
- R REREE
- REVEMERTE R
BHVEICEET 2 Mt
L
| FEITES L RAWEHO - OIEE) | BRI S Y 27 B/MED T 5 OIES)

55 3K 5 22 A PR B AR G ] O R 3 U A7 e/ MEEH B O R

8 D[R B2 M AR T WE DY 27 m/AMEIEE)
BIN D & H 2 e AR T B BN Y A7 E/IMEIESE)
o« —HRAE FH AR A [Zﬁgﬁféié§r1 TEM O e 7 BB S5 272

FIMENZ B 2 2 - AR 7HET A CEpyoffpesed
f cBEMITEM(S P T ICE BRI RE S A
sl L DF )OI &

RATOE I, MSATBHEN [ER G ERE SRS

(BFF 649 A 24 HIEHD)

PR DR AR RS — U THERR L TS 1280,




I. &2%ICEE9 5IEHE

1. R5E4
(1) #4
N R 7 AR 20mg, 8RB 7 sl ERE A 30mg

(2) *4
PADCEV for I.V. infusion 20mg, PADCEYV for I.V. infusion 30mg

(3) BAFFDE%
PADCEV=Antibody-Drug Conjugate(fL{A#£4#5 & &) + Enfortumab Vedotin(= > & /LY <7 R RF )

2. —&4
(1) f0& (@|LiE)
TUHRNY T RRFUGEREHLLZ) (JAN)

(2) *& (&%)
Enfortumab Vedotin (Genetical Recombination) (JAN)
enfortumab vedotin (INN)

(3) AT L (stem)
b MUE ) 7 g —FLHER ¢ -umab

3. BEXXIIRER

TURNY T RRIFUEIHHREDESKR TH Y | BEFHEZ T ) 7 5 —F AHUR(AGS-22C3) D
4 fHD Cys HILIZE ) ATFNATUIVAZTF U E LU U I—D0572 % KF((3RS)-1-(6-{[(28)-1-{[(2S)-5-
(B IVREA VT 27 )-1-{4-[({[(28)-1-{[(25)-1-{[(3R,4S,55)-1-{(25)-2-[(1R,2R)-3-{[(1S,2R)-1- & K 2 & - -1-
T2 T a2 ANT 2 1-A RF V2 AT A3 A TR EAIER Y DA -3 A R
S AFNAN-FXIANT BB A NN AT IN)T VB AT NN X T H 2 AN]T R }-3-AF)b-1-
FX VT H 2 ANNATFIININVNEALNNT X NATFNNT =Y 4 -1-FF X H 2 AN]T X )
3AFNA-FXYTH 2 ANT 21 -6-FFANXFN)25-UF X ) U3 A VHBREE LT
W5, PURES T 44T DT 2 7 BRFEIED G725 H #H(p1 )2 AR O 214 HOT 2 BEFEEN S 725 L #H
(k B2 R CHERL S DX VXV ETh S,

PABC
(p-aminobenzyl alcohol carbamate)

valme cmrulllne

gt e N

\L SGD-1010 (MMAE)

SGD-1006 (Drug-linker)



I. &FICEE9 HEE

4, DFHXRUDFE
R X KRF U CesHiosN1Ois

ETINEN . Ce332Hoss5sN 170202008846 (& > /N7 BBy, 4 REH)
H # : Co172H3358N5780674S17. L #H @ Cio10H1575N2730330S6

75 1 % 152,000

5. 28 (M%&) XIEFE

N

TURNY =T RRF R 152,000 HARBEASERTHY . Bia T 7 n—
FAHURDNYE) 4 H D Cys BINZE /) AFNANT TV RAZF L E &Y =057 5 RF L ((3RS)-
1-(6-{[(29)-1-{[(28)-5-(H W /XA VT X/ )-1-{4-[({[(25)-1-{[(25)-1-{[(3R,4S,55)-1-{(25)-2-[(1R,2R)-3-
{[(US2R)-1-& R ¥ -1-7 =2 =)L 7 /82 A )V]T 2 J}-1-A bFV2-AF)L3-FF Y T e
MEB Y D A-AN}3-A RX TS5 AT N-FFXIANTZ 4 V(AT )T X ) }-3-A F)b-1-
FXITHE2ANT 2 I V3-ATFN-1-AF Y T H 2 ANNATFINANNEA VA FINAT
INT =V 23-1-FF X B 2 ANT X B3-ATFNN-FXR I TEZ 2 AN]T R -6-FF Y
ANFUI)25-UAF Y R Y V3.4 L H(CesHiosN1O1s 5 77 15 1,317.63)) 135S LT\ 5, Uik
H843IX e B Nectin-4 (ZxT 2@z B b IgGl £/ 7 0 —FAFUETHY | Fv A =—A
LAZ =N RV EAESND  Z N BHEX 44T O T X WEERIED G 72 % H $4(y1 $H)2
AR 214 DT 2 ) BRIRIED D72 D L #(c 892 A THERR SN DM 2 L R 7 B (43 1 £ 147,000)
Thb,

6. EA4A. 34, B, BEES
B3 %5 : ASG-22CE



. A5 SEE

1. YBEFEHER
(1) 48 - ERK

0~ O SUIEA~EN T A2 2T 5

(2) gk
A LR

(3) WiEtE
A LR

(4) @ (PfER). HR. RER
PAROASA

(5) ERIEEMRETEL
ARV

(6) ECIRE
A Lg

(1) Z DD XL RIEE
Y L

2. AMBGDEBERHTICETIREN

AR RAF41 RAETERE {RAFHR feE s
FEWR TR <-60C KU oLl 24 & H FRREN

N 20°C+5C fPERY B —AKRHx— 24 & H BRI
TR 5C+3°C RUR koL 6 % A HIG N

AR E - MRR pHL B, M. S

3. AMBSOHERRABRE, ERX
filERBRERTA

NTF R~y T (7 v~ 777 1)

Rk
SO AT I BE T




V. ®&KICE89 5B

1. #if
(1) FEORXAH
BUS R E R A (N1 T L)

(2) BHIDHNE KR OHEIR
[SRENY )

) #EAla—F
PAROASA

4) HEOYHE
pH : 5.8~6.2
BT - #9 0.6(ZEEE R % D L)

TEVAAN 1 31 7 L & S KGR 20mg @ 2.3mL, AR EEN 30mg @ 3.3mL)IC THAR L 72 fs 5

(5) £t
EHFN ORI ORI - EH

2. BEIDOHERK

(1) BHES GEMHERSD) OEERUHMA
[EISRMP OFEHIZET HH LA OWT) CFAk 13 4 10 A 1 B HIREFE 712 )i NS
[ TEESSMOLHICET A TR LADLE] OERICHOWT) CERK 14 43 A 13 B B EGE#RES
170 NS E RIRIANZHOW TR L7z, BIMANIELTO L BD,

IR 7E4 HRRSY(1 34 T L h)FEDED TRINFN (1L /XA T V)

SRR R EE A 20mg TUHRNY T RRFUGEBT | ATV 3.36mg
LA % )24.0mg L-t ATV U EERYE KT 5.54mg

kLo —2KF 132mg

Y _— | 20 0.48mg

N RE 7 R EEN 30mg TURNY T NRFUEBT | L-ERFTS 4.72mg
LA % )33.7mg L-t ATV U ERYE KT 7.80mg

kLosm—ZKF 186mg

Y D L— |k 20 0.67mg

HE DAFNIE G R BN LD Fr A =— X222 =M VW CiliE S n s,
HE2ARFNE 1 N T V% B KRR EHE A 20mg @ 2.3mL, A EEA 30mg @ 3.3mL) CHiE LRI = ARy y <7 RRF
PREEA 10mg/mL & 7225 X 9 ICHEFIEI TV D,

(2) EREZEDORE
AR ANA

3) &=
PAROSA

3. BRBBROHEMRUVERE
AL

4. AHff
ARV



- BHIcEd 5RE

. BAT SHREED H SHKMED
H RO E R, TS TR HOR AR

. HEIOEEEFHTICETHREN
N R 7 G EEH 20mg

gV AR

#iii /N~ 7 (PVC, EVA #)

A BR ORI PRAFSRAE RAFIERE PRAEHI S
R A7 3R 5C+3C 48 4 A HEEN
s ERER 25°C/60%RH 48 4 H HFEN
. IRIm 40°C/75%RH | HT AL TV 6 t4 A HFEN
B i 25C
R H 1,200klux h i B
RERTEF - 41 SMBIOATR). MERGERS RS @), pH, K4y, A, M, s
* HHEE, i
/3 R 7 i EHEH 30mg
A BR ORI PRAFSRAE RAFIERE PRAEHI S
R AR 5C+3C 48 4 A HFEN
S ERER 25°C/60%RH 48 1 H HFEN
. IR 40°C/75%RH | BT AL TV 6 t4 A HFEN
e i 25C
R H 1,200klux h i B
HERIEE - %1 AMBLOAR). MERGAS R O @), pH, K4y, Bk, SIEE. s
* HHEE, M
. ARERUBREOREN
Ve« FBR ik R OSRAIFRRRE ORI (VI 1. ERALEDFE] 0EBR
EFRAKICEBREBEOREN
P TRIR % DIRAT AT RIFERE PRAFHIE R R
10mg/mL 5°C T T AL T )L KE 14 B B 7 L
25C KE1 AHE
RBREE M, FE M. i, AREPERhL TS
FREOREM
TR AT B RE RIFIERE PRIFS I/ ARG R
0.9%% T U 7 A | 03mg/mL, | HTF AL T L -5C RE1HM mEE b L
HESHE 4.0mg/mL #i N~ 7 (PVC, EVA, PO, | -=iR(17-25C) =N
PP ) T &E1AM
Wi A F/V(PE. PETG #)
5% 7 R USSR T T ANAL T IV

RBRIEE - AMEL EE M. Il REPERhL T ECE
PVC : RU M bE =)L, EVA: =F L Uit =L, PO: R AL T 1, PP: R Fur’Ly, PE: RU=F L, PETG: 7'V
a—VEHRY) T F LT LT HL—



V. ®HIZE83 %1EE

HARREMBF 21— T L DBEEMEHR

TR AT B RE AT L 728 T = — 7 OB TRAESRAE /M FRERRS R
KA
0.9%# k> F U 7 A | 03mg/mL, | PVC with DEHP plasticizer FEiR(17~25C) =FEWX | ELER L
SR 4.0mg/mL PVC with TOTM plasticizer T
5% 7 N v BET SR PVC with a PE lining .« 6 FRFEIFRE
LR Y v ViR » 120mL/hr OO Tk

REREE AMEL AR, ME. Dl RV
PVC : RU b=/, DEHP : 7 # VR E AQ-=F)L~F L), TOIM: U AU v Mg Y ZQ-ZF )L ~F L), PE: KU =

FL v
FRELE T NA2—LDOBEEERE
TR AT Bk RE I U727 o v B2 — DB TRAESRAE M HER R
ME
0.9% k7 Y 7 A | 03mg/mL, | PES. PVDF, MCE FEiR(17~25C) FEWX | EL LR L
TSR 4.0mg/mL T +43 72 [ R A
5%7 R U FEESK ¥ (Wi
LB U > 7 ViR

AURIEHE - SMEL [EIER, MR, RIEPERORL T 4K
PES : KV =—F /L A/LRY, PVDF: RV 7 v{bE=V 7> MCE: EAEIR—ZATAT )L

FESTRKIC & Y ARR L2 (10mg/mL) & BASEXZEMREIE S X T L (CSTD) & DEEMHHER

Itk DRI FFil L 7= CSTD OHEEM'E ‘fﬁﬁﬁfkﬁ'ﬁ
E=¥/5) ABS. acrylic, AC, EPDM, MABS, PC. | W bHEMEANTH D, WMEIZHEETDH LD
PI, POM, PP, silicone (oil/resin/rubber), SS. | 7228{k72 L, HEICL - “C . HENTHD B
TE DOREMERBRLF PR END Z Endb T

72, W% O BHRBESR GO T 11
A —(FLEE - 022um BAF, HELEME : PES,
PVDF, MCE)D#tF & #4545,

RERIEE - AMEL EE M, i, REMENRL TS

ABS: 77 Vn=h I AT HEIEAF L AC: iEMR, EPDM: =F L7 n b Ly YT /) ~— MABS: AF NV AX Y
L— 727 0un=bI AT EIT U AF L PC:ARY H—AR—F PL: RUA YT L POM: RUAFTAF L PP:AKRY
Ty, §S: AT ULV AAF— )L TE : BAa ¥, PES : AR =—F )L A)L7R, PVDF: RY 7 vk =V 5> MCE :
BEE/ILa— AT AT )L

8. FlIENDEEEL (MEIEFENEIL)
Bl —O R T7 A 2 FH L oA & ORI 513/Th7en 2 &, foER L RER N &,

9. At
A LR

10. &3 - A%
(1) EEALEGRE - AF. NENBRGER - SEICHT O1F]
A LR

(2) a%
X R TR EEN 20mg ¢ 1 NA TV, X R T A EE 30mg 2 13 A TV

Q) FREE
A LR



V. ®HIZE83 %1EE

4) BHROME

1.

12.

RATIV BT R
= R RN
XYoo  TNANI=TA TTARAF Y

ARBH SN D EHME
Y LR

Z At
LR L



ARICEHTSRE

1. PEERIFHHR

3.
(M

(2)

A YIRR T 15 FRES L B 9
()19
ARFNTHIR GIBRTAE 7R RIS L RORRRL #4561 52 & L 7 BRI o0 i 2 BN AR B S L

MRERITHRICEET HFEE

5. MEEX I RICEAET 5FE

5.1 DS AALSIHRIER (T L 7 ARTR VIR A &m%i&ﬁ’ﬂbf AH & BT EGT 55412
W R ARBR (AL AL B U= R O RITTE R4 OWT\HI%ﬁWEJ@@@Wﬁ%%ﬁL\Kﬁ
B M V2 et 2 43 SR L. EClsRE ORIREZITH 2 &, [17.1.1 BR]

5.2 ARHFIOFHi OMEIERE & L CORIMNER OVZ 2T L TR0,

(i) 1319

5.1 DAALZAFRERITHE U 7RG UIBR R RE 72 RIS b R2 88 126 L CARKI & Bl 59~ 2 BiziX, THEAR R
WEl DAL, Kﬁ@ﬁ%%&@%éﬁ%%;Ltl%AH%mmﬁ%[mmm]’ﬁ&%h%h
72 BE ORNRFRIEE I E SV T, BB 2 EYIORIR T D L OFE L,

52%%-%%%%%& B DARBNOAGIE K O 2% et U R RBR G IS b T Rn s &
MOERTE LT,

RZERUVAE

BERUBAEDM#ER

HE AL i TURNVY T RRF UGB Z)E LT A 1.25mg/kg((R )% 30 50 LL BT
CHREFFEL, 1 m&R 52 3EEsE L, 4 HEIIARIET S, Zhax 1A 7 0e LTERGEZ#D KT,
7L \1E§&qum¥%ﬁiﬁw:& 7B, BEOWRBICLVEERET 5,

NRA7 v Y A7 Ea ) EOFHT 2561, @E, AL i RN T RXKRFUGEEBT
Ffaz)E LT 1A 1.25meg/kg(R )% 30 40 LA BT CORERE L, 8 1 B354 2 e L, 38 B I3k
s, chzx 1 A7 0e L TREEBRYIRT, 727710 \lﬁikvfuﬁg%ﬁK@W:&oﬁk\
BEORIEIC LV EEEET S,

AZERUAEDHRTERE - 1B

< B 5>

RIGUIFRAEE 72 PRI B Bl 1Tt AR 0 FE R OV &%, MESE T AERER [EV-101] 123\ THagt
Si-t%., ENE 1R [EV-102] [ZB8WTHE UHELROHENS B ARNEE IZHEH FTRETH D 2 & 03k
BINT, S5, EHEELEZE TMAHRE [EV-201] K OWRGERER CH 5 ERR I FEH MAHRER [EV-301]
WCBWCHHES N, FFELWRR T oy NI RZTa 7y A Ve b0 T 2 EnmEnizl eEns, B
OHEROCHEEZRE LR D,

<ANAT7 ) XTGBT ) & OOF EE >
RIGUIBR R e/ IR I F R BF 13T 5 A 7 1 ) X~ 7 L OO HFIEIZB T 5 A8 O FHER OH &EiX
WAV T o/ TARRER [EV-103] O H &M 28— MIBWTHRE S v, [EERILFES AEER [EV-302] @
EI Kﬁ@ safety run-in part TR UMER O HEIZEIT 5 BARNEE O L BB R S 7,

. FEERBR Td 5 EV-302 iBR D global part TRl S 4L, GHFELWWANKX T 4y N A7 T a7 7 A
/wgf %)71 LT ZENREINTEZ EnD, LEOMAERUOCHEZRE LR 9,



V. BRI HEE

4. RERUVAEICEEST SR

1. RERUVAZICEET 5FE
1.1 Xarvnw ) X<v7 (B rHz) DSAOFUEMERER & OOFHIZOW T, AR VL2
AL LTV,
7.2 PD-1/PD-L1 BHFEHFNC X 2IBWRIED 22 B 123 1T D ARFI HAE 5 O H M & OV 413N LT
l/\fcﬁb‘o
1.3 AR EIC LV BWERNREBL L 72358101, UTOREREZZEL T, K- & - P35 &,
WEOHZ
Tk o B B h&E
WERE R 1.25mg/kg(Fx K 125mg)
1 BERSI R 1.0mg/kg(Fx K 100mg)
2 BB 0.75mg/kg(F K 75mg)
3 Be s 0.5mg/kg(x K 50mg)
BV 69~ 2 RHE, Jalig Je OV 1k SE
BIVEH FREES AL,
JEIR DS BB B 455 | Gradel PATIZ[EE 5 £ TR
Grade2 WEBET D, RELEAIE, BIER, 1 BRI
wXIE—HETRSHHETE 5,
. - Graded .| - Gradel LUFIzEIET 5 Tk . B, 1
PR ' (:;"SV)";S&;°;‘%‘T;;§£§§ P S LM S R
BIE (TEN) L cEBELESGA. BEPIET D,
+ Grade4
- SIS XI¥ TEN BIHRIET S,
- Gradel DL FICEIET 5 F TIRIEST 5, BIEE. [F
Grade2 —HETHREHERTE D,
£ B E * B3 LY A, Gradel LU FIZEIET % & CIRZET
%, BIEHR, 1 BREREEL CRGHRTE S,
Grade3 ULk BEHIE3 5,
Grade3 MBEE 250mg/dL LA TFICIEIfE 35 & TIRES 2, (A
e I Hg, A—HETREHHTE 2,
Grade4 BEHIE3 5,
- Gradel LA FICEIIET 5 F TIRIEST 5, FIEE. [F
Grade2 —HETHREHERTE D,
A= 2 —m RF— c B3 L7, Gradel LA FIZEIET 5 & CIRZET
%, BIEHE, 1 BREBEEL CRGHRATE S,
Grade3 ULk BEHIE3 5,
AE, iy =S HUE Al y °
;f@f”%”(m‘mw S B 5L, 4E Gradel B FICIEIMT 5 £ CHIET
Grade4 b, HEE, 1 BelEEE L TG HTES, A
DY L WA G hikd 5,
1 4) Grade 1% NCI-CTCAE ver 4.03 IZ# U %,
WEIHKE<




V. BRI HEE

ot =
BIVEH FREES L
Graded Gradel LA FiZBIE 35 £ CIRIES 5, BIEE, [F—
HECTREHETE S,
- Gradel DL FiZIBlE 35 £ CIRIEKES 5, BIfE%, 1 B
PR Orade3 BB S — P B O R B,
Graded BBk, XX Gradel LLTFICHEIE T 2 F CRES
5, ME%, 1 BEEE L CTRGEITE 5,
Grade2 Gra@el PITICEIET 5 & TIRIET 5, BIER, 1B
i L P R P L TR G R TE 5,
Grade3 DL - B35,
Gradel LATXUIN—R T A NZEIET 5 F RIS
o = Grade3 b, [EfEH%, | BMEE IR B CREH T
RSO EIER 2.
Grade4 BH5HIET 2,
£ 4) Grade 1% NCI-CTCAE ver 4.03 [Z%#E L %,
()

1.1 Ra7 vl X< 7 LS OHEMIELER & ARHF & OOF IR EOA M R OV 2 it U7 iR 5
BRSO TN ENLRE LT,

7.2 PD-1/PD-L1 BHFEANC X 2 IBHEED 72 BB D AKHEAMEL 5-OF 0 K N2 % et L7z
PRI ITE DN TN E B RE LT 19,

1.3 FRZAKNCEET 254 L L CIHEREZET 5 TRERSE), MiEE ), TEifE . Rt =a—na
ANF— 1 VEREEEI (R JEE LA L T EREAME | RO TRVEMERE R W ONSZ O Mo EIE
FIZDOWT, AREIONREE « Ji & - PIEEMED B L 2R 2720 BRSO R FER 0O S i FH i 55
TRELIZHERETA T4, BEMONEZRE 2R E LR 19,



V. BRI HEE

5. BRPRAL#E
(1) BERT—2/\vF7—
< Hiph#e 5>
(FHmE D
5 3@ o
" e B i B 5 F5 i G R O R A
il i (R =]
ELE|
9| W | TN T AHRRER | ek 28 HRfiZ 1 ¥4 7L L L | Nectin4 Z I+ 2B | IEEHR., L
I | 4| [EV-101] ' | S4pEhre KA 7D 1, 8, LV | UC XiFxZOMoEMEEREE | 24kHF, AL
A 15 HHIZARAI05. 075, | BAEA T 2BH 213 f blgee
1.0, 1.25mg/kg % 30 43%> | 73— K A : 87 {4
R »X— K B: 524
GE/INHR Rt 22 18 f1), OF
Sy B 16 0, Bk hemEE %
BT 2B UC B3 18 )
sN— | C: 74 4
ENE RS | et 28 H% 1A 70 e U | BEETHE O3B UC o | FFER. T
W | [EV-102] ® | Z&EM YA 70D 1, 8, KO | HARANBRE 19 4 & 1Mk, 2
I ENHE 15 HBICAH 1.0 ik | A#E: 104 FEILIR 2 R
1.25mg/kg % 30 437>F T | BEE: 9 f
RIREE
% EIBSIEIFIEE TAH | e 28 HR%Z 1A 21L& L | =7k— bk 1:PD-1/PD-L1 fiE | FEEH. £
| | R Ak VA 70D 1, 8, KO | AKX CAERIUEEEREANC | RILH
¥ - | [Ev-201] 19 | EaE 15 HBIZAH] 1.25mg/ke | £ DIEREEHT 5 RDPTHETT
i S EhHE % 30 3 CAERE | TR UC B 128 B
4 (BAN 9 f1-2)
Z7Rk— b 2 : PD-1/PD-L1 B
Flc L 2BEBEZA L, B4
FRPUEMEERE A K 2189
BRI VAT T F U BE
MRS T H D R AT ELT
STEREME UC B3 91 Bil(H
AN 5 B
% FERILFES AR | A bk AFKIHE 28 Bl Z 1 U4 | &R RBEMEELA 2 &1 | HEH, 7
m | |38 Ak INELEYA IO, | {LFEIEREA L, PD-1/PD- | & 2k, i
¥ o« | [EV-301] 20 | Zg5k 8. KU 15 HBIZAA | L1 FHEANC X H158H 3L | B3tHE, (b
i 1.25mg/kg % 30 Z323F T | IRREMBICIHRBETRRO S | ik & DLk
4 R ERE ATo RN O R T AT 30T | eakBR
(b piERE - 21 A% 1 | BB UCHRIGEIBRTRE /2R
A7 NE LETA 7 | R BE 608 FI(HARAN
D 1 HEIZRKEZXE/L | 86 #])
75mg/m?, /X7 U X xR | REIEE 301 Fl(H AN 36 4)
175mg/m? X % vinflunine | {LSEEIERE 307 BI(H AN 50
320mg/m? % ¥ 5- 1)
*1 : BEH%k

*2 TR 2T 1 FlaETe




V. BRI HEE

(BEBEEH
R |
S
" s . . o e
m o o 551k KGR e OVE Bl % RERT A v
[ i (B 5]
LN
| VE | I RERRER 3 E MMM TAAI 0.6 XL | Nectin-4 Z 34 2 EMHETE | FEEH. 2t
I | 4| [AGS-22M6E- 1.2mg/kg % 30 53 i) T | BB HEE 9 6 &[]
H 11-1] W
<A T Y X T GBEEEZ) E OOF L >
FFAmE B
2|
B2 R . N .
o | Y2 . KRG e OVRE Bl RBR
Hi S B 551k o, R
o BT CE S5 FWA
w |
5 WO 1o/ 1 FEWE 2 R— R =R — k@ 10 4 HEWH. 2
I FERER (R 21 A& 1 A 70 & L | RFTATHESOTEERBME UC & | SR IER (&
/ Fe[RIEER) ™ T EVA IO 1L KRS | FDOOIH, RIGHFENOVAT | Ml 2k —
I [EV-103] 2V A HIZAHK 1.0mgkg XL | 7 F U AWEISOBHF(—RIB | b, LK =
i 1.25mg/kg % 30 32 T | BB L IXHASRPUEMERE | A — b [=
RMEE, &7 001 | BAlZ S0P RIERICHE | A—FA] .
HEICANAT oY Xv7 | L7 BE(CRIBH) adk— kK.
200mg % 30 43 2> F TR 343 FTYA
FiE ZR— kA : 40 5 iz kB H
ak— kK : 151 4 i (H &
JERaR—Mad—hA): | (HAHRGEE 74 6 g = R —
21 HREIZ 1 Y70 L | PEHHRERE © 77 41) F D B
T ETAINVD LIRS | RIGFENPOVATTFUR | B, TJ04
HHIZAA] 1.25mg/kg % | @)% O RFTHEITHETERE | 2Mb(m A —
30 3T CRIERNE, 4 | PEUC B (—RIBH) r K DR
A 70D 1 HBEIZANA )

7 v X<7 200mg % 30
Gy T TRl L

B M ak— Mad—FK):
< HLKIB 51>

21 HElZ= 1 127 v e L
T EIA 70D 1 KO8
A HZAA] 1.25mg/kg %
30 43 M) AR
<PFHE5RE>

21 HElZ 1A 2710 & L
T EFA 70D 1 KO8
H HIZAH] 1.25mg/kg %
30 Sy TR E, &
YA 70D 1 HEIZNRA
7r ) X~ 200mg % 30
Ay 7 TR R




V. BRI HEE

E, &Y A7 1 HA

<\ R YU Al 2
BT IERE >

21 HfZ 1A 270 E L
T, VA7 001 KO
SHEIZF AV X E Y
1,000mg/m? %, &A1 7
AD1HBIZVAT T T
> (70mg/m?)™2 X3 A1 LR
TIFUEETA RTA
SNIHEV, AUC4.S YT
AUC5mg + min/mL %4
)& 1R B 50
134 E DR SCEX A
PR R DFEEHIE > T
FERE

< HA A Safety run-in>
BB IR <AH|+ 2
Tl X<wT7EE>IZEC

A &R PUEVEIRS A 2 & e

a7l w7 {bRIERE
200mg % 30 237 ) TR 444 31|
R (2 BHAA 21 41)

HA A Safety run-in : {L55%
TEIEED 72\ T EA T ST
M UC O HANBE 3 4

- -

%ol | s ‘ RH R O B i

w (| ewen | 0 e (e8I P v

% | EH |EBRIEFREI | Ak <AEH|+RLT Y X | ALERIEREO W R AT EST VA

I | N | R g TRE> MEXFEERBE UCHRTEEIBRA | k. FFE

| o+ | [EV-302] 2 | Huypdhfe 21 HiflZ 1A 7 v & U | RB7ZRIRES LR )BT 886 Bl | . sk
1 T KV AILD 1R | KEI+_AT7 ) X~ 7 ht e, (b2
4 8 H BIZAHAI 1.25mg/kg 442 {3 L L DLt

% 30 )T C TR (9 HHAAN 19 fi) LR IER

*1 o HEEEE 2R — b ERas—hEKR— b AROZ v F abar— MNas— b ERBERT =2 Ry r—V o8 e 5,
*2 L FEFEEOBENC LV LERGAIT, 2 BRICKRE ST,

HARFN OGRS AVTZFIREUIZN R, TRIGYIBRARE R L) Th Y, AL O, TEE, A,
TURNY =T NREFUGEG ) E LT LA 1.25mg/kg((RE) % 30 4y LA BT CAdEFE L, 1[5
Z3EEE L, 4 EEIXKRET D, nE 1A 70 LCRGE®RYIET, 72720, 1E&EE LT 125mg &8
ZRNWZ &, 2B, BEOREBICLVEERET S, NA7a ) AT ER R ERT 2581, B,
BANIZIE, = hRYy <7 RRFUGEERETABEZ)E LT 1R 1.25mg/kg((RE) % 30 40 LA BT CTAREERHE L,
W1 ERE A 2 EERE L, 3 EEIIRET S, ThEa 1 P 7 e LTEREERVIEYT, 72720, 1EREELT
125mg A2 &, 2B, BEORBICLVEEHET 5, | Thd,



V. BRI HEE

(2)

ERPREEIEAER

< B 5>

DIEWNE T F58R [EV-102] ¥
JRPTEITHESUTERSME UC O BARNEE IS, 28 HiMZ 1 A 7 v LEFA 70D 1, 8, KOV15 HE
(CAH] 1.0mg/kg XIE 1.25mg/kg 2 ERNEZR G L7 L &, WINOHETHLERMERBO bz, AFIX, B
FTES T T ERREVE UC @ B AR NBFICKR U CHUEBE 2~ LT,

EARFIOER SN BELCHREIR, W@, ZAE, =vFmry~<7 «*F‘%‘/(f{ﬁ%%ﬂ*ﬁ&z)& LT 1@
lﬁmﬂgWiﬁﬂo\uhﬁffﬁﬁ#&L W1 EE A 3R L, 4l BIRET S, chE 1Ao7
ELTHEEGE/VIRT, 72720, 1EEE LT 25mg 27202 &, 2B, E%‘@m WXVl ERET 5,
RAT R A T@EETHIEZ)EOHHT 28603, 8%, kAL, mvdsvy <7 AF?/(L{E%%EEEZ)
L LT 1E 1.25mg/kg(fR )% 30 %) uiwffﬁﬁ#&b W1 A E A 2 EER L, 3 BIRET S, Zha
LA 7 0e LTEREEBYIET, 727210 \IEE&LTI%mg%ﬁK&M:&Oﬁ%\%ﬁﬁﬁn X viEE
WET 5, | Thd,

D%VQRF%?)/ﬁmﬁm

REFIRNFZ G ZICBIT Ry ~T RREFUREKR O MMAE R & Fridericia =02 & 0 ffiiE
INTZR=AT A U NHD QT ZAL&E(AQTCF) DR ARG I RET VIC K VIRF LTz, A1 71
1O 15 HEIZEBT 2 3EEO 1.25mg/kg B5% O HmLVY <7 XKF U KT MMAE @ Cmax O %
TSI (20. 1 pg/mL & OF 3.94ng/mL) % FAV TPl L 72 AQTCF 1E, Z4LE 4 6.17msec (90%CI : 1.83msec,
10.5msec) 2 T8-3.14msec (90%CI : -15.8msec, 9.52msec) T > 7=, E7 /L TR L 5 AQTCF fED Fr il 95%
Cl @ EFRIZ 20msec & TEI->THY . WTILHEMIRE & AQTCF OMICHEHIICH ERMBEITRD &
Nl moiz,

<ANAT Y XTGBT R) E OOF R >
DEsh g 1o/ TFERBR [EV-103] (HE#IY 2 HR— 1)
EV-103 55k O &l 2 8 — MO AAN Sz RFTETHE UTEEBME UC B35 10 810 5 B, =]
PR (DLT)*Z AR 0 P IR BRI (A 1.25mg/kg+ L7 1 U X< DG ZIKIE LT 1 2R &
&9 BI(AA] 1.0mg/kg+ L7 v ) X<7 3B KL OAA 1.25mg/kg+2L7 1Y X~<7 :64]) TDLT
ZRHIE L2, W OHETY DLT (34 5o -o7z,
*DLT |3 &M 2R — o5 1 %4 7 VEQL BRI T L7-, ST 2IE, SHEOF A 70 1 THRESH
DIRBRIEDP 5D 75%LL LR S Si- 8% D 5 5, DLT fEM#lE 458 T L7- X% DLT #HEHRI §ic DLT %
BOTTXCORE L Lz, fHMIABTICEEI LU TIORTAEERLZD I B, AKHl, FAFIKORLTr Y X
<7 O L EEMD Y LHESNEE% DLT & L, B, BEFLORENRRLT 0 Y Xv 7 Do & B
P LT ESNTZHEAIEDLT I3 S Rholz,
+ Grade3 DL _E ORI EE 72 IE MK FEE EHS
- Grade3 UL O FEWELF BRI IE
-3 HIM &2 TR 5 Graded O4FHPERJE
» Grade4 DIfL/IMRIDIE, ST HI ML 2 fE O EZ2AVALE 2 8595 J OV U i/ MR 2 259 % Grade3 o 1/ Mz
DRE
o JEPEER L IIEIR O 220 Graded DI
V.5 Q) AERERAR <27l X~v7(GBEFHEEEZ)E OPFRHEE> WAVE 1 b/ TFEER
(EFEILRFRER) [EV-103] | OESM

EARFNOAGB I N HELOCHEE, HEE. RAZE, s Lrvy~<7 /\“F‘%‘/(E{ﬁ%%ﬂﬁiz)& LT 1 H
1.25mg/kg({K )% 30 4 ubbxif SEREL, W 1R E 3 EER L, 4 WBIMKETS, k11 o0
ELTEREEMBVIET, 720, 1EEE LT 125mg #1202 L, 22k, 5%%‘®4j< W E 0l EEET 5,
RAT R YR T@EETHIEZ)E T 2861, 8%, AL, mvdsvy <7 A]\%/(Lh%ffmﬁ%)
L LT 1 [E 1.25mg/kg(RE) % 30 43 LA BT C 5{%5%&@ B EE A 2 HEsE L, 3BTRS S, ZhE
1A 70 E LCEEEBRYIET, 72720, 1HEL LT 125mg 2B\ &, B, BEOREICLVEE
WET 5, | Thd,



V. BRI HEE

2)[E B[R 25 M AERRER [EV-302] (H A[E A @ Safety run-in)
EV-302 iR~ A AR NEE OMANZBRIGT DA, ALFIRIERED 72N s B T TR UC(HR
TRUIBR A REZR IR G FROE) 2 95 BARNBEE 231, KAl 1.25mg/kg+<A7 1 X<7 200mg 73
B I, KA+ T7 8w ) X~ T OFHEIEO LM, AEMER Oy ENRE 2 7l 2 B KEA O
Safety run-in % 32t L 7=,
et =42 1 7 FEBSITHARRBEA O Safety run-in D7 — & % 312 3 Fl D H AN B O 224 % 580
L7ofE5, 20T DLT 13818 ST sk O FIRIEDS H R NBE TL AN OREMENH 5 Lm0,
HANERE D EV-302 SERICSINFRECH D BAEE Lz, (TV.5 (O1) AMEREIAR <271
U A= 7 (Bis i z) & OB RE> FEREIERFEIERER [EV-302] | OHSH)



V. BRI HEE

) HERICIEFRHER
< Hp 5>

1) #4hE 14AER [EV-101] "2

HE

Nectin-4 %38 L T D EEBME UC X2 O oo T [E FE IR O B % 6T SIS ARH D 224k
KOS E e & itd 5,

BT YA

E2 TN LN TN

5

Nectin-4 Z 388, L CW A H8M: UC XL O fh oo M [E IR o 8 201 4

S— bk A RITRBICHEHIME USRS U 7= B [ 5 (A I % [ < )0 FR 3 87 151
23—k B 8B OIE/ NI £H 18 HI(INSCLC =24/ — 1)

YL BB 16 BI(OC =2 — )

EHSREREE 2 A 20 UC B3 6 BRI =2 74— 1)
N—+ C: F = RA L NRERCPHZ X DIEGEED H 5t UC B 74

TR AL

c LITFICRE Y+ 2 85

@ — kA, 78—k BRI 22— FFUVS— b C : fREEANCHERR SN2 R S B o BAT B
FE(HEDE, B da, IR SUIRIE) D B (7 LR o bA R ONEA AR B ks & L7z), 73—
N AIX2014 458 A 28 H S 2016 45 1 A 19 H F TOMAM., {RBREE Sl £ (22 & 7l
TRRICHRPUME ST B3 Lt o EVEE IR (AR 2 bR AT D RE LXIG L Lz,

@ X— F BOC 24— b : Ml r SUTMALF A THERR S 472 2 7 — P I/IV )UXFEFREMED
R PEIRERE . IV USRI MENE I 0 S T, ASSRPUEMERA 2 Gie L U A v
WZRDIRERERH Y | IRER UTIREE T% 6 7 HUIPICET LB

@ X— b B NSCLC =7R— bk : M0 XU MIRFA9IZ NSCLCUR - B, B/ B X
IZ5HEANBED NSCLC) & 2l S - i

cLITICRZ Y 3 2 8

@ <— [ A, /%— |} BRI a7/R— hRUNSCLC 27—k, /$—k C : Nectin-4 FH O
DT OIEGHHAREY 7V 24— H T & L BH (Nectin-4 O H-2 =7 150 LLE, JIEAELL
HOBETHERRE BT RESNIZBEEET)

@/ X— | BOC =R — b : JFIHHHOSUTHEREARR O Nectin-4 ¢ H-A2 =7 % 150 LA E

c LUTFICREY 4 2 8

@ —hF A, =K BNSCLC X XOC zh— b : IR BICD R E L 1 LY A LD
{LZBRIEN N TH - = BE @SB UC BE TASRPUEMEIEEAZ X—2 & LR
PR &I S-S A R, ABFEERE S OIRIREOF A b

@ 3— | C: EBIER%IT CPLIZ L A5 E A3 5 HE

- Response Evaluation Criteria in Solid Tumors (RECIST) version 1.1 12 X 2 JE FIAEIRE 2 H 5

% B

+ Eastern Cooperative Oncology Group Performance Status (ECOG PS)23 0 3 i% 1 D%
» LUFIZRE ST 2 MiRFERE 2 A 4 2 A (R O MEl$ 51T 14 A LA O AR L ER S 3f/)vk

i 2 52 ) 72 JRE TR BRAM)

@ i Bk % - 1.0X10%L LA E
@ /MR E : 100X 10%L B E

@ ~Tt /ot :9gdL Lk

LIRSS T o BReE R A 0 8E

@ X— kA, /=K BNSCLC 22—k, OC 24— b KO — |k C : Cockeroft-Gault 2 X
24 BERIBIR CRE L2 LT F =202 U T Z 2 A(CrChAS 30mL/min LA |

@ /%— h BRI 27— b : Cockeroft-Gault .13 24 B Z IR THIE L 72 CrCl A3 15mL/min
LAk, 30mL/min #iif

CRE YL E ENSEYEM ERULN)O 1.5 fFLL FoRE
< MIET VT 2 ED 2.5g/dL Bl E DB
CTARTGRUERT I ) b T AT 2T —P(ASTYEA ULN @ 3.0 LA FOHBEERI = H—

K TIX ULN @ 1.5 f5LL T O BHE)




V. BRI HEE

TR BRI
(0o %)

T IG=0 T2 R T AT 2T —B(ALDES ULN © 3.0 2L FOHBRERI 24— b T
ULN O 1.5 LU F O #84)

s 7m b m s E R E B LAY 1.3 R A AR TRUE L7 ULN A F o B E (bt
BEEPREEZ T TV AEAIL 3.0 LLT)

e

F7RRAN I AE

« Grade2 UL OB E= 2 — o NF—Z2 AL TV L BE

+ Grade2 UL EOE#HNE= = —a XF—Z A0 L TV B BFHE

s ay bR AREORRIRRIER A AT 5B

TRBRIEOYIEIR 5-51 14 H LRI OFUEIE R IR 7-3E, @ik ALFFEE, £/ 7 n—
FOVHURRE L, BORBREE R DML & & ) 2 IR & Z T - BE (= X b a U F R
Bt o R HNFLIE I 5H T D BRI & L COHiR LR VIEEERRLS)

cEHABEO AT a4 N (prednisone P 40mg/day UL b)E MEL L 3 B0 REICBIES A A E
FEPRO LN TV D EE

< IRBRIEOYIEIR G 14 B LAINIZ P-gp FHE AL EHEAI TR 7) 72 CYP3A FREAIZ & &S
7B

IRBRIEOWIEIEE 58 3 42 LA B O FEPE RS O BEAE 23 & 5 BAE UL LIRS 2 S 7 BBk
IS DFRATIR AL & 3 5 B (BANELS O g JaPR % ICHEIT R A LT W R T
RIS ARG, BRI CROBBIZE TP OEUEN 4 KT 4 TR Y 27 UTBIK Y 2 7 ORFEPERT
S XX SERYIBRD i S e BRI O B AR

SRBERO WA G-HT 3 0 A LPNIZ =2 b i— LR B OFEFRIR IR R MR O BEE &
HTHBREE Y Fa— L REOERIE L 1L, ~EZ 1Y Alc(HbAlc)AS 8% LA T
JRIRNZ X & 22 W BEIRISRER [Z IR XUX L] Va1 9 HbAlc 23 7% 8% Al DIRAE L L7x)
c RIS IROREEZ BT 288

@5 B D EYIE XA S (A I 2 55)

@ HifR

@ F IR A D BETE

@ % ML UXIKIFE(A X7 FL U XE[MERA L TWAEAIT IR 4218 L CIRE:

TS Z LN TERVEE)

@ Fr— /LREONECGRIREER T &3 5)

@ = F L RB TR OMIEAE, BN, 7 RUBER, FLBEKME IR

PR FLEARE E
e

Wl 77 1k

=10

AT S— M A, BERORCOOEREINTZ, H3—FEblT, 28 AfZ 1A 7048 L,
KA 7D 1, 8, KOS HHICAHKZ 30 5000 CRmEE Uiz, 1R 51%, ot
TR DOBR TEX RO EFEN R T 5  CRE 2k L=, IRREoR S5 EIL, ~N—2
FTA UREOEREIZHE SO TEH L, R—RA T A VEEOERED D 10%LL OB H 6=
A AR LG A 3R G m A AT Uis, TRBRIEHE GHm UG T 55 5 ARUARR I,
BEOKREN 100kg # B2 -5HA1X. KEZ 100kg & LTHEZHEH L,

SN— kA AATE0.5, 075, 1.0 XiE 1.25mg/kg % 30 437 THEMEHEE L=, HEWHE=
F— F T, RIEAEFNGREGZHE L, RRMEMTD) R O 0 AHERHELE H & (RP2D)
et Uiz, S I3 E ERGE S F R A (mCRM) & AV 7z,

s%— 1 B:NSCLC @d—k, OC 27— b : /=K A TRP2D & &72A%K 1 8] 1.25mg/kg
% 30 43 CEMEE L,

23—~ BRI a7 — b« A& 1A 0.75 X% 1.25mg/kg % 30 30> ClilseE Lz, 581X
343 FHA CERAWTHEB 217, RI 28— N CoOHBHELRERIC, #HEHET
BAE OMABANEBMN LT,

=k C: AFKI 1A 1.25mg/kg & 30 53 CRifiifE Lz,




V. BRI HEE

ARG #5#E UC non-R1 Analysis Set & RE RN SRAE & L CHAMEZFHE L. SAF # W T
(m3%) LRV TAG L 7o, MERIREMEDOLT) OFHHIZI1ZN— ~F A A& 23/ — F & DLT-
evaluable Set &2 V7~
Full Analysis Set (FAS) : IeBRIER 522 T -2 TORE
#2FEPE UC non-RI Analysis Set : FAS @ 9 5, /3— | BRI 24— F O #BEF LS OB UC &
£
Safety Analysis Set (SAF) : BRIk SNIGBRIER 542 T 22 TORH
Dose-limiting toxicity (DLT)-evaluable Set : /X— ~ A F & 28— h XiX/%— ks BRI 2R —
MZEER S 4L, DLT BEOFEN Tl /TREThH o - BH
P EE H <HRE>

- BEINZZ)2(ORR) : it RGN R(BOR)M FEEZR(CR) XTI /3 Z(PR) & HIE S - /B
FHOHFEG, Rl ark— NS OERME UC B & Rl 24— b &2 Z R E RN LEEL L7,
< JE b e —/LF(DCR) : BOR 7% CR, PR XIFZ2E(SD) & HIE SN/ BHEDEIE, Rl =
B— RS OEEBME UC B3 & RI 22— b & 220t Lakh L 7=,
« N E TOHAM(TTR) : TREREER G514 B AN CR XX PR 23ERR S 7z H £ CTOHIR
JEFZEOF(SOD) : EF DK & S(&TOEMFEDEDOF)DR—AT A VinbOELEE
BH L., B5BRGH%OENREORIN R /NS WE X OELEZ R KEEME IR E L
CREAM
o MR A AT IR (PES) : 1RBREES 5B D BRI X DT XUTSE T £ TO IR
- 2ALFHARI(OS) « TRBREREE GBI AA S RN B & 9 BE OB E£ TO AR
- ZEhHARI(DOR) : i #IZ CR 3UIE PR A3 HERR 47z H 2 S EE 2N L 2 ImEEl T )UIse
F COHIR
< s>
cHEES BERE, S Z0Y a2, DEK, ECOGPS, IREHRA, Himik
<IEW@hRg - I >
+ ADC, HUA(TAb) & U MMAE O IfiL i 1 313 ifi 4 o g g

HE)AFR TIE prednisone ITRAB TH 5,




V. BRI HEE

(RS AR
A
ORR
HEM UC non-RI M M IC 31T D HEE ORR (% 36.8%(95%CI : 29.18%, 44.88%)Td ¥ . BOR L7k
7E CR 78 8 Hl(5.2%). FEE PR 2% 49 $(31.6%) T >72, ZDH 5 1.25mglkg BE 112 T, #E ORR X
42.9%(95%CI : 33.55%, 52.55%) T ¥ . BOR [ ZHEE CR 23 5 §1(4.5%). #eE PR 73 43 $1(38.4%) TH > 72,
RI =78 — RNIBINFRMT FAS TOHMEE ORR (% 44.4%(95%CI : 21.53%, 69.24%)CTdH Y . BOR [IfEE CR 23
0 5], FEXE PR 2% 8 f5(44.4%) T - 7=,

EHHIZ S (ORR) (Ex#8ME UC non-RI fZHT IR EM)

IR UC IR UCCPL (— s ;\_ be
Total 1.25mg/kg 1.25mg/kg {?fﬁot% i’fg rh o
(n=155) (n=112) (n=89) (@=74) (n=74)
e B ARG 2R (BOR), n(%)*
€ CR 8(5.2) 5(4.5) 3(3.4) 3(4.1) 8 (10.8)
TifeiE PR 49 (31.6) 43 (38.4) 35(39.3) 28 (37.8) 25 (33.8)
SD 52 (33.5) 32 (28.6) 28 (31.5) 26 (35.1) 27 (36.5)
PD 28 (18.1) 20 (17.9) 15 (16.9) 11 (14.9) 8 (10.8)
FIEARE 18 (11.6) 12 (10.7) 8 (9.0) 6(8.1) 6 (8.1)
e EFBHIZ 2 ¥ (ORR)
€ ORR, n (%) 57 (36.8) 48 (42.9) 38 (42.7) 31 (41.9) 33 (44.6)
95%CI® (29.18, 44.88) (33.55, 52.55) (32.26, 53.63) (30.51, 53.94) (33.02, 56.61)

HE)FAS K QMR UC Analysis Sets O ORR [ZIEBRAY ERRIC L BHE, 28— F C D ORR IZHHRHEH Y, N—2F A EOMH
B WEBEFILHEARRICE T,

T %=k BRI 24— h&R<

I RECIST version 1.1 12#-3<, #EE CR/PR X, A7a< & 28 HRENE, SDIZRIL Tik 49 HREMED 2 SOMEZENIC L v flE S
ni,

§ 1Eff 45340 15(Clopper-Pearson 1)

DCR

M UC non-RI AT *F SAE M35 1T D E DCR 1% 70.3%(95%Cl : 62.47%,77.38%) TV, ZDHbH
1.25mg/kg B TOfMEE DCR 1 71.4%(95%Cl : 62.12%,79.57%) T > 7=,

RI = 78— MIBANENT FAS TOHEE DCR 1% 77.8%(95%CI : 52.36%, 93.59%) Tdh - 7=,

TTR

H5R % UC non-RI T XI5 4E H1C CR XX PR 235 H AL B O TTR O FRAK X 1.68 7 A (#iPH : 1.4~
1117 H), 2055 1.25mgkg #5FETO TTR O FJAEIX 1.69 4 A (#iFH : 1.4~11.1 7 A)Th-o 7=,
RI 22748 — MEIAENT FAS C CR X% PR 235 HAL72 B3 O TTR O AL 1.77 7 A (FiPE : 1.6~5.7
HyThH-o7,

SOD

#81E UC non-RI MENT X REFICIB W T, EERNIERRETH -7 EFD 9> H, BOR 28 CR XX PR
T o 2 BEFEHNST Bl TORX—AF A @ SOD HRAIE 53.2mm(FiFH : 16~188mm), FEZ=5h1 80
B TDOR—=AF A >0 SOD HFHAEIE 78.0mm(HiPH : 16~305mm) TH ~7-, £7-. 1.25mg/kg B TlE, &
2hi5l 48 Bl TD_—AZ A > D SOD DO HFRAK L 52 2mm(FiPH : 16~188mm), FEZZHFI 52 B TH_— =R
7 A > ® SOD O Al 78.0mm(EFiPH : 18~305mm) TH - 7=,



V. BRI HEE

PFS

H2BME UC non-RI fiRHT R RAEHIC 51T 5 PFS D HRAEIE 5.3 71 A (95%C1 : 4.76 W H,555 1 H), 2D 5
% 1.25mg/kg # T PFS OHYLEIL 5.4 71 H(95%CI : 5.06 71 7,628 71 A)Th -7z,

RI =27 — NIBIIENT FAS T® PFS O HYfEIT 6.6 57 H(95%CI : 3.19 7 A,9.49 1 A)TH - 7=,

oS

HEBME UC non-RI fEHT S GAERIZ 3517 2 OS OH LA 11.8 771 H(95%CL : 8.64 7 A, 1475 W H), Z D
95 1.25mg/kg BET D OS O HRAEIX 12.3 7 H(95%CI : 933 7 H, 1531 T A)ThH -7z,

RI =275 — MBIENT FAS T? OS O HHEIX 9.5 4 A (95%CI : 5.03 7 A,17.12 7 A)TH -7,

DOR

HAF5% UC non-RI A#AT RIS AEMIZ351F 2 DOR O Rfili 7.7 7 H(95%C1 : 5.68 71 H,9.43 1 H), =D
95 1.25mg/kg BE TP DOR O HRAEIL 7.4 5 H(95%CIL : 5.59 B H,9.59 B H)Th -7z,

RI =278 — MBINAENT FAS CT? DOR O H Rl 6.8 7 H(95%CI : 3.55 7 A, #EEARA)TH -7z,

Z2

EIEH

SAF 2K TORIWEH ORBLEIE X 92.5%(186/201 &J)Tz%oto F2REWEH Q0% B) i, #55 92 #i
(45.8%). WiLZEJE 78 $1(38.8%). H.Lr 71 11(35.3%). MR IFE 67 51(33.3%). BAIE 64 1§J(318%)\ ES
FYPERE = = — 1 235 —60 #1(29.9%). FHI&KFZE H J‘%JIE% 57 B4 28.4%) L OBEIR B Ik K295 43 4l
(21.4%)ThH -7z,

RI 2275 — NBIENT SAF TOENWEH O BEIAIL 94.4%(17/18 By TH - 7=, E2BITEHQ0%LL L)X,
P K OWEIES 11 1(61.1%), KT =2 — 1 /35 —9 $(50.0%). FTHI&KOZE S FEES 7 Bil(%
38.9%). BLIK BRI 6 $1(33.3%). BABGE L ORI AR 5 Fl(4 27.8%) % OV 4 #1(22.2%) T
HoT,

FHCICESTZRWERIZ/ S— b CIZRB O biv, ZlsatEE R e i, MR, BERFMES 7 R—
AR OREEAZES 1 BI(% 0.5%) ThH - 7=,

DLT

DLT % 1.0mg/kg #T 14 fiH 2 fFi(14. 3%) RO BV, LB 1 61(7.1%) &% Ouf /RSN 1 41
(71%)1%07‘_0 R OFER, X—h A HEHiH 25— TIEMTD IZIFEIE L3272,

RI =7A— MZ31F 5 DLT X, 1.25mg/kg #£ T 14 BiIH 1 F(7.1%)NTHE 570358 H LT,

E)ARFN OAR SN REITNRIT, TRIGUIBRARE RIS RG] Th V. B OHEIE, THEF., A
TRV =T NRIF U (E R Z)E LT R 1.25mg/kg(RE) % 30 2y LA B CAmEERE L, @ 1 [
HGa3EERFL, 4 BEIXMAETS, Nz 1470 LTREEBREVIRT, 72720, 1B&EE LT I125mg &
iﬁzzm\:k B, BEOREBICIVEERET S, A7) Xv T @ETHRE)EFAT 2551, @

CERAIIE, =Ry AF%/@ﬁﬁ%ﬂ%@kLTlﬁlﬁmﬂgWEﬁﬂo\ukﬁifﬁﬁﬁ
EL\ e A 2 EERE L, 3EBIEARET D, ThE 1A 20 E LCIRGERYIEYT, 220, 1 EE
LT 125mg N2 &, el BEOREBICLVEERET S, | Thd,



V. BRI HEE

2) EFRHFEISE D4HEEER [EV-201] %%

HE

T T = v 7 WA > FIHEACPDIZ X DIRREZA L. A@RIUEMEEANIC L D inEL
AT 5. TASRYUEMIZANC L DWRER 2 AT T F Rl Cb 5 R
XTI UC AT T 2 AANHAINRIE DA ML R VL e 2 REd 5,

BT A

HEM, BB = A — S SRR

ISES

CPI (PD-1/PD-L1 BHEANIC X 2163 E 2 3 5 RTE T X 3% UC B3 219 4

cadr— b1 BERPUBMEEEANC L A15%RIE L2035 RPTETH O3B0 UC B#F 125
FI(AA N 9 "2 5 ¢p)

« akr— b 2 HeRPUEMEEANC X DIBHEN 2. MAANRRTY AT I F U E
DA IE O RFTHEL T XTI UC B 89 BIl(H AN 5 612 &)

SR EZ T I MEEST 22 B A

e B L E

- AR RIS SV RIS EROBE(UC : BB, B, RE SUIRE O 26T 2 BE(R¥ L
R~ S PR SO XIR AR o SR 1adiks & U, YIBRATRE e T T4 0 BB 13 BR41)
* PD-1/PD-L1 PHEFEANC L 169 IE 26 3 5 BT TH X380 UC o BE 0FaT - ik
P&k & LC PD-1/PD-L1 BHEAIZME S, 1R SULIEHEE 3 7 H UNICERX
ITHEAT RO BT )
U TOWNTNNICEZE T 585
@ L& RPUEMEIERC X 2R E AT 5 BE(aFR— N 1)
TR - IR L FHRE L L CHSREEELAO®R 52200, 58 TH 120 A
DINIZ R AR BEAT AR DT BE . TRPTHE T T80 UC Oia% &
L CHERTUEMEEA OB G2 Z T2 13 e 5 BE

@ 14 RHUENMIEEREIC L DIREEN 2 S AT T F ARG RTEISOBE (2 R— |k 2)
JRPTEEAT I SUTEERE: UC 1Tk LT AR PUEMEIEE A5 2 L 2 1REE) 72 < \ECOG
PS 2% 2, BMEREIK F(CrCl A 30mL/min LA b 60mL/min AKjifi & EF). & 5\ i Grade2
VL EOEEEDO W DOBBIC L Y > R T T F GRG0 B (AT - i)
{LFPRE L L CHSRPUEMEEEA 285 Shvizn, B&E5/&TH% 12 5 A LNICET
WIRD BN o T2 BT LA RPUBMIERAE G L LAl L)

+ RECIST version 1.1 |2 L A RIERIBEIRE 2 H 9 5 A&

-ECOGPS 2AaA— k1 TIX1LTF, adR— 2 TE2UTORE

R 2T A VDR A DL FICEY LB (A2 Y — = 7R/l 2 B LN O i3
DRV
@ [ ER G EL - 1X10%L LA E
@ /MR %L 100X 10%L LA E
@t/ bt :9gdL Ll
@RMiEE U/ E Y t ULNX LS BT, Gilbert 7 EE& DG : ULNX3 LT
@24 HBE R X 1T Cockeroft-Gault 2512 & % CrCl : 30mL/min 2L I
@ALT S NAST : ULNX3 BLF

A

e pRoM L

« Grade2 L EDEFNE= 2 —u RF—LEEME = = —a T — 2 A0 2 BE
- TEBEE D FARFIR R (CNS i 2 9 5 B
7272 L. CNS B OIEEEZ T T D BEIL, PO 22T THE1E2mER
O,
OCNS N AV —= JRiDD 72 &b 6 BTz o THRKRIIZLE T, N—2A
T A DR TH T LB IE R OFT AR D Hiv7e
OCNS BRI KT L CAT A FEEEET HGE 2 ML EIZb 725 T prednisone P
LR T 20mg/day FHY LA F O & TEE R 20
@ IR B A 22




V. BRI HEE

E R S
(53%)

- BITRIR(EEIRE, ETRIAE ST PINE)NC X D Grade2 LA EOBERIIC EE e FEA RO
b BE

7272 L. PD-1/PD-L1 BAEANC L % Grade2 LLTF D BARBRFEREAR TE IZIL T HAKEREIL T
JEZ AT HHE, FLEUVMAREEZZITTOLIERETHENLE L TV S EZITMAN
AIRE & L7o, SyEIEIZ & D Grade3 DL oD HURIRBSRE R TRE ST T RAERE IR TIEZ A
TLHEE, REERIEIC L D00k, KBk, 58 BERUIMIRR 2 /T 5 HBE, how
FERRIEIC X DA EFLUTKT LT prednisone PR T 20mg/day & LRI DEHABEO AT A K
EWEE LT D BB LT,

< IRBRIE OB R 3 AELAPNIC B O BEVEIEE OBERE 2 & 2 BE SUTLLRTIC I S v iz Bk
IS DIRAEIAE & H 9 5 BB (RANELIA O B 18R % BT RS b TR W IR F M
AISCIRE, IR CROBBIRT OEEEN 4 R T4 o TIRY 27 TR Y 2 7 ORI
SERIE ST 5E A UIBR S FEM S Tz BN O BB ITM A ANUATRE & LT2)
JEEWED AR AT ARET 2 A 3 2 BE (GRIRRIB ALK OB 1L, 1B Y ER S #EY)
IR STV D LI L7285 A8 13 A AN Z R 7))

cay ha— A RBORERBEEAETHIEE(2Y b — L REORBERBR LI, ~ET oy
Alc [HbAlc] 28 8% LA I JFIRIZ X & 72 W BERIFE IR [ IR U 8K] % ££ 5 HbAlc
73 7% 8% A O IRHE & L7o)

e

R TT 1k

WHEZ 1A 7 vE L, YA 70D 1, 8, K15 H BIZAA 1.25mg/kg %49 30 23T
TR EE LTz, 1RBRIER H0T, BT S)UIARKI O BE T X WS I BT 5 £ Tkl
L7z, IRBRIEOFE P IR 1T, SRR S ERIX S HE T L. ThUFIT 1288 2L
BERRA 2 FEh L, ZRE0EEM, ECOGPS K U (B DA 21T o 72, FEEITNED LI
7o BBE OIS~ B RIGIR & BbE T 5 72 I IRBREREE 5.4 Ik L7 B 1T L i, 3Bk
BHIR/A D 1 ERNT 8 M Z &, ZHLIRRIT 12 R 2 & TIT k™ D RIBHE M OVEFRILO
Rz AT > 72,

FAS % =BT G4E & L CHEZMEAFF L, SAF &2 W CL 223 M L 7=,
Full Analysis Set (FAS) : {EBRIEO 54 = T 722 TOBRHE
Safety Analysis Set (SAF) : IR DR 522 J e 2 TOME

FEFHHEH

<HZhE>
B R TS H 9] 8 (BICR) T O RN 2 35 < 7 & BB 723 # (ORR) : fix B A #F-l(BOR) 23
SEATRRN(CR) TS FE(PR) L HIE SN - BEDEIL

BRI H

<H 2>

- JRBH Y EATHE IS & D ORR

- JEGEAROFN(SOD) : JEE DK & I(A&TOEMIFEDRDOTFNDN—R T A b OELE%E
B L, &5HG%OENFREORIN R L /NE W E & OB bR E R KIS R & L
TR

« Z2hE CTOMBTTIR) : AR 558467 b iAIC CR XX PR 23558 S 7z H & ToO M
- ZHI(DOR)" : AT CR XIE PR D3ERR S 4L72 H 2 B B2 IWNIC K 2 BT )UTE
TFE oM

< B b E—/LF(DCR) (16 HIRFA) - IRBRIER 5-BH167° & 16 T DK T BOR 2% CR,
PR XIIZZ7E(SD) & HIE S iz BE OEIA

- IEEEIE A AT IR (PFS)” : 1RBRIKS: 5-BRAA D D BRI X 2RI XIIE T TO MM
- 2ATFHIR(O0S) : TRERSER: H-BlaE ) B KN B b 9 BE O F ORI

*: BICR K OVRBR Y =MD ENZh OfEICH-S<

<ZZafE>

- BEFRS, WIRRA., S 2081 v HRFTR, LERK. ECOGPS, RFHEA
<JEWEhRE - FS)F >

« ADC, #HLIA(TAb)K X MMAE O IfiL i o ST SR . Bk

gl

)R FR Tl prednisone [ZARAFETH 5,




V. BRI HEE

(RS AR

FEFEIEE

EERil

ORR

27— bk 1 TO BICR (2 XV 5 & 72 & ORR 1% 44%(95%CI : 35.1%, 53.2%)CTd Y. BOR THEE
CR 2338 BV B 1T 15 11(12%). € PR 23388 B VT2 B3 1T 40 FI(32%) CTH -7, a2hR—h 2 T
@ BICR |Z X 0 #Ffi S L7 & ORR 1% 51.7%(95%CI : 40.8%,62.4%)Td V., BOR THEE CR 2378 H
N7 BE T 18 111(20.2%), #EE PR 23388 B V7 A 13 28 B11(31.5%) ThH - 7=,

BT A RFE BICR) 5l (< & 4 FERHIZERNE (ORR) (FAS)

akR— k1 ak— k2
(N=125) (N=89)
n(%) n(%)
e B B G 2R (BOR)
file & CR 15(12) 18(20.2)
WeE PR 40(32) 28(31.5)
SD 35(28) 27(30.3)
PD 23(18) 8(9.0)
HIER R 12(10)* 8(9.0)%
fife /£ ORR(CR +PR) 55(44) 46(51.7)
95%CI" (35.1,53.2) (40.8, 62.4)

T RECIST version 1.1 {ZJ&-3<, e CR/PR IZAIEIZEZh2 6 28 H LR OBEEROBIRIC L 0 e Shiz,

I R=RF A RO EHEN 2o T2 BE 10 B, FHERHE CTH > 72838 1 i, O SD OHESLAEE 7= X 7o 7o 8E 1 41
EETe,

§ N—RTA UBOMEHEN 2D o T BE S IR SD OHIEREHER - S o T BE 2 R EET

i Clopper-Pearson %

Hy FATZH 201943 4 1 H(=d— b 1), 202049 H 8 H(mA— b 2)

a7k — bk 1 OFfEFE ORR O 7 7 )L—TfHr Tk, #E ORR X NZED 95%CLIZWF ot ~7 7 n—7
THEEKEMERESEBLS o7, FRIZaE— 1 2 OMEE ORR OV 7 7V —TFfrTh, &9
7 I N—T DIETE ORR O D 95%CLIZEAEM OMEE ORR  ONE D 95%CI & FH L ERZFRD 72
Nolz,

27— b 2 ® DOR FHli TR E 2D ETORBETEN. 6 WHU LOBIEMBAZGEL 2 HME L
T2020F 12 A4 BIZEMLZ3EHEOT =4 v A7 OfER, BICR (2 &LV 7 S 7= #EE ORR X
50.6%(95%CI : 39.8%, 61.3%)C& Y (Clopper-Pearson %), RECIST version 1.1 (233 % BOR TH/E CR
IERD BT HBE L 20 #11(22.5%). #EE PR 23558 - BE L 25 4(28.1%) ThH - 7=,

B REHEIE B

A

SOD
2T~h1TN—X?%V%_ﬁﬁT%ﬁ%%ﬁLka%%uow@ﬁgwwmw@?ﬁﬁ%&ﬁﬁ
WIS O/ NBFRD BTz, RERIZaAR— 12 TH, X—RA T A VRFICFHE A RER A 2 H L UV B

77 HID 55 68 (88%) TIABRMES 544 | Z G DM/ N3 i BTz,

TTR

27— bk 1 ® BICR FH4fi T CR X% PR 2M& 57238 55 61 C TTR O SRfifix, 1.84 4 H (FiPH :
HH~92 WAYTH -7z, Fiz, ad— k2 @ BICR 7fi T CR XiL PR & 5 L7 46 fHl TO TTR
O YEIE, 1.81 W G : 1.0 W H~72 W A)Th 7=,



V. BRI HEE

DOR
Z7k— bk 1 TO BICR {2 & %5 DOR @ Hdefiiix, 7.6 7 H(95%CI : 6.34 7 H, HEEARAN) TH -7,

728, CR UL PR B HNTZEBE 556D 5 6 24 Hi(44%)23 2019 -3 A 1 HOT —X B N4 7RER
TR EMEFRFL T e, 24— K~ 2 TO BICR ##ilZ & % DOR & HF X 10.9 7 A (95%C1 : 5.78 77 H,
HEEART) THY, CR UL PR BEFHNTEE 46 B0 5 5 18 f(39%)7H3 2020 -9 H 8 HOT — % 1
A TR RTRE ZHER L TV e,

AR— R 2ORTORNREET6 WAL EOBIEMMZG2 2 L2 HAYE LT 2020 4F 12 H 4 HIZHE
L7233 BOT =%y b4 7 OfES, BICR IZFHM 4172 DOR OHJEIX, 13.8 77 A(95%ClL: 6.41 7
H, #EERA) Tholz,

DCR (16 I 570)

:rT~ k1 C? BICR IZ &V i 4172 16 #EEAL D DCR 1% 55%(95%CI : 46.0%,64.1%)TH Y . CR °
PO BB 4 B1(3%). PR 358D DAL B IL 40 $511(32%). SD 235 DAL= 1L 25 £11(20%) T

a*oot Z7R— k2 TO BICR T LV 7l S 4172 16 HEEA D DCR 1% 64.0%(95%CI : 53.2%, 73.9%)T

HY ., CR VB LN BFIT 6 41(6.7%). PR 23788 HL7-BE 1 34 $1(38.2%). SD &S 7-BE X

17 #1(19.1%)T& > 7=, (Clopper-Pearson i£)

PFS

:fnL\~ M1 TIX20194E3 A1 HOF—% 1> b4 7 % TIZ 81 5T BICR nﬂﬂm:oté%%iﬁﬁmiﬁt
SFRW B AL, PFS O R IX 5.8 B H (95%CI : 493 4 A,7.46 7 A) T -7, — 2 TI% 2020 4 9

ﬂ 8 HOT—% 751y b4 7 F TIZ 56 $7T BICR |2 X 2 RBEIT UIFE T 0N FR &b%m PFS D H BT

5.8 7 H(95%CI : 5.03 7,828 W H) Tdh -7,

oS
akR—h1 TIE20204E9 HS HOT—H A1 v h7r7if 94 HDFETE AR AL, 0S D F Rl 12.4
B H(95%C1:9.46 7 H,15.57 B HY ThHolz, ar— 2 TERET—F D v A7 FTIZ 44 BIOIFTN

R 4L, OS O RAKIL 14.7 71 H(95%CT : 10.51 wﬂ, 1820 W A)Y TH -7,
*: DOR, PFS } U OS I% Kaplan-Meier {512 & 0 #£& L, Complementary log-log Z #1512 XV 95%Cl 28 H L7,

Z2
EIEH
AFNNFe G- Sz 214 BIF(BEAN 14 FlaETe), 203 F1(94.9%)RIERARRD Sz, Wihhoa
A= N THLNIZEREIEHQO%EL E)iX, BEIE 107 @J(so.o%)\ KPR = 2 — 1 /3T —92 fi
(43.0%). %57 92 151(43.0%). EAIFIR 84 £1(39.3%). BERAA 71 f1(33.2%). ol 70 $1(32.7%). T
61 1(28.5%). % 9 FEIE 59 5(27.6%). BEIRLIZIRELZ 55 41(25.7%). KRB 52 #1(24.3%). &N 49
$1(22.9%) Je O & 28k 46 151(21.5%) T > 7=,
adk— bk 1 TlE 93.6%(117/125 BDBFE TRIEHANRD Hiv, EREWEHQ0%LL E)ix, BEE 62
(49.6%)). 95 77 62 151(49.6% ), FHRIBER 55 1511(44.0%) RIFMERR = = — 1 /X F— KOO 50 £41(40.0%).
R A4 47 f51(37.6%). T 41 Bi1(32.8%). & 5 FEAE 32 Bi1(25.6%). FZRERLIEE 30 611(24.0%), AREHRED
29 41(23.2%). BEIR EIBARE 5 28 611(22.4%). &1 27 B1(21.6%) LN R 74 7 A 25 £51(20.0%) T > 7=,
[FARIZ, =A— b 2 TIE 96.6%(86/89 fil) D EE TRIMER A FE S Hav, EREITEH Q0% )X, BiEiE
45 1511(50.6%). RIPERRE = 2 — 1 /3XF—42 §1(47.2%). FZ55 30 B1(33.7%). AIGE 29 #1(32.6%). <
D PEIE K OBEIR Bk 2B 4 27 51(30.3%). MR A4 24 §11(27.0%). IREED 23 41(25.8%). & ifi. 22
(24.7%). LK OVFHFIA 20 $1(22.5%) T > 7=,
HEICESTZRWERIZaAR—F 1 TOHl, 2dh— b2 T3HI3.4%)NIHDHI., Lhfasthe N 2E R,
REHET ¥ F— AR OVEEBEENRE 1 #1(1.1%)Th - 72,

HERBWEANA LN IZBEDOESIL, 2AR—F 1T 19.2%Q4/125 ), =A—F 2 T 16.9%(15/89 #i)
Thotz, WTFhoar—hTh, BEEIEDN 5% EOEEREWERIZ /o7,



V. BRI HEE

FEYENEE - FEHE

IR

ADC R TAb EEIIWT O ar— hTHEGK TRICED L, EyBEmeiinyndbar—k 1
L ak— b 2 TIRIEREETH 72, ADC Ofci il iE PR E T AR 544 THFCH Y . Tmax O RfEIX
B 5-BHED S 0.0257~0.0285 H TdH o> 7=, TAb @ Cmax LN~ T 7L, [F UEIMARA > D ADC i
EXoEnoi,

MMAE EEIIWT O adm— R THREYA 7 VN TR IZEL 72572, MMAE O B — 7 & I3ARHKI&
Q@ZH%T&D\hmx@$%@@L&QDHT%Oﬁ@NMME®£%@%i:T~FIEHT—F

FIFFREECTH -7,

ER. /LRGN

G FME DR 2S 195 BIlOEE THEE Sz, ~N—RA T A VR 3 FlQ2%) THEEDHURGED LD b
., 055 1 HNIHRGEIBRZICH —FNRBENREO bz, N—RA T4 VRHZEETH - 72 192 4
D H B, T HIOBEDIRERIERE 514 (B (— R 72 BEE 5 6. FRcia72 Btk 2 Bl & e o7z, Zh b DR
FTA L Ta—a VT 7y a 3@ LR hol,

HE)ARFN O S T BRE TR R, MRIGUISRAREZRRIE LAGER) CTh v, AR ORA®RIL, HlHE, A
TRV T NREFUGEETEBRZ)E LTI A 1L25mg/kg((RE) % 30 23 LA LT CEMHEEL, @ 1 [
5%3ﬂ@ﬁb\4ﬁam%%¢éo:m%1%47wkbf&5%ﬁwﬂ¢ 72720, 1E&EE LT 125mg %
iﬁﬁzm\: Lo ek, BEORBICEIVEARRET 5, A7l XAvT7@EBETHERX)EATLIEAIT. @

CERAIIE, =Ry =T AF?AL%?@%K&LTIEI%mMMWEﬁﬁO\ukﬁffﬁﬁﬁ
E_L\ W ARG AE 2 Wi L, 3EBIIRIET S, ZhE 1A 7 0e LTIREZ#RYIET, 72720, 1 Fl&E
ELT125mg 2RV &, ol BEORREICEVEERET 2,] Thod,



V. BRI HEE

<RATr Y RXv T (BIEFE2) E OO HEE >
#BHEE 1 b/ I AEHER (IR £ REER) [EV-103] #%°%

HE

HEitE s — bk » ar—hA:

KENERLT 0 ) X~T Z20RES Loz ek ORBE 231 5,

ak—hK:

B IR SE YR E (BICR)IZEE D < e E SN 7= B BIAIFRDRORR) A FEIE L LT, &AL~
L7 v ) X<T O S L-BoOFIEE R 2G5,

N kA VA

HEBR, SHEILFEFHREE 24—~ JERkam—b [ah—F A] | adh—F K), 3+3

TYA N LD HEWEE (R B 24— hOAFEN), 727 MMu(2 8 — b K O4i%H)

HEARB TRIE ST 2k — b0 5 b KRR LN SO iR T — 5 Xy r—v 0 ak—hor
Ak

ISES

FHEWE 2R — (10 #) :
JRFTHATHE XTI UC BB D 9 B RIGEN DV AT T F 0 Al O B (— IRIGHR) A
U < (TSR PUEEIESE A 2 & T PRIE R I L 72 BB (CIRIBIR)
< AF 1.0mg/kg+~2h 7 v ) X< 7 200mg/kg &5 : 3 4
< AF 1.25mg/kg+ L7 1Y) X< 7 200mg/kg G- : 7 HI(D B—IRIEHR 5 B)
ad—k AMQO By « =R — ~ K(151 f : HFIEG8E 74 B, OF R 58 77 1) -
KIBEP DOV AT T F U ARlIE O SR T S UTERBE UC BB (—RIBK)

T B R YE

< FRRRRAICTERR S T R T TYE TR ME UC(ERE, & i, IRE XUIRE D) AT 5
B

« RECIST version 1.1 IZH - 72 IERIREIR A & A3 D A

- HEE 2R — b (@)Y A7 7 F U REIL(RBRB(LEAMOHENIC L 5)Th v /T
SOFEERME UC 1256 2 RIEREN WAL . IO AR E SR 2 et 1 LY
A LA ORI UTTRIE S IR BT 2B T BE

caR—FAROK: VAT ITFUOREIGTH Y . FPETHETEEBE UC 1ok 5428
PIEEN 2 < S BIT 12 4 H BN AR U IR A 2 5 Lok 2RI X 2 A aiHiBh
PESUIIBAMBRIEZZ T TR WEE, VAT IF ARG &L, UTFToEH#ED S B
D LH 1 HBICEYT S A L ERE LT

@ =7 — | A : CrCl 7 30mL/min LA | 60mL/min A, ECOG PS 78 2. S,/ H K pEFE
=OER, LS IV AT T F KT D IEEE

@ = — | K : SRER{RIEE #(GFR)30mL/min LA_E 60mL/min i, ECOG PS 78 2, Grade2
DL B Xd= 2 — 3 — 7 DIEH S NYHA)DEERE 4 BT 0. AR42(ECOG PS 78 2 O
BAIE. EhiIc~EZ b 10g/dL Lk, GFR50mL/min A ET&H 0V . NYHA (OHERES
FMOOLARRERBDIRNT &)

« PD-1/PD-L1 BLEAN#EMHs TH 5 HBHE, 7272 L. PD-1/PD-L1 BLEANC X 2168EEZH LT
WRWREEMENR B D Z LD IR ERIEICHR LT, AKX 1fho> MMAE ~X— 2@ ADC
ERWRIRERA BT 256, AR XIINLT7 0 U X7 (W TN ORIERZ &)

KT DMBIEE AT DHEEIRBN ORI L,

e pRoM L

- LT OIREE AT 2 B3 : Grade2 UL EO SRR ITER) = = — T —  IFE)MEA I
RIUIABIETERR, 2> b — VR EOFERFE, FrRstEMRHEE . SR, ST
figese

cEHERAT A RSO GEIEIR Z LB LT o REDBH

- HOSUERBOMERENE 2 — M ERas— b A), X 2 FLNICETTRR %3
LT A EEE A CAREREDOEE (2R — N K2 AT HEBRE

< HIT(6 7 A AR TOE A Ry FAMZEH . IHIIE A X2 b, REEROE, LEZE)ORE
FEHITHHEE, /2B, NYHA DEERESHEII S IVO A2 BB (REMWIE 28— O
27— b A)RTD'NYHA DEERESTEV O LAREDOBEF (2 A — N KIFRE BRI LT,




V. BRI HEE

w77 1k

Kar— R EbIZ2l HRAZ 1Y A 270 E LT, &1 HELKDS HRBAIZAKE 30 535 0F TR
WHE L, R 70 X7 E0HAKRS LZBFIE.41 BRIZAT 2 Y X< 7 200mg
R Lz,

FE# aR— b

AFI DG BIIBEHAESL 1.0mg/kg & LT 1.25mg/kg £ THI Lz [Xa7 0 ) <73
TR HAAOHRHBEEZRET D720, 343 T VA 2O THEOW 1TV, HE
HIFREEME(DLT) 2 374t ]

aR—h A ak— b K: AKFOREEIT 1.25mg/kg(FH &MY 28— b TRIE L HELEH &)
E LTz, adh— b K Tk, B2 AR HEANE G IR +RAT7 0 Y X~ 7SR
1: 1125 o2 NIZE ) T 7=,

AR UIRAT 0 Y X T ORGT, B5HIEEENCHA 5 £ TR L7Z, a7 1 X
~ 7 OFE T, IRRIEY ER D EE ICEIRAE AR OCBEER & 5 &Il LT5E ., W
HATHZ b CX 7, WIEO CRYPELE, 2 Bl EONAT 0 Y X~ T 5 E2ETe 2 YA
I NV EOIRBREOI RG22 FIBEFD 55| fEESILZ CR EHES L, 22D 8 A
7 Q4B S SNTZEEIR, a7 n ) A~T7 o5 2PIETE R, ZOHA. K
KOG IIE TE T2, AT Y X T ORGL, KR35 A7 LVE TR TE 7,

BRI FAS, Z2aMlE SAF Z 5 RICHEM L 7=,

FAS : B 5 BIZ D S TIERIEDOB 5. 22 1T 1= T O HE, —RIGEE L TAA 1.25mg/kg
+R_RAT B Y X7 200mg & PG S R o AR — F(N=5), 2R— k AN=40)K
K(N=76)D e & 4

SAF : FAS & [RAEkDBE

DLT fBHT I B4R - TV.5. (2) BERERRE <270l v 7 (B\x Tl z) & OB
%> DiEsh s 1o/ IAHRER [EV-103] (HEWiEaKR— b)) OIESMH

BRIEE

FEFLEA -

BICR (2 £ 5 ORR(= 74— k K), Z&MEROEFMEFREEE R —F, 25—k A)
RIVGHGTE R -

BICR (2 £ % ORR(AAEMiE 2k — b, 2k — k A), Z&MEROERM(= A — b+ K), DLT(H
W R — b, EEEEHEEE 2R — N, ak—MA)

PREBHIFTATE B

HyEie(= A — hK)

TeE ORR 1%, i BMAZEHEE CR XL PR & HIE S 7= B OIS KO 95%CI %
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hefE [A] 12.88 8.97
(95%1Z X (10.58, 15.21) (8.05, 10.74)
NP — R 0.702
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SN—T1:<65 % 49/108 66/111 0681 (0.470, 0.986) —a
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=755 25/52 39/68 0.908 (0.548, 1.507) —_—
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% 25/43 25/44 0.881 (0.505, 1.538) _—
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K sl a1/87 87/117 0.706 (0.479, 1.043) e
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BIIRE DT LT,

TTR
CR 3L PR 3G B2 B X, AAIRE 117 Bl R OMEFHIERE 53 Pl Th -7, TTR O REIZEh TR
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JEBRICLEMIN S S AT TF U IIA VR T T F o A ET L ARIENRIG TH 5 & Hr &
nr-#g#

e BRAM L

< ARHI D MMAE % &t ADC OGN & 5 BHE

c BHIRA T — DV ORKE EREA S D, EEEEICR LT PD-1 FEEAIIX PD-L1 REAO#
BIEN G 5 B

cay ha— A AREOFERF AT HEBE

- HEE SN 12 ARG CH B BE

* Grade2 UL L OREEME X I TEIRME= 2 —a XF—2 AL TV D EE

cEHED AT A RO RS 2 B L 5 R

R TT 1k

KGBEEARF+ L7 0 ) X~ T HXT A RPUEEERA 2 & T L FRERE OV
M1 1 DEBRTT UFLTEY T2, 7o X MMbi, VAT T F e GG A
i), PD-L1 FEL S (BB SUTMERRE), HiEsE H ) T2 LI L0 Ehlik L7,
FHEN+_RAT ) X<v TR

20 HZ 1A 7 0E LT, AHl1.25mghkg % 1. 8 HEIZ, NXA7r ) X~7 200mg % 1 H
FICZNEN 30 000 CTREFEL, a7 e ) X< T3 AFI OB GHK T 168130 5 0H
EaEBWTHRELZBIE L, 2B, a7 nl) X~708EI3RK 35 A 7 VvETE L,
AENEGAIZHONWTIIY A 2 3D FRZFRE LR Do 7=,




V. BRI HEE

AR 1%
(DOF)

H 4 R PUEMEESA 4 & T b s R -

2Q0HZ 1 VA7 LE LT, FAUZEY 1,000mg/m? % 1, 8 HAIZAMEEL, AT T7F
¥ T0mg/m? XUFANRT T F A (EEDOTA BT A4 T, AUC4.5 Xid Smg + min/mL #H
WEYE | B HICERSAIRICH R ERETVRD SR E Lz, B, k617 1F
TE L, ASRPUEMREEAZ ST b RIER OHRRIE & LTT N~ T ORE23 5 L,
BRBRIEOB G503, EIT(ER T FHE [BICR] 12X Y #EE L 7oREEl T XL R R
1T). BEFESR, IR, BRI EAIC X 247, 57z 25uomisi o Blts, B B & OHECE
EHELQUIN), IFRIEE I L HIEROK T, BERRERY A 7 VEOET ., AEFERIC
B L e\ W2 Ot OB 234 U 2 & Tl L7z,

ITT RN AR, 1R 9ER0 AT ATRELE . PRO BT & S AL M 2 BT S B 4EF & L THRIME
Z 3l L, SAF Z AW T2t 238 L7z,
ITT TR ER « 7 v Z AMEENT= TR TORE
RPN R ATRELER « 7 U A MEENTZBED I B, N—R T A VIHTHIEFTRERRZE D
D ERE
PRO fEHTXIGEM : FAS(#¢ 5B\ Bh & TIRBRIEOR 522 T =T X TOBE)D 5 5, PRO
DR—2F A FHlD 1 DL EOBER %5 T Li-8#&
SAF : 1R 5220 =T R CoRE
X AAREA O Safty run-in [IZ2WTiE, V.5 QBRRKREERE <Xia7nl) X~
TEBEBETHBZ)E OO ARRE> 2)FEBIEFEE AR [EV-302] (HARREA O
Safety run-in)] DIHEHR

FEFHHEH

<HRME>
AAFHIF(0S)
T X AMEA PR Z 72\ H £ TO M
BICR T & % MBS HEA 17 I (PFS) ™
7 ¥ 2b G BICR I & D BBIHIEIT N EANCEER I N D, IR Z DRV ET D
W RNR R AN A U D £ TOHIM
OS & PFS EW 4L ITT AT R TRl L7, J8Rln 2777 > 7 g™ (2 X0 il p
fii% . @RI Cox B NP — RET AL AP — REEKOZD 95%Cl ZFH Lz, Fl
fEIX Kaplan-Meier {E% FIWTHEE L. 95%CI IE complementary log-log transformation {% %
WCHEH L, Fh, WIEhbFERICHE L 7 7 — 7™ & 5 L7,

IR EAfZE H

<HE>

BICR |2 £ % & #lHZ8%)2(ORR) 2
EE CR 3 PRORHICTZN S 28 B 15 LARRICHEIE O 72 3D O EEHE % i) & HIE S
-BREOE S
TEF LR FTRESE 2 k5 & L7z, HEE ORR @ 95%CI 1% Clopper-Pearson {ECHEH L, &
1 EL#sE 12 1% Cochran Mantel-Haenszel #iE™ % V7=,

ZR IR (DOR)™
CR 3IE PR DN HERR(Z DILFEE SN2 b D) I T B, WEEIT RN RIICHER S
ToHES, SUTSER & D72 WL F TOWT RV R E TOMIR
RPN Rt A REEH 2 x5 & L=, DOR OHRER T 6, 12, 18 B AICKIT %6 %
Kaplan-Meier 1% HIWTHEE L7z,

BERET U I APRO)IHADHEE TOMM [TTPP] | 26 HEFO i IRV VA D~ — R

T A SOV )
TTPP (X7 > X AMEA D BEAOMEENRD bz B ETOHME Lz, RAOEEIIDO
BPI-SF OEM 3 bRV A DR AT RNR—RF A ik 2 JBL B, XXQEM
7 A% L DD OIFEOBIE ] IZBWTA YA A/ FEREO®RIE L HEE LT 2 B L
ZilZ L ERE L,
PRO Mt G 4E M &%t 5t & Uiz, TTPP (XI@HIa 7' 7 v 7 RESIC L 0 il P %, BRI
Cox tEfFI NP — REF S (2L Y HR L OZE D 95%CT ZHiH L7, #RfElE Kaplan-Meier
Ex HWTHEE L. 95%CI % complementary log-log transformation % W CTHEH L7,
26 WRED I HIRVIF A DN— R T A 16OV REIL, BPI-SF OB 3 T Vi
] DAATIZONT, KEMNERAET /V(MMRM)® 2 AW T, FREICBIT 5 —2F
A B OF/N BB R O GRER ORI TR ERHEE LT,




V. BRI HEE

B EFAmE A PFS K TY OS O S B FINCHE O A, FEDRIRFHGE H % BICR 12Xk % ORR,
(23%) TTPP, 26 WD & IVVFHRDR—Z T A S O FHELROIEICHRET S Z L & L,
< gEapE>
BERS b
PRRIFMEEE | A A~ —H —(Nectin-4 H-2 =1 7 72 )0 FF At
BICR IZ & 5 i B G ZNF GBI & FERIBNFINN— R T A VD Nectin-4 H-A 37 %
O TER LT,
Ehghe Rl
*1 : ECOGPS 730, 1 Xi%2
*2 . RECIST versionl.1 {2552 & |
*3: BRIK T . AT T F UG, PD-LI BEE, sk
*4 AR, OANFE, Mg, PER]. ECOGPS. R MEERRE, i, PD-LI BHE, VA7 T F Uaiat:, sBHhr, Bk
*5 ;BRI T EEIH(65 mEASH I 65 LA L), PERI, HU R ONF o & MEBRIE (3 A7 5 F i, PD-L1 #8if, IFEB)
*6 1 REAL, AFER(65 TRAT T 65 IUL ), PRI HUR, N—2 T A4 VRO TRBIRVRA] ORaT | X—=2A 5 VRO EA
A FEJRIEOBILE ., M), 7 o7 MEEIR T (AT 7 F aiarE, PD-L1 5BLE, FiE) R ONAE & IER 022 AAER % 1l
Lz,

(F—4& Ky hA7 1202348 H 8 H)

[ERBRAS ]
FEFEIER
Aot
o
0S DHIEIIAAK+~L L7 1 U X~ THET31.5 5 A95%CL: 254 5 A, HEEATR), AL RPUEMEIE
Kl ETefbFHIERET 16.1 W A95%CI : 139 7 H, 183 B A)CThH o1z, KA+ Tnl) X~ 7O
OS X, B4 RPUEMEIER A% & T L FRIEREIC R TH B RIERE DSRGE S L7z (A~ — KR 0.468 [95%
CI:0.376,0.582]. Wiffl]l P fi£ <0.00001 [HZ SN 72501 A R b & FRICHEANSHRE Lo A B KN 0.01548]),

SAFHE 0S) ATT B REH)

i B AHF+~_hTw ) X~ TR H R BB 2 5 T b Fa R
B (442 1) (444 1)

B

A U N DFAE LT REBIER (%) 133(30.1) 226(50.9)

i [A ] 31.5 16.1

(95% 15X ) (254, —) (13.9, 18.3)

ANP— R 0.468

(95%1ETHIX[H])S (0.376, 0.582)

il P A <0.00001 *

s WA EKHE £ 0.01548

RN > FA T H 22023458 A 8 H)

2 JE@BI Cox LAY — RET M K DAL & O g
DB T s RE

s HEEAR ]

| = wn =+ —+



V. BRI HEE

E4FHE 0S) (1T B REH)

100 2EFHEDRE
e - AAUNE/BIE B[R] (O5%(EER )
90 7 : — A AATOURT TR 133/442 315 (25.4, EEAA)
80 - B RMENEEEFECLEEEE 226/444 16.1 (13.9, 18.3)
70
&
g 60
%J 50 4
o 401 SEIFIRRE
= 16.15H 8
30 -
201 mRIAT (BRIET : X755 8. PD-L1 RE R, T E15)
10 4 VK2 (95% EEX M) =0.468(0.376, 0.582)
o | PfIPiE*<0.00001
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38
at riskﬁl éﬂi#%ﬁrﬁﬁ (E)
i+
Ngmyxeje 442 426 400 304 376 331 270 222 182 141 108 67 36 22 12 8 1 1 1

BERAENESH
S 444 423 3983 356 317 263 209 164 125 90 60 37 25 18 12 7 6 2 1

*1 : X Kaplan-Meier 54 FIWTHEE L. 95% (S X[#IZ complementary log-log transformation 4% VN CTHH| L7z,

*) : J@R] Cox KN — REF L
*3 . Egljuﬁ?yﬁ@ﬁ



V. AEIC

LR

SEFHR 09 04 T YL — TR (ITT BT R ER)
SRR, B (1~ HIH)

A FHl+ BEREMEEA

HFN—7 NLFOVXT T8 EEU{bEEER NF—=KE(95%CI) *
21k 31.5(133/442) 16.1(226/444) HH 0.468(0.376, 0.582)
3

65/ K — (39/144) 19.7(58/135) —a— 0.461(0.300, 0.709)

65l E 31.5(94/298) 14.6(168/309) - 0.484(0.375, 0.626)
A&

BA 26.1(104/308) 15.3(162/290) HaH 0.466(0.362, 0.599)

Z0ith — (29/134) 19.3(64/154) —m— 0.458(0.292, 0.721)
Hoisk

E[# N 25.6(40/103) 21.2(42/85) —a— 0.705(0.443, 1.120)

R — (56/172) 13.9(110/197) i 0.396(0.280, 0.558)

NaGIME — (37/167) 16.4(74/162) —a— 0.406(0.271, 0.608)
T3

B4 31.5(101/344) 16.6(172/336) HH 0.468(0.364, 0.601)

ik 25.4(32/98) 14.6(54/108) —r— 0.507(0.321, 0.801)
ECOG PS

0 — (44/223) 18.4(94/215) —r— 0.364(0.252, 0.525)

1~2 25.4(89/219) 13.1(131/227) HaH 0.544(0.413,0.718)
FHEBEREE

EERREE — (38/135) 18.4(45/104) —r— 0.533(0.341, 0.834)

TR 31.5(94/305) 15.6(180/339) oA 0.459(0.355, 0.592)
RS

g 19.1(43/100) 10.1(67/99) [ ] 0.474(0.316, 0.710)

# — (90/342) 17.9(159/345) HEH 0.470(0.363, 0.609)
PD-L1RER

&I (CPS<10) — (53/184) 15.5(99/185) i 0.435(0.311, 0.609)

ZRE(CPS=10) 31.5(79/254) 16.6(125/254) i 0.492(0.368, 0.658)
VAT SF RIS

3 5 31.5(69/244) 18.4(106/234) i 0.528(0.389, 0.718)

TS — (64/198) 12.7(120/210) = 0.428(0.313, 0.585)
IR

P 25.6(108/318) 13.6(182/318) A 0.470(0.368, 0.600)

s I NE D — (22/103) 27.5(39/104) —— 0.461(0.273, 0.781)
B HERE*

EE 26.1(24/84) 18.4(44/95) —r— 0.508(0.300, 0.862)

BERE — (42/165) 16.4(78/162) —— 0.437(0.296, 0.646)

hEE/ EEREE 31.5(67/193) 13.3(104/187) = 0.501(0.365, 0.687)

1 5
AR R LTOX TR > o B HIEED
—  HEEATT

*1:

AT RUE UM L7,

*2 1 J@RI Cox LB — RETAERIR T« AT T F ik, PD-L1 #EBLE, i), 77 v—70 55, sk, PD-
LI 3B &, VA7 7 F UMISEC WL, Y%7 7 v—7 LS EERIN T & Lz,

*3 B RRITIR B O RE B 5B IS E Lz ifiE 7 V7 I = U EICFES & R L7z CrCl 2B Cockeroft-Gault % FV N THE
L7z, IEH : CrC1=90mL/min, #EERETE | 60=CrCl<90mL/min, R : 30 =CrCl<60mL/min, HEEEE : 15=CrCl
<30mL/min

S R OV AT T F VIO 7 7 —FI2 o0 TE, 7V F MEBRITEE SN ERREEOIIC K-S,



V. BRI HEE

BICR |2 L % PFS

BICR (2 X % PFS O FRAEIIAAI+ L7 0 ) X~ THET 12.5 4 H(95%CI : 104 7 H,16.6 7 H), A4
BN A & T L FIERE T 6.3 T H(95%CL : 62 1 H, 65 T H)YThHh-oiz, AAl+~Ln7n ) =X
~ 7 BED PFS 1, AERPUEMEIEEA 4 & Lo/ P RE R R THBRIERE DS GE S o (A — Rk

0.450 [95%CI : 0.377,0.538], ifill P & <0.00001 [ZFHR{IZHEE LTz

BEKYE £ 0.005] ),

BRTIRIIPRHTE BICR) I & HEIBE AL FHIRM PFS) (ITT B ARER)

i AHF+~_hT v ) X~ TR H R BBV 2 5 T b s
- (442 1) (444 51l
SHEH A A7 ] |
A R DI UTIEBIE(%) 223(50.5) 307(69.1)
hefE [A] 12.5 6.3
(95% 1Z X (10.4, 16.6) (6.2, 6.5)
NP — R 0.450
(95%1ETHIX ) (0.377,0.538)
A P fE" <0.00001*

#: A EAKHE £ 0.005

|| : RECIST HA4 KT A > 1.1 IRICE:S < BTN H Sk E
§ : BRI Cox bl — RET T L BALFRE & O il

9 :@hla 7 v 7 RiE

BR TP RHTE BICR) 12 & HEIBZEEFHIM PFS) (ITT BT REH)

100 AN/ IE PRIEIR] (95%(SFRR)
90 - TARLEAENTRE — AR LTOURT T 223/442 125  (10.4, 166)
. 125718 —— AEFHEREEAL SO ERER 307/444 6.3 (6.2,65)
=
w107 ERIEAT (BRIET : &R 75F ot PD-L1 R E. &)
E 50- .} IV —K 2 (95%fE#IX ) =0.450(0.377, 0.538)
=3 H{IP{E*3<0.00001
F 50-
]
2l | mEEEE R M
=) 6.31H 3}
% 9 My
20 1 - "
10 1 o e
O_I T T T T T T T T T T T T T T T T T
0o 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34
at riski WEBEEFIIN ()
A+
NgmixejE 442 409 361 303 253 204 167 132 102 73 45 33 17 6 3 1

Ef%ﬁfﬁf%ﬂl 444 380 297 213 124 78 56 41 30 19 8 6 5 3 2 1 1
BUltPRER

*1 : FYLfEIX Kaplan-Meier %% AW CTHEE L. 95% 151X M1 complementary log-log transformation {%% VTR H L7,

*) : J@RI| Cox HfflNH— FEF L
3 J@hln 7 T BOE



V. BRI HEE

BI& T A RFTE BICR) 12 & 2 WIEEBAFHM (PFS) DY T J )L — T ' (ITT @t R&EH)
FEBEFERRE. B (TN BIE)

A FH+ B&RinEMEEA

YFTIN—7 NRLFOYXTTH e U{LREEH NH—=FE (95%CI) *2
S 12.5(223/442) 6.3(307/444) HIH 0.450(0.377, 0.538)
Fip

651 12.7(75/144) 6.4(88/135) i 0.446(0.321, 0.621)

65 E 12.0(148/298) 6.2(219/309) HA 0.451(0.364, 0.558)
A&

[SPN 10.4(168/308) 6.2(207/290) HoA 0.482(0.390, 0.596)

20t 22.3(55/134) 6.5(100/154) i 0.387(0.274, 0.547)
Hhig

B[ S 12.0(58/103) 6.3(55/85) T 0.555(0.376, 0.818)

Fem 10.4(94/172) 6.3(144/197) i 0.502(0.383, 0.657)

I — (71/167) 6.2(108/162) o 0.350(0.255, 0.481)
TR

B4 14.6(168/344) 6.3(233/336) HiH 0.442(0.360, 0.544)

Ttk 10.4(55/98) 6.1(74/108) —m 0.490(0.336, 0.714)
ECOG PS

0 22.3(93/223) 6.7(146/215) Ha 0.362(0.277, 0.475)

1~2 9.3(130/219) 6.1(161/227) HH 0.534(0.420, 0.678)
FHEGFEEE

_FEBREE 12.7(69/135) 6.2(70/104) - 0.497(0.350, 0.706)

T ERREE 12.5(152/305) 6.3(236/339) A 0.437(0.354, 0.539)
&k

" 8.2(66/100) 6.0(78/99) - 0.534(0.378, 0.755)

i 16.4(157/342) 6.4(229/345) HH 0.425(0.346, 0.524)
PD-L1RIRE

EFH (CPS<10) 10.5(105/184) 6.3(127/185) HaH 0.501(0.384, 0.653)

SHRM(CPS=10) 18.5(116/254) 6.2(176/254) HiH 0.415(0.326, 0.529)
LRTSF B

b 14.6(117/244) 6.5(149/234) - 0.483(0.377, 0.619)

ERting 10.6(106/198) 6.1(158/210) HEH 0.429(0.333, 0.553)
SR

P 10.4(176/318) 6.2(238/318) HiH 0.452(0.369, 0.552)

1 I SERD — (38/103) 8.3(55/104) —a— 0.400(0.258, 0.621)
BHaEs

sy 18.7(38/84) 6.7(61/95) —— 0.461(0.299, 0.709)

BERS 12.7(79/165) 6.3(114/162) = 0.463(0.344, 0.623)

g/ BERE 10.5(106/193) 6.2(132/187) A 0.469(0.359, 0.613)

0.1 1 5
R : B RN BHEEH
A+ ARLTOVITTEHEL «—> St e BB AL
—  HEEAR W]

*1 o FHANIHIE UEM LT,

*2 : J@BI Cox BNV — REFTAERIR T : A7 7 F G, PD-L1 B8E, Wis®), 77 Lv—7 055, [, PD-
L1 BHLE, VAT I7F#IEC O W TR, Y7 7 —7 DA 2 ERIR T & LT,

*3 . BHEERIIIRFIE ORI G- RTE T ICHE L7 iyE 7 LT F = BRI IS & B L7z CrCl 25 Cockeroft-Gault 2% FiVW THEE
L7z, IE® : CrCI1Z90mL/min, $EREE : 60=CrCI<90mL/min, F4ERFEE : 30=CrCI<60mL/min, HEEREE : 15=CrCI<
30mL/min

EFEEB K N 2T T F U ISHED Y 7 7 —F 12O TIE, T o Z MEBITETE S W EFSREEOTRICHESL,



V. BRI HEE

B REHEIE B

A

BICR (2 X % ORR

BICR |Z X A fifiE ORR I&, AH|+_L7 1Y X< THET 67.7%(95%CI : 63.1%, 72.1%). H&RHuEMREEA
T E T EHRERE T 44.4%(95%CI : 39.7%, 492%) TH VD . AHI+_L7 v ) A~ 7RI AR PUEMEREA]
T EFIRERIC I, AEICEWMEE ORR 23558 67z (Ml P E<0.00001),

BRTMIIAPRHTE BICR) 12 & HHEE TR (FETE ORR) CARHR Tl AIAEERM)

100 AH+ F 4B R PR A
P& <0.00001 *! RhT7 ) Xv TR EETLFEEER
80 EEEORI‘A 67.7% (N=437) (N=441)
(95%GC1*2 : 63.1%, 72.1%) N (%) N (%)
£ 60 BRBAZHES
A FEEORR 44.4% —
,;l gf?i’/R) (95%C1*2 : 39.7%, 49.2%) W& CR 127(29.1) 55(12.5)
0 B (]
= A8 HeE PR 169(38.7) 141(32.0)
®EPR
20 (32.0%) SD 82(18.8) 149(33.8)
’ HECR
(2915 p PD 38(8.7) 60(13.6)
0- (12.5%) | RHRAE 0 4(0.9)
FA+ A& RNEMERA o v
NLATOUZTTE  EACILEEAR aili7e L 21(4.8) 32(7.3)

*] : Cochran-Mantel-Haenszel i E(EBIR T : > A7 7 F @)k, PD-L1 BEE, IFisf)

*2 : Clopper-Pearson /£

*3 : RECIST version 1.1 ¥JiEIZHEDV 7z, #EE CR UTHEE PRIZHIEIZERN 5 28 H LARRICEE N O g THERR L7,

*4 0 R—= AT A UGN E ST 7203 #EZh % RECIST version 1.1 TR T & 72\ &Il S - 83

#50 N2 T A Uk IRHE RS T R T BE
BICR |2 £ % DOR
BICR |Z X %5 DOR O H Al 1L, AHK|+ L7 1) X< T EFETHEARA(95%CI : 20.2 7 H, HEEARA]), H
& R & & To /L EHERE 7.0 77 H(95%CL: 6.2 7 H,102 1 A) CTh o7z, KEl+~_a7m ) X
~ T REO (e E CR SUEHEE PRYBID DOR'IE 85.9% 728 6 7 ALL L. 673%72% 12 W ALL L, A&RH
AEME RIS A & B Lo P IRIERE Tl 60.6%7% 6 1 H LA L, 352%72% 12 7 A LA b & HEE ST,
* : DOR (¥ Kaplan-Meier 5% FIWCTHEE L. 95%CI 1 complementary log-log transformation ¥5% VN CHLH L 7=,

BR TP RHTE BICR) 12 & 5 Z 2R (DOR) CABBIR Tl "I AR M)

100 ? i 5
] SRR o /B 4=9€i@‘[ﬁ] (95&&3&55@)
WA — REHARLTOVZTTE 99/296 HERA (20.2, #HEFRA)
80 - —— BEFREMEEALSUILPEER 119/196 7.0 (6.2,10.2)
= 70
2 60
%’?J 50 ‘qr-H-_k
4 40- ERH AR R1E R
% 7.04B Rany
2L 30 - hy
20 B ‘
+ + - N
10 1
0- T T T T T T T T T T T T T T T T T
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32
at risk% EhHAM (B)
AE+
mijmyzeE 296 296 273 233 194 160 125 99 70 44 35 17 6 3 1
E4RHBHESH

P 196 195 161 99 71 54 39 27 19 8 5 5 2 1 1 1

* . gufE Y Kaplan-Meier 5% F W CTHEE L. 95%{SHE X i11d complementary log-log transformation 4% VN CTHH L 7=,



V. BRI HEE

BEWET 7 b L(PRO) TTPP

BPI-SF (2355 < TTPP FHRAEITIAAZI+ L7 1 ) X~ T HET 142 B H(95%CIL: 6.6 7 H, HEEARTF), H
& R PUENE RS A) 2 & T L FHIERET 10.0 B A(95%CL: 59 B A, HEEAR ) TH -7z, AF|+L7n
VX< 7D TTPP 1L, H&RPUEMIELAZ & T L FRIERIC R THEENRD LR o 7o (N
#— K :0.916 [95%CI : 0.720, 1.166] ., Wiff] P fE=0.48374) (BMEHIMR E FTHENZHEV TTPP (2B H-REM D
EH PR B DR EINR DS T2 DREDOFIEEZE T L, TTPP LV ZOFMHEE IOV TITRE
K% TE D TG FHIRE X M L 72025 72),

faAHDIBEE TOHAM (TTPP) (PRO 4T R &)

100 4
ANE/E PRIELA] (95%EEXE) *
90 1 — AN LTOYRTTE 162/374 142 (6.6, HERH)
80 —— BERMEUERREEUILEEEF 144/355 100 (5.9, #EAH)
i;ﬁ 54 A DUBETOWIHRAE
D 14248
@ 60
B 0 - - : :
. HAEOHEE TOBMBRIE
g o 10.048
) BRI [BRIE T . Fih (65m R MmN 1366/ LLE) MR, i RT
201 sS4 LBRIET (L ATS5F S, PD-L1 R EE . FFEE)]
104 H—FLIE*2(95% 558K R)=0.916(0.720, 1.166)
o | TfIP{E®=0.48374
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32
A+
omzem 574 224 181 151 127 107 80 64 51 37 24 14 9 3 3 1
AERAEHESH
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XA BN EDo72(P flE<0.0001, unpaired t fR7E), & HIZ, TUHRALY T NRF U +L AR
A — )L T L TE LTI < fﬂiﬂ’ﬂfﬁéf L7z~ AD 10 BP9 fi], Flexmrmry<7 R
T HE TR U722 IS IRME L 72 3EICp < MR CHRE L7~ o A0 5 il 4 BTk, BIEHIRKTET
AL C O RS ATE O NBLER S 72 - 7= GREBR 1),

TURNAY T RRF ULV ARE — LT L TELNZBICO M T~ Ty A 20 L, HEE
ThHHMBA M ZBIE LT & 2 A, aE LT\ ay b — LB N O RS ARRE NA E 2/
I Do 72 (P fE<0.001, unpairedt fRE), Z DFERNL, = HRNLVY <7 NXKF 2L Y hNectin-4 (2%}
T ORRMRENFEIN DO TIF L, EERETURICRT T 2 mERNFHEIND Z LRI
(Bx 2),

MERER & BT, EHRERAZIC L > TR G2 ICD 3538 % b IS BLEPUR 721 % 5- 2. 2 SEAtIE 2 o
L7-BECix, PUESISMEFEE SN2 o T2,

INHLORERLY, =Ry ~T RXRFUTUE L7- hNectin4 EHAMA T~ A2 0E4d 52 L
(2 &0 BB SA RAL S, £ ORI L72MiRI s U CHUIEBEE 2 R4 2 LR ST,
ZOFMEEIEMEICIE, =AY~ RRF LD ICD FENEE L TWbH EEZ LN,

RIELEREBEETILIZE TS PD-1 BHEH 1< ™o X PD-1 ik : anti-mPD-1 HiiR) EABO T oRILY< D
REFUDER(THR)®®
MB49-hNectin-4 #la % RFEBHE(E TR L7~V AET L E Ty HRLY <7 X RF % HA|
& 5T anti-mPD-1 HUIA & OFH LB OB G EE 2 et Lz, Bl 4 BADL LU RLY <7 N
RF > smg/kg 123 1 [A] 2 B #EARPN S L anti-mPD-1 Hi& 10mg/kg £ 2 [ 2 HFIEHENE S LT,
~ 7 A~ MB49-hNectin-4 ffa O [FFEBAEL 19 H HIZBWT, = kLY ~7 X RF 2 +anti-mPD-
1 PUROFAHRGRETIE, =Ry ~7  RXRFF 2 XiT anti-mPD-1 HUABLAIFE 58 & He X TIEBHARSIC
DNWTHEBEIZEWPUESEENTRD b2 (ZEi P=0.0068, P=0.0041, unpaired t f&7E), HEEFHHGHE
PIHIERIE 108% ., FERMEEEEME T A 21T 83%(10/12 ) Th - 7=, ML HIEIC L AT CTlk, =
w7 NXRFUFEL S BHRAICEGHE~O~ 0T =V 0R MR ERBE S, ICD #EIC L
LEEREER N R ENTZ, =Ry ~T  RXKF U Fanti-mPD-1 FURFHEGRETIZ, 2T ho
HABRGREL TS FRICYZ r 7 7 —VORENABEIZEIN L72(1.6 5, P ff<0.05, unpaired t f&
7)o
ﬁfﬁrﬁﬁmﬁﬁ IBWT, ALY <7 NEFF o +anti-mPD-1 HUiROFTAFGRETIE, BRI 21 B
BT 2 EGHEFEIHIEIX 102% TH 0 | FERMEERMER AR 65%(13/20 i) Th 7=, EEBHE 36
H B se s B84 2 Fife L - ORI G-BE O~ 7 2 (11/20 Bk L THL TH 5 MB49 M 2 B O AR
Lk 2 A, 5250 HRRGE L7z iRBRi& B 1230 T 35%(7/20 41l CHREESAMAL AN A5 3 ke S vz,
INHDFERNS, ALY =T REF UK anti-PD-1 HUAO OB E1X, IE5ENBUNREE 2 21t
SH TR 2 PUESRIS B 2R T 5 2 LT, TNTNOHAIR G X L EN - HUESTE 2R3
ZENTRBENT,
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hNectin-4 ZHB I IV RARBLEEREBEIVRIZEITS2IVRILYIT NEFUORY

anti-PD-1 iRt AR SR OHNEREM

b1 b1
21 BHICHT S %;E%;%; 21 BHICHT S Zié;?%ﬁ
T A 7 SERNEIRRM |
(mm?)*! (TaDn (CTR)" Frioe
(%)™ (dCTR) ™
SRFN A AL 1,506 109 — 0/20 0/20
TURNY T NRFU
_ 918+127 41.1 0/20 0/20
(Smg/kg, # 1[0, 2 EMFIRNES)
anti-mPD-1 ik
285+86 85.6 6/20 6/20
(10mg/kg, 1 2 [\, 2 WARHNEENE S /
TURNY ST NRF
(Sn?g/kg‘ H 1Bl 2 AMERA )+ 53+18 101.9 13/20 11/20
anti-mPD-1 ik
(10mg/kg, 2[5, 2 ABIEENES)

*] SR AR R

#2 1 TGI(%)=100X  [1-(Vireart-Vireat-1 /(Veontrot--Veontrol-1)J o Vireart B TO¥ Veonwort 1 BEGT T L 72 B DN ZHUBEHN 1 51 K OFEFAIAR
SVEREE D P EFEAFE Ty Vit X Voo 15 HE S 172 H O N2 ERHK e 51 K OSRFAALIRRE O T3 JES AR
b5,

*3 ¢ JIE ATRE A2 S 63mm’) Z £ b 7o W MER D%k

*4 ;35 A BICHB W CIE FTRE A2 IR (= 63mm®) & b 72 VW MEHR D %L

1) <BE>SIFBEETIVIZHITS anti-nPD-1 JREFHAROI VALY T REFUDFEE(IHR)D

(3

hNectin-4 ZFIREIE7-~ 7 A (EMT6-HN4-18 #ifd) ZFREBE L=~ 2AEFT /L2 HNT,
TURNY T RRF % anti-mPD-1 FUiR & OFH L7ZBEOHUEEEEIC OV TRET L7z, =2 Ruy
~7 N KRF UL 3mgkg & HEIFARNE 5. anti-mPD-1 $U{&I1% 10mg/kg 23 2 [8], 3 JE RN £ 5
L., EEAELZE 3R, 20 HE ETHIE L,

T ASNDITUIRNY 2T RKF K anti-mPD-1 HiiAF 5544 20 A BICBWT, = RLY <
7 R RFr+anti-mPD-1 FUAPFRHEGHETIX, TR0 AR & A TSR OB A R
(272 < (O I UG P <0.001, unpaired Independent-Samples t £ &) JEESHE SN2 1E 96.9% TH - 7=,

hNectin-4 ZHIBW S BT I RIEREBIETVRIZEFTR2IURILYTT ARFFURY
anti-PD-1 kGt AR SROREEEE

20 HEIZEBITD 55 VA FE AT 8 (TGL - N
BREsUs PRRAIIRTON | e enmpm
JEEAFE (mm?) (%)
ay hba—1GE%TFA ha—R+
_ b S 2,092.70+149.63 — 0/12
Z v b 1gGa =2 > b 1 —LHiE)
TURNY T RXRF U+
_ K7 809.88+75.32 62.6 0/12
F v b IgGa = > b o —/LPiik
5% % A | @ — A +anti-mPD-1 UK 1,166.46+158.49 452 0/12
TURNY T RRF U+
, 108.59+49.10 96.9 7/12
anti-mPD-1 Hi{f

* s P RS

#2 1 TGI(%)=100 X [1-(Vireats-Vireat-1)/(Veontrol- Veontrol-1)Jo Vireatt XY Veonor-t 1 BET T L7 H OFHAMR SRR = b — /LD
TR T, Ve O Veorars . BUIE ST A OFAE SRR =2 b — A RO FIINBERRE T 5,

*3 : RS Omm® & 72 5 38k

e A IR RS - HRiGRERS
MM ER e L
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EMEREICEHTSEE

1. P REOHT

(M

(2)

AL MR
AR L

Euuﬁu_tgﬁfﬁg ‘c“ﬂ’LtJI[lEF',EF‘

< Hph$e 5 19>

{LFIRIEIE D & 2 JR P TIE TR UC B3 1A 1.0mg/kg i3 1.25mg/kg 428 HH A 7 LD 1,
KNS HE TRMEFFHELIZRO YA 7V 1 D1 KkRISHAOZ Y HELVY T RXKF UK MMAE
ENENDOIMPIREHER K OB RE T A — X Z LU T O LK RRITRT,

MEFT Ry ~T RRF R GKTRMATICE— 27 1282 L2 — 5 ¢, i+ MMAE # %
IR EH 2~3 HRICE— 27 IZBI#E LT,

AFH) 1.25mg/kg B GRFD, YA 701D 1 HEIZHT S 15 B HO Cmax YO AUCuonlZ 5D < ARFOFH
FREUTZNZ 4 0946 TN 1.14 Th o7, £o. A 1.25mgkg BHRED, A4 71O 1 B BIZKT
% 15 H H® Cmax % O AUC o253 < MMAE O ZERREIZIZNEN 1.60 LN 1.57 ThHh-o7z,

HE)ARFI O S HE RO &I WE. RAIZE, =AYy ~T «\“F‘%‘/(i&{ﬁ%%ﬂﬁk)& LT 1 H
1.25mg/kg({K )% 30 43 ubbxif E(r%ia%&b W ARG A 3 RS L. 4@ BIMAET S, k1Y r oL
ELTEEEBVIET, 72720, 1EEE LT I125Smg #2202 L, 228, 5%%‘0)4% WX EENET 5,
RAT R A T@EETHIEZ) T 28613, 8%, AL, mvdsvy <7 AF?/(L{E%%EﬁZ)
& LT 1M 1.25mg/kg(fRE) % 30 43 LA BT Tﬁ{%ﬁ%&u 1 E G 2 Wk L, 3 BIREES S, Zhva
1A 70 e LTHEEEBRYIRT, 72770, 1RELE LT 125mg ZBARVWI L, B, BEOREBICLYVER
WET 5, | Thd,

L2 BERD H 5 BAEITEX TR UC BEITKH 1. Omg/kg X% 1. 25mg/kg R 5% D
IVRILYTT RKFUOMEPREEHKS D

#100.0
2 —o—1.25 mg/kg
>
;‘Z : -6-1.0 mg/kg
< 100
i~ )
> &
N oo
S
% 1.0
N
H
iz
E 0.1
0 4 8 12 16 20 24

il (H)
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L2 EERD H 5B ETERITERRME UC BEIZAF 1. Omg/kg X1 1. 25mg/ke 212 5% D
AE (DI SEREREEHETS 2

MM

e
i
=T
= —6—1.25 mg/kg
= 0.1
iy -©-1.0mgkg
&

0.01

0 4 8 12 16 20
e (H)

24

AFBEERUREREEDOIURILYIT REFUOMBTENEE/NNFA—42 P

Ha14o1018B)

&h= 1.0mg/kg 1.25mg/kg
AIE B 9 8
N 9 8
Cmax(ug/mL) S (SD) 20.6(2.58) 24.6(4.73)
WA (B IMIE, B K AIE) 19.0(17.8, 24.4) 23.7(19.1, 34.1)
A EIMEERAT%CV) 20.4(12.4) 24.2(18.5)
Tmax(H) N ? 8
HR A R/ MiE, BRI 0.0237(0.0187, 0.0429) 0.0254(0.0237, 0.0450)
N 9 7
AUC0-7) SE-HE(SD) 27.1(4.88) 27.9(4.73)
(H -« pg/mL) P (M, R AE) 26.3(17.9, 35.6) 27.8(21.4,34.7)
A EIIEERAT%CV) 26.7(19.2) 27.6(17.4)
N 9 7
tia(H) - -
BAPEME G %CV) 1.89(17.9) 1.85(6.8)
SD : ¥R, CV : ZEhfREKk
(421015 HE)
Kh& 1.0mg/kg 1.25mg/kg
REBIEK 9 8
N 6 4
Cmax(ug/mL) F-HfE(SD) 21.9(7.30) 20.1(1.66)
HROLE (B /M, B K E) 18.2(16.8, 35.3) 19.6(18.7, 22.5)
A BRI %CV) 21.1(30.1) 20.1(8.00)
Tmax(H) N 6 4
W R/ MiE, SR 0.0427(0.0237, 0.0867) 0.0452(0.0208, 0.0800)
N 6 4
AUC do-7) E2JE(SD) 30.2(5.21) 28.2(3.39)
(H *+ pg/mL) O (e ME, B KA 30.51(21.2, 35.9) 28.2(24.4, 32.3)
TG %CV) 29.7(18.9) 28.1(12.1)
tiz2(H) N 6 4
TEEE T %CV) 3.20(21.9) 3.02(28.1)

SD : #E¥#ERZE, CV

L EEMREK
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AFEE R VREREZD WAE QO IMERIEYBEE/NS A —4 9
Ha14oL1018B)

5 & 1.0mg/kg 1.25mg/kg
REFIEK 9 8
N 9 7
Cmax(ng/mL) SEHE(SD) 1.86(0.907) 2.88(2.58)
R R/ MiE, B R AE) 1.75(0.766, 3.90) 1.57(0.609, 7.70)
LTEEE T %CV) 1.69(50.2) 2.10(103.6)
N 9 7
Tmax(H) P e/ MiE, e RAE) 2.02(1.00, 3.04) 2.07(1.01, 3.01)
N 9 7
AUC(a0-7) SE-HE(SD) 10.1(4.27) 16.1(14.1)
(B - ng/mL) P AE (M, R R AE) 10.6(4.13, 18.8) 8.93(3.57, 42.5)
A BRI %CV) 9.27(47.4) 11.8(100.4)

SD : ¥ A, CV : BRI

(4 2)L1 D15 8EH)

&5 & 1.0mg/kg 1.25mg/kg
SREGIHK 9 8
N 6 4
Cmax(ng/mL) B (SD) 2.72(1.27) 5.03(4.31)
A R/ MiE, R AE) 3.02(1.13, 4.46) 3.40(2.02, 11.3)
BT EEEGRT%CV) 2.44(58.7) 3.94(91.5)
N 6 4
Tmax(H) B e/ MiE, R KAE) 2.02(0.998, 2.95) 1.94(0.977, 1.97)
N 6 4
AUC0-7) SE-HE(SD) 15.0(7.50) 27.8(24.5)
(A - ng/mL) A R/ MiE, B R AE) 15.3(7.05,27.2) 18.1(11.5, 63.7)
BT EEEERT%CV) 13.5(56.5) 21.7(91.5)
N 4 4
tia(H) A FIE R % CV) 3.92(11.0) 4.30(35.2)

SD : E¥#EfRZE, CV : BEifRK

<ARATn Y X T (BIETHER ) E OG>

UFOREREIY, modhNvy~T RXREFUbRXAT7nl X~7OMICEEYERE=0 3 AAEH 34
CanEEZ B0, (EV-103 RO H 715X V.5 Q) RERIGERRRE < o770l X~7 (&
ot z) & OOFRERIE> WA 1o/ TAREBR(E BRI FERER) [EV-103] | OIHZM)

1) #B5 % 1b/T#EER [EV-103]

O RLTOY X T (BEFHREZ) EHALEZBOIURILYTT RN EFURUTMAE OEMEIRE

i) TuRILYRT REFLO
AR aR— MNMIBW T, Xa7nr ) X7 LOfAEG 250 2 EE BT 244 1.0mg/kg #%5-
oz Ry <7 RXKEF D Cmax DRMELHEIZ, 427101 BEANSLY A 272D 8 H
EIZ/TF T 19.1 705 222ug/mL TH Y, 1.25mg/kg $EHFEZIT 22.6 705 262ug/mL TH - 72, KA
1.0mg/kg % 5B D AUCo. 14D X, A4 70 1 YA 70 2 18T 206 225 263 H
‘ug/mL, 1.25mg/kg #% 5-FEZ1% 34.6 205 412 H-ug/mL TH o7z,
TRV T RXRF O Tmax OFREITHEFIH AR — OV A 701 RO A 702 %@L
T0.02705 01 HTh-oTz,




VI. EWMEREICEET 5IEE

agk—h AR R—FKIZBWT, A&l 125mgkg & X7 1) X~ 7 OHFHEE %% -85
BT R NY<T NRFFUrOE—7REEAEOFTRIET, KGO 2 1 7L TiE 241 125
259ug/mL Th-o7z, am— bk K OAHF 1.25mg/kg HAE GRECB W CIE, AEFERK TREO = 7K
N =T RKIF DR EREOFRAEIL, 244 76 272ug/mL Th o7z,

KA 1.25mgkg &L 7 v ) AT OUAREELZ T am—F A KD arR—h K OBEIZBNT,
PA N2 1 HEKOYA 270301 HARGHENZBIT2Z= AV ~wT XRF0 7 7RE
OHRABIL 0.116 7235 0.340pg/mL T -7z, AH| 1.25mg/kg O HANPE 525 1T 72 BEIZIBIT B [FIRF AL
O N7 7REOHFRIEIE, 0.260 25 0.362ug/mL T - 7=,

ak— bk AL akR— b KIZBWTAH 1.25mgkg &L 7 1) X< 7 OHFAEE 2% ) - 8E ko
A— b KIZBWTAH 1.25mg/kg HAK 525 0 7 BEORE - 7' 1 7 7 A )V R OSSRy ERe X Z
A—=Znn, NaTnl) AT Ry T RRIRF Y EIREICEEE 52 RN LRI
ST,

EV-103 BRI &1 AP TH GRERE) TRL YT T A KFURERS

100

0.01 4

MiFHT Ry <7 ~NFF L

T T T T T T
0 7 14 21 28 35 42

e (H)
JHEC b =R — b HE#aR— b
AH 10mg/kg + <A 7T A7 IS A 1.25mg/kg + a7 0 Y A TS
Ik—F A I5k— kK
T T K 1.25mg kg + oA TR A= TP Al 1.25mg/kg + A 70 ) A 7S

ax—hK
#AHN 1.25mg/ kg HAT G
%E 5 T RRAIIE 0.0214pg/mL
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EV-103

HER AEEaR— MIBITR2IURILYTT RKFUDEMERE/NSA—4

JHEMHE =R — b

. INTG A=K AA 1.0mg/kg+ AFH 1.25mg/kg+
AT EIE(%CV) NATaY) R NATrYRXwT
(BSEBIER 3 Bi) (IERER T )
N 3 7
1HAE AUCgp.7y [H-pg/mL] 19.8(20.5) 26.4(13.6)"
INCIIEE$52 Cmax [pg/mL] 19.1(16.3) 22.6(22.4)
K Tmax [H] ¥ 0.020(0.02, 0.10) 0.100(0.02, 0.18)
1 N 3 6
Z AUCo.7 [H-pg/mL] 18.8(19.5) 30.9(17.8)
! 8 HH AUC(14) [H-pg/mL] 20.6(20.9) 34.6(19.7)
2\ HEE Cmax [pg/mL] 19.4(21.8) 23.0(13.6)
Tmax [A] T 0.030(0.02, 0.10) 0.030(0.02, 0.17)
Cirough [1g/mL] 0.291(27.8) 0.737(48.0)
N 3 5
AUCgp7) [H-pg/mL] 24.0(25.0) 31.0(14.1)
| lélg ;i 5 Cmax [pg/mL] 19.3(27.4) 23.3(22.5)
¥ Tmax [A] T 0.020(0.02, 0.02) 0.090(0.02, 0.10)
e Curougn [pHg/mL] 0.078(64.6) 0.240(58.5)"
7 N 3 5
v AUCo.7 [H-pg/mL] 24.2(12.5) 36.3(14.7)
2 8 HH AUCgo.14y [H-pg/mL] 26.3(13.8) 41.2(16.1)
2 [ AL Cmax [pg/mL] 22.2(11.9) 26.2(16.8)
Tmax [H] ¥ 0.020(0.02, 0.03) 0.020(0.02, 0.03)
Cirougn [ng/mL] 0.495(43.6) 0.991(77.5)"

TE IR : 0.0214pg/mL

CV : BRI
T HRAE e/ M,

ARME), * N=6
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EV-103 &8 J7/R— FARUAR— FKICEFHMBERFIURILYIT NFFURE

TR —h A aks—FK
P A 1.25mg/kg+ AFH 1.25mg/kg+ AFI 1.25mg/kg
R HAtE(ug/mL) ~nTY R | aTa ) ReT WA
(40 1) (76 1) (72 1)
| BH. BE&TH N/2E %K 40/40 68/70 67/67
[E—2] HA 211 0) S HE(SD) 26.1(7.10) 26.0(7.95) 27.8(7.22)
o | FIHBCG R ECRMIE, Bfi) | 24.4(14.6,407) | 25.9(0.010,483) | 26.9(16.4, 47.0)
A8 AH. &5 N/2E %K 40/40 65/65 64/64
|87 A1 D EHME(SD) 0.637(0.314) 1.55(4.29) 0.860(0.339)
v (LT E 5 el ECRIMIE, Bl | 0.625(0.13, 1.61) | 0.718(0.26,27.8) | 0.822(0.190, 1.54)
Ve nE. pogTe N/ A% 39/39 63/63 62/62
[E—2] HA 211 0) S HE(SD) 25.6(6.33) 25.3(10.3) 27.6(8.31)
2 o] B g BRI, By | 24.1(12.9, 40.5) 25.7(0.40, 56.5) 27.2(1.22, 54.6)
| BH. 5 N/AAEGIEK 36/37 57/64 60/63
[FZ7] A 701D SEEIE(SD) 0.614(2.66) 0.561(2.38) 0.293(0.205)
2 ] B e e fECR M, Bl | 0.116(0.01,163) | 0.2190.01,19.2) | 0.260(0.01, 1.00)
| BH. BE&TH N/AAEGIEK 35/36 64/64 63/63
V| le—s] H1 7020 LH)E(SD) 24.1(7.83) 23.9(8.28) 25.2(5.65)
; LAl A $e -t BRI, By | 24.5(0.01, 35.7) 24.8(0.10, 40.5) 24.4(12.3, 38.5)
LB BE. B N/ %K 35/35 63/63 57/57
2 | LEZ 7] A 720 SEEIE(SD) 0.818(0.345) 1.48(3.41) 1.20(1.68)
LAl A $e -t BRI, Bl | 0.754(0.23,1.93) | 1.0000.03,27.8) | 0.936(032,13.2)
S HH. KT N/AAEGIEK 34/34 64/64 56/56
[E—2] HA 21 20) S HE(SD) 25.6(6.08) 25.5(9.31) 26.6(9.69)
2 IFIF Bt H IR M, oK) | 25.2(5.36,37.3) 25.8(0.59, 60.4) 25.1(0.99, 66.3)
Thona, wam N/ASJE iR 36/39 56/58 48/50
/71/ [FZ7] Ao 2D SEEIE(SD) 0.263(0.194) 0.385(0.250) 0.376(0.224)
3 P IAIA Btk BRI, BoRfi) | 0.2440.01,0.83) | 0.340(0.01,1.18) | 0.362(0.01, 1.08)

JE R FIRAE : 0.0214pg/mL
SD : FEHE(R 2=

ii) MMAES"
R 2R — MZBWT, XAaTr U X~7 OO H#E G %% 0 72 B3 128610 A% 1.0mg/kg ¢ 5-
> MMAE @ Cmax O8(TFEEMEIX, A 701D 1 HENSYA 27020 8 HEHIZMHTT28 05
34ng/mL TH Y, 125mgkg 51X 2.3 /5 44ng/mL TH o 72, AA| 1.0mgkg K HFFZHIT D
AUC o010y DT EEMEIL A 27 v 1 3B A 7 L 2023 T 19.8 705 21.7 A ng/mL T& Y . 1.25mg/kg

B 5REITIX 204 25 27.0 Hng/mL Th o7,

MMAE @ Tmax O FRAEIZHEEH 2R — OV A 70 1 LOY A 72 2@ LT 1.13 205 203 H
ThHo7,
AFl125mghkg LT r Y AT OJMEEEZ T ak— b A kak—h K OBRFITBNT,
TAID 2 YA 7 WIZE1T H MMAE O & — 27 B CRALSRE RS OF) 2 B % £ TICEE)F2HIE O H
1 1.96 735 4.6Ing/mL Tl o172, AH| 1.25mgkg DA 545 7 7=k — kb K OBFIZHBNT,
MMAE O &' — 27 Ji# B S AIE O i1, 1.83 275 3.93ng/mL Th -7z,
AH1.25mgkg & _RAT 0 ) X2 T OB EZ T ak— b AR akr— b K OBRFICEITS b
T 7REORRIEIE, A 22 OFE 1 HEOEGH, KOV A 274301 BEHOEGRNZ)T T
ZNEN 0222 775 0.334ng/mL T o 7=, AF| 1.25mg/kg DEFIFK G 2% -REFICBWTE, 7
7 PRPE D YAE T 0.260 205 0.319ng/mL TdH - 7=,
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IAR—FALELLITK TRAT U AT LOfffEG L LT, BHLIFadm—F KOHEARS L
L C, AH 1.25mg/kg D 5% T T2 BEOREHEE O, XA T7 1) X< 77 MMAE O3 BIEIC
LB 2N ERRIBENT,

EV-103 BABRIC & 11 5 MIE P T 1 (RERE) MMAE JREHETS

100
o
g
.
bo
=l
#
22
=]
=
=
=
3
s
g

0.01
T T T T T T T
0 T 14 21 28 35 42
W (H)
s ok — HHAEWiE ok — b
AF 1 0mg/kg + <570 L7 %S AH| 1.25mg kg + AT XTI
s R BA a4%— MK
AH 125mg/kg + S 4570 X TS AF 1.25me/ kg + AT T X TG

JF—F K
A7 1.25mg/ kg Bl
i FBEIE 0010ng/mL
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EV-103 %82 AE#HEak— FIZH(+2 MAE DEMEIRE/NS A —4

AW aR—
B A T AT A 1.0mg/kg + AHI1.25mefkg +
KMEHIE(%CV) R YNA=2) B S av) RATrlY R<wT
(ESEBIEL 3 ) (BAEBIE 7 B1)
N 3 7
1BH AUC(y.7 [H-ng/mL] 15.3(75.9) 19.7(45.3)"
1 EIE#&E Cmax [ng/mL] 3.4(74.4) 4.2(41.1)
KA Tmax [A] T 1.98(0.910, 3.10) 1.94(1.90, 3.12)
A N 3 6
i AUCg7) [ Hng/mL] 16.8(85.8) 20.9(43.2)
1 S HHE AUCgo.14) [ Hng/mL] 21.7(90.9) 27.0(39.6)
2EIA &5 Cmax [ng/mL] 3.3(74.4) 4.4(50.5)
Tmax [H] ¥ 1.13(0.940, 2.05) 1.46(0.980, 1.94)
Cirough [ng/mL] 1.03(78.7) 1.67(47.5)
N 3 5
AUC g7y [ H-ng/mL] 13.9(80.9) 12.2(30.8)
1%2%5 Cmax [ng/mL] 2.8(72.3) 2.3(41.0)
W Tmax [H] ¥ 2.03(0.910, 2.93) 1.96(0.960, 3.14)
e Cirougn [ng/mL] 0.268(105.8) 0.409(42.4)"
7 N 3 5
v AUC(y.7 [H-ng/mL] 14.7(95.1) 14.9(26.7)
2 8 HH AUC 414 [ H-ng/mL] 19.8(99.3) 20.4(27.2)
2 [E B 5 Cmax [ng/mL] 2.9(85.0) 2.8(29.4)
Tmax [A] ¥ 2.03(0.98, 2.08) 2.00(0.970, 2.98)
Cirougn [ng/mL] 1.20(96.7) 1.18(36.8)"

& & TRRAE : 0.010ng/mL

CV : ZEERE

T PR GR/ME, FRfE), * N=6
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EV-103 &8 a/h— FARUaAR— FKIZHIFHMmEEH MMAE RE

a7 — kA a5k — kK
PERE, AF 1.25mg/kg+ | AFK 1.25mg/kg+ | AFKl 1.25mg/kg
R H Rt E(ng/mL) AT Y R AT Y Rom WA
(40 f1) (76 1) (72 f5)
3HHE. BLH&TH% 48 R N/ 5L 39/39 2324 23/23
[—2] 14711 D SFHEE(SD) 4.20(2.85) 3.24(2.17) 3.30(2.50)
¥ 1 B B # 5% FRYLE (e IME, fcRAE) | 2.88(0.90, 11.9) | 2.96(0.01,9.43) | 2.54(0.70, 11.7)
418 HE. B5i N/2AE B 40/40 64/64 64/64
I INZZ7] A4 711D EEJE(SD) 2.92(2.42) 1.91(1.81) 1.88(1.37)
V| 1R E 5% st M, BeAME) | 2.07(0.40,9.92) | 1.43(0.27, 11.1) | 1.38(0.42, 7.40)
U0 HE. mhsT% 48 w50 N/ESEFIEK 34/34 20/20 21/21
[—2] 1711 D SFHAE(SD) 6.50(5.22) 4.20(2.97) 5.13(3.15)
2 B H #5-1% FRYUE (e IME, fcRfE) | 4.61(1.00,23.3) | 3.34(1.01,12.9) | 3.93(1.37, 13.5)
1 HA. 5 N/2EFIHK 37/37 62/64 62/63
[FZZ7] A2 01D E2JE(SD) 0.448(0.486) 0.338(0.327) 0.441(0.376)
2 [ B B 544 PRI IME, ) | 0.291(0.05,2.36) | 0.222(0.01, 1.73) | 0.319(0.01, 1.52)
3HB. K5HT#% 48 FifH N/2E B 35/35 25/25 19/19
V=2l H1 7020 SE2JE(SD) 2.81(1.65) 2.67(1.56) 2.24(1.50)
;1@9&5% st M, BeANE) | 2.45(0.79, 8.58) | 1.96(1.02, 5.86) | 1.83(0.90, 7.10)
o8 BH. BL N/ 5L 35/35 61/61 57/57
y | [EZ 7] A7 20 FHIfE(SD) 1.58(0.952) 1.56(1.44) 1.40(0.872)
11E] A £ 5% R IME, oAME) | 1.22(0.37,4.13) | 1.19(0.17, 10.20) | 1.19(0.39, 4.89)
10 H B, #5471 48 K] N/2SE B 32/32 24/24 18/18
[—2] 1427020 EEJE(SD) 3.52(1.8) 3.12(1.7) 2.44(1.0)
2 [BTH #2512 st M, BeAME) | 3.1100.91, 8.60) | 2.64(1.31,7.12) | 2.20(1.30, 5.27)
Thore. g N/AEAI 5 39/39 59/59 46/47
i [FZZ7] Ao n2D FHIfE(SD) 0.449(0.447) 0.373(0.297) 0.403(0.338)
3 |2 AE&E% PR IME, eKAE) | 0.301(0.03,2.40) | 0.334(0.01, 1.80) | 0.260(0.01, 1.67)

& & T RRAE : 0.010ng/mL

SD : fR¥E(RZE
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@ FFNEHALEEBORLTOY XT T GEGFHEIRZ) DEYSEE 2

MEEar—F, ah— K AKRORar— bk KIZBTHARA 1.omgkg # L < 1 1.25mg/kg & OHFHE
HRE, A7V LKA TN 2IBFDHRAT v ) AT ORGHZBEXE —7HEIT, *A70l
R 7 O R FEE TRHCBH S, ZOFREITZnZEh 543 LY 60.7ug/mL Tholz, RAT 1
U A= 7 OERGARE(N T 7SO RAEIZY A 70 6 TEFRIEICREZET 2 E T LA Lz, EFIK
REICEIE U CUARRIX, IR IE 25.5 75 35.9ug/mL O#FiPHZ HER L=,

EV-103 RBRICHWTC, BEHES TRANT LT 1 ) X~ 7 OEYBREICE L LIF ST, AF0HE
FENIARE L EZE 2 BT,

HYARFI OGRS HELOHEIR, TR, RAKIE, oA rY~T7 XRFU@EEBETHRZ)E LT 1 E
1.25mg/kg(RTE) % 30 Sy Ll B CHRIEFHE L, B 1 BS54 3 @k L, 4 8B IKES 5, iz 139147
e LTHRG VKT, 72720, 1HEE LT I125mg 2B\, B, BEOREICL Y EERET
b, NAavn ) Av T (@R EHT A, @BF., AR, ZvAAY T RRFUEBT
FHAZ)E LC 1A 1.25mg/kg((RHE) % 30 43 BA B CHRfEmE L, 3 1 BIES % 2 @kt L, 3 @ B IR
Do TNEIHAINELTHEEEBVIRT, 72720, 1E&EE LT 25mg #2202 L, 2k, BEOR
BBICEVEERET S, ThD,

2) ER#REMAERER [EV-302] (BARAARUSNBEAT—%)®

(L FFEIE D 7o W FETEATHE ST UC BE IS AR Al 1.25me/kg 245 21 HREIV A 7 v 5 Ho 1 H
HEOS HHIZHEMBEEL, Xa7nl X<7 200mg i34 21 HEYA 7105 b0 1 HHIZ, AAlD
R TRBB L Z300%ICEE LR (MEH =oALy~ R RNFURE S I MMAE
REZ TRIRT,

A1 RO20HFE1HEKLKV8 HHORMEEKR TRICE T SIMEFT= ALV Y~T XRF
T O TFEEEEERER 2T, 22.409.11)705 254(15.4)ugmL ThH o7z, BEHFI(TA 70 1 056 DB
LTURNY T RXRF DT TREDOEHEEEER )X 0.378(0.291)727 5 1.47(4.16)ug/mL T

HoT,
FA 7116 TIZHEITDH MMAE O 7 7 REOSFEEERER 21X 0.316(0.269)7> 5 1.98(1.38)ng/mL
ThoT,

HMRRTSUII R ML AFENMTON T E AR, K TH 12 0 ABAR0E L7 RICHE LT BE PR L Shiz,
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EV-302 SHERAF| & RATOY XT T£HABE LEBOMEF T UHRILYT T R EFUEEL Mgt MAE 2 ©
(FA4I1L1)

1 HH &G/ TR

| 8 HH 50 | s

HH BG4 THE

TRV T RRF U (ug/mL)

N/AERIEL 391/397 370/373 367/368
FHIfE(SD) 23.6(6.88) 1.08(2.56) 25.4(15.4)
R G/ MiE, BeRAE) 23.3(0.0110, 55.2) 0.717(0.0110, 26.5) 24.4(0.0110, 281)
%CV 29.2 236 60.4
AR 20.6 0.700 22.4
MMAE(ng/mL)
N/AE 15 374/380 356/358 359/359
I (SD) 0.366(0.476) 1.98(1.38) 2.00(1.29)
B e/ MiE, KD 0.185(0.00500, 2.85) 1.67(0.00500, 12.6) 1.70(0.162, 9.48)
%CV 130 69.6 64.7
ARSI 0.200 1.60 1.70
CV : ZER¥. SD : EHERZE
(4149 2)
| 18H 58 |1 HE #%T] SHH 58 [SHE BSKTH
TRV T R RNF U (ug/ml)
N/AERIEL 341/364 353/354 115/115 112/112
FHJfE(SD) 0.436(2.06) 22.4(9.11) 1.47(4.16) 25.1(8.18)
HR A R/ MiE, BRI 0.197(0.0110,22.9) | 22.3(0.0110, 115) | 0.914(0.0630, 33.9) | 25.3(0.562, 55.6)
%CV 473 40.7 284 32.6
AR 0.200 18.7 0.900 22.4
MMAE(ng/mL)
N/AIE 5 345/355 340/340 115/115 109/109
HIE(SD) 0.396(0.404) 0.570(0.424) 1.35(0.773) 1.32(0.736)
B e/ MiE, KD 0.296(0.00500, 3.73) | 0.454(0.0110,2.72) | 1.16(0.0770,4.07) | 1.19(0.110, 4.17)
%CV 102 74.3 572 55.9
AR 0.200 0.400 1.10 1.10
CV : ZEhzL, SD : HEHEfFZ
(423, 5.7
HFA 73 YA IS5 FAINT
1 HE 50 1 HE &5Hi 1 HE 50
T RNV T R RF U (ug/ml)
N/AERIEL 333/349 267/281 211/223
FHJfE(SD) 0.763(6.78) 0.444(1.69) 0.378(0.291)
HR A R/ MiE, BRI 0.273(0.0110, 124) 0.322(0.0110, 28.4) 0.327(0.0110, 1.91)
%CV 889 380 76.9
AR 0.200 0.300 0.300
MMAE(ng/mL)
N/AIE 5 326/333 259/271 206/215
HIE(SD) 0.394(0.386) 0.334(0.290) 0.316(0.269)
R G/ MiE, BeRAE) 0.305(0.00500, 3.03) 0.256(0.00500, 1.83) 0.262(0.00500, 1.45)
%CV 98.0 86.9 85.2
AR 0.200 0.200 0.200

CV : ZEhfA%k, SD : fEAE (R
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(3

(4)

1)

2)

3)

4)

th
AR L

&% - HAEORE
SRR L f

< WAL >

MEANT—#)®
AENOEWIHEANERIZ, = mLY <7 XRFULEILS MMAEAAT57 L0 Yydo~T7 RXRF
VOB BN RE T T IS W S a2 L — g VS PRI LT,

7 v+ —)L (P-gp FAEFI KR U3& 17 CYP3A [HEH)

AHl1.25mg/kg &7 bat Yy — LV aEi ARG LI EE, ZUoRLY T N RFUOIREREIZITIER 2
W7 AR 55D MMAE @O Cmax 2 T8 AUCg O ST EAMEO X, 221 1.15(90%
CI: 1.14, 1.16) %X T 1.38(90%CI : 1.35, 1.41) & HEE 4L, MMAE @ Cmax & Y AUC [ L HEAME 5-KF & b
TENTN15% KD 38%m < bt FHlENn-, ( [VIL7. Q#AEELEZOERA] OESMH)

1) 27 2 ES D (P-gp FEFIR U5& H175 CYP3A FHEH)

AHNE V77 B EFHLICBE TR, =AYy ~wT7 XN FUDIREEIZITIER 0 —T7,
AHEIPFE BT 2 Y 7 7 o L B 5O MMAE @ Cmax M U8 AUC g O 26 SEAE O el
ZIEI 0.72(90%CI : 0.71,0.73) % Y 0.47(90%CI : 0.46,0.49) & #EE XL, MMAE @ Cmax & Y AUC 1%
B G- & LR TENEIL 28% KN S3%IK T35 & Pl s,

S 4Y 5 L(CYPIA BE)

HV T LER G T AAF O L2 2 2 Y5 LD Cmax KT AUCy O3 EHME O
IXZEE A 1.00(90%CT : 1.00, 1.00) K TN 1.14(90%CI : 1.13,1.16) L HEE S 4v, AFIOHEHIZIZX Y T L0
BRER B L 5.2 e TRl Sz,

odxTy (P-gp EH)

UaAXx T EARFIE OBFHRIIC, Y% 2 O Cmax M Y AUC s D ST B O i 2 23 1.00(90%
CI : 1.00, 1.00)&% T 1.00(90%CI : 1.00, 1.00) & & S, AFIOPFHIZY Tx v o DORFEICHEEL 5 2 70
W TR Sz,

2. EYEERBP/NTA—5

(M

(2)

3

R A&

< B - 09>

ADC ORI & 1 IR ZEOMIE 3 a2 /3= AV MET L

MMAE : 1 IRIEEKE PRV <wT RRFUMNLOEREELRE) 2 2 /3— A Y NEF L

<ARATn Y X~ T (BB Z)E OGS 0>

ADC  : WJ[a] SR ORGSR S - REEER SR EhiE = 5 L & W,

MMAE : MMAE & & ERMENBAEm O 7 e 7 7 A V2R LTEZ EEREBST 572912, ADC 756
MMAE DA G IZRERIIZ DWW T D> 7 A FEIE AT A, #IEH SRS S - RHE
MERYERET T L& EH LTz,

Rz N 53R & 5E 35
MM ER e L

HREEER
AR L
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(4)

(5)

(6)

SYFTS R
B P 5.0 0 RHEE M SR E R fATIC L 0 . =R LY ~T RXRFUKRURMMAE 7 V7 50 AORME
FEHEIRZ 24 0.110 TN 2.110/M & #EE iz 9,

NhEHE

P 515 O RHE M KB REMRATIC L 0 . AA| 1.25mg/kg B E# DO EFIREBICB T RmLvYy~T X
RF 2 ORAARRE(FRE R 2 28— 8 22 h~OSHBEROEGE)IT 1281 L HEE Sz,

% 72 .MMAE O EFIRBEICE T 5 BT OB FBE(F R L R 2 > 78— kA b ~D G BERDO AR
1% 183.5L & HEE iz 9,

Z Dk
MM ER e L

3. BERH (REaL—av) @i

(M

R A&

< B 5>

AF 5 D ADC KT MMAE O SEMyBhRe |2 %32 PN IRIPE K O RS 00 52288 4 BTl 9~ 5 7212, 5 7-
BRCEWENRERBR [AGS-22M6E-11-1] | #E4ME 1 AHRER [EV-101] . BN 1 MR [EV-102] | [Epg
& T ARRRBR [EV-201] R OEEILFEFEIARRE [(EV-301] )k v 557, it UC B3 699 151(93%)
% grte 748 51D ADC K (0" MMAE D % F\ T REE S B REARAT 21T > 7=,

ARANEARN B 5-1% O ADC O SEMENREIT 0 RN & 1 IR EFFOMIE 3 2> /S— h AV MET VI L -
THYNC R &7z, MMAE OEMEIREIL | IRTERE PRy~ RXRF U OB BHE & (£
923 RN— KAV NET IV THEYNC TR STz 69,

<ARAT7u Y XTGBT ) E OO G >

EV-103 35k & O EV-302 SRR IC 31T 2 RHEERISEM B REMEAT IIAR O 52 /D7 < &b 1 FIST, 1 RERL
LORGHOREARRRREEA T 2RE LG L L,

EV-103 5B 2> 5 13 AF 198 Bl BE (KA 1.25mg/kg [2Q3W L ¥ A v HAIREH 72 i, &K 1.0mg/kg
i 1.25mg/kg [2Q3W L A L] +XAa7n ) X< 7 HERAKS 126 B E £, EV-302 R 5134
#1446 BI(AA] 1.25mg/kg [2Q3W LI A V] +X AT v Y X< T7HE : 432 44, Japan safety run-in : 3 ], A&
Al 1.25mg/kg [2Q3W L A ]+ RPU MRS A 2 5 Do b P RIERE © 11 BN DSARIRENTIC S E 47z 9,

1) ADC®

AKN AP 5T — & 2 H O TREZE S L7 WIE B EERF O ADC O RHEF SR EREE 7 /L 28 EV-103 3R
K NEV-302 iR 5155472 ADC O PK 7 — X 250k CEX A0 E I ME T Iab— 3 SN T
I L7, ¥ ab—ra b AL RREIX, EV-103 35 & Y EV-302 3R B 15 O i 72 F2HIE
DOHFIEIZIEF ICIVMEZ R L2, I alb—2a UERD 5%/ S—k o Z A VITFERBED 5%/3—F
VEANED DT DIEN ST b DD, Y ab— a3 VEERD 5% KN 95% 3 —& v Z A VTR
BRoOFPE L BBhh—H L Tz, &FL LT, oo ry ME, KRIOHRKRGROT —4 %
AT WI[E] HHEE R IR SE S 7= ADC B 7 /178 EV-103 35 & OY EV-302 3ER 7 & 15 5 L 7- A% 50 K&
PRAT e Y AT OB ERENFOT =4 2 <R LTNDH I LERL TV,
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2) MMAE®®

(2)

MMAE @ PK structural model @ FHZ I\ Tld, MMAE & ERHE N BAMER O 7 a7 7 A V&R LT
ZEEREOT D792, ADC 55 MMAE O ARG IZRFIZ DWW T O > 7B A R EZ D AT,
RHEMBEYFNRET T L O AKELNR—RAT A T VT 2 EOEEI, ECOG PS OARAEIZ £V, MMAE
DENTO7 VT T ANEINT 52 ENRBEINTZ, ZOFRIBVREIRGFEFRCEONZLDE—HL
T\,

INTA—REHER

< B 5>

PR, X=X T A L TOTINVT I UE, ~EZ v E, BEROR, JERKZ & O#E TR ADC ~
DODEBERLELEETHY, MR, R—ZAT A4 L TOT LTI, ~EZa b flil, BREVLE ME, 5
£Z2oFn, ECOGPS MO THEDY MMAE ~OF B EELRTEINTZ, TN EEOREIZL D
FAEFEIIARE L Z 2 bz 9,

<RATn Y RXvT(BIE T2 E O G 0069

- ADC OIEFEEOENDEAREOBF THRO b, REICE S EHERE(00kg i 2 5 EBH T
ARG EZ 125mg ETETHICLY ., BEEHEEZKRE Lz L & ICh, KREICER LR yEheo
EOLOE R EINTEY, KED 100kg 2B 2 D5EICx L THREE EREZRIT-BADOK S B
EFZLTHDHLEEZ N,

“MMAE 27 U7 5 A IERE AN—ZAF5 L DT INVT I AMEL LI L, _—XF 1 > ® ECOG PS
BRI L > THIM L7z, 72, CrCL OEMNE & HI2 MMAE ©OZ U7 J ALz, Ll
NH, ZNHDOEEBICLIZEEIVTNLBENEROL L LO TR HEFfiZLELTI L
DT NED EEZ -,

- IFREBE RS O FE R R AT TE H (AST. ALT KU E U L E TV E MMAE OET /W% L CHER
HEREL L GRIRS Do T2,

DI B (RN, MR, AR RR ik, X—R T A L OfEEY A X, AT T F IR, Nectin-
4 FEHLD H-score, BHEAERE T, BRALAFHEAEREE . SRV HERE O CYP3A4 BHEAIDFAH. P-gp FLEAIDE
J R O EME) T ADC KON MMAE O3EWEIREIZ Kk L CHR AL R L2 LT, 2 b OHERICHKS
< HEREIIAELE 2 BT,

4. HIR

5.
(M

(2)

3

(4)

AR ANA

ki

I 7% — R RIPTEB
AR L

;% — R AR BE P @@t

MR L

<zH .7y KD>

FHEIIZ MMAE 0.2mg/kg % 0T0R 6 2 OY 13 HICHEARNER G- L, AR 21 B IR VE o i alopt 2 BRE L 72,
MMAE a4 @i L, fe R imigH ot S 7z,

FiA~DBITH
MM ER e L

BEA~OBITH
AR L
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(5)
D)

2)

(6)

Z DDA OB
EEMEEL— S UA TS T 14—
LB L

<HE .7y hKO>

PHIMMAE @ 0.056mg/kg % HEM: Long-Evans 7 > MMZHEEARNE G- L, EHE O#LE A0 2 & B4
HA— b TP F 7T 7 4 =Ll L7z, Long-Evans 7 v MMZBW T, PHIMMAE H kD eI IR
S EBENTHA L, #5154 0.17~24 BERICE T, KERS ORI kb AE B (X ik h i RERE L v b
Eo Tz,

T O RO RE TR B N E S 7o FRRR IS, BRVF(RES 0.17 BFRIIC 1.476pg eq./g). THLE N Y)(Cmax DHi
c 5 24 FER O B NEW D 0.019ug eq./g~F 55 12 FE O KIBNEM D 0.975ug eq./g) & OVBEBEN
R 5% 4 FERIIZ 0.369pg eq./g) TdH > 7=, Cmax 23 0.20ugeq./g KV @ o 7o kHERIZ, BN T EIARTZE,
Jifi, BB R OB T o 7o, KERS OMARIZIB W T, eI 5% 96 Bl £ TITHL L7228, I
B, BN N ERRETEE, BT EBAKIERL OIREKR Y KU BECIE, BEAHERENZN 24 0.013, 0.006, 0.005 &%
N 0.009ugeq./g & MEDNTHRHE vz, BURREIREE X, IRERZ N 7 [BE(0.005ug eq./g) % bR < & TOMMRICE
WT, 51 672 HEE F TIOERIBRAM IR T L7z,

MmER~DFEAT

<in vitro FRER >

MMAE Ot MMZBT 5 MERBI T 2 74 L 72, 2~5,000nmol/L D[PHIMMAE % & Eeifilifi % 37°CC 1 FEfH
AV Fa_— Uitk MR/ g s aeRE L 2R U, BRMICEFRDOH D 2~20nmol/L 123317
% MMAE O L / i 45 o i3 BE T S He1E 0.926~0.976 Tdb o 7=, BEE 72 I BERAFMEIXER D DR o T,

MFEBHEER

<in vitro 35 70>
MMAE Ot MR 5 MEEAKEEERIT 67.9%~822% ThH -7z,
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6. tH
(1) ARBIERL B U BHRER
<in vivo B >

TURALY T f\‘l\‘?/ﬁﬁ’%i/jﬂb/vf AN RF 2 DPUEER 5 DARHFRERI TN L 2o 7z,
PR D IXAN TR F RE YT 2 /BRI RS HEES Z W TEAIH SN EBE X HND T,
MMAE @t ~MZBIT BT, HLMMM%ﬁﬁMmC®7V//%/v7 R RF DGR RER DT
RSN R L OE)E W CRMli L2, =2 kv Yy~T RRFr Ty v~r N I\%/

X, A—0FW-1) o —EEEREHT 22 &5, MMAE OGEHE A TRER & #HEH <7z 7,

VX vvT NXRFUO 1.8mgkg A5 L7z CD30 0@ MR EE O, 5% 7 AMICHZY
PREO#FEZTI LT, JRPITIE. 7 I RIKGREAR(CS). KBRLIAR(CO). N-ii A FALMR(CT). BikFE{k

R(C8)72 ENRRH & iz, FEHIZIE, O-i A FULIR(CY), C5. C8 e ¥t sz 7,

MMAE D E RIZE1T3 in vivo HEE R BHREE ™

c7 cs
H‘H R 1 3 OJ‘:@
HiC-y N\)J\ (D\J\W =
: ¥

A &y © o
CHy

MeVal Val Dil Dap Nor

4 g L

LTEROKHBEROBEAEDOEICIDERD

C12 (C8 + C10) r(:)
j;/r CHa

Ha

C13 (C8 + C4)

ey oo\ﬁw TQ

s O
CHy
1. N- i X F AL
2. 0- i X F )Lt
3. BkEE
4. 7 3 KinskoiE
5. B#ft



VI. EWMEREICEET 5IEE

(2) R#ICEAE53T 58K (P OHFE. F5F
<in vitro FBR >
PHIMMAE(6 K O 16pumol/L) DRI H 595 CYP 7 % | (M OER ZIEEEICFE Lz, Rt o
AT, BRI v~ N7 T 7 4 —-BERERENAEIC LV ER L7z, PHIMMAE (&0l =a5F 7 3
R7TF=0 VX7 LAF R VERNADPH)FAE T2, & MFI 7 v Y — A9 T 8 FOKSHEREwIZ
faxiuiz, EERMRHIL O-it A F ALIR(CA), N-Iii A FALIR(CT) B OHAKFEILIR(CS) T D Z & 23
mEnr,
PHIMMAE #t b CYP BHZ L A v F a2~ L7ZE A, CYP3A4 2LV C4, CT RTNC8 BNAERL L,
CYP2D6 I L0 CTWAER LT 16610 MFI 7 1Y —AZEBIT 5 C4.CT KNC8 DARIENMEIL CYP3A4
TEME L BRI 2R L, C4, C7 KN C8 DRI CYP3A4 DIHEAITH D7 b o) — )L O CYP3A4
PRk T BIESINTZ, ZNOHDOEENS, MMAE It MIFR 7 8 Y — A8 W TEIZ CYP3A4 12 LD
REnsZenrEnz, (L7 Q#AEELEZOER] OHEBM])

Q) VEEENREDEERVZFDES
PAAOASA

(4) REMOFEOHRRUELL, FELE
AR L

7. Bt
HEMEAL . HERR S J OV 3
MM ER e L
<BE:.TJ7vhP>
7 v MTHSHERER L 72 MMAE 0.056mg/kg % HLRIEHARNEE G- L1z & = A, #1548 etk £ Clo B 5 i
BEDK) 95% MR XUTEP P S, #5672 FE#% £ TOMSTRED #Eh PRt R 131 O TFhFh
96.7 TN 102%., JRHFHEIRIIZNZEN 151 KN 9.4% TH -7z,

8. FIVARR—E—IZEHT BH1ER
<in vitro 3R 70>
HEH R 7 v AR —F —Th 5 P HEEE(P-gp). FLIEMIEE F(BCRP) & O Allifit P4 B H & 1 2(MRP2)IZ%f 9
% MMAE @SB M TNT P-gp (%57 2 FLEAEH 2 3E4fi L 72. MMAE (1. 10 X T 100pmol/L)?® Caco-2 il
Jia B 54 s U F 2 TSR 2> S JEMI(A-B)~OFiE M I TR < . FiFREIT 1x10%cm/sec Kl TdH - 7=,
JEAR 2> & TESRHAI(B—A) ~ DR L A-B ~DOFiEFRE L W K& <, efflux ratio (B-A ~DEIHIRH/A-B
~OFBBBRE)VITFEM L2 E2TORET 88 LLETH -7z, efflux ratio 1L P-gp FLEAITH 5
PSC833 (10umol/L), LY335979 (10umol/L)& %\ ME_T /32 /L (60umol/L)DFINZ LV, BLZ 2 FTKT
L7c, ZNHDFERDE, MMAE (X P-gp DEEE TH D Z LA/RENTz, —FH T, MMAE ® B-A ~Di%
M 1X BCRP FHE A Kol143 (Sumol/L)& % W ME MRP2 FREAA > K A Z 2 2 (100pumol/L)IC & W PR S 4v T,
F7/-efflux ratio b 2 LA ETH 7= &35, MMAE X BCRP XU MRP2 O FE TldZsW e &z Hhiz,
MMAE % P-gp DIE TH 5 ¥ I 2 0 OFEBG L Z ) MCPHE L7 23(ICs : >50umol/L), FRKAYICE %
DH BRI NT P-gp AEMEHIZR N EE X B,
WY IAI N T U AR—H—ThHAMT =4 kAR Y ~X7F R(OATP) IB1, OATPIB3, AU T4
T UAR—H—(0CT)2, AT =4 bT AR —%—(0AT) 1 LT OAT3 IZ%7 Z[PHIMMAE (10 %
VNME 100nmol/LYD IEE M A, TNEFND T VAR —F —ZFBEIRREIEZF v =— AL A X —HH
(CHOMifi & A\ ix b MRV E (HEK)293 Mifldz AW TRl L7z, 10 oA v FaX—hL/z&x0
PHIMMAE OffaN~DOE Y A& gL, 2> hr—fifids 7 v AR—% — %3 B & 7= CHO Mildd
% UM% HEK293 i CRIFRE TH - 72, £7-. PHIMMAE OMIIEAN ~DOE Y AL & 1X, LERIZRINL T
H 2L L 72> 72(OATPIB1 KT OATPIB3 FHEAIT 27 B AR Y > A 50umol/L, OCT2 FHEHIT AT
> 1 200umol/L, OAT1 K& TY OAT3 BHEAIZ 7<% K : 400umol/L), MMAE (¥4 [BlfkFf L7z b7 o AR —
X —DIETIEHE RN EEZ LN,



EpakicEJ 5EE

10.

11.

BEE s 7 v AR —4 —Td D BCRP, JHHEEHEHENR > 7 (BSEP) K TN MRP2 (25145 MMAE O EER
WZOWTIER T 7 V& VTR L7z, I 2 CTUBY IAF b T 2 AR — % —"T 5 OAT1, OAT3, OATP1BI1,
OATPIB3, OCT1 KO OCT2 (ZxI4 AL EEHZ CHO Milgd 5\ ik HEK293 #iim 4 v CREl L7,
MMAE [ BCRP, BSEP K T* MRP2 (%95 70 —7HEDORL 7 VNI AR %, K L 72 i R i DH
(0.008~5umol/L) TFHE L 725> 72, MMAE % OCT1 KT OCT2 DIE TH D A bR/ I v Olfik% ., W
i L7 e @i BE (Spmol/L) T, FAVE AL 29% M Y 23% FHFE L7, MMAE (% OAT1, OAT3, OATPI1BI1 iff (NC
OATPIB3 (Zxt9 % 7w — 7 JE Ok & fiit L7 Femiiie £ Spmol/L £ CTRE L72gino 7o,

. ENEICKHEBREE

MM E R L

REODEREFTLHBE

PPt REREE

< B HE TD>

(AARANEKOSNENT —5)

A 1.25mg/kg(RE A 100kg LA EDOLETT 125me) &4 28 HY-A 7 v 1, 8 XM 15 H HICHEARNE 5- L
7o b X O~ OBRFORER R RNBE - HEFEYBIRBET L6 I 2 L—a v L, FEREIEH &
F(N=669) & B2 JFHEREFE EBEN=65)"THI L7z & Z 5, MMAE ® AUCo. 28D Fe/)N RS AT 2 8
BRI RERR B T 37% @A s Lo, —J7 ., IFHEREIE R B x4 SR E T RE R E B E O = K
VYT NXRF D AUC 028D Fie /N AT 1T 94.4%(90%CT 2 89.9%, 99.1%) Tdo o 7=, 4
R RERR & BB (N=3)"13HD TOHTh o772, REMIEYENRBAEATIC X 2 X I L 72 d > 7o,
F 7o, HEEAFSREREERF IR T 2 HRBRIT R o 72,

<NRAT7 Y X7 GRIE T2 ) & OPFR S 0>

(AARANEOSNENT—5)

EV-103 &k & O EV-302 RBRIZ 31T 2 REERSEMEN BT IZ W) T R EH EFH (N=508)" 1219 %
R PR RERR 2 R (N=49)"D MMAE DIRFEEDOHNINIL 16.4% TH Y . #El RO EEET%) LD
HANS <V BRKRIZZRERITRVWE B 2 bivlc, TEEMERERELEN=2)", EET#EREREN= 1)
X, & BITHIEP D TIRON TV Z &b PR S BE K O HEF ¥R SRS ICBIT 5
i b v o T,

* o JIFBERERE S 1 National Cancer Institute (NCI) Organ Dysfunction Working Group |2 & 2 EFRIZHS X5 LT,

( [VIL 6. 3) FF#&REfEERE | OEHSH)

Z0ft
TR L
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I. ¥£t (ERLOZEESF) ICHTSHEE
1.

BEERBLEDEH
1
1

1 RHF, REFITTHIRECTEIERBERICEVNT, NALREEEICHSLHE - BREFDOER
DHET, AFDFEALBEY LB SN DEBICOVTOHAERET DI &, F1-. AEBIBICEKILL.
BEXIZORKEICAFOAMURVEREZTIHRAL. ABREZFTHLERETH &,

11.1.1 38]

2 hEMRKRFEHMAME (Toxic Epidermal Necrolysis : TEN) . FZ[§#hIERRIE(% 2 (Stevens—Johnson
Wd, UTOFREIEETSLEBIC. EEORBREENRBR LGEICEIKREZHILEL, BYGL
BEZ{TS

FloERF) &

EEH) EDEEEREF I EEDREREELAHOONEIZENH Y. REICESHEHESINT
1T52¢&, [8.1,

— =~

T2 &,

EENROONEHRICE, KERELEEO L, BULTNE GIBRERILEVAL, IEXZ I Y

(FiFL)

S MEMMERENHoON, RTICESEFLHRESATLSDOT, FHER (FFREE. %K.
FARFNDIKESZHRIEL, BIBRERILEVAIDBRSFEOEYGREZITI &, [8.5,9.1.3, 11.1.7
S

RRF) OHEZERVEBESGREORRE. BIEETRICITI L, T2, EENRDHOoNEHRIC

11 AR OB DTz » TE DAALFEIRIES 53 72505k - BBRAZFFOEM O b & TEIER 2T Sh
LDMENHDZ LD MO AALTFFIEANE U TRIE LTz,
1.

LB 2T 72 DR E L,
1

2 KN 2 T2 EIN S O R IRERER & O LS IR 5842 (238 T, EiEak B SE i fiRE (Toxic Epidermal
Necrolysis : TEN)}M OVRZ &R B RRE 7 (Stevens-Johnson JEMERE)SE D HEE DO R ERENEO HNTED

FCICESTIERIRRE SN TND Z &b, BRIERO 53 28152 L BE P00 b iHa Omb) /e

3 EBRILFRIFMARRER [EV-302] 2B\ T, AAIIIANLT v Y X~ 7 GBInT-Fl# ) & OREBESRN
BETERVIHEICE > - HEEMEE R OCEERMEEMEENBO SN TND Z & FAEANEE L
i L CHARNEFEICB W CTHEMME L ORBBENSVHM RO N EL2EETLH L, K
R G AREI L ONLTr ) X~v7 BIEHE#R 2] OFREG 25 T0)ICB U CREMEMEROREBUE
BERMELE I, AFIKRORAT 0 ) X< 7 BB )OO W TSIV TS MR BRI E T
IRSCCELHE D B 0 | AFIDOERARRERIZ IV T, KA & ORI FEBRDEE T RVEE e FEMEMZERA
ANBEHEOHLCEZED)N—TEEROLNTWDHZ L2 E 25 & AR OESEOIEIZI DT L BE A
WRORBBZTEEWRESTZ2MLERH D LWL, RE L,
EEABELTOER

2. #2

IS e

(ROBHEIZITHBES LN &)
RENO RS xt LIRBUE D BEERE D & 5 E8F
(7R

—

AFN DR T UBBUE DBEED & 5 BE AT 2 L2354
HHIENL, ROREFEEFEE L TGREL,

B R BBUEER D FEBL S D AIREME DS
PRERTHRICEET HIE L ETDEH
(V. 2. $RERITHRICEES HER) 2MT52 L,

RERUVAEICEET 53R L TOEA
V.4 RZRUVREICEEYT IR 22MT52 L,
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5. BEELEXNIER L TDEA
8. BEEREANIEE
8.1 HEDKREREND LD ENH DD T, REIFGFEHCEGBMARAID 1 A 7 )NTBE
DIREEZ A3 ICBIET A 2 b, £/2. BEISH LT, RS, BESUIIRG O BE MR b BA1
W, EOCERKREEZ2 T AL oS T2 L, [1.2, 1111 ]

8.2 MIBENH Hbid Z ENHHOT, AFELGFIX, EHHICIIEEOREZITV., BEOREL
T BET DL, F. ARG EBMGT DRNCIIBHEZ @Yy be— L LT Z L,

[9.1.1, 11.1.2 &HR]

8.3 HHiIH N H S D Z LD LD T, ARG OG- HIXEMMOICMEREEZITVO, &
FHOREZE HICBEZT 52 L, [11.14 28]

8.4 BHREEIEENH LD Z LD D DT, ARAE G BALEAT R O 593 E I B EERE 217
W, BEOREEHSICBIET S L, [11.1.6 2]

8.5 MIEMMERNSH HLOND I ENH DD T, WIMIER(TEULAEE, gk, FEEVE) O & OE I
IR EEE AR OFEMI%E, BEEHOITY 2k, £, BEICK LT, WIHERR S Dbz HA
Wik, EONICEEEEZ 2T Lo EE TS L, [1.3, 9.1.3, 11.1.7 &/

(fiR7)

8. 1 A% 7= E NS O R AR R & OV LE IR 7812 1235 C W aE e SR BB SR BRE (Toxic Epidermal
Necrolysis : TEN) K OVRZ i K5 IR ARE B #¥ (Stevens-Johnson JEERE)SE D B O FJEREENRBDO LN TEY |
WL E SRR HRESINTND, BEEOKEREEIXTICRSBRERIDO 1 YA 7 VIR E -2 L %%
B E 2, B RASCEARIEIRO 0708l BENRD DN QMY e E AR T 7 OICRE
L7z,

8.2 AH|ZHW-ENADOREFRRERICH W T, SMEORHANBD LN TWD, KFIOR G 2Bt 501
I 2@ Oc 2 ha— L LT Z & RO G oMM, BARERO 5728l 4

T DI E LT,

8.3 KA %= AW ENADOERARRERIZI DT, BHIH AR D 5N TWD Z Lnh . AREIOE R O
o @I 2R SCERRIER O+ R Bl 2 R T 7o DI E Lz,

8. 4 AF % HWT=ENAOERRRBRIZI VT, BHERERENED LN TND Z &b, AFIOE LR LD
510 O E P e A SCEE R IEIR O+ 3 e B AR T 72 DI E LT,

8.5 &Kz HWIZENADEERRERIZB T, BEMEMZER, MBRENEO SN TND 2 LD, #I1H
SEROMERR, EHI 7 A SCERARIE R O+ 53 72 Bl 22 K OWITHHE R 358 D LT 856 O B 722 L % e 9
T DI E LT,

6. MEDERZEFIHBAEICHTIER
(1) EHE - BERFOHLEE

9.1 AHHE - BEERFOHLIEE

9.1.1 SMm#E. BRHFEELLIEIZTOBREEDH S EEXIIFERRDEREF (BMI (Body Mass Index) &
EH)ZHTLHEE

FIME OB ITHEY 27 BNEELBENNH D, FERE OB %2 A3 % 83 &% O BMI 30kg/m? L
FoOBEICBNT, BHEE TEMEORINRD bz, BARRR TIX. AR GHT3 4 A LI
RGOy ha— R KRR ThHo B TBRA Sz, [8.2, 11.1.2 &]

9.1.2 KM= 1 —ONRF—%EHLTLEESE

JEREELSE L BENRH D, [11.1.3 B

9.1.3 MEMMEEDHLIEEXIIZTOEBERDOHLEE

M MEMR BRI ET 2 B8ZNAH 5, [1.3, 8.5, 11.1.7 &)




. ®eH (ERLOZEESF) I SHEAE

(2)

3

(4)

(i)

9.1.1 KAIZ W2 ENA DRI N T, BRFOAEICE S FEMmENBE L B, £/2. &
M, BRI AT L <13Z OBEERE 2 A3 5 B3 3T BMI 285 WO B (30kg/m? LA _E) 2 30 C i ik o 3¢
BRNEDS T2 END, EEEIETTZOICERE L,

9.1.2 AHZHWZEWNAORKRBRICHE N T, K= 2 — v XF =G HE TRO LIV TV D73,
Grade2 VL LKW =2 —a XF—2FH T 5 BEITERBBRDLOBRA SN TNV, 2O Enb, K
M=o —a T —2 T 2BHFICH L TEORERPHEST LY R 7 Z2HRTE VWD, FELR
TT-DIZRE LT,

9. 1.3 KAlZH W EWNAOEGRFERICIW T, BEMEMZER, MBRENRO LN TEY | HEENLE
THDHIEMLERE LT,

EHaEE RS
REI LTV

ArRElEE s

0.3 FFigaEIEE R

AFNEWIES HE ) AFNT 7Y 25 F > EMMAE)EEICHFRBIC L 0MAT 5 2 Lnb, IFHkE
550D i % M TIE MMAE Ol ER 5 ATREMEAS B 5, 7235, NFHEREREEIE 2004 & L
T REARRBRIT I L Ty,

(7R

AFNEFERET D MMAE 1 BB L D HKT B 720, FFERERED H 5 B34 Tld MMAE O I i
BN FRTDAREMENH D Z &, ATREEERE 208 & LR RBIZIER L TV RNWI ENHHRE
L7z, ( IVIL10. B ENEREXET HEE THERE) 0HESMH)

HAERREET SE

9.4 HIEREEH T HF

9.4.1 MHIRT D A[REMED & 2 LMEITIE, ARFIF G- R OGEBE G4 2 1 A R B W CGRETE 2 20 B
S ONE ) 0 WEEVEIZ DWW TR 5 2 &, [9.5. 1522 ]

9.4.2 BT, AFIBEFROEKEG% 1 AR TANY TiE(E Y R—2) 2 W Tl 5
MBEPEZOWTEAT 5 2 &, [15.22 5]

(i)

AENZFBNT, B RENET e < PR B—EMEFE YD ) L O AEFENFRBO TN D Z &)
b, RELT,

KA Z AT D MMAE (30 2 O T8 IR 22828 BEAR M OV L5178Y Ml 2 WO~ D A V7 —~
Tk FREBRIC BN TR LR B BB RN Z R SR o 1208, in vivo 7 v M EB/IMEERBRIC I\ T B
FEREZ R LT MMAE |30 K BB B ME DO B OB TENEZ "9 2 & . MMAE O3 2% 430 H ThH
HZEMND, TEELOERGIZEEE T DBHTOVLEMEIZET D0 A X A GRAESEE 0216 55 1 75,
HRAEZEH 0216 55 1 SNZED X ZMEREICE T BRI 2 7 A CEJEH 430 HO 551435 1
A1 A, BUEEICBET 2RHERIE 1 7 A CEEE 430 BO S IS5 1 07 H)nEd) &
EZ. RELE, (V6. B)1ETE] DIEEM)



. ®eH (ERLOZEESF) I SHEAE

(5)

(6)

33T

9.5 1tim
g SATIEHRE L TV B ATREME D & B LotEIciE, 1B EOF RN Gt % BB 2 L HEr S 25612
DOHEEHT 5 L, BRBR(T v MIZBW T, REIOERKH &I 7 5 158 £(Cmax) TR
BB, WBIRAERED L ORISR MARD bz, £/, 8RBT v MHIickBW\W T, 4T
B 6 HHKOV 13 HHIZ MMAE 85 L7 & 2 A, IR - IR REME R OMERFEIED S ST g ),
[9.4.1 Z#]

(fEan)

BWsER(Z » MITIW T, AHI O BRI RIS HA Y 3 % B8 B (Cmax) TAEMFR K OWD | I AR E D
MO RHRIRDIIN A GRS bl Z & Eio, BaRER(T v NI\ T, k6 HAKAU 13 HHIC
MMAE Z 5 L7c& 25, IR - JRIREER OMEF RN HE SN TV D Z LbRIE LT,

RELIE

9.6 IR
BH LW ENEE LWL, B NTOIHFTBITICET 27 — XT3, B b IgG IZRELFICEAT
THZ ENRHEINTND,

D)
LI KT % AFIO M ARRBRIL /2 < | BILICHT 5 Y A2 & EIE LR L.

(7 INRZE
9.7 /hR
INRE AR & U BRI S L Cuzeny,
(E7R)
INBADOERREBR N 72 W=D F0# L7,
(8) =EE
REI LTV
1. HE{EHR
10. HE/EH
MMAE |12 CYP3A4 TREf SN ™, [16.4 ]
(1) BtRZZ L ZDER
BIE STV
(2) BtRFE L ZTDER
10.2 FEEE (BFRICEE T H &)
HRANL FRERAEAR - HEE ik HEFY - faRRIK 1
/)72 CYP3A FHEH BIVEF OSBRI & ONEAEFE S HENS | 50072 CYP3A PLEAI & OHFHIC X
A4 FTaFy—u HBEENNHDHDT, BEDIRELE D . MMAE ORCHTAFHE 4L,
U rFeENL EICHZE L, BWERORBUCH5121E | MMAE O PR EE A 535 mlRefEA
77 ) An~wA T BETozl, HD.
[16.7.1 18]

(A=)

EPEH BN EE T TSNy S a b —Y g uinh, TURALY T R RF AR CYP3A4
FEER AT 58HA EOFHT 5 & MMAE O MSEHREN B35 AlREERIE SN2 72Dk E Lz,
(TVIL1. O BE - EAEOEE )7 b3V — /b (P-gp FLEH L OSRT) 72 CYP3A FLEH]))] DIEZBMR)



. ®eH (ERLOZEESF) I SHEAE

8. El{EH

11. Bl¥E
WORIWERNRS Hond ZERHHDOT, BELE DTV, BRENPRD ONTGEICITES 2 F ik
T 57 EMRAEEITY I L,

(1) EXLEER & MHER

1.1 EX%GEIEA
11.1.1 EEOKRERES

Hh FE 3% Fz B AE il % E (Toxic Epidermal Necrolysis : TEN) (0.4%), FZ & ¥ IRHARE {57 (Stevens-Johnson JiE
BERE  SIS) BHEARINER S LDLNDL I ERHY | HCICE- Tl b ESN TN D, BENRD DL
NIaE, RIGRHE Lo B e E @B RERLVE CHL ik A I RO %) 21T
5L, [1.2. 8.1 &H]
11.1.2 SMm#E9.8%)

EIEEN D i, FRIFMESZ TV =V AILELBFNR D, BERRDLNTHBEITIE. A
VAU CRIR OG5 WYRMEEZITI 2 &, [8.2, 9.1.1 Z]
11.1.3 KM= 2 —0/F—(55.7%)

KR E = 2 — 1 /XF—(43.3%), KEEH = 2 — a1 /3F—@.1%). K FQ2.6%). HTkEE
(14%)ERHHLDLND Z ENHDHDOT, LU, fi VKR TERED b 2Ha 1L, HE, RETH
IEZ WY 0EEZITH 2 &, [9.1.2 /]
11.1.4 BEEINH

IR ERIAD (14.0%). BIML(12.5%), HMLEREA(5.0%). /IR (3.9%). U v 7Bk (2.7%). 3
BAELT BRI E(0.8%)EN B B D Z Ebh D, [83 BH]
11.1.5 BEEFE(14.3%)

g, WMIESERH LD EBH 5,
11.1.6 BHHEES

AMEBEEE(SY)EOBHRERENRH OONDZ ENH D, [84 M)
11.1.7 MIEMMEERG.4%)

W PENR #(0.4%), HilERQ.0%)ENHHEbNDLZ ENnb D, o, AKlL a7 X~ 7 (&
THAHRZ) E OBV T, AFIHIM P 505 & el U CERE O TSR %2 5 TR MR 8 o> 78 SUE &
DNEINT A ABD 5 TW5,  [1.3, 8.5, 9.1.3 B]

(fiR7)

1.1 BRFRBRECEON RO ONZREERD 9 b, EERAE RS L Graded U EOHFEFERG N HE
INTEY, EEMETILERNDD EEZONDIHERIZONT, it#i Lz, Xa7nr ) X<v7 Lo
RFIEICBW T, AFIOBEFORENET 1 7 7 A L L [EERLFR S AR [EV-302] T b7 EITE
MELE LI ZA, 2O OEWEROFRBUER OE VIR 5o e 2 &b | EREILEFMAHR
B [EV-301] KON EV-302 SRBRICIBITHRIWEHOBEZ R L Citfk L7z, 7272 L. MIEMEMZERIX,
AFERET ) X7 EOHFRICBW T, REEME 5L g L CEEO RS2 E0RIER D%
HAENHEINT DA NBD biz=d, EEMMET LI & & L,

11.1.1 EV-301 3R I35\ Tl H 7t 2% 5 S 50 R i iE (Toxic Epidermal Necrolysis : TEN) M OVEZ & b AR I
{7 R (Stevens-Johnson JEGERE : SIS)IEFBOH L2 -T2 b DD KEORGEIRTEH% S EV-301 Bk LIS O
BEIREBRIZ IV T, TEN KO SIS D HE O B EIEE DB LIE TIZE - TIEFID HE ST b,
EV-301 #Bk & EV-302 SER DA 23T, TEN IE 0.4% DIEELNZE D ST,

11.1.2 EV-301 Bk & EV-302 iABRICE T 2 @B B L7 gIVER & UC. mifkE, mihaemsE, 2 &
FERI, M~ RofERI, a2 be— VR EORERP ., FERFEES M SE, FERFE, 7Y a~ts
oE AN, 1 BUBERSS & & T 9.8% DIEHNFRD biT-,



. ®eH (ERLOZEESF) I SHEAE

11.1.3 EV-301 3B & EV-302 RERICE T B KM= 2 — o SF— @ L7-FIVE & LT, KRRy
Za—uNF— PR, RIS = 2 —a T — | KSR EE = o — o T — RS, 75
JHERT ., BTREE, iRErE, R R . BRE R, e, K= —a RXF— ZH=a—
13/57‘_\ mﬂ(ﬁ% kfj%ﬂm%&)b’@ff 55. 7%@%£ﬁt7j)wuy)ﬁjh7b\—o

11.1.4 EV-301 AR & EV-302 iRBRIC BREINHENCEE U-BWER & LC, MR ERE . i, A
Wﬁ@\mmWM@\Uyﬂﬁﬁw\%ﬁﬁﬂ$ﬁﬁwﬁ EDFIBLNTRD BTz,

1) GFHERIBY © MedDRA ver. 26.0 ® PT @ THFHERIBAE] «  TAFHERER D |
M IfLERIE © MedDRA ver. 26.0 ® PT @ [ EkEAE)  TAMERERD |
/MR © MedDRA ver. 26.0 @ PT @ T/ MRIEAGE] TR |
U 2 8ERED : MedDRA ver. 26.0 D PT ) U SERIBAME] . TV 2 SERERA )
OB LRSS ICESE TR L,

11.1.5 EV-301 3Bk & EV-302 RBRICIS 1T D GLEICBE L7-FIEH & LT, ik, MulE% 4 HbE T
14.3% DFBLNRFRD Bz,

1) REYWEN, MmmexmowymFW%rkiwﬁéaﬁjK&%#é%ﬁ%%%bto

11.1.6 EV-301 7Bk & EV-302 RABRIC IS 1T D BHERE (B LZRIER & LT, AMERFEE.5%)05
D HTAED, 7 LT F = HN, B R hg\m%$MT‘m¢Ffﬁm B LT F = E,
EAR., REWDORENED BT,

11.1.7 EV-301 RBRIC BV T, BIEMERTRBIZRD o728 OO EV-301 iRBRLIS O if R iR BR IZ
wTWT&%F%@%ﬁ#M®6ﬂtoitAEvmlm% BV T BB %ﬁb*wwmk
L CHlilgi % (2.0%)DIEh, #EALI2E % & T 2.4% ORI FED Hivlz,

F 7o, BVEMEREBIL, KA ERaT 0 ) X<T7 L OFFRICEBW T, ARAI MG L Ll L CEED
F5 AT RIVEH ORBIEE BSIN$ 2088 Hiviz, EV-302 BRIV, M MEMIE BB
HLUZZRITER™E LT, Mfilf28(6.6%). S ERizR B(1.6%). MEMEEE0.9%), HilE#0.2%). A
T MR R (0.2%). 2B (0.2%), HfiTEtE0.2%), HvaA R—2 2(0.2%)% &HHHET 102%D
RENBDO LT,

D URAY T RRIFUNIRLT oY X7 L ORBEBEBEAEETERVWEESRES

(2) ZothoEIER

11.2 ZOtDEIERA
30%LL E 10~30% ATl 10% ATl
H ke TR, AL R, WM, ANE, DN
8
—i% - RHEEL] 7. RERD . EIE FEEL
Be HARAT DR BE
PR M O s RIS
MRS RIEE BRI A4 FEED E
AR P RIAT A, WEEMN, %
i, R, AR
B2 R T OVRE T LAk e BiBAE, O | BRR BRI, W B, BOKEE . R AER
&= JiE T, B, REERE, AKE
PER . ALBE
JTFNRIE R PR AST #4 ALT #n
(7R

[EBRIL[F EE MAHEER [(EV-301] (238 T 15 $1(5.0%) 2L EICFE D b2 RIVEHERZ2BIERIZEEH L 72 Fl

TER & B <) KO}, EV-301 38R &% OE B 3[R 45 AR EBR [EV-302] | %O<%ﬁﬁr%AﬁL50%uL
Lm@%ﬂﬁ WER ZFe# L7z, E£/o, EENSLERZEREGIBIER S, KEMERER, L8R OHR
B (MR, MR, AR AL LT,
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SEIEREE—BERE

ER A EEMARRER [EV-301] RUEMRKFFEMMERE (EV-302] (& (F2AFOBIER "

TB N S AR GR R IRl GR ot
EV-302 35t EV-301 #8k i
LRV X BB 440 296 736
RIVE I HEBBIE (%) 421 (95.7) 278 (93.9) 699 (95.0)
MedDRA/J version 26.0 EV-301 MedDRA/J version 26.0 EV-301
E =SNG EV-302 EV-301 + ZRERIR 5 HA EV-302 EV-301 +
FEAGE. N (%) EV-302 FEAFE. N (%) EV-302
MEBLOY 7 5REE | 102 (23.2) | 58 (19.6) | 160 (21.7) =M 1(0.2) 4(1.4) 5(0.7)
2 58 (13.2) | 34(11.5) | 92(12.5) NRER R IGE 5(1.1) - 5(0.7)
U HR BRI E 40 (9.1) 20 (6.8) 60 (8.2) ARNE 2(0.5) 2(0.7) 4(0.5)
M/ NR IS SiE 14 (3.2) 9 (3.0) 23 (3.1) ISR 3(0.7) 1(0.3) 4(0.5)
i Bk e 14 (3.2) 2(0.7) 16 (2.2) T VL — R 3(0.7) - 3(0.4)
FEBMEAT BRI 4 (0.9) 2(0.7) 6 (0.8) AIEOS A 2(0.5) - 2(0.3)
U 8BRS SiE 3(0.7) - 3(0.4) IR 25 ) R e - 2(0.7) 2(0.3)
M/ N INE 3(0.7) - 3 (0.4) FR A IS 2(0.5) - 2(0.3)
T W BRI IEE 2(0.5) - 2(03) HWHIETF 2(0.5) - 2(0.3)
H ifn BREE0E 2(0.5) - 2(0.3) ARG i, 1(0.2) - 1(0.1)
TR R R O - 1L 1(0.2) - 1(0.1) AR FE I - 1(0.3) 1(0.1)
IR S =N 1(0.2) - 1(0.1) il Mo 1(0.2) - 1(0.1)
I i 1(0.2) - 1(0.1) 18 e 1(0.2) - 1(0.1)
DIgEE 2 (0.5) 6 (2.0) 8 (1.1) A, - 1(0.3) 1(0.1)
HER - 3 (1.0) 3(0.4) AR g2 1(0.2) - 1(0.1)
TR AR - 2(0.7) 2(0.3) AR BERL B - 1(0.3) 1(0.1)
D2 1(0.2) - 1(0.1) TR A4 2% 1(0.2) - 1(0.1)
GlEs - 1(0.3) 1(0.1) AR Z o FEIE 1(0.2) - 1(0.1)
D EPESFNR 1(0.2) - 1(0.1) 1 1 £ i 1(0.2) - 1(0.1)
FBLURKEE 3(0.7) 5@1.7) 8 (1.1) £ BE - 1(0.3) 1(0.1)
[EIEAPE D F 1(0.2) 3(1.0) 4 (0.5) A A= LSRR 1(0.2) - 1(0.1)
WESRT - 2(0.7) 2(0.3) AR i 26 1(0.2) - 1(0.1)
i pEREE 1(0.2) 1(0.3) 2(0.3) bli ) - 1(0.3) 1(0.1)
Hig 1(0.2) - 1(0.1) ARG A Rk - 1(0.3) 1(0.1)
NEWEE 13 3.0) 2 (0.7) 15 2.0) AR e if. 1(0.2) - 1(0.1)
FOR IR BRI T 8(1.8) 1(0.3) 9(1.2) loga37ia 1(0.2) - 1 (0.1)
R IR RE TUESE 2(0.5) 1(0.3) 3(0.4) B R A5 - 1(0.3) 1(0.1)
SIENITTS 2(0.5) - 2(0.3) fit§ F- 77152 4) 1(0.2) - 1 (0.1)
Bl e A4 1(0.2) - 1(0.1) filf F- A Hi . 1(0.2) - 1 (0.1)
SFRA%TEIU RN TN 1(0.2) - 1(0.1) il TR & - 1(0.3) 1(0.1)
R IR IR RE TUHESE 1(0.2) - 1(0.1) BIBREE 222 (50.5) | 156 (52.7) | 378 (51.4)
AREE 98 (22.3) | 59 (19.9) | 157 (21.3) T 103 (23.4) | 72(24.3) | 175(23.8)
K474 38 (8.6) 15 (5.1) 53 (7.2) TN 87 (19.8) | 67(22.6) | 154 (20.9)
VRIREE N 30 (6.8) 23(7.8) 53(7.2) {51 30 (6.8) 37(12.5) | 67(9.1)
L 15(3.4) 12 (4.1) 27 (3.7) FAUR 29 (6.6) 26 (8.8) 55 (7.5)
MR g 25 6 (1.4) 3 (1.0) 9(1.2) HAZ 33(7.5) 21(7.D 54 (7.3)
iRIR 2(0.5) 4(1.4) 6 (0.8) F PRz 21 (4.8) 19 (6.4) 40 (5.4)
IRZ 5 FEdie 5(1.1) 1(0.3) 6 (0.8) i 9 13 (3.0) 18 (6.1) 31 (4.2)
Sl 3(0.7) 2(0.7) 5(0.7) HIER R 14 (3.2) 9 (3.0) 23(3.1)
AR A% 4(0.9) 1(0.3) 5(0.7) B BIE R R 9 (2.0) 3(1.0) 12 (1.6)
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MedDRA/J version 26.0 EV-301 MedDRA/J version 26.0 EV-301
ZE IR EV-302 EV-301 + EERIR EV-302 EV-301 +
FEARGE. N (%) EV-302 FEAGE. N (%) EV-302
ARG 5(1.1) 3 (1.0) 8 (1.1) g Ns RN i (4 1(0.2) 2(0.7) 3 (0.4)
1 e YR Ak 8 (1.8) - 8 (1.1) B4 i e 1(0.2) 2(0.7) 3(0.4)
iR AT 3(0.7) 2(0.7) 5(0.7) BT —T VR E
GRS 4 (0.9) 1(0.3) 5(0.7) N 9 PERE 102) 103) 2(03)
e TR 3(0.7) 1(0.3) 4 (0.5) Ut g 1(0.2) 1(0.3) 2 (0.3)
537 1(0.2) 3 (1.0) 4(0.5) TR 2(0.5) - 2(0.3)
NS 3(0.7) - 3(0.4) AR 1(0.2) 1(0.3) 2(0.3)
LS 2 (0.5) 1(0.3) 3(0.4) 550 1(0.2) - 1(0.1)
HEEBAS PR - 2(0.7) 2(0.3) THENMEAK T - 1(0.3) 1(0.1)
B 5 H . 1(0.2) 1(0.3) 2(0.3) i - 1(0.3) 1(0.1)
R 1(0.2) 1(0.3) 2(0.3) PR T i - 1(0.3) 1(0.1)
Rk 2(0.5) - 2(0.3) ~IL=T R - 1(0.3) 1(0.1)
AR A4 1(0.2) 1(0.3) 2(0.3) EN BRI 1(0.2) - 1(0.1)
H D SR 2 (0.5) - 2(0.3) N - 1(0.3) 1(0.1)
UNEE S 1(0.2) 1(0.3) 2(0.3) THENRRBIR T 1(0.2) - 1(0.1)
FLH%Z 5 FEhE 1(0.2) - 1(0.1) HvE b - 1(0.3) 1(0.1)
AR - 1(0.3) 1(0.1) AR - 1(0.3) 1(0.1)
(P =2 1(0.2) - 1(0.1) FFIEE R 28 (6.4) 7 (2.4) 35 (4.8)
i 1(0.2) - 1(0.1) BITUATIF—RIE | 11 (2.5) 1(0.3) 12 (1.6)
(GER=IEEE] - 1(0.3) 1(0.1) JITHARE S 5(1.1) 3(1.0) 8 (1.1)
+ RIS 1(0.2) - 1(0.1) JHF M e i e 1(0.2) 2(0.7) 3 (0.4)
N3 - 1(0.3) 1(0.1) JF% 3(0.7) - 3 (0.4)
BIRE 1(0.2) - 1(0.1) EE VLV LE 3(0.7) - 3 (0.4)
& - 1(0.3) 1(0.1) fFaEtE 2(0.5) - 2(0.3)
- ifi. 1(0.2) - 1(0.1) H O T2 1(0.2) - 1(0.1)
AL A - 1(0.3) 1(0.1) DEIRFESR - 1(0.3) 1(0.1)
SIS 2% 1(0.2) - 1(0.1) HEY 9 - W - 1(0.3) 1(0.1)
PN 1(0.2) - 1(0.1) PRI E 1(0.2) - 1(0.1)
mY=S7a - 1(0.3) 1(0.1) SENE 2% 1(0.2) - 1(0.1)
mp=sice) 1(0.2) - 1(0.1) JH B - 1(0.3) 1(0.1)
ALF - 1(0.3) 1(0.1) REREE 1(0.2) 2(0.7) 3(0.4)
e T 1(0.2) - 1(0.1) W AEUE 1(0.2) 1(0.3) 2(0.3)
BIER - 1(0.3) 1(0.1) T iEUE - 1(0.3) 1(0.1)
P - 1(0.3) 1(0.1) BYSERB L OBAERE | 62(14.1) | 43 (14.5) | 105 (14.3)
ELGAR - 1(0.3) 1(0.1) FhMEE g 14 (3.2) 93.0) | 233.1)
—f% - EHEER X Al o 2 7(1.6) 5(1.7) 12 (1.6)
cEbmoke | 20 G0 | 1566G27) | 363(49.3) W B 4(0.9) 5(1.7) 9(1.2)
it 124 (28.2) | 92 (31.1) | 216(29.3) T R 5(1.1) 3(1.0) 8 (1.1)
I E 55(12.5) | 31(10.5) | 86(11.7) JIRSEL I B 2 4(0.9) 3(1.0) 7(1.0)
FEEN 23 (5.2) 16 (5.4) 39 (5.3) Jifi g 2(0.5) 3(1.0) 5(0.7)
AR IE 15(3.4) 7(2.4) 22 (3.0) By 3(0.7) 2(0.7) 5(0.7)
G 9 (2.0) 7(2.4) 16 (2.2) ESTIPS 3(0.7) - 3(0.4)
PRk 6(1.4) 8(2.7) 14(1.9) LSRN 1(0.2) 2(0.7) 3(0.4)
FERR D JAE - 11(3.7) | 11(15) FiC i fiE 1(0.2) 2(0.7) 3(0.4)
WATIERE 7(1.6) 3(1.0) | 10(1.4) M fEMES = 2 1(0.2) 2(0.7) 3(0.4)
HEMRE - 7(2.4) 7(1.0) B % R 3(0.7) - 3(0.4)
TR H 3(0.7) 2(0.7) 5(0.7) SUE R 1(0.2) 1(0.3) 2(0.3)
A VTV PR - 4(1.4) 4(0.5) 0 e~ Ls 2 1(0.2) 1(0.3) 2(0.3)
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MedDRA/J version 26.0 EV-301 MedDRA/J version 26.0 EV-301
AERIR AR EV-302 EV-301 + EERIR EV-302 EV-301 +
FEARFE, N (%) EV-302 FEARGE, N (%) EV-302
N R PR G SR - 2(0.7) 2(0.3) I EREOR A 16 (3.6) 30 (10.1) | 46 (6.3)
AR 1 - 1(0.3) 1(0.1) 1 BRI 5(1.1) 16 (5.4) 21(2.9)
T2V K Y 1(0.2) - 1(0.1) Y o—-E e 11(2.5) 9 (3.0) 20 (2.7)
Rl 1(0.2) - 1(0.1) M7 Ah)wAT 7
I ket B e e 1(0.2) - 1(0.1) H—YHn 1462 3.0 17@23)
HER 1(0.2) - 1(0.1) s L7 F= 2480 7 (1.6) 10 3.4) 17 (2.3)
KNG B - 1(0.3) 1(0.1) U LR SR 8(1.8) 9 (3.0) 17 (2.3)
MR Y 1(0.2) - 1(0.1) 77 —EHEm 6(1.4) 8(2.7) 14 (1.9)
MR g e 1(0.2) - 1(0.1) y=INEIV T VA 6(14) 3(1L0) 5(1.2)
LA MR R S 1(0.2) - 1(0.1) 7 =7 —YH ' ' '
BT L 1(0.2) - 1(0.1) MmHE UL AN 5(1.1) 2(0.7) 7 (1.0)
TR g 7k 1(0.2) - 1(0.1) iR 3(0.7) 3 (1.0) 6 (0.8)
TRV HENR - 1(0.3) 1(0.1) ikehr v e S = 5(1.1) - 5(0.7)
R Jey P e 1(0.2) - 1(0.1) Mz L7 F ok
b R - 1(0.3) 1(0.1) AR —E N 2(03) 103) 304
JTUE G 1(0.2) - 1(0.1) I H 7 R o N 2(0.5) 1(0.3) 3(0.4)
AR R L 1(0.2) - 1(0.1) MY 7% Y RN 2(0.5) 1(0.3) 3(0.4)
N BE 1(0.2) - 1(0.1) £y A7 IF—E LR - 2(0.7) 2 (0.3)
NGRS - 1(0.3) 1(0.1) (R EE N 2(0.5) - 2(0.3)
BN - 1(0.3) 1(0.1) 7 v F o 1(0.2) - 1(0.1)
AR P R 1(0.2) - 1(0.1) IR K SRR 1(0.2) - 1(0.1)
(£ 35470 1(0.2) - 1(0.1) MY i - 1(0.3) 1(0.1)
RS 1(0.2) - 1(0.1) sV o KEd 1(0.2) - 1(0.1)
SIS - 1(0.3) 1(0.1) 1A PR SN 1(0.2) - 1(0.1)
B REK 1(0.2) - 1(0.1) R R D - 1(0.3) 1(0.1)
JIR PR 1(0.2) - 1(0.1) DENQTIIEER - 1(0.3) 1(0.1)
Rl S PE 2 - 1(0.3) 1(0.1) 7Y anEsa e A 1(0.2) - 1(0.1)
T il g 1(0.2) - 1(0.1) JFlEE b5 - 1(0.3) 1(0.1)
e 1(0.2) - 1(0.1) = AR HE L 1(0.2) - 1(0.1)
SR R 1(0.2) - 1(0.1) M A7 e e Hn - 1(0.3) 1(0.1)
R3S 1(0.2) - 1(0.1) A= 0= VRS 1(0.2) - 1(0.1)
BE, FERLT R B 1(0.2) - 1(0.1)
B IHE a3 169 2129 R L UEEEE | 182 (41.4) | 118 (39.9) | 300 (40.8)
HEAIZPE S RS 3(0.7) 5(1.7) 8 (1.1) BAIHER 114(25.9) | 91 (30.7) | 205 (27.9)
Loayee] 3(0.7) 2(0.7) 5(0.7) e I 47 (10.7) | 15(5.1) 62 (8.4)
B a5 1(0.2) 1(0.3) 2(0.3) > R U T AMAE | 20 4.5) 6 (2.0) 26 (3.5)
AR 1(0.2) - 1(0.1) &Y I iE 18 (4.1) 6 (2.0) 24 (3.3)
TR R R - 1(0.3) 1(0.1) KH U v e 12 (2.7) 4(1.4) 16 (2.2)
B P - 1(0.3) 1(0.1) Ji Ak 8 (1.8) 7 (2.4) 15 (2.0)
F G5 1(0.2) - 1(0.1) &~ 7 %2 MSE 8 (1.8) 7 (2.4) 15 (2.0)
g 1(0.2) - 1(0.1) &AL M LSE 8 (1.8) 4(1.4) 12 (1.6)
AR A B - 1(0.3) 1(0.1) R 5(1.1) - 5(0.7)
ERRIRE 147 (33.4) | 95(32.1) | 242 (32.9) &7 27 —YIiE 4(0.9) 1(0.3) 5(0.7)
IR E R 75(17.0) | 35(11.8) | 110 (14.9) 2 BUBE R IR 3(0.7) 2(0.7) 5(0.7)
TARTEVET I ) b B LT F = ME 4(0.9) - 4 (0.5)
FUAT = F—PHIN 48(10.9) ) 2688 74d0.h & U 8= e 3(0.7) 1(0.3) 4 (0.5)
TI=VTI) R TVA 014 | 2068 72005) e DR I L JiE 2 (0.5) 2(0.7) 4(0.5)
7 x7—EH ' ' ' K7 VT 2 v IE 2(0.5) 2(0.7) 4(0.5)
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MedDRA/J version 26.0 EV-301 MedDRA/J version 26.0 EV-301
AERIR AR EV-302 EV-301 + EERIR EV-302 EV-301 +
FEARGE. N (%) EV-302 FEAGE. N (%) EV-302
TR BE R B 1(0.2) 2(0.7) 3(0.4) FERMED 8 (1.8) 15(5.1) 23(3.1)
‘B U AIMAE 2 (0.5) 1(0.3) 3(0.4) I B 13 (3.0) 9 (3.0) 22 (3.0)
AHpEE - 2(0.7) 2(0.3) K= 2 —m 35— - 17(5.7) 17 (2.3)
BV T A LE 1(0.2) 1(0.3) 2(0.3) JE R SRR 12(2.7) 2(0.7) 14 (1.9)
& U e 2(0.5) - 2(0.3) SHYR 8 (1.8) 1(0.3) 9(1.2)
HIRE 1(0.2) - 1(0.1) USTREES 7 (1.6) 1(0.3) 8 (1.1)
Ay b= R RORRA - 1(0.3) 1(0.1) PR T 4(0.9) 4(1.4) 8 (1.1)
B I Ly 1(0.2) - 1(0.1) TR R 5(1.1) 1(0.3) 6 (0.8)
B~ 73 AE - 1(0.3) 1(0.1) Al PR 5(1.1) - 5(0.7)
BRY 7YY RifE 1(0.2) - 1(0.1) HE R 2(0.5) 3 (1.0) 5(0.7)
MR B E 1(0.2) - 1(0.1) HEMRL T 4(0.9) - 4(0.5)
W7y R— R 1(0.2) - 1(0.1) 4% = —n T — - 4(1.4) 4(0.5)
REIET > F—v 2 - 1(0.3) 1(0.1) B LN R R - 3(1.0) 3(0.4)
ZEE 1(0.2) - 1(0.1) e Wl 1(0.2) 1(0.3) 2(0.3)
1 BB IR I 1(0.2) - 1(0.1) R - 2(0.7) 2(0.3)
HEBRRBIUOHE FER 2 (0.5) - 2 (0.3)
ik s 5U25) | 32(108) | 87(118) TR 1(0.2) 1(0.3) 2(0.3)
77 P9 13 (3.0) 10 (3.4) 23 (3.1) P Ao R SRR 2 (0.5) - 2 (0.3)
RA & 14 (3.2) 7 (2.4) 21 (2.9) PRk 2(0.5) - 2(0.3)
R T 12 (2.7) 7(2.4) 19 (2.6) K EBIE - 1(0.3) 1(0.1)
(IRES 7 (1.6) 5(1.7) 12 (1.6) SRR - 1(0.3) 1(0.1)
VU e e 5(1.1) 3 (1.0) 8 (1.1) 2 P S E P M 4 1 1(02) ) LoD
BRI 4(0.9) 2(0.7) 6 (0.8) LR = 2 — R F— ' '
INEgEer 3(0.7) 1(0.3) 4 (0.5) FEIRIpIE = B e i 1(0.2) - 1(0.1)
El iR A ke 2 (0.5) 1(0.3) 3 (0.4) CAXRTT 1(0.2) - 1(0.1)
R 1(0.2) 1(0.3) 2(0.3) IE - 1(0.3) 1(0.1)
TR 1(0.2) 1(0.3) 2(0.3) SIE VRN 2% 1(0.2) - 1(0.1)
B - 1(0.3) 1(0.1) FLIEREE - 1(0.3) 1(0.1)
B2 & - 1(0.3) 1(0.1) GRS/ 1(0.2) - 1(0.1)
B s R i 1(0.2) - 1(0.1) ML SR - 1(0.3) 1(0.1)
(MR- NN 1(0.2) - 1(0.1) IR RIEEN - 1(0.3) 1(0.1)
TS R 1(0.2) - 1(0.1) R - 1(0.3) 1(0.1)
v x— VSRR 1(0.2) - 1(0.1) PR - 1(0.3) 1(0.1)
i3 - 1(0.3) 1(0.1) B AR R 1(0.2) - 1(0.1)
B, BB S USSR BrEE 5(1.1) 13 (4.4) 18 2.4)
OFEMERBLOR | 1(0.2) - 1(0.1) AARAE 3(0.7) 7(2.4) 10 (1.4)
) —7EET) 9 O - 4 (1.4) 4 (0.5)
B o — Mg e e 1(0.2) 1(0.3) 2(0.3)
7a7 Y e 102 i 1o.h Wit - 1(0.3) 1(0.1)
PR RS 299 (68.0) | 169 (57.1) | 468 (63.6) EEIRINGI= - 1(0.3) 1(0.1)
RIEHER =2 — B 1(0.2) - 1(0.1)
7 3F— 219(49.8) | 100(33.8) | 319(43.3) BB X ORKREE 21 (4.8) 13 (4.4) 34 (4.6)
NS 81(18.4) | 72(24.3) | 153(20.8) LR E 5(1.1) 6 (2.0) 11(1.5)
BERLTE 30 (6.8) 15(5.1) 45(6.1) N7 6 (1.4) 1(0.3) 7 (1.0)
KA VS = = — g RekE S 2 (0.5) 3 (1.0) 5(0.7)
S 20 (4.5) 10 (3.4) 30 (4.1) R 4(09) ) 4(05)
R PR R E B HEIR R 2 (0.5) 1(0.3) 3 (0.4)
= P 17 (3.9) 8(2.7) 25 (3.4) LR 2 (05) ] 2 03)
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MedDRA/J version 26.0 EV-301 MedDRA/J version 26.0 EV-301
AERIR AR EV-302 EV-301 + EERIR EV-302 EV-301 +
FEARGE. N (%) EV-302 FEAGE. N (%) EV-302
SR 1(0.2) 1(0.3) 2(03) Fi5 9(2.0) | 45(152) | 54(7.3)
€Ik - 1(0.3) 1(0.1) BEAR BB 36 (8.2) 2(0.7) 38(5.2)
EER 1(0.2) - 1(0.1) B2 I 0, St 3 18 (4.1) 18 (6.1) 36 (4.9)
2 1 T g - 1(0.3) 1(0.1) lIRZLEN 32 34(7.7) 1(0.3) 35 (4.8)
K E 1(0.2) - 1(0.1) fiTeZ> 26 (5.9) 3(1.0) 29 (3.9)
SRR 1(0.2) - 1(0.1) KB 1(0.2) 26 (8.8) 27 (3.7)
AFERE L OYLEREE 6 (1.4) 2(0.7) 8 (1.1) FLBLME 5 15 (3.4) 8(2.7) 23 (3.1)
B 1(0.2) 1(0.3) 2(0.3) &% 21 (4.8) 1(0.3) 22 (3.0)
RIS 1(0.2) - 1(0.1) IRIEME R & 9% 14 (3.2) 6 (2.0) 20 (2.7)
DA A 1(0.2) - 1(0.1) HLBE 13 (3.0 6 (2.0) 19 (2.6)
HLIR - 1(0.3) 1(0.1) KIE 122.7) 5(1.7) 17 (2.3)
FaZEATEE 1(0.2) - 1(0.1) B & FI 10 (2.3) 7(2.4) 17 (2.3)
iR 5 FEAE 1(0.2) - 1(0.1) SIERRFL RS 2% 9 (2.0) 3 (1.0) 12 (1.6)
AN =N e 1(0.2) - 1(0.1) E- /7R 7 (1.6) 2(0.7) 9(1.2)
zgfégw RBLT 52 (11.8) | 40 (13.5) | 92 (12.5) ;?ﬁ éggiﬁﬁ 5(1.1) 3(1.0) 8(1.1)
% [ 66 13 (3.0) 10 (3.4) 23 (3.1) NIV R B 7(1.6) 1(0.3) 8(1.1)
FEREE 9 (2.0) 7 (2.4) 16 (2.2) T B 5 7 (1.6) 1(0.3) 8(1.1)
fililg e 9 (2.0) 6 (2.0) 15 (2.0) = JE B I e 2(0.5) 5(1.7) 7 (1.0)
YK 7 (1.6) 3(1.0) 10 (1.4) % 9 FEMERE 5(1.1) 2(0.7) 7(1.0)
SR 3(0.7) 6 (2.0) 9(1.2) % ALEE 5(1.1) 1(0.3) 6 (0.8)
G M T FR 5(1.1) - 5(0.7) A E N 3(0.7) 3(1.0) 6 (0.8)
Lxo< b 3(0.7) 1(0.3) 4 (0.5) ZITIE - 5(1.7) 5(0.7)
Jiti FERIE 1(0.2) 3(1.0) 4(0.5) A FEE R 5(1.1) - 5(0.7)
R e i R 3(0.7) - 3 (0.4) M A B 4(0.9) 1(0.3) 5(0.7)
SRS 3(0.7) - 3(0.4) 7 SRE 1(0.2) 4(1.4) 5(0.7)
WEE % i 1(0.2) 1(0.3) 2(0.3) BT 2(0.5) 2(0.7) 4(0.5)
T VEPE PR (R - 2 (0.7) 2 (0.3) JTCRR RIBEE 3(0.7) 1(0.3) 4(0.5)
S 1(0.2) 1(0.3) 2 (0.3) SRBE 3(0.7) 1(0.3) 4(0.5)
&P 2(0.5) - 2(0.3) B & w 3(0.7) 1(0.3) 4(0.5)
1 fE IR e - 2(0.7) 2(0.3) BB PERIERT & 5% 3(0.7) - 3(0.4)
RGBSR - 2(0.7) 2(0.3) JNDREE - 3(1.0) 3(0.4)
BT N A 1(0.2) - 1(0.1) I = e 2(0.5) 1(0.3) 3(0.4)
FFENE 1(0.2) - 1(0.1) TR 2 (0.5) 1(0.3) 3(0.4)
W& il 1(0.2) - 1(0.1) B I 28 1(0.2) 2(0.7) 3(0.4)
MESGA D JIE - 1(0.3) 1(0.1) IR BT RIARIE 3(0.7) - 3(0.4)
fitif2 5 1(0.2) - 1(0.1) W2 2(0.5) 1(0.3) 3(0.4)
B DJAE - 1(0.3) 1(0.1) BELE - 2(0.7) 2(0.3)
2B AR - 1(0.3) 1(0.1) bkl 1(0.2) 1(0.3) 2(0.3)
TP B K 1(0.2) - 1(0.1) BA 2 (0.5) - 2 (0.3)
A 4 - 1(0.3) 1(0.1) R A ALE 2 (0.5) - 2 (0.3)
MEE e ) 0 - 1(0.3) 1(0.1) S\ 2(0.5) - 2(0.3)
i ey 1(0.2) - 1(0.1) FE G 1(0.2) 1(0.3) 2(0.3)
FBR LR THREE | 343 (78.0) | 228 (77.0) | 571 (77.6) BRI 2(0.5) - 2(0.3)
it = i 146 (33.2) | 134 (45.3) | 280 (38.0) Tz 1(0.2) 1(0.3) 2(0.3)
% ) FEIE 146 (33.2) | 95(32.1) | 241 (32.7) RIERRIES 2(0.5) - 2(03)
S NTRZ N 4 137 (31.1) | 48(16.2) | 185(25.1) IR B i 2% 2(0.5) - 2(0.3)
BRI 61(13.9) | 42(14.2) | 103 (14.0) S 1(0.2) 1(0.3) 2(0.3)
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MedDRA/J version 26.0 EV-301 MedDRA/J version 26.0 EV-301

ZE IR EV-302 EV-301 + B RIR A EV-302 EV-301 +
FEARGE. N (%) EV-302 FEAGE. N (%) EV-302
B a5 1t 1(0.2) 1(0.3) 2 (0.3) SJS—TEN
B2 Jey 2(0.5) - 2(0.3) F=R=F 7 102 i 10
TEEHRIERS O FRIETE 2 (0.5) - 2(0.3) P FZ 1(0.2) - 1(0.1)
R 1(0.2) - 1(0.1) THUZAN 1(0.2) - 1(0.1)
% RKMETFILAMLRE 1(0.2) - 1(0.1) BAEEE SRS 1(0.2) - 1(0.1)
BFRRERIE 2 % 1 9 if 1 02) ] LoD R 1(0.2) - 1(0.1)
BY SRR ' ' ikl - 1(0.3) 1(0.1)
i 1(0.2) - 1(0.1) FE GRS - 1(0.3) 1(0.1)
B 1 A 1(0.2) - 1(0.1) B E RIS 1(0.2) - 1(0.1)
2 e 1(0.2) - 1(0.1) BB A - 1(0.3) 1(0.1)
SRR R i % 1(0.2) - 1(0.1) FAEMERIEMRRIE - 1(0.3) 1(0.1)
HEMERR R & 2% 1(0.2) - 1(0.1) SRR MR 102) ) o)
R 5 1(0.2) - 1(0.1) BLURMFRS ] ]
HIMEFE - 1(0.3) 1(0.1) Mg EE 14 (3.2) 16 (5.4) 30 4.1)
[ &2 - 1(0.3) 1(0.1) R I 3(0.7) 4(1.4) 7 (1.0)
FRIER 1(0.2) - 1(0.1) AR afi ) 2(0.5) 4(1.4) 6 (0.8)
Bl - 1(0.3) 1(0.1) AL 2(0.5) 1(0.3) 3(0.4)
FET 1(0.2) - 1(0.1) 1FTY 3(0.7) - 3(0.4)
AT )= A 1(0.2) - 1(0.1) 1A - 2(0.7) 2(0.3)
TN, - 1(0.3) 1(0.1) el 7R 2(0.5) - 2(0.3)
JND A 1(0.2) - 1(0.1) A a5 1(0.2) - 1(0.1)
TR B E - 1(0.3) 1(0.1) PRVPANEAI - 1(0.3) 1(0.1)
iR 1(0.2) - 1(0.1) A - 1(0.3) 1(0.1)
K - 1(0.3) 1(0.1) R - 1(0.3) 1(0.1)
R 2T AL 1(0.2) - 1(0.1) SHE T R R A2 - 1(0.3) 1(0.1)
SR HA . - 1(0.3) 1(0.1) Jiik=2r 1(0.2) - 1(0.1)
BRI E - 1(0.3) 1(0.1) KERIREERRRE - 1(0.3) 1(0.1)
JE JECHLBIE 1(0.2) - 1(0.1) KR AR RE - 1(0.3) 1(0.1)
SIS e N - 1(0.3) 1(0.1)
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BERUEEESHIETY PD-1/PD-L1 BBEHIC X HEREDH 2 BHATETERXIIEBERR LREEEE
HERE L-ERFREMARRER [EV-301] (<& 5aI1EH *°

it
LERNERRAT X BB 296
BIVEH FBBIE(%) 278 (93.9)
MedDRA/J version 23.0 MedDRA/J version 23.0
FRE RIS HA 4 Grade | Grade3 LA L FRERIKR A 4 Grade | Grade3 ML L
ARG, N (%) FEARGE, N (%)
S 278 (93.9) | 152(51.4) IR 67 (22.6) 3(1.0)
MBI VI REE 58 (19.6) 22 (7.4) 15350 37 (12.5) 1(0.3)
Z i 34 (11.5) 8(2.7) [[FALR 26 (8.8) 2 (0.7)
I ERIE A IE 20 (6.8) 14 (4.7) mEAES 21(7.1) 1(0.3)
1/ NI SE 9 (3.0) 1(0.3) (mEaLA 19 (6.4) 0
FEENE AT BRI E 2(0.7) 2(0.7) AR 18 (6.1) 0
H i ER P E 2(0.7) 0 HIERER 9 (3.0) 0
LIgREE 6 (2.0) 0 R IE W PR R 3(1.0) 0
HENR 3 (1.0) 0 eI 3 (1.0) 0
TRMHEAENR 2(0.7) 0 537 3 (1.0) 0
EUlEs 1(0.3) 0 HE B i 2(0.7) 0
BB L URKKRES 5(1.7) 0 RE R AR TR 2(0.7) 0
[[HEPE D F U 3 (1.0) 0 e TR 1(0.3) 0
FEIRT 2(0.7) 0 e A 1(0.3) 0
AT pEREE 1(0.3) 0 e 1(0.3) 0
WA IR E 2(0.7) 0 EES 1(0.3) 0
AR B RE AR T E 1(0.3) 0 HR 1(0.3) 0
HR IR B e U E 1(0.3) 0 5 R 1(0.3) 0
R 58 (19.6) 1(0.3) IR 1(0.3) 0
PRI 23 (7.8) 0 15 H 1 1(0.3) 0
RIA T4 15 (5.1) 0 AL 1(0.3) 0
F 12 (4.1) 0 ALV TR 1(0.3) 1(0.3)
MR 4(1.4) 0 PR 1(0.3) 0
] 4(1.4) 0 ALF 1(0.3) 0
HRHg 2% 3(1.0) 1(0.3) BIER 1(0.3) 1(0.3)
ARJS 2(0.7) 0 AR AL 1(0.3) 0
EL]5 2(0.7) 0 LIS 1(0.3) 0
R 2, [ M 2(0.7) 0 [ERVES 1(0.3) 0
5N 1(0.3) 0 AN ILIES 1(03) 1(03)
NS 1(0.3) 0 —fK « 2HEERL IO
— L 03) 0 JRp— 156 (52.7) 27 (9.1)
£ FRE 1(0.3) 0 97 92 (31.1) 19 (6.4)
g 1(0.3) 0 I ) 31 (10.5) 4(1.4)
RIS BE 1(0.3) 0 FEEN 16 (5.4) 2(0.7)
FEMEEFE i, 1(0.3) 0 HERE D JAE 11 (3.7) 0
bl ) 1(0.3) 0 & 8(2.7) 0
REBAS PRI 1(0.3) 0 AR IE 7(24) 0
[ERRLNES 1(0.3) 0 e 7(2.4) 0
BBk E 156 (52.7) 16 (5.4) R SR 7(24) 0
T 72 (24.3) 10 (3.4) A TN PRRER 4(1.4) 0
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MedDRA/J version 23.0 MedDRA/J version 23.0
B RIR A 4> Grade Grade3 UL E e IPNG | 4> Grade Grade3 UL b
HEARFE. N (%) FEARFE, N (%)
AT 3(1.0) 0 TEURS R R R 155 1(0.3) 0
AT I AR H 2(0.7) 0 K E#ER G 1(0.3) 0
% e Bk AE N A E (B 2(0.7) 2(0.7) RDEE 1(0.3) 0
D E KRB 2(0.7) 0 B E 1(0.3) 1(0.3)
FAH AR 1(0.3) 0 B RAR 2 95 (32.1) 34 (11.5)
IHBMERT 1(03) 0 ENGER 2 35(11.8) 1(0.3)
VN 1(0.3) 0 A R ERHCR D 30 (10.1) 18 (6.1)
TV N 1(0.3) 0 TRGRMET) W VAT 27— BH 26 (8.8) 2(0.7)
FE Ui e 1(0.3) 0 TI=UT ) NUAT =T 20 (6.8) 2(0.7)
BT =T VBB D FERk 1(0.3) 0 SRIIRE e 16 (5.4) 4(1.4)
Findant 1(0.3) 0 2 L7 = H80 10 (3.4) 0
V=T 1(0.3) 0 Y oR—BHIN 9 (3.0) 6 (2.0)
o b5 1(03) 0 U SR B 9 (3.0) 4(1.4)
MR 1(0.3) 0 T 7R 8(2.7) 2(0.7)
FFRREREE 7(2.4) 1(0.3) LIIRANY e % 3 (1.0) 0
JH R RE B 3(1.0) 1(0.3) V=N IV DT VAT 27—V 3(1.0) 1(0.3)
JHF A e £E 455 2(0.7) 0 N7 AT I —E LA 3(1.0) 0
AR 1(0.3) 0 7 VA Y kAT 7 2—P bl 3 (1.0) 0
Bt 5 - 1(0.3) 0 mA e UL e 8 2(0.7) 0
PR E 1(0.3) 0 ez L5 1(0.3) 1(0.3)
HEREE 2 (0.7) 2(0.7) M7 L7 R AR =2 1(0.3) 0
0 TCRE 1(0.3) 1(0.3) A= R o7 fEEE N 1(0.3) 0
S BOE 1(0.3) 1(0.3) LEMQTIEE 1(0.3) 1(0.3)
BYWER X %4 HAE 43 (14.5) 16 (5.4) ey b 1(0.3) 0
fE NS 9 (3.0) 1(0.3) f h U 27U &Y R 1(0.3) 0
Afes v 2 2E 5(1.7) 0 TR B 1(0.3) 0
LS 5(1.7) 2(0.7) i e A =R Dl 1(0.3) 0
PR G 3 (1.0) 3(1.0) R L UREEE 118 (39.9) 35 (11.8)
Jili g 3(1.0) 3 (1.0) EEXIE Bl 91 (30.7) 9 (3.0)
[ R 5 3 (1.0) 0 & I 15 (5.1) 11 (3.7)
I gk 2(0.7) 2(0.7) K~ 7 x>0 AlffE 7 (2.4) 1(0.3)
B P R SR 2(0.7) 2(0.7) 7k 7 (2.4) 5(1.7)
Wty 2(0.7) 0 KT K Y 7 A fE 6 (2.0) 4(1.4)
B 2(0.7) 0 &) > BRLE 6 (2.0) 2(0.7)
Pl iEdES 2 v 2 2(0.7) 2(0.7) &H U v AifiE 4(1.4) 1(0.3)
Hh R Y 1(0.3) 0 1&A v T I fifE 4(1.4) 1(0.3)
A e~ L~ 1(0.3) 0 B PRI L 2(0.7) 1(0.3)
NGRS 1(0.3) 0 E&7 V7 2 e 2(0.7) 0
FUEL TS 1(0.3) 0 it b i e 2(0.7) 0
[SEYEE 1(0.3) 0 ilikia 2(0.7) 1(0.3)
SUE R 1(0.3) 0 2 e R I 2(0.7) 1(0.3)
KIGHPEE B 2% 1(0.3) 1(0.3) & U U A E 1(0.3) 1(0.3)
TR B HER 1(0.3) 1(0.3) R#ET > R— 2 1(0.3) 1(0.3)
Grl= 1(0.3) 1(0.3) w77 —EiliE 1(0.3) 0
Bl e S 1(0.3) 0 B H LY T SLSE 1(0.3) 0
E, FER L LESPHE 11 3.7) 2(0.7) & ) S— P I E 1(0.3) 1(0.3)
AT D PG 5(1.7) 1(0.3) av ha— VAR OFERE 1(0.3) 1(0.3)
s8] 2(0.7) 0 B~ 73T AUE 1(0.3) 0
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EER NG| 4> Grade Grade3 UL E e IPNG | 4> Grade Grade3 UL E
FEAGE. N (%) FEARGFE. N (%)

FERRR LRSS 32 (10.8) 4 (1.4) Rk 1(0.3) 0
P 10 (3.4) 1(0.3) I R i 1(0.3) 0
(WAL 7 (2.4) 2(0.7) BEBIUORKEE 13 4.4) 4 (1.4)
RAHim 7 (2.4) 0 SRR 6 (2.0) 2(0.7)
(RER 5(1.7) 0 RS RERE 3 (1.0) 1(0.3)
VY i 3(1.0) 1(0.3) i fR 1(0.3) 0
e 2(0.7) 0 IR IR 1(0.3) 0
B 1(0.3) 0 18 i 1(0.3) 1(0.3)
B 1(0.3) 0 AFIR 1(0.3) 0
IR 1(0.3) 0 e R IE 1(0.3) 0
PAEI A2 E 1(0.3) 0 AFERB LU EEE 2(0.7) 0
D70 i A e 1(0.3) 0 FLEFR 1(0.3) 0
IONEg ] 1(0.3) 0 HARE 1(0.3) 0
sk 1(0.3) 0 Rk, BIERIS L UNREE 40 (13.5) 5.7

R REE 169 (57.1) 17 (5.7) P [ e 10 (3.4) 0
R = 2 —r T — 100 (33.8) 9(3.0) FEfEE 7(2.4) 1(0.3)
TR 4 72 (24.3) 0 B 6 (2.0) 0
KR = 22— 8 F— 17 (5.7) 1(0.3) T EZS 6 (2.0) 1(0.3)
FEMED F 15(5.1) 0 ik 3(1.0) 0
SEIETL 15(5.1) 1(0.3) i ZERESE 3(1.0) 1(0.3)
FRPEER = 2 — T — 10 (3.4) 3(1.0) R TEN I R 2(0.7) 0
W 9(3.0) 0 55 VR I (R 2(0.7) 0
FRSMHRE Ef ) = 2 — 1 " F— 8(2.7) 2(0.7) 1 e HE B 2(0.7) 0
PR T 4(14) 0 St 1(0.3) 0
S = 2 — 1 T — 4(1.4) 0 IR A< 42 1(0.3) 1(0.3)
SR 3 (1.0) 0 Lo b 1(0.3) 0
TR ER L R REAE R 3 (1.0) 0 IR 2 1(0.3) 0
FRIEBIRR 2(0.7) 0 MEIH D R E 1(0.3) 0
I 2 (0.7) 0 B ORI 1(0.3) 0
SEYR 1(0.3) 0 VB AL 2 1(0.3) 1(0.3)
FLIRRRE 1(0.3) 0 R R 1(0.3) 0
PSTREES 1(0.3) 0 KER LR THEES 228 (77.0) 50 (16.9)
FAENER 1(0.3) 1(0.3) =B E 134 (45.3) 0
PSR BES 1(0.3) 0 O FEIE 95 (32.1) 4(1.4)
i vSr 1(0.3) 0 ERINTRZIIN 22 48 (16.2) 22(74)
NEL B 2 1(0.3) 0 F 45 (15.2) 5(1.7)
PR 1(0.3) 1(0.3) il LR 42 (14.2) 0
KABIE 1(0.3) 0 P37 26 (8.8) 8(2.7)
HEEE 1(0.3) 0 F R SR E 18 (6.1) 0
JiksE 1(0.3) 1(0.3) FLBEME R B 8(2.7) 4(1.4)
A RIEES 1(0.3) 0 B e I 7(2.4) 1(0.3)
AR 1(0.3) 0 A B T 4% 6 (2.0) 2(0.7)
TR 1(0.3) 0 HLEE 6 (2.0) 1(0.3)

=gl 13 (4.4) 0 Kt 5(1.7) 1(0.3)
AARSE 7(2.4) 0 HEEJE BRAE 5(1.7) 0
5 ¥ 4(1.4) 0 EZARNA 5(1.7) 0
BEELIRTE 1(0.3) 0 B R GE 4(1.4) 0
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MedDRA/J version 23.0 MedDRA/J version 23.0
B RIR A 4> Grade Grade3 UL E e IPNG | 4> Grade Grade3 UL E

FEAGE. N (%) FEARGFE. N (%)

FE BRI AR 3(1.0) 0 RIEZ ORI LE 1(0.3) 0
SERR B 7% 3(1.0) 2(0.7) [ 7B 5 1(0.3) 0
Ay ) 3(1.0) 0 Bk 1(0.3) 0
% 3(1.0) 0 MYA ba 74— 1(0.3) 0
JNO i 3 (1.0) 0 JTCFR R BE 1(03) 0
BER B2 2(0.7) 0 PR 1(0.3) 0

% O FEMERIE 2(0.7) 0 148 TR PRAHINRIR R R i ¢ 1(0.3) 1(0.3)
E- /R 2(0.7) 0 p=%yantiih 1(0.3) 0
BT 2(0.7) 0 SRBE 1(0.3) 0
EEEM 2(0.7) 0 R &zl 1(0.3) 0
AT 2(0.7) 0 B G R AE 1(0.3) 0
BB 1(0.3) 0 B A 1(0.3) 0
IINKIEVE R B 1(0.3) 1(0.3) i[5 2 1(0.3) 1(0.3)
T8 1(0.3) 0 TR 1(0.3) 1(0.3)
I EE 1(0.3) 0 S ME A BE 1(0.3) 0
e e 1(0.3) 0 & e 16 (5.4) 2(0.7)
BAES 1(0.3) 0 &I 4(1.4) 1(0.3)
BAEES 1(0.3) 0 VRN 4(1.4) 1(0.3)
TN, 1(0.3) 0 I fiE 2(0.7) 0
JTCRR it 2 1(0.3) 0 A H 1(0.3) 0
Tz 1(0.3) 0 WAL 1(0.3) 0

R B Wess 1(0.3) 0 FriRIE 1(0.3) 0

R BRI 1(0.3) 0 ANPGRS 1(0.3) 0

I P 1(0.3) 0 S T HR AR LA E 1(0.3) 0
HifZS2A 1(0.3) 1(0.3) R IRIEARIE 1(0.3) 0

B JEETR 1(0.3) 0 R MR AL AR E 1(0.3) 0
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LR EEOG WV EFTETERIIER KRB LREEEEZNR E L-ERLREDIMERE [EV-302]
BT ZEIMERD 08
) ToARAY<T RRFUIRLT Y <7 L ORBEBENGE TE WA EES

it
LEANERRAT R B BIEL 440
BIVEH FBBIE(%) 427 (97.0)
MedDRA version 26.0 MedDRA version 26.0
B BRI HE 4> Grade | Grade3 UL I BRI HE 4> Grade | Grade3 L L
FEARFE, N (%) FEARFE. N (%)
E AL 427 (97.0) | 246 (55.9) iR% 5 FEiE 5(1.1) 0
MEB I VR EE 107 (24.3) 41 (9.3) AR a7 4(0.9) 0
A 61 (13.9) 15(3.4) H PR 4(0.9) 0
I FRERIS i 40 (9.1) 21 (4.8) AR 4(0.9) 0
1/ NI SE 15 (3.4) 2(0.5) T UL — RS RS 3(0.7) 0
I 1 BR e i 14 (3.2) 3(0.7) AR 2(0.5) 0
FEENE AT BRI 4(0.9) 4(0.9) R AR 2(0.5) 0
A R ERHE INAE 3(0.7) 0 AEOS A 2(0.5) 0
U 2 RERIBA E 3(0.7) 0 RAE 2 (0.5) 0
I/ NI INSE 3(0.7) 0 HIMET 2(0.5) 0
F9 if BREEIAE 2(0.5) 0 i B 1, 1(0.2) 0
EMEREE T oA M 1(0.2) 1(0.2) Fl B 1(0.2) 0
YA M i 1(0.2) 0 £ 1(0.2) 0
SN I/ N i 1(0.2) 1(0.2) AR igri iz 1(0.2) 0
JI 1(0.2) 0 AR gk BT 1(0.2) 0
LR E 6 (1.4) 3(0.7) TR £ g% 1(0.2) 0
DR 2(0.5) 0 AR E 5 FEdE 1(0.2) 0
ElES 1(0.2) 0 P 86 £ J15E 1(0.2) 0
S LA R 1(0.2) 1(0.2) ~ A R — LSRR A A 1(0.2) 0
TN TR 1(0.2) 1(0.2) i g 2% 1(0.2) 0
D EMEAIR 1(0.2) 1(0.2) AR 7% ifi. 1(0.2) 0
BB X UBkRKRREE 4(0.9) 0 7=H 1(0.2) 0
Hng 2(0.5) 0 gL BE 1(0.2) 0
[BlfiEE D F 1(0.2) 0 BImEE 1(0.2) 0
T P 1(0.2) 0 R LNER Y 1(0.2) 0
N WREE 67 (15.2) 5(1.1) B - 1. 1(0.2) 0
R AR BRI T 45(10.2) 2(0.5) BEES 240 (54.5) 35 (8.0)
FRR A RE TUAE SE 19 (4.3) 1(0.2) T 121 (27.5) 16 (3.6)
BB RE N4 6 (1.4) 2 (0.5) AN 89 (20.2) 5(1.1)
TR 3(0.7) 0 A% 34 (7.7) 1(0.2)
SIRNIS S 2 (0.5) 0 (G5 33 (7.5) 0
H LA FR IR 2% 1(0.2) 0 M i 31 (7.0) 4(0.9)
FRAR P DR IR B RR AR e 1(0.2) 0 F Pz A 27 (6.1) 0
Bl FF R A RE TR SE 1(0.2) 0 HER R 14 (3.2) 0
SeEMEHUIR IRAEREAR TAE 1(0.2) 0 R 13 (3.0) 2 (0.5)
IR 102 (23.2) 0 (EF-SERUATERZS 10 (2.3) 0
RZA4TA 38 (8.6) 0 RIGR 9 (2.0) 5(1.1)
FRsEn 30 (6.8) 0 HPEPNTR B X 8(1.8) 0
HH 18 (4.1) 0 EREERIE 5(1.1) 0
RAZ ¢ 6 (1.4) 0 B 5(1.1) 0
AR ERHEIRE 6 (1.4) 0 I T~ i 3(0.7) 0




VI. Rt (ERLOEESE) BT 5EE

MedDRA version 26.0 MedDRA version 26.0

B RIR 4R 4 Grade | Grade3 L | eI | 4= Grade | Grade3 Ll L
FEAGE. N (%) FEARGE. N (%)
JEE Nt 3(0.7) 0 H O T 5(1.1) 1(0.2)
e 3(0.7) 3(0.7) IS 5(1.1) 3(0.7)
G ERG 2% 3(0.7) 2 (0.5) Jiiis 5(1.1) 2(0.5)
iR 2 (0.5) 0 S M 4(0.9) 4(0.9)
H OEEIRT 2(0.5) 0 EE U S ME 3(0.7) 0
RP=2/S 1(0.2) 0 FHEm A b g 2 (0.5) 0
537 1(0.2) 0 FEALIEIRAE 2% 1(0.2) 1(0.2)
e TR 1(0.2) 0 SRR 1(0.2) 0
IR % 5 FEaE 1(0.2) 0 B EERTREE 1(0.2) 1(0.2)
B L A 1(0.2) 0 SEREE 2 (0.5) 1(0.2)
TR IE RIS ¢ 1(0.2) 1(0.2) IEBUE 1(0.2) 0
I 1(0.2) 1(0.2) PLaf F— & 1(0.2) 1(0.2)
+ R 1(0.2) 1(0.2) RBRYMER & OF 4 BUE 66 (15.0) 14 (3.2)
Ry 1(0.2) 0 s 14 (3.2) 0
OH AMEE R 1(0.2) 0 Aledh v 2R 8 (1.8) 0
5 R H 1(0.2) 1(0.2) SRS 5(1.1) 3(0.7)
s 1(0.2) 0 e R 5 4(0.9) 1(0.2)
i 1(0.2) 0 e B % 4(0.9) 1(0.2)
INCES 1(0.2) 1(0.2) i % 3(0.7) 1(0.2)
m=3i ¢ 1(0.2) 0 03 3(0.7) 0
I T AR 4 1(0.2) 0 Ea% 3(0.7) 0
e ST 5 M 1(0.2) 0 F R R 3(0.7) 0
/NIGEAZE 1(0.2) 1(0.2) ORI Z 2(0.5) 0

—f% - 2FEER XU iidiine 1(0.2) 1(0.2)

SR UVAONIN 222 (305) 36D A 1 1(0.2) 0
W57 129 (29.3) 13 (3.0) [EXE 1(0.2) 0
1 9% 61 (13.9) 8 (1.8) 2D R 1(0.2) 0
FEEN 27 (6.1) 1(0.2) 2% 1(0.2) 0
ARAH P 16 (3.6) 0 PA DAH A VAR 1(0.2) 0
Hge 10 (2.3) 0 (22 SR A o P e SR 1(0.2) 1(0.2)
(VR 7(1.6) 0 R 1(0.2) 1(0.2)
Hf TR 7(1.6) 1(0.2) Rk G 1(0.2) 0
HEAEBRAL H 3(0.7) 0 AR gk e 1(0.2) 0
TR 3(0.7) 1(0.2) LA MR R i 1(0.2) 0
KA IENR 1(0.2) 0 R L g 1(0.2) 0
EN BRI 1(0.2) 0 IREAETIOYIN 1(0.2) 1(0.2)
% e PR AE R A E (B 1(0.2) 1(0.2) FR Rk e 1(0.2) 0
B GEA H 1(0.2) 0 JTUE G 1(0.2) 0
AT —T VERIEEMLZ O PRk 1(0.2) 0 At P BRI P R g 1(0.2) 1(0.2)
J R AR Rk 1(0.2) 0 JNEHE 1(0.2) 0
ERt=glie RN Hi (o 1(0.2) 0 A e~ 1(0.2) 0
BRI AE 1(0.2) 0 AR P R 1(0.2) 1(0.2)
TESH AL 1(0.2) 0 FaE R 1(0.2) 0
FECoige: e 1(0.2) 0 EFED 1(0.2) 0
ISEPREEIR T 1(0.2) 1(0.2) REmEME T 2% 1(0.2) 1(0.2)

FFRREREE 48 (10.9) 14 (3.2) REER 1(0.2) 1(0.2)
B N7 VAT I MIE 16 (3.6) 2 (0.5) iR 1(0.2) 0
iR 6 (1.4) 0 R ErES 2 v 2 1(0.2) 1(0.2)




. ®eH (ERLOZEESF) I SHEAE
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B RIR 4R 4 Grade | Grade3 L | eI | 4= Grade | Grade3 Ll L
FEAGE. N (%) FEARFE, N (%)
P2 i A 1(0.2) 0 KA U o A fE 15(3.4) 2(0.5)
5 ¥ 1(0.2) 0 JiiK 9 (2.0) 2(0.5)
JEHEL 1(0.2) 0 K~ 7% >0 AfUSE 9 (2.0) 2(0.5)
BIERG 1(0.2) 0 & V7 WL fE 8 (1.8) 2 (0.5)
E, FERBICWNBEAIHE 10 2.3) 1(0.2) B PR 97 6(1.4) 3(0.7)
His 5] 3(0.7) 0 w7 27— IE 4(0.9) 1(0.2)
HEAIZPE D RIS 3(0.7) 0 &7 LTI = ME 4(0.9) 1(0.2)
P2 # 5 1(0.2) 0 & U 8— IfE 4(0.9) 2(0.5)
R %M 1(0.2) 1(0.2) &7 A7 3 v uE 3(0.7) 0
£ O 15 1(0.2) 0 RN K 3(0.7) 0
g 1(0.2) 0 2 e R I 3(0.7) 2 (0.5)
BRI 165 (37.5) 47 (10.7) 83 DR P A 2 (0.5) 0
RE R 76 (17.3) 8 (1.8) TR e e 2(0.5) 0
TI=TR) WU AT TP 68 (15.5) 9 (2.0 B AV A IfUE 2(0.5) 0
TRGRMTI) VI AT=7-BE | 64 (14.5) 8 (1.8) &Y o E 2(0.5) 0
M7 Vh ) RAT 7 4 =P 18 (4.1) 1(0.2) BIRE 1(0.2) 0
U —BHIN 16 (3.6) 8 (1.8) e o 1(0.2) 0
I EREG 16 (3.6) 11(2.5) & I ImAE 1(0.2) 0
M7 V7 F =8N 15(3.4) 0 &Y 7YY RiE 1(0.2) 0
77 —EHm 8 (1.8) 4(0.9) MR BRI iE 1(0.2) 1(0.2)
U LR eI 8 (1.8) 3(0.7) ZEREREM 7 RUPER R 1(0.2) 0
V= INAE VN UAT =T TR 8 (1.8) 4(0.9) Ty R— R 1(0.2) 0
ifn. P PLER R K S ISR B N 7 (1.6) 0 LARE 1(0.2) 0
H i Bk Fe 5(1.1) 1(0.2) 1 BBE PR IP 1(0.2) 1(0.2)
M e Y e s 5(1.1) 1(0.2) TERSRE UM AEIEE 78 (17.7) 5(1.1)
M7 LT FRARE =T 5(1.1) 2(0.5) BAER 24 (5.5) 0
iR 3(0.7) 0 A P9 17 (3.9) 0
IR AR L L EE 2(0.5) 0 IR 14 (3.2) 1(0.2)
I H 7 R o N 2(0.5) 0 A 7 (1.6) 0
M kU7 Y'Y R8N 2(0.5) 0 VU fi g 6 (1.4) 0
FuR= 1 2(0.5) 1(0.2) R 4(0.9) 1(0.2)
RN 2(0.5) 0 A 4(0.9) 0
feh 7 75 8 1(0.2) 0 R3] 4(0.9) 1(0.2)
I FR LR M K SR 1(0.2) 0 DS 2(0.5) 1(0.2)
MY 7 2D 1(0.2) 0 BR 2(0.5) 0
ifn. H pR 3 HEAN 1(0.2) 0 Sy% Ik BRI 2(0.5) 0
IR E 5 1(0.2) 0 Ll iR A ke 2(0.5) 0
LENKQTIIERE 1(0.2) 1(0.2) (R R NN 2(0.5) 0
T a~E S a e UoE 1(0.2) 0 IR e 1(0.2) 0
= AR HE L HE 1(0.2) 1(0.2) RS Rl 1(0.2) 0
=3 N = R el 5 18 1(0.2) 1(0.2) TIAE 5B TR 1(0.2) 0
U= Syl 1(0.2) 0 I IRV BE £ ¢ 1(0.2) 1(0.2)
SR B 1(0.2) 1(0.2) RAEH RTBYIER 1(0.2) 0
KRB LR BREE 191 (43.4) 53 (12.0) 134 1 1(0.2) 0
BARIHER 118 (26.8) 5(1.1) B # R I 1(0.2) 0
5 I 48 (10.9) 22 (5.0) R B HE 1(0.2) 0
T U U ALSE 22 (5.0) 12 (2.7) v — 7 U R ERE 1(0.2) 0
&Y > e 18 (4.1) 4(0.9)
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EER NG| 4= Grade | Grade3 UL I B BIRSHE 4= Grade | Grade3 Ll L
FEAGE. N (%) FEARGE. N (%)
B, BB LU0 £ 1002) 0 KEE 1(0.2) 0
FERBLORY —7%ET) ' IR 1(0.2) 0
Wo— ks a7 Ve 1(0.2) 0 T R 2 5E 1(0.2) 0
RERIEE 302 (68.6) 33 (7.5) JREFH 1(0.2) 0
KRR = 2 —1 "F— | 220 (50.0) 16 (3.6) EHERB L UILERE 9 (2.0) 0
R AR 4 83 (18.9) 0 E RN 2(0.5) 0
SR 31 (7.0) 0 FaZEATEE 2(0.5) 0
RIHEEE) = = — 1 RF— 20 (4.5) 4(0.9) AL 1(0.2) 0
RIS = 2 — 1 T — 17(3.9) 8 (1.8) LAY 1(0.2) 0
R 13 (3.0) 0 GE3 1(0.2) 0
R BAURR 13 (3.0) 1(0.2) Rl 2 S FEE 1(0.2) 0
FEiEO 0 9 (2.0) 0 S\ R LA 1(0.2) 0
B 9(2.0) 0 PSR, MISmis L OWHREE | 80(18.2) |  22(5.0)
USEAEES 7 (1.6) 1(0.2) T EZS 29 (6.6) 7(1.6)
P 5(1.1) 0 IR ] 18 (4.1) 3(0.7)
SR SIS 5(1.1) 0 I ik 11 (2.5) 0
NS 4(0.9) 0 FEfEE 9 (2.0) 0
Tk FE 4(0.9) 1(0.2) oM 7(1.6) 5(L.1)
IR 2(0.5) 0 B 4(0.9) 0
e 2(0.5) 0 TR M i 5 4(0.9) 3(0.7)
FEAR 2 (0.5) 0 b 3(0.7) 0
P Ao R SRR 2 (0.5) 0 Lo b 3(0.7) 0
B iR 2 1(0.2) 1(0.2) SR 3(0.7) 0
il R PP 5 A R 1(0.2) 1(0.2) TP K 2(0.5) 0
e Wl 1(0.2) 0 SR IE 2(0.5) 2(0.5)
VAXRXDT 1(0.2) 0 5 A P K ] 1(0.2) 0
o MR 2% 1(0.2) 1(0.2) fiifase 1(0.2) 0
M= o — T 1(0.2) 1(0.2) SRR N A 1(0.2) 1(0.2)
Jr R 1(0.2) 0 HFERE 1(0.2) 0
PRI 1(0.2) 0 B o M 1(0.2) 0
AR 1(0.2) 0 kN 1(0.2) 0
EFTRRME 1(0.2) 0 2 1(0.2) 0
NGRS 1(0.2) 0 W& I, 1(0.2) 1(0.2)
BrEE 7 (1.6) 0 G Lht S 1(0.2) 1(0.2)
HRAE 5(1.1) 0 fifg 7k 1(0.2) 0
W 1(0.2) 0 filiE 2= 1(0.2) 0
MR i 1(0.2) 0 Jiti 7 1(0.2) 0
BEBIURKEEE 32(7.3) 15 (3.4) T LR —h &g 1(0.2) 0
Ak EE 10 (2.3) 10 (2.3) MR 0 35 1(0.2) 0
i pR 6 (1.4) 0 Wi 5y 1(0.2) 0
AR 5(1.1) 1(0.2) KB X UK THBGES 356 (80.9) 75 (17.0)
B RE R 4(0.9) 2 (0.5) % O PEIE 175 (39.8) 5(1.1)
Bl IR 3(0.7) 0 BiEAE 146 (33.2) 2(0.5)
IR S 3(0.7) 1(0.2) A RINTRZIIN 22 144 (32.7) 34(7.7)
M i ER R 2(0.5) 0 Fe & w5 64 (14.5) 1(0.2)
R e B R 1(0.2) 0 BLIR Fe 5 40 (9.1) 8 (1.8)
AR 1(0.2) 0 liRZ I a” 34 (7.7) 6 (1.4)
2 N 1(0.2) 1(0.2) A 28 (6.4) 4(0.9)
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EER NG| 4= Grade | Grade3 UL I B BIRSHE 4= Grade | Grade3 Ll L
FEAGE. N (%) FEARGE. N (%)

AT 22 (5.0) 3(0.7) A REE S IS 1(0.2) 0

FE g ta Fm g 21 (4.8) 0 FERE 1(0.2) 0
LB f2 98 15 (3.4) 2(0.5) SEPRA IS L OV ERE 1(0.2) 0
AR S 2 14 (3.2) 3(0.7) S 1(0.2) 0
FLEE 13 (3.0) 1(0.2) % RYETFLA AR 1(0.2) 0
K¥E 13 (3.0) 1(0.2) IR A O MIE ) 7 SHERE K 1(0.2) 0

B JeE F B 11 (2.5) 0 T E 1(0.2) 0
#% 10 (2.3) 0 R 1 A 1(0.2) 0
SERR B %% 9 (2.0) 0 B SE R 1(0.2) 0
E/ERP 7 (1.6) 0 SRR R i % 1(0.2) 1(0.2)
NI R B 7 (1.6) 0 LR R & 2% 1(0.2) 0

R BRI 7 (1.6) 0 FERE L5 1(0.2) 0

% 9 FEMERE 6(1.4) 0 B 1(0.2) 0
M A BE 6 (1.4) 1(0.2) FRRE% 1(0.2) 0
FH - RIERITEA DI 5(1.1) 0 pEyRla 1(0.2) 0
ZIHLBE 5(1.1) 0 FIEE 1(0.2) 0
AEE S 5(1.1) 0 AT )= 1(0.2) 0

B & 4(0.9) 0 N2 1(0.2) 0
B A LE 3(0.7) 2(0.5) iR 1(0.2) 1(0.2)
BRI 3(0.7) 2(0.5) I A 1(0.2) 0

A B P I R % 3(0.7) 1(0.2) R I AL 1(0.2) 0
JTCH R BEE 3(0.7) 0 JE EEALBE 1(0.2) 0
i) 3(0.7) 0 SJS—TENA——=F v/ 1(0.2) 1(0.2)
A E N 3(0.7) 0 UL 1(0.2) 0
B 3(0.7) 0 F & H 1(0.2) 0
sepy 3(0.7) 0 i e 1(0.2) 0
R R R AT R E 3(0.7) 3(0.7) B2 & Mass e 1(0.2) 0
JTVA AR 2(0.5) 0 FEE R 1(0.2) 0
BT 2(0.5) 0 2 BUIE 1(0.2) 0

R AR T A — 2(0.5) 0 I B R E 18 (4.1) 2(0.5)
N ERE 2(0.5) 0 FTY 4(0.9) 0
BT 2(0.5) 0 L2iIDER 3(0.7) 1(0.2)
B8 BILKE 2(0.5) 0 & L 3(0.7) 0
JFEME 2(0.5) 0 THE 2(0.5) 0
IRIBRRFE S 2(0.5) 2(0.5) i ST AR 2(0.5) 1(0.2)
R IR R S 2 2 (0.5) 0 ek ieEs) 1(0.2) 0
B2 JRy 2(0.5) 0 HH 1(0.2) 0
(LZRIERE O Hh IRV BE 2(0.5) 1(0.2) LA ) —BG 1(0.2) 0

B2 % 1(0.2) 0 1.2 9 1(0.2) 0

R B IR 1(0.2) 0

il 1(0.2) 0
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9. BERBEHERICRIZTRE
B STV

10. BEERS
REI LTV

1. BRLDOIE

14. BRLEDEE

14.1 EXFRAEBFOIE

14.1.1 588

(1) HARZER S ESH KSR EEH 20mg : 2.3mL, A FEA 30mg : 3.3mL)C XV IEfE L, =27k
Ny =T RRF B Z)E 10mg/mL OREE LT 5,

(2) VEIRT DEFIIARANOSA T IOVONBEZ > THEREIZEA L, ESTITRERICHEE L, E2IE
352 &, WREZEONSA TIEL, KIEB <85 FET, HiETLZ L, BEFAXIIH TRV &,
(B) MRS DIRIT OB~ O NCHLAEHEOMEATH D, BRICK VR L, BaICIAEfF
LW ESCEARRD LS AIIE, SR THEETLZ L,

) TRIRBHESCOICHIN L2 WAL, 2~8CTHRFEL., 24 BFLINICHR S5 2 &,

14.1.2 IR

(1) VEEEANATANLHEEIEY |, FREORED 03~4.0mg/mL &725 L OICHARERS 5% 7
R o B ERNE . B AHR R AR B AR IR ST IR U v VIR D N v TN A IR DSANE T2 220
KONy TR ERR S RN A 2 & A IEM L2 &, BEHBRICHTRNT &,
(2) FeR%DOITEAEH~ DDA EHE O MEATH S, BRI VHERL, KRhE
REERRBD DN EAITIE, EHL2NZ &,

(3) B, AR LTS HICHEA T2 2 &, B, RS2 THN LR ERTET 255813,
2~8CTHRIF L., A% 16 REFLINICHERT2 2 &, BIIIRERTH 2 &,

14.2 EFIZEBOFE

14.2.1 [Al— DS 7 A > &R L oA & ORI G I3 ThR N2 &,

14.2.2 BARNEGICEE L, @A MEIMTIRND &, BEEAICI T DR, B, MR, A, FKE
DWBEDFEREZEZTZLNH LD T, RN MESMIFN LWL I ITHEETDH &,

(i)

AR ORER O &, MR - PEREICESEFHRE L,

14.1.14), 14.1.2Q3) BEMOHERFOBAR I VEE LT,

14.2. 2 FEIRFBRIC BV TARAFR G-I B AR N34 L7256, BGEALCE T DH0BE, Eh. FEIE.

K, FIEDHEBINRBD N2 DR E L,

12. ZOHODEE

(1) BERRERIZED <15

15.1 BERERICE D 1B

FERARER 2V T ARENTHKT DHUADFEARHRE SN TV D,

(fiE#)

AR % T2 ENAOERRERICEB N T, = mrYy~T XRF KT 2 PR O FEA R
SNTWBHZ EaHEL, BT LT,




. ®eH (ERLOZEESF) I SHEAE

(2) FEBRERFERICE D {FHH

15.2 JEERERERERICE D < 1EHR

15.2.1 &R T v MHIZBW T, BRBREEL PRS2 HE»DAROREGRDHENRD L1
7’» 83)

15.2. 2 AF|OHERALSY TH D MMAE 1%, 7~ b OEBi/IMERBR CRAGTIE(REM B RIER) 2R L= ™,
[9.4.1, 9.42 H]

15.2.1 7 v M MWz 3 77 A B RAE G- 3l O B RR IR BN S 2 3 5 & O | IREF AR A
<l (EE r#? FHONRDPoTeb DD, PFEMEHAEHIRE CAROREARDREPRBOONTZZ LD
RIE LTz,
15 2 2 ﬁ'fi\‘ r Hi%‘ﬁ@ﬂ’:‘b% %O% ﬁiﬂ L‘]’Lo



X. JERRPREAERICRY STHE

1. FEHER
(1) FEzhZEEHRER
[VI. B EEE(CR T HIER | OESM

(2) REMFEEBHER
1) hERG BFRADEE (/n vitroiRER)*®
HEK293 Azl %ﬁéﬁtmmG?yzw%ﬁﬁéﬁ)?A%mmmm»omzﬂﬁéNWME@WQ%
K= N Ry TF 7T TEEZRAONTHME L7, MMAE @ 10 O 100pmol/L (Z331F 5 hERG E it DR
ER O AR E)E, T4 0.10320.030 J2 Y 0.23720.056 THEEERIFIED A 541, 100pumol/L T
WA E 2P 2R Uiz, L L7223 5 1Cso 1% 100pmol/L([i PR HESE F & TR o 51172 MMAE @ E |k Cmax
angmﬂﬁ%ﬁzé D, BERHESEFH 281 5 MMAE OBEFZ (28 CTid hERG F ¥ 1 /VITIF &
EEBERITI VW EEZ LN,

2) FEMHER, DMEREUVERARAANDEE (/n vivoRER) ®
@ PREHBRR~ADEE
AGS-22M6E D7 » b 4 B ER 5RBRE O =7 A Yv 4 8 E BGRB8V CREl L 7=,
7 v N TiX 10mgkg £ T, =7 A ¥ L TIiX bmgkg O H & E T AGS-22M6E D F 512 L H1TEI DAL
TR LN oTe, T2, D=7 A PNUVKERGRBRICBNT, 2o hLY~T RXRF T AGS-
mM@%ﬂmyg@%ETﬁlﬁﬁmw&ﬁth% RIRZEAL DB ALY, B @E%@%
TROONAZEIHEHMAN TH o7, ZNOHDORBRNG, =R LY <7 RRF IR RIC
o ERERE RIE RN RS T,

@ DOER~NDEE

J =7 A P WIZ AGS-22M6E % 1, 3, 6mgkg O & TH 1 FEARNEES Lz 2 A, #IEIXIX 4 [FH
DWFNDOFEEEF% 1 RS Fridericia DRI i@ﬁELtQTW%@RFW@K BRIERITED S
T, F, emgkg £FTOERLGTHT OB TH RR HRIZZ(LITERD o7z, 51T,
71 =27 A P2 MMAE % 0.1093mg/kg O F & CTHRNE G L7z & %@CMMH\EV*WVVf ~
N OHESERFIRH &4 & MG LT & & OlFHER MMAE @ Cmax @ 73.0 £5(#) & O 81.9 5 ()i
LD, BE5% 1RO QTeF XX RR RO WTNIC S BT~ bR oTz,
AGS-22M6E K X MMAE #5-(2 X % MATENRE ~D B DM Tld. AGS-22M6E 1% 6mg/kg £ T. UL
B, YRR OISR M, R OIS EE KX S oo To, £72. MMAE O HiaIERRN 5
(0.1093mg/kg) Tl UL, PRoRM, FIMmE, OB E L 2h o T,

@ FRANDEE
TURNY T NRFUXIE AGS-22M6E # FlIRNEE G- LTz & & D =7 A B OMERF A JIE L
TR L7z, W3 ADC &, 3mg/kg O FHETIHE 1 [A], 4 BIEG Lz & i, WH IR & iz L
THERBUZ IR S0 e B % RIE S Teinote, £, W=7 AP TO 4 BEKERGRBRIZBNT,
AGS-22M6E @ 6mg/kg £ TOHKE T, PP R~DEE L RIET 5 —IERITRD o7z,

AVNA 7Y R—<#ilagz A Clbg LzH Nectin4 582t N ) 7 0 —F LHAIZ MMAE %56 S8 750K
AR

(3) FDihmEFEIBHAER
MM ER e L



IX. JEEREREABRICREI BIRE

2. BB

(1) BRixSEHARY
TURNY T RRF UK AGS-22M6E O H R B - FE MR BR I T S L 72 o 7o 3, Bk E I DN T
L. AGS-22M6E D 1 81350 R 83 G- 2B 2> DRkl L 7=,

i B b Bh& WENE D ECSE 2 o
[1:R1] R (mg/kg) (mg/kg) ELPR
SD 7 v bk R | AGS-22M6E =15 15mg/kg : #5458 BB 121D H B 1 I TR & O
] 0", 1.5, 10, 15 B, OB ORE 1~8 H B ORERINE
(17g)i%. xtIREE O (R EHE N 0 S E (442 b

THEAE

HEEE% 7 HE TORIZ, FHERPELIZEN D
LD REERELTRD LN oT,

=7 A4V | FEIRA AGS-22M6E 6mg/kg : B¢ 55 H AN OEEORR, #5 7 HBE
[t ] 0, 1, 3. 6 o 2 & e

2 [AH U723 IR BN B L L2 E » 72
HOO, HEEG%ZICERERZ(IIED b
Nl

1%
=

* VR
SD 7 v I : Sprague Dawley 7 > b

(2) RIETE5EMER 8889

By S T BHEE | mENE

TS (B&EHE) |
(M1 - /] kIR R (mg/kg) (mg/kg)

SD 7 v h 438 IR | AGS-22M6E :| <1.5 = 1.5mg/kg : K5 E O JF PR AT R
[HE - 6/F¥] (1 [=1/38) 0*. 1.5, 10, = 10mg/kg : HE OB/, REKOEEE R
(6 3R] 15 A MCV R OSEAR R i BR-E O #8002 £ 5 AR if.
BRoNT A—Z O, M/ MREL R A ERE
AGS-22M6 : U o SERE O BRER B O J) . APTT Ok
10 ra7 ) REOEEM, AST, ALT, GGT KT
ALP{EMED LR TAT I /7 a7 ) U H O
DRI, R BIR, BISZIR, FSFE. BBE. S
MR, . HFEER. U oo SHRER. M OSBRI
EST)
15mg/kg : B —MOIRIB(EE OWESE/ML. B
MK T, AR, KIKIR)
SD 7 v k 438 R | AGS-22M6E :| <2 =2mg/kg : FEECH Rz o ZErE), R HIEGEEN O
AR (1 [51/48) 0*. 2. 5. 10 57 Jl D/ B ERE T-HIA)
Otfeste - - 10/48E]. | L6 ] >5mg/kg : FFEFIEE, FRMEREL, ~T /o
(116 AGS-22M6 : ER O~ b7 VU > MEDOHAS ., MCV, RDW,
(el - 45 S/ 10 MCH K O R fERER DHEAN, ALT, AST, ALP
KO GGT TEMHED B KEREB 56O a8
D REOBBIER. REOBIER, KOVTHR
K DRIE
10mg/kg : 27 BT 1 BIFETS (L O B G FIBkAE 5.
RERAD), REHINIE], FEHERD, T
IUVREOKT
RIEHATHE TH4(64 B), FERL OSSR LIROFTH
WIS L R ML T L L7, RIRE
TITB B O ML D K OV GBS/ R E L7880
S ho T,

BT




IX. JEEREREABRICREI BIRE

et aon 1|
i o | 5 B b MR o
) - ] Eﬁ;ﬁg @ | (megke | (mgke) AP
SD 7 v h 13 #A[H BRI | =Ry | <05 =0.5mg/kg : FRDF R ZBE O, FARP
PN (1 [A1/38) ~7 AR YL D B R O I 2 D BH % iy 3de &
(el - 4% 1048] | [1 38R Foo OV X T B s 58
0", 0.5, 2, =2mg/kg : KRB RO FEROZEVE/ZEE, I
5 JROA 5 53 2B 0
Smg/kg : FZSEHIEE, MEJRMEREL, MCV, MCH K&
" RDW D41, ALT, AST. ALP. GGT &4
BV ILEAMEDEEM, TAT B, T
NTINTaT Y HOIRT, Fa7 ) o
M, ~N—— g R O E LG DF L K O JE 2R
DB A 565y G K O T B AT 58
H=7AFN | 48 #ARPY | AGS-22M6E :| 3 = Img/kg : B2 HIBE & O IR G . B 5350
AR (1 [51/48) 0", 1. 3, 6 DI B2 b
[ttt - 43/ || Lo ] =3mg/kg : MRARMEREL DR, FRfER T A —
(116 AGS-22M6 : 2 OIKT., R EROWA ., GrigEko D
[t - 4% 2/ 6 6mg/kg : 3 BILCHI, 5 K OREFIZEE DR
J& DL FETR K O ERIBE, 77 X Db
MMAE : FER7a7 R T7 47 =5 O,
ADC D& Y T A0, 5O TR EE O R T %
BOEEN FE, U B Y BB, S ORE, i
HY & TERR K O AL
(0.1093/0.0545) 3mg/kg LT OFT RILE TRIEHAM B8 L7z,
6mg/kg CIEIMTR 22 A9 2R S OV BB Rk 2 B9 T L
BRI TR mIE AR LT,
H=r AP | 4B BRI | = > R L] 3 3mg/kg : BRSO, FEAREEIR, RiEkE, ~E
PN (1 [=1/38) ~ 7 N Ju b RE, ~~ 7 Uy MA, MRIR kR
[itfefe - 25 27408 | 6 # M) F UKk B, AFHRER R O ERER S ORI 22K T . BB
LN AGS-22M6E : DOFMBELIRD . B HAEA BRSSO E OO E
BERE © 4 0", 3 AR RN, B D 1fn 2 [P LR i3 1 K

3/3mg/kg B |
EfiFis

OMERUZR BT OB, BORE ISR EE D18 JAE
PEZALGE FAAIE ., 3B ARIE B OVEL R i 7 ) P B

(e - 45 REAR A
2/3mg/kg Bf] WO BRI TRFICIIEIE L,
* i

SD 7 v I : Sprague Dawley 7 > b




IX. JEEREREABRICREI BIRE

(3) EEBIEHRY
MU I T 5 MMAE 12\l E AR 2 520 L 72

(4)

WhHwwRY v
TA—~wF IV
& —B (Th)iBR

(in vitro)

© S9 DAFE F R OFEEE T
S R TIAFUF IV UFET O an
=—JER(TFT ittt [TFTr] )% f5ie

EinEtaER
HRBR ORI VUES e RN it

FEZ AW HIF | - xXIF 7 AH TA98, TA100. TA1535. | &tk
78 R A B B TA1537 L OVKAGH WP2 uvr4
(Ames R5R) AREHE LR T > AT SO 4y (S9)DIFEIE
(in vitro) TROHFET

« MMAE : 75, 200, 600. 1,800 &% O%

5,000pg/plate
L5178Y fifaz A | - w7 A Y o3 fEE L5178Y fatk

BRI 72 28RS BB E O ERIZRD G
9. ETEHINE 100 {84720 TFTr 48 BAKKE N
RIS IR O S A 1|1 % 90 LA oo
TR NIRRT,

(in vivo)

« EZ > b (n=35)

© VRBEXT R KO8 MMAE 0.01, 0.1, (X
0.2mg/kg O HEIFEIRN % G-

« I uRAT 7 I N(BERTRR) - 60mg/kg
DOHER AL

MMAE @ 0.1, 0.2mg/kg BEIZBWT, B iifla
HO/NNEE BT DY ARINERER O F B o1
IMEP=Z0.0D)2358D b,

MMAE D Y 4 (44 15 B 5 35 38 e (et I B )
B OBEMER T RE (U AR R ) 2 B ERER I &
D EEAM L7245 R, MMAE (2 =S8R D
INETFERREBR L, Z O IX MMAE O/
ERLEER E —& LTz,

*:3.9%0.01 N HC1/96.1% K EFEH F 0.9%NaCl {5k

TUBRNAMY T RKEFUDV =S EER TS A IR,

NTaANAR—=H—_ NJ b

N DRTFF RED p-T7 2 ) R PNAF X2 HIVR = VEOBIEEMIL, AR ATRER T — 2 K&
Win silico FENTIZIE S W TR L7z, ~ LA X Fi%, M2 W7o 18 R 229828 Bl L OY L5178Y Al %
Ao~ 20 74—~ ThiBRO MR CARFEMEZ R L, 72 VERIL, MR 2 W8 IR 2R
BB I TH D EREINTWVD,

WA RMEER
A% LR
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IX. JEEREREABRICREI BIRE

(5)

(6)

EEHREFMERER DO
- BRIRRAICEET A8
B | 7| memm | s Rmeke) AT
R
HE SD Z > b | BRI | IR 6 K OY MMAE IR - iBIESEA
(&8 25 151%) 13 H 0™, 0.2mg/kg WU ISR, ERBIET, SARAE ROk OVER
M R DI
B

fEw., FH. 7F— U Il EORARIE, KE
K OMBRE S OB 2 AEkE, ARinekE, ~
TR EVRE ~~ b7 Yy ME, RO ERE O
P MR AR MEREL, MCV & OVHERER D FE D 8
HESD 7> b | BRI | 4EIR 6 kTN TR =T | 2mg/kg BE

(& FE 6 151) 13 A N KT - BRI

0™, 2. Smgkg | FIMEVEHAELEREEOWA . BERIEOHEN, F
BIRRAREORA . g o midedire, ma. R5E
EEACR ORISR, SHE= AREEF B O HE A F (4
Fb & & o B I E ORI

RE
IR BB E O
5mg/kg

IR - JRIEFEAE

R V2425812 (100% O F- UL ISUI)

B

WHE - REHINE R B EORD™ . BRI

* : MMAE BEO 1 AR L7e o 7o 23, SR Thhiz,
LR L8

ki BRI O R E IR EINE ORI IHRRFN TH > 72,
SD 7 > b : Sprague Dawley 7 v b

YR K 0T A B 2 ST E TE o T,

B AR gk e 5 B OV

TURNY T NXRF OGN OBREMEEIREL. Ty MR =7 4 YL E AW e
Ha#EMRBRO e LCHEM L7z, (X 2. 2 REXRESHRER 0HEEMR)

Ty MIZUHRAY =T NREFUoZBE1EL, BB EERNES LZEZA, m VR Y T NRF
VEEORBELEZ L ZDTRIZ0.5mgkg L EOBETH LN, FICETDLOFEAEIRE & o352 L OV X
1B &8 DR 720 B A SR A MG S OV HAIIREESE IS IR DT, B2 AR S SR AT S IS & 7 & 2 D
S E DS % £ D)L 2mg/kg BEO 1 FHCRONTEY . @SHERE CIXFREEOFT AR5 b7
Mol

D= APV RNY~T RXKIF UM 1R G4 BIFIRNEES L7zE 24, 3mgkeg 285 LT
—EROEN O EERAL T, BEOUTEREE 72 OVE AR O3 B IBJE, 822 o 1 & & DA BLEZ AR IR K Ok 7
A LR O B, Zhvn 02 kX, FCG1015 BAFZE R (Q0mM & A F 2 -HCI pH6.0, 10% > = #f
(W) 0.02%7R Y Y )L_— h20)%& %5 U725 REECTRRO BN T- %5 T HIC B U 7= RIEMEE L & bl L
THEEDIZHERR LTz,

B G-I OB AT C OB G- OB T R ORE K O R4 D ERZIZE1T D Nectin-4 DOFEHL
WBHE L TWD DL FE X v, KRB TRFCIZEIEMENGRD b v,

—101—




IX. JEEREREABRICREI BIRE

(1) =% EHE

SR 0
U > 7 —-MMAE (ve-MMAE)(% 290~700nm % = i FH C Y i akik O Sl 2 2K b H i 5 Al 7= S 7¢
Molz, ZDI=¥H, MMAE KT ve-MMAE (3625 & - SRV EX BT,
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X. EEMNEEICET SIER

1. RERX7
il Al X BT s EEH 20mg
X K7 R EEH 30mg
WL B
LSRR — EMSE O GTEIC LV ERT 52 L)
HRSy =Ry~ REF GBI Z)
JEH| 56

2. %A
BRI : 4 4F

3. a¥RETOIE
2~8C TIRTF

4, RFEVEDOIEE
REI LTV

5. BAMITEM

BERMEELTAR &Y

<THDOLED : HY

Z DD BE T EM
V=7 IXRETIZLDIEREZ T HEEIAL ZFHE~] RMP O U A7 F/MUIEEYD 7= DIT/ERL S
AT EH)
M TR TIC LD REEZ T HBE IV E TFEE~]
M TR e T ERAT B ) X~ T ONFEEE % T 288 S AL TFKE~]
(T A EEFRAICEAL CRAMTANEHFMN), (X2 Z0MOBEEER) 0HESE)

6. F—m%H - RhE
[Al—pm3E . 72 L
M #h K P23k, X7V Z2xL, XATn ) XvT B, AV e R
W, WIVRT T, VAT TF

1. ERE4EEAR
2019 4= 12 A 18 HCKIE)

8. MEMFTARBEAARVARES., RifiZLRBFAR. REMBFAE

Wise 4 W AR A ERE SR H | ROCBIAAEA A
¢ Rt “)f_;T\“ 7 53
Al 720 WHET | o2 60 30500AMX00019 20234 5 24 H 2023 4= 8 4% 8 H
mg
NES \\IJJ—: X2
) %tzanﬂ‘%ﬁﬁiﬁﬁﬁ 202149 727 H | 30300AMX00454 2021 411 1 25 H 2021 4 11 1 30 A
mg
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X.

EEMERICEHT HEEB

9. BREXFHREM. AERUVABZEHENFDNFABRUEZORE

ZERHAEH A HH ZE R R ARER AN B 5Y) TR (THRRER DN B4
202449 H 24 | HREXIIZNR | DAL FERIEZICHE U - | IRIBUIBRRAEZ2 IR B Rz
A FRIGUIBRARE 72 PR I - He
JREROHE | @, RAZITZ A rYy~ | @, BAKE, DRy ~T RXRFUE

7 R RFUGEREB TR Z)
k LT 1[a] 1.25mg/kg({K )%
0 53 LA T CHiEE L,
El@&5%3 HifE L, 4
WHIIKREST 2, chx 1%
AT NELTHEREGEZERDIK
T, 7L, 1 H&EELT
125mg #7202 &, 708,
BEORREICEV EERE

faf#Hz)E LT 1A 1.25mg/kg(fRE)% 30 4
PLEDNT CRMFHEL, B 1 E&E5 % 3 Bk
L. 4B BIIREST S, 2hvx 19102708 LT
B ZEYIKT, 7272 L, 1 [RlEE LT 125mg %
RN &, ks, BEOIRREIC LV MR E
75,

RAaTu ) XAvTGEB B EDAT 5
AlE @R AT, oY =T REF
A‘Efx%éﬁﬂﬁ&z)k L 1 [A] 1.25mg/kg({AE)%

15, SYVA BT COREEE L, B ml&E 4 2 A
ﬁﬁb SHBIIREST D, ZhEz 1Ao7t
LCEGEEZBEVIEST, =770, 1 IEI%& LT
125mg HABR W &, ks, BEDIREE
WEHEET S,
10. BEEHER. AMESERELARFABRUVUETOAR
ARV
1. BEEEHH

<AL (THE U 7 ARIR UIBRANRE 72 R B b R s >
8 AER 1 2021 £ 9 A 27 H~202949 A 26 H
<ARIGUIBRARHE 72 IR b Fe i >

EEEDOFEAIAR] 2024 £ 9 A 24 H~2029 9 H 26 H

12. #ZHMFIRICEEY 51HEH
ARFNZ ., SRFEEL R M OV R I QNS HE LY (6 & AR 97 R A3 i 8D % R FIESE (CERR 18 4EIE AR
%@%i?%wT%®~%%&EbAﬁﬁw$F$ B8 SR 97 B (CER 20 43 A 19 BHfhHo THEER

HIRIC BFRSZR T O TWAEIKE | ITITEEYS LA,
13. o —F
. A A A S | (ERIE S o — | L Ay o
e IGRERL D — R (Y] 2—F) HOTO H# 5 AT Bfja— R
P RET v
b jzo TR 4291459D2027 4291459D2027 199233501 629923301
mg
S P RE L 9
’ FﬂZt;a“ﬁ%H%££}ﬁ 4291459D1020 4291459D1020 199170301 629917001
mg
14. RIRGHFLEDZE

ARV
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X 1. X@k

1.

51 AR

1)
2)
3)
4)
5)
6)
7)

8)

19)
20)
21)
22)
23)
24)
25)

26)

27)
28)

29)

30)

31)

Challita-Eid PM, et al. : Cancer Res. 2016;76(10):3003-3013.(PMID : 27013195) (PEV-00038)
Zhang Y, et al. : Oncol Lett. 2018;15(6):8789-8795.(PMID : 29805618) (R-08443)

Nishiwada S, et al. : J Exp Clin Cancer Res. 2015;34(1):30.(PMID : 25888293) (R-08444)

Takano A, et al. : Cancer Res. 2009;69(16):6694-6703.(PMID : 19679554) (R-08445)

Fabre-Lafay S, et al. : BMC Cancer. 2007;7:73.(PMID : 17474988) (R-08446)

RS E M (e FEsR) - EKEEM(E R Nectin-4~ D& B A (2021459 A 27 H /K CTD2.6.2.2.3.1)
(DIR200249)

NG E  BEREMIE(e S dEok) - KRR (BEE IS T 2 AN BT L k) (2021429 A 27 H KRR
CTD2.6.2.2.3.2) (DIR200250)

N E  EEMmE(e N Bk) - SEKEE A MMAE ORI ) (2021459 H 27 A /& # CTD2.6.2.2.3.3)
(DIR200251)

Francisco JA, et al. : Blood. 2003;102(4):1458-1465.(PMID : 12714494) (R-08448)

PN BEDCEAIE(E N SR) - EEEH QIR ANA 2 Z X =08 (2021459 A 27 H KR CTD2.6.2.2.4.4)
(DIR200253)

NS S - EMace b k) - SEEREH GRS EIE M) (2021479 H 27 H7&KF CTD2.6.2.2.4.1) (DIR200252)
FENRE S« FEERBR OB E (2024489 H 24 A /KR CTD 2.6.2.6) (DIR240125)

FENHREE  EEXIIZN R, & OREIRAL(20214F9 A 27 H7KFE CTD1.8.2) (DIR210108)

NG E R IIBNR., & DR ERIL(2024459 A 24 H KGR CTD1.8.2) (DIR240081)

AR AR O R, £ ORERIL2021459 A27 H &GS CTD1.8.3) (DIR210109)

HAMEE  HELOHE, £ OREMRIL(20244-9 H 24 H&AFR CTD1.8.3) (DIR240082)

FENEREE BRI RO X3 O Mo BB O B - VSR 1 FEEEBR(EV-101 study) (2021459 H27H
7&# CTD2.7.6.2) (DIR210031)

NG T RPTETIE XTSRRI R EE - BN T HERBR(EV-102 study) (20214£9 H 27 H 7&K 7R
CTD2.7.6.3) (DIR200242)

FENREE - RETET M OISR I B B - ERERILF S T A BR(EV-201 study) (20214F9 F 27 H 7&K
CTD2.7.6.5) (DIR200248)

FENREE - RETETHE OISR B B R B - (BB 3 [R5 MAE R (EV-301 study) (20214F9 H 27 H 7&K 73
CTD2.7.6.4) (DIR200247)

FENHEE  RAT e Y X7 0HH - %% 1/ 0B (EV-103 study) (202449 H 24 H 7% 7% CTD 2.7.6.2)
(DIR240160)

FENERE S © RIGIR O SR PTEI T ST PR 16 RO B - ERRIL R 2 AR EBR(EV-302 study) (2024429 A 24 H
7&Z CTD 2.7.6.1) (DIR240159)

LN ERE S RPTET M TR RS R E - ENE T AR (EV-102 study) (20214F9 A 27 H 7GR
CTD2.7.2.2.3.3) (DIR210004)

FEAHRER - BT (20214F9 H 27 H7KFR CTD2.7.4.2.1.3) (DIR210046)

PR R« F oM O BEE A EFLR 021459 H 27 H/&ZE CTD2.7.4.2.1.4) (DIR210047)

HRREE : XA X< 70 - B [/ THRBREV-103 study) (202449 A 24 H 778 CTD 2.7.3.2.2)
(DIR240142)

O'Donnell PH, et al. : J Clin Oncol. 2023;41(25):4107-4117.(PMID : 37369081) (PEV-00312)

FENHERE  RAT e Y X7 0HH - %R 1/ 0 FERBR(EV-103 study) (20244E9 A 24 H &8 CTD 2.7.3.3)
(DIR240143)

FENEREE  XAT7 e Y X7 0 - BEE 1/ 0 MHRBR(EV-103 study) (202449 A 24 H 7K 7% CTD5.3.5.2-1)
(DIR240166)

FENEREE XAT7 e Y X7 0 - BEE 1/ 0 HRBR(EV-103 study) (202449 A 24 H 7K 7% CTD5.3.5.2-1)
(DIR240167)

FENEEE: XAT7 e ) X< 70 - %% 1/ 0 AR (EV-103 study) (202449 A 24 H &7 CTD5.3.5.2-1)
(DIR240168)

O i o o
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XI. X#k

32)

33)

34)

35)
36)

37)

38)

39)

40)

41)

42)

43)

44)

45)

46)

47)
48)

49)
50)
51)
52)

hn W O
W W
NN NG

56)

57)

58)

59)

FENEEE: XAT7 e ) X7 0 - %E 1/ 0 AR (EV-103 study) (202449 A 24 H 7& 7 CTD5.3.5.2-1)
(DIR240169)

HENEREE  XAT7 e Y X< 70 - BEE 1/ 0 HRBR(EV-103 study) (202449 A 24 H 7K 7% CTD5.3.5.2-1)
(DIR240215)

FENEEE © RIGIR O SR PTEITIE SUTES R R 1 R 8 - E BRI [R) 28 AR EBR(EV-302 study) (2024429 H 24 H
#A&ZR CTD 2.7.3.2.1) (DIR240141)

Powles T, et al. : N Engl J Med. 2024;390(10):875-888. (PMID : 38446675) (PEV-00470)

FENHREE © RIGRE O R PTEITH UL R I LR B - BB IL R 5 AR (EV-302 study) (202449 H 24 H
778 CTDS5.3.5.1-1) (DIR240170)

FENEREE © RIGR O RPTETHE TS MR 1 F RO B - ERRILR 5 MARREBR(EV-302 study) (2024429 F 24 H
7&#8 CTD5.3.5.1-1) (DIR240171)

FENHREE © RIS O R PTEITH UL R L Rom B - BB IL R 5 A ER(EV-302 study) (202449 H 24 H
J&# CTD5.3.5.1-1) (DIR240172)

FENHREE © RIS O R PTEITH UL R I L EOm B - BB LR 2 AR ER(EV-302 study) (202449 H 24 H
778 CTD5.3.5.1-1) (DIR240173)

FEPNERE S« RIGER O RPTET I T IR 18 F RO B - EBRILR) 5 AR FER(EV-302 study) (202449 A 24 H
7&# CTD5.3.5.3-1) (DIR240176)

FENREE © RIGR O R PTEI T U M R I bR R - E RS [R] 26 AR 3R (EV-302 study) (202449 H 24 H
J&#F. CTD 2.7.4.5) (DIR240154)

FERNHREE © RIS O R PTEITH UL R ¥ LR B - EIRRILR 5 AR (EV-302 study) (202449 H 24 H
778 CTD5.3.5.1-1) (DIR240174)

FENEREE RGO RPTETH SO TR I R - EFRILR 5 MAHFER(EV-302 study) (2024429 H 24 H
7&K CTD5.3.5.1-1) (DIR240175)

PR R B AR (e S R OR) - SRR MR (50 % R MR I AE 0D 5545 )(20244F9 H 24 H K FR CTD 2.6.2.2.1.1)
(DIR240117)

FAN A E  Nectin4Z 8l b MR MIE B R 0IE R e~ v A - SEBRE (2024479 A 24 H & #8 CTD2.6.2.2.2.1)
(DIR240118)

N E - Nectin-4Z Bl~ 7 2R LR M a AR 0% EF ~ 7 2 - 3EPR{EH (2024479 A 24 H7KFE CTD
2.6.2.2.2.2) (DIR240119)

NS E - FEERAR R O BTN A5G & OVEm(202449 A 24 H 7K # CTD2.4.5) (DIR240089)

KEYTRUDA 25mg/mL concentrate for solution for infusion, Summary of Product Characteristics.
(https://www.medicines.org.uk/emc/product/2498 ) (202544 A 7 7 & R)

NS AR (e k) - SREERA (2021459 27 H KRR CTD2.6.2.2.1) (DIR210002)

AR E BTSRRI (e S ESK) - SRERMEA(20214E9 H 27 A7KEE CTD2.6.2.2.2) (DIR210003)

RN L b B SR IES A SCID~ 7 A« SEPR{EF (202149 A 27 H K CTD2.6.2.2.5.1) (DIR200254)
HANREE Ry~ RRF L BICDHEE (2024459 A 24 H7AF CTD4.2.1.1-1) (DIR240161)
FRHEE : 2BV <7 NIRRT TR D EEMNREDOZ(R(202449 A 24 H7kG8 CTD4.2.1.1-2) (DIR240162)
HAREE : 2BV ~T RRF AL DHUEE R OFFE (202449 A 24 H & CTD4.2.1.1-3) (DIR240163)
RN E - Nectin-4J 8L~ 7 AR LM B G E ER ~ v A - 3KFAEM (2024429 A 24 H & CTD
2.6.2.2.2.3) (DIR240120)

RN R BT T CE T HPD-1EAIGARF O = vy =T R RF U O/ (2024559 H 24 A AGE
CTD4.2.1.1-4) (DIR240164)

NS E  JIEE T ICEIT Danti-mPD-1 FUEBHRIEO = R LY <7 R RF L OFEIME(202449 H 24 A &R
CTD2.6.2.2.2.4) (DIR240121)

FENHEE BT T AICEBT Danti-mPD- 15O = R LY =T RRF D EE(20244E9 H 24 H /&R
CTD4.2.1.1-5) (DIR240165)

N« B« Y ENE LLEARAT (2021459 ] 27 H & #8 CTD2.7.2.3.5.1) (DIR210005)
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60)
61)

62)

63)

64)
65)
66)
67)
68)
69)
70)
71)
72)
73)

79)

81)
82)
83)

84)
85)

o x©
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O o)
= 0
NN N NG N N2

Ne)
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92)

HEPNREE © B - SREIRE LT (202449 A 24 H 7&Z8 CTD 2.7.2.4) (DIR240137)
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2 o 4, Manufactured and Marketed by: Astellas Pharma US, Inc.
Distributed and Marketed by: Seagen Inc.

Hx 58 4 | PADCEV® (enfortumab vedotin-€jfv)

21 P For Injection: 20 mg and 30 mg of enfortumab vedotin-ejfv as a white to off-white lyophilized powder in a
single-dose vial for reconstitution.

A RO A | 20194 12

PADCEV is a Nectin-4-directed antibody and microtubule inhibitor conjugate indicated:
* in combination with pembrolizumab for the treatment of adult patients with locally advanced or metastatic
urothelial cancer.
+ as a single agent for the treatment of adult patients with locally advanced or metastatic urothelial cancer
BINES A ESSIES who:
O  have previously received a programmed death receptor-1 (PD-1) or programmed death-ligand 1 (PD-
L1) inhibitor and platinum-containing chemotherapy, or
O areineligible for cisplatin-containing chemotherapy and have previously received one or more prior

lines of therapy.

- For intravenous infusion only. Do not administer PADCEYV as an intravenous push or bolus. Do not mix
with, or administer as an infusion with, other medicinal products.

* The recommended dose of PADCEV in combination with pembrolizumab is 1.25 mg/kg (up to a maximum
dose of 125 mg) given as an intravenous infusion over 30 minutes on Days 1 and 8 of a 21-day cycle until

&K OVH & | disease progression or unacceptable toxicity.

- The recommended dose of PADCEYV as a single agent is 1.25 mg/kg (up to a maximum dose of 125 mg)
given as an intravenous infusion over 30 minutes on Days 1, 8 and 15 of a 28-day cycle until disease

progression or unacceptable toxicity.

- Avoid use in patients with moderate or severe hepatic impairment.

(2025 4 2 A 43T
HERNOABNE O CARAZEHTLZ &
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2 fk 4 | Astellas Pharma Ltd
W 58 4 | Padcev
#l % - & £ | One vial of powder for concentrate for solution for infusion contains 20 mg and 30 mg enfortumab vedotin.
K ES A A | 2022424 1

PGB ESIIE S

4.1 Therapeutic indications

Padcev, in combination with pembrolizumab, is indicated for the first-line treatment of adult patients with
unresectable or metastatic urothelial cancer who are eligible for platinum-containing chemotherapy.

Padcev as monotherapy is indicated for the treatment of adult patients with locally advanced or metastatic
urothelial cancer who have previously received a platinum-containing chemotherapy and a programmed
death receptor-1 or programmed death-ligand 1 inhibitor.

MEROCHE

4.2 Posology and method of administration

Treatment with Padcev should be initiated and supervised by a physician experienced in the use of anti-
cancer therapies. Ensure good venous access prior to starting treatment.

Posology

As monotherapy, the recommended dose of enfortumab vedotin is 1.25 mg/kg (up to a maximum of 125 mg
for patients >100 kg) administered as an intravenous infusion over 30 minutes on Days 1, 8 and 15 of a 28-
day cycle until disease progression or unacceptable toxicity.

When given in combination with pembrolizumab, the recommended dose of enfortumab vedotin is 1.25
mg/kg (up to a maximum of 125 mg for patients >100 kg) administered as an intravenous infusion over 30
minutes on Days 1 and 8 of every 3-week (21-day) cycle until disease progression or unacceptable toxicity.
The recommended dose of pembrolizumab is either 200 mg every 3 weeks or 400 mg every 6 weeks
administered as an intravenous infusion over 30 minutes. Patients should be administered pembrolizumab
after enfortumab vedotin when given on the same day. Refer to the pembrolizumab SmPC for additional
dosing information of pembrolizumab.

Special populations

Elderly

No dose adjustment is necessary in patients >65 years of age.

Renal impairment

No dose adjustment is necessary in patients with mild [creatinine clearance (CrCL) >60-90 mL/min],
moderate (CrCL 30-60 mL/min) or severe (CrCL 15—<30 mL/min) renal impairment. Enfortumab vedotin
has not been evaluated in patients with end stage renal disease (CrCL <15 mL/min).

Hepatic impairment

No dose adjustment is necessary in patients with mild hepatic impairment [total bilirubin of 1 to 1.5 x upper
limit of normal (ULN) and AST any, or total bilirubin < ULN and AST > ULN]. Enfortumab vedotin has
only been evaluated in a limited number of patients with moderate and severe hepatic impairment. Hepatic
impairment is expected to increase the systemic exposure to MMAE (the cytotoxic drug); therefore, patients
should be closely monitored for potential adverse events. Due to the sparsity of the data in patients with
moderate and severe hepatic impairment, no specific dose recommendation can be given.

Paediatric population

There is no relevant use of enfortumab vedotin in the paediatric population for the indication of locally
advanced or metastatic urothelial cancer.

Method of administration

Padcev is for intravenous use. The recommended dose must be administered by intravenous infusion over

30 minutes. Enfortumab vedotin must not be administered as an intravenous push or bolus injection.

V) E P 00 7K R

(2025 4 3 A 23T

BOFMETAF LN 5 &

—109—



XI. 8E£8%

2. BB HEERTIEER

(1) HERICEAY 5iEoER
AARDETIRCIZEBIT D (94 4TEREAFTHE] 19500 (9.6 A OHEOTRHIILTOLEY
Thh, KELEPEEOWRMIGE, A—ANZ UV TOHEEITERD,

AR T BHH EOEE

). HBENERZEITHEFICEHTHEE

9.4 4MEREEH T HEF

9.4.1 WHRT D a[REMED & 2 T, ARFIPEG- R OB G% 2 7 A IR TREE 3 2 S K
NE ) 22 REAEEIZ DWW TR 5 2 &, [9.5, 1522 ]

9.4.2 B, KBRS R OEKBEES 1 1 ARICBOTARY TiE(E Y R—2)% ]V CREE3 5 2%
FEMEICOWTHAT S 2 &, [15.22 2]

9.5 1%

TG ATIEARE L TV B ATREME D & 5 etEic i, 1B R E OB ISMEN a2 EEl 5 LS 258120
KIS D, BWEER(T v MIZB W T, AFIOREF B2 Y 5 IRZE R (Cmax) TEER IR D
W, BB VEARERD B OB OB 23G8 S b iviz, £z, BT v MHIZBW T, Eike6 H
HEON13 HEHIZC MMAE 285 L7 & 2 A, It - lBIREELR BTSN ®E ST D 9, [9.4.1

Z ]
9.6 RELIF
BRALBRNWZ ENEE LW, & N TOAINFBATICET 527 —Z13eW0d, b b IgG IR HICBITT
LI EBHESATND,
i LN
8.1 Pregnancy
Risk Summary

Based on the mechanism of action and findings in animals, PADCEV can cause fetal harm when
administered to a pregnant woman. There are no available human data on PADCEV use in pregnant
women to inform a drug-associated risk. In an animal reproduction study, administration of
enfortumab vedotin-ejfv to pregnant rats during organogenesis caused maternal toxicity, embryo-fetal
lethality, structural malformations and skeletal anomalies at maternal exposures similar to the
exposures at the recommended human dose of 1.25 mg/kg. Advise patients of the potential risk to the
fetus.
The background risk of major birth defects and miscarriage for the indicated population is unknown.
In the U.S. general population, the estimated background risk of major birth defects and miscarriage
K E O CE in clinically recognized pregnancies is 2%-4% and 15%-20%, respectively.

(202542 H)
Data
Animal Data
In a rat pilot embryo-fetal development study, administration of enfortumab vedotin-ejfv on gestation
day 6 and 13 during the period of organogenesis resulted in a complete litter loss in all pregnant rats
at the maternally toxic dose of 5 mg/kg (approximately 3 times the exposure at the recommended
human dose). A dose of 2 mg/kg (similar to the exposure at the recommended human dose) resulted
in maternal toxicity, embryo-fetal lethality and structural malformations that included gastroschisis,
malrotated hindlimb, absent forepaw, malpositioned internal organs and fused cervical arch.
Additionally, skeletal anomalies (asymmetric, fused, incompletely ossified, and misshapen sternebrae,
misshapen cervical arch, and unilateral ossification of the thoracic centra) and decreased fetal weight
were observed.
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8.2 Lactation

Risk Summary

There are no data on the presence of enfortumab vedotin-ejfv in human milk, the effects on the
breastfed child, or the effects on milk production. Because of the potential for serious adverse
reactions in a breastfed child, advise lactating women not to breastfeed during treatment with
PADCEYV and for 3 weeks after the last dose.

8.3 Females and Males of Reproductive Potential

Pregnancy Testing
Verify pregnancy status in females of reproductive potential prior to initiating PADCEV treatment.

Contraception
Females

PADCEV can cause fetal harm when administered to a pregnant woman. Advise females of
reproductive potential to use effective contraception during treatment with PADCEV and for 2 months
after the last dose.

Males

Advise male patients with female partners of reproductive potential to use effective contraception
during treatment with PADCEV and for 4 months after the last dose.

Infertility
Females

Based on findings in animal studies with MMAE-containing antibody-drug conjugates (ADCs),
PADCEV may impair female fertility. The effect on fertility is reversible.

Males

Based on findings from animal studies, PADCEV may impair male fertility.

HEEOWRACE
(202543 H)

4.6 Fertility, pregnancy and lactation

Women of childbearing potential/ Contraception in males and females

Pregnancy testing is recommended for females of reproductive potential within 7 days prior to
initiating treatment. Females of reproductive potential should be advised to use effective contraception
during treatment and for at least 6 months after stopping treatment. Men being treated with enfortumab
vedotin are advised not to father a child during treatment and for at least 4 months following the last
dose of Padceyv.

Pregnancy
Padcev can cause foetal harm when administered to pregnant women based upon findings from animal

studies. Embryo-foetal development studies in female rats have shown that intravenous administration
of enfortumab vedotin resulted in reduced numbers of viable foetuses, reduced litter size, and
increased early resorptions. Padcev is not recommended during pregnancy and in women of

childbearing potential not using effective contraception.

Breast-feeding
It is unknown whether enfortumab vedotin is excreted in human milk. A risk to breast-fed children

cannot be excluded. Breast-feeding should be discontinued during Padcev treatment and for at least 6
months after the last dose.

Fertility

In rats, repeat dose administration of enfortumab vedotin, resulted in testicular toxicity and may alter
male fertility. MMAE has been shown to have aneugenic properties. Therefore, men being treated
with this medicinal product are advised to have sperm samples frozen and stored before treatment.
There are no data on the effect of Padcev on human fertility.
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. L . S D(2025 43 H)
(The Australian categorisation system for prescribing medicines in pregnancy)

2E OB
A —A ~Z U7 D435 : (The Australian categorisation system for prescribing medicines in pregnancy)
D : Drugs which have caused, are suspected to have caused or may be expected to cause, an increased incidence of
human fetal malformations or irreversible damage. These drugs may also have adverse pharmacological effects.
Accompanying texts should be consulted for further details.

(2) INREIZEEY HECHE
HARDBEFIHLIZBIT 2/NEEOTZBIZLUTO LB THY | KEMOREOHRMNICELFAKTH D,

I BENERERIHBEBEICHTHEER
9.7 MNREFE
NS G & U T BRIRERBR IS L T 7y,

H i AL A
KIE OB CE 8.4 Pediatric Use
(2025 -2 H) Safety and effectiveness of PADCEV in pediatric patients have not been established.

4.2 Posology and method of administration
HEOIRfCE Paediatric population
(2025 3 H) There is no relevant use of enfortumab vedotin in the paediatric population for the indication of

locally advanced or metastatic urothelial cancer.
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EFOEEF AT EE A b (Astellas Medical Net) $ /5,15 #
N N7 R EEH 20mg
https://amn.astellas.jp/di/detail/pev/index_pev-20

N R 7SR FHEH 30mg
https://amn.astellas.jp/di/detail/pev/index_pev-30

BEMITERY A NT AT T AT OHAR)
N RY 7 RS 20mg © AL 30mg
https://www.astellas.com/jp/patients/product/pev
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