N R 7 RiEsHER 30mg
ICRE9I & H

REMICERB NEFERICERIEFRVRNBOEEREITATS
AHBERKAZHICKEEITSLOTHY, SXKIFHEZEEFEALL
NOEFIBERICHAT S EFTEEEA
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151 EEXIZRROEE

TURNY T NXKRF L (ASG-22CE) 1, Nectin-4 M) & 5 HEEME S K (ADC)
T& Y, Astellas Pharma Global Development, Inc. (Astellas) & Seagen Inc.23 L L, JRIEE bRz
(UC) oiffdEe L CTHFBIM LT\ %, Nectin4 (I~ 708, R UC, JLE, fi, e,
PRBRSEIZHBL L TV D5 ¥ /X B Th % [Challita-Eid et al, 2016], —FBO¥#E TiL, Nectin-
4 DEFEH ERBEIT RO UL TFHRARR & OB OBENHE ST 5 [Zhang et al, 2018;
Nishiwada et al, 2015; Takano et al, 2009; Fabre-Lafay et al, 2007], Nectin-4 |% UC #ifl@Z miZ 388
LTWDZEnD, HENRIBFREN L 2D, Uk Y~T RXKRF UL, X8 EGor iR
FTUW s LNV - by (vo) vLAI RATaA L) o h—% LT, K5O
INEEIRE ) AT LT U U A2 F 2 E (MMAE) %556 S8 72510 Nectin-4 5842 & MMiltajk 7 o
7V GlkE®/ 7 u—F bk (mAb) ThoH, = HmLY<T NF?VH,%@%E®%
#)75¥ Nectin-4 |ZfE A L, ADC-Nectin-4 A KEZTEKRT 5 Z LIC , AR B W TR E
PMEEZFEST D, ZOEGERITMINBITL, VY Y — ATk éhé UYY—hTve U
=M H R Gy R SR CYI 20 C MMAE 23t &40 % [Doronina et al, 20031, PN IC
i S MMAE 3T 2 —7 U VEASXE L, G2M I CoMiaEiiELE 7R h— 2%
5] & # Z 9 [Francisco et al, 2003 ],

TURNY =T NRFUNL, AAIZ ST EERIER L O T v 7T MRSt A 1
(PD-1) X7 v Z LAfMFEY H> K1 (PD-L1) FREHRIC X DI6HE 2 A 5 Rl it X
TR UC B 5 & U725 2 AR (EIRRILESE 2 MRk [EV-201]) O =dR—F 10
T—ZERILE LT, 2019 FIKETTIREARE Sz, A, B2 ST b RIERE R O
PD-1/PD-L1 [HEFIC X DIGRIE 2 A9 2 R T ST E UC BE Xt 5 & L7z E B[R
%3ﬁﬁﬁ[mmm]ZﬂmmeMJmiﬁ’ié%ﬁﬁ%ﬁb VAT T TN K DA
B\ ARG T b 2 JRPTHETHE X TERRE UC /A 24 & LT [EBRILRIEE 2 AHERER [EV-201] =
HHFz?mw%W%ﬁ%é%mTﬁ%w%%mtt,rﬁ%%gm%_%ﬁbtmﬁ@@x
HEZR PRI EROHE | ZSNRE TR & LT, MIENGEARBRGEAITY 2L & LT,

1.5.2 BHAREOEE
TURNAY T RREFUOBRORMEEK 1.5-1 [TRT,

T AT T AR 2
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1.5-1 BARDRERE

REKSHE

BEEME Seagen

1)

ERBEHE

ZOhDHE

PRES:] Seagen

=1

EECEE] Seagen

%
L B, EMBE Seagen

4 P Seagen

e, Seagen

# HEHR

EECT .
@)

A5 EV-101 -5
wo)

IR EV-102 -
() TATIA

H2ABER EV-201 Seagen
(ERR) FATIZ (D

IR EV-301 R

BB E)

W10/ 218 B

103 (E4t)

BEIRBR EV-302
B

Seagen

Seagen
FATIR (D)

[#3H5% Keynote-
905 / EV-303 Merck

FIMHER Keynote-
B15 / EV-304 Merck
(EREst

EHREOBHMEO A

e R
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1521 SREICET HHE

KER O FZCBT L AIOF 1 FERER (AGS-22M6E-11-1 38R) 2B W Tk, ~ 7 A A
7Y F—~<HifakE AV ChRZ B S, 220 b 57z ADC % AGS-22M6E FrL, R
BRICHW, Z0%, BEA LS A5 TWDEF v A =— XA AX =PI (CHO) (ZHiik
FEBAIR 2 Z 2, S DITHUR RO e < 3R o fhE TRIZ W TR B L ONR R R Y
W TREBA%E 2 Hif & L SR B EE H 21T o 72, Y v 1— (SGD-1006) (2o Clxidik
ZEHTMEL, WA ORGE TREORIEY A MCOWTHER I Th AR -7, B0z E#% o
HlaT Ry ~T XRFUEHT 5, o, FEWEREN OEEOB RN bFHEi 21T o7& 2
A, TURNY=T  RRF LN AGS-22M6E [ O GV RIS/ TRVE M X OV & OB EE &3
FRETHDLZ EIVRENT-TD, =ohLY~T XRF %, AGS-22M6E-11-1 BRI ONZ
Z D% DT ORRIRRBRIZ S L7,

TURNANY T REF BT DROOMETIRZ TRA L5, To%k, EAmTOR
E7rtR (TFEB) ZBFL, 9Wic X 2%/ FEMEFMGZ 346 LT, TRARAEDT
Vo Py 7 & iTol, FUAKOEHEIZBITOAT—AT v 7N TRA L TRBOERENTDH
D, BIHL T R O SRR RIS TE D S 220, TR BIZ X A H8AIIL EV-201 B S, #
DHEDOT N TOMKRBRICIG SN TR, FEARAIE LTOEATETH S, BUEE TIC TR
B #HW T L= 8&E X2 THAAR T — VL TREAAREY A Mo TiThbitTn 5,

T E TORKRBRIC 30 mg/vial A ZHH L TE722 LD, AHTIE 30 mg/vial FLA|D 7
DRGEARFEAGRHF 2 TE L TV D03, ERBY COREEHIBOID, FRRIICIMEEZED
20 mg/vial BAIHRFHRAIE L CEINT 553HETH D, 72, AL, LEBIZLD
30 mg/vial BUH| O HGE AL EVERBE R A2 RIS ET D TETH D,

1.5.2.2 HMHIZBET 2HER

TURNY T REF U, AGS-22M6E &N AGS-22M6  CERMFERSATIHUA) 12, 7 v M &
O =7 A4 i iz @R #EERBRICB W CHERRO L 2L FEI L, MMAE (37 =7
A PNV OKERGRBICB TR L7z, $£72, MMAE OEfnmhil, —ohry~7 X
RF 2 KO MMAE OIEHET » ~ & W7 - BIRIFEAICEE 3 2 55RIE ONC 2 oftho#lER (& i
BE DTG DR M ORE B BME O EHEMEOMF) & M L7z, JeEtkic oW T, MMAE K&
WU > 71 —-MMAE O$RANFIERI HIEIC KV FHE L7z, 7y RO =27 A4 PRI 5=
VALY =T RRF BB UNE AGS-22M6E O L A M R g ae S E R VBB T H - 7,
DI, HEMEAGHER OREEL, FEH B, piNoig, B3, Pk, IR (), Vo Sk LR,
e, BIE, ~N—%—g, KL ENES & LU CRE Sz, AGS-22M6 $ 512 £ 2 3130
517, MMAE #5 CIXE#EEIEN RO Hivic, MMAE 33U/ NE BREERIC K 2 BB R
Fic L vEEEEE R Lz, TRy ~T NXRFUEROMMAE (OB IE - R AER
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PEER LT, b NER K ORI Z FW e invitto DAFZE T, =oALy <7 X RF
E MU A& ORI R S e o T, TURAY T RN F TR xR L
72, ZAUTEICEIE Le, =r kY ~T NXRF L (MMAE KOV v —-MMAE) |
HFHmEE RS RNEEZ BT,

1.5.2.3 ZEIBEAER

TURNY T NRF O PREZ ] 500295 HAYT, Nectin-4 2 58 HL3 2 @Al
Ze AN TR A B M O G ET5 M, e 7 & LR BTk D Nectin-4 ~D K5, Hii
KD Nectin-4 &G L7 ORBAAN~D Y IAZL K OSIEA Chtt S5 MMAE BE O E
&, b NEDbE RS R BT T V2 W IR EER A R Lo, T OREER,
TR T RXRF RO T AGS-22M6E (3, B B Nectin-4 (2%} L TV ERIME & OVRR
BMEAEAG L, ez B o Nectin-4 [2F5A L7=1%, ADC-Nectin-4 A R2SHIRENIZER D 1A F
n, U Y—Ah~EgtEIN%Ic, MENTMMAE 25 LT, Mg EEEERLE, &
512, b MM S B IER R T LSO TR A LET 50y, &5 WIS
IBHE <7,

MMAE (%, EERHESEHE (1.25 mg/kg) B5-HD MMAE O Ciax @ 19405 5 D

(100 umol/L) "G, hERG T > F/NEITH AV 7 AEFROREZ R U2, Hf#EE LTX
50%Abi Cd > 72, 10 umol/L TiE, hERG F ¥ rR/WEMOHEITRO e o Tz, (LEK, O
s, ME, PR S D WITHIXRE R DO Z RSB NG A — 2 2O T, =y FRLrYy~7
R RF B DL AGS-22MOE 25 LTz =7 A YU 5 — s o—H & U -CRH
L, ZOfER, ZETERO bNRhoT,

1.5.2.4 EWFEHER

Ty NROH =7 A Pk RO RAER G- HERBRIZIBWV T, ADC, UK (TAb) KO
MMAE & b %> ax 37 ¢ 7 ZA%Fli Lz, £72, 7 v F&HWT invivo iR N B & Y
b hEskEEHE BV 2 invitro FBRIC T, MMAE O34, G, Pl & OSRY A AL VEH % 774l
L7,

ZORER, AGS-22M6E % 7 v b KON =7 A /T RIEFIRNES- L7- & & O ADC, TAb &
O"MMAE OB &1L, &5 &EICIZIZHE L THEM L7, MMAE O kYU F 7 2GR H S O ikt
BEIL, 7 v FOBRFIZIES 594 LTz, MMAE O, 7> b, =74kt N
THELL Tz, MMAE (%, & MIEBWT, EITF FZ7 2 A P450 (CYP) 3A4 LV REf s
5 EEZLIZ, MMAE IE, 7 v MZBWT, EICEPITARELA L L THES 72, MMAE
1L CYP3A OHEHRITH - 7273, CYP1A2, CYP2B6 & %\ & CYP3A OFFEA|ITIER o7z,
MMAE (% P-FEERH (P-gp) OIRETH -7, FLEMmHPEEE (BCRP), ZAIMHERHEE A
(MRP) 2, AT =4 HikR ) ~<7F K (OATP) 1B1, OATPIB3, fA#hF 4L hT7 A

T AT T AR 5
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AR—%— (OCT) 2, A7 =F> F T L AR—%— (0AT) 1 & 5T OAT3 OB TlL/2 Do
72o MMAE [ZERRAIICE RO H 5 IR E TRV FERE PR AR >~ (BSEP), P-gp, BCRP, MRP2,
OCT1, OCT2, OAT1, OAT3, OATPIB1 &R OATPIB3 Z[HE L2 »> 7,

1.5.25 BREKRFABROBZE

TURNY T NRFUFBE, dek, Bk, BRNEOT U7 CTHIKBREH TH D, ENT
I, JRETEATHE IR UC O B AR NBE x5t 4 & LIZENE 1 AHRER [EV-102] %% L,
TRV T NXRF 1.0 mgkg LT 1.25 mgkg DEARVER Ve E il Uiz, £z, #
AN 1 ARERER [EV-101] K OENE 1 MHRER [EV-102] OF—2 %R\ T, BARANEFFEHARAD
FENRED BRI HOWTEMII L=, & 612, HREL ok — b2k IR E RS 2 A5
[EV-201] % ZEJi L, PD-1/PD-L1 PHESEIC K HVRFE A A 3 2 RTEI T UTEE~ME UC B3
EXRBICTURVY T RXRF 125 mgkg DA INER OV 2230l L=, EV-201 &5k
1%, AERAZ S T LR EE & OV PD-1/PD-L1 FLESRIC L 218 24 2 Rt ik Xt
B UC BEEMR LT D amk— b1 & PD-1/PD-LI [LERIC L 2RREEZAL, VAT TF
AR fi 730 A AN X D IR 2 A S AW R FETTHE UM UC B Xt & 3% 2k —
k2 CHRERR S, WA — MCHARANBESHAN Gz, EV201 3BT, Miads— MM
HANOLNTBEIZH LT, BARICEROH L XX T 4 v EBRBO LN, £-, Aaifl%
B TAbFIRIEE X O PD-1/PD-L1 BRESRIC X D165 4 A 2 Rl T U3 UC B %
k5 & T HIFEMBENE A L MR LR EFR LS 3 /B [EV-301] I2BW T, =oALy <7
N RTF 2 1.25 mg/kg DA MER OVZEME 2 AL RE & bl U7, ARRBRICIT B AR NBE DA
bz, EV-301 RBRCIE, AERHA %2 5 T L IERE & O PD-1/PD-L1 PHEIRIC L 1A %IE %
HT 5 RETE T TS UC BEICBWT, =Ry~ X RF UG LR IER
&l U TGRS B e BRI (0S) DIER K OWERAST3 7 v M BHER S L=,
WA CHENE SN BB S 50, ARFECRIT2ERHCE £ 2 FEhEH UI5E T LR
FRER OB A LU IR T,

o EMENRERE [AGS-22M6E-11-1]
o XGHEM] : Nectin-4 % 819 2 LR B
o THA L : AGS-22M6E Wi 5 L= & & 0k, BARMEER OEYENEEZ T 5
B S— k&, HAPEIEE LTO AGS-22M6E & =2 Ry ~T RXRKFrOTY v
R N— N5 VM, EER, IFEERL, sk R
o E7pekER : AGS-22M6E D Kt (MTD) 1% 1.2 mg/kg & HIEr <=, MTD LLF D
M&ETD AGS-22M6E DZEMET v 7 7 A JWEI R Th o 72, AGS-22M6E #5141 34
Bl 2 B TESZERN (PR) RO BN, TRy <7 XRFUrOREMET 1
T AT, 12mgkg MTFTOMHBETRA TH -T2,
o VSR 1 AHEER [EV-101]
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KFREER - BB UC B3 & O Nectin-4 2 3819 2 & Ofth o B E B, BBtk

UC B#E 13, B EL2 AT 285 ar— e LTbEENT,

THA v BAEO RN K O ERE 2 Wi 55—~ (O3%— M A) IRV THIEKR
N—=hF (N=FBKWUC) ZiE LTI 55 1 8, JEER, FHEMFERL, Skt
[ FR R

ERRER  ARBR R LI-HE#RE T, = Favy~T7 XRFUOERMEICHE
TR N oTz, Fn, mUFRLY T RXRF 125 mgkg X, BBME UC BEIC
U CHUEE R 2R Lic, ARMER OV L2 mat L7ofE R, 26 2 Bt &

(RP2D) 1T 1.25 mg/kg ICIRE S NT, TURLY~T XRFUOEYBREIT, B
REfEEAE EBHECFRE CIRERETHY, BHEOEEBEZ T b ol FT-,

B RERE BT CORBRMER LT v 7 7 A VITBHBIEFERE LAETHY, &
BEREICIS U7 e 5B O BV TER O bR o T,

EINE 1 AR [EV-102]
o XGHEMH  RPTEITHSUIEBME UC © B AR N B
o THA L : HRABEEZNRL LT UALY <7 RXEF 2 1.0 mgkg Xk

1.25 mg/kg D24, AR OEY B 2GS 259 140, FFEMR, B|IEXL, 2
s A [rl AR

o TZAER . FATEITYE T UC O B AR NBREIS, 28 HElZ 1 A 70 e L&Y A

D1, 8, KOS5 HHICZ Y HRLY <7 N KF 2 1.0 mghkg ik 1.25 mgkg % &
IRAEEG- L2 &, WTNOHAETHARERRBO N, o, ZoHhLY <7 N
RF ARATEATHE T BYE UC O HAR NEF I3 LT, JUiEREEEZ R Lz,

[E R IR 5 2 #HEER [EV-201]
o XM : PD-1/PD-L1 PHLEIR O HFE K ONE 4845 2 & T e S2RIERE 2 9 5 Rt

1T ME UC R (2 — bk 1) RUVPD-1/PD-LI [HREROKEREAZHL, VA
7T F ARG GO FHARIFN X DAL SERERIERE O oW R ETE T SO T ERREME UC B
(adr—hk2)

o THA v ZUANY =T XRIFUOAPMEROZEZHET D HEEE, EER, &

Bads— R b 7p 5 S Haa LR 2 AHRAER

o AR EEFHEEEH T dH M A HERE B T OFHIIC B O < MEE BRI 2R

(ORR) 1E, =wAR— k1 TlX44% (95%EHIXM : 35.1-53.2%), =2R— b2 TIL51.7%
(95% S HEX M : 40.8-62.4%) Tholz, TURLY~T XEFUREH IR 214
B, 203 1] (94.9%) ICRIERADRO bivle, EREIWEM (20%LL 1) 1%, BEE
(50.0%), RRPERF =2 —m/3F— (43.0%). €5 (43.0%), BEEGE (39.3%),
BRREAE (33.2%), ML (32.7%), FHI (28.5%), & IFEIE (27.6%), BLIR BN
B (25.7%), WERED (243%), & (22.9%) RO EGRE (21.5%) Thoi-,

[EBE A [E 2 3 FHFBR [EV-301]
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o XBREM : AERAKNC X DILFFEEZ A L, PD-1/PD-L1 BLEIKO B 5 3 5%
(SR EAHEST UL U 7o R T THE SR UC B

o THAV i ZURNY T RRFULALFERIEA T 2 EBEIE, EER, BiER
b, & 3 FIRRGERY SR

o ERER  ARBRTIE, BARAN36HIEZEZT 301 flT Ry ~T NRFURE H
AN 50 Bz 5 de 307 BIAMEFHAERIC Sk Sz, FEFMEEE TH 5 0S 13,
TURNY =T RRFURETEFRIERE L i L CTHERIEE (N — R [95%(8
FEIX[H] 2 0.702 [0.556,0.886], FfI P i : 0.00142) Z/RL, HFRfEIT=>HRLY~T
NRRFURET 1288 WA, {LFHRERETSIT WA TH -7z, =Ry ~T XKF
WG E 72 296 Filh (AAN 36 filaEde), 278 il (93.9%) IZREIWEHNGRD b
Too EREIER (20%LAE) 1X, BLEGE (453%), KPR =a—m/F—
(33.8%), < IFEIE (32.1%), 5% (31.1%), BBBEGEE (30.7%), Tl (24.3%), B
WAL (24.3%) KROVELD (22.6%) Thoiz,

S BT, LR 5 AR A R G R MR B R AFAT I ONT A B o OV Rt O B R - LB AT &
FEhi U=, F7o, APy EETT L (PBPK €5 /V) & HAWEMTIcky, =k y~
7 RRFULCYPIARECTHDHIF Y T A, Pgp DIETHDLYITX 2, P-gp LOHET R
CYP3A [HEAITHH 7 F )Y —/b, P-gp KONET 72 CYP3A FEFITHLY 77 B %
OFH L7256 O3 H BAEH O ATREMEIZ DWW TRt L 72,

I OB, EXSOBRKRERO FMICETT 2 HENE, ERLBIHEFRMERSET A RT A
>R ONE FERUCHEILL T L T D,

1526 BEEBERT—2/\vH5—
S SEIR U | B L T ARTA IR R AR UC I 381 % U 2GR F 8 0D 72 8 DB T — 4
N =T k3 1.5-1 1T,

1.5.2.7 IREFEEDXIFFTE S OREKRAE

BEAR T — 2 78 o r— DI & £ R WARTR U AR BE 22 UC ORI Z HEY & U 7= 810F £ T X X3
O ERRER—& A2 3% 1.52 1T,
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Test Product(s); Number of
Type of Objective(s) of the | Study Design and Type of Dosage Regimen; Subjects Enrolled Diagnosis of Duration of Study Status; Type
Study Study Identifier Study Control Route of Administration Subjects Treatment of Report
Monotherapy Studies
Subjects with locally
Primary: OS Enfortumab vedotin: metz(:;]airif ?COthO
Secondagg.' PFS 1.25 mg/kg 30-min iv_ | Enrolled: 608 (587) have received a Until radiological
ORR DOR' DCli Phase 3 global, open-label infusion on days 1, 8 and | Arm A, enfortumab latinum-containing | disease pro regésion Ongoin
Efficacy. EV-301 s;ifety a}ld ’ randimizecyi tfial of , 15 ofa 28-day cycle vedotin =301 pchemotherapy andg as asseSsedg by the (enrollmegnt c}lgosed)'
Safety (7465-CL-0301)t | tolerability, quality enfortumab vedotin vs or (296); have experienced | investigator, or other | Primary Analysis
2
. . Docetaxel 75 mg/m?, Arm B, . - . . .
of life and subject- chemotherapy . ) _ | disease progression discontinuation CSR
paclitaxel 175 mg/m* or | chemotherapy = . ..
reported outcome vinflunine 320 me/m? on 307 (291) or relapse during or criteria are met
parameters ollowing treatment
day 1 ofa 21 dagc cle followi
Y aayey with a PD-1 or
PD-L1 inhibitor
Cohort 1: Subjects
with locally
advanced or
metastatic UC who Until disease
have previously rogression
. received a PD-1/ prog . .
Primary: ORR Phase 2, open-label, . S unacceptable toxicity, Ongoing
. . Enrolled: 219 PD-L1 inhibitor and | . . .
Secondary: DOR, multicenter, study of Enfortumab vedotin: (214) a platinum- investigator decision, | (enrollment closed);
Efficacy, EV-201 DCRus, PFS, OS, enfortumab vedotin in 1.25 mg/kg 30-min iv Cohort 1 = 128 an tainliln consent withdrawal, | Cohort 1 Primary
Safety (SGN22E-001); |PK, immunogenicity, subjects who have infusion on days 1, 8 and . _ £ start of subsequent | Analysis CSR* and
) . (125); Cohort 2 = chemotherapy . .
safety and previously received a PD-1 15 of a 28-day cycle . anticancer therapy, | Cohort 2 Primary
o L 91 (89) Cohort 2: Subjects .
tolerability or PD-L1 inhibitor : pregnancy or study Analysis CSR
who have received a termination by th
PD-1/PD-L1 o
inhibitor and are not P ’
eligible for cisplatin
containing
chemotherapy.
Table continued on next page
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Phase 1, open-label, Enrog:ft:li.1§7(2l3) Subiects with Until disease
Primary: safety and nonrandomized, Enfortumab vedotin: . ubjects w progression, Ongoing; Primary
PK multicenter study of the |0.5,0.75, 1.0, 1.25 mg/kg Part B: 52 metastatic UC and intolerability of | Analysis CSR* and
EV-101 . N T (NSCLC: 18 other Nectin-4- .
Safety, PK Secondary: safety and PK of escalating| 30-min iv infusion on T . enfortumab vedotin, | CSR Addendum for
(ASG-22CE-13-2)§ |. .- Ovarian: 16 expressing . . g .
immunogenicity and doses of enfortumab days 1, 8 and 15 of a 1 li li investigator decision | Renal Insufficiency
antitumor activity vedotin as monotherapy 28-day cycle . R§na malignant solid or consent Cohort
. insufficiency: 18) tumors .
followed by expansion Part C: 74 withdrawal
Phase 1, open-label, Ufgllrgézefgze
Primary: safety, randomized, multicenter Enfortumab vedotin: Japan biect linip llg coni ﬁ’ nt
EV-102 tolerability and PK study of the safety, | T O oomin | Erolled: 19.(17) | 28R e ity OF Complete;
Safety, PK Secondary: tolerability and PK of 2 oor 1.oo MEke Arm A: 10 (9) y Y . OompleTe,
(7465-CL-0101)q |. - iv infusion on days 1, 8 advanced or enfortumab vedotin, Final CSR
immunogenicity and doses of enfortumab Arm B: 9 (8) . . . g
. D . and 15 of a 28-day cycle metastatic UC investigator decision
antitumor activity vedotin in Japanese O
subjects or in qrﬁg}d corllsent
withdrawa
Phase 1, open-label, Until disease
Primary: safety and npnrandommed, Enfortumab vedotin: Subjects with _ progression,
PK multicenter study of the 0.6 and 1.2 mg/k Enfortumab malignant solid intolerability of Complete;
Safety, PK | AGS-22M6E-11-1F7 Secondary: safety and PK of escalating Oand 1.2 mg/kg . g enfortumab vedotin, ;Omprete;
. P 30-min iv infusion once vedotin: 9% tumors that express | . . g Final CSR*
immunogenicity and | doses of AGS-22M6E and every 3 weeks Nectin-4 investigator decision
effectiveness bridging with enfortumab Yy or consent
vedotin as monotherapy withdrawal

CHO: Chinese hamster ovary; CSR: clinical study report; DCR1s: disease control rate at 16 weeks; DOR: duration of response; iv: intravenous; ORR: objective response rate; OS: overall survival; PD-1:
programmed cell death receptor-1; PD-L1: programmed death-ligand 1; PFS: progression-free survival; PK: pharmacokinetics; UC: urothelial carcinoma

T EV-301 data cutoff date is 15 Jul 2020.

1 EV-201 data cutoff date is 01 Mar 2019 for Cohort 1 primary analysis and 08 Sep 2020 for Cohort 2 primary analysis.

§ EV-101 data cutoff date is 25 Oct 2018 for the primary analysis and 17 Feb 2020 for addendum to primary CSR that includes the renal insufficiency cohort.

4 EV-102 date last evaluation is 25 Feb 2019.

1 AGS-22M6E-11-1 date last evaluation is 27 Apr 2015.

11 This bridging study included 25 other subjects treated with AGS-22M6E (hybridoma antibody intermediate) in addition to the 9 subjects who received enfortumab vedotin (CHO antibody intermediate).
*CSR previously submitted to FDA in BLA 761137
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Test Product(s); Number of
Type of Dosage Regimen,; Subjects Diagnosis of Duration of
Study Study Identifier Objective(s) of the Study Study Design and Type of Control Route of Administration Enrolled Subjects Treatment Study Status
Monotherapy Studies
Locally
advanced or

metastatic UC

previously
Provide expanded access for US treated with a
: . subjects who have exhausted Enfortumab vedotin: PD-1 or PD-L1 .
Expanded EV-901 MSafety standard of care therapies and 1.25 mg/kg 30-min iv infusion 27 inhibitor and & Utlfml i Comlilet_ed
Access (7465-CL-0108) u.e condary: efficacy (BOR, ORR, who are otherwise ineligible for | on days 1, 8 and 15 of a 28-day have exhausted | ©'5o0r nuation (ana SIS
time from first dose to response) enfortumab vedotin clinical cycle all treatment | CFiteria are met ongoing)
studies options and
progressed
during/after
most recent
treatment
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K (randomized): 1L (cisplatin-
ineligible) EV monotherapy vs
EV + pembrolizumab
H: EV in MIBC neoadjuvant
setting
L: EV in perioperative setting
J (opt): (cisplatin-ineligible) EV +
pembrolizumab

inhibitor-naive

Test Product(s); Number of
Type of Dosage Regimen,; Subjects Diagnosis of Duration of
Study Study Identifier Objective(s) of the Study Study Design and Type of Control Route of Administration Enrolled Subjects Treatment Study Status
Combination Therapy Studies
Phase 1b/2 study of enfortumab
vedotin as monotherapy or in
combination with other anticancer
therapies for the treatment of UC
Dose-escalation: 1L (cisplatin-
ineligible)/ 2L EV +
pembrolizumab . . Ongoing (dose-
A: 1L (cisplatin-ineligible) EV + Subjects with . escalation and
pembrolizumab . locally Until cohorts A, D,
Primary: safety and tolerability | B (opt): 2L EV + pembrolizumab Enfortumab Vedotn.l: . advanc§d or radlp logical E, G have
Secondary: ORR, DOR, DCR D: ILEV + cisplati 1 to 1.25 mg/kg 30-min iv metastatic UC d1sea§e completed
Safet EV-103 PFS' oS I;K d’ ’ ) cisp atm. infusion on days 1 and 8 of a 21 or MIBC. progression as | enrollment,
Efﬁca}:y (SGN22E-002) |immuno enijcit 7and sgtenninin E-1LEV + carboplatin day cycle as monotherapy or in 134 Cohort specific | assessed by the | cohorts H and
rec%mmer?de d dose for €| F (opt): IL/2L EV + gemcitabine combination with requirements | investigator, or | K are still
N G: 1L EV + platinum + pembrolizumab and/or for cisplatin other enrolling. The
combination therapy : platinu lioibili d g N i
pembrolizumab chemotherapy eligibility an 1§copt1nuat10n remaining
PD-1 or PD-L1 | criteria are met | cohorts were

not opened for
enrollment.)
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Test Product(s); Number of
Type of Dosage Regimen,; Subjects Diagnosis of Duration of
Study Study Identifier Objective(s) of the Study Study Design and Type of Control Route of Administration Enrolled Subjects Treatment Study Status
Combination Therapy Studies (continued)
Enfortumab
vedotin
administered
Arm A: for an unlimited
Enfortumab vedotin at number of
1.25 mg/kg on days 1 and 8 of a cycles until a
Phase 3 randomized, open-label, 21 day cycle; pembrolizumab protocol-
global study to enfortumab 200 mg on day 1 of each cycle . . defined reason
vedotin in combination with Arm B: Subject with for study
Primary: PFS (by BICR) and OS . . ’ previously di . .
either pembrolizumab or emcitabine 1000 mg/m? on days Iscontinuation :
Safety, EV-302 Secondary: ORR, DOR, DCR, . g g day untreated OCCUrS Ongoing
N - - pembrolizumab and 1 and 8 of'a 3 week cycle; either 45 : :
Efﬁcacy (SGNQQE 003) PFS (mvestlgator) QOL and ! . locally . (enrolllng)
p > ’ chemotherapy versus cisplatin (70 mg/m?) or advanced or Pembrolizumab
safety chemotherapy alone in previously carboplatin (AUC 5 or : administered
3 metastatic UC )
untreated locally advanced or 4.5 mg/mL/min) on day 1 of for a maximum
metastatic UC each cycle of 35 cycles.
An amendment resulted in there Gemcitabine
being only two of the initial three and c1splqt1n or
arms being assessed. carboplatin are
administered
for a maximum
of 6 cycles
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Test Product(s); Number of
Type of Dosage Regimen,; Subjects Diagnosis of Duration of
Study Study Identifier Objective(s) of the Study Study Design and Type of Control Route of Administration Enrolled Subjects Treatment Study Status
Until
predefined
discontinuation
Phase 1b/2, randomized umbrella criteria are met;
study evaluating efficacy and Locally in addition,
. ) safety of multiple Enfortumab vedotin: advanced or | subjects who
Safety MOI‘ph.eus- %ﬁgﬁﬁ;ﬁgﬂ;ﬁz;iﬁ/&ty’ jmmunothergpyjcontaining 1.25 mg/kg 30-min iv infusion metastgtic ucC experience loss Ongoing
Efﬁcac7y metastatic UC Secondary: efficacy (PFS, OS treatment combmgtlons compared | on days 1 and 8 of a 21 day cycle - prev10us}y of clinical (enrolling)
(W039613)§ —rV—D'OR DR >~ | to monotherapy 1mmun.otl}erapy and/or atezolizumab 1200 mg on trgated with benefit or
’ (enfortumab vedotin in day 1 of a 21 day cycle platinum-based | unacceptable
combination with atezolizumab chemotherapy | toxicity may be
and atezolizumab alone) eligible for a
different
treatment
combination

-: not applicable; BICR: blinded independent central review; BOR: best overall response; DCR: disease control rate; DOR: duration of response; EV: enfortumab vedotin; iv: intravenous; LA: locally
advanced; MIBC: muscle invasive bladder cancer; opt: optional; ORR: objective response rate; OS: overall survival; PD-1: programmed cell death protein-1; PD-L1: programmed death-ligand 1; PFS:
progression-free survival; PK: pharmacokinetic; QOL: quality of life; SUSAR: suspected unexpected serious adverse reaction; UC: urothelial carcinoma; 1L: first line; 2L: second line.

§ Morpheus study is conducted and operationalized under a Genentech/Roche IND (136754)
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1.52.8 HRHENLEBIZKDHA T RAPEE

HEILRBIC LA TA X ARLHEICHOWNTIL, 2.5.1.5 HEIMNBICE A4 2 AR VEIC
SoE LT

153 @S HIT KR

TURNVY T NXRF (PADCEV®) 1E, EV201 #BRD am— 1 OF —F ZARILE L
C, PD-1/PD-L1 HESRIC K HVREIREA A L, 2 OMTEi UMM B#REH 5 W IT R ATEITIE X
FEERBAE UC 126 L C BB 2 & T FIRIERE 2 3 2 R Pt THE SO TR UC B3 ORIk
L LT, #HEMEIEMHEIED 506 4 ONEALHIHIEE (21 CFR 601-41 Subpart E) 237 8
% M AFRHIFE O T C FDA I L W AR E RS LT 5,

AN DREFE) 72 KT L, BRERIRRER (236 1T 2 BRIR BT M O RGE M O 23 56t & 72 > T
BV, 2021 42 AIEWFRIRFEEGE — A EHRGEE (sBLA) & FDA (ZHEHH L7z, 2021427 A 9
FICARZBT 2 EHUKRE, M OBESEINOKTR 2 IS L7z,

ZhHE « 2R

Treatment of adult patients with locally advanced or metastatic urothelial cancer who:

e have previously received a programmed death receptor-1 (PD-1) or programmed death-ligand 1 (PD-

L1) inhibitor, and a platinum-containing chemotherapy, or

e are ineligible for cisplatin-containing chemotherapy and have previously received one or more prior
lines of therapy.

ZOMOHIETIE, A AT /T T 2021 4F 5 Al2#&R S, BoNES (EU), R
I (i C, KGR A R
T ETELTWAS (2021 45 8 ABE).,

1.5.4 FHAMRUHEH
INFETICE LN BIRRBREGEN D, o Ry ~T RXREFE256 %27 v eV
BT D HRERRIOR T RIS OV FtE 2 R 2 L DSHER ST,

155 BERIZHEITHEHFDOERKRIGLE T 1T

JRFTHEATME SRR UC O —RIGTR & LT@EAiﬁl%a@{b%fézfﬁi AATH —ixi 722
BREL SNTWD 2R A K7 A 2 2019 4FhR, JREFEZRITA RT 4 2014
R, VAT T F SIS T D EE TR D — RGBT, v277%/m~x®1ﬁﬁﬁf§f‘/ﬁif‘%
D, AMMLFH—K, BT I7RXF, Ry BIAT RUT<wATY), ROV A
77F v (MVAC) KT LVAE L VAT TF L (GC) EHWD, VAT TF U _X—ZADIR
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PRSI IS LIRWEREITIE, IAVRTTF o _R—ZADIRIREMITT 5 Z LN TE DN, BIEREREE
|21 2 T Performance Status f~ BXCHIBHARE S O T2 A RIK 1249 5 BE CIXRIWER 2358 < %8
L, TORAEIRENTHD EMEZHRT A K74 2 2019 4], 7ok, BKTIET AT
T F U AREE O BFINIHTT D —IRIEE & LT PD-1/PD-L1 BLEIEN AR I W50, HARTIE
ZOWNEA ST, HEERER CHEST L 7o ISR FAE L 722V, Eé@ﬁ%aﬁm%%%%®
HEFFEVE L L C, PD-L1 BAEIEO 7 L~ T KETHAGR SN TEY, ARICZEBN TS RITAR
DL TWND,

1Eke, ASRBNT L DIEHR% ISR UTEST L2 RPTE T TEEBME UC I2H L TR S
7o ZURIBHIIAAERE T, EER TIEY 9 U REAENRAVL N TE 72, HARTILPD-1 280
ETHNLT Y XYT (FA b—F) OFRD, BAACFERIER ITHE L7 ARIEYIFRARFE 7
UC BEZRG LT 5 ZIBFE L TRREZ/HR TS Q017412 A), FOBEMEZIET A K
TAVTHERINTND LI, ASMAZEL—ILFRIERICHEUTIETLEZ, HH0
A A 2 ST b P IRIEIC K 2 HTET IR AL A IRIE DOIR IR T4 12 1 H LINICE3E X
HEER LB IS LT, a7 a ) X< 7 O NGRS L THERS ATV D DI
FECIETA K74 2 2019 450, LovL, BHE DK 80%IXIARFENR 215 Hi/avy [Nishiyama et
al, 20201,

Tz, NaT ) XA T NEHOGE OIRFEIIHESL SN TE ST, Hiiz2IaFREORRENHE
FNTND, ok, KETHSRAZ ST FWRIERE K ORRHME S I RSN 752 24K (FGFR)
2/3 R A AT 5 BEITKR LT 2019 412 erdafitinib 23 KGE S LTV DAY, BIHFF S Tl HARTOR

RERFELTHRY, ZThbDZ &b AlAZ & —IRIERDIGREREIIRON TE
D, Bl IR SN TH D,

LLED X 51z, JRprEITHSOTEEBME UC 106 2 1B X E BRI A Th A7 <, KR
HARTIE, RIRERESC Y AT T F 2 ~OMISHEIZ D BRI O TR A 0 HBRCKIZ L U CRRE
MCTH D, RFTETEUTEESYE UC IZTEENSESERREBRTH Y, ZO—RIGEL O RIA
WOBPULIIBIEGIRONTEY, F, =ZWIBFEPRIEHL L TWVRUWIRDILICEZ S &, 9F
BICEWT U Ay MAT 4 ANV=— AL, FiTeRIBRIEDORENREE ThH L LEZ BN
Do

PD-1/PD-L1 FHEIEIC X IR K O ASHANC X Db RIERE 42 A 7 2 Rt 7k X 3is
PEUC BEEXIS LT 2 IIEAL, FEIAREE 3 /HRBRCH 5 EV-301 SBRTIX, OS, MEHE/AE
M (PFS) BRONORR 23, TRV ~T N RFURE T ARIERE & Il L CRERHEMIC
HEPOBRIRICER DO 588 2R Lz, BHGRAMIM O IE 111 7 AT, =2 Fmry
~ 7 RXRFUREO OSIHMEFFRERE L W L THEIIER L, BT U A7 B 30%K F L (A
#— Kb [HR] =0.702, 95%{S#EXH : 0.556,0.886 ; Fl#E T P=0.00142 [ X 7= A
AR MRIZHE DS FAREE L2 A B KL 0.00679]), OS O Hofidis, (bEeiARET 8.97
1A (95%(EHHIX M : 8.05,10.74) ThHo=DIZxtL, =y HNY~T XRKFURET12.88 A
(95%(5HEIX [ : 10.58,15.21) TH -7z, EV-201 ikBrD a7k — k1 LOVEV-101 ik S— k C T
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b, OS OFIAEITZNL LI 124 W H  (95%IFHIXH @ 9.46,15.57) KM 122 T H  (95%(EHHIX
fHl : 8.15,16.85) LI[AIFEETH -7z,

EV-301 B TIE, ORR IILFHIERE (17.9% [95%FHEIXH @ 13.71,22.76]) &gl T
RNV <T NXRFURE (40.6% [95%(EHEXH : 34.90,46.54]) THEIZHE, FAIKETPHE
0.001 Kiifi T -7z, EV-201 iBE =74 — bk 1 LOVEV-101 ik /S— k C TiE, ORR BZENEN
44% (95%[EHHIK] : 35.1,53.2) KU 44.6% (95%(5#EX M : 33.02,56.61) L[RIFEETH T,
P L7222 TOH T T N—T"T, FHRENE Lot BB T IN—T %50, —H LR
FNRDRD bivTz, EV-301 RERTIE, HARANYT7 70 —71280F 24 8MEOR FRIT, 58t
SEEMBEORR L —B LT,

EV201 B2 R — h 2 DV AT T FURBIEORETIE, =Ry ~T XRFFUoFELIC
£V, ORR, Z#hH#I# (DOR), PFS KN OS I U CHRMIZEROH HekEE /R LTz, A=
B— FOFERIE, EV-301 3Bk, EV-201 oA — b 1 KOEV-101 B/ S—h C O AT T T
VSO BELEFITORE L BTk, 5L <I3EENIC ERlo7-, EV-201 BB — 2
TiX, ORRIE51.7% (95%(5HHIX[H : 40.8,62.4), CR =% 20.2%7Z>72, EV-201 il =4 — | 2
THRO OB ORRIL, T AVZEU KONV RTTF o OPFREIEIC X 5 —RIEHED ORR O &
ARV ANT—% (36%) &Ll L TH KRIEIZE D> 7= [De Santis et al, 2012], EV-201 ;&%k CT=
YIRNVY T NXRF U OHIERGN IR R AR ENEICAE T, 2 IIPIENERZEHIE DR
RTRO L,

LIk, EV-301 38R, KOVEV-201 B N2 N E TO/RLNTRABROFMERIZEY, =2k
Y <7 REF L, PD-1/PD-LI HERIC L A 1REEA A L, #OEA%ﬁ X D bRE
%A 2 /P TIE TR UC %, KO PD-1/PD-L1 fHEIRIC L 216HELZ AL, 22D
VAT T F UGN THSRANT LD IREE O W R ETETT ix&%@iucﬁﬁ BT DHEN
TUAYy MAT 4 AN=—RG CDHEMFREDO—>L LT, AR E 2D 2 LIRS
o,

156 ZeEE- MR (), AE-HE (B)
IR ESIES
IR AACEIR IR I LT ARIA YIRS AR PR L s

MEE O &

WE, BEAZIET ANy ~T XEF L (B L) & LT1E1.25 mgke ((KE) %
30 3 A b TREEE L, 1 B G2 3 ke L, 438H i%%#éo_h%1#47w&
LT&@%&D WY, 72720, 1EEELTI2Smg #2202 b, 7ok, BEORREICX
HEET D,
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Challita-Eid PM, Satpayev D, Yang P, An Z, Morrison K, Shostak Y, et al. Enfortumab vedotin antibody-
drug conjugate targeting Nectin-4 is a highly potent therapeutic agent in multiple preclinical cancer
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1.6.1 SEIZH T HEFEIRR
KE

KETIE, 2019 457 J1 15 HICAEWFHIRADKR S (BLA) Z FDA (77 A U £ bn =3 6
J) WHEH L, 2019 4F 12 H 18 RICLU T OZhRE « 2R, KOMTE - HEICTUKGRZ G LT,
AHEIEL, BB ROMRIESE, QBHEGRHED S & THGB STz, it PADCEV O
Woed THoES TV D

ZhRE « A

Treatment of adult patients with locally advanced or metastatic urothelial cancer who have previously

received a programmed death receptor-1 (PD-1) or programmed death-ligand 1 (PD-L1) inhibitor, and a
platinum-containing chemotherapy in the neoadjuvant/adjuvant, locally advanced or metastatic setting
M- A
The recommended dose of PADCEYV 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

AN DREFE 72 KT L, BRERRRER (351 2 BRRIAAT FIPE ORGER O S & 725 T
BY, 2021 42 AITEYFREGFIEGE— LA E RS (sBLA) % FDA IZ#2H L7z, 2021 47 A

FACAMHICB T 2 IERUKGE, M ONEICBEIN O 7&GE & s L7,

ZhAE + 2R

Treatment of adult patients with locally advanced or metastatic urothelial cancer who:

e have previously received a programmed death receptor-1 (PD-1) or programmed death-ligand 1 (PD-

L1) inhibitor, and a platinum-containing chemotherapy, or
e are ineligible for cisplatin-containing chemotherapy and have previously received one or more prior

lines of therapy.

Z DR
ZOMOHIE TIE, A AT T/AACENT 2021 4 5 AICKREE, FOES EU),

I |~ ST, KRR R PR
X PELTWS (2021 4E 8 AEILE),

1.6.2 HSNEDRGXE
KENZ I 2 IRA SCE O UK OSFRERAR &2 LA T ICHAT L7z,
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HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the information needed to use
PADCEYV safely and effectively. See full prescribing information for
PADCEV.

PADCEV® (enfortumab vedotin-ejfv) for injection, for intravenous use
Initial U.S. Approval: 2019

WARNING: SERIOUS SKIN REACTIONS
See full prescribing information for complete boxed warning.

e PADCEYV can cause severe and fatal cutaneous adverse reactions,
including Stevens-Johnson syndrome (SJS) and Toxic Epidermal
Necrolysis (TEN).

o Immediately withhold PADCEV and consider referral for
specialized care for suspected SJS or TEN or severe skin reactions.

e Permanently discontinue PADCEV in patients with confirmed SJS
or TEN; or Grade 4 or recurrent Grade 3 skin reactions. (2.2),

(C(IY)

RECENT MAJOR CHANGES-------r-nmememmememenes

Boxed Warning, Serious Skin Reactions 7/2021
Indications and Usage (1) 7/2021
Dosage and Administration (2.2) 3/2021

Warnings and Precautions (5.1), (5.2), (5.3), (5.4), (5.5), (5.6) 7/2021

--------------------------- INDICATIONS AND USAGE  ---------------momommeme-
PADCEV is a Nectin-4-directed antibody and microtubule inhibitor conjugate

indicated for the treatment of adult patients with locally advanced or

metastatic urothelial cancer who:

e have previously received a programmed death receptor-1 (PD-1) or
programmed death-ligand 1 (PD-L1) inhibitor and platinum-containing
chemotherapy, or

e are ineligible for cisplatin-containing chemotherapy and have previously
received one or more prior lines of therapy. (1)

—————————————————————— DOSAGE AND ADMINISTRATION ---------mmnnmmmmaean

e For intravenous infusion only. Do not administer PADCEV as an
intravenous push or bolus. Do not mix with, or administer as an infusion
with, other medicinal products. (2.3)

e  The recommended dose of PADCEV 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. (2.1)

e Avoid use in patients with moderate or severe hepatic impairment (8.6)

————————————————————— DOSAGE FORMS AND STRENGTHS --------------------
For Injection: 20 mg and 30 mg of enfortumab vedotin-ejfv as a lyophilized
powder in a single-dose vial for reconstitution. (3)

CONTRAINDICATIONS

None. (4)

Reference ID: 4823581

----------------------- WARNINGS AND PRECAUTIONS  ---cxrnmmmmeemmmmeens

e Hyperglycemia: Diabetic ketoacidosis may occur in patients with and
without preexisting diabetes mellitus, which may be fatal. Closely
monitor blood glucose levels in patients with, or at risk for, diabetes
mellitus or hyperglycemia. Withhold PADCEYV if blood glucose is
>250 mg/dL. (2.2, 5.2)

e Pneumonitis: Severe, life-threatening or fatal pneumonitis may occur.
Withhold PADCEYV for persistent or recurrent Grade 2 pneumonitis and
consider dose reduction. Permanently discontinue PADCEV for Grade 3
or 4 pneumonitis. (2.2, 5.3)

e Peripheral neuropathy: Monitor patients for new or worsening peripheral
neuropathy and consider dose interruption, dose reduction, or
discontinuation of PADCEV. (2.2, 5.4)

e Ocular disorders: Ocular disorders, including vision changes, may occur.
Monitor patients for signs or symptoms of ocular disorders. Consider
prophylactic artificial tears for dry eyes and treatment with ophthalmic
topical steroids after an ophthalmic exam. Consider dose interruption or
dose reduction of PADCEV when symptomatic ocular disorders occur.
(5.5)

e Infusion Site Extravasation: Ensure adequate venous access prior to
administration. Monitor the infusion site during PADCEV administration
and stop the infusion immediately for suspected extravasation. (5.6)

e Embryo-fetal toxicity: PADCEV can cause fetal harm. Advise of the
potential risk to a fetus and to use effective contraception. (5.7, 8.1, 8.3)

ADVERSE REACTIONS
The most common adverse reactions, including laboratory abnormalities,

(>20%) included rash, aspartate aminotransferase increased, glucose
increased, creatinine increased, fatigue, peripheral neuropathy, lymphocytes
decreased, alopecia, decreased appetite, hemoglobin decreased, diarrhea,
sodium decreased, nausea, pruritus, phosphate decreased, dysgeusia, alanine
aminotransferase increased, anemia, albumin decreased, neutrophils
decreased, urate increased, lipase increased, platelets decreased, weight
decreased and dry skin. (6.1)

To report SUSPECTED ADVERSE REACTIONS, contact Astellas
Pharma US, Inc. at 1-800-727-7003 or FDA at 1-800-FDA-1088 or
www.fda.gov/medwatch.

DRUG INTERACTIONS
Concomitant use of dual P-gp and strong CYP3A4 inhibitors with PADCEV
may increase the exposure to monomethyl auristatin E (MMAE). (7.1)

----------------------- USE IN SPECIFIC POPULATIONS -------nnmmmmmmmmeeeee
e  Lactation: Advise women not to breastfeed. (8.2)

See 17 for PATIENT COUNSELING INFORMATION and FDA-
approved patient labeling

Revised: 7/2021
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FULL PRESCRIBING INFORMATION

WARNING: SERIOUS SKIN REACTIONS

e PADCEV can cause severe and fatal cutaneous adverse reactions including Stevens-Johnson
syndrome (SJS) and Toxic Epidermal Necrolysis (TEN), which occurred predominantly during
the first cycle of treatment, but may occur later.

e Closely monitor patients for skin reactions.

¢ Immediately withhold PADCEYV and consider referral for specialized care for suspected SJS or
TEN or severe skin reactions.

e Permanently discontinue PADCEYV in patients with confirmed SJS or TEN; or Grade 4 or
recurrent Grade 3 skin reactions [see Dosage and Administration (2.2), Warnings and Precautions
(5.1) and Adverse Reactions (6.1)].

1 INDICATIONS AND USAGE

PADCEV® is indicated for the treatment of adult patients with locally advanced or metastatic urothelial cancer
(mUC) who:

e have previously received a programmed death receptor-1 (PD-1) or programmed death-ligand 1 (PD-L1)
inhibitor and platinum-containing chemotherapy, or

o are ineligible for cisplatin-containing chemotherapy and have previously received one or more prior lines of
therapy.

2 DOSAGE AND ADMINISTRATION

2.1 Recommended Dosage

The recommended dose of PADCEV 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.
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2.2 Dose Modifications

Table 1. Dose Modifications

Adverse Reaction Severity* Dose Modification*
Immediately withhold, consult a specialist
Suspected SJS or TEN to confirm the diagnosis. If not SIS/TEN,

see Grade 3 skin reactions.

Skin Reactions
[see Boxed Warning,
Warnings and

Confirmed SJS or TEN; Grade 4 or

recurrent Grade 3 skin reactions

Permanently discontinue.

Precautions (5.1)]

Grade 3 (severe) skin reactions

Withhold until Grade <1, then resume
treatment at the same dose level or
consider dose reduction by one dose level.

Hyperglycemia
[see Warnings and
Precautions (5.2)]

Blood glucose >250 mg/dL

Withhold until elevated blood glucose has
improved to < 250 mg/dL, then resume
treatment at the same dose level.

Withhold until Grade < 1 for persistent or

Pneumoni-tis Grade 2 recurrent Grade 2 pneumonitis, consider
[see Warnings and dose reduction by one dose level.
Precautions (5.3 . .
©3)] Grade >3 Permanently discontinue.
Withhold until Grade <1, then resume
Peripheral treatment at the same dose level (if first
Neuropathy Grade 2 occurrence). For a recurrence, withhold
[see Warnings and until Grade <1, then resume treatment
Precautions (5.4)] reduced by one dose level.
Grade >3 Permanently discontinue.
Withhold until Grade < 1, then resume
Other ] Grade 3 treatment at the same dose level or
norTh_ematoIoglc consider dose reduction by one dose level.
toxicity
[see Adverse . )
Reactions (6)] Grade 4 Permanently discontinue.
Withhold until Grade < 1, th,
. Grade 3, or Grade 2 rade= 7, LIch Fesume
Hematologic . treatment at the same dose level or
. thrombocytopenia . .
toxicity consider dose reduction by one dose level.
[see Adverse Withhold until Grade < 1, then reduce
Reactions (6)] Grade 4 dose by one dose level or discontinue

treatment.

*Grade 1 is mild, Grade 2 is moderate, Grade 3 is severe, Grade 4 is life-threatening.
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Table 2. Recommended Dose Reduction Schedule

Dose Level
Starting dose 1.25 mg/kg up to 125 mg
First dose reduction 1.0 mg/kg up to 100 mg
Second dose reduction 0.75 mg/kg up to 75 mg
Third dose reduction 0.5 mg/kg up to 50 mg

2.3 Instructions for Preparation and Administration

e Administer PADCEYV as an intravenous infusion only.
e PADCEV is a hazardous drug. Follow applicable special handling and disposal procedures.*

Prior to administration, the PADCEYV vial is reconstituted with Sterile Water for Injection (SWFI). The
reconstituted solution is subsequently diluted in an intravenous infusion bag containing either 5% Dextrose
Injection, USP, 0.9% Sodium Chloride Injection, USP, or Lactated Ringer’s Injection, USP.

Reconstitution in single-dose vial

1.
2.
3.

Follow procedures for proper handling and disposal of anticancer drugs.
Use appropriate aseptic technique for reconstitution and preparation of dosing solutions.
Calculate the recommended dose based on the patient’s weight to determine the number and strength (20
mg or 30 mg) of vials needed.
Reconstitute each vial as follows and, if possible, direct the stream of SWFI along the walls of the vial
and not directly onto the lyophilized powder:

a. 20 mg vial: Add 2.3 mL of SWFI, resulting in 10 mg/mL PADCEV.

b. 30 mg vial: Add 3.3 mL of SWFI, resulting in 10 mg/mL PADCEV.
Slowly swirl each vial until the contents are completely dissolved. Allow the reconstituted vial(s) to
settle for at least 1 minute until the bubbles are gone. DO NOT SHAKE THE VIAL. Do not expose to
direct sunlight.
Parenteral drug products should be inspected visually for particulate matter and discoloration prior to
administration, whenever solution and container permit. The reconstituted solution should be clear to
slightly opalescent, colorless to light yellow and free of visible particles. Discard any vial with visible
particles or discoloration.
Based upon the calculated dose amount, the reconstituted solution from the vial(s) should be added to
the infusion bag immediately. This product does not contain a preservative. If not used immediately,
reconstituted vials may be stored for up to 24 hours in refrigeration at 2°C to 8°C (36 °F to 46 °F). DO
NOT FREEZE. Discard unused vials with reconstituted solution beyond the recommended storage time.

Dilution in infusion bag

8.

Withdraw the calculated dose amount of reconstituted solution from the vial(s) and transfer into an
infusion bag.
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9. Dilute PADCEYV with either 5% Dextrose Injection, 0.9% Sodium Chloride Injection, or Lactated
Ringer's Injection. The infusion bag size should allow enough diluent to achieve a final concentration of
0.3 mg/mL to 4 mg/mL PADCEV.

10. Mix diluted solution by gentle inversion. DO NOT SHAKE THE BAG. Do not expose to direct
sunlight.

11. Visually inspect the infusion bag for any particulate matter or discoloration prior to use. The
reconstituted solution should be clear to slightly opalescent, colorless to light yellow and free of visible
particles. DO NOT USE the infusion bag if particulate matter or discoloration is observed.

12. Discard any unused portion left in the single-dose vials.

Administration

13. Immediately administer the infusion over 30 minutes through an intravenous line.
14. If the infusion is not administered immediately, the prepared infusion bag should not be stored longer
than 8 hours at 2°C to 8°C (36 °F to 46 °F). DO NOT FREEZE.

DO NOT administer PADCEV as an intravenous push or bolus.
DO NOT mix PADCEV with, or administer as an infusion with, other medicinal products.

3 DOSAGE FORMS AND STRENGTHS

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.

4 CONTRAINDICATIONS

None.

5 WARNINGS AND PRECAUTIONS
5.1 Skin Reactions

Severe cutaneous adverse reactions, including fatal cases of SJS or TEN occurred in patients treated with
PADCEV. SJS and TEN occurred predominantly during the first cycle of treatment but may occur later.

Skin reactions occurred in 55% of the 680 patients treated with PADCEYV in clinical trials. Twenty-three
percent (23%) of patients had maculopapular rash and 33% had pruritus. Grade 3-4 skin reactions occurred in
13% of patients, including maculo-papular rash, rash erythematous, rash or drug eruption, symmetrical drug-
related intertriginous and flexural exanthema (SDRIFE), dermatitis bullous, dermatitis exfoliative, and palmar-
plantar erythrodysesthesia. In clinical trials, the median time to onset of severe skin reactions was 0.6 months
(range: 0.1 to 6.4 months). Among patients experiencing a skin reaction leading to dose interruption who then
restarted PADCEV (n=59), 24% of patients restarting at the same dose and 16% of patients restarting at a
reduced dose experienced recurrent severe skin reactions. Skin reactions led to discontinuation of PADCEYV in
2.6% of patients [see Adverse Reactions (6.1)].

Monitor patients closely throughout treatment for skin reactions. Consider topical corticosteroids and
antihistamines, as clinically indicated.

Withhold PADCEYV and refer for specialized care for suspected SJS, TEN or for severe (Grade 3) skin
reactions.
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Permanently discontinue PADCEYV in patients with confirmed SJS or TEN; or Grade 4 or recurrent Grade 3
skin reactions [see Dosage and Administration (2.2)].

5.2 Hyperglycemia

Hyperglycemia and diabetic ketoacidosis (DKA), including fatal events, occurred in patients with and without
pre-existing diabetes mellitus, treated with PADCEV.

Patients with baseline hemoglobin A1C >8% were excluded from clinical trials. In clinical trials, 14% of the
680 patients treated with PADCEYV developed hyperglycemia; 7% of patients developed Grade 3-4
hyperglycemia. The incidence of Grade 3-4 hyperglycemia increased consistently in patients with higher body
mass index and in patients with higher baseline A1C. Five percent (5%) of patients required initiation of insulin
therapy for treatment of hyperglycemia. The median time to onset of hyperglycemia was 0.6 months (range: 0.1
to 20.3 months). Hyperglycemia led to discontinuation of PADCEYV in 0.6% of patients. [see Adverse Reactions

(6.1)].

Closely monitor blood glucose levels in patients with, or at risk for, diabetes mellitus or hyperglycemia.
If blood glucose is elevated (>250 mg/dL), withhold PADCEYV [see Dosage and Administration (2.2)].

5.3 Pneumonitis

Severe, life-threatening or fatal pneumonitis occurred in patients treated with PADCEV. In clinical trials, 3.1%
of the 680 patients treated with PADCEV had pneumonitis of any grade and 0.7% had Grade 3-4. In clinical
trials, the median time to onset of pneumonitis was 2.9 months (range: 0.6 to 6 months).

Monitor patients for signs and symptoms indicative of pneumonitis such as hypoxia, cough, dyspnea or
interstitial infiltrates on radiologic exams. Evaluate and exclude infectious, neoplastic and other causes for such
signs and symptoms through appropriate investigations.

Withhold PADCEYV for patients who develop persistent or recurrent Grade 2 pneumonitis and consider dose
reduction. Permanently discontinue PADCEYV in all patients with Grade 3 or 4 pneumonitis [see Dosage and
Administration (2.2)].

5.4 Peripheral Neuropathy

Peripheral neuropathy occurred in 52% of the 680 patients treated with PADCEYV in clinical trials including
39% with sensory neuropathy, 7% with muscular weakness and 6% with motor neuropathy; 4% experienced
Grade 3-4 reactions. Peripheral neuropathy occurred in patients treated with PADCEV with or without
preexisting peripheral neuropathy. The median time to onset of Grade >2 peripheral neuropathy was 4.6 months
(range: 0.1 to 15.8 months). Neuropathy led to treatment discontinuation in 5% of patients. [see Adverse
Reactions (6.1)].

Monitor patients for symptoms of new or worsening peripheral neuropathy and consider dose interruption or
dose reduction of PADCEV when peripheral neuropathy occurs.

Permanently discontinue PADCEYV in patients who develop Grade >3 peripheral neuropathy [see Dosage and
Administration (2.2)].
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5.5 Ocular Disorders

Ocular disorders were reported in 40% of the 384 patients treated with PADCEYV in clinical trials in which
ophthalmologic exams were scheduled. The majority of these events involved the cornea and included events
associated with dry eye such as keratitis, blurred vision, increased lacrimation, conjunctivitis, limbal stem cell
deficiency, and keratopathy.

Dry eye symptoms occurred in 34% of patients, and blurred vision occurred in 13% of patients, during
treatment with PADCEV. The median time to onset to symptomatic ocular disorder was 1.6 months (range: 0 to
19.1 months). Monitor patients for ocular disorders. Consider artificial tears for prophylaxis of dry eyes and
ophthalmologic evaluation if ocular symptoms occur or do not resolve. Consider treatment with ophthalmic
topical steroids, if indicated after an ophthalmic exam. Consider dose interruption or dose reduction of
PADCEYV for symptomatic ocular disorders.

5.6 Infusion Site Extravasation

Skin and soft tissue reactions secondary to extravasation have been observed after administration of PADCEV.
Of the 680 patients, 1.6% of patients experienced skin and soft tissue reactions, including 0.3% who
experienced Grade 3-4 reactions. Reactions may be delayed. Erythema, swelling, increased temperature, and
pain worsened until 2-7 days after extravasation and resolved within 1-4 weeks of peak. Two patients (0.3%)
developed extravasation reactions with secondary cellulitis, bullae, or exfoliation. Ensure adequate venous
access prior to starting PADCEV and monitor for possible extravasation during administration. If extravasation
occurs, stop the infusion and monitor for adverse reactions.

5.7 Embryo-Fetal Toxicity

Based on the mechanism of action and findings in animals, PADCEYV can cause fetal harm when administered
to a pregnant woman. In animal reproduction studies, administration of enfortumab vedotin-ejfv to pregnant rats
during the period of organogenesis caused maternal toxicity, embryo-fetal lethality, structural malformations
and skeletal anomalies at maternal exposures approximately similar to the clinical exposures at the
recommended human dose of 1.25 mg/kg.

Advise patients of the potential risk to the fetus. Advise female patients of reproductive potential to use
effective contraception during treatment with PADCEYV and for 2 months after the last dose. Advise male
patients with female partners of reproductive potential to use effective contraception during treatment with
PADCEYV and for 4 months after the last dose [see Use in Specific Populations (8.1, 8.3) and Clinical
Pharmacology (12.1)].

6 ADVERSE REACTIONS

The following serious adverse reactions are described elsewhere in the labeling:

e Skin Reactions [see Boxed Warning, Warnings and Precautions (5.1)]
e Hyperglycemia [see Warnings and Precautions (5.2)]

e Pneumonitis [see Warnings and Precautions (5.3)]

e Peripheral Neuropathy [see Warnings and Precautions (5.4)]

e Ocular Disorders [see Warnings and Precautions (5.5)]

e Infusion Site Extravasation [see Warnings and Precautions (5.6)]
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6.1 Clinical Trials Experience

Because clinical trials are conducted under widely varying conditions, adverse reaction rates observed in the
clinical trials of a drug cannot be directly compared to rates in the clinical trials of another drug and may not
reflect the rates observed in practice.

The pooled safety population described in the WARNINGS AND PRECAUTIONS reflect exposure to
PADCEV as a single agent at 1.25 mg/kg in 680 patients in EV-301, EV-201, EV-101 (NCT02091999), and
EV-102 (NCT03070990). Ocular disorders reflect 384 patients in EV-201, EV-101, and EV-102. Among

680 patients receiving PADCEV, 36% were exposed for >6 months, and 9% were exposed for >12 months. In
this pooled population, the most common (>20%) adverse reactions, including laboratory abnormalities, were
rash, aspartate aminotransferase increased, glucose increased, creatinine increased, fatigue, peripheral
neuropathy, lymphocytes decreased, alopecia, decreased appetite, hemoglobin decreased, diarrhea, sodium
decreased, nausea, pruritus, phosphate decreased, dysgeusia, alanine aminotransferase increased, anemia,
albumin decreased, neutrophils decreased, urate increased, lipase increased, platelets decreased, weight
decreased and dry skin.

The data described in the following sections reflect exposure to PADCEV from an open-label, randomized,
study (EV-301); and Cohort 1 and Cohort 2 of an open-label, single arm, two cohort study (EV-201). Patients
received PADCEYV 1.25 mg/kg on Days 1, 8 and 15 of a 28-day cycle until disease progression or unacceptable
toxicity.

Previously Treated Locally Advanced or Metastatic Urothelial Cancer

EV-301

The safety of PADCEV was evaluated in EV-301 in patients with locally advanced or metastatic urothelial
cancer (n=296) who received at least one dose of PADCEV 1.25 mg/kg and who were previously treated with a
PD-1 or PD-L1 inhibitor and a platinum-based chemotherapy [see Clinical Studies (14)]. Routine
ophthalmologic exams were not conducted in EV-301. The median duration of exposure to PADCEV was

5 months (range: 0.5 to 19.4 months).

Serious adverse reactions occurred in 47% of patients treated with PADCEYV. The most common serious
adverse reactions (>2%) were urinary tract infection, acute kidney injury (7% each) and pneumonia (5%). Fatal
adverse reactions occurred in 3% of patients, including multiorgan dysfunction (1.0%), hepatic dysfunction,
septic shock, hyperglycemia, pneumonitis and pelvic abscess (0.3% each).

Adverse reactions leading to discontinuation occurred in 17% of patients; the most common adverse reactions
(>2%) leading to discontinuation were peripheral neuropathy (5%) and rash (4%).

Adverse reactions leading to dose interruption occurred in 61% of patients; the most common adverse reactions
(>4%) leading to dose interruption were peripheral neuropathy (23%), rash (11%) and fatigue (9%).

Adverse reactions leading to dose reduction occurred in 34% of patients; the most common adverse reactions
(>2%) leading to dose reduction were peripheral neuropathy (10%), rash (8%), decreased appetite (3%) and
fatigue (3%).

Table 3 summarizes the most common (>15%,) adverse reactions in EV-301.
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Table 3. Adverse Reactions (>15%) in Patients Treated with PADCEV in EV-301

PADCEV Chemotherapy
n=296 n=291
All Grades Grade 3-4 All Grades Grade 3-4
Adverse Reaction % % % %
Skin and subcutaneous tissue disorders
Rash! 54 14 20 0.3
Alopecia 47 0 38 0
Pruritus 34 2 7 0
Dry skin 17 0 4 0
General disorders and administration site conditions
Fatigue? 50 9 40 7
Pyrexia® 22 2 14 0
Nervous system disorders
Peripheral neuropathy* 50 5 34 3
Dysgeusia® 26 0 8 0
Metabolism and nutrition disorders
Decreased appetite 41 5 27 2
Gastrointestinal disorders
Diarrhea® 35 4 23 2
Nausea 30 1 25 2
Constipation 28 1 25 2
Abdominal Pain’ 20 1 14 3
Musculoskeletal and connective tissue disorders
Musculoskeletal Paing | 25 | 2 | 35 | 5
Eye Disorders
Dry eye® | 24 | 0.7 | 6 | 0.3
Blood and lymphatic system disorders
Anemia | 20 | 6 | 30 | 12
Infections and infestations
Urinary Tract Infection®® | 17 | 6 | 13 | 3
Vascular disorders
Hemorrhage®! | 17 | 3 | 13 | 2
Investigations
Weight decreased | 16 | 0.3 | 7 | 0
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Includes: blister, blood blister, conjunctivitis, dermatitis, dermatitis bullous, drug eruption, eczema, erythema, erythema
multiforme, exfoliative rash, intertrigo, palmar-plantar erythrodysesthesia syndrome, rash, rash erythematous, rash
macular, rash maculo-papular, rash papular, rash pruritic, rash vesicular, skin irritation, skin exfoliation, stomatitis.

2Includes: fatigue, asthenia

3Includes: pyrexia, hyperthermia, hyperpyrexia, body temperature increased
“Includes: burning sensation, demyelinating polyneuropathy, dysesthesia, hypoesthesia, muscular weakness, neuralgia,
neuropathy peripheral, neurotoxicity, paresthesia, peripheral motor neuropathy, peripheral sensorimotor neuropathy,
peroneal nerve palsy, peripheral sensory neuropathy, gait disturbance, polyneuropathy, sensory loss
SIncludes: dysgeusia, ageusia, hypogeusia
®Includes: diarrhea, colitis, enterocolitis
"Includes: abdominal pain, abdominal pain upper, abdominal pain lower, abdominal discomfort, hepatic pain, abdominal

tenderness, gastrointestinal pain

8Includes: myalgia, arthralgia, back pain, bone pain, pain in extremity, musculoskeletal pain, arthritis, neck pain, non-
cardiac chest pain, musculoskeletal chest pain, spinal pain, musculoskeletal stiffness, musculoskeletal discomfort
®Includes: blepharitis, conjunctivitis, dry eye, eye irritation, keratitis, keratopathy, lacrimation increased, Meibomian gland
dysfunction, ocular discomfort, punctate keratitis
OIncludes: urinary tract infection, urinary tract infection bacterial, urinary tract infection enterococcal, streptococcal urinary
tract infection, escherichia urinary tract infection, pyelonephritis acute, escherichia pyelonephritis, urinary tract infection
fungal, cystitis, urinary tract infection staphylococcal, urinary tract infection pseudomonal
Hincludes: hematuria, rectal hemorrhage, gastrointestinal hemorrhage, epistaxis, upper gastrointestinal hemorrhage, tumor
hemorrhage, hemoptysis, vaginal hemorrhage, anal hemorrhage, hemorrhagic stroke, urethral hemorrhage, infusion site

hemorrhage, conjunctival hemorrhage, hemorrhagic ascites, hemorrhoidal hemorrhage

Clinically relevant adverse reactions (<15%) include vomiting (14%), aspartate aminotransferase increased
(12%), hyperglycemia (10%), alanine aminotransferase increased (9%), pneumonitis (3%) and infusion site

extravasation (0.7%).

Table 4. Selected Laboratory Abnormalities Reported in >15% (Grades 2-4) or >5% (Grade 3-4) of

Patients Treated with PADCEV in EV-301

PADCEV! Chemotherapy*
Grades 2-4 Grade 3-4 Grades 2-4 Grade 3-4

Laboratory Abnormality % % % %
Hematology

Lymphocytes decreased 41 14 34 18
Hemoglobin decreased 28 4 42 14
Neutrophils decreased 27 12 25 17
Chemistry

Phosphate decreased 39 8 24 6
Glucose increased (non-fasting) 33 9 27 6
Creatinine increased 18 2 13 0
Potassium decreased 16 2 7 3
Lipase increased 13 8 7 4
Sodium decreased 8 8 5 5

The denominator used to calculate the rate varied from 262 to 287 based on the number of patients with a baseline value and at

least one post-treatment value.

EV-201, Cohort 1

The safety of PADCEV was evaluated in EV-201, Cohort 1 in patients (n=125) with locally advanced or

metastatic urothelial cancer who had received prior treatment with a PD-1 or PD-L1 inhibitor and platinum-

based chemotherapy [see Clinical Studies (14)]. Patients received PADCEV 1.25 mg/kg on Days 1, 8 and 15 of
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a 28-day cycle until disease progression or unacceptable toxicity. The median duration of exposure to PADCEV
was 4.6 months (range: 0.5-15.6).

Serious adverse reactions occurred in 46% of patients treated with PADCEYV. The most common serious
adverse reactions (>3%) were urinary tract infection (6%), cellulitis (5%), febrile neutropenia (4%), diarrhea
(4%), sepsis (3%), acute kidney injury (3%), dyspnea (3%), and rash (3%). Fatal adverse reactions occurred in
3.2% of patients, including acute respiratory failure, aspiration pneumonia, cardiac disorder, sepsis and
pneumonitis (each 0.8%).

Adverse reactions leading to discontinuation occurred in 16% of patients; the most common adverse reaction
leading to discontinuation was peripheral neuropathy (6%).

Adverse reactions leading to dose interruption occurred in 64% of patients; the most common adverse reactions
leading to dose interruption were peripheral neuropathy (18%), rash (9%) and fatigue (6%).

Adverse reactions leading to dose reduction occurred in 34% of patients; the most common adverse reactions
leading to dose reduction were peripheral neuropathy (12%), rash (6%) and fatigue (4%).

Table 5 summarizes the All Grades and Grades 3-4 adverse reactions reported in patients in EV-201, Cohort 1.

Table 5. Adverse Reactions Reported in >15% (All Grades) or >5% (Grade 3-4) of Patients Treated
with PADCEV in EV-201 Cohort 1

PADCEV
n=125
All Grades Grade 3-4
Adverse Reaction % %
Any 100 73
General disorders and administration site conditions
Fatigue! 56 6
Nervous system disorders
Peripheral neuropathy? 56 4
Dysgeusia 42 0
Metabolism and nutrition disorders
Decreased appetite 52 2
Skin and subcutaneous tissue disorders
Rash® 52 13
Alopecia 50 0
Dry skin 26 0
Pruritus* 26 2
Gastrointestinal disorders
Nausea 45 3
Diarrhea® 42 6
Vomiting 18 2
Eye disorders
Dry eye® 40 0

!Includes: asthenia and fatigue
2Includes: hypoesthesia, gait disturbance, muscular weakness, neuralgia, paresthesia, peripheral motor neuropathy,
peripheral sensory neuropathy and peripheral sensorimotor neuropathy.
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3Includes: dermatitis acneiform, dermatitis bullous, dermatitis contact, dermatitis exfoliative, drug eruption, erythema,
erythema multiforme, exfoliative rash, palmar-plantar erythrodysesthesia syndrome, photosensitivity reaction, rash,
rash erythematous, rash generalized, rash macular, rash maculo-papular, rash papular, rash pustular, rash pruritic, rash
vesicular, skin exfoliation, stasis dermatitis, and symmetrical drug-related intertriginous and flexural exanthema
(SDRIFE) and urticaria.

“Includes: pruritus and pruritus generalized

SIncludes: colitis, diarrhea and enterocolitis

SIncludes: blepharitis, conjunctivitis, dry eye, eye irritation, keratitis, keratopathy, lacrimation increased, limbal stem
cell deficiency, Meibomian gland dysfunction, ocular discomfort, punctate keratitis, tear break up time decreased

Clinically relevant adverse reactions (<15%) include herpes zoster (3%), pneumonitis (2%) and infusion site
extravasation (2%).

Table 6. Selected Laboratory Abnormalities Reported in >15% (Grades 2-4) or >5% (Grade 3-4) of
Patients Treated with PADCEV in EV-201, Cohort 1

PADCEV
Grades 2-4 Grade 3-4*

Laboratory Abnormality % %
Hematology

Hemoglobin decreased 34 10
Lymphocytes decreased 32 10
Neutrophils decreased 14 5
Chemistry

Phosphate decreased 34 10
Glucose increased (non-fasting) 27 8
Creatinine increased 20 2
Potassium decreased 192 1
Lipase increased 14 9
Sodium decreased 8 8
Urate increased 7 7

!Denominator for each laboratory parameter is based on the number of patients with a baseline and post-
treatment laboratory value available for 121 or 122 patients.
2Includes Grade 1 (potassium 3.0-3.5 mmol/L) — Grade 4.

EV-201, Cohort 2

The safety of PADCEV was evaluated in EV-201, Cohort 2 in patients with locally advanced or metastatic
urothelial cancer (n=89) who received at least one dose of PADCEV 1.25 mg/kg and had prior treatment with a
PD-1 or PD-L1 inhibitor and were not eligible for cisplatin-based chemotherapy. The median duration of
exposure was 5.98 months (range: 0.3 to 24.6 months).

Serious adverse reactions occurred in 39% of patients treated with PADCEV. The most common serious
adverse reactions (>3%) were pneumonia, sepsis and diarrhea (5% each). Fatal adverse reactions occurred in
8% of patients, including acute kidney injury (2.2%), metabolic acidosis, sepsis, multiorgan dysfunction,
pneumonia and pneumonitis (1.1% each).

Adverse reactions leading to discontinuation occurred in 20% of patients; the most common adverse reaction
(>2%) leading to discontinuation was peripheral neuropathy (7%).
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Adverse reactions leading to dose interruption occurred in 60% of patients; the most common adverse reactions
(>3%) leading to dose interruption were peripheral neuropathy (19%), rash (9%), fatigue (8%), diarrhea (5%),
aspartate aminotransferase increased (3%) and hyperglycemia (3%).

Adverse reactions leading to dose reduction occurred in 49% of patients; the most common adverse reactions
(>3%) leading to dose reduction were peripheral neuropathy (19%), rash (11%) and fatigue (7%).

Table 7 summarizes the All Grades and Grades 3-4 adverse reactions reported in patients in EV-201, Cohort 2.

Table 7. Adverse Reactions >15% (All Grades) or >5% (Grades 3-4)
in Patients Treated with PADCEYV in EV-201, Cohort 2

PADCEV
n=89
All Grades Grades 3-4
Adverse Reaction (%) (%)
Skin and subcutaneous tissue disorders
Rash! 66 17
Alopecia 53 0
Pruritus 35 3
Dry skin 19 1
Nervous system disorders
Peripheral neuropathy? 58 8
Dysgeusia® 29 0
General disorders and administration site conditions
Fatigue* 48 11
Metabolism and nutrition disorders
Decreased appetite 40 6
Hyperglycemia 16 9
Blood and lymphatic disorders
Anemia 38 11
Gastrointestinal disorders
Diarrhea® 36 8
Nausea 30 1
Investigations
Weight decreased | 35 | 1
Eye disorders
Dry eye® | 30 | 0

Includes: blister, conjunctivitis, dermatitis bullous, dermatitis exfoliative generalized, eczema, erythema, erythema
multiforme, intertrigo, palmar-plantar erythrodysesthesia syndrome, rash, rash erythematous, rash macular, rash
maculo-papular, rash papular, rash vesicular, skin exfoliation, stomatitis

2Includes: demyelinating polyneuropathy, gait disturbance, hypoesthesia, motor dysfunction, muscle atrophy, muscular
weakness, paresthesia, peripheral motor neuropathy, peripheral sensorimotor neuropathy, peroneal nerve palsy,
peripheral sensory neuropathy

3Includes: dysgeusia, ageusia, hypogeusia

“Includes: fatigue, asthenia

SIncludes: diarrhea, colitis, enterocolitis

®Includes: blepharitis, conjunctivitis, dry eye, eye irritation, keratitis, keratopathy, lacrimation increased, limbal stem
cell deficiency, Meibomian gland dysfunction, ocular discomfort, punctate keratitis, tear break up time decreased
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Clinically relevant adverse reactions (<15%) include vomiting (13%), aspartate aminotransferase increased
(12%), lipase increased (11%), alanine aminotransferase increased (10%), pneumonitis (4%) and infusion site
extravasation (1%).

Table 8. Selected Laboratory Abnormalities Reported in >15% (Grades 2-4) or >5% (Grades 3-4) of
Patients Treated with PADCEYV in EV-201, Cohort 2

PADCEV
N=88*
Grades 2-4! Grade 3-4!
Laboratory Abnormality % %
Hematology
Lymphocytes decreased 43 15
Hemoglobin decreased 34 5
Neutrophils decreased 20 9
Chemistry
Glucose increased (non-fasting) 36 13
Phosphate decreased 25
Creatinine increased 23
Lipase increased 18 11
Urate increased 9 9
Potassium increased 8 6
Sodium decreased 7 7

!Based on the number of patients with a baseline value and at least one post-treatment value.

6.2 Post Marketing Experience

The following adverse reactions have been identified during post-approval use of PADCEV. Because these
reactions are reported voluntarily from a population of uncertain size, it is not always possible to reliably
estimate their frequency or establish a causal relationship to drug exposure.

Skin and subcutaneous tissue disorders: Epidermal necrosis, Stevens-Johnson syndrome, toxic epidermal
necrolysis [see Warnings and Precautions (5.1)].

6.3 Immunogenicity

As with all therapeutic proteins, there is a potential for immunogenicity. The detection of antibody formation is
highly dependent on the sensitivity and specificity of the assay. Additionally, the observed incidence of
antibody (including neutralizing antibody) positivity in an assay may be influenced by several factors including
assay methodology, sample handling, timing of sample collection, concomitant medications, and underlying
disease. For these reasons, comparison of the incidence of antibodies in the trials described below with the
incidence of antibodies in other trials or other enfortumab vedotin-ejfv products may be misleading.

Following administration of PADCEV 1.25 mg/kg; 16/590 (2.7%) patients tested positive for anti-therapeutic
antibody (ATA) against enfortumab vedotin-ejfv at one or more post-baseline time points. Due to the limited
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number of patients with ATA against enfortumab vedotin-ejfv, no conclusions can be drawn concerning a
potential effect of immunogenicity on efficacy, safety or pharmacokinetics.

7 DRUG INTERACTIONS
7.1 Effects of Other Drugs on PADCEV

Dual P-gp and Strong CYP3A4 Inhibitors

Concomitant use with dual P-gp and strong CYP3A4 inhibitors may increase unconjugated MMAE exposure
[see Clinical Pharmacology (12.3)], which may increase the incidence or severity of PADCEYV toxicities.
Closely monitor patients for signs of toxicity when PADCEYV is given concomitantly with dual P-gp and strong
CYP3A4 inhibitors.

8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy

Risk Summary

Based on the mechanism of action and findings in animals, PADCEYV can cause fetal harm when administered
to a pregnant woman [see Clinical Pharmacology (12.1)]. 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 approximately similar to the exposures at
the recommended human dose of 1.25 mg/kg (see Data). 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 in clinically
recognized pregnancies is 2%-4% and 15%-20%, respectively.

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 (approximately 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.

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 at least 3 weeks after the last
dose.
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8.3 Females and Males of Reproductive Potential
Pregnancy testing

Verify pregnancy status in females of reproductive potential prior to initiating PADCEV treatment [see Use in
Specific Populations (8.1)].

Contraception

Females

PADCEV can cause fetal harm when administered to a pregnant woman [see Use in Specific Populations (8.1)].
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 PADCEYV and for 4 months after the last dose.

Infertility
Males

Based on findings from animal studies, PADCEV may impair male fertility [see Nonclinical Toxicology
(13.1)].

8.4 Pediatric Use

Safety and effectiveness of PADCEYV in pediatric patients have not been established.

8.5 Geriatric Use

Of the 680 patients treated with PADCEV in clinical trials, 440 (65%) were 65 years or older and 168 (25%)
were 75 years or older. No overall differences in safety or effectiveness were observed between these patients
and younger patients [see Clinical Pharmacology (12.3)].

8.6 Hepatic Impairment

Avoid the use of PADCEYV in patients with moderate or severe hepatic impairment (total bilirubin >1.5 x ULN
and AST any). PADCEV has only been studied in a limited number of patients with moderate hepatic
impairment (n=3) and has not been evaluated in patients with severe hepatic impairment [see Clinical
Pharmacology (12.3)]. In another ADC that contains MMAE, the frequency of > Grade 3 adverse reactions and
deaths was greater in patients with moderate (Child-Pugh B) or severe (Child-Pugh C) hepatic impairment
compared to patients with normal hepatic function. No adjustment in the starting dose is required when
administering PADCEV to patients with mild hepatic impairment (total bilirubin 1 to 1.5 x ULN and AST any,
or total bilirubin <ULN and AST >ULN).

8.7 Renal Impairment

No dose adjustment is required in patients with mild (CrCL >60-90 mL/min), moderate (CrCL 30-60 mL/min)
or severe (CrCL <30 mL/min) renal impairment [see Clinical Pharmacology (12.3)].
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11 DESCRIPTION

Enfortumab vedotin-ejfv is a Nectin-4 directed antibody-drug conjugate (ADC) comprised of a fully human
anti-Nectin-4 1gG1 kappa monoclonal antibody (AGS-22C3) conjugated to the small molecule microtubule
disrupting agent, monomethyl auristatin E (MMAE) via a protease-cleavable maleimidocaproyl valine-citrulline
(ve) linker (SGD-1006). Conjugation takes place on cysteine residues that comprise the interchain disulfide
bonds of the antibody to yield a product with a drug-to-antibody ratio of approximately 3.8:1. The molecular
weight is approximately 152 kDa.

PABC
(P-aminobenzyl alcohol carbamate)

valine-citrulline

e qm Id;ptdl * I,r ¢L\ﬁ(w% Yk©

‘ (0] NH, ‘

NH SGD-1010 (MMAE)

SGD-1006 (Drug-linker)
Figure 1. Structural Formula

Approximately 4 molecules of MMAE are attached to each antibody molecule. Enfortumab vedotin-gjfv is
produced by chemical conjugation of the antibody and small molecule components. The antibody is produced
by mammalian (Chinese hamster ovary) cells and the small molecule components are produced by chemical
synthesis.

PADCEV (enfortumab vedotin-ejfv) for injection is provided as a sterile, preservative-free, white to off-white
lyophilized powder in single-dose vials for intravenous use. PADCEYV is supplied as a 20 mg per vial and a
30 mg per vial and requires reconstitution with Sterile Water for Injection, USP, (2.3 mL and 3.3 mL,
respectively) resulting in a clear to slightly opalescent, colorless to slightly yellow solution with a final
concentration of 10 mg/mL [see Dosage and Administration (2.3)]. After reconstitution, each vial allows the
withdrawal of 2 mL (20 mg) and 3 mL (30 mg). Each mL of reconstituted solution contains 10 mg of
enfortumab vedotin-ejfv, histidine (1.4 mg), histidine hydrochloride monohydrate (2.31 mg), polysorbate

20 (0.2 mg) and trehalose dihydrate (55 mg) with a pH of 6.0.

12 CLINICAL PHARMACOLOGY
12.1 Mechanism of Action

Enfortumab vedotin-ejfv is an ADC. The antibody is a human 1gG1 directed against Nectin-4, an adhesion
protein located on the surface of cells. The small molecule, MMAE, is a microtubule-disrupting agent, attached
to the antibody via a protease-cleavable linker. Nonclinical data suggest that the anticancer activity of
enfortumab vedotin-ejfv is due to the binding of the ADC to Nectin-4-expressing cells, followed by
internalization of the ADC-Nectin-4 complex, and the release of MMAE via proteolytic cleavage. Release of
MMAE disrupts the microtubule network within the cell, subsequently inducing cell cycle arrest and apoptotic
cell death.
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12.2 Pharmacodynamics

In an exposure-response analysis, higher enfortumab vedotin-ejfv exposure was associated with higher
incidence of some adverse reactions (e.g., Grade >2 peripheral neuropathy, Grade >3 hyperglycemia). The
exposure-response relationship for efficacy has not been fully characterized.

Cardiac Electrophysiology
At the recommended dose, PADCEYV had no large QTc prolongation (>20 msec).
12.3 Pharmacokinetics

Population pharmacokinetic analysis included data from 748 patients based on five studies. Enfortumab
vedotin-ejfv pharmacokinetics were characterized after single and multiple doses in patients with locally
advanced or metastatic urothelial carcinoma and other solid tumors.

The exposure parameters of ADC and unconjugated MMAE (the cytotoxic component of enfortumab vedotin-
ejfv) are summarized in Table 9 below. Peak ADC concentrations were observed near the end of intravenous
infusion while peak MMAE concentrations were observed approximately 2 days after enfortumab vedotin-ejfv
dosing. Minimal accumulation of the ADC and MMAE was observed following repeat administration of
enfortumab vedotin-ejfv in patients. Steady-state concentrations of ADC and MMAE were reached after 1
treatment cycle.

Table 9. Exposure parameters of ADC and unconjugated MMAE after first treatment
cycle of 1.25 mg/kg of enfortumab vedotin-ejfv dose of Days 1, 8 and 15

ADC Unconjugated MMAE
Mean (+ SD) Mean (+ SD)
Crnax 28 (6.1) pg/mL 5.5 (3.0) ng/mL
AUC 264 110 (26) pg-d/mL 85 (50) ng-d/mL
Crough0-28d 0.31 (0.18) pg/mL 0.81 (0.88) ng/mL

Cmax = maximum concentration, AUCy.28q = area under the concentration-time curve from time zero to
28 days, Cirougn,0-28d = pre-dose concentration on day 28

Distribution

The estimated mean steady-state volume of distribution of ADC was 12.8 liters following administration of
enfortumab vedotin-ejfv. Plasma protein binding of MMAE ranged from 68% to 82%, in vitro.

Elimination

ADC and MMAE exhibited multi-exponential declines with an elimination half-life of 3.6 days and 2.6 days,
respectively. The mean clearance (CL) of enfortumab vedotin-ejfv and unconjugated MMAE in patients was
0.11 L/h and 2.11 L/h, respectively, in patients. Elimination of MMAE appeared to be limited by its rate of
release from enfortumab vedotin-ejfv.

Metabolism

Enfortumab vedotin-ejfv catabolism has not been studied in humans; however, it is expected to undergo
catabolism to small peptides, amino acids, unconjugated MMAE, and unconjugated MMAE-related catabolites.
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Enfortumab vedotin-ejfv releases MMAE via proteolytic cleavage, and MMAE is primarily metabolized by
CYP3A4 in vitro.

Excretion

The excretion of enfortumab vedotin-ejfv is not fully characterized. Following a single-dose of another ADC
that contains MMAE, 17% of the total MMAE administered was recovered in feces and 6% in urine over a 1-
week period, primarily as unchanged drug. A similar excretion profile of MMAE is expected after enfortumab
vedotin-ejfv administration.

Specific Populations

Based on population pharmacokinetic analysis, no clinically significant differences in the pharmacokinetics of
enfortumab vedotin-ejfv were observed based on age (24 to 90 years), sex, or race/ethnicity (Caucasian, Asian,
Black, or others).

Hepatic Impairment

Based on population pharmacokinetics analysis, there was a 37% AUC,-2gq increase in unconjugated MMAE
exposure observed in patients with mild hepatic impairment (total bilirubin of 1 to 1.5 x ULN and AST any, or
total bilirubin <ULN and AST >ULN, n=65) compared to normal hepatic function. Enfortumab vedotin-ejfv has
only been studied in limited number of patients with moderate hepatic impairment and has not been evaluated in
patients with severe hepatic impairment. The effect of moderate or severe hepatic impairment (total bilirubin
>1.5 x ULN and AST any) or liver transplantation on the pharmacokinetics of ADC or unconjugated MMAE is
unknown.

Renal Impairment

The pharmacokinetics of enfortumab vedotin-ejfv and unconjugated MMAE were evaluated after the
administration of 1.25 mg/kg of enfortumab vedotin-ejfv to patients with mild (creatinine clearance; CrCL >60-
90 mL/min; n=272), moderate (CrCL 30-60 mL/min; n=315) and severe (CrCL <30 mL/min; n=25) renal
impairment. No significant differences in exposure (AUC) of ADC and MMAE were observed in patients with
mild, moderate or severe renal impairment compared to patients with normal renal function. The effect of end
stage renal disease with or without dialysis on the pharmacokinetics of ADC or unconjugated MMAE is
unknown.

Drug Interaction Trials

No clinical trials evaluating the drug-drug interaction potential of enfortumab vedotin-ejfv have been
conducted.

Physiologically Based Pharmacokinetic (PBPK) Modeling Predictions:

Dual P-gp and Strong CYP3A4 Inhibitor: Concomitant use of enfortumab vedotin-ejfv with ketoconazole (a
dual P-gp and strong CYP3A4 inhibitor) is predicted to increase unconjugated MMAE Cmax by 15% and AUC
by 38%.

Dual P-gp and Strong CYP3A4 Inducer: Concomitant use of enfortumab vedotin-ejfv with rifampin (a dual P-
gp and strong CYP3A4 inducer) is predicted to decrease unconjugated MMAE Cmax by 28% and AUC by 53%.

Sensitive CYP3A substrates: Concomitant use of enfortumab vedotin-ejfv is predicted not to affect exposure to
midazolam (a sensitive CYP3A substrate).
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In Vitro Studies
Transporter Systems: MMAE is a substrate of P-glycoprotein (P-gp), but not an inhibitor of P-gp.

13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

Carcinogenicity studies with enfortumab vedotin-ejfv or the small molecule cytotoxic agent (MMAE) have not
been conducted.

MMAE was genotoxic in the rat bone marrow micronucleus study through an aneugenic mechanism. This effect
is consistent with the pharmacological effect of MMAE as a microtubule-disrupting agent. MMAE was not
mutagenic in the bacterial reverse mutation assay (Ames test) or the L5178Y mouse lymphoma forward
mutation assay.

Fertility studies with enfortumab vedotin-ejfv or MMAE have not been conducted. However, results of repeat-
dose toxicity studies in rats indicate the potential for enfortumab vedotin-ejfv to impair male reproductive
function and fertility.

In repeat-dose toxicology studies conducted in rats for up to 13 weeks, doses >2 mg/kg enfortumab vedotin-ejfv
(at exposures similar to the exposures at the recommended human dose) resulted in decreases in testes and
epididymis weights, seminiferous tubule degeneration, spermatid/spermatocyte depletion in the testes and cell
debris, sperm granuloma and hypospermia/abnormal spermatids in the epididymis. Findings in the testes and
epididymis did not reverse by the end of the recovery period.

14 CLINICAL STUDIES

14.1 Metastatic Urothelial Cancer

Previously Treated Locally Advanced or Metastatic Urothelial Carcinoma
EV-301

The efficacy of PADCEV was evaluated in EV-301 (NCT03474107), an open-label, randomized, multicenter
trial that enrolled 608 patients with locally advanced or metastatic urothelial cancer who received prior
treatment with a PD-1 or PD-L1 inhibitor and platinum-based chemotherapy. Patients were randomized 1:1 to
receive either PADCEV 1.25 mg/kg on Days 1, 8 and 15 of a 28-day cycle or investigator’s choice of
chemotherapy. Randomization was stratified by ECOG PS (0 vs 1), region of world (Western Europe vs US vs
Rest of World), and presence of liver metastasis.

Patients were excluded if they had active central nervous system (CNS) metastases, ongoing sensory or motor
neuropathy >Grade 2, or uncontrolled diabetes defined as hemoglobin A1C (HbA1c) >8% or HbAlc >7% with
associated diabetes symptoms.

The median age was 68 years (range: 30 to 88 years) and 77% were male. Racial demographics were reported
as White (52%), Asian (33%), Black (0.7%), Native Hawaiian or Other Pacific Islander (0.2%) or not reported
(15%). Nine percent of patients were Hispanic or Latino. All patients had a baseline Eastern Cooperative
Oncology Group (ECOG) performance status of 0 (40%) or 1 (60%). Thirty-four percent of patients had tumors
located in the upper tract that included the renal pelvis and ureter. Eighty percent of patients had visceral
metastases including 31% with liver metastases. Seventy-six percent of patients had pure transitional cell

Page 21 of 27

Reference ID: 4823581



carcinoma (TCC) histology; 14% had TCC with other histologic variants; and 10% had other tumor histologies
including adenocarcinoma and squamous cell carcinoma. The median number of prior therapies was 2 (range

1 to >3). Sixty-three percent of patients received prior cisplatin-based regimens, 26% received prior carboplatin-
based regimens, and an additional 11% received both cisplatin and carboplatin-based regimens. Patients on the
control arm received docetaxel (38%), paclitaxel (36%) or vinflunine (25%).

The major efficacy outcome measures were overall survival (OS), progression free survival (PFS), and overall
response rate (ORR) assessed by investigator using RECIST v1.1. Efficacy results were consistent across all
stratified patient subgroups.

Table 10 and Figures 2-3 summarize the efficacy results for EV-301.
Table 10. Efficacy Results in EV-301

PADCEV Chemotherapy

Endpoint N=301 N=307
Overall Survival*
Number (%) of patients with events 134 (44.5) 167 (54.4)
Median in months (95% CI) 12.9 (10.6, 15.2) 9.0(8.1,10.7)
Hazard ratio (95% CI) 0.70 (0.56, 0.89)
p-value 0.0014
Progression Free Survival'
Number (%) of patients with events 201 (66.8) 231 (75.2)
Median in months (95% CI) 5.6 (5.3,5.8) 3.7(3.5,3.9)
Hazard ratio (95% CI) 0.62 (0.51, 0.75)
p-value <0.0001
Overall Response Rate (CR + PR)?
ORR (%) (95% CI) 40.6 (34.9, 46.5) 17.9 (13.7, 22.8)
p-value <0.0001

Complete response rate (%) 4.9 2.7

Partial response rate (%) 35.8 15.2

!Based on log-rank test. Stratification factors were ECOG PS, region and liver metastasis
2Based on Cochran-Mantel-Haenszel test. Stratification factors were ECOG PS, region and liver metastasis.
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Figure 2. Kaplan Meier Plot of Overall Survival
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Figure 3. Kaplan Meier Plot of Progression Free Survival
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EV-201, Cohort 1

The efficacy of PADCEV was also investigated in Cohort 1 of EV-201, a single-arm, multi-cohort, multicenter
trial that enrolled 125 patients with locally advanced or metastatic urothelial cancer who received prior
treatment with a PD-1 or PD-L1 inhibitor and a platinum-based chemotherapy. Patients were excluded if they
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had active central nervous system (CNS) metastases, ongoing sensory or motor neuropathy >Grade 2, heart
failure, or uncontrolled diabetes defined as hemoglobin A1C (HbA1c) >8% or HbAlc >7% with associated
diabetes symptoms.

PADCEV was administered at a dose of 1.25 mg/kg, as an intravenous (1V) infusion on days 1, 8, and 15 of
each 28-day cycle.

The median age was 69 years (range: 40 to 84 years) and 70% were male. Racial demographics were reported
as White (85%), Asian (9%), Black (2%), Other (0.8%) or not reported (4%). Four percent of patients were
Hispanic or Latino. All patients had a baseline Eastern Cooperative Oncology Group (ECOG) performance
status of 0 (32%) or 1 (68%). Ninety percent of patients had visceral metastases including 40% with liver
metastases. Approximately two-thirds (67%) of patients had pure transitional cell carcinoma (TCC) histology;
33% had TCC with other histologic variants. The median number of prior systemic therapies was 3 (range: 1 to
6). Sixty-six percent of patients received prior cisplatin-based regimens, 26% received prior carboplatin-based
regimens, and an additional 8% received both cisplatin and carboplatin-based regimens.

The major efficacy outcome measures were confirmed objective response rate (ORR) and duration of response
(DOR) assessed by blinded independent central review (BICR) using RECIST v1.1.

Efficacy results are presented in Table 11.
Table 11. Efficacy Results in EV-201, Cohort 1 (BICR Assessment)

PADCEV
Endpoint n=125
Confirmed ORR (95% CI) 44% (35.1, 53.2)
Complete Response Rate (CR) 12%
Partial Response Rate (PR) 32%
Median! Duration of Response, months (95% CI) 7.6 (6.3, NE)

NE = not estimable
!Based on patients (N=55) with a response by BICR.

Cisplatin Ineligible Patients with Locally Advanced or Metastatic Urothelial Carcinoma

The efficacy of PADCEV was also evaluated in Cohort 2 of EV-201, a single-arm, multi-cohort, multicenter
trial in 89 patients with locally advanced or metastatic urothelial cancer who received prior treatment with a
PD-1 or PD-L1 inhibitor, and were cisplatin ineligible and did not receive platinum in the locally advanced or
metastatic setting. Patients were excluded if they had active CNS metastases, ongoing sensory or motor
neuropathy >Grade 2, heart failure, or uncontrolled diabetes defined as hemoglobin A1C (HbAlc) >8% or
HbAlc >7% with associated diabetes symptoms.

PADCEV was administered at a dose of 1.25 mg/kg, as an intravenous (1V) infusion on days 1, 8, and 15 of
each 28-day cycle.

The median age was 75 years (range: 49 to 90 years), 74% were male. Racial demographics were reported as
White (70%), Asian (22%) or not reported (8%). One percent of patients were Hispanic or Latino. Patients had
a baseline ECOG performance status of 0 (42%), 1 (46%) and 2 (12%). Forty-three percent of patients had
tumors located in the upper tract that included the renal pelvis and ureter. Seventy-nine percent of patients had
visceral metastases and 24% had liver metastases.
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Reasons for cisplatin ineligibility included: 66% with baseline creatinine clearance of 30 — 59 mL/min, 7% with
ECOG PS of 2, 15% with Grade 2 or greater hearing loss, and 12% with more than one cisplatin-ineligibility
criteria. Seventy percent of patients had TCC histology; 13% had TCC with squamous differentiation and 17%
had TCC with other histologic variants.

The median number of prior systemic therapies was 1 (range: 1 to 4).
Efficacy results are presented in Table 12 below.
Table 12. Efficacy Results in EV-201, Cohort 2 (BICR Assessment)

PADCEV
Endpoint N=89
Confirmed ORR (95% CI) 51% (39.8, 61.3)
Complete Response Rate (CR) 22%
Partial Response Rate (PR) 28%
Median® Duration of Response, months (95% CI) 13.8 (6.4, NE)

NE = not estimable
!Based on patients (N=45) with a response by BICR

15 REFERENCES
1. "OSHA Hazardous Drugs."” OSHA. http://www.osha.gov/SLTC/hazardousdrugs/index.html

16 HOW SUPPLIED/STORAGE AND HANDLING

16.1 How Supplied

PADCEV (enfortumab vedotin-ejfv) 20 mg and 30 mg are supplied as a sterile, preservative-free, white to off-
white lyophilized powder in single-dose vials. PADCEYV vials are available in the following packages:

e Carton of one 20 mg single-dose vial (NDC 51144-020-01)
e Carton of one 30 mg single-dose vial (NDC 51144-030-01)

16.2 Storage

Store PADCEV vials refrigerated at 2°C to 8°C (36°F to 46°F) in the original carton. Do not freeze. Do not
shake.

16.3 Special Handling

PADCEV is a hazardous drug. Follow applicable special handling and disposal procedures.?

17 PATIENT COUNSELING INFORMATION
Advise the patient to read the FDA-approved patient labeling (Patient Information).
Skin Reactions

Inform patients that severe skin reactions including SJS and TEN with fatal outcomes have occurred after
administration of PADCEV, predominantly during the first cycle of treatment but may occur later.
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Advise patients to contact their healthcare provider immediately if they develop new target lesions,
progressively worsening skin reactions, severe blistering or peeling of the skin [see Boxed Warning and
Warnings and Precautions (5.1)].

Hyperglycemia

Inform patients about the risk of hyperglycemia and how to recognize associated symptoms [see Warnings and
Precautions (5.2)].

Pneumonitis

Advise patients to immediately report new or worsening respiratory symptoms [see Warnings and Precautions
(5.3)]
Peripheral Neuropathy

Inform patients to report to their healthcare provider any numbness and tingling of the hands or feet or muscle
weakness [see Warnings and Precautions (5.4)].

Ocular disorders:

Advise patients to contact their healthcare provider if they experience any visual changes [see Warnings and
Precautions (5.5)]. In order to prevent or treat dry eyes, advise patients to use artificial tear substitutes.

Infusion Site Extravasation

Inform patients that infusion site reactions have occurred after administration of PADCEV. These reactions
generally occurred immediately after administration but, in some instances, had a delayed onset (e.g., 24 hours).
Instruct patients to contact their healthcare provider immediately if they experience an infusion site reaction
[see Warnings and Precautions (5.6)].

Embryo-Fetal Toxicity

Advise pregnant women and females of reproductive potential of the potential risk to the fetus. Advise females
to inform their healthcare providers of a known or suspected pregnancy [see Warnings and Precautions (5.7)
and Use in Specific Population (8.1)].

Females and Males of Reproductive Potential

Advise female patients of reproductive potential to use effective contraception during treatment with PADCEV
and for 2 months after the last dose. Advise male patients with female partners of reproductive potential to use
effective contraception during treatment with PADCEYV and for 4 months after the last dose [see Use in Specific
Populations (8.3)].

Lactation

Advise women not to breastfeed during treatment with PADCEV and for 3 weeks after the last dose [see Use in
Specific Populations (8.2)].

Infertility
Advise males of reproductive potential that PADCEV may impair fertility [see Use in Specific Populations

(8.3)]1.
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U.S. License 2124

PADCEV®is a registered trademark jointly owned by Agensys, Inc. and Seagen Inc.
©2021 Agensys, Inc. and Seagen Inc.

301048-EV-USA

Page 27 of 27

Reference ID: 4823581



PATIENT INFORMATION
PADCEV® (PAD-sev)
(enfortumab vedotin-ejfv)
for injection

What is the most important information | should know about PADCEV?
PADCEV may cause serious side effects, including:

Skin reactions. Severe skin reactions have happened in people treated with PADCEV, in some cases severe skin
reactions have caused death. Most severe skin reactions occurred during the first cycle (28 days) of treatment but may
happen later. Your healthcare provider will monitor you during treatment and may prescribe medicines if you get skin
reactions. Tell your healthcare provider right away if you develop any of these signs of a new or worsening skin

reaction:

e target lesions (skin reactions that look like rings) e painful sores or ulcers in mouth or nose, throat, or genital area
e rash or itching that continues to get worse o fever or flu-like symptoms

e blistering or peeling of the skin ¢ swollen lymph nodes

See “What are the possible side effects of PADCEV?” for more information about side effects.

What is PADCEV?

PADCEV is a prescription medicine used to treat adults with bladder cancer and cancers of the urinary tract (renal

pelvis, ureter or urethra) that has spread or cannot be removed by surgery. PADCEV may be used if you:

e have received an immunotherapy medicine and chemotherapy that contains platinum, or

e you are not able to receive a chemotherapy that contains the medicine cisplatin and you have received one or more
prior therapy.

It is not known if PADCEYV is safe and effective in children.

Before receiving PADCEV, tell your healthcare provider about all of your medical conditions, including if you:

e are currently experiencing numbness or tingling in your hands or feet

e have a history of high blood sugar or diabetes

e have liver problems

e are pregnant or plan to become pregnant. PADCEV can harm your unborn baby. Tell your healthcare provider right
away if you become pregnant or think you may be pregnant during treatment with PADCEV.

Females who are able to become pregnant:
0 Your healthcare provider should do a pregnancy test before you start treatment with PADCEV.
0 You should use an effective method of birth control during your treatment and for at least 2 months after the last
dose of PADCEV.
Males with a female sexual partner who is able to become pregnant:
o If your female partner is pregnant, PADCEV can harm the unborn baby.
0 You should use an effective method of birth control during your treatment and for at least 4 months after the last
dose of PADCEV.
e are breastfeeding or plan to breastfeed. It is not known if PADCEV passes into your breast milk. Do not breastfeed
during treatment and for at least 3 weeks after the last dose of PADCEV.

Tell your healthcare provider about all the medicines you take, including prescription and over-the-counter
medicines, vitamins, and herbal supplements. Taking PADCEV with certain other medicines may cause side effects.

How will | receive PADCEV?
e PADCEV will be given to you by intravenous (V) infusion into your vein over 30 minutes.
¢ You will receive your PADCEV over periods of time called cycles.
o Each PADCEV cycle is 28 days.
o0 You will receive PADCEV on days 1, 8 and 15 of every cycle.
e Your healthcare provider will decide how many treatment cycles you need.
e Your healthcare provider may do blood tests regularly during treatment with PADCEV.

What are the possible side effects of PADCEV?

PADCEV may cause serious side effects, including:
e See “What is the most important information | should know about PADCEV?”

Reference ID: 4823581



e High blood sugar (hyperglycemia). You can develop high blood sugar during treatment with PADCEYV. High blood
sugar, a serious condition called diabetic ketoacidosis (DKA), and death have happened in people with and without
diabetes, treated with PADCEYV. Tell your healthcare provider right away if you have any symptoms of high blood
sugar, including:

frequent urination o0 drowsiness

increased thirst 0 loss of appetite

blurred vision o fruity smell on your breath

confusion 0 hausea, vomiting, or stomach pain

it becomes harder to control your blood sugar

©O O o0 oo

e Lung problems. PADCEV may cause severe or life-threatening inflammation of the lungs that can lead to death.
Tell your healthcare provider right away if you get new or worsening symptoms, including trouble breathing,
shortness of breath, or cough.

e Peripheral neuropathy. You may develop nerve problems called peripheral neuropathy during treatment with
PADCEYV. Tell your healthcare provider right away if you get new or worsening numbness or tingling in your hands or
feet or muscle weakness.

e Eye problems. You can develop certain eye problems during treatment with PADCEV. Tell your healthcare provider
right away if you have dry eyes, blurred vision, or any vision changes. You may use artificial tear substitutes to help
prevent or treat dry eyes.

e Leakage of PADCEYV out of your vein into the tissues around your infusion site (extravasation). If PADCEV
leaks from the injection site or the vein into the nearby skin and tissues, it could cause an infusion site reaction.
These reactions can happen right after you receive an infusion, but sometimes may happen days after your infusion.
Tell your healthcare provider or get medical help right away if you notice any redness, swelling, itching, or discomfort
at the infusion site.

The most common side effects of PADCEV include:

e skinrash e hair loss e itching

e changes in liver and kidney function tests e decreased appetite e change in sense of taste

e increased sugar (glucose) in the blood e diarrhea e increased uric acid in the blood

o tiredness o decreased sodium, phosphate e increased lipase (a blood test

¢ numbness or tingling in your hands or feet, and protein (albumin) in the done to check your pancreas)
or muscle weakness blood o decreased weight

o decreased white blood cell, red blood cell, e nausea o dry skin

and platelet counts

If you have certain side effects, your healthcare provider may decrease your dose or stop your treatment with PADCEV
for a period of time (temporarily) or completely.

PADCEV may cause fertility problems in males, which may affect the ability to father children. Talk to your healthcare
provider if you have concerns about fertility.

These are not all of the possible side effects of PADCEV.
Call your doctor for medical advice about side effects. You may report side effects to FDA at 1-800-FDA-1088.

General information about the safe and effective use of PADCEV.

Medicines are sometimes prescribed for purposes other than those listed in a Patient Information leaflet. If you would
like more information about PADCEYV, talk with your healthcare provider. You can ask your pharmacist or healthcare
provider for information about PADCEYV that is written for healthcare professionals.

What are the ingredients in PADCEV?
Active ingredient: enfortumab vedotin-ejfv

Inactive ingredients: histidine, histidine hydrochloride monohydrate, polysorbate 20, and trehalose dehydrate.

Manufactured and Marketed by: Astellas Pharma US, Inc., Northbrook, lllinois 60062
Distributed and Marketed by: Seagen Inc., Bothell, WA 98021

U.S. License 2124

PADCEV® is a registered trademark jointly owned by Agensys, Inc. and Seagen Inc.
©2021 Agensys, Inc. and Seagen Inc.

For more information, go to www.padcev.com or call 1-888-4-PADCEV

This Patient Information has been approved by the U.S. Food and Drug Administration. Revised: July 2021
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o il : EHED, AMmrEiT, XTI ITICE DMK DS IIET D ATREMN B 5, FifeetE X
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o K=o —nm T — KM= 2 — v T —OFRE LB ZBIEL, BOONTHAT
PADCEV ORIE, WE X IZHIEZHMFTT5 2L, (22, 54)

o [REEE : N0 EMEEGTRIREENRND Z 0D D, IREEEOIKBEIIERZBIZT 52
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0.1~158 T H) Thol-, BED S%N=a—a /" F—ORIUZ L 0 BGH 21 Uiz [FI1EH
©.1) =/,

RN = 2 — v XF— OFIE UTEAL OBEN T2 VB E 2B L, Rt = 2 — 3 F =N
B BN HAT PADCEV ORE X I EEZ BT 52 &,

Grade 3 L EORIE= =2 —a RF =200 SN GEIE, 52k IET 5 2 & %
RkOHE (2.2) 2/,

55 HR[EE

IRBHRA ST E SN TV D ERARBRIZIV T, PADCEV 23 5 X 4172 384 1D 5 5 40%IZHR
EENRE SN, TNOLORPEIAREEREFSTHY, ARK, T, WREEM, KK
%K, EAEAaRZ, KOABIEED 74 7 A ICEET I ERTH -T2,

PADCEV (Z X 1R, BED 34%IZ KT A T A OIERDBD B, BED 13%ICFERIE
D BTz, JEBEMEIREE SR BT 2 £ TOMMOPREIL 1.6 W H (#EFH : 0~19.1 W H) T
bolz, REENRVPERFEABIET L2, FIATAOTEIE L TADREREKEFL, IR
PEEE DR AR B L EIE L2 WA, IREMREZ RG22 &, REHRER, LETHIVULIR
FHAT A REICE DR EBHFT D52 &, IREEOIERNSHEEL L7-%5E 1L, PADCEV ORI
M EE R 5 2 L,

56 RHEAIRIE

PADCEV {EA#, FEHIO M A& SR I fE 5 B K OGO ST UG 03788 Hiv7z, 680
11 1.6% D FBF |2 SR K OGO RFTBUS 358D B AL, £ D 9 5 0.3%I213 Grade 3~4 DFU&
NHHIT, FINMTT SICBENRZWEE bS5, MEMNRHE 2~7 BISH T TRBE, JER, &
i EAAOEIENEA L, BE—2 00 I~4BRUNICEIE Lz, &0 26 (03%) 12, Hitdé
PERETLSS, K, SUTRERIBLE £ 5 BSOS A 7, PADCEV O #¢5-BHAART I @ U112 §ik
T RADHERSITND 2 & 2B U, A s o0 f 3 23 22 O s R A & -0 18
82952 L, MEINBHBHEESNIHE, AR E PR LEWER O EELERT 2 2 L,

57 W -RBRIZHT LHEMH

AFNOVE LT M OBk COFT LA, PADCEV ZIFIglc 545 L BIRICHERZ 22 KT
THRREMEDN D B, B E AW AR T, Ry <7 RRF ejfv B IR

7 v FOIBETMRNCE G Ui R, #EEHE (1.25mgkg) TOE N EHRFEEICHY T 51
KRR EC, RHMATME, IR - JRITEIE, #EREE L OVE R 358D bz,
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FEYTKT T DR U A 7 IZHOWTREIZH LY D Z &, RO ATREMED & 5 ZetElcxt LT
PADCEV O ¢ 5- 3 & Ok e 54 2 7 HE, ZhRAVGETEZ AW X2 ES5 2 &,
o= N =R D A REME O B 2 B Ik L CiL, PADCEV O 53R o & O e e 5% 4
AT, hER7RRETEE WD KO8T 5 2 & [FFEDRHEMIZI 1T S EH (8.1,8.3) KUK
A (12.1) 2],

6 EIER

LU FOBEEREWERIZOWTE, R XEOKHEZSROZ &,
RGOS [FRAD B, B R OE EolEE (5.1) 2]

o HIBE [ELK O EOMEE (5.2) 2]

o Jififigst [@fﬁt&m‘@%’i@/‘fé‘ (5.3) =/

o  KWME= o —vRF— [HLROEH FOEE (5.4) B

o [RFE m[guﬁaﬁﬁfmﬁg(iwé#@

o LSS [BEEEK O EOME (5.6) 2]

6.1 ERIREAER

FRR BRI TR 2 R F ORI N TV DT, & D IEFOERRR TR bz IEH O
BLRZMOIEROBEKBR THEONT- b O L EHELET 52 LIXTET, HEDRICKIT 5 %E
RENMLR2WEALH D,

KIS CFEO VEEROER EOEE] IS STV 7 — L S ZeMEMIT, EV-
301, EV-201, EV-101 (NCT02091999) } X EV-102 (NCT03070990) DFRBRIZHLAAI STz
680 f5llZxf L T PADCEV 1.25 mg/kg & HAI#E G LI2BEDOT — 2 Z KM LT 5, IRFEEC
EV-201, EV-101, & OVEV-102 OFERIZHHA AN HivTz 384 FlOBED KRS TN D
PADCEV #5641 680 51> 5 5, 6 1 A LA b0 5% 1 EF OFIG1L36%, 12 7 HLL Lo
HaZF-BEOERIZ % TH -T2, ZOT— NV ENTEMTIE, BERREMORT Z2E0K
L L b nD (320%) BIWERIL, 9B, TARIEXLVBT I/ TR 75—, i
7 ROREEN, s V=N, Y7, Rt o —a T —, U USRI,
fE, BAROER, ~E7m e gd, TR, T hY o AR, B, EOFEE, MY
D RREARE, TI=0T7 7 bR 2T —8B#N, A, T vT I U, R ERE
A, MFREERGIN, U S—BEM, f MR, (RERED, KOS CH o7z,

VBEDOHICFEH SN TV D7 — 21, IEEREER LR (EV-301) RUOIEERERE, 2=
A— B (EV-201) O =adk— b 1 KO=adR— k2 D PADCEV #5757 —X KM L T2, i
BT UIFFAE TERWEENRO OGNS ET, 8HF A 7LD 1 HE, 8HAKWXI5S HAI
1.25 mg/kg @ PADCEV % s &t S 7=,

BRI D & 2 JR T AT PE SRR B b R
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EV-301 #5%

PADCEV D% 4%, PADCEV 1.25 mg/kg % 1 [BILL E#5 -S4, 7> PD-1 X% PD-L1 BLESK
DEGIE, Kk OHASRANC X 2CFERIEOIRFEBOH 5, RFTETHE USSR IR B R R
(n=296) ZXxt5: L2 EV-301 SRBRIC I\ TRl S A7z [ kil (14) /7], EV-301 R T
1%, EHIM 2 IRARA IR I40E S Cu/Rvy, PADCEV O M o iz 5 7 7 (#iPH : 0.5
~194 1 H) THoT=,

PADCEV #¢ 560D 47%\ZEEREIWERAD GO bivlz, &b X< ALNIEEREIER Q%L
b)) RS, BEEREE (5 7%) KOR (5%) Tholo, £z, BEDI%IFECITE
LEWERRRO b (ZlEs A [1%], IHHEREREE, MufErEs s v 7, @i, gk &
OVE RS (45 03%] 25T,

BEBRIEOE G IEICE > 7= RIERIZEE D 17T% BB L, &b L AbNHEERIEICES
TEIER Q%LLE) FRMME=2—a T — (5%) KOFEE %) Thoil,

TR DIRIRIZE - T2RWERIZBE D 61% 2B LT, &b X< A OITIRIEIZE > - IEA
@%LL ) TR = 2 —r T — (23%), %% (11%) KO¥ETT (9%) Th ol

TEBREE DR E - T2 BWERIZEF O 34% 1238l L7z, &b X< AN BEICE > - IFEH
Q%L E) TR = 2 —r "F— (10%), HZ (8%), EABEENOYET (% 3%) Tho
77

#3103, EV301 OBFIZBVNTHE SRS K< b7 (15%LL ) BEROZERTH
el
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& 3. EV-301 [CHLVT PADCEV &5 sh-EEBOEIEA (15%L1L)
PADCEV Chemotherapy
n=296 N=291
Al £ Grade Grade 3-4 4 Grade Grade 3-4

% % % %
R L O THBRESE
Fi5 1 54 14 20 0.3
i B 47 0 38 0
Z 9 FEIE 34 2 7 0
B g 17 0 4 0
—i% « 2HEER X O DREE
W57 2 50 9 40 7
FEEN S 22 2 14 0
R RREE
iﬁﬁ”;_mﬂ 50 5 34 3
BRRE A4S 26 0 8 0
REBB L OREESE
AR \ 41 5 27 2
B ks
T © 35 4 23 2
L 30 1 25 2
A 28 1 25 2
e 7 20 1 14 3
HERKBR L O S HmREE
5B b g \ 25 | 2 | 35 | 5
IRREE
RIATA° \ 24 | 0.7 | 6 | 0.3
mMEB LY v REE
i \ 20 | 6 | 30 | 12
RRYYE B KL A hE
PR e 10 \ 17 | 6 | 13 | 3
& REE
i, \ 17 | 3 | 13 | 2
R E
it %) \ 16 | 0.3 | 7 | 0
VLI EEN S - A, MmtEAdE AEARIREESS, RREZ, ARIERER, FE, W5, A8, S, #
BitEFRZ, WEE, Fi - RIERRATASIEGR, 392, MR, BRE, skEBikks, mp
VR, & 2R, ANk S, RS, FRERIB, APRNE
2PUTFNEEND BT, BEIE
ST EEND - BB, mEIRGE, BE&E, EE LS
SPUTFREEND - HRVE, DBEMEZ = o —a /T —, BERGE, ORI, MiET, Em, RAE
Za—uNF—, RRENE, SRR, RMEMER) = 2 —n N —, KRR ER = o —a T —, e
PR, KRR = 2 —a T —, BTRE, oo —aF—, ERHEK
SUUTFNEEND - BRREAE, WRTEHEE, WITHE
CSUTMNEEND « T, K%, K
TUTNEEND : N80, IR, TSR, AP, AT, IEEEm, Wb
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SUTAEEND - HRE, BETE, &5, &, MR, SEsm, ek, SR, R0RMENE, &
R RIRE, FHER, AR, 75E AR AU

LT EEND  IRBRK, K, NI 7 A, W, AL, ABE, WM, <A 8— 2R
4, HREPAPUE, mURA RS

WEIRRSE END - RIS, MIBETEREES,, IHEREVEIRBORG, L o DEREPEIR B G,,  RIBE TR
Y, QUEEERE R, KGR EER, BRMIREERYG, Bk, 7 N UREMRB-RYE, v a—FET
ANEPR IR G

WEIFAEEND MR, EMHm, B, s, S i, g, v, R, T
i, HmdEssef, BROEH M, EAEALHm, FEEH M, @K, R

B RENCEE 2 RBWEN (15%A) 1ICI3EH: (14%), 7TANXRTSF BT I ) NI v AT =2 TF—
THIN (12%), &ikE (10%), 7I9=v7 3/ hT7 A7 =7 —BHEM (9%), Mgk (3%)
K ONEANSALIMAE SN (0.7%) EXREEN5,

T AT T AU
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4. EV-301 ITELVT PADCEV ## 53N =BE®D 15%LLL (Grade 2-4) XI(&
5%LlE (Grade 3-4) [CHBESN-BKBREEDOEEDRM
PADCEV! Chemotherapy’
BARAEMEORE Grade 2-4 Grade 3-4 Grade 2-4 Grade 3-4

% % % %
MERE
U L SERJEAD 41 14 34 18
~NES 1 v UED 28 4 42 14
It TR ER R A 27 12 25 17
b
Y g 39 8 24 6
fgw R pEEm (& 33 s 27 6
M7 V7= 88 18 2 13 0
A Vo A 16 2 7 3
U o —P 13 8 7 4
iR SR DR VAN - %) 8 8 5 5
VRIEDHBEIHER SN 08T, R—=Z2T7 A fEL | DU EDEREZOELZFSBEEKICESE, 262 7
5287 ETOLEBNH 7=,

EV-201 7k, =4— M1

PADCEV OZ4VEiE, PD-1 3|3 PD-L1 HEFHK OB GIE, N OHSRAN L D05 HRIEDOIRRIE
D%, JFPFTEITIE TR LR EE (n=125) x5 L2 EV-201 RO akR— | 1
TRl ST [k (14) 2], BEIIFRBOETUIFR TE R0 HEERARD 55 £ T,
28 H¥ A Z/0» 1 HH, 8 HHKO 15 HHIZ PADCEV 1.25 mgkg O 5 %317 7=, B5HIRO
HfEIX 4.6 A (HPE @ 0.5~15.6) Th o7,

PADCEV ¥ 561D 46%IZEERENERANFRO bz, &b I AN EEREIER G%LL
B IIRBEEGE (6%), ek (5%), FEEWEAFREREAE, T (% 4%), BUiE, SRR
EOMRREE, RORE (% 3%) Tholz, SLTICE S EWERILEE O 3.2%IF B L, 2tk
MPIR A4, RAMEMERfZE, (DR, RUE R OfilEZ (% 0.8%) % Th -7z,

BB OE G IEICE > - RIERIZEE D 16%ICBBL LT, &b L AbNTEEFILIZES
7ZEWER IR =2 —a/"F— (6%) ThoT,

BB DIRIEIZ T > T2RIEINIERE D 64% 2B LT, b K < BB IVTARIRITE - T2 RIFEA
RN =2 —m T — (18%), FZ (9%) KMOYETT (6%) Th ol

TRBRIEDOREIZE > T2 RWERITEE D 34%ICHBL LTz, &b X< AONTREICE > TZRIEH
R = 22— 38— (12%), 52 (6%) KUY (4%) Thol,

#£51%, EV-201 ® =2k — k1 OBFIZBOTHE S V724 Grade, KX Grade 3~4 OFEIEH O
T TH D,
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& 5. EV-201, aO/x— F 12T PADCEV 85 SN-BED 15%LLE (£ Grade) XI&
5%LlE (Grade 3-4) ICH&EShI-EIEA

PADCEV
n=125
4 Grade Grade 3-4
BIfEA % %
S 100 73
—i% - EHEER X ORGSO IREE
B! | 56 6
MR EE
K= 2 —n/XF—2 56
MR A4 42
KRB LUOREBEE
BAEGE | 52 2
KREB L O TrafkEE
F% 3 52 13
i EAE 50
i iz A 26
% 9 FEIE 4 26
BIBIEE
B 45
RS 42
Mg P 18
ARREE
RIA7A° 40 0

VITFRNEEND - |HIE, W

LT EEND - MR, STREE, KT, MR, SRR, REMEER = o — o T —, R = 2 —
g F—, KR ER = 2 — 0 F—

ST EEND « SIEHERER, AEMERRMR, HAEER, FIBIELIER, R5, FEE, SR, JBERS,

Fi - RIERAIEARRIEGRE, JGHRBIERIS, 95, MBS, RHMERE, BEREE, BEREBIREE, R5
PERE, BEMERS, & 5 FEWMRE, AEERE, RERDL, 5 >WIEREZ%, sHRESRAE MR X OVREIT 3
¥ (SDRIFE), k%

SRR EEND £ S EE, SEMEE O FEE

SLURNEEND « KIBS, T, IB%

SLITRNEEND - IR, FEK, NI 74, B, Mgk, MEUE, WHEEN, WEsiirxs, <4 R—2
IHSRER A2, MREDRTURE, AR, TR ik e R A

FEPRAOIC B RRBITER (15%AR0) ([IZEIRRE (3%), Hilgde (2%) K OVEANERALILE SR
H Q%) "EaEns,
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£ 6. EV-201, arr— k1B T PADCEV OB EZZ(T=-EHD 15%LLE (Grade2~
4) X% 5%LLE (Grade 3~4) IZBVWTHE SN -BEDBKREERYE

PADCEV
Grade 2~4! Grade 3~4!

MARAREERT % %
MR FHIRRE

~NET B E D 43 10
U 2 RER 32 10
i rRER IS D 14 5
MR FERIRE

U R 34 10
7 RUBEEM GEER) 27 8
7 LT F =N 20 2
VRN %) 192 1
U S—PHA 14 9
ERRNVRVN ;%) 8 8
PREZEEIN 7 7

1TE BRI O R 121 BT 122 Bl _—2 T A v R ONEES OBEREENE LN TV D BERIC
<,
2 Grade1 (F VU v A 3.0-3.5mmol/L) ~Grade 4 =& 1p,

EV-201, =4—F2

EV-201 =75— k 2 TiX PADCEV 1.25 mg/kg % 1 [RILL E#H S, 72 PD-1 X% PD-L1 [HE 3K
DEGRERDH Y, AT T F o _X—= 2O FFRIEARERE O, RFTETTHE ISR R I R
# (n=89) 2B T PADCEV OZ&EMEZFHE L=, BRSO P RfEix 5.98 # A (#iPH : 0.3~
246) Thoi,

PADCEV #5610 39%\CEEZRIEANRBO bz, &b L AL EELRBIER (3%
b)) I, BIER YR (ZRER 5%) Tho iz, BIEMEIERITEE D 8%IZHB VTR
b, AMEEEE 22%), REMET Y F— %, WILE, ZEeR4e, kR OWEE (th
Fi1.1%) ’C&bofzo

R D 20%I2 BT, IBBRIEOGHIEICE > -FEWERANRD bz, &b L abhn-&E
FURIZE S TZEIER Q%L L) 1IRMME=2—r " F— (T%) Th-oT,

BE D 60% 2B\ T, BREEORGHFWNZE>TZRIERANRO LN, &b I A& E
FEHICE S ZRIER %L E) XRE= 2 —a3F— (19%), %% (9%), 5 8%), F
F (5%), TARTXUBET I T U A7 27 —BHI 3% KOS 3% Tholz,

BED 49%IZB W THEICEST-EWERANRD bz, &b K< ABNEEICE - -EIE
A Gull b)) TRt =a—aXF— (19%), 2 (11%) KOYEH (1%) Th-oiz,

# TIZEV-201 D=2k — b 2 DEFITIBVTHRE S 724 Grade K O Grade 3~4 ORIEM % £
L5,
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7. EV-201, O7k— b+ 2I2H VT PADCEV DIRE%#Z(T1-BEHD 15%LLL (£ Grade) XX
5%LlE (Grade 3~4) IZBWLWTHRESN1-EI{EA

PADCEV
n=89
4 Grade Grade 3~4

BIYEH (%) (%)
KEE LUK TrfkEE

5! 66 17
B AE 53

% 9 FESE 35

B iz A 19 1
PR RIEE

KM= 2 —r/xF—2 58 8
MR A4S 29

—f% - EEEER X OB OREE

W 55 ¢ | 48 11
KRB LUORREE

BAEOR 40

e B 16 9
MR LY R REE

i | 38 11
BIBESE

R 36 8
TR 30 1
ERRIRE

IR0 | 35 | 1
RS

RSA4T7A 6 | 30 | 0

VIR EEND - K0, REEER, ARREVERWZR, S MERIMIERER, W5, RN, ZIWANE, MRS, F5% - K
R ARRIEGERE, 92, ABEMEZ, BOREZ, BLRBREE, TS, /IKEMERE, EEHL, HN%k
TR EEND - MBS R =2 —u 3T —, BTEE, REHUK, EDRERERT, HiZN, HOET, ERE, R
MHPEES) = 2 —r R F—, RIEMEETER) = 2 —n " F—, BEEHRRE, RAEMEEE =2 — T —

ST EEND - IREAS, WRIHK, WRIBIE

SLUFNEEND T, HEIE

SR EEND « TR, KBk, Bk

SULTY & END « IRMeR, Mk, NI 7 4, WRAGK, Ak, ABE, FEEN, @l <A1 R—L4
HRERREAN 4, ARG ANPGRS, IR i ] e

FEIRANCEEZRBWEM (15%K0) 1213 (13%), 7AXNTGXU@BT7 I ) h I v AT 2 TF—
BN (12%), UV =88 (11%), 779=V73 /7 b7 2727 —88I (10%), HiilgEk
(4%) K OVEANSAIMESNRLE (1%) BEEND,

T AT T AU
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8. EV-201, O7Rk— k 2ITHLVT PADCEV DEE#Z(T1-BED 15%L. L (Grade2~
4) XIF5%LLE (Grade 3~4) ITEVTHRE SN BHEDHRKREERT

PADCEV
N=88!
Grade 2~4! Grade 3~4!

MARAREERT % %
MR FHIRRE
U L SERED 43 15
NETa v 34 5
I FRER IR 20
MIRAAC IR
7 RUBEREM GEER) 36 13
U R 25 7
7 VT T =N 23
Y X—EHEhn 18 11
PRI 9
RN V) | 8
PR AIEN % 7

IR—=Z T A ROERE 1 B EOBRRRAEMI S LN TV D BERICES L,

6.2 THREOEAEER

PADCEV O&REOHEHFIZ, LLFORWERADNER S TWD, 25 LIEWERIZAHEE 728
HEOEMND BRI HE SNLD T2, £ OMEZfEFITHEE L7 0 FEWIRTE & ORI % i
ELTZVT D ENEIZARETH D LIRS 220,

G F L O FHRRRE T  RRBIE, AT 4 — T R - U a Y UREGERE, R SR
RATE [ A e OMEHT | D7 (5.1) 2,

6.3 ®mERMKE

ETOF N7 ERANERRIS, BERRPEITVEDNFET 5, USERORHIZIE, 2+
EDRRECRFRIEICR HKAFT 5, S It FEDOHUA (PRiftikLEte) BRI nthr+
B, YT OmOE, BT VEDO X A T, PERSE, BEEERER C%O O ER O
BEZ T DN D, 29 LICEENGLLITICHIAT 238BRICEB T 2 HURDI LR Z O
B Iftho= Ry <7 RRF Uejfv BB 2 PUROIAR L 45 2 LT R A
<BENBD B,

PADCEV 1.25 mg/kg 5%, ~—Z 7 A 4% 1 BILL EORIERFIZIBVT 16/590 (2.7%) Hil73 =
VIRNY T NRTF v ISKT D TUEIUA (ATA) Bittl Aot ALY~ SR
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F v IZXT % ATA 2T 5 BEDOEDPIROENTWD 72w, A, et 3y ERec
3 D IR MEDHER 2 BT B L Ciiam 2 9 2 &1 T & Zauy,

7 EYWHEESER

7.1 PADCEV [ZxT AN ERIDFE

P-gp U H7% CYP3A4 D —EMREH

P-gp KUV 7) 72 CYP3A4 O “H[HLEAI L OOFMIZ, MG MMAE KR 2 H900 S & 5 Al EM:
W& [HAFERE (12.3) &Z/F], PADCEV #MEDRARLREIE L 2 NS W 5 FTHEMED & 5.
PADCEV & P-gp K UM /72 CYP3A4 O —HIHEHR 2 01T 2 58 3@t O e 20t =
TTBIRT D Z L,

8 HENBEHICEITSEA

8.1 hFhF

YR - H#vl)—

TERF & Bilc BT 2T RICHE-S &, PADCEV TR O EIc & 5 S A iR I i
B RIETRIREVED & 2 [H KR FEPE (12.1) & 246, i)y PADCEV % 1 U 72 B oD 3541 B
U 27 2T BEET — 21370, 8z AV AR AR T, oLy ~T R
Frejfv AR T » D OB G LGS, A E (1.25mgke) TOb NEHEREE
BICHY T 2BERICBWC, FHAEME, - RIRESSE, ENTHE, B8R RRD b
(T—2 W), BRR~OEBIENR Y ZA 72O TREFITHRELZITY 2 &,

A O BFE LMK T 2 FEAR S REF R NHRFED Ny 7 75700 R AT IIRHATH S,
KIEO— 2B TTIE, BRRIICTRYD BV ARIRIZ IS B T8 70 e R IBLE ] O PE DHEE /N
7770 RYRAZITENEI 2% ~4% K N 15%~20%Th 5,

T—4
By r—4

Z v O - BBRRFEAICET 2 TR TIE, SRR HE & 13 HEICZ VAL
Vw7 REF v ZFG LR, Smgkg (B MEEFAEICK T 2BEEOKN 3 ) TFF
REBHERA O, BRI W TEWRIATRED vz, 2mgkg D& (b MEREH&EIC
BT HREER LIS ITBWTE, BMEEN, WIREEGE, ROWERER, REFRERE, A
KR, WIBAERE, SEHEDEAEOBENFENRTISREZ Shi, S OICERETE (Mg
FEXIFRME, WG, REREKORER, SHED AR K ORIt E ) R OVR R oS
TR NV g W
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8.2 %%l
YXo - H#vl)—

E R TOTUHRLY =T NRF v OFITEAT, BRI THTON A0 BT R
HEFE~ORBICET 57— 2137, B TE O HHHCEERBIERNAE U ZEHEN Y A
7 DI, BHA OLMITIL PADCEV OG- H R OREEG#D 7 < &b 3EMITRATET
WK OFRETLHZ L,

83 HEEEZAEITHILMEXRIEIEM

I it &

PADCEV #5-Z bt 2RI, AHERET) D b D M DITHRIRIE 2 783 D 2 & [#FE D FHE]
SRS 8.1) ],

AT
zH

PADCEV 1%, R OLNEIC#E3 5 LRV A% KIE T /REVEN & D [#FE D RHEMIZ
BTSN (8.1) &M, PADCEV O H-H e O #& e 544 2 0 A I, ZhRm07e8 T 24T 9
O AEFERE NI DB DL T KA 2 &4TH Z &,
B

EITERE ) D& D LMD /R — N —Z RO BYEEE T L, PADCEV O# 5 K O &4 5-% 4
71 A I RB BT 21T 2 K O35 2 &,

T4E
B

B BROFT RAIZ IS &, PADCEV X B MO ARERE DMK T3 2 AIReME NS & b [FEMG K Z 17
B (13.1) ==/,

84 INEADFER
INREBEEIZE 1T D PADCEV D22 & B RMEIIMESL S AU TV RV,

8.5 @EmE~NDER

iR FEBR 23 T PADCEV O 525117~ 680 BIOHBREZED 9 5, 440 B (65%) 1% 65 mELL I
THV, 168 % (25%) X 75 ETHoT-, ZHDHDOBRE L BEWEEOR TRIEMIZZEMX
VEAEZME DB NI LN o T [ R (12.3) #2/F)],
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8.6 FFieEREE

WS ST OIS RERE E O H D A (R E UL E L >1.5 x ULN TN AST) ~® PADCEV
DEGITBET 5 2 &, PHEEOHHRERS O & 5 BE ORER 2 FIH (n=3) (20D PADCEV #
H-OMETo, HEOEREREE O & 2 BF IOV TIEEFHE S AV TW W[ B FEPE (12.3)
&#2M)], MMAE % & tefti> ADC (23T, H%EE (Child-Pugh 438 B) UL EE (Child-Pugh
IYHE C) DOFFFEREREE DB TO Grade 3 LA EORIVER & 5L OBEFE NS IEH 72 iFHEGE 2 A 2 &
T L L CTEnoTe, MEDOITHERBEEDERE (Ve 1~1.5x ULN KW AST, X
e UL E V<ULN KUY AST>ULN) (2 PADCEV # #5358 4, BtHAEOREIIAETH
%o

8.7 TEBHLRE[EE
B¢ (CrCL>60~90 mL/min), % (CrCL 30~60 mL/min), XIXE% (CrCL <30 mL/min)
DBHEREIEED B 5 BE TOHERBRIIRNE CTH D [MKLFERE (12.3) 2],

11§44

TURNY T NRFoeivid, XNV ESRER TSNS NY v b v v

(ve) ~VA I RZTmANY J1— (SGD-1006) %4 LT, 584t MUHT Nectin-4 1gG1 « &
J 7 m—F bk (AGS-22C3) AR FRUVNETLERE ) AF AT v U 2ZF 2 E (MMAE)
Zftifr SH 72 Nectin-4 Z 50 & T D HUAFEME AR (ADC) Th D, fitlE, HURDEHMY AL
T4 REEGERETHUVATAVEETEZY, 3.8:1 OFEY-FURO AR & ALk T 5, 5T
BI3K 152kDa THh 5,

PABC
(p-aminobenzyl alcohol carbamate)

valine-citrulline

dipeptide o) H 0 OH

0o ~ H

AGS-22C3 o 0 O)kN N\:)LN N N
SN~ ~ A N o ALl o 0o o

o 0 \t ’ ‘

NH

A

07 NH,

SGD-1010 (MMAE)

SGD-1006 (Drug-linker)

B 1. #ER

T AT T AU
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BHURSFI2ITHI 4 59D MMAE 3 LT 5, TRy <=7 XRFejfvid, Hilk
LARGF RO DALFRIRE A I Ko THES N D, FURITHFIE (Fy¥ A =— AL x 2 —JiH)
M k> THE S, RS FRIEEFE I L » TiRliEES N D,

HEHHDO PADCEV (T By <7 RXREF-ejfv) 1 TEFRIRES HOHEEE G A 71T, &
BN ORI 2 3 W A D B IR E O HAE R RA & U TRt S D, PADCEV 1L, AT
BT 20mg LA T B0 30mg & LTS, HEHHMEEAK, USP (£hEi
23mL KRON33mL) THIEM L, RKIEFEEN 10mg/mL O, BN SEMNCHLAG, AL
DRI T DMEN D D[RV E 2.3) &2, Fiafith, %34 7/ T2mL
(20mg) XU'3mL (30mg) DOHY LA FREL 725, FREME S ALTZHRD 1 mL FITIE,
10mg DRV T RXRFFejfy, e AFTY (14mg), b AF T UHEMBE—/KY)
(231mg), AU V=120 (02mg), MOl m—2 " JkFi¥ (55mg) NEEi, pH
6.0 Th 5,

12 ERPRERE

121 {EA%RF

TRV T NRF v I ADC Th D, FuRES I, MlaRmlAET 2855+
& % Nectin-4 2R L35 b MU Gl ik TH 5, K531 D MMAE I3V NELER TH Y, ¥
R E S REFE TSNS U v —E N L THIRICEA LTS, =Ry ~T RKF
v-ejfv OFUEFHENEIX, ADC @ Nectin-4 FEBANL~DH5 A, ADC-Nectin-4 #E RO ML
1T, TOVZ 80 By fRlEsR - K 29I & S L7 MMAE OfEffEic X 5 = & B IERRERICE W
TRBINTWD, WEHE L 72 MMAE (ZAIIAN OBUNE R >~ MU — 27 2R L, foe\ Tl &
DIEIEE TR M=V A EFHET S,

12.2 FEh#E
TURNY T RRF Uejtv OBRFR-FUSTRITIZR W T, REBEEDNEVIEE —EDRIEH
(#] : Grade 2 LA L OFKFEM: = =2 —1/3F—, Grade 3 LA LD EMAE) OFRBERNEIN-T,
AN DIR TR - SO BARITBRE TlL7au,

DiEESEEZE
PADCEV [IHEBEH EIZH VTR E 72 QTe IR /R & 727> 72 (>20 msec) .

12.3 EYEIRE

RHER S BN BEMEATIZIE S RBRICE S 748 Bl DT — X &b T-, RFTEITIE XTI ED R
B 1 B2 J OVE Ot oo [T O BB 6t LRI R NN G- 21T - 7214, ©=o ALY <7 R
T 2-ejfv DFEN BT 21T o 72,

T AT T AU
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ADC K OHiEIERE AR MMAE (o RLY <=7 R RF ejfv OMBEEREVERSY) O
%EN5%“§%Tﬁ®%9Kik®koME%E@%WW&@%T%H"°“ JIZEIFEL
7273, MMAE IBEIZm Ry ~7  RRFoejfv 5K 2 HEIC WCEE L, Uk
W=7 RRT ejfv KE G4, ME&UW%ME@@#&*%# %EMKWME&U
MMAE (%, 1 %A 7V OIEREZIZEFRBOREIZEE L -,

£9. TUHRILYTT REF-ejfv DFEEEY IV (1HB, 8HARUV15HE
[Z1.25 mglkg £#5) #I2H+5 ADC RUHKFEHAE MMAE OIdRE/ 5 A —4

ADC PUkIERE SR MMAE
P (+SD) F#)  (+SD)
Crmax 28 (6.1) pg/mL 5.5 (3.0) ng/mL
AUCo.284 110 (26) pg-d/mL 85 (50) ng-d/mL
Curough,0-28d 0.31 (0.18) ug/mL 0.81 (0.88) ng/mL

Cinax = %%I}%E, AUCo-28a = H%‘:ﬁfﬁ 0 7> % 28 El i TO)JI%E - E%‘:ﬁfﬁ Efjﬂﬁ‘\}i?:@ﬁfﬁ, Ctrough,0-28d =28 H H &:i’s U' 5
5 HiT R B

ki

TURNY T RRFejfv ORGHDOE
L Th -7, MMAE D MSEE BT % in vitro 5 &
P=F S

ADC K TUNMMAE (32 EFEHAME T 2m L, HERERWIZZn T 3.6 HLXTU2.6 HTH-
oo BEIZBIT AU ALY ~T REFejfv LOPUAIERE AL O MMAE O 27 U 75
A (CL) 1&, Z1F40.11 L/ LN 211 L/h THo7z, MMAE OERIE, =2 HhLry~7 X
RF-ejfv 20D DR IZ X B HIRZ 321 5 LB 2 b,
e

TURVY T NRF o lev DEACAERIZOWNT, B MIBITFLBRILERM L TW s o
D, KT F R, 7, AT MMAE, FEREAR MMAE Bh#E O BALIER 2511 5 =
ERTFREND, TUHRLY~T NRF v iZH N B REBERICL VOIS T
MMAE % % L, MMAE (332 CYP3A4 (2 X > TR#@# S D (invitro) ,
Bt

TURAY =T REFejfv DHEIIC OV TIZHSIEH STV, MMAE % &1
? ADC ZHi[a# b L%, 1 BBV TR 7 MMAE 2K0 17%03# 12T, 6%03 K
HIZ CERICRE(E TR & L7z, MMAE EREROHERIE Y 1 7 7 A ViR= Ry <7 RXKRF
veifv \ERZICH TSNS,

HREBIC T D ADC O AEEOHETEIEIL 12.8
RIT 68%~82% T -7,

T AT T AU
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BEDER

RHERIEMENREMAT ORGSR, A (24~90 5%), MERDUIANFE R (AN, 7YV 7 A, B
N, TOfh) IZXDZ RNy ~T  RXRTF ejfv OEYBIREDERIICE B2 EITRD bz
NoTz,

FEZF

FHEM B RefAT TlE, BEDOATEE (BE UL E Y 1~1.5x ULN L OVAST, XIFIHREe Y
LB VU <ULN TN AST>ULN, n=65) O 5EHF TiX, EH2ITHRERS &g LT, PuRIER;
A7 MMAE @ AUCo-28d 73 37%H4001 L 7=, W28 O FHERERE S D & 2 B D BRE R 22 514U D A
TUHRNY T RRF Uit TG OMRFIBToN, BEOFHERERSE O H 5 BFIZ OV TEET
i &RV, HEEIEEOIFESE BE VU L EL>1.5x ULN KTONAST) XIS A
ADC UFHUAIERE G MMAE O 3EMEIREIC KT T EII R TH 5,

ElEZF

WE (7 V7 F =227 T A; CrCL> 60-90 mL/min; n=272), H% % (CrCL 30~
60 mL/min; n=315) & OEE (CrCL <30 mL/min; n=25) O [EEOHEHZIC 1.25 mgkg DT HL
VT NREFreifv ARG L%, TURLY<T RXRF ejfv R OHUEIRE A MMAE
DI REA FM L7, B, PEE, SEEOFEEHERETICEVT, EFREHEERE LKL
T, ADC X U*MMAE DOlg#E (AUC) IZHEZITRD b o7c, ADC XTIk IEfs A7
MMAE D 3EWENREI K 2 KRB RO B ISET O A EICBEDL L TR T 5,

EWEE % AEER

TURNY T RN TF ejtv OFEYIRFE EAF 0O rTREME: & TS 2 BEARRER I E G L T
v,

LEPRFEN I T FEWEEE (PBPK) 7 U > 2R -

P-gp K OV 7772 CYP3A4 D —HIHZH] : = RNV ~T XKF vz hatr—n (P-
gp L8R7)7e CYP3A4 O " HLEAD L OIS LI25E, JEHESE MMAE Cuux 23 15%, AUC
23 38%IENNT 5 & TSNS,

P-gp R TN 7772 CYP3A4 D —HFFEH] . © kY ~T RXKRFreifval 778 (P-gp
L8 )72 CYP3A4 O " EHiHEA) OGS L-5E, JEHE5 MMAE Crnax 23 28%, AUC 23
53%T 5 & Tl s,

B CYP3A . =Ry ~T RXKRF vz I 47 5 (FRE CYP3A FLE) &
PERAE G- LA, 34V I AXIVIAF LV U OBRBRICEEL 5200 FRIEND,

In Vitro it&%
Bk X 74 0 MMAE 1L P-FEEH (P-gp) DIEETZN, P-gp ZFHE LRV,

T AT T AU
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13 FERRREIEEER

131 HARNE, ZERME ZREeEREE

TURNY YT NRFUejfv TR+ Th D MG EMEIER (MMAE) @23 AR
[y PR QAY AN

7 v MEBEZ O T MEERBRICEB W T, MMAE IR BRI o amtt 2 s Lz, ZOfE
AiX, MMAE OfvNEEIRTH 2 IKBER & —29 5, MMAE (%, % W7 8IRseRgs
FEABR (Ames 3BR) XUX L5178Y ~ 7 A U o 7 5 —~ 2R FABR CERFME A RS 720
77

TURNY =T NRF Uejfv XU MMAE OZIRRERERITEM L T2y, v Fz v
T EF G HERBR O RN D= RV Y ~T RRF -ejfv 1T K » THEDO Bk RE K O3 I HE
MR 2R R STV D,

7w MRV 13 M E TCORERGEERBRICBNT, muhLy <7 XRF v D
2mg/kg (b MESEHETORE & FFORGERE) LT, BREAOKE LAEEORD, KHE
DFGHE O, KRS R, R IR OMIRZRE, A 1A 20 M O R/ 5w
ARS8 Dz, R M OREE RO R, KRR T £ CIlcmifE Lo iz,

14 BRPREER

14.1 SRR 1A RIS £ R I

ST THE K (T E T SRS LS D1 I 2 75
EV-301

PD-1 X3 PD-L1 PAEAI & AaRA 25 T b P RIEIC X DR Z A 7 5 RTE T TR
PEIR I bR B 608 Bl 2 x5 & Lo I E BN 2 (b 2 ik L Rk CTd 2 EV-301
(NCT03474107) 1238\ C PADCEV OFNEZFHE L=, EB#FIL 1.1 TEEALS N, 28 HY
A7 N0dD 1, 8, 15 HHIZPADCEV 1.25 mg/kg % $¢5- X5, IXIRBRE(TEA 2SI L 71k
PREAEZT DI L L &N, BEA{LIZ, ECOGPS (0vs1), HHAROHIE (FHa—na v/ 3ys
KIE vs T OMoHIR) K ONFEEREOA I X > TEIHb S v,

TEEMED THEMIR (CNS) #5882 AT 53, Grade 2 DL EOMEST DR T ESh
—a—uRXF—2ATLHEE, WI~FEZ B2 AIC (HbAle) >8% XITRELEIEIR A £ 5 HbAlc
>7% T 5 ar hu— /L RRRERFE AT 2 EBE IR ST,

RO IRAEIL 68 7% (30~88i%) T, 77%MNHEMTH 7=, WMEINZAFEOLERIL, AA
(52%), 7T A (33%), BN (0.7%), NUASGERITFEOMOKELEEBE (02%) X
THER L (15%) Thot-y BED I%ITE AR= Yy VP RANIZTT LR ThoT-, B TOHRE
O KEH G RRER 7 Vv —7" (ECOG) /X7 4 —~< UV ARAT —H ADX—AF A EIZ0
(40%) 3iE1 (60%) Thoto, BED 4%, BERSOREZ G LIS SN D - 7=,
BED 80%IZIINIBIEEE R H 0, ZD 56 31%IINTFIEEE N o7, BHED T6%ITH 72T

T AT T AU
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TURLY =T RNEF U BT

R (TCC) MM %, 14%I T OFFRFHIZ R 25 TCC 2, % LT 10%IIMrs X OVR
e b B A S T O SRS 2 AT L QW e, BINEREO T REIX 2 Tho7z &b : 1~>3),
T, BED BUNT AT T T U _R—ZADIRIERE, 26%B VKT T F o _— ADOIEFRE, 1%
MY ATTF U ROINRT ZF o _=ZDOIRFEREEZG LT, SRIEOLBEIZITI RS T
v (38%), N7 UZFENL 36%), XiFErT=r (25%) BEGINT-,

TEEARAIEIC B DR RFEEEIL RECIST v1.1 (235 S JABRE T E A 23 374 L 7= 22 fF HIRd
(0S), M HEEATHIN (PFS) KO #%E (ORR) Tholz, AMMEOKERITT X TOERI
BES T I N—T 2R T-H LT\,

10 L O 2~3 |2 EV-301 B OGIMEOREREE LD D,

% 10. EV-301 OAMMEOER

PADCEV Chemotherapy
TV RRA Vb N=301 N=307
2ATFHIR !
ARy N AT HBEE (%) 134 (44.5) 167 (54.4)
HBALOFRAE (95% CI) 12.9 (10.6, 15.2) 9.0 (8.1, 10.7)

Y — R (95% CI)

0.70 (0.56, 0.89)

P fi& 0.0014

S A TR AR

ARV MEATLEEE (%) 201 (66.8) 231 (75.2)
HEASLOFIAE (95% CI) 5.6(5.3,5.8) 3.7(3.5,3.9)

Y — R (95% CI)

0.62 (0.51,0.75)

P fi <0.0001

£FEH*E (CR+PR) 2

ORR (%) (95% CI) 40.6 (34.9, 46.5) 17.9 (13.7, 22.8)
P i <0.0001

TERIENEIE (%) 4.9 2.7
HoZEhEE (%) 35.8 15.2

'n7'Z s EIcES <, ERIKTIX ECOG PS, MUK OMiTlEizg Th - 72,
2Cochran-Mantel-Haenszel #& E 2 F-5 <, JEBIK 713 ECOG PS, Hulk ) OFlgizt CH - 7=,

T AT T AU




TURNVY T RKRFU(

R R )

2. £45EHR O Kaplan Meier 7By b

1.6

HNEFERKIRE

1.0+ Enfortumab vedotin — — — - Chemotherapy
+ Enfortumab vedotin Censored X Chemotherapy Censored
0.8
®
2
S
5 0.6
[
i
=}
2
=
B 0.4
<
o
0.2
0.0
T T T T T T T T T T T T T T T T T T T T T T T
0 1 4 5 6 7 8 9 0 11 12 13 14 15 16 17 18 19 20 21 22 23 24
Duration of Overall Survival (Months)
N At Risk
Enfortumab vedotin 301 286 272 257 246 234 222 190 158 130 105 85 63 52 42 33 23 15 7 4 3 2 1 1 0
Chemotherapy 307 288 274 250 238 219 198 163 131 101 84 66 51 44 32 29 16 11 6 4 2 2 1 0 0
S .
3. EMELFHRE O Kaplan Meier 7Oy k
1.0 Enfortumab vedotin — — — - Chemotherapy
+ Enfortumab vedotin Censored hs Chemotherapy Censored
3 0.8
e
=1
w
©
[
-
= 0.6 -
<]
n
w
[
o
2
E: 0.4
5]
2
=
[}
o
e 0.2 - "
* m—%»sk—)p
% =04 .
HHHK———
e ——
0.0
T T T T T T T T T T T T T T T T T T T T T T
0 1 2 3 4 5 6 7 8 9 10 1" 12 13 14 15 16 17 18 19 20 21
Duration of Progression Free Survival (Months)
N At Risk
Enfortumab vedotin 301 269 224 208 165 158 102 95 60 56 38 36 23 17 11 7 5 2 2 1 1 0
Chemotherapy 307 259 200 166 116 107 62 57 33 29 18 16 8 8 4 3 2 1 1 0 0 0
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EV-201, =4— k1

PD-1 X% PD-L1 FHEAI & A48 2 & T b FFRIEIC L DI1RWIE 2 A 7 2 R T 3
PEIRBE ERCRE B 125 Bl x5 & LIZHRE, A — b, ZHsk LR CTh 5 EV-201 Bk
DR — k1128 T PADCEV DA ZMEZfES L7z, HEIMED kst (CNS) BB E2A 4%
B, Grade 2 DL EOETH OB TEE = 2 —u R XF—2FHT 588, DALEHTLHHR
FH, ~NEZ B AIC (HbAle) >8% ITFAMHIEIRZ 1 9 HbAlc >7% T & 5 il AN RE 22 HE IR 2
BT 5 BE IR ST,

PADCEV [£28 HH¥ A 7LD 1, 8, 15 HBICATFHE V) &L T125mg/kg DHETEE
Sz,

U O YAEIX 69 7% (40~84 %) T, T0%NHMETH -7, WESINIZAFEOLEIX, AA
(85%), 7T AN (9%), BN 2%), Zofth (0.8%) XiT#HE7RL W% Thol, BED
A%ITe A=y 7 RXULT T U R THoTo, A OKERME R RER 7 v—7 (ECOG)
RT F—= VUV ART =B ADR—=AT A EIZ0 (32%) XiX 1 (68%) ThH-olz, BED 90%
IENIREERE N H Y, ZD 95 40%IIFEEBR D72, BEDOK IO 2 (67%) 1%, #2817
LB (TCC) Ofif 2 A L TEY, 33%IIMOMikFRER A S TCC 2 A LT\, &
HREIC K DANAFEBO T IAEIL 3 ThoTo (HiFH 0 1~6), BED 66%IXT AT T F L~_—2
DIEWEIE, 26%MN I IVKRT T F 2 _X—=ZADIEHIE, S HLIZ8UN VAT T F U ROINRT T F
VU R—ZADIREREEA LT\,

FE 2R AIEIC T D SRS L RECIST vI.1 IZ S W= B M TSI JefE (BICR) 12X
VA S TR S L2 R BIRIZRE (ORR) K UFEZIMIH (DOR) Th -7z,

RN ICHIMEORERZRT,

£ 11.EV-201, a/"—r1ICET2EUMEOHEE (BICR §l)

PADCEV
TV REAL Vb n=125
78 S AL72ORR (95% CI) 44% (35.1, 53.2)
ERFHHE (CR) 12%
o ZEshE (PR) 32%
Zh WM IE, A (95% CD) 7.6 (6.3, NE)

NE =#£ & e
IBICR 12 & 2 %5hi] (N=55) Ic3E5<,
SR TT T 7 D I T R T IR S L PR
PD-1 X% PD-L1 BLEANC L 2 180EBEAZ A L, AT T F A& Th 0 RATE T X 3iss
PEORBLUZ I T HERAI ORI TIZ7270 o T2 JRFTE T TR B R B 89 Bl % %f
Grl UIHRE, E8ad— b, stk CH 5 EV-201 RO a8k — 21280 T
PADCEV DA %hE 2 & L 72,

T AT T AU
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IEEIPED CNS #5882 A 5 B4, Grade 2 L EOHEIT R M X TEEIME= 2 — 0 3 F—%
BT HBE, DAREEAETHELE, ~EZ 1t AIC (HbAle) >8% XITFELEERA £ 5 HbAlc
>7%C & 2 M N RE 2R WEIR IR 2 A9 5 A IIBRA S Tz,

PADCEV [£28 HH¥ A 7LD 1, 8, 15 HBICHATFHE V) &L T125mg/kg DHETEE
STz,

ERR O IEIL 75 5% (49~9075%) T, T4%BHMETH 7=, WiEINAFEOLEIT, BA

(70%), 7T AN (22%), XiF#HERL (8%) Tholz, BED 1% A=y 7 AT T
TR Tholz, BEDECOG /X7 =< AAT —H ADR—=A T A MEIZ0 (42%), 1

(46%) K2 (12%) Thol-, BED 43%I101F, BERORE 28T LIRS 5 -
7o BED T9%IZNIRIERE N H 1, 24%IC RIS 23 & - 72,

VAT TGF VIR E R AEBIZIIU T O ONEEND, N—ATA DI VLT F=2 Y
U 75 2 A8 30-59 mL/min i : 66%, ECOG PS 732 : 7%, Grade 2 LA ORERE @ 15%, #E D
VAT T F U ARREIEE © 12%, MEEZEITIE, BEFD 70%28 TCC, 13%05m T ERAMEE D
TCC, 17%0MLOAREFHIZEE A S TCC Th o7z,

BRI L DANRROBOHRMEIZ 1 ThoTo (b : 1~4),

ANMEDFERZLLTOR 12 17T,

% 12. EV-201, a7/R—F 2 (BICR §f{fi) OBEZEDHER

PADCEV
TV RRA B N=89
B S =25 E G (95% CI) 51% (39.8, 61.3)
FEERNF (CR) 22%
#oaZEh= (PR) 28%
ZEhM o gfE !, A (95% CD 13.8 (6.4, NE)

NE=H#EEA AT
IBICR IZ L B UGS BN BE (N=45) 12Ho<

15 SR

1. "OSHA Hazardous Drugs." OSHA. http://www.osha.gov/SLTC/hazardousdrugs/index.html

16 HIG/RERVERYKVGZE

16.1 {4

PADCEV (2R ~<7 XRFjfv) 20mg K30 mg 1E, REEEZE £, Afi~
PO OHFETERRAI L LT, HEEGE A 7L TREESN D, PADCEV /A 7/WZIE Fitd
Rolr—INd 5,

T AT T AU
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o 20mg W[ EH A TV E 1 AEGTes (NDC 51144-020-01)
o 30mg H[E#HEH A TV E 1 AEGTes (NDC 51144-030-01)

16.2 RE

PADCEV /A 7 /L% 2°C~8°C (36°F~46°F) TItOMIRET D, ST &, IEDH
AR

16.3 5172 ER Y ki
PADCEV X fGfR¥EANITH 5, %4 T D020 DK OFEEFINEICEDY = &, !

17 BEIhOUEDIJER

FDA 7KFRE A O B FRA SCE (BE R E®R) Zatle X > BFIEET 2 2 &,
EE R

PADCEV #5%, TFIIBBEOKRNOY A 7 VO (ZNLIEOEE L H ), EHEET
SISX°TEN 72 &, HEEDKERIENMEZ /-2 L&, BEICHHT D2 L, Fii-oEmamg, K
JE L DOHEITIEEAL, EE OIS SE DRIBED DN L 5E1E, 3 SICEBRIEEH (T8
T2 XD BFIIEET D 2 L [FRAZE A N B R OEH F ol (5.1) 2,

AL

E D U A 7 L B9 B IER 2 585k D HIEICHOWTHREICHIAT D 2 & [ZE RO |-
DVEE (6.2) 2],
AHE &

BT 72 FER SRR SOREAT O MR AR OBAL RN A DDA, T <IClE T2 X 5 BREICHE
WA D 2 L [BEROE EorEE (5.3) S8,

FHEMHE=2—O0/VF—

FTROZOLUNRE Y BV, XIH MK TR - -GS XEREFE ICHmET 2 L 2 BFEI
AT D 2 & [EEROEN EolE (5.4) S,

RfEE

BURBEEN A LT2GE81E, EREHER QG T 5 L 5 BB T D 2 L [ZER O &
DR (5.5) M, RIATAZTPHXITRET 57290, NTREREZEHRT 5 L5 8FI2E)
ET5Z &,

BB R

PADCEV 5% NS Z o7 2 L BFICHT 5 2 &0 8% 2D ORGIEE
BEZBICEB L0, BIENENCRO LI (B : 24 Kefi]) Bl A DIz, i ERAL S A
FAE LTS E, BEOICEREFEE ICEET 2 X 0 ICBFIIEET 5 2 L [ZEER O OV EE
(5.6) =/,

T AT T AU
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- fBEEE

SRR O 2ot R AR FTRE 72 MEIT K L, IRIRA~DETER 2 ) A7 ICHOWTHRET 5 Z &,
TERRASHEIASUTEE DN DG A ITERMEEH TN O D L O I88T D 2 L [ B R OMEH L OMEE

(5.7) K& OFFEDEHEMNIZ 517 S/ 8.1) 4],
I IRAIFE F X

PEHR PTRE7ZR LR IZ, PADCEV 1R¥R T K Uit B5-1% 2 71 H NI ZD R 22t 2 5 3 % &
IFEET L &, AREATRE AR Aot N — b — A FR O BMEBE T L, PADCEV VEHH & OV #&
B 5% 4 7 A ISR BT 2R T2 KO8T 5 2 L [FFEDRHERIZ 517 516/ (8.3)
2],
b

PADCEV 75 & O 5-4% 3 NI L2 W X D I BB g+ % = L [4FE DA
E[MIZB1T S E 8.2) 2],
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14. @R EDEE

14.1 FHHRAUBFOIE

1411 B EMR R 2 R (R AR I 5%
R i) WCIRFIT A 2 Lo i & AL 22 R sl
i R R

14.1.2 {5 & ORFTEITD RN &,

14.1. 3 RFENPEFIAHE L2BA1I0E, B ICABRL TS RO
WARTHEVIRT Z &o T KIBICAE LI BHD
W RDOFKTIHRVIET Z &,

14.1. 4 RAGTAREOBE L ZEICAN, RIORT L 1S8R
FIMENTWADT, LF T [14.2.1 FEEDO] 1ISHEViE
B OMBEEZIT) S Lo 2L, BNERRCIETy ) —
PEEINTVDLOT, ThI— VB BE G+ 58
iy [14.2.2 REQ] ol L b2 L,
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INA TV
80mg Ll 20mg B
A 2.36mL 0.61mL
(FEsxtne L) (944mg) (244mg)
Ry (AT 7.33mL 1.98mL
(AR~ 2 =) (933.8mg) (252.3mg)

14.2 EASGE
FELWVERHENEICOWTIE, BROWMB G EE TS 728 v,

14.2.1 F8LEQD

(1) RHDONAL 7 VIS, B BEREEE Q0mg/N1 7V §
7mL. 20mg/N 4 7V : #1.8mL) Z# R CTEHTH—II4% 5

o



FTW- LD LUV THRYE ) ICHRBERMT 5 457 H) o
WS —Th 2 2 L 2ERE. HILREENMHZ S TH
SR ES 5. ZOWHW (FL Iy 2 A 13 1mLic
10mg?d K7 FLV2EHT 5,

(2) 7V v 7 AWHh S LEREFHNHECHRHEID, A
WL 5 %7 BB I IRATS %0

14.2.2 X

(1) A#H D80mg/S 4 7 VIZiZ 7mL. 20mg/S4 7V IZ1Z1.8mL
OAIAIEH L 5 %7 oMl A, WA EHTE Ik
L FETHLCIRY RE S,
H ORI Z 5 F TN T2 BT STl (891045
B L. BlASY—THs I L2 HRT D, W—Thwe
3125 FTRMZRY KT, TOBR(TL I v 7 A
1 mLHZl0megd e F V&2 E5HT 5,

(2) 7V v 7 AWHh S LEREFHNHECHRHEID, A
WL 5 %7 BB I IRATS %0

14.3 ERIRSRFOER

14.3.1 FIRNE GBS L, AT Y Ie i 5 & TEETERAL
SRS - BE 2 B 32 L0 5 O THIEASMAF /MR 7
WEIICHG T AT L, 2. DTS % FE3 L 72 E 4T
AL &I T BRI ARH & G L7 DUl O gD
PSR 2 T 5 L voiz, WwbWwd [Recall3ig ] 5572
OOLNIL OHEDDH 5.

15. ZDMDEE
15.1 ERRR{ERICE D &
15.1.1 St EICH T 3H118 5

AHIO 1 AP 58 %100mg/m’E LT B RCkIzB»TiE®,

PR O S BIEE L OVEFERE AR <o TR IR OV 8 BB IR o0 B %
ZHME LT, BIBEERVE YHIC L 2HHRG2TbIT
Wb, HitkbGE LTid, FFEF A5y (16mg/H. 8mgl
H2m) %%, KFAOLGHIHA»S 3 HE, BEMRIIHRS9
HIEDNEFLWEENTWAS, B, HiHG % EhE L 725
BIZBWTDH, HELRBBIE (7F745F v —2avr)
WL BEHPMRESN TS, T2, FHEICELTEMUTF
DY LWEDS DS, [8.3. 9.1.3, 11.1.13 &)

- AFN100mg/m*% 3 38 [ B AR 5 L2 L 25,
RS 2T B E Tk B SE (hfE) L LT
8189mg/m’ Bl L, 4T 22 v B TI13489.Tmg/m Bl L3 - L
7o & ZICHEORBENE L o Tz,

s KRR OG- R IET S & RIEIEE A SRR 5, REIE
TSI L., Skgl EoREMNZMES EHEO L O
KRB0 505 B0 ZRRLIEMFZEDL RV, £
TUCIAGE B OBl KA S T b,

15.1.2 SHAETOIFBEREREANDERE

HHENZ BTy AFIL00me/m? % 3 38 [ 1R i IR g 5

L7z h, M7 NMAYRAT 77— GF%E LR

D25/ UL 20D b v AT I F—EEE (EWEERN15

fBEUE) BE. XM ey ve rEiE QEFEEERM L)

BECARR 285 L-8E, BELREMEHORHELRAEN O

Gk - WESSEO SN TV A, Mifs S N-RIE I, Grade 4

OUFPERIRAD FEBMERF P ERIRD AR, TS 2 M IGR A

MR HINGE S BEFBET 1) BFERFETH D,
IRBEIE D fEBES RIS 2 L BE SN TWw 5, [9.3 2]

Rk 15, 1.3 KA 2 Bl L 72 BH D B W IIAH LMo HUELENEE;

AR MR & O L 7 B8y R, R R

REERE (MDS) 350 "R MEVEIERE AL L7z & OWED D 5o

15. 1. 4 ENTOIMIKNIFE 0 5 35mg/m* o 1 [l3k5-:
(1H1m35mg/m* 1. 8. 15HH#G, 4HFIcHYEL)
12X 558 2 HERRRERIZ B Ty VRN 4548610 6 5112
o bNi, [11.1.5 BE]

15. 1.5 FLHE OM M LB 3 2 A R R ER IS BV T

AFH &AM OPUENENESE ) & PR L 72 3 CTRISHH M T i

o

BT BB LTV B s S hTw s (39%
(29/744) . BEEWIRIhME - 964 A)Ys

15. 2 FEERERBRICE D < 1Bk
EREEREBED) B, Fr 4 =— AL A5 —OYIHEEEE;
FHNE (CHO-K1) % v 3 Yeta R ikBi R O~ 7 2 % v
LAERBICB N T, WERS BHEOBE T ST,
1) ARHAOKE LS N7 1B RIZ60. 708 075mg/m® (k5

k) TdHbo

16. EEMEIEE

16. 1 MehiRE

16.1.1 BAERS
] PN D 4% i [ R 9 28 B 248012 & & F £ 110~90mg/m*% 60
Sy L A T THLRE TR 5T L7z & &L AT 1
ROUHRE TR L 720 I MR (Cpw) M OTAUC.
PGSR B L 722
NONMEM/#HT 2 & % population pharmacokinetic parameters
2, 60mg/m?. 6055 HIHTIRNIX G %2 v 3 2L —3 3
Y LTRDI-HEYTENR T A =T ZUTOL I THo70 al-
BRI (AAG) LI ES Py T2 )7 5
YA (CL) OFEZELREHNTLEZ SN, ASTXIZALTA
60IU/LYL EDBETIZZ VT 5 ¥ AD21% AP L7z,

S Cruax AUC. ti/2a tiep 2y CL )
(ug/mL) | (ug+hr/mL) | (min) | (min) | (hr) |(L/hr/m?
BEAE ] 2.0 29 6.3 46.4 188 204
SPon
Hﬁ;’;!? 23 37 71 | 478 | 202 | 162

1) ASTUZALTA%60IU/LEL L

16.1.2 RIE#HRS
[ PN 00 & T [ T 24 6 10 B & F & 120, 505 O70mg/m”
Z3NIZ4MMBET2 a— AN 5RA4 2 — 2 F TR
BRI G52 L7z & &L RIS & i P 515 o o 3 v
REOHERITETA S NS, JEE G X 2 RNBEOZAL
D LN ho Tz,

16.3 2%

16.3. 1 #E&EREIT
HIFE~ 7 A P2y F vz HEERNES Lze & 1%
D)LFE 7R IR - WA HR 2 2 4345 255880 & 7z MEESHLRE
BT BERPEF (t,,,) 1320hrlh BTl o fis#s - HLEkIC
HREDPo727,

16.3.2 MFEHMEEE
100mg/m*Z 6043 HL. [8] 153 iR P9 3% 52 L 22 44 o0 4
FRMERE 3BICBVNT, FEy 3 VoSSR s
M L7z& 2A, RUEH# T 8 KEM F TOREITHBVTI0%L
THo7Y,

16.4 X35
Fes e VEFOE )+ 37 F—BI2X ) BILZ 21T
RFEN, e MFI 270V —2Z W izinviroBRIZE Y, &
DRFNIZCYPIA4DHE LT VB D EER BN BB,
TERBYOMIEEDRTIILALED LN h o750,
[9.3. 10. 314]

16.5 HEittt

I PN 0 % i [ 0 8 19601 B & & F £ 110~90mg/m*% 60
~ 16043 [ 20V F T L[]S IR N 1% 5 L7z & & o Rk
KR Lok R, RELR D488 T To R kR 1T v
TN 5% T THo72,

MC- N & F 1)1 100me/m® 2 60745 B ]S IR I 3 5 L
T2AEIN O ZHEEIEHE BB TORY B 2R Lz 5%
16815 £ TR R O F PRI IZ 2 Z2160% (n=3) K&
U74.1% (n=2) T, EPEREHEIIEPIEMTH - 720

112) AR OKE SN 1 I EIF60. 705 075meg/m® (ki

i) Tdh b



17. BR R 5
17.1 B3RV RLM(CRET 28R
(FLE)
17.1.1 ERN%HEASE 2 MHERREER
R E U IEEREEC X 5014 2 MR REB T, &
F60mg/m* D k% 3~ 4 MM T, 22— AL EHMT
BRI G- Ly sl E B (50~70mg/m®) L 7ze AH D)
s (RPN G B113961) 1%, 482% (67/13981) TH 70
FARERE. 137600, BiES9.1% (12261) . FAAEG7.9% (93
Bl). ML - W I606% (83B1). % #4445% (6161). T ¥
255% (3561). 1/ %16.1% (2261) J& U8 3% J15.3% (2141)
TdH o T2o TR X, B MmEkRE R 498.5% (135/137
B) . BFERERA95.6% (130/13661) RUNEZ T E Vikd
61.3% (84/13761) TH 72", [17.1.10 BH]
GE/ B BT )
17.1.2 ERN%HEASE 2 MHERREER
/NI 2 xf B & L7233 E M & 2 %0145 2 MR R
BT, AH60mg/m' D% 3~ 4BMEET. 22— 2L
LHATEIRAE S L, EEEK (50~70mg/m®) L7z, &
R OZE (G RVERIT R BI15060) 13, 21.3% (32/15061)
Tdholzo EREIEMIZ. 14960, BLE81.9% (12261). &
WAIRE64% (84B1) . £ BEIK430% (6451). Fe#42.3% (63
Bl). ML - MEE349% (5261). THI154% (23%1) MUK -
Fek154% (2301) Td - 720 ELREERBRAM R . FlEk
B 953% (142/14960) . F v BRI 4096.6% (144/149%1)
AR ER B H67.8% (101/14961) . ~E 7 0 ¥ ¥ B A544%
(81/149%1), LDH##:20.8% (31/149%1). 77 3 ¥ #420.1%
(20/144%1) . # B 11 # 4195% (29/14941), ALT I 5154%
(23/149%1). AST I. 5121% (18/149%1) J O° y-GTP# ¥
101% (15/14961) ToH - 72", [17.1.10 BR&]
(B
17.1. 3 ERN%HEASE 2 MHERREER
B 2R E LIEEREC X 55014 2 HEER AT, &
#60mg/m* D k% 3~ 4 MM T, 42— AL EHMT
BRI G- Ly Sl E B (50~70mg/m®) L 7ze AH D)
R (CHRERA RS S BI12060) 13, 17.1% (22/12961) T - 720
FARRERE. 12460, BiTE74.2% (926) . FE#454.0% (67%1)
ML - IEI50.8% (6361). AEARIEA9.2% (6161) M 044k
BUR484% (60B]) T o 7me T2 MR MAMERE X, MLk
B 984% (122/124%0), I v BR i 4095.2% (118/12451)
NEZ T VIEA323% (40/12481) J O AR ILER 54 31.5%
(39/124%1) T - 7=, [17.1.10 L]
(GELEE S
17.1. 4 ERN%HEASE 2 MHERREER
BHSEBIR 2 0f 5 & L2 I EMEIC & 2 500058 2 MR 38R T\
ARHFN60mg/m* D i % 3 ~ 4 WRHEFE T, 23— 2 Dk Hk
THEIRPPES- L. S E#R (50~70mg/m®) L7z, ARHlDZE
WEE CHRNERNTR S 006361) 1. 20.6% (13/63B1) TH -7z,
EREWERIE. 62610, BLES0.6% (501) . 4 LB E1%66.1% (41
Bl). ERARIRC29% (39B1). %8#459.7% (3761) Jo VML -
WEH435% (2711) Td - 720 F2ERBRAM R, FilEk
o 095.2% (59/62M90) . I o Bk K% 4°90.3% (56/6281),
MERE54.8% (34/6261), ~NE 7 0¥ v ifd403% (25/62f1),
LDH40.0% (24/60f). 7V 7 3 »361% (22/6181), # 8
333% (20/60%1). ALT L 5323% (20/621) J& OFAST I 5
306% (19/62B1) TH 77, [17.1.10 ]
(O EETE)
17.1.5 ERN%HEASE 2 MERPREER
PR 2t G & L2 E M & 5 R4 2 AR R 3Bk T
AHKI70mg/m O 4t % 3 M HEFE T, 23— 2D EHTH
MRNER G- U720 ARAIOZBEE (RTS8 B16360) 1&.
238% (15/63B1) Td o 720 F & IVEA 1. 6260, BLE
67.7% (4201) . FRAIES1.6% (3201) . 4 S B EUE50.0% (3141) |

TG - R IH484% (30%1) J& US 58 #468% (2961) T - 726
T ERHA MR X, FERERA984% (61/6261). Uik
FREHA984% (61/62M) . ~F 71 ¥ v i4694% (43/6201)
B ORIMERE66.1% (41/6261) T o725 [17.1.10 ZM]
(BHEHE)

17.1.6 EINERHE 2 1HERKHER

OB 2 RS & L2 JER T X B R4 2 IR R T,
ARHN70mg/m*® f % 3 AR R T 2 2 — 2 DAl TER
WL L7ze RA DR 7 BT 2 814961) 1.
204% (10/4961) T - 720 T4 EIE . 4960, 9E 57
89.8% (44f), FWAIET35% (3661). TFi#40.8% (2061) K&
UHEL36.7% (18B1) Th o720 TAMRRAMEF X, FIm
ERBOR A M OB ERBR A 34961 i 41 T R8RS, IR
WA28.6% (14/4961) B U5 E LU P 2R IR A 9E18.4% (9 1)
THo7=", [17.1.10 BH]

(FEXB

17.1.7 ENERHRE 2 1HERRHER

FEREE R L LIEEMIEIC L 5 %0158 2 HERRRERC.
AH70mg/m* DM ZE & LT 3EMMERTRAG6 2 — 2
B CERIRINTE 5 U720 AHI D ZE5 = (A7 200 M AT st 52 45113251
13, 31.3% (10/3261) Td - 7= TEARBIMEMIE, 336IH, i
B939% (3141). ME.LT727% (24B1). I %769.7% (2361), £
RANIR69.7% (2361) KOS TH160.6% (2061) TH - 7zo Ei
BRR A S L, P ER B A97.0% (3261). NEZ B
YIAT27% (2400). V) ¥ SERIRAETS9% (26B1) K UNFE K
PELFHERIRAELS 2% (6 B1) TH 72", [17.1.10 BIR]
(RTSLAREE)

17.1.8 ENERHRE 2 HERKHER

TV E AR PERT S B S O MERI I o
H) BRRELETLRF=va YO TOIEFREICK
21155 2 MR B TAA7T0me/m* ™ AR S (338
A1 wRI0Y A 7 v) Sh, BRI (TR 4%
B14361) 1344.2% (19/4361) T - 720 EHBEIWEIIE, 43610,
BiE88.4% (38%1), FRAIRE5.1% (2861) K U9E57535% (23
1) T, Grade 3 VLTI skl % tEb 2 EH14.0% (6
B) 38 o 720 B ERRMAMEE X, ALK REIT.7% (42
B\ BFHERIRAEDS.3% (4161) . U v/ ERIRAMETI.1% (3461)
Jo OCRPHSN48.8% (2161) T, Grade 3 Ph_b Tl FE Bkt
HIMAIEL63% (7 B1) 2do72"Y [17.1.10 2]

17.1.9 55 3 1HERRHER

ARV E VAR R G 5o MU O &)

BEZNRIITLF=V YR TL F=var o ric
INFF YT EMIRIEE LIRS X B4 3 IR
KT, AHI75mg/mHx 5B (75mg/m*% 3 WM FE T IR N
#5 L. ®%K10%4 7 1), 30mg/m4% 58" (30mg/m*% 5

AL b TR IR PR G 1 AR L. K5 A 2 ) @
FRNVE R O A VEAS L BRE S 7z AHI75mg/m* %58 (F
VTR S BI33501) 1k, RHIEEE (3 N Y b a sk R,
RN PEIRAT O G 1337H1) 1 ARG O R 2R L7,

WESLS 3 ARRRER (TAX3275KER) (2B 2 A A I B3 5 Rt

Pt s Feu$hbat | I b3y ba kb
(n=335) (n=337)
AAF IR il () 189 16,5
[95%15 X 1 ] [17.0-21.2] [14.4-186]
= R 0.76
[95% 1 HgilX i1 ] [0.62-0.94]
PAEY P=0.009

E1) N—2 54 ¥ DG M U Karnofsky Performance Status Tai# L
TREna 7T v o Bse

RHNT5me/ m* % 5 U 72 24V atAliet 5133260, 5 Bl

DR NIERNIE 1B (03%) THo7ze EREIEMIL.

WE21661(65.1%) « 4= S #8 2 142451 (42.8%) « (011861 (35.5%)

8 TdH o7z, Grade 3 Ll EORBIERTIRELIBRIELN (39%)

0



Wb E o 7ze Tl BRRAMRE IZoWTid, Btz
Fti L 7232860, T b DI AE T T ¥ YR 42186

(66.5%) Al-P_L.5-20451 (62.2%). #f k413461 (40.9%).

F ki 13261 (402%) % Tdh o720 Grade 3L LT 4 b
DIE, WP ERIEA1056] (32.0%) . FIMERIRATI6] (24.1%) .
AP L3861 (11.6%) 5 TH o720
(RhBELE)

17.1.10 ERET - % HA%E 2 HHERRERER
[T - %I04 2 AR RERIC B VT, RO & 9 BRI
AT S5 N 7ze T0mg/m’® H & Tld. 60mg/m % 51
AR S SR D Sbh, kP, ~E7
O Y VRS DR D o 2o [17.1.1-17. 1.8 Z]

F72 B B Al S SE B

- ; 70mg/m’
A A 2 2i¥2)
WA H 60mg/m’ | 70mg/m (G i)
o 97.2% 97.9% 97.7%
(733/754) | (188/192) | (42/43)
R 2000/mm® |  653% 81.8% 81.4%
kA | T
FILERIR S Fili (492/754) | (157/192) | (35/43)
1000/mm’® | 14.7% 27.1% 209%
Kl (111/754) | (52/192) (9/43)
ok 95.2% 98.4% 95.3%
= (M1/747) | (187/190) | (41/43)
. 1000/mm’® | 84.6% 90.0% 93.0%
Frskgk | OO
SRR e F il 632/747) | (71/190) | (40/43)
500/mm’ 60.6% 737% 74.4%
it (453/747) | (140/190) | (32/43)
N 50.9% 78.1% 76.7%
SN
~EZTOYE (384/754) | (150/192) | (33/43)
Mg %g . 7.7% 16.7% 9.3%
80g/dLAM | 075n) | (32/102) (4/43)
o 11.7% 13.0% 9.3%
. (88/753) (25/192) (4/43)
B -
50x10°/ul | 32% 1.6% 0.0%
Kl (24/753) | (3/192) (0/43)
ol 20.1% 31.8% 395%
(151/752) | (61/192) (17/43)
ASTEA 0.4% 0.0% 0.0%
N .47 .0% .0%
SOLUBLE (3/752) (0/192) (0/43)
. 20.2% 26.6% 465%
= (152/753) | (51/192) (20/43)
ALTER 0.3% 0.0% 0.0%
N .070 .0% .0%
SOWUBLE | (90753) | (0/192) | (0/43)
41% 104% -
s _F
& (B1/754) | (20/192)
BUN_ L5
61mg/dL 0.7% 05% e
Pk (5/754) (1/192)

1E2) PUHAE + AU +
1E3) WM CIIBUEMAIHE & Lo /e

I ERB DR (i)

i IFHiEko> | Nadir% T | Nadirz» 52,000/mm’ Ll 1
- Nadir™ T BT 5 % TORIM
60mg/m’ | 5275/mm’ 9H 8 [
70mg/m*™ | 412.0/mm® 8 H 6 H*
2 Ao\
é%;igé) 594.0/mm’ 9H 6 0™

H4) T — APNERAKE

TED) PRGN + A + T A

11:6) 4515443 — A 5873 — 2 (380%) TG-CSF#HA) % i /]
7)) 44393 — A28l — A (64.0%) TG-CSFRA % ]
118) 42120 — AHi170a — A (58.3%) TG-CSFH#H % T

119) BISLIUE CRBINAAF O 1 I HEIZ75me/m” (k%
i) Thbo
18. FExhEEIE
18.1 1EFARF
FtsFbeNiZFa—7) v OESERIEL, L8 RMNE

(6]

ERMTHE LI, COREAZMET L, T2, MHEN
2BV TIRIBRBIIC RS 2N R 2B 5. MLEOEH
X DA OA SRR E LSS,

18.2 HEBHR

Invivoll BWT, FE%FEid~w 2 DOMAL6/CHINE.
MA13/CFLHE. MA44ZLFE. Lewishilifa loxr L Tl 2 &bt
JEBAE 2R L7z T720 & FFUERTH AMCS-JCK (F
PR . MC2-JCK (FEFEMpE ). H-31 (FLUAMRENE) . K
e IR IRE R T3 A Lu-99 CRHMINEHE) . Lu-61 (s
AbR T L2 3E) . LC-11-JCK  (FLEARUIRHE) (SRF Ly 955 5
PRI E & F 59, B IIRE R L7, Zofllice
b HREM AR (MKN-28, MKN-45, KKLS). Y b §i 4ok
(OVCAR-3). b bf&iifatk (H-190. H-204). & b F&=4k%E
B (AN3CA). b Muiiigfatk (DU145) 2512 b PUlES )5
MWRDLNT WS, nvirollBWT, FEFyFLViz b3y
V¥ Vi P388 A L5l . T B 4538 LI P & 7% L 72 45
A YT N T VAR B O A AR PR R 3 B 3 S
D SN o 72517

19. BRI BT BB LAY R

— MBI HE - Ny F I KA (Docetaxel Hydrate)

1 % % (1S, 25 3R, 48, 5R, 78, 8S, 10R, 135)-4-Acetoxy-2-
benzoyloxy-5, 20-epoxy-1, 7, 10-trihydroxy-9-
oxotax-11-en-13-y1 (2R, 35)-3-(1, 1-dimethylethyl)
oxycarbonylamino-2-hydroxy-3-phenylpropanoate
trihydrate

¢ 1 CyH5NOy, - 3H,0

1 861.93

$CAMIZAEOREOBETH S,
AREIIN, NN AF VARV LT I FIEL Y ) —
Vo(995) WHETR T, AF /=gy ru
OAF IRRETRT L KIZIHIEEALHE
7w,
AT L > THET 5,

EEEER

HsC CH3 O

e

ERCRS
K
S5

He” YO

%20, BURWV EDEE
WSRO 720, WEBMBHZII N 7TV 2 HICANTRAET
22k,

22. A%
(4% V7 — IV iEEHEA80mg)
2mLx 134 7V GBI
(%Y F7F—IVEiEEHEA20mg)
05mL x 134 7V (WA

23. EE Xk
DAL R © FURE O BB AL 0 2 B 2S5 3 AH IR
N
2) T8RS Ml - 9 & Ak 1994 5 21 (12) @ 1997-2005
[TXT0459]
3)Bissery, M.C., et al. : Anti-Cancer Drugs. 1995: 6 (3) :
339-368 [TXT0501]

4)de Valeriola, D., et al. : Proceedings of the American
Association for Cancer Research. 1993 ; 34 : 373 [TXT1390]
5)Shou, M., et al. : Pharmacogenetics. 1998 ; 8 : 391-401
[TXT0917]



6) Sparreboom, A, et al. : Drug Metab. Dispos. 1996 ; 24 (6) :

655-658 [TXT0627]
T)HIISES Al 8 & AbaR 1994 5 21 (15) : 2625-2632
[TXT0464]
8) Adachi, I, et al. : British Journal of Cancer. 1996 : 73 : 210-
216 [TXT0609]
O) THEFI . A - 8 & ALAHRE 1994 5 21 (15) : 2617-2632
[TXT0466]
10) RBEAESE A« o8 & AL 1995 2 22 (1) 5965
[TXT0543]

TD AL R @ 4T - FEIE HHR T3 2 1R 0145 2 MRS AR SR BR
12) AL R © AT - PRISSEHSHIBNG 3~ 2 B lU) 2 2 AHERIAR B
I3) AL AL © PRI L0 3 % 1014 2 TSR SR Bk

14)Muro, K., et al. : Annals of Oncology. 2004 ; 15 : 955-959

[TXT3791]

15)Katsumata, N., et al. : British Journal of Cancer. 2005 :
93 : 999-1004 [TXT4602]
16) Naito, S, et al. : Jpn. J. Clin. Oncol. 2008 : 38 (5) : 365-372
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T ONT B 74 i R 3B 1 48510) 12 B ) % BRI B O
PRIl S8 D B3 1383.3% (3,18141/3,817%1) T
B0, TEHEMER IR AR E (37.6%), B
i (235%), Wi (18.7%) K UL (21.3%), &
H:(150%) & DOWHALEERTDH D, ZDOMBTE (305
%), FEH(11.0%) 5D 3D sz, KRB fiE 5

WL EREE A (485%), AFrhEREA> (43.8% ),

ANEZBE VR (16.6%), M/MEETRA (10.6%)
LEOFHEsETHY, AST(GOT) LH(8.0
%), ALT(GPT)_E5(9.4% ) %5 o JF % il b A fili
W, BUN_EF (4.0%) % 0B REMA M R 3 25300
bz, 72, BREREIC BT 5 B 40 %
AL, AETIXL6% (6 B1/37361) TH - 720
Bi% (A& Ehnes)

T AP X 52 18161 GRIAA D[ HE - %5 Nxt
THERRBROLI2H % &) ICBWTHE Sz
F BN L O RRREME R LT T EOL B
D THbo 72, HBRRERIZBT S REMEM KO
FEHFIL, BiETIE22% (4 B1/18161) TH - 720

L EIER LA (10% P L o EIEH)

e (v JefiH) 1,100mg/m?
HIVER EEIS Grade3ll I
W EE 92.3% —a

595 37.6% 1.1%
JROD i 20.4% —a
T IR 76.8% 5.0%
BREL IR 12.7% —a

FEIED T 11.0% 0.6%

W7 70.2% 2.8%

FIE 17.1% 0.6%

FE B 122% 0%

BN 39.2% 22%

M - 182% 1.7%

T 29.8% 1.1%

fEFL 22.1% 39%
LA 21.0% 1.7%
% 17.7% 0%

Wi 43.1% 0%
R v 39.8% 0%
BRIHGE 9 182% 0%
RE R 12.7% 0.6%
PRIEHGN 10.5% 0%
I 12.7% 1.1%

] EFHE © [NCI-CTC version 2]
a NCI-CTC Tl Grade3~40sFiE#EA 75 >
b L O AR ek i

i (

10% DAL O B R AR AT i 25

BRI
Jefi)

HaPe i ( il 1,100mg/m?
KRR S 25 B N Grade3P I
P L ER A A 779% (141/181) | 24.3% (44/181)
IFEREGR A 75.1% (136/181) | 31.5% (57/181)
NEZ TV VA 74.0% (134/181) | 4.4%( 8/181)
ARIMEREGK A 624% (113/181) -
[N e e )| 16.0% ( 29/181) -
ALT(GPT) I-5- 381%(69/181) | 11%(2/181)
AST(GOT) b5 287%(52/181) | 1.1%(2/181)
LDH -5 265% (48/181) -
Al-P -5 10.6%(19/180) | 0.6% (1/180)
CRPESHN 526% (90/171) -
M7 V73 gd | 276%(50/181) | 1.1%(2/181)
R IR 22.2% (40/180) -
M B Y 284 | 167%(30/180) | 3.9%(7/180)
it A ) v 285 156% (28/180) | 1.1%(2/180)
PR R 127%(22/173) | 06%(1/173)
BUN L5 11.6% (21/181) -
] EHHE © [NCI-CTC version 2]
B ER R BRI IR)

SE DS THREBIZB VT, KH & DR EERS
SEAZIETE T E R WIE TN 9 1 (HUfiLhe 7 41, 5%
ML 160, Mige/mi - BEReAR 4 1 PR BT,
ARANPE G & B2 P EIE B, 10660, 2RI
FIEFANE - ISR, AR MR E & O baE IR
THY, TOMEE, EIE, BEEIBDOONI,
i R A A i SR I BRI A, AR ER A, N E
7ue A, M/MORAEOF R ETH Y,
AST(GOT), ALT(GPT)® b S5m0 THepei e
%, BUNLHZEOEREIERAMHEE DO SNz,
(1) BEXEEMER

1) Yavy, PF745%—#EK: Vs
v 27 (02%), 7F74 5%y —KeHEKO3
%) #FZ T EDDHDHDOTHEEHIAT
W, MG REE, Mg, (RILE, SR, RIR,
IR, MAERE, BTSoORENIDO LN
WG 2 dak L, ) 2 g & 47
5z,

2) BMmEESZEOEFEMHE - AMmEkKd (614
%), BRI (555%), BIM[~NEZOE
VIR (307%), ~< bz )y Mg (5.0
%), FRIMERIEA (11.2%) 5], /MR
(11.7%), Lk IErHobh b b
W HDT, KWILIEOBILEEZ 551247,
BEPROSNILGAIE, e, RIEE
WY B AT 2 &, F72, BEWHO
FEflc X 0, RGE R EG (2.3%), L
RIS (4.8%), MUMAE (0.9%), Ttk
(1.0%), Mi%(1.1%)Z]opEsERHmE s h
TWwWh,

3) KREMZEEE, FE: LUONSEORMMR
B2 (43.8%), RRBE(0.1%). FrmREi (0.1% &
i), AR EEARHE) RS bbhb L
BHHDT, DL RIERED S bR
WEICIE, WE, RESEEYREZITD
&,

4) FEGMRER, FHERMEE - FIRMEMI % (05%),
il SR AEIE BRI 23 bbb Z & as
HBHDT, BEE 5T, TEE, K,
TP 0% PR 3 R O i 30 XA A S S 05 3R 0
nrga xS 2hik L, BIBRERL
T VRO GSEOBY BT 2 &,

5 SEFFIRESEAEMREE o Sk 0TI 55 SE A B
(0.1% KW D HDNDEZ EDHDBDT,
BlgE % 41247, ST 5 IR IR
W, AKERIRIE, WHITE O F APENGR S
DITBX KRR LD 5 N A I3
HadukL, #URREETH L,

6) DHIEE, >-oMEOARL, MeEEE
fhEEde, mietERE, Bz, BhkE:
DAEZE (0.1% &), 9 - M LA4 (0.1



10)

11)

12)

%13)

14)

15)

16)

17)

% Aqwi ), OMmEREE HEAN), Mgk
(0.1%), mAeVERFIRSE(0.4%), W2 (0.1
%A ), MK (0.1% i) 25 b b
EWHBHDOT, BEETHIITY, BEN
BoSNHE R ESEPIETAZ &,
s HIE : I (02%), HIB05%) 7%
ShibZ &hnHbHDT, BIEY4H5I4T
W, BERRED L NEA I3RS 2k
THIE,

HILEIRIE, HEEZEFL, EIERMm, 3
LEEE LB HEAR), HLE
ZEFL(0.1% A05), AL Hf (0.1 % A ) ,
HALEEE (01%) D S5bNb I eNdH D
DT, BEET 5T, RESREOLN
ARG 2k d 5 e L) R ALE
EITH 2 &,

BEERBR © Mt % (0.1% K50, %
W R s 9% CBUBEASIH) , IR s ¢ CBEE
RINERHELNDL I ENHLDT, HE
24T, LW - THRIESD S
bhacdkbszhi L, @Y E
2T T &,

BERE, BERE: HEMNEA6%), W
B (0.1%) (BHRAR, ol - W, 2%
LW ERE, 5, MESR D 5 I3 i
BB BB D ) o) 2k L, R
ALY AIBITTAIERHLDT, BE
BE, MBS S bRz a 3%y
ol L, WA R R o @) 2 Al & AT
5z &,

FFREREE, =|E - AR (4.0%), #*

JE (0.1% Kii) 25 HbN Db T EWHDHDT,

gtz ATy, BRENRD SN gE
iS5 ERIET A2 &,

BES : FES(0.1% AKi0) 25h b s 2 &p
HDHOT, BgE TSI, MET I T—
PRSICRE RO SN I3RS
P32 2 EREE R EEZIT) 2 &,
AMEBEREE  AUEREE02%)XH 5D
NHZENRHDHDOT, B2 51247V,
BUN, M7 LV 7F=>, ZLT7F=>"
2T T AMEFEICRENRD SN E
IG5 2l 5 2 S AR LE & 479
&,

hE M xR FIESEBAEE (Toxic Epidermal
Necrolysis : TEN), &R E &
(Stevens—JohnsonfEf&E) : il 718
SURMRIE (BBEANE) B2 R RGBS HIR A fe dhE (OB
ERE) D S5DbNLI ENHLDT, BlE
AT, BENEO L AT
B ek L, @URMEEIT) 2 &,
BEM M T A ZEE®E (DIC) © #EAEYE: M
BB EHERR (DIC) (01%) 23 bbb
CEBHHDT, BHE TV, M/
W, MIEFDPME, MiE7 4 79 27 Vil
JEE O MR TR E RO SN YE12
G EmEL, #EYRREYITY 2 L,
BES B IRAE MR B © IR 55 ) M e B (B AN
HHAHobbIENnHLHOT, MiEHhE
TR L OB AT R L, BH
ORET FHITBET L2 &, BEPRED
LMY i3S 2k L, ) L
(PR A, SRR BRI S 0% S
B AT L LB, JERAEET S
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BERE(FI¥MEaEREERELZS
) - EVRIGRE (7T s % 12 I R M B %
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. 20% L1 E : :
s | U Soakan | 5 9kl
B (32.3 | B, T | S, T
%), i1
BOR R ssn),
FET
M| R W | W, L,
S
R i
SR
TIVT IV
b, B
T 0 SIF. W
L. A
i, g
SR, B
AT, I,
PG, Bk
R

E) G5 eikd52 &,

[ERZEIER IR OT Z oo REIVER O F B,

55 T AH B 5 0> 22 A 1k S AT R 52 51 (I N 68151, 4}

1,106f1), A A e A A (3,16951) Kz Ol IR 1% il R =k

15 (14845)) D5, 1045112 X % #3t

5. BlEANDERSE

R T BRICARESE T LTS 2 Es

ZLBHAHE2RH SbhedvwoT, HEEY

RS EIRE ISR L, SRR MR A (i e A,

FFREBERMAS, EREREIMAS) 2179 R ELTHEET

HT kL,

6. 118, EiR, BRILBEAOHRS

(1) @ XAZIER L T WA etk H 5 Pz i
B LhwZ e, T HIRTA2WUREEOD
DHIMENTIE, RANI G A R O GHT R
WL EY 22346 Lo fET LI L,
(BB (S5 v b, 7HE)IZBW TR EE
M, B IBRATCHRE SN TS, ]

(2) 78— b F—2MTIRT B REE D H B BT,
ARANE G- e OB -3 7 % — 2 W N # ) 72
BT 295 X HIRET L2 &, [FLER M
N % F o 7 Gt AR B 3B e OV 7 A i Bl
Bz W72 /MERBRIC B W T, EmEMEA
EHENTWD,]

(3) oMz, Bzl swsZE,
(B EE (T v b)) TR ~OBITH IS S
nNTwnb,]

7. NREADERE
R AARRIE, #Hralg, LB, PRG3R
T BRETEIHE. L T w» (R R0 .
8 ERHENDXE

(1) FA%eEs

D ARHNEL5 % 7 N7 FE SR OV 3 A
2R MoK L IFRTE LAV &,

2) AFNTHBHEEZ AT A0, FHEEICE
FREGWTAHIENET L, FHICH
WA L2 GE1E, EHICEEBOHKT
I d &,

3)  FAMIRC, EEENCBA SR TwAE YY) a—
M E OV AREWEELLZ EDDH D,
AR IZFP SR BE D % 2 HBLUTHERR
T5HZ Lo NEWHTED L NHA
LiawnwzZ &,

(2) H|EFHR LT RTEFRNEG L, KT,
AP ES LR nZ &,

(3) #H’E5EF

D FRAZEGICEL, @ mEMCERS
L, TEGEBALICRIRS - BB AR I T &
HHOT, FEEPMBEIMWhL WL ) I
BE54HZ . 72, UANCHKS %38
[BYARER D VAR B g i A NN R X 4
HU%4E, DT o s asar i M KIS % F
BT DHEVWST, WhWw [ RecallBig 9530
DN EDHREDLD 5,

2) AFNL, WRICEAE, TEXLETHERD
[ R B S
9. ZDMNDEE
(1) fEHBGRETAA B VT, B 2 RN 954
DN EO BRI, R A AZI L0
3 E B LLE D REBITIX0.27% (5 51/1,862651) T
Horzhy, JHEM LY ED o 7ERTIZ141%
(1261/85261) TH - 720
(2)  JRCGT AR\ B L 72 TR o K S &
FHLUIZMHEDOD 2 BH AR EZRG LY
A, FEALICFRBRO R S R 2 BT 5 & 0w
572, Wb b[Radiation recallBli% |25580
LN OHMEND 5,
(3)  AHK & Ath o> YU N5 H) R0 BT RE 1 & bR
L7z BET, S, &R SE i
(MDS) 23382 L7z & O 2d 5o

[EHEIEE

1. IeiEEs Y

(1) 2%l 8 1k B JR % (2 AR A1105~270mg/m?% 3 I
R 281 C I L7 & & oo iU E s 0 2 A
oLz R L, FRHMIZIO~16.0MHE TH >
720 AUC K U Conandd I FRARLE 19 22 B4 AIAE ) %2 7R L
7o MPEYREIZIERIIEZ R L, AUCK U Cauld
PG R ORI HFT 2 D EoREN 2 /R L7z
(B AHI DB SN2 A0 H#13210mg/m*TdH 5o

0L 2
Fap @ : 105mg/m’® (n=3)
4 i O : 135mg/m’ (n=3)
S [ W 180mg'm® (n=3)
2L 0 : 210mg/m® (n=5)
g E A 240mg/m® (n=7)
?@ C /; =6
= ; A 1 270mg/m? (n=6)
&
= L
0.1;
L \:::o
L0 X0 O T T S A R S B B |
03 6 12 24 48
03
L
R (h) HIER TR (h)

287 ) F X b 3 IR AT A IR 0D ML R

(2) /MG B IS AR K80 ~120mg/m? & 1 ¢
P TRIEEE L2 & &, FRUIIE8.5~ 116/
TH o720 AUCK U Coax b HI SAKAF 1Y 72 BTN AE 1)
R L7zo MBI IEMIEEZ 2" L, AUCKD
Coaxl I G- OB IL B3 2 DL o 38 i in) %
RL7ze F72, 6 MBS IZBWTL ERIIR L,
SEWEYREICEALIT A SN h o7z, () KFI OB
ORI, FHEICI00mg/ m* O = TH 5,

10 13

SRR (h)

2821) 5 FOVIFIRIE (ug mL)
7370 8 FROVIBERIE (ug/mL)

001

0

12 12
R (h) E5H) (h)

23 5L 1RGN O A
USRI $ 5 A — & (100mg/m* 1 O34l
Cmax AUC te

CLT Vss

1 AP0 |59 ug/mL | 81ug-h/mL | 85h | 2115mL/min/m? | 500L/m?
6 HHH% 55 |59 ug/mL | 85ug-h/mL [120h| 208 1mL/min/m? | 710L/m?

24 ﬁﬁ']o),ll}

7 v MCHCEE AR % HUlnl i L 72 72 O LR N U B
R, W, HACRIRR 2 B IR - LR IS iR
WCRATL, $R1C, BPhE, AR, TR, BN, MEEE,
TR, W, R R R Lz G- 1R1200E R 213
T D R U HR IR Y i E o B R 2SR I S 7228,
Z ORI TORSBEDRNIRAEFIL 1 %R TH - 720

E b 2 A CTin vitro TER AR AR 2 E L 724 R,
0.1~50ug/mL O #IPH T884~90.6% TH - 720




3. {’EE&#IZ}NIG)
B (7 v b, £ X)ICBWTAHIZE L LTHFE TR
A S AR APEIE S 7z, REFROS & LUKk,
72 F Ak, =¥k, KSRGS S
7208, REALRBE OREoRaRiImB sk o
720 B MBI FREWIE S 9 2B 6 LoKEBIL
B3 7 = = VEOKBLRT, s oREHicix
P450-CYP2C8, CYP3A4%E D5 TS L TWw5b I
LS TW 5D,

4. HEi®
AT B LA A 105~270mg/m?* % 3 iR A 0
THUEFHE L 72 & 2 O RE RO IR PP, 25
BIBIEM ETT6 ~12% Th o720 () KFOKZES
N7-AFEOH®EIZ210mg/m* TH %o

(7359
HAREINIZ 31T 2 ARF) Bl 3 18y R AT A O A X 2 1
IREE TAHRRER I, IRHE 666, IR/ Nl g 122
B, FUEEEESH, HHEZLI07H, TR ARRE2360 & 1 5
ELTEmSNA, Tz, 1RERSHEEEOBEC X 5 i
IR T AHRAER L, FLEERH6IFI 25 s LCEmS iz,
ALET OMES & U CTAHI BT 3 I R RO A LD v T
Ho 19500, FUEEEATIF 2 xR L L CER Sz,
1. EERR BRI~
HAREPIZ B 2 A Bl 3 R Al fE O AT X %
85 T AFRERIC B W Tl B RT3 5 288 31%, IR HLHE
26.6% (17/64), F/NHIRLMIHE35.0% (42/120), FLHE33.9
% (21/62), HH#E234% (25/107), T E1A55304% (7/23)
Th otz AFNHM 1 KEHTHEIEOBEIC XL A2 H 1
HRERIZ BT, A RPEEHIT S0 3 5 23513,
FLHE44.9% (31/69) TH - 726
2. BHLER R BRI
WM 3B 2 A5H) Bl 3 IR ) m il #0003 G I P 5
(H=E175mg/m?>X1x135mg/m?) (2 X % 5 T A ERIC B
WCEHERNIH$ 5 Z8xh%0E, JIHHE14.9% (29/195),
FLHE24.6% (116/471) TH - 720 () RHIOKB S N7z
A0 HH13210mg/m*TdH 5.

B3B3 15))

L HEEER>
~ o AR RAYE e DI (A2780),  JE/INH i i o
(LX-1, L2987, H2981), FL#& (MCF-7, MX-1), B
(MKN-1, MKN-45, MKN-74, St-4), F&4 (EC-
1-JCK)WERE L, B BAGRN R B 2\ 1R 3 s %
D ENT WS,
in vitroDRERT, ¥ AT 5 F > (CDDP) Exztte hp
W A8MIAKFL & 2 O CDDPIEMRKErblc 3 L,
BRI REATRD ST WD,
%72, CDDPIik#k (A278050 Hdf) TOMETZB W T,
N7 F X VIIRKEE RS R o7,

2. e
WMNEENESZIRET LI LI Y BINEDRE
b - BRETER 2T &R L, kot zsEEs s
Z LT & ) M & B U CBUEE I & S
T/, N7 F F R VLR SRR ML (HeLasiia) % M
WCHRMBAROBREZHGFT L2 25, RFWIZG2+M
TR OB & GLMIIL O A58 S, FEHIRM
18 U27HERI #4212 131E & A L OMINEAG2 + M TH 1,
AERO Yt R E R LT COMELY, N2 5%
EVIEHIEEM ZG2+ Ml TTuy 7545 E 2N
f:o

(BB T 2 IB(LFHIENR)

—f% 7827 ) & %)V (Paclitaxel)

b4 (-)-(1S2S3RA4S5R,7S85,10R,13S) -4,10-
Diacetoxy-2-benzoyloxy-5,20-epoxy-1,7-
dihydroxy-9-oxotax-11-en-13-yl (2R,3S)-3-
benzoylamino-2-hydroxy-3-phenylpropionate

53 0 CorHaNOw

4T 85391

Bhop o 220~223C

PR 7Y VAR~ MEAROBRETDH S,
NYTNT VA= VIZETRTL, 7= b
DIVIIERASY ) —VIZRRBEIFRd L, =%/
=V (995) IZIEIFITL £, KITIFE A EHEIT BV,

[V EDEE

LARIER E B L 72k, TEH72F#R»ITEHS
b ko

2. WHEREHZRL N TVERIIANTRAFT 5 2 Lo

SIHEIFICETREEHT LI LT L, KFITHE
WEARELSAE, EHIZEREOIAKTE VIR
EReR

(@ %]

2%V —IVEEE30mg : 5mL($7 ) F XL 30meEA)
IR Ve 2

2% —)LESHR100mg : 167mL($27 Y ¥ 3+ )1 100mg & H)
1547
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I E NG R A AN P2E s VAR I S )
(I % A )

4) R OO RAKRSE - RS 2k
KATHFENOELEIR L E - 7 7 3L
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5) I OB O RAKTRSE - IR R 43k
KATHRFENOE LTI R MG E - 7y 3L
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RERBRPIC. 7 VREIMEZHERALTWS,

H2) ARFENESHEWG IBFOEEEZEZERBL T, BEREILATHS
DT, EFRERIZ106.25mg/4.25mLTH 5.
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2llliZ EEHE 0N TIL)
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[AQ
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& TR AT AIREENIIMERRRICBW T, &
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AR S NIARS A E R S EEE SR BT S 1E®)ICD
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https://www.pmda.go.jp/review-services/drug-
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JTREEET %o
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7.3 o EHEER & OfFHICO VT, B R OREMEIIHE
M LTV,
(GheEE)
74 KFHBREIC X OEWERAPERLZBEICIZ. FEEZSEIC,
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=

=
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Infusion
reaction

Grade 20358
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GradeldNCI-CTCAE (Common Terminology Criteria for
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8.3 HIRIRHEEREE . TR ERE R VRIBHERESH 5 b
NBZENHHDOT. NHIHEREME (TSH. ##EHET3. ek
T4, ACTH., MHILFV—ILEDRIE) Z2EMIICTS
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14.2 FEHAREFOIER
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(KEYNOTE-0113E#)
71000

(0.2~

9 B HLEDELE D

X1

—eo— 2 mg/kg
—a— 10 mg/kg

-
o
s)

MERRLTOYRXTTEE (ug/ml)
>

-

336 504 672

0 168
5% (h)

#1 AF2XIF10mg/kgZ BEHE Uiz & & OEMBE/NS X — 5 DB
¥eEtE (KEYNOTE-0113E#)

Cmax Tmax ' AUCo-28day | t1/2 CL Vz
(pg/mL) (day) (pg-day/ml) | (day) | (mL/day/kg) | (mL/kg)
Z;F%L 47.4 0.223 507 | 184 | 246 | 65.3
(g%bg (18.6) |(0.00208-0233)| (20.0) |(56.1) ¥| (44.7) | (21.3)
1&5%& 250 | 000903 | 2219 | 181 | 293 | 765
(7§u)g (23.2) |(0.000694-0232)| (32.4) |(684) ¥| (56.5) | (34.4)
By GRZERE [%])
T ol (HIE)

I Tu2BA 502269 5BE 1612 FEHEICED

16.1.2 RiEHRS

(BHEERE)

ENE THERE (KEYNOTE-041:8) T. HARADORIATIBRA
HE 70 Bk B8 BB I ARHI2mg kg % 358 IR R T R B IR P e
BE5E Lz &0, W (A 70]1) RUOBE%218 (12
L8) DIEFEEHER 2K2IC. ¥4 7 IVIRUY A 7 L8DIHEY)
BRENT R —F ZR2IRT . YA TNL8ICBIT S, AHD T 7
BE R PAUCo-21day D EAIEI I, TN ZN24.5 g/ mLKE S
797 ng - day/mLTH o 7z0 AHID b T 7IEIEH A 78 (21:38)
ETICBBUREFKREBICHE L,



K2 HARANBEZEOY A ZIVIROY A 7LD ik iEE#S

(P 158 (RzE) (KEYNOTE-04155%)
100 +

N——

()1
e HY(IL8

MERARLTOYXTTEE (ug/mL)
>

-

0 72 144 216 288 360 432 504
B %EE hr)

#£2 AHI2mg/ kg% 3R CRE L7z & 2 DML ST X — & OEL
#atE (KEYNOTE-0413#E)

Crmax Ctrough AUCO—Zlday CL
(ng/mL) (pg/mL) | (pg-day/mL)| (mL/day/kg)
A 71 40.9 11.3%# 393" NA
(424) (28.1) (19.0) (18.2)
PA 78 61.8 24,581 797% 2.518
(284) (24.5) (48.8) (32.4) (32.4)
ATy (BRI [%])
T 414
YA V2B EHIO MEREE
§ 2541
| : 1 2 LS HIO Mkl

NA : #&e L

(VIRRNRETNELT - BROIEI R EE)
EFESEFE S MAHAE (KEYNOTE-0247#8) <. PD-L1B3Eo)

PRANREZET - FIFEDIMINITIEREE (EMBIREARHT NS 1526,

HAN2MHZ &) 1. ARHI200mg % 3B e T AR IR R
G Lice g0, BRARUCHEAREZE BT 2MER 57
REHR ZRBITRT . WIE (Y1 7)]1) DOCuaxDREAFET (%
AIEBHE) 1367.5ug/mL (23%) T, HE5#%218 (Y17
8) O T 7TMETORMFY GEMEEHHRE) 1330.6 4g/mL
(50%) TH -7

T A VB ERTDIMIE R

M3 HAARUHNEAEEOMIES b T 7 REHER
(P 158 RZE) (KEYNOTE-02435%)
60 -

40 -

20

MFRRLTOYXTTRE (ug/mL)

0O+—r—T—T—7T+ T T T T T T
0 10 20 30 40 50

5 % GB)

16.1.3 BESEYIENRERT

AHI200mgZ AR (Q3W) X1x400mg % 638 i i
(QO6W) THE L7z & & OREFSEY BT ICE D < S H R
INT A —% Lo 1 iR (KEYNOTE-555888%) 1< TAHI
400mgZ Q6W THE L7z & & OEHMEICHE D HEY BRI S
A=y 2 UIZERIE, B3IDEBO TH -7z, BHEMEY S RE
fEMTICIE. EIEEFESE T MERE (KEYNOTE-0105E) \
FEEE MAERE (KEYNOTE-02455%) . 45 1 B
(KEYNOTE-0013#5%) . #4458 Tt (KEYNOTE-0025%5%)
KON EIAHRE (KEYNOTE-00655k) ICHAANSNZE
#2993l F—% (55HAKANI83M) &t

K3 FABRESROENFRLINT A -5 DFEK

o . Chmax Cavg Ctrough
R - R (1g/mL) (pg/mL) (pg/mL)
50.1 27.9 18.1%
:
200mg Q3WT| (585 '59.7) | (27.7,28.1) | (17.8, 18.3)
123 324 10.6%
;
o [A00m8 QOWT| (155 194) | (320, 32.7) | (10.4, 10.8)
§
400mg Q6W (11336506 A 14,91
(SEHIfE) 136.4) (14.4, 15.4)
92238 504 309
:
- 200mg Q3WT| (91 7 °94.1) | (49.8,51.0) | (30.5, 31.4)
¥ aoome qewr| . 148 50.7 203
8 (146, 149) | (50.1,51.3) | (19.8, 20.9)

T 02,993Fx 100D I 2 L—3 3 ik D EH U7 & FHEo hRE
(2.5%55, 97.5%)

Cavg : PHIMIE IR

I YA N2 ERIOMIE R

§ : S6BIDMTME (95%EHX )

|+ A1 DRI PafE (95%ERIX )
NA & L

16.8 ZDfth
KA OBEER OREMEITH T 5 BRE-SUSEHT ORER. AHI200mg
QAW TH,E L7-BE E AAI400mg 2 QoW T 5 L 7= BR OB
URetIcPHELEZR IV ETFRIS N,

) AROARABEXRCHREZ, B, RAICE, RATO0Y <7

GEAFHHRZ) & LT, 1[E1200mg 2z 338 HH R i3 1[E1400mg
% 6JAHHIE T30 21 T RMERES %

17. BRIRBE
17.1 BHUERUR2MECET BH58R
(BUEEE)
17.1.1 EREE 1188 (KEYNOTE-041:XE8)

(EEBREROLVWIEA ) LT T 2EEH V2L I AV ETO(L
PEEEEET H2REURAE 2 B R aERE 426 (G
HRtR3I7H1) ZxtRic. AFI2mg/kg JBEHBREZRSED OB
RUOREEPBF SNz, 28, BEEFMCRBETIRO LN
TG EI. FERET2RITERPRD SN LWEOEKNICEE
LTV BEETIE, REDFEOEGHE CREETIZDSND
FCAR DTS 2T 5 EFAREE Sz, EEFMERE T
HBHZEHR [RECISTHA K54 V1 1RICE D hRHEICE %
5eeZ% (CR) XIFiaZE% (PR)] 1. 24% (95% XM :
12~41) Th-7.

BRI REI425 3461 (81.0%) ICEIEFHD R 5hiz,
FEaEIEA (10%2E) & Z5EERE6eHl (14.3%). BEREZR
EE6f (14.3%) KROBRESH] (11.9%) TH -1z,

17.1.2 A5 148588 (KEYNOTE-002515%)

A Y LY T I XD EERL2ET HRETRAE 2B RaER
HEMNFUC, RA2mg/kg 3BMERRSE) KO 10mg/kg 3EMH
MR SED OFEMEROREED, (L3EEE (FHUNY Y, T
EVUIR, AVKTITF . N7V FELIEHNRT T F
VAN HFREI) ERBE LTHRET SNz, AB. Ei§EHiT
REEITARD 5N BEIC, REETZRITERYRD shi
WEDRRIICEE L T2 EBE TR, KEILIREO B G T &
BETPRO SN ETHRADOREGZMEET 5 ENHREE SN
7o FEFHMER Z24EE (OS) KOMEHEEATERE (PFS)
Lah, RANILEEEL B LT, PFSEERICER Lz (1.
KK OR2) D,

AEI2mg/kg MRS SED ORI 78FH121
Bl (68.0%). KOAAI10mg/kg 3MEMEE R GE) ORI
W 79FI 1336 (74.3%) ICEERARD SNz, EREIE
F (10%EL 1) &, &#I2mg/kgo 3@ RIRIE# 55D 554065
(22.5%). Z S EERE37HI (20.8%) KUFE216] (11.8%). AHl
10mg/kgD BRI SE) TEH526] (29.1%). 7 > FERE42
Bl (23.5%). THILOBI (10.6%) KUFELSH (10.1%) TH-7o



X1 AESAE (KEYNOTE-0025{5%)

#2 AR (KEYNOTE-006:3E)

AH2mg/kg | AAI10mg/kg {b2Eis AHI10mg/kg | AHI1Omg/kg | 1V LYT
Q3W Q3W Q3W Q2W
(1804) (1814) (17961) (27741) (27961) (278431)
OS |H3fE [A] 13.4 14.7 11.0 OST |HofE [H] NE NE NE
(95%5HEXME) | (11.0,16.4) (11.3, 19.5) (8.9, 13.8) (95%/5HEX H) (NE, NE) (NE, NE) (13, NE)
N — R IF 0.86 0.74 N — R 0.69 0.63
(95%fE%EXMH) | (0.67, 1.10) (0.57, 0.96) - (95%fE#EXM) | (0.52, 0.90) (0.47, 0.83) -
Pf&S 0.1173 0.0106 Pf&S 0.00358 0.00052
PFST |rhofiE [A] 2.9 2.9 2.7 PRSI [HhoefiE [H] 4.1 5.5 2.8
(95% E X ) (2.8, 3.8) (2.8,4.7) (2.5,2.8) (95%( 38X ) (2.9, 6.9) (3.4, 6.9) (2.8,2.9)
NP — R F 0.57 0.50 NY— R 0.58 0.58
(95%(E5HEX ) | (0.45, 0.73) (0.39, 0.64) - (95%(E#EXMH) | (0.47, 0.72) (0.46, 0.72) -
PfiE$ <0.0001 <0.0001 PfE$ <0.00001 <0.00001
T RECISTH A R A > LIRRICES < M7 U 7= AU RHE % OEE 5 = T PR O T —% : 20158E3A3H Y b4 T
12 & % I EACOXHBINT - REFIICE B A Y A7 T LDk
I ERICOXHBINY — FETF IS & BALEFE & D LHLEE § @Ry Y IRE
§ [ J@Rlu T v URE || : RECISTHA KT A Y 1AMICED <ML U 72 BESHRRHE R Ol 5 =
Q3W : 3EMERERS 12 & 2 3

17.1.3

M1 OS®Kaplan-Meierfif (KEYNOTE-0027{5#)
100

90 1

80 1

701

£60

# 50 1
B

301
201
10 1
0

——— %l 2mg/kg QAW
———— FHA10mg/kg Q3W
ez 23

0 3 6 9 12 15 18 21

&FHIRR]

24 27 30 33 36

at risk#

AH2mg/kg QBW 180 131 61 1 0
FEI0mg/kg QW 181 138 79 67 12 0

e 179 115 60 48 9 0

M2 PFS®Kaplan-Meieriif# (KEYNOTE-00235%)
100

90

80 -

€70

# 60 -
ES

—— ¥l 2mg/kg QW
——— ZHl10mg/kg QAW
=23

RIEREFHM(A]
53 26 9 4 2

at risk#

A8 2 mg/kg Q3W
FHENOmg/kg Q3W 181 158 82 55 39
{EEE 179 128 43 22 15 4 2 1

BN I4EEER (KEYNOTE-00651ER)

LAY LT TICEBEBREOL WIIA LY LT TE2ETHEVIL
IRAETOHRERE LA T HRIAUMRARE 2 B R aERE
EXRIC, AAI10mg/kg MR RSED K '10mg/kg 2:EH
MR SE) OFMEROREEN, A1) LA TE2MBE L THE
Fahic, b, EGFHI TREETIRD SN HEIC, BEE
ETERITERPRO SN VEDHKRNICKE L TWVWHEET
& RE LR O EHG I TREMIT RO 5N B F TRAIDR S
T A ENAREE SN, FEFMER X 2EFLHRM
(0S) RUMHEEAGFME (PFS) L&h, RRlIAEY AT L
gL T OSKRUPFSEERICER L7 (K2, K3KRUK4) 2,
AH10mg/kg 3MEMEERRSED ORI GEI277H+202
Bl (72.9%). ROARAO0mg/kg 2B ERSED D% 2R
REFI278BIHH22161 (79.5%) \CREIVEFRMRD Sz, ELEIE
R (10%BIE) 1&. AFI10mg/kg 3BEREFRERSED TR 534
(19.1%) #4061 (14.4%). ZSEE3H (14.1%). F&E37
Bl (13.4%). BAERE3261 (11.6%). EO314] (11.2%). EIIRE
3161 (11.2%) RUmEEAB3IF (11.2%). AFI10mg/kg 2
RS SED TEH58K] (20.9%). THI47H] (16.9%). ¥
BALE (14.7%) . D ERE4006] (14.4%) . TIIFE32H41

180 153 74

(11.5%) KUTEDL28M] (10.1%) TH-7zo

9 : PRE@EREOT—% 1 201459H3B A Y b4 7
Q3W : 3EMMRERS. Q2W : 2;EMMFE&S. NE : Not Estimated

X3 OSdKaplan-Meierii#f (KEYNOTE-0063%#)
100 ==

90 -

80 7

70 -

&60-

B 50 7

i‘HN“ 40 -

30 7 ——— Fmtomg/kg QW
207
10 AEULRT

Q frrrrrrrer preerrer preerrerTs prevrrerer preverrr preerers preerrrer prevrrrrer precreeren i

0 2 4 6 8 10 14 18
at risk# &R LRI
AHI10mg/kg Q2W 279 266 248 233 219 212

#AN0mg/kg Q3W 277 266 251 238 215 202
AEULTT 278 242 212 188 169 157

AI10mg/kg QAW

177
158 71
17 51

19 0
18 0
17 0

M4 PFSo®Kaplan-Meierfifift (KEYNOTE-00675%)
100 g

— — — FAl10mg/kg QW

#H10mg/kg QIW
—— AEULYT

T b Y
L]

0 T T T T T ek
0 2 4 6 8

RSREFMRBA]
98 49 7 2 0

95 53 7 1 1
42 18 2 0 0

at risk#

AHI10mg/kg Q2W 279
FEN0mg/kg QBW 277
AEULRT 278

231
235
186

147
133
88

17.1.4 EFHRESEIHEHSR (EORTC-1325-MG, KEYNOTE-054515%)

FRYREO AT -V (A (V) >/ il lmmig) . MBH
LOMCH] oBEBROEEE (HAANSHZEL) 205,
it tiBI N & U CAAI200mg 3BERHBRHR S OBMER R E
B, ST REMBEE L CRET SN, 2BEFRET, RENE
T REHB LT, EEFHIIEE TH 2 EESAEFENM (RFS)
EHBICER L (R3KUMS).

R RMEMHTRBIS00FIH 396651 (77.8%) (HANIBIHSHZ &
) ICEWERDPRBO 5N, ELEIEM (10%5E) &, 5%
143f] (28.1%). THI94H (18.5%). % S FERESSH] (16.7%)
FURIRE R FRE7 361 (14.3%) . BDS58HI (11.4%) K OBAHE
5141 (10.0%) TH -7z,

#£3 AR (EORTC-1325-MG,/KEYNOTE-054:45%)

AFHI200mg TR
Q3W
(51441) (5054)
RFST |HsfE [A] NE 20.4

(95%( X [) (NE, NE) (16.2, NE)
N — R HEE 0.57
(98%fEHEX ) (0.43, 0.74) -
Pf&S <0.0001

T RO T —4 1 20174E10H2HA Y b4 7

I EACOXHFINYT — RETFNICE BT TR LD

§ L ERlu T Y IE
Q3W : MRS NE : Not Estimated



X5 RFSOKaplan-Meierffif#

(EORTC-1325-MG./KEYNOTE-05475%)
100
90

80 ~3
£70 T
B 60
{501
& 40
g 30
201
10
0

—— A00mg QW
F5eR

0 3 6 9 12 15 18 21 24
EERETFHRA]

at risk#
ZFHI200mg Q3W 514 438 413 392 313 182 73 15 0
TSR 505 415 363 323 264 157 60 15 0

E1) BHRREEOSBG. ARORBRERCHERR, B, BRAK

E RAT7BY X7 (BEFMEMEZ) & LT, 1E200mg%3
JE FEIFETRR S 13 1181 400m g % 638 bR T30 53 0 1 C i 3
%o 1272 L. fTRMBIEEDB A BESHMIZ12, AT T
9%,

CEIBRANBETRIEST - FRSEDIE/ HHRRRTRE)

17.1.5 ERHEE AR (KEYNOTE-189:518%)

{LEEERE D2\, EGFREZTFERRE K ALK AEEZETFIE
MO YVIRAREE T - FFOIERF LK IE/ N it B 6 16/l
(HEANI0fZ &) ZWRIC, AA200mg, RXA FLFEFF
U LK R OV S 5 7 B4E O pf B S A R R R 5 0 G %)
HWROREWA, TR, KX MLFE RF YLK R
7S FFRHOpRELEZNEE L ZEERRBR TR s
Too WREED, FIFFEH (VATFTFUXBANRTTF V)
YL EMARE S IGRIRL, 5 RBAR4TI—AETE L,
B, HGFHE CREETIRO SNGEIC. BRETEZRT
FERAFRD 5N VWEDOEKRIICEE L TV EE T, REDL
D EGEHE CREBETAROON S LT TAAERA L FE R
F MUY LK O RG2S 5 2 EAEEE Sz, F
SRV B 3 2 FHIR (OS) ROEEEAFHIRM (PFS) & &
Ny KHL RABRLFERF M)LK KT 5 FF8EH D
BEHEEIR T T8 R, A M LFE RF MY YLK RO ST
FrEAOMHBEEERE LT, OSKUPFSEZERICER L7
(4. M6KUKT) Y,

BRI RFIA05HH3726] (91.9%) (HARANABIH3F] % &
&) ICEERARD 6N/, EREER (20%ME) 3. B
18761 (46.2%). EI154%1 (38.0%). #7134 (33.1%).
FAREREADAELOLBI (24.9%) KROBMFES4H (20.7%) T
Hol.

4 AR (KEYNOTE-1893ER)

AEI200mg Q3W, X | FIEKR, RAMLFE

PLFE RF MUTLK| BT MY YLK R

MR T Z F F BFHE) 77 FF BUHIE)
(410f1) (206f1)

Os* |fhkfE [A] NE 11.3
(95%(EHEXFH) (NE, NE) (8.7,15.1)
N — RH* 0.49
(95%({E X ) (0.38, 0.64) -

PfE* <0.00001

PFSTIHhskfE [H] 8.8 4.9
(95%(E X FH) (7.6,9.2) (4.7,5.5)
N —RHE 0.52
(95%(EHEX ) (0.43, 0.64) -

PfEs <0.00001

T PR O T — % 2017411 ASHA Y b A 7

T ERICOXHBINY = REFNICE BT TER, RAMLFERF MUY
LRI RO T 5 F 7 BH O HFRERE & O

§ I @RIu TS Y I HRE

| : RECISTHA FJ A > LIRICHED B TP yefE

Q3W : 3i[HEkE# 5. NE : Not Estimated

¥2) AHI200mg, A b LFE FF Y7 LKAHI500mg/m2, ¥ A
75 F »75mg/m2E VAT 5 F > AUC 5 (mg/mL/min)
DIEIZQ3W (Fa—2AD1HEIHKRE) T43—AE5#. AFH]
200mgR U X kL3t FF b Y w7 A7KHI500mg/m2% Q3W
TRE L,

TIER, RA R LFE RS YT LKIP500mg/m2, ¥ A
75 F »75mg/m2XEANAT T F AUC 5 (mg/mL/min)
DOIEICQ3W (£a—AD1HBICHE) T4a—A&xE5H%, 7
FTERKORA M LFE RF Y7 LKH500mg/m2%E Q3W
THE L7z,

*3)

17.1.6

M6 OS?Kaplan-Meierfifift (KEYNOTE-189:5%)

100
90 ]
80 7]
70 ]
8601 S,
50 1 o=
ﬁ ] e
) 40
30
20 | —— #m200mg QIW. RXRLFERFMIDLAKIIMRU TS F S SR
107 ——— F5ti, RXMLFERFIID LKIRYT ST 557
0 : . : . . :
0 3 6 9 12 15 18 21
at risk# SRR A
A#1200mg Q3W, <
XMUFERFNIDL 410 377 347 278 163 71 18 0
KRVT 57+
TS5tk RANFE
R MO LKEIYRY 206 183 149 104 59 25 8 0
T5F T8

X7 PFS®Kaplan-Meier#i## (KEYNOTE-189i5%)

100
90 - \\‘ — FH0Mg Q3W, RXPLFERF MITLKTRY TS F 55
80 - S ——— TSl RAMFERF Y LKTIRY TS F R
K70
i 60 7 R
\
ﬁ 50 L
B 40 .
30 ] -
B e
20 - Y
10 4 J I —
0 ‘ : ‘ : : :
0 3 6 9 12 15 18 21
fiic3
at riski B[R]
FH200mg Q3W, X
AMUFERFRUDLA 410 322 256 148 60 17 5 0
KAMIRUT5FF 55
It AAEE
RAMUDLKIMRY 206 140 80 40 16 3 1 0
T5F T

EfHEEZE M85 (KEYNOTE-407:5R)

(LB O 2\ YIRREEZ ST - T O R LR IE/ Nl kit
FEERESSO (HARANSORI%2 &) AR, AFI200mg. H)L
RTSFURUNTIVIFLLIEIN 7Y ZFEL (TILT IV
R (nab-2827 )% Ft)V) OMtHBESEMBRERSOE
WROREEN. TI3XR, HVRTIF O RUOIT7Y 7 FE)L
Xiinab-827 V) ¥ F v VOB EEMBE L —EE8HEERT
MEtE iz, ML D, N7 U ¥ F L)L WiEnab-/37 ) ¥ F )L
I3, EMEMSEZESEICERL, BE53RA4T—-RFTE L,
ZB. EGFHI CREBETOIRD SNGAIC. EERETERT
JERDERD 5NEVWEDERNICEE L TWABETIZ. KELL
PO ESEEHE CRBETARD 5N 5 TARIORS 2k %
CENAHEE SN, FEFHEEE X 24 (OS) RUEHE
BAGFHR (PFS) Lah. ARF AVRTSF VRO Y S *
IV Xidnab-/827 ) ¥ L LVOHREEZ TSR, ALVETS
FURUNZ ) ZF N RiInab-2S7 ) ¥ v VO BREEE
BLT. OSKUPFSEERICERE L7 (£5. K8KUK9) 4,
BN RGI27861H 26561 (95.3%) (HAA22f+22{ %
&) ICREERAPRO Sz, ERBIER (20%00 1) 3. BiE
SE126f6 (45.3%) EIM12361 (44.2%) #FFRERBAREO 7
(34.9%) . BED85HI (30.6%). H/MRBARESIH (29.1%) KO*
THI61H] (21.9%) TH 7o

#£5 AMEEE (KEYNOTE-407:3#E%)

AAH200mg Q3W. H)L| IR, ALKTFF
RFPSFURUINRTVE | Y RUIRZ Y FFEIL
F+ )L Xidnab->¥7 Y % | ldnab-87 ) ¥ Fk
;\:t)biﬂ) )[/iis)
(278f1) (28141)

OST |hgefiE [A] 15.9 11.3
(95%(E#EX ) (13.2, NE) (9.5, 14.8)
N — RH* 0.64
(95%(E$HX ) (0.49, 0.85) -

PfEs 0.0008

PFSTI| dhdefE [H] 6.4 4.8
(95%(E$EX ) (6.2, 8.3) (4.2,5.7)
N — REF 0.56
(95%(EHEX ) (0.45, 0.70) -

PfiEi$ <0.0001

TR DT — % : 2018F4H3HA Y v 47

U & F L) Ridnab-/37 ) & F 2L OHFRRRE & O Mgk
[ERla 75 7K

T
I BRICOXHBINT — REFNICE BT IR, AIVKRTSF U RUISY
§
|| :

| : RECISTHA KT A ¥ LIRICED < B Nl Ao E
Q3W : 35S NE : Not Estimated



17.1.7

*5)

¥4) AHI200mg. /7 V) ¥ F )1 200mg/m2¥idnab-/S7 ) ¥ ¥+

JL100mg/m2, ANAKRTFF»AUC 6 (mg/mL/min) DJEIC
Q3W (KA. ANVKTSTFVRONT ) FFENEET—AD
IHEICHE, nab-87 ) ¥ FELIEEI—2AD1, 8, 15HH
IC#5) T4a—2AE5%, AFI200mgEQ3W THE L7z,

7&K, 87U ¥ F+£)NL200mg/m2¥idnab-/87 U ¥ F L
100mg/m2, #IVART5F»AUC 6 (mg/mL/min) DJEIZ
Q3W (FFtR, HVRTSFF U RUIST )7 FEINIEET—
AD1HEICHS, nab-¥7 ) ¥ Ft)Lizga—2n1, 8, 15
HEIC#&S) T4a—A%5#%. 7R 2QRWTHE Lz,

M8 OSoKaplan-Meierfifift (KEYNOTE-4075%)

100 -
904 T
80 b,
70 4
X 60 '.L‘"*n
# 50 1 ‘“‘""‘»
* Sy
4 40 7 Hary
30 - - H
201
h— g AT 17095t
1 g ] ——— T3tk ALKTSFURUITUIF IR dnab/ ST U9 F I
0 3 6 9 12 15 18 21
at risk# EFHRIA]
FH200mg Q3W. ALK
F5FURBNIUSFEI 278 256 188 124 62 17 2 0
Rignab-/S7U9F kIl
TSt hRT5FY
RUNTUSFEILRIG 281 246 175 93 45 16 4 0

nab-/{7U 5%l

X9 PFS®Kaplan-Meierii# (KEYNOTE-40775%)

100
90 1 \ —_— g \ ALRTS5F: (U5t
80 ] * 1‘\' ——— T3tk ARTSFURYIIUIF LR IEnab-NT U I+ I
K70 ‘\“
% 60 T
i 40 hl
20 e,
104 o W
[ - A— S —— — R ——
0 3 6 9 12 15 18
at risk# HEEEFHRA]
E200mg W, ALK
T5FURBIIUIF L 278 223 142 57 23 5 0
Rnab-1S7U9F I
T3k, ALRTIFY
RUKIUIFELRE 281 190 90 26 12 4 0

nab-/{7U5%tlb

EEHESE MBRER (KEYNOTE-042:54E88)

bR D 2\« EGFREMETERENE. ALK& EET B
KUOPD-L1MH (TPS=1%) OYIRAEEZEST - HHOIE NI
fiERE (HAANI3MZEte) 2GR, AHI200mg 33 H K E
BEOEMER RN, 7T T F8IH % &t 2 1R
LT SNz, 2B, BRI CREEETIRD SNGE
12, EEETZRIERDPRD SNEVWEDBIRMICEKE L TW
% BE T kIO B TREETPRD 5N 5 E TR
FlO#%5 25T 5 ENTREE Sz, FEFHMEERIZLER
#AM (0S) &, AHIZT T F F8UH & &tk & i L
T, OSEZEERICEE L (RO6KUNIO0) Y,

LRI RFI636HIH3994] (62.7%) (HARANATHIF344]%
) ICEERAPRD SNz, EAEWER (10%2E) 1ZHRIE
R TFRE6OH (10.8%) TH -7

6 AMESAE (KEYNOTE-04255%)

(PD-LIH#BATPSZ 1%DEE)

AHI200mg Q3W 77?—%5%%‘!"& b
(637/l) Rk
(637)
OST |#fE [AH] 16.7 12.1
(95% (R (13.9, 19.7) (11.3,13.3)
N — R 0.81
(95%{ZHEIX 1) (0.71, 0.93) -
Pfi§ 0.002

T RO T — 4% 201842H26H 1Y b+ 7
I BRICOXHBINY — REFINAC & B 75 F F8IH % ST L28E & O

§ 1 @Rlarss Y IRE
Q3W : AR RS

K10 OS®Kaplan-Meiertfift (KEYNOTE-042:%5%)
(PD-LI#HATPSZ 1% D B#)

100 +
90 4 ——— Z#200mg Q3W
80 - ——— T5FIRAESUIERE
70 1
860
# 50 1
ﬁ 40 1
30 paN—
20 1 R A
10 1
0
0 6 12 18 24 30 36 42
at risk# SRR L]
A#200mg Q3W 637 463 365 214 112 35 2 0
F5FFEAESOLEEE 637 485 316 166 88 24 1 0

17.1.8 EEHEE MEHER (KEYNOTE-024558)

{LBERE O 2\, EGFREBIEFEREN, ALK EE RN
KOUPD-L1BG#E (TPSZ50%) OYIBRAREEZEST - FHHROIE/NM
fafitifEEE (HARAN40fl 2 &) 2RI, AAI200mg 3ERH R
RS OEME R OREEN. 75 F F8E 2 & LB E 2 %t
e LTlitsh.

2B, EGFHE TRBETOSRD S NG AIC, ERETERT
SERARD SENEVEOEKRNICEE L TWABRETIX, KELL
B D ERFHE THEBET PR 5N 5 TAAORS % HkkT 5
CENHREE SNz, FEFHEEE S REEAFEE (PFS). Fl
WAHIE B 247 (0S) Lah. AR TS FF8F %2 &
CLEBE LB LT PFSKRUOSEZARICER L7 (K7,
11KEUX12) 9,

BRVERANTR GBI 154G 11361 (73.4%) (HARA21]#204]%
&) ICRIERPSRO 5z, EREIER (10%20 1) & TH
220 (14.3%)+ 3771641 (10.4%) ROFEE16H] (10.4%) T
Hotze

£7 AERAE (KEYNOTE-024:#%5%)

(PD-LI#BATPSZ50%D EE)

Af00mg Qaw | 777 AR EDIEE
(15441) s
(15141)
PEST |siofl [H] 10.3 6.0
(95% 5 HEX[#) (6.7, NE) (4.2,6.2)
NP — RHE 0.50
(95% 5 HE X [H) (0.37, 0.68) -
Pfi$ <0.001
oSl |HfE [A] NE NE
(95% 5 HEX[H) (NE, NE) (9.4, NE)
NF— RREE 0.60
(95% (5 FEX[H) (0.41, 0.89) -
Pf$ 0.005

T 1 RECISTHA FIA > LIBRIZ S < fhir st

I BRICoXHBINGT — REFIIC & B 75 F T8I % & Eob ik & O g
§ L EHlu T Y IE

|| : PR O T —% : 201655901y b A7

Q3W : 3ERME# 5. NE : Not Estimated

11 PFS®Kaplan-Meierfifif (KEYNOTE-024:5%)
(PD-LIFHATPSZ50%D B#)
100 15
901 ™
80|
8701 =
ﬁ 60 - L.
50 Y
8 40
§.§2 30 4
20
10 1
o]

—— #F200mg QAW
755+ RAESCILPRE

Sy
S,

A

0 3 6 9 12 15 18
at risk2 RIERAEEMRA]

FRE200mg QW 154 104 89 44 22 3
F5FRAESOILEREE 151 99 70 18 9 1 0

K12 OSoKaplan-Meieriif# (KEYNOTE-02475%)
(PD-LIFBATPS Z50% D)

100
907 -
80 | R,
70 H‘"“«»‘l
8601 Pty o,
B 50 e e —w
i 40
30
20 | —— #m200mg Qsw
10 FSFFUAESOILERE
R S S S S P T
at risk# EEMIA]
ZHI200mg Q3W 154 136 121 82 39 11 2 0
TISFHERESOILEEE 151 123 106 64 34 7 1 0



17.1.9 EEHESE T /MBS (KEYNOTE-0105H8%)

#8 HRHERE (KEYNOTE-01035%)
(PD-L1FRATPS= 1 %D BE)

77 F - BH & ETLEREREY 269 H5PD-L1KBME (TPS=
1%) OYIRAEEZHEST - FFOIENMIEEE (HARALH%
&Et) RIS, KRAI2mg/kg 3BERHEBERSED KR U'10mg/kg 3
ARG OFMEROREES, FeyF L ixtie L
THEf S NTz. B, ERIHE THREETHIRD S HaIc,
REET 2 RTERPRO SN E VEOBENICKEL TWHE
FH T EILIEOEGFHE THREETHPRD 505 TRAO
BE RS S EPAEEE SNz, EEFMER X2 EF
(0S) KRUESMEAGFHE (PFS) &&h, RAIEFEyFLLE
HEELT, OSEFRICER L7z (RSKUKIL3) 7,

AHI2mg/kg 3BREBRIEED ORI RFI3396]H215
il (63.4%) (HAAN28BIH2261% &Tr). KUOAA10mg/kg 33
FEIRIRR A 57 D& kAR R 051 343MIFh 22661 (65.9%) (HAR
A34613061) ICEIER 23RS 5 iz, E&EIER (10%M 1)
&, AA2mg/kg JBERRRHREE) TR 466 (13.6%). BAK
HOB46MH1 (13.6%) KRUEDL37H (10.9%). AHFI10mg/kg 33
RIRIRE# 5D THES496] (14.3%) RUFZ446] (12.8%) T

Hoize

¥6) EGFREIZTFERBEXIZALKBBIETHEOERE T, 7
7 F T HF ST LA K 2IBBEICA . €N ZHEGFR
FHEEASUSALKIEER 2 A9 2 B EEANIC & 5188 E
2RI HEEPHEAANS NI,

AHI2mg/kg | AAILOmg/kg | FE&yFtL
Q3W Q3W
(34441) (34641) (34341)
oS |#HfE [A] 10.4 12.7 8.5

(95%(EEXMH) | (9.4,11.9) (10.0, 17.3) (7.5, 9.8)
NH— RHT 0.71 0.61
(95% 5% X)) | (0.58, 0.88) (0.49, 0.75) -
PfE* <0.001 <0.001

T BHCOXHMINYT — FEFNICE B Rty FHILEDHE
f Bl YT Y IE
Q3W : 3R kRS

13 OS®Kaplan-Meierfifift (KEYNOTE-01075%)
(PD-L1FRMPTPSZ 1% D EE)

100 =
90 ™ ——— &7 2mg/kg QAW
801 FAl10mg/kg QIW
70 1 — KEsEL
€601
50
ﬁ 40 “‘H"" \MII v e ]
301
20 RN
10
0 T T T T
0 5 10 15 20 25
at risk#g AR
Al 2mg/kg Q3W 344 259 115 49 12 0
FHI10mg/kg Q3W 346 255 124 56 6 0
rESFEIL 343 212 79 33 1 0

E7) VIBRAEE ST - BHROIENIRITE OB & KHIO R AE

KUHRIE, B, RAICE, Ra70YX~v7 (GEETEE
%) & LT, 1E200mg % 336 f XX 1% 1 [H400mg 2 6358 i
F@ 30732 CREERET 50

(BHERXSHEAMOTHRWRIF UV /NE)

17.1.10 EFHESS T188R (KEYNOTE-087:5R)

- BREMEAI RS EREITRIC

- BFREMEAI RS TRIC

HREXIEAEOHMNAYF U VVERE (2106, BAA
1061z &t) OLTO3D20a+r— kMR, AHFI200mg 338
RS OB MR OREEPRET S Wiz,

TLoVFI<wT RRFUITED
BEEZIIEBE (Ih—1H1)

- HREBIBMRBEEESTCHD ., POTLIYFIIT XEF

VICKBEHEEZTIEE (TR—12)

TLoYFIvT RRFUITED
W (—RIBE IR BEEREO—RELTOT LYY F VT
T RRFUICEBRNABEEEZV) 2T TLARVES (2
A—13)

7B B TEREETARD SN BAIC. ERETERT
FERAERD 5N WEDERWICEE L TV AEBETIE, RELL
[ D Ei &M TR BEIT AR 5 M B £ TAR DR S & k5T 5
ZEMHREE SN,

FEFMIEE TH BHER [WETIWG criteria (2007) 12#5<
FRYCHIEIC K 55242 %R) (CR) Xi3EaE% (PR)] &, £90
EBOTHoT,

2B, BRNCHRESNZHERSRIE, W Thoars—Fb20%
Th-o7,

RPN RFI2 L0FIF 144051 (68.6%) (HAA10HIH8H]%
&) ICEWERDP RO 5Nz, EaEWEA (10%LLE) 3. B
RPEEEAR NEE2601 (12.4%) R OFEE2261 (10.5%) TH -7z,

£9 ARERE (KEYNOTE-0873#Ek)

ak—h1 I4R— b2 a4k—13
(69f1) (8141) (60f1)
7e2%% (CR) 15 (21.7) 18 (22.2) 13 (21.7)
iy #n%%h (PR) 35 (50.7) 35 (43.2) 27 (45.0)
(%) ZE (SD) 13 (18.8) 9 (11.1) 13 (21.7)
#17 (PD) 3 (4.3) 17 (21.0) 7 (11.7)
i AN BE 3 (4.3) 2 (2.5) 0
%33 (CR+PR) (%) 72.5 65.4 66.7
(95%({EHX[H) 60.4, 82.5) | (54.0,75.7) | (53.3,78.3)

(DPAAEFEERICIER U

TEYIRRNAE TR PRES L RZRE)

17.1.11 EEAESEIEHE (KEYNOTE-045:58)

755 F8H 2 EOLEEEREE) 269 2 RFTETE X dEB T
DIREE LR EESA20 (HARANS2HZ &) 2RI, KA
200mg BREEEZR G OB MR RN, (b3¥gEE 037
ZFE ). Ft¥Ft)LRidvinflunine) ¥ ZxEE L THRET S
N7z 2B, B CERBETHFRD SNIGEIC, RERET
ERITERDIZD S NEVWEDBERERNICKEL TV HEBETIE,
R [E DL O {5 Al TR BT AR SN B F TARA DG %
¥id B EAATREE Sz, FEFHMEEE 324 (0S) &
OEBEEAGFEHR (PFS) & &h., RAIRLEBEEHEL T,
OSEERICEE L7 (FIOKRUKI14) ®,
BRVERAT N GF126661H 16261 (60.9%) (HAA30fIH164]%
&) ICEERDRD 6Nz, EHEWER (10%L L) &, 25
FERES2MH (19.5%). 9553761 (13.9%) KO D296 (10.9%)
ThH-o7z.

8) OF 7 FF WAl % &L LERE (—KIAH) RIRBETZR

D BERCQT 7 5 F Bl & & LLEFIEIC L a7 - #iHk
BN LR 12 AMNICHEFE L BESHAAN S N,

#9) AFTIdvinflunineldREAZRTH 5720, 87U ¥ FEILUE R

Ty FELOVTNHIEEIRL .

£10 AR (KEYNOTE-04555%)

A#200mg o=z 355
Q3W
(2704) (272431)
OST |HfE [H] 10.3 7.4
(95%(EHEX ) (8.0, 11.8) (6.1, 8.3)
N — RH* 0.73
(95%(5 %X H) (0.59, 0.91) -
PfES 0.002
PRSI hoefE [H] 2.1 3.3
(95% (5% X H) (2.0, 2.2) (2.3, 3.5)
N — R F 0.98
(95%fEHEX H) (0.81, 1.19) -
Pf&S 0.416

T @O T —%  20164E9A7HA Y b A7

I @RI CoxfFINY — RETIVIC K H{LEEIE & O He
§ I ERa ST Y IRE

|| : RECISTHA R4 > 1LIKUICE:D < a7 Fhoefi|
Q3W : 3RS

14 OS®Kaplan-Meierfi#f (KEYNOTE-04535%)

100
90
80 1
70 ]
& 60
£ 50
i 40
301 MM_“
20 | —— s00mg Q3w
10 7 fespmt
00 2 4 6 8 10 12 14 16 18 20 22 24
at risk# EHEMIF]
Z#I200mg Q3W 270 226 194169 147 131 87 54 27 13 4 0 O
{e2E 272232171138109 89 55 27 14 3 0 0 O

(WMAEZEEERICIBR U IOET - BREOMSI-HighZH 9 5B E
(BENRERNEEIFSEITRD))

17.1.12 EEHESE T18E8R (KEYNOTE-16455R)

7ot IV REEEER. AFTFYTSSFUORTAY )
TN VIEREEIKFIMIC & B LERIED b 2 VIRABE 72 SR AT
RIFEBED I 27y FEE (MMR) RIEXIIMSI-HighzE&9
S50 - BEIEEEOLG (HAANTH 2&T) 2RFRIC, KA
200mg SBHEBRHRSOEMEROLEESREI Sz, BB,
SR TRBETHRD SNIZBEIC. RERETEZRIERS
ROOLNZVEDOBKRMICEE LT V5 EE T, EDIFEOHE
GEE TIEBET RO 5N S E TARORG 2T 5 LN
AlREE SNz, EEFHIIEE THSHEMWE [RECISTHA T4 >~
LLIRICE DS FREEIC K B5%ELER (CR) XIXEPEY
(PR)] BEIIDEBVTH -7

LR RBI6 1FIF356] (57.4%) (HARAN7HIFRSH 2 &)
WCEIERAD» RO 5z, EEIWERA (10%0L 1) &, BI&RE 1064
(16.4%)+ EDOFI (14.8%) FHISH (13.1%). HSIETHI
(11.5%) RUOZSERETH (11.5%) TH-olz,



K11 AESME (KEYNOTE-164 %)

6151
T2Z% (CR) 0
o E85rZ%h (PR) 17 (27.9)
o %% (SD) 14 (23.0)
BE#EIT (PD) 28 (45.9)
FHiliAREE (NE) 2 (3.3)
ﬁﬂ]&;ﬁ%&%f“ 27.9 (17.1, 40.8)

17.1.13 ERHEESE 148588 (KEYNOTE-158558)

—RIEE & LTI 2 L2 BRI O & 5 YRR EE 22 R FTH#ETT X
BEBED I 2~y FBE (MMR) REXIIMSI-Highz2E73 %
BEFEREEEOAR (HAANTHIZ &) 2RRIC. AFI200mg 338
RIS 5 O G R O R 2 HET & iz, MSI-High& 2l &
NBICKRRBICERSN836] (/' V—TK) 2B 5 FEGF
fitEE Tdh 5% [RECISTHA KT A V1L IKICED < Hrged|
FEICkB57EL2ER (CR) XE#HAER (PR)] WRI20EEBD T
Holzo B ERFHE THEBETFRD 5 NIGEIC, REBE
TRRIERPRD SN2 VWEDOBKNICLE L TW5HBRE TR,
WE DU O B EHE TIRBET RO 5N 5 TAF OB S % ik
g B ENAREE SNz,

BRI RFIOAFIHS8H] (61.7%) (HARANTHIHSHZE&T)

GRIGYIRRANREX (S EFS 1 D B HlfaRE)

17.1.14 EBEHESE IR (KEYNOTE-4265158)

(LB O 72\ ARG TIBRANRE X3 R RS 1 o e B M R 2 i
FEERESOLH (HARANIABIZ &) 2RI, AAI200mg 3R
MRS L 7 ¥ F = 7HGHARE L5mg 1 H2EES O H%E
FOEMEROREES, A=F=750mg 1H 1 [E4ER%5%2
SERARE A MR E LTRSS Nz, B, BEIEEHE CREETH
RO LNTIGEIC, BERETZRIERIRD 5N WEDEK
FICRE LTV S EE T RO O B R FFM TR EET A3
DOENHETARETF L F T OMRBREZ/GET 52 &
E& SN/, FEFMMEE I 2EFHE (OS) RUHHEEARH
il (PFS) &&h. K ETF LV FoTOMABEEE. A=F=7
B 5 & i U COSKUPFSZERICEE L7z (£14, K15K
UX16).

BNV RAI42961H4136] (96.3%) (HA A44f]+H444) %
&) ICREIERPRO 5z, ERBIER (20%20 1) 3. TH
21061 (49.0%). BILEL796] (41.7%). FRIRFEHEK RAEL35
Bl (31.5%). 3513061 (30.3%). FE - BEFRFMEREIERE
BEL1961 (27.7%) ALTHEA10261 (23.8%). FEREISH]
(22.8%)+ ASTHEAO7HI (22.6%). FRIKFEIM (21.9%)
CELOLF (21.2%) TH o7z

#14 AotEE (KEYNOTE-426545%)

CRIERARD 5z, EREER (10%LLE) &, #5116 AFHI200mg Q3W, A= F = THD
(11.7%) RUZ>EELLH (11.7%) THo7z. 7 & F = FHI0)
B (432451) (429¢5)
£12 BREadE (KEYNOTE-1583#E%) OST [ [H] NE NE
ZL—TK (95%(ZHEX ) (NE, NE) (NE, NE)
834 T N — FLE 0.53
5e2Z% (CR) 4 (4.8) (95% 5 HEX[H]) (0.38, 0.74) -
- % (PR) 25 (30.1) Pfi$ 0.00005
(%) ZE (SD) 20 (24.1) PRSI rsfi [H] 15.1 11.0
? BEM#IT (PD) 24 (28.9) (95% 5 HE X [H) (12.6, 17.7) (8.7,12.5)
FHIiAEE (NE) 10 (12.0) z\*n‘-—{ l;gti : ( 0.69 )
Z3®R (CR+PR) (%) 95%(EHEIX 0.56, 0.84 -
(95%fRARR) 34.9 (248, 46.2) P 0.00012
T HRABIZET T PRI O T —%  2018FE8H24H Y AT
I BRICOXHBINYT — REFNICK B AZF =T EDHE
AREBICEB SRS NZ04BICB T BIEE DFEHFR [RECISTH A § @Rl Ys Y riE

FZ A4 Y LIBRICED S HRHIEIC L 25E82R% (CR) IR
%3 (PR)] BRI13OEBYTH -7z,

#13 BENOEMERE (KEYNOTE-1585354%)
SIS BIE (%) %% (CR+PR)
94151 (23R (%)]

FE NS 24 (25.5) 13 (54.2)
B 13 (13.8) 6 (46.2)
/N 13 (13.8) 4 (30.8)
JRENE 10 (10.6) 1 (10.0)
JilEB= 9 (9.6) 2 (22.2)
RIS F e 3 (3.2) 1 (33.3)
iz i 3 (3.2) 0
7Nl e i 3 (3.2) 2 (66.7)
TE 2 (2.1) 1 (50.0)
TR PN 50 A 2 (2.1) 0
LN 2 (2.1) 0

PR bR 2 (2.1) 1 (50.0)
Jix RS 1 (1.1) 0
YNBLSE 1 (1.1) 0
RIS RRE 1 (1.1) 0
IR 1 (1.1) 1 (100)
e 74 1 (1.1) 1 (100)
A& 1 (1.1) 1 (100)
RS 1 (1.1) 0
Rk 1 (1.1) 1 (100)

—10—

RECISTHA R A Y 1LIRICED < i Mz P oehlE

#10) A#200mgzQ3W. 7F ¥ F = JHIAARE LT5mg (&) %

bidT#5 L7z,

F11) 2=9=750mgz4HMqdiEOH 5% 2EMKE L 2.
Q3W : &M% 5. NE : Not Estimated. bid : 1H2[E, qd : 1H1[H]

15 OS®Kaplan-Meierih#t (KEYNOTE-42675%)

100 s
90 T
80 \\-—.,___
70 1 T e——
K60
# 50 -
$£ 40
30
20 7 —— #mnoomg QW RUPHYF=T
107 ——— z=3=7
0 ;
0 4 8 12 16 20 24
at risk# MR
AHI200mg QAW
FpeQ RO 43 417 378 256 136 18 0
Z2=F=7 429 401 341 2M 110 20 0

16 PFS®Kaplan-Meierfifif (KEYNOTE-42675%)
100

w3
904 1
801 .
£704 N
B 60 - Ny
§5 50 -
B 40 j ST
]
Bz 30 L
201 !
— FH200mg Q3W RUFFYF=T | I——
104
——— RZF=T
0 ‘ :
0 4 8 12 16 20 24
S
at skt TR [A]
AE00Mg Q3W 432 357 251 140 42 3 0
RUF*YF=T
2=F=7 429 302 193 89 29 1 0



(BHEX (=R ZH Y 5 REERE)

17.1.15 ERHFESEIEHER (KEYNOTE-04855R)

{EBEREO 2 v, BRXIEBEOEET R LEEE2 85
882fl (HARAN6THIZ&T) ZRRIC, AHKI200mg 3B RIS
5. 755 FBAROS-FURREE, XIEAA200mg 338 R
BERMEEOENEROREEN, EYF v T, FSF M
IR OS-FUMFREE ZMBE LT sz, 757787 (v
AT TFUREANRTSF V) FHEYEMASERL, S5FF
BFROS5-FUDKREGIRBA6OTI—AETE Lz, kb, B
TRBETPRO SNIGEEIC. REBETZRIERIZD LN
TWEOHRKRIICEE LTV A EBETIE. RIELFE O E{§ Rl T
FERMEITHIRD 5N B TAA L 75 F F AR OS-FUD G
SXIIAR OBMB S 23 2 2 EPAREE SNz, FEEFH
HEG &AM (0OS) RUHEMEAFHR (PFS) ah, A
fl. 75 FF8AROS-FUNRBEREZEY RO~ T. F5F 58
IR OS-FUBFBEE B LT, OSEARICEE L (15K
UOM17), 7z, RAOBMEEZ LY ST 75 F F8H K
OS-FUGHHRE S B LT, OSIRIELHEZR L (R16&RUK
18),

KEl 75 F F AR OS-FURFRBEICB LT, REWEMITHR
27661726361 (95.3%) (HAA2561#H256]% &) (CBIfEM
AR SNz EEWER (20%LL 1) 13, EIM1336] (48.2%).
L2461 (44.9%) . IFHPEREAEI LR (33.0%) . 93844l
(30.4%) MiEORIETTH (27.9%) . IM/NRBEAFET 561
(27.2%) . WEM75M61 (27.2%). CINK67H (24.3%) T OBAKE
JE62( (22.5%) THoTzo AFIBMBEIIB VT, KRN
HHRFIB00615 17561 (58.3%) (HAAN23FIF17H1% &T) I<E
ERARO SNz, EaalfER (10%LLE) &, 5554365
(14.3%) KO FIRAREEAR TE39H (13.0%) TH o7,

15 FAIGHABEO AR (KEYNOTE-0487#5)

KA200mg QAW 77| €V F <7 FTFF
FF BIH| K O'5-FU#13) BF| K O'5-FUHY
(281451 (278451)

OS" [FkfE [A] 13.0 10.7
(95%fEHIX ) (10.9, 14.7) (9.3,11.7)
NP — R 0.77
(95%fE X ) (0.63, 0.93) -

Pt § 0.00335

T TR O T — 4 1 20186 H13HA Y AT

FBACoOxHAINY — REFNICE 2 Y F VT, IFFHARD
S-FUBRIREE & O Hol

§ (@RI YT IE

Q3W : AR S

17 ARAIPEFAREEDOSDKaplan-Meier i
(KEYNOTE-0483E%)

100
90 - o —— F#200mg Q3W. FSFFBARUS-FU
80 - S ——— 'YFYIT, FSFFURRUSE-FU
70
€60 A\
% 50 ‘\
40 R
30 g,
20 4 "‘m—mﬂh
101 aaaanl
0
0 5 10 15 20 25 30 35 40
at risk# EFARA]
FE200mg Q3W,
SssrmmposFy 281 227 169 122 75 40 10 1 0
\EEN
SoFrmmmOsFy 278 227 147 100 51 20 5 1 0

16 FAHBMBEO AR (KEYNOTE-0487#5)

TYRIVT. FIFF
z,tajz(%%rﬁ%sg,w BA R U5-F UL
(30041)

OS™ [dsfE [A] 116 10.7
(95%(EHEXH) (10.5, 13.6) (9.3, 11.7)
N — R HE 0.85
(95%{E B ) (0.71, 1.03) -

P 0.00014

T RO T —%  201846A13HA Y b+ 7
I ERICOXEBINGT - FEFLICE LY F VT, FISFF8AIRD
5-FUfFEE & O Mg

§ BRI S IE
Q3W : AR S

(FEL1EPIE)

—11—

18 AAIMIEE D OSDKaplan-Meier i
(KEYNOTE-04855%)
100
90 4 N —— #¥i200mg Q3W
80 1 \\\w ——— 'YFYTT TSFFEARVEFU
70 1
£ 60 %
% 50 BN
401
30
S
20 - ‘M\M""—Fh,H,”h
10+
0
0 5 10 15 20 25 30 35 40
at risk#k &M
ZAAI200mg QAW 301 225 172 125 81 37 18 2 0
BYEYTT,
555 FRERBUS-FU 300 245 158 107 57 26 10 1 0

CPS [PD-L1z#H LzMla¥ (EHEfk, v~ o7 7 —Y RS
U 2RER) ERIEEMIEE TR L. 100%% C/-E] ICBT 580
BHICEDE. CPSHIICHT 21T > 720

£17 AHHEMEEOOSTOHEMMESRE (KEYNOTE-0485(54.
PD-L133RARIAN)

HiguE [A] N — R
PD-LIRER | RSB | O osopmumxmn | (osofmmixm)
7.9
#RI200mg Q3W| 44 | (4 T o .
CPS<1 |[xvxvw7. 7 : ,
S rrMARY| 45 | 111i3é . (0.86, 2.20)
5-FUZ14) « 1y "
AH200mg Q3W| 124 10.8
(9.0, 12.6) 0.90
1SCPS<20[x v X s =7, 7 : .
57+ A& | 133 (8710i121) (0.68, 1.18)
5-FU#14) (] .
A#I200mg Q3W| 133 14.9
(11.6, 21.5) 06l
CPSz20 |&vVxy~7. 7 ) 5
5FFMARY 122 | (o 810i72 9 (0.45, 0.83)
5-FU#14) -0 .

T RO T —4 1 201846H13HA Y b4 7
I IEERICOXHBINT — REFLICL B LY F YT, F53FF8H RS
S-FUPFRIEE & O s (SRR 72 R HT)
§ I EHICOXHBINT - FEFNICK B LY F I~ T, TI53FFEAIRY
S5-FUBtH#E M & o Mk
Q3W : 3R kS

E12) SESEIOEOIRFEEUL M, IETE, RIRSE R O'MEEE,

#13) A#200mg. ¥ A7 5 F > 100mg/m2XIEHVESFF >
AUC 5 (mg/mL/min) %U'5-FU 1000mg/m2/day (4HFE
Rt R E) OEICEMBRB T — AR 5%, KA
200mg % 3EMMER R E Lz,

*14)

tYF <7 (#E1400mg/m?, 2[EHEE250mg/m?) .

VA

75 F>100mg/m2igH VAR TFF > AUC 5 (mg/mL/min)
RUS5-FU 1000mg/m?/day (4 H RIFGSER5) ORI
iR (tYF <70 ERER) T6a—A%E5%, Y F
¥~ 7250mg/m?% LEFBR TS5 L.

(B AAER AR (CIER U CPD-L1 B3 DIREYIBRANEEIREST - BRO
BiERTLRE)
17.1.16 EEHESEIEHE (KEYNOTE-18155)

—WIRE & U TIREN 2 LR O & 2 RIGVIBRANRE 22 4T -
EHROAERY B O REREEE6280] (HAANLS2H1% &
i) ZMFRIT, AFHI200mg 3EMERER S OFER RS,
bz OS7 0%k, RESFELNEBAY ) THY) %
MBS LTSz, 2B, EGFHE CRBET PR SNz
BT BERETZ2RIERSRD 5 M WEOEKRMICRE L
TV EETIE. KRELEOEGHE CREEITFROOND
TAROBE 2 MFET 5 L AAHEE Sz, TEMERIEE
EFHE (0OS) sh. EFEMRELTHRES AL (1)
PD-L1EG# (CPS®15 210) %[, (ii) WY LEEEFKY
(iii) ITTERICBITSOSOMERIZHINHE S N REER - S
B0l —H. BHIBHESAEZMHERNRKRTEZVEDOD,
PD-L1fH: (CPS210) 2O FLEEEDBELI67H (HAANTT
Blzat) KBWTLINOEMERES RSN (FI8KRUK
19),
PD-L1EH (CPS210) »ORFLEEDOBEICHB T 3R MR
MRt AFI85HIHS5H] (64.7%) (HAANAOHIH26H4]% &) ICH]
PR 6Nz ELEIER (10%BLE) &, #EH 104
(11.8%) RUEMKEEEION (11.8%) Tdh -7z,

¥15) PD-L1ZRB L -filas (@5, ~/u77—-YKk0) ¥

INER) 2RISR E TR L. 100% 5 U7 {8



#18 AuhtEkiE (KEYNOTE-1815%5%)
[PD-L1[3% (CPS210) »DRF LR E#H]

AHI200mg Q3W (€237
(85f1) (8241)
OS  |hukfE [A] 10.3 6.7
(95%(EHE X [H) (7.0, 13.5) (4.8, 8.6)
N = RHT 0.64 _
(95%(EHX ) (0.46, 0.90)

T ERHICOXHBINY — RETIC & 2LE L O
Q3W : 3EMMRE&ZS

19 OS®Kaplan-Meierfifif (KEYNOTE-18175%)
[PD-L1E3t: (CPS=10) » o LD B#E]
100

A ——— #F00mg QW
90 4 FH200mg Q

80 - - (LR

701 L
860 3\
Bt 50 -
40

301 N

20 e

10 I

0

0 2 4 6 810121416 18 20 22 24 26 28 30
SR (A

at risk#
AHI200mg Q3W 8579705651434030272111 7 4 3 1 0
{E25E 8274544234231814108 4 4 3 2 2 1

18. FEhFIE
18.1 {ERtR
AREIZ FPD-LIH T 2HUATH D, PD-1&Z2D Y H > K (PD-L1
KUPD-L2) LO#a%2MET S LICKD . EERREN 2GS
BTz EE S, EEEE2IH T 225X 615,

19. B (CEET 2B EEMAR

—MjZ  RATOY XY T GEETFEERR)
(Pembrolizumab (Genetical Recombination))

DFE : £9149,000

A B #EFHEZE MEE) ZJu—FILHikTH D, T Ak b
PD-1#ifADEmERER, LiIck MgG4D 7L —LT—2
HBERCEERP 520D, HE228FBHD 7 I/ BBFRE A Proll &
BEINTVE, FrAZ—ANLAY—PIEMIC XV EES
NZ44TD 7 3 ) BFRED S 2 2HE2AR U218 DT 3/
BRIRED S 2 HLB2AR TS NAEY VXNV ETH .

20. BRWV EDER
SMEBREHR I L TIRET 5 2 &0 [14.1.2 B8]

21. EERFM
21.1 Bk Y A 2 EHEE A RED b W5 s,

GRIBVIRTREREEREE. PD-L1 B EOUIBRTEEIRET - BROIE/N
HERIE. BRNGEAMOTHRWRIF U VINE, NP ALREER
ICHER U I ARB YRR R TR PR ES_E RZRE)

21.2 BN TOBRBEAPBO TR TWE I Eh 6. BERER, —&
KOEFNARS T — 7 PEBES NS £ TOMIZ, 2ER 2 N5ICEA
BAEREZ RS 2 IR ARAERREOERFREILET 2
BT, AROLEMRCAENEICET 27— 2 RHICREL,
RAIOBEEMERICBEZEBEZH L Lo

(PAAEREEERITIBB UISET - BROBEEY A J70Y T 54 hFR
EM (MSI-High) ZB9 2B/ E (RENREENMEHRSSICRS))

21.3 BALERER ICHEE LT - B3 OMSI-HighzH 9 2 B E
FEENRICEBHO2OOE THHABRICOWT, KTREPPIZZD
FERZ EREBIGICRMT 2 2 &

21.4 MSI-Highz &3 2B O > 5515 - EEEZ bk < BREO AT
KB 2ERPROoN TR Eeh s, Bk, HRRERES
L s kD KAAMEAEEOERERE HIICLET L L
bz, KEOBEMER O REMICET 27 -7 2 RIICRE L. A
DOEIEFRICBELREEZHE LS Lo

22. @&

134 7 (4 mL)

23. FEXH
1) Ribas A, et al. Lancet Oncol. 2015 ; 16 : 908-18.
2) Robert C, et al. N Engl ] Med. 2015 ; 372 : 2521-32.
3) Gandhi L, et al. N Engl J Med. 2018 ; 378 : 2078-92.
4) Paz-Ares L, et al. N Engl ] Med. 2018 ; 379 : 2040-51.
5) Mok TSK, et al. Lancet. 2019 ; 393 : 1819-30.
6) Reck M, et al. N Engl ] Med. 2016 ; 375 : 1823-33.
7) Herbst R, et al. Lancet. 2016 ; 387 : 1540-50.
8) Bellmunt J, et al. N Engl ] Med. 2017 ; 376 : 1015-26.

24, WEAEKREROBEWEHESE
MSD#st &t MSDA 257 —4H— bt s —
REETREXBIE]-13-12
ERBIEEDF 1 7 ) — 5 1 ¥l 0120-024-961

26. RERTFEEF
26.1 BHEIRFTT

MS DS

RRBFAHXARIL1-13-12

—12—

7004608215



TURAY =T NRFL GEG TR Z) 1.8
HXE ()

1.8.1  HAXE ()

............................................................................................................. 2
182  FWEENRIFINER, FDEETEIRBL....ooooioiie e 9
183 FHERUAE, TOERERML. .o 16
184 FRALEDIE, TORRERM. .o 20
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7asteﬂas

XXXXEEX A 1ERL (BB 1hR) BARZEELDEES
874291
. PrEMERER A, PiNect i n—4PT IR NE R E G G 1K
Sz A S
iﬁgéﬁg\%%‘ TURNYRT NKEFr (B TRAZ) TE
- misonrss X N2 7O ERER 30 mg
LOEATL L PADCEV for I.V. infusion 30mg
B & —
2~8°C TIRAT RRES
BhHEAR B 5ERALA
2415 H
3.2 BHIDOMHEIK
I Ea T P T BB
1.1 AFIZ. BREBCHAIRGTE SEBRERICH -
WT. BALEEEEIZTSEHE - BBRZED
EEDH &ET, AFDEANEY) EHIBHESN S VESHA 490, 6
EFIZDODNWTHOAEET S L, £, ABEH (@S |EEaoBl [5.8~6.2| (EMEHIEICHTS
IRICHKAS., BEXIIZOREICRBIOEME T) )
RUGKEZTHHBAL., AEZHTHLKRE

T35 &,

1.2 BN REIRFERARAE (Toxic Epidermal
Necrolysis : TEN) . FREHIZAREIREE
(Stevens—Johnson JE{E®EE) EDEFEREF
SEEDREEENHLHOLNEZENHY. T
TICE->fflEMESIN TS, UTDERIEIC
EETHELLIC. EEDRERENKELL:
BEICIEREERIEL, BUERBEETS
E. 8.1, 11.1.1 3]

BEEARDHONFIEAICE. RERE L&
DL, BYLGLE BIBERERILECEL
EXZIURIOERE) #1752 &,

2. 25 (ROBEICEERELAENI L)
Z!KﬁlJ@ﬁJZ" (i LIl BUE OBEERE D & 2 A

3. #ARK - MK
3.1 #8/k
BRI Sy W
(I3 T vH) (134 T )

1) | 1E2)

TURNY T NRKF | L-EAF VU 4 T2mg

v (G 7RE 2 ) L-t 2 F 2 R K
33. Tmg 7. 80mg

kLo —2KFa  186mg
ARY J)_—120  0.67mg

D ARNDERFHBZ LD F v A =—ZANLA T —
PEELAINA & IV THIIE S D,

12) AFNLL A TP, 3nL CTHAE L 7=l —
ALY ~T NRFEEMNIOng/mL & 705 K HIHEFRIES
ncTnag,

TE3) ARHFN A 7oL ZVEEFAKS. 3SmLIZ CIAfR L 7= D ¢
»5b,

4. FEEXIITHE

NALEEZZICEE LUIRAVIRT T R L RiE

5, TRERIIFIRICEET 5:FE

5.1 RK|O—IBWRIZI T B HIMER OV RV IX T
LTu7geuy,

5.2 PD-1/PD-L1 FHEANC & DIBRE D 2 W EBEIZRB T
DAREN OGN R N2 M IHENT L CTUauy,

5.3 WERBRICH AN SNT-BE OFHERESICS
W, 17, BRRARE ) OHEORNFEZBIM L, KA
DB NE R VLAt % o3 (S HfiE L7 B Cali it R
FOBRZITH 2L, [17.1.1 B8]

5.4 KHIO T OMBIEE L L TORENMER OZ 2
VEREST L TR0,

6. FERUA=

W, RAITE ALY <T RRF . (BT

#ix) & LTLHIL 25mg/kg (BE) #3043 LL LA T

TR L, W1E8S 2 s L, 438 B I3ARER

Dy INEIVA I NV ELTEEZBYIRT, 72720

E|E LTI2mga B2V b, b, BEDIRE

WX VTR S,

1. BERUVAZEICEAET 5TE

1.1 hoFEEMELEA & ORIz SV T, BRHEE D
FEAMEITHESL L T2y,

1.2 ARABH X OEWERNRER L ISGAICE, T
DEEZER LT, IRE - JlE - P22 &,

WD H %
P fik B P 5
G 1. 25mg/kg (I K 125mg)
1 B B el e 1. Omg/kg (K 100mg)
2B PR 0. 75mg/kg (K 75mg)
RYEH 38 s 0.5mg/kg (FK 50mg)
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RIVE 63 DORIE i e OV 1k LT

RITEA

R

ALiE

&
I
B
m

+ Grade 3

+ Stevens—
Johnson JiE &
B (SJS) X
R
5 mh iR T
(TEN) &

» Grade 1LAFIZIH]
B35 FE TR
T 5, EfEE, 1
BB IR X (A
—HETHEH
FTX 5%,
CHELESA.
ehHIET 5,

THE LB TE
%,
®Bh ok, XX
Grade 1LLFiZ[El{E
T 5 F TIRFET
%, EIEE. 1BRE
WE L &5 HEHM
TE %,

Grade 4

+ Grade 4
+ SJSXIETEN

FEPIET 5,

A R

Grade 2

» Grade 1LLTFIZIH]
B35 FE TR
T 5, HEE,
Fl—HET#H&S
i TE 5%,

CH/ELESA.
Grade 1LLTFIZIE]
"5 FE CTIRE
T 5, EfEE, 1
BERE R R L TR
5RBTE %,

FETPE A A

Grade 1L FIZ[AIE
T 5 F THRIET
%, BHER. 1BRE
PR L CHE LB
TZ 5,
BehpiEd 5%,

Grade 2

Grade 3LL 1

LR @ R

H

Grade 1LLF X[iE~
—AZ A [
T 5 F THRIES
%, EfEth, 1BRE
Pk B XX — &
THLHHHETE
5o

BehpiEd 5%,

Grade 3

Grade 4

Grade 301 1

BE5PIET 5,

e U

Grade 3

1 B & 250mg/dL LA
FIZEIE S 5 £ T
KIS 2, [\E
%, R—HARECTE
HEMTE 5,

Grade 4

FE5PIET %,

Kigtk==2—nm
INF—

Grade 2

+ Grade 1LAFiZ[A]
I 5 FE TR
T 5, MHEE,
Fl—HA&TEEL
HTE %,

CHELEGEA.
Grade 1LATIZ]H]
BT 5 % TIRK
T 5, FEER. 1
BERE A L T
5B TE D,

Grade 3Lk

HBEHIET S,

RS (fsh
s AME LS

Grade 3

Grade LLLTFIZFEIE
T 5 F THRES
5, [EE%, 1B
WESXE &
THEHEHBHRTE
)

Grade 4

BE ik, XX
Grade 1L FIZ[AIE
T 5 F THRIER S
%, [EEM%, 1B
PR L CHE LB
T& 5, AMMAK
FELRWESITIX
BhHfiEd 5,

/N i

Grade 2

Grade 1LLFIC[HIfE
T 5 F TIRFET
%, WEIEHZ. [F—
AETERSEHRT
x5,

Grade 3

Grade 1L FIZ[AlE
T 5 F THRIET
%, BIER. 1BRS
Pk B R R —

1£4) GradelINCI-CTCAE ver 4.03/Z¥#EL 5,

8. EELGERMIE

8.1

8.2

8.3

8.4

8.5

HEOHERENDL LDONDZ ENHDHDT, K
A G (FRCEERGRYO 1 A 7 0) 1348
FOWREEZ+JIBET L L, £, BEICH
LT, BIE, BMIEOIREORERRD b it
BT, HONICEREEAE 2T 5 L 58T

52 &, [z, 1111 21]
FIBER S Db D Z LR D DT, AKIERG

. EBIICIFEEORIE 21TV, BEORIEE
THCBET L, 2. AR ORSEBGT
AR E A @2y fa— L LT D
Lo [9.1.1, 11.1.2 ]

BRI RS LbNDZ LR DDT, AKIERYS
BRIART R 0% G-I E I MR 217V, B
FoWEr+oIcBlEZTs2 8, [11. 1. 48]
SRR EN H LN Z L RH DD T, KHIE
EBRRART R O G- H X E I I B RS RE R 21T
W, BEOWREA ICBET S, [11.1.6
Z ]
MEMEMRERH bbb Z RS A DT, #I
Sk (PP R, ik, FEEVE) DR K OVEH
A7 MR A A D S, Bl A +7124TH 2
L, Fo, BEIIX LT, MIHERR S bbb
Laid, o CEREEEY 2T 5 Lo fE
T52&, [9.1.3. 11.1.7 &)

9. REDERZEZHRI HBHICHIT HERE

9.1

9.1.

9.1.

GHHE - BERZEOHLEE

1 SmEE. HREE LLIIZFORTEOHIES
XIFHERBDEREF (BMI (Body Mass Index)
BEE) 2HTHEF
EIMAEORBEIEEY X 7 NEmELBENNH
%o BERINOBETE A A7 % B3 K UBML 30kg/m*LA
FOBRFITBNT, EBEE T E I ORELNGRD
LT, BRRRBRCIX, ARAIF5-R13 0 A LINICHE
RIFED A b ua— LN RETH - - BEITRA &

-, [8.2, 11.1.2 &M]
2 R 2 —ONRF—ZEHLTNEIES
JEREELSELIRBELN DD, [11.1.3 2]
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9.1.3 MEMMEEDHIBEXILZTOREEOH D

£2E
M MER BB UIEES 28T b 5,
[8.5, 11.1.7 &M]

9.3 FifEElEE RS
ABNERELRST DT ) AFALT Y AZF R
OMAE) IZEICHFRBHIC L v EETEZZ 20, B
FEREFEE D & 5 B E TIIMMAED I g fE S EH4 5
AREMER B D, ok, TR ERE A G L L
g R AR 13 550 L T 7Ly,

9.4 XEREEHT HHE

9.4.1 WEIRAIREG RS
AFN LG J OG-/ T % — W R 18 B 72 384T
EEHWDL L 8T L, [9.55H]

9.4.2 IN\— b F—HEIRT HAREMEDH L BHEE
AFN LG J O G4 T % — S W R 18 B 72 384T
EERWD X EETHZ L, [16.2.28M8]

9.5 1Fi%

I XATATHR LTV B FIREME O & 2 Lotkicid, iR
W EOFEMENERIEE BB S &l S b 5E
WCORFEETHZ L, BBk (7> ) Itsn
T, AFNOBERAEICHY T 2BER (Cw) T
TR BB O e IRIRERD K OVF I I AR
OEMPRO LN, o, BRE (v )
WZRBWT, iR6H B XT3 H EIZMMAER #¢ 5- L
=& 2 A Ik FRIBEER OMEHF A HE Sh
TWAY o [9.4. 1]

9.6 IRILIF
BILLRANWZENREE LV, b FTOILFPBAT
W57 =210 s, b MlgGiEREEL TICE
T35 engmbEsinTcnsg,

9.7 NREZF
INREEE G & LT BRARRRBR TS L TRy,
10. #BEEH

MMAEIE FEIZCYP3AM TR & 52, [16. 4R ]
10.2 EREFE (BHRIEET S L)

Fh ISR R L AE R ARSE  (Toxic Epidermal
Necrolysis : TEN)  (BEEEARER) | FRJEREIEARE
fERE (Stevens—JohnsondiEAZRE : SJS)  (HHEAR
B) ZEXRHobNDI ERBHY, FHTLIZESTZ
FlHMEINTND, BEPIBD LNTHE
W, RERIE Lo b R AE (B R
BT AL Pl AZ 2 UEIOB L) 1T
22 &, [1.2, 8. 18]

11.1.2 SMm#E (6.4%)
EMLPERN & & bodr, FEREESS b7 v R—2 X
WELIBENRD D, BEPBOLNTZHAI
I, AR URIR ORGS0 0E 21T
HZ &, (8.2, 9.1.1H]

11.1.3 KM= 1—0/8F— (46.3%)
KRR =2 —r 85— (33.8%) . RigikE
Bmo—oXF— (3.4%) . HHET
(2.4%) . HITHEE (1.0%) %13HobhbZ
ENBHDHDT, LU, BiMETENED DI
TEATE, R, RIS IR O ) A AL
21752 &, [9.1.22H]

11.1. 4 BRI
FHRERI (16.6%) . &l (11.5%) . HIEk
B (6.1%) o /MR (401%) . U o osER
Wb (3.0%) . FEEWELFHERECDE (0. 7%) %
NhLONDZ NS, [8.35H]

11.1.5 BEIE (14.5%)
i, BMUIMIESENH LoD Z Endb 5,

11.1.6 BHaEES
MRS (2.0%) SFEOBMEERENH Gbh
LZEnHD, [8.45H]

11.1.7 MEMmMESE (2.4%
MR MR R (AR | Mgk (2. 0%) %
NHoLbNDI ENBD, [8.5, 9.1. 3]

11.2 ZoO it EI1ER

S5 5 BRAAEIR - B 514 BERF - fEpRIA

W71 72CYP3A |BIMVEF D F B e OV |38 7] 72 CYP3ARH & Al &
IH. 5 4] JERE RSN B2 (OfFHIC L Y, MMAE
A 72 |HHOT, BEOWKEL |ORBINEES L,
FV = [EEICBE L, GIEHRO |WAED IR E R
U hFe [BBUCHSICERT S 2 |AT 5 WREEN S

v &, Do

77U A
=ae e
Ve

A
[16.7.1 &
1]

11. Bl¥EA
WOBWERRH 5bond Z ERH DD T, BlEE 1
AT, BERED DN GE I3RS %2 hikd
L7 P RNE LT Z L,

1.1 EXAEEA

1M1.1.1 EEORERESE

30%LL E 10%~30%A it LO%AH
H Ik B, R, fE | WEM, DN
Fib . &
—f - & 95 5 IR, ) | FEE
ByREE & i
O 558
NDEDWRHE
R K BARIHR
KA E
Feht T b R N FRERME D F
AR R RIALT A, it
TN, B
RS AR
B B Y Jit B BRIk W g%k
B TR (45. 3%) B, 5. KR | @R, RBER
e . EORE g 5. AKIEIER S
i K. HLBE
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ASTHEAN, ALTHE

e o

14, ERALDFE
14.1 EFIFRHBFOEE
14.1.1 5%
(1) BAI)T HF S K. 3nLIC L W IsfE L, = kL
V<7 XKFU B Z) %10 mg/mL D
BELT D,
(2) fR D BRITARFN DA T LD RNBEIZT - THEER
WCEAL, RS TITRBICHIE L, BRICEMmT 5
Z b, BB ONRAL T IUE, KRINRIRL 2D E T,
FETAZE, ERHENXICH TRV &,
(3) MRS OWIL I ATEH~ DT I A2 H O %
WO THD, HHEIZI VMR L, BRICHEM LW
LASEARRD SN HAICE., HAETBEES
HZ L,
(4) VAR LIS ATIR L WA id. 2~8°C THRAF
L. 24 BRALINICR G452 L,
14.1.2 ]
(1) MEEEZ NA TADLHRERY . A% OREN
0.3~4.0mg/mL & 725 £ 5 ICHARIERF%T N bE
HEEHR, BASRR 7 A S UL Y v 7 ViR
DR TN A VERDSESLT 720 X9l N
v 7 N AR S RS 2 &, M LRI L
RNk, EREXICH TN &,
(2) F R DT A~ DT I B E O M
HOTHD, BHRICE VMR L, R RpESE R
BROONTHEICE, EHALRWI &,
Q) ML . MR LIiITEC/CERAT 2 &, A
B, LUrETHARLUERERGET 2551, 2~
8SCTIRIEL ., FIRBLI6MEILINICHE T 5 = &
FRIRITERST A &,
14.2 EFIBREHOZE
14.2.1 [A—D A7 A v &2 L T ZEA] & DIFE
B 513 Thenz &,
14.2.2 BARANFERGICE L, EAMEMBh D
&L BEEICRT DATEE, B, BEIRE, K
i, KEOEBEOEGEEZTZENDD
DT, FEEAMEIMN 2N K D s
HT L,
15, ZHMDEFE
15.1 ERERERAICE D < 1B
FEARRBRIC I\ T, AFNCH T D HURDPEAE R RS S
NnTnod,
15.2 JEEGEREAER(CE D < 1FHR
15. 2. 18R (T v ) 2B\, BFEREEEL T
12 H &0 b ARO RE AR SR E RO b
729,

15. 2. 2 KA ORERLRLSY T AMIAEIX, T v s OBEHE/N
BB CRinEN: (BEMEFERIER) 2R Lk
N, [9.4. 28 18]

16. FEYE)HE

16.1 maEE

16.1.1 BRIRUREERS

{LZRIEIE O & 2 IRIEUIBRARE 72 IR S _E RO BB 12,

28HE & 1A 7 L& LT, AAIL0F T, 25mg/kg
Z1, 8O H BICEIRNEE- LT L&D, A 711
D1H H R U5 H B OAFK K& OMMAE O i o B HER & O
SEMENHE N T A —H Z LT O L ORISR T,

AAIL 25mg/ kg 505D, YA 7 1010 BIZHT 515
A HDCou L OAUC (g1 1ZFED < RFNOZEFEREUTZE N
Zh0.946 K . 14Th 7=, F1=. &K1 25mg/kgh
GO, Y4 7 V10O1H BIZXT 5150 B OCr, K

AUC (go-n 1ZHS MAED ERREIZE L. 60 Y
1.57TdHh o729,

100.0
——1.25 mg/kg

'é -©-1.0 mg/kg
210.0
"
G
- 10
iz

0.1
0 4 8 12 16 20 24

HERY (A
X ALFEEIERED & DARIGYIBRAGE 2R R B b R s B
ICAHIL. Omg/kg X 1Z 1. 25mg/kg & £ 5-1% D AF| o 1fi.
1B IR EHER

—
(=}

—

o [MHEH MMAE 74/ (ng/mL)

01 —6—1.25 mg/kg
-©-1.0mgkg
01
0 4 8 12 16 20 24

ERD (H)
X ALFERERE D & D ARIGYIBRANGE 2R R B - fe s B
WZAHINL. Omg/kg X 1Z1. 25mg/kg % ¥ -5-9% OMMAE D
I3 R EHERS

FOARFIHE] R PR 51 O A O M B e
NTA—H

| 1. Omg/kg | 1. 25mg/kg
RS54 (A4 27 /V101HRB)
N 9 8
Coax (ng/mL) 20.4(12.4) 24.2(18.5)

Toay @ (day) 0.0237(0. 0187, 0. 0254 (0. 0237,

0. 0429) 0. 0450)
AUC (go-7) 26.7(19.2) 27.6(17. 4)2
(day* pg/mL)
tys (day) 1.89(17.9) 1.85(6.8)"
KEFG% (VA 7 1D15HH)
N | 6 | 4
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Coax (ng/mL) 21.1(30. 1) 20. 1(8.0)
Toax @ (day) 0. 0427 (0. 0237, 0. 0452 (0. 0208,
0. 0867) 0. 0800)
AUC (q0-7) 29.7(18.9) 28.1(12.1)
(day- pg/mL)
ti/2(day) 3.20(21.9) 3.02(28.1)

S GRATHCY)
a)  HRME (R/ME, FOE)
b) N=7

F ARHIHE] S OAE$E -1 OMMAE D ifi 4 h 384 ) &
INT A =4

| 1. Omg/kg | 1. 25mg/kg
B[R 5% (A 7 V1I01HR)
N 9 7
Cpax (ng/mL) 1. 69 (50. 2) 2.10(103. 6)
Tuax @ (day) 2.02(1.00, 3.04) | 2.07(1.01, 3.01)

AUC (g0 9.27(47.4) 11.8(100. 4)

(day’ ng/mL)

KE#E% (A4 27 V10158 )

17. BRERAHE
17.1 R URSMICET 538
17.1. 1 EFg A FEE MR (EV-301588)

[ AR PR AIY K OPD-1/PD-L1HEAIC
L DIRIRED B 510 IRIRYIBRARE A2 RIS b RO
BFE608H (HARAS6HIZETr) ZXIGUT, KK
1. 25mg/kg #28H A 7 vd1, 8&NI5H HIZ
PG LB OB MR VR E . IR R
FOZRINT 2{E0E (R XL, 7Y
2%t /L ¥ (Fvinflunine) ™ L+ 5 &%
i e U7-FEE IR 2 b bl 2 520 L
7=
TEMEEE Th LA (0S) X, b
FEETEL Wi U CARAIBE CHBRIEEZ R LT
9)

TE6) AR PUEMEREE A TR SUI R I & G- &
12 A LIS BT 358 b =551
X, BARIUEMIEEAIC X 2 ailiaRE & &7
T e &N,

T BRI % & Tk Pkt OHERr
FIEE LTI ~L~T (BIETE#Z) BEh
SINTBEE bR E S,

78) AFETiIvinflunine (ZRARTHH-H, K
BH XA NIRRT VX FBADONTILD MR

N 6 4
Cuax (ng/mL) 2.44(58.7) 3.94(91.5)
Ty (day) 2. 02(0. 998, 1.94(0. 977,
2.95) 1.97)
AUC (go-1) 13.5(56.5) 21.7(91.5)
(day* ng/mL)
1/, (day) 3.92(11.0)? 4.30(35.2)

ST (A{THCY)
a)  HRE (R/ME, HoRME)
b) N=4
ER) AFIOEBHEITT VALY~ RRNFL (E
i x) & LTlE1L. 25mg/kg ({KE) Th 5,
16.3 o7
MMAED & b IR FIZxEd 5 in vitrof & 321368 ~82%
TH-o729,
16. 4 {5
in vitroiRBRIZ XY . MMAEIZEICCYP3AM TREBT SN 5
ZEBNRENEEY, [10. 0]
16.5 et
F v MR PERERE L 72 MMAE 0. 056mg/kg % BRI ERMRA
BhH Lzl 2 A, HEASKEEIL E CILB 5 HEREDK)
95% A PR ST FEF ~PEI X, B 5-672RFE % £ TO kL
HHRE O FE H SRR & O T E 96, TR Y
102%, JRHEEIERIZZENZE LS. 1KV 4% TH 720,
16.7 EWMHEEER
16.7.1 ¥ ta+vJy—iL
AR EREE T LISV v R a b —v g v
WZRWWT, AFIEME SR 57 hat >y —L
(FRUNCYP3ARREA)  OF % 5-HE DOMMAEDC,o 2 TRAUCT
BMPEEMEO I, FENL 15K TN, 38 & HEE S
728, [10. 28]
16.7.2 ZDith
AR EEE T LISV v R a b —v g v
WZRBWT, REIBMEGRFICRIT2Y 77 e
(BRVNCYP3AFEEA) OFH % 5-HEDOMMAEDC,, L2 TRAUCD
BPEEMEO I, FHEN0. 12K TN0. 47 L HEE S

- 8)

WIni-,
AHA b5k

STt H (301 f31) (307 31)
AT ¢
A X2 hDOFEA
US55 (%) 134 (44.5) 167 (54.4)
e (A 12.88 8.97
(95% 1E X [H) (10. 58, 15.21) (8.05, 10.74)
ANY— R 0.702
(95% 15 HEIX ) § (0. 556, 0.886)
P 0.00142"

T A EKYE - 0. 00679
I thRfEtr (o bAZH 1 20204E7 H 15 H)
§ : @B Cox NW'— NET I K DILRE & Ok

1 Bilnro s BiE

AETEHI OKaplan-Meier Hh#

FlHE
P
¥
B
puiy
ki

oo
(F
i

X - k

*ob et b T
e
02 A SRl . o

012 3 4 5 B 7 8 9 10 1112 13 14 15 16 17 18 19 20 21 22 23 4

SEFHH LA
at risk #

FFIRE #01 286 272 257 246 234 222 100 158 130 105 85 63 52 42 33 23 1§
fEFRGERE 307 260 274 250 2% 219196 163 131101 84 66 51 44 32 29 16 11

[
o

RAINE G S 72296615 (B AN3661% &
Te) . 278%1 (93.9%) ICEWEANGRD LTz,
FRRIEA (20920 ) 1%, BEEAE (45.3%)
KRR =2 —a/8F— (33.8%) . & 9 FEIE
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(32.1%) . JEY7 (31.1%) . BAEGE
(30.7%) . THI (24.3%) . BREARSL (24.3%)
K OVEED (22.6%) Thot-, [5.3 5]

18. FEZNEFE
18.1 {EA#F
TRV T RXKFUE, HiNectin—4t FHlIgG1
£/ 7u—Fabiikse MNEEGHEERZAGT 5
WMAEZ . U v —% 0 L CHERARHE S E-HukEms
BIETHD, TURLY<T RRFUL, EEH
ORI FICFEET ANectin—4IZFEE L. MR IZH
VIAENTZRBIZTa T 7 —BIZLY ) o h—RNokr s
A, MMAEZSHEARPNICBERE S 21012, Wl L 7-MMAEIZ8%/ s
FICREA L, MRSHEEEL TR b—v 2275
THIEEICKLY, EEEMIEER T EE XS
EI/LVCU‘Z)]SNIE)O
18.2 MEBEHA
TURY T NIRRT, B R B RAG-BS X
IZAG-BUE IS AR T & 2 TR L 7 EAEE ST A~ 4
~ U RZRBWT, GG EH 2R L7,
19. B SICEAT HEEEMIR
— A R =T NREFY GBI TER)
(Enfortumab Vedotin (Genetical Recombination) )
KE 2RV Y~<T RXREFr (5FE K
152, 000) IIHIAEMELSAETHY | BB T LT/
7 v —F )VHUR O ME DCysiRIIZE ) AF AT ¥
VAZFUELE Y =575 KT ((3RS)-1-
6-{[@29-1-{[©29)-5-(HNNEAL LT I J)-1-{4-
[H{ICY-1-{[ 29 -1-{[(BR 45 59 -1-{(25) -2~
[AR2MD- 3-{[U1S2A-1-t FuF¥i-1-T7 =171
INU=2=AN]T X} -1- A X T-2- AT )-3-FF
Zaenleall Pr-1-A L} -3-A hF I -5-AF)L—
I=FF I AT ~A-AN](ATFNV)T X )} -3-AF )L~
I-FF ) THE 2 AN]T I )3 AFN-1-FF VT
B =0=A NV (RAF V) HIVINFA VL FFR) AFN]T
=Y - 1-F X IR B2 A N]T I -3 AF -
=A% TH -2 AN]IT I} -6-FF I/ ~F )~
2,5-UAXyru U U -3-A VEE (CoHieN1 1015 ; 75
B :1,317.63) ) BEALTWD, HUKERSIZE k
Nectin—4(Z%f9 25 FHH 2 & FgGlE / 7 1n—F
APURTHD . T v A =— AN LA X —IIRHaIC &
DIEASIND, Z 2RI EETAATROT X BRREL
MO BHE (v 18H) 2ARRORIAEO T X BRikHn
LR HLEH (k) 2RTHERINDEX 08 (&
FB : 59147,000) Th B,

A

PABC
{p-aminabenzyl alcahol arbamate)

waline-citrline

dipeptide o " oﬁ/\ﬂ " oH
S O Fs Feantiet emeane
© c
bl | J

- . SSDA010 (MMAE)

\ o ‘

SGD-1008 (Drugrlinker)

22, @i
XA TV

23. FEXHK

D HNSEE: T b - I8 JRERAERBR (XXXXEXH
XH7&Z CTD 2.6.6.6.1) (DIR200240)

2) FEPNHRAESE - (UHTEESE - R ERERER  (XXXXEXAX
H7KZR CTD 2.7.2.2.1.4) (DIR200241)

3) NS E T v b - 30 AREERMERR  (XXXEX
AXH7AZCID 2.6.6.3.1.3)  (DIR200239)

4) HENEREE R ER XXXEXH X A &G CTD
2.6.6.4) (DIR210016)

5) tEPNERIEE - RETHEI T SRR R B R R
- ENFELIFERER (EV-102 study)  (XXXX4EXHXH
7KZE CTD 2.7.6.3) (DIR200242)

6) FEPHEREE - MATE RS - BN (XXXXAEX
AXHAZCID 2.7.2.2.1.1)  (DIR200243)

7) AENEREE Ty b - PRl - SR EIRERER  (XXXXAEX
AXHAZLCID 2.6.4.6.1) (DIR210048)

8) FLPNEE g - EFRASRY B EE T T AT

(XXXXAEXH X A&GR CTD 2.7.2.2.5.1)
(DIR200246)

9) tEPNEIEE - RETHEI T SUREERS R R B L R R
- ERRAL RIS IIIFRE (EV-301 study)  (XXXXAEX
AXH7EZR CTD 2.7.6.4)  (DIR200247)

10) ARSI (b bEsk) - EEER (e b
Nectin—4~DFEAHFME)  (XXXXAEXHXH AR CTD
2.6.2.2.3.1) (DIR200249)

11) FEPNREE  BEpbilE (b hEsk) - 3EEER

(Bt 1 331 D MIRNAEAT & aik)  (XXXXAEXAX
H7&ZR CTD 2.6.2.2.3.2)  (DIR200250)
12) FEPNRAEE - BERbEMAE (b REsk) - SEERIER
(MMAED RPN ACHE)  (XXXXHEX A X H 7KGR CTD
2.6.2.2.3.3) (DIR200251)

13) Francisco JA, et al. Blood 2003;102:1458-65.

14) FEPNHREE - Bt MAE (b REsk) - SEERIEH

GfaEEREME)  (XXXXEEX A X H 7&E2 CTD
2.6.2.2.4.1) (DIR200252)

15) FEPNHRAEE - Bt MAE (b REsk) - SEIR(EH

QIRINA 22 2 =35 (XXXXFEXH X H 7GR
CID 2.6.2.2.4.4) (DIR200253)
16) #hNHEE - s B ROkIEEBESCID~ 7 & -
EHMER (XXXXEEXH XH&AZE CTD 2.6.2.2.5.1)
(DIR200254)
24, XEERERUBEWEDE L
T AT T ARt
AT AANA T F A =g Z—
T103-8411
HRE R IX H AREAIT2 T 5% 17
U —F ¥/ 0120-189-371
26. HERTEESF
26.1 BIEERST
T AT T ABEEHRA S
WA I X H AREAIT2 T B5& 175
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TURALY T NFFL GEEGTHRZ) 1.8
FXE ()

1.8.2 EXIEIHR, T OHRERM
1.8.21 MEXEIHR, BEYTHIE

4. PREXIIR
3 PABZFERRIERR TG E U I ARIR OIS RE 72 IR IS B R

5. FEEXIIZHRICEAET HIRE

5.1 KANIO—UIRIFIZ 1T DA O BVETHESL L TV7R0Y,

5.2 PD-1/PD-L1 PBHFEANC X D1EFRED 720 BE 2T 2 ARF O E K O PR3N LT
[AYAJAN

5.3 HEARHBRITHA AN B IV BE ORNARIESEICOWT, 117, BRAE] OHEONEZ #
HL . AHNOF MR OB %+ B g LT B ClSEBE OBIRZITH Z &, [17.1.1
Z ]

5.4 AFIOFMOMBIIERE L L TOAERER OVZEMITHESL LT,

1.8.2.2 MREXIIHE, BETLEALDOIEDREIREN

JRFTHEATHE SO TSR R B ERO BT ICxt T 2 = vy~ 7 RNF U OERRIA MK
O Z MR T 5 F 827 —#1%, ERELFES 3R (EV-301] homraive, £72, EHEE
H[E S 2 AHRRER [(EV-201], Y53 1 /R [EV-101]1, EWNEE 1 /RS [EV-102] 7»H =
VIRV T RRIFUOFMMER OBEENIFFES NI Z LoD, ERROBREIIH R L)
B 5 EolE 2R E L,

LU A 38R O £ 22 A 201 B OV M D & & 7~ 7,

EBRILFE S 3 tHER [EV-301]

ARBRIY, 70/ T AHIIREZAAE 1 (PD-1) X707/ 7 2fasE) #> K1 (PD-L1)
BELEE A1 B N (1 4 A % B T LR IR IE O > 2 JRITE FHE SRR VR IS 1 R ;R 2t B b L
TEBRIEFEIEEMR 7 &7 2MEE 3R CH 5, FANCHE SN PRET ©, =Ry~
7 ORRFUEEICL D 2AEGFHR (0S) OMFHCAE D DEEIRICEE R IERE DR S
M, HANCHRE LA RWEZ - LIz 2 nh, ST —2 =4 1 » 7 RE2ITHAER
OHIEEZEE L, ZOPEMBIT A REERET O E LT

FRANEDORER Z LU FITRT,
® THHMTHD OS NiERk I (NF— Rk [HR] =0.702 ; 95% 54X : 0.556,

0.886 ; F{ill P=0.00142) ; OS OHYAEIZ, (LFHIERETRIT W AKX LT, =oALy
~7 NRFUHETIT1288 WA TH-T,

T AT T AR
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TURAY =T NRFL GEG TR Z) 1.8

RIXE ()

Bl BRI TH 2 B AFHIM (PFS) MR Sz (HR =0.615 ; 95%(SHHX M :
0.505, 0.748 ; Al P<0.00001) ; PFS OH AL, (LFHERET 371 W HICKH LT, =
RNy~ 7 RXRIFUBETSSS WA ThoT,

RIR B Ch 2 8BIHZE2h% (ORR) ARk Siv7z (A P<0.001) ; ORR (%, {b5&ik
BET17.9%ICX LT, mrdmLY <7 XRFURET40.6%ThoTz,

X 1.8.2.2-1 EfRHFES 3 18548k [EV-301] =4 7FHE (FAS)

1.04 Enfortumab vedotin = — — - Chemotherapy
+ Enfortumab vedotin Censored + Ch h y Censored
0.8
©
2
= 0.6
wn
b
2
2
8 0.4
<]
a
Events/N Median (95% CI)
0.2 Enfortumab vedotin 134/301 12.88 (10.58, 15.21)
) Chemotherapy 167/307 8.97 (8.05, 10.74) * —
Primary Analysis
HR (95% Cl)=0.702 (0.556, 0.886)
0.0 4 One sided p value=0.00142
T T T T T T T T T T T T T T T T T T T T T T T T T
0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24
Duration of Overall Survival (Months)
N At Risk
Enfortumab vedotin 301 286 272 257 246 234 222 190 158 130 105 85 63 52 42 33 23 15 74 4 3 2 1 1 0
Chemotherapy 307 288 274 250 238 219 198 163 131 101 84 66 51 4 32 29 18 M 6 4 2 2 1 0 0

CI: confidence interval; FAS: full analysis set; HR: Hazard Ratio.
Source : EV-301 & & (5.3.5.1-1) Figure 12.3.1

TURNVY T RRFURABEERDH Y, BE®T T v A VTEEAREThH T, AF

o (EHIREAEESLLZET) 1T, Bamozetra 7740 —H 1L TBY, Hil-kh%i
ENEORBRSIIHER S LTV,

FRBZRMEORREZ L TITRT,

2020427 H 15 HOT —X 71 v A TR T, RIS WMo PRy mry <7
NRFURETA99 T H, ALFRIEFHT345 WH Th o T,

EiRE L THEFRORHREIBIL, ©ohLY <7 RPFURE LA PRIER CRIFLE T
bole (FNEI98.0%, 99.0%), FHEFFROEE NFEHTZ Y ORFBLR|IHK 5-HH CIH
FREE, UMb FRIERE TR o T,

FRAEFER (R NVY <7 NRNF U AHMEFRER O TN ORE TREEIE 20%
PLE) 1%, WEE (ZF147.0%, 37.8%), BAJEE (ZE4 40.9%, 26.8%), %57
(ZNZI36.1%, 26.8%), FHl (ZHEH 34.8%, 22.7%), RMMEER =2 —n/F—
(ZAZEI34.5%, 22.7%), EIFEE (FAZLI34.5%, 6.9%), FEL (ZALZI30.1%,

T AT T AR

10/ 30



TURAY =T RRF GEETRZ) 1.8
wtxXE ()

254%), &L (ZNZH 19.9%, 29.9%), E (ZNEN 27.7%, 25.1%), KRAE (£
LEI 25.0%, 7.9%) HOFEN (ZNZEH22.0%, 14.1%) Tholz, WTHNORETH
BEIS 15% U EOBFEHEZD YL, mUohLvYy~T RXEFUREL il U CERRIERET
BB G @D o oA FERFRITA M, & O FEREG D Th o 7o, (LAFRERE & ik
LTCZUANAY<T XRFUFTREBRIEGRE > L AERERL, WEE, ‘BAREE,

ey, T, RRMEEE = a—a T —, ZIFEE, B, (i, WREAe, BE, %

%, REWEE, BRRILEIREE, RERD K OEE Ch o7z,

& T URNAYYT NRFUBERWMEFRIERICBNT, ZL—R3UEOREER (£h
Z1170.9%, 663%), EHELRAEFS (TILEN46.6%, 44.0%) RO CICE-T-FE
FE (ENENT.1%, 5.5%) OFBEIGITHRGHH CRRE TH -7,

& T URNAYYT RXRFUBERMEFRIERICENT, FILICE-TofAEFES (2hth
17.2%, 17.5%) KONHEIZE ST GHEFR (LTI 34.1%, 27.8%) OFBLEIGIIHRE
HHRCTHRBRE CTh-7o, KEICESTEAEFEFZORBEIEG (FhTh 60.8%, 29.2%)

X, =AY~ T NRFURECOTFERIERE L B U TR o T, AR IR
(RDD (FWFTHOFHIBWTHE L, MOBKRRE —BEL T, WTRoRIZB N,
Th, FLAERT (~90%) DHERBEIAFFRIZLLIbDTH7, WTHOREZ
BWTH, AEFRUNOBBTRIEL 0D Z LITZE A ERNoT2,

® LRTIPIDHCIZESTEAEREN AL, ZUFRALY~T XRFUFTTH, (b
SEPERET 3 BINRBRAH S A K 0 IRBRIR E B B D L HIE SN, TR ENDAER]
IZDWT, ETICEST-FRITBEH L TLY AIEEEDEVRKR & & 2 55 ZA& K 1 03 FFE
INTe, WTNORC BIETIZE - oA FFERICHET 200 v ReZ2 I b h o
77

ARBROFEFRIL, PD-1/PD-L1 FLEA| K ONH 4 RRA % & T 2R O & 2 J/PE i X
ARPE RIS F R REDIBEICB T A ALY ~T RRFUORFRR_RZ T 4w kU R
7 il A LT D,

EBRILFE S 2 tAER [EV-201]

ARBRIT, PD-1/PD-L1 FREANC X HIRWE 2 AT 2 RPTE TI T R IR RO B
IZHT DR Y =T R RFUBMBEEO AR LA TMET S 2 L2 AR E L
LhfigxdkE, SR, HFERHRBRTH 5, KRBROak— b 1 TIEASRANS X D ILFRmRIEE
EHTLOEEERRL L, ah— b2 TIXASRASEIC L HREENR 2L, MAANRESETY
AT T F B ERARHEIEDOBREE NG E LT,

ak—h 1
aR—F 1 TCOER P HIEE (BICR) (2 XY RHEE 472 ORR (95%(EHEXM) 1%,
44% (35.1%, 53.2%) TH Y, M (DOR) OHFHAE (95%EHEX ) 127.6 A (63 7h

T AT T AR
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TURALY T NFFL GEEGTHRZ) 1.8
FXE ()

H, #EEARGE) Tholz, M a2Ha3 585, PD-1/PD-L1 BEANC K 2 RIEEN =5 L
Mo T3, PD-L1 BEOEWAE R MEWEBEDOY T I —T2E8, T XTOYT 7 —
T TC—E LIZIREDRPBO b,

#* 1.8.2.2-2 EFH# R 2 #8558 [EV-201] BICR IZ& % ORR

Cohort 1
(N=125)
n (%)
Best Overall Response
Complete Response (CR) 15 (12)
Partial Response (PR) 40 (32)
Stable Disease (SD) 35 (28)
Progressive Disease (PD) 23 (18)
Not Evaluable (NE) 12 (10) £
ORR (CR or PR) 55 (44)
95% CI q for ORR (35.1,53.2)

+ Best overall response according to RECIST v1.1. CR or PR were confirmed with repeat scans > 28 days after initial
response.

I Includes 10 subjects who did not have response assessment post-baseline, 1 subject who had an uninterpretable post-
baseline assessment, and 1 subject whose post-baseline assessment did not meet the minimum interval requirement for
stable disease.

4| Computed using the Clopper-Pearson method.
Source : EV-201 #ffi#fi i & (5.3.5.2-1) Table 12.3.1.1

BICR ##ifilZ & 2 HEE PFS D IfE (95%(EHIXH) 1£5.8 W (49, 7.5 H) Thoi,
TRBRFE Y AT X DA 20 E DR IE BICR (2 X 2 ESHME & —E L TR Y, BICR §HE & iR
Y ERTIC X DRl O B AD1E (BOR) O—HHRIL83% TH -7, #EE OS O H il
(95%IE#EXM) X124 A (95, 156 W A) Thole, mUANVY~T XRFUOR5%
AT 72 125 Bl oBEFA M O Rl (95%ERIXHE) 12284 A (049, 3262 7H) T
HoT,

2R — K 1IZBWT, ZURLY~T XRFUEEFERDH Y, BEMT a7 7 A e
HARE Ch o7z, 2AR— M 1ICBIT 2RWEHORBEIGIL 94% ThH 72, ERENEM (FEBLE
B 20%LL ) X, BEE, Y7, AAREGE, B, KRR = o —no8T—, WRASE, T
W, & DPEE, RS, (REBD, BRREBREZ Tho7-, 7 L— K3 L EORIWER D%
BEIAT 56%TH Y, ERFEWERIIGTERBUE, &, EH CTholz, HTILEST-AESR
LU 761 (6%) TRDHNT,

aR—bh 2

20029 A 8 HOT —H 1 v A TR CTak— b 2 OBZEOBIHEMMO T IME (95%
BREXME) 1£134 A (033, 2927 #H) Tholz, =h— k2 TOBICRIZEL Y FHEiE
72 ORR (95%I5#EX[M) 1%, 52% (40.8%, 62.4%) TV, DOR DOHFRAE (95%(FHEX M)
X109 WA (578 W A, #HEEREE) Thole, HEBEHT LHEE, PD-L1 HELOSWEE

T AT T AR
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TURAY =T RRF GEETRZ) 1.8
wtxXE ()

K MNMEWEBREOY T I N—T %50, T _XTOH T I N—FTC—E LI-IBEDENRED B
776

& 1.8.2.2-3 EIR#R%E 2 18548 [EV-201] BICRIZ& % ORR

Cohort 2
(N=89)
n (%)
Best Overall Response
Complete Response (CR) 18 (20.2)
Partial Response (PR) 28 (31.5)
Stable Disease (SD) 27 (30.3)
Progressive Disease (PD) 8 (9.0)
Not Evaluable (NE) 8(9.0)§
ORR (CR or PR) 46 (51.7)
95% CI q for ORR (40.8, 62.4)

+ Best overall response according to RECIST v1.1. CR or PR were confirmed with repeat scans > 28 days after initial
response.

§ Includes 5 subjects who did not have response assessment post-baseline, and 2 subjects whose post-baseline assessment
did not meet the minimum interval requirement for stable disease, and 1 subject whose response can not be assessed due to
incomplete anatomy.

4| Computed using the Clopper-Pearson method.
Source : EV-201 #fE# %5 # (5.3.5.2-1) Table 12.3.1.1.b

BICR ##ililZ & 2 HEE PFS O Il (95%(EHHIXH) 1L 58 WA (5.03, 828 W H) Th-
7o IRBRHHMERC X 2 A 0O FEAMIE BICR 12 & 2 5 & —E LTk Y, BICR i
TRBRHE YRR K DR O —BRIT 85% CTh o 7o, HEE OS DHF A (95%IEHIXH]) 13 14.7
A (10.51, 1820 7 H) Th-oT-,

AR — R 2IZBNWT, ZUARALY YT RXRFUEREAERERDH Y, BRET a7 7 A VTE
Huge Thole, aR— h2ICBT2ENEHORBEEIGIL 7% Th o7, FREIEM (GEEE
B 20%2L 1) 1X, WE, KRR =2 —a R —, 5, BEEUR, Z 58EE, BRIk
iz, WRAL, RERD, A, FTHEOMNELTH-T, 7 b— K3 L EORIERDOIELE
HAIE55%TH Y, FERBEWERIIFPERBUE, BOIRBREE, 5, Aim, BaEE, T
I, EIAE R V) R—BHINTH o7z, SHITHRLEICEST-HERENBOLN, 209 bk
HET > R =3 2 RO Ll tsie N e RE, SYEBEEFEO 1 AIXRIER S HE sz, =
B R 2B TR CICESTLHERAEFR 2T OAMETREECBEMOBMEMNZ, ak—1
2 THERN—=RATA U TI0%DEENREENCEHEDOBRERAREZ AL W2 LA L T
W5, RANTRERIG & 7 D ATREME O O T T o0 B R B VA DHE 2 B T D R R T h
H5EVIRPICEBNT, ZRHOREWT — X IF VRV Y~T XRFUOBEMOFERSE
Tu7yrAnE—BLTWE,

2=~ 1 OFMER OEBLATRE R

TN T a7 7 A VOFERIL, PD-1/PD-L1 PHEHI KR
450K % & T b FRERE O B D BT L T

PESUTHRRBPEIR S R A (S LiFE LY 27

T AT T AR
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REAT 4y " abl2bT 22 RLTND, £, ar— b2 OMELOCERMEO D B L2
PEDOFERIL, PD-1/PD-L1 BREANGE A UTIEFERZRIZHEE L=, VAT I F ARG 0 B
KHLHFFEFLWIARAIARR T 4y habb6T I EA2RBLTWD,

W55 1 FHRABR [EV-101]

AFRERIL, Nectin-4 Z3HLT 25 FEEE (BBERE LEOERT L2580 2xi58e L, B
EWHE LR OER 2R — M ERE L, FER, ShixiLE CREROA ) R Th o5,
R PEIR I RO 1.25 mg/kg FREMTXIGAAE ] 112 51 O TEERHE Y R AT O] E 12 K % ORR I3,
42.9% (112 I 48 ) (95%EHEIX ] : 33.55, 52.55) THV, 722%%h (CR) 2854
(4.5%), 2% (PR) 243 5] (38.4%) Th-oiz,

KRBT RV Y ~T  RXRFUREE ST LT G4ER] 201 B, 199 B
(99.0%) IZAFEZRNRO LI, ERAEFS BIHEIE 25%LLE) 1%, T (56.2%),
L (453%), BAEGE (43.3%), BLBIE (41.3%), TH (36.8%), MHEHE (353%), K
PR = 2 — T — (33.8%), £ HFEIE (30.8%), Mart (29.9%) KOMER (26.9%) T
HoT,

AeBR TR L7 I EEH (05, 075, 1.0 XDV 125 mgkg) TlE, =y HhLYy~7 XK
F L OBRMEICRBEII A N7, Fiz, TRV Y~T  XKF 2 1.25 mgkg #451%
HRR MR IR I b RO B IO U CHURIR R 2k LT,

ENE 1 HRAER [EV-102]

AR, FPTEITH SO TR FREO AR NBE AR e L2 HE, 704 4
b, HERH, EhEERRTHD,

ORR I 1.0 mg/kg B¥ 44.4% (4/9 #), 1.25 mg/kg B 25.0% (2/8 ), At 35.3% (6/17 f51)
Toh o7z, CR 2 1.0 mgkg BED 1 TR HL, PR A 1.0 mgkg #ED 3 4], 1.25 mg/kg #ED 2
BB b7,

AEFLZORBAEGIINTHORERETEH 100%TH Y, FhfgEHRSE (BEAHTREE
B 20%2L 1) 1X, A, SRERE, DEE, RS, ORE, BE, RaEuR, B2, &
ERAD, R, NHL B, BRI, TARTXURT I NI AT =T —BH, GFRER
B, REMWEE = 2—a R F—, JE57, SHERK, BmERBORD, BE R OB G 3%
BETHoT,

JRFTHEEA T SUTHERE R IR B ERORE D H AR NI, 28 HiMZ 1 A 7L e LY A 74D
1, 8EWN15 HAICZVELY <7 NXEFF 1.0 mgkg X 1.25 mg/kg % #RN&E G L7 &

X, WINOHETHLARENRO b, £io, RKENL, BFEITHEOIIEBEIRE EROE
O HARNBEE I L CTHUER R 2R Lz,

T AT T AR
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ULboi@y, [EREEERS 3 /R [EV-301] 123\ T, PD-1/PD-L1 BHFEAI K OV 484 %
B LACFIRIERE D & 2 JRFTEATH OISR IR E R 24, = ALYy <=7 R
F UG X VAL FRE L B L CHEZ 0S DIEE N A BT, [EEEHLFRE 2 iR [EV-
2017 ICBWTIE, [EFRIEFESS 3 AHBR [EV-301] &L RBEDOBERBE ISR E Lizadk—b 1,

J OVPD-1/PD-L1 FLEANC X 2I16EBENH Y, VAT T F v Gt b FFRIECAREIG TH 55
FTEA T SRR VR R I BB A 2R & Lz adk— F 2 1BV CHLARIO—B LA
WAHBNTZ, F2, EWNE 1HERBR [EV-102] OEND, =ohLYy~T7 XKFUEE#E%
DHUREDE SR (ADC) KVE /) ATF AT U U AZF 2 E (MMAE) OB &EITHARNEE
CIERARNBECTRIRETHY, BAKRICERZ LT HLOTEIRNEZEZ LN, &6
(2, EERILFEZS 3 FHEER [(EV-301], [EFRILRESE 2 tHRABR [EV-201], W@sha5 1 FHRER [EV-
101], EWNE 1R [EV-102] OffENS, =k Yy~7 SXKFUORRT 4w MELY
27 % bED EEZ BT, LIcid> T, HEERORIREIIZNRZ DEdEmiiE R I CEE LT
RIRUIBRARER RIS ERE ) ERE L7z, 728, HEOMBIIEWT, 2REXIIsEE [BA
L FPRIER I LT ARIG UIBR NGB 2 R I BRI ) L 8% L7z,

PNRE ST BE T A 1EE L, EREOBKREBGER A E 2, DTFICESEHRELL,
5.1

—WIBBICBIT AT U ALY ~T  RRIF U OFER R EKRE U7 R RS IX
BONTVWRNT ENBRE LT,
52

PD-1/PD-L1 [HEHNC L AIRIEED 2 WBFICB T H R LY <7 X RF U OF8MER
O LM ARG LR E IS O T RN EhbRE LTz,
53

TRV =T NRFUOERICH T TE, THEEE OEONEZBML, AHFlD
AR O e 2+ B L= BT, MISRE 2 HUIGRIRTE D LR E L,
5.4

FHRFOMEEEL LTOT Ry <7 RXRF U OFM N OV & et U R ER
AT ON TN RN EMBRE LT,

T AT T AHIK
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1.83 FRERUVRAE, ZORERML
1831 RERUVRAE BEJT LHIE

6. AERUVAR
W, RANCEZ Ry <7 XRTF BIEHHE#RZ) & LTI A 1.25mgkg (REH)

Z 30 Ay LA B TR L, 8 1 MR EA 3 EERE L, 408 B3R5, a1
A7 NELTERGZHYIRY, 72720, 1REE LT 125mg BRI &, B, BE

DARREIC LV EEBET D,

T AT T AR
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TURNY =T REF (s z)

1.8
RIXE ()

1. RZRUVAERICEET HFE
1.1 MLOHFUEMEELA] & OO OWT, AR O EMEIIHESL L TH R0,

1.2 KFFEEIZ LV EWERANRE LI25A121E, LT OIRHELEZE LT, K3 - & - Pikd
HT &,
BED R Z
Tk 2 B kG
W 1.25mg/kg (B K 125mg)
1 BEBS R 1.0mg/kg  (FHK 100mg)
2 BEBER R 0.75mg/kg  (Fx K 75mg)
3 BB 0.5mg/kg (FK 50mg)
BERICE D R3E, T OV Ik 5L
EIl/EH FREEY ALiE:
Grade 3 . Grade 1 DL FICIIET % & CIKET 5, [E%. 1B
. e i ML IR T 2 5
R R SRS (TEN) 60~ % L7250, BEILT 5,
Grade 4
SIS ILTEN BEHIET 2.
Grade 1 LA MIZIET 5 & CTRIEKT 5, BIfEEL, [Fl—
Grade 2 HAETRERHTE 5,
R 6 L7354 Grade 1 LLFIZ[EIE 3 % & TIRIES 2,
EE%, 1 BpEs L CREHEBTX 5,
Grade 3 UL | BEHEF1ET 5,
Grade 3 M5B 250mg/dL LA FIC[m{E 4% & TIRIES 5, [,
=gz Fl—HETESGHMTE %,
Grade 4 BEH1ET 5,
Grade 1 A FIZEIET 5 £ TREF 5, [BIEER. FH—
AT Grade 2 HETkEHETE 5,
—a—n 3 L7=%A  Grade 1 DL FIC[EIE T2 £ TRIET 2,
INF— mfER%, 1 B L CREEBTE 5,
Grade 3 UL | BehHd 15,
Grade 3 Grade 1 LA FICEIET 5 £ CTIREKS 5, [BIfEHK., 1 BREE
B B B NiFFR—HECTHREHRHTE 5,
(afin 7> 5 Bk, XU Grade 1 LLUFICEIE S % E TIRFET 5, 1
DRELIA) | Grade 4 Mt | BMORIE L RS EIITX 5, RIS L7sL
LAIE G F 145,
Grade 2 Grade 1 LLFIZREIET 5 £ TRET 5, FIER, F—H&E
TRERHTX 5,
i /s B PRk Grade 3 Grade 1 LLFICEIE T 5 & TIRZET 5, AL, 1 BB E
i NiFFE—HAECTHREHRHTE 5,
Grade 4 BeHA L, X@i Grade 1 LA FIC[EIfET 5 & TREF 5, (1
e, 1B L TR EBTE D,
- Grade 1 L TFIZEIET 2 £ TIR3ET 5, [IER. 1 BB
g | Grde? Wit L TR RIIIT X 5,
- Grade 3 UL |- BEFIET 5,
Grade 1 L FXIEIR_—RA T A Z[BiE
£ 7e U b | Grade 3 5 E THET B, EIEM% . | BRI RO
DFEIEH HEATx5,
Grade 4 BehHpiET 5,
7% 4) Grade IZ NCI-CTCAE ver 4.03 |ZH# L 5,
T AT T AR
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1832 FHERUVHE BEYTLHIEDOHRTIRN

JRPTEATHE ST IR EROEBE T H =AY ~T XKNF oML - HEX
WAV 1 FERER [EV-101] [2BWTHRET S 7%, EWNE 1 FEREER [EV-102] (2B W THUH
% HESAANBECHEATETH D Z EAMEGREINT, 51T, EEHLFEE 2 HR5R

[EV-201] K ORGERBR T 2 EFEILFES 3 /58 [EV-301] IZRB W CEMEi S, 4FE L
X274y NVRIZTa Ty AN ELTELT I ENRINTZZ LD ERROMEROHE, B
THEEERE LT,

R A LU ITRT,

%28 A 7001 HE, 8HAKWIS HRIZZ= VALY ~T NP%ylxmyg%ﬁ
WEHET 2 EL ORI, BAVCHEZ RG2S 1B [EV-101] TR L/~
T4y Y RZHITHESWTRE Lz, WANE 1 HERER [EV-101] T, HRAEAED
BETH O HE DI ERD L K OVRERIE L B EO & 53 Z K O FRIZEHIC, =2k
W=7 NERF 125 mgkg &V W HTETIEEHE L e 2o 7o, WESNG 1 AR [EV-
101] OFEFRIZBNT, 2 TOHETHRITRD N0, 1.25 mgkg IZTN L VIRWHEE
e U CHUEIS IR @ o7 2 D, 1.25 mg/kg DERRHESE A& L L GRIRE LT,

FHEMEYEREET A2 ANV I ab—2 3 U lBWnWT, REICESW RS
(1.25 mg/kg, AEZY 100 kg LLEDOHEIT 125 mg) %, BEEHE (95mg) L LT, KE
NI HEEMTH ADC KO MMAE OIBFERICKE 22 AU NWZ EPRBE N, =

DFEREY, =AY~ T XREFUOEREIZEDSWEEGFIETEY T L EE 2 b
7o RHEMSEMEREMATIC IV TIE, oM SO BE G RK 70t a B e b A &
L GERENZD, Wit ADC it MMAE OBRERICH L CHRK LEZOH L EL 5
2HbDOTIERNEEZ BT,

FEINE 1 FHEER [EV-102] OFER XY, RFTETHE XTI RE EREO B ARNBHIC
WTCHZ VRN Y T XRFUOEGIZLY BRIF2AIMERRO I, 72, ENE lﬁﬁ
%[mmm]&@ﬁﬂ%lmﬁ%[mmm]®7~&;D H[E] R ORAR % 5% O H AR N IR
FREEE IR T HANVY T NN FUREZO ADC KT MMAE DIRFE/ T A —X%
(QW&UAW%m)i%ﬁﬁk%ﬁ&%@bfﬁ&&f%@,%ﬁﬁ%u%ﬂ%%k%?%
DOTIERNWEEZ LN,

%28 HY A 2701 HE, 8HAKWIS HHIZZ= VALY ~T  RXKRF 2 1.25 mgkg % A
ﬁﬁ&#é%%&m%;%%wrﬁ&ﬁ%r%éI%AH%3%@%[mnm]&ol%A
55 2 R [EV-201] A %80 L7z, ERRLFESE 2 8 [EV-201] =R — K 1 THA&RANIC
5m%ﬁ%&0mnmuum%ﬁ@@ﬁﬁ%ﬁTéﬁﬁﬁﬁ%L&E%%_i/$w/v7
N RF 2 1.25 mgkg 4G L7ofE R, BICR #HliiZ L% ORR (£ 44%% R L, CRIL 12%DHEH
TRO LN, VAT TF RGNS OEBMERE ERFEEFIZB TS, ORR T 52%% 7R
L, CRIX20%DHEHTHO bz, EFRILFES 3 #H58k [EV-301] T ARy <7 AR

T AT T AR
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FUAMEFPIEL IR LU THREIZOS ZIER L, BT U A7 13 30%(K T L7z (N — R
[HR] =0.702 ; 95%(5#EX [ : 0.556, 0.886 ; Fi{fl P=0.00142)

ST, ZURAVY ST RRNF U OIREE K OV 2L E B OBt X v, mETE T
ATESBVER IS EROBBEICB VT, oY ~T  REF U 1.25 mgkg R GFOIRE R
L, BRIIICEROSDAMEE2 76T 2R LW, 2, H1HE~FEIMHETD
ETONEROM R Z GTRE-LZEMMRIT O RND, =Ry ~T7 XRFUR5HD
ADC DIRFE & & ZaMFHihEH B OIEOHBARRI R I NI DD, =Ry ~T7 AR
F 2 1.25 mg/kg B GIEBIGe BRME L EHRERR L% T a7 7y A LV ERT EZ X b,
BRI 1T 2 RDLIZAK) 80% Th ¥, BFIXBBrhshmmy B Ik Twie

LIRS T,

bRV, RErETHSUTEEBMEREE FRREE I LT Ar Y <7 X NF oA
KOV EZ 18] 1.25 mg/kg O# 1 [F# 5% 3 @k L, 48 BI3IKRET L2 L@ EE26
n, HERRORENOCHELZ B, KA ALY ~T RXRF (EEHEkz) &
LT 1B 1.25mgkeg ((KE) % 30 Ll b CRmEREL, # 1B 5% 3@ L, 48
IIREST D, 2028 HElZ 1A 70 LTHERGERVIRT, | ERELT,

F7o, KEIZROTZENAN OERRRER O ERFHE, ZetEOdE a2 BE 2, TMAREDS 100 kg
BHBZD%A1X100kg & LCEIE L, 1H%S720 OREERIZ125mg #2702 &, L&
E LT,

70k, BEOBRIZEBWNT, HIEEKOCHELY TEE, kAZE=rmrvy~7 XRKF
(Lm?ﬁﬁz)&LTIEI%m@@(%ﬁ)%SO\HLﬂTTEHﬁEL 1 A5 A

HERE L, 4 B IIARET S, a1 A 270 LTREERVIET, 72720, 1a&EE
qumg%%z@w:&o@k\%%®ﬁ%_ VAR D] AR L,

MEKROREICEES 27ERE, DNICESERE L.

7.1

TURNY =T RXRF o HWEENAOBKREBR TIE, = RkLvYy~7 XRKFUEH
Flgm e LT G- Lz, BT, —ohvy <7 RREF U L hopiEmiEEA & o0
2B T 2 AR OVZBPEIIMESL L TR W2 ORRE LTz,

7.2

TRV T NXRFUDERICHT > THEEAET S RIEMKG), TAEEE), [Ein
B, TRMME=2—a N F—), RS, T/ s i) RO TRIEM MRS, Wi
ZOMOBERIZONT, =AY ~T XRFUORE - HiE - Pk B 242 F R
g 57, ENSOEGRKRERO EHFEE T E LI HERET A KT 4, BEMEDRK
T, RO L 2B EORM R A E AR E LT,

T AT T AR
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1.84 HERALEDIE, ZTOHRERNL

1841 =&

1 -

11 AANT, BRIFIC 060 T & DERMRRIZIBUN T, D AALTFREIC o0 72 5 - #8R %
FFOEAIO® & T, AFOME A EY) &l S DIEFICOWTOARFELGT L2 L, £
7o WREBRAEIC L B, BE X2 OFIRICAR| DA MK Ofakatt 2+ L. FE
EFTroERETLHZ &,

1.2 WhEEMERZEEEEAZIE (Toxic Epidermal Necrolysis : TEN) . FZ &5 BARSEWERE (Stevens-
Johnson JEMEEE) HEDORHIEREZMES EEOKEEZENHLLNLZ LNHV | FELIC
FolflbHEIN TS, LTFTOFRRIZEET S & L b, BEORERENKEL L
BECEERG eI L, EYRLEEZITS 2L, (8.1, 11.1.1 2]

- BENEO ONIGAEITIEL, RERE S EEED | @O nE (R EREARLVE S
A, Pie AZ I FIOENE) 2179 2 &,

1.1

TURNY T RRFUOMERICH T o TE, BAACTFRIEIC A7 ik - BB A RO BE A
Db L THEFANPETFINDLINLENHD Z LD, MONAALFRIERNCHE T TRE LT,
1.2

TURNY =T RRF o E AW E N O RRIRER & OV OEIRTEHZIZIBWN T, FEER
R BESERNIEAE (Toxic Epidermal Necrolysis : TEN) KM OV REIEARIEEHE  (Stevens-Johnson JEfB
) HOEEORFERENRDOLNTEY, SEICESTIEFANRESNTNDZ &0 n, K
FEIR D53 70 Bl5% & BF 358D LI B DO U 72 AL E AR T 72 DRE LTz,

1842 EZ

2. BB (ROBEITEEBELEWNI L)
AN D BT L BUE DBEERE O & 2 /i3

1.8.4.21 EZDHRTEREN
FWpEiEO— AN E L CRRE LTz,

T AT T AR
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1.84.3 EERQEXRHIE

8. EELEXRNIE

8.1 HEDOKBREENHLLINDZ LN DHDT, KRG (R GRERD 1A 7
V) ITBEOIREE BT A b, Fio, BEICR LT, LS, MO TIRSE O B
WO LTS E IR, BONCEREEEZZ2 T 0L 0832528, [1.2, 1111
Z ]

8.2 |mIMAEN D HOND T ENDHDOT, AAFEGHIT, EHAMAFEDORE 21TV, BE
DREE+FITBET D2 L, o, AROERE 2T 5 b E A2 @iz = > b
n—/L LT E, [9.1.1, 11.1.2 ZM]

8.3 BB NHHOND Z LR d DD T, AHEEBRIAHT K O G I3 E MBI ik is A
ATV, BEOREBE+SICBIET D28, (1114 ]

8.4 BHEREIREE N H L DOND Z L03d D DT, AFIREGBIART &K OF G- H I E M H I B HRe
RAEZITV, BEORBE+SIBET 252 L, [11.1.6 ]

8.5 MEMMEEND HOIND Z NS DLOT, IR (MERIREE, ik, HEEE) O
Je OVE I 72 B i AR A o0 FEi S, Bl +o0IcATH 2 &y Fio, BFICRI LT, w1
FER DN 8 B DN BT RPN ERERE 2 %24 2 X 58T 52 L. [9.1.3.11.1.7
ZH]

1.84.3.1 EEGERITIEDHRERL

184311 EEOKERESE

TURNY =T NRF U E DT E NS ORER R & OV ERGER ISRV T, R
Rz S AER#AE  (Toxic Epidermal Necrolysis : TEN) K OVRZ @ REHEARAE BERE  (Stevens-Johnson JiE {5
) HOEEORBEREENRDOLNTEY, HEICESTHNHEIN TS, BEEOKERE
IXFICEGBRMRAIO 1 A 7 VIR E T2 2 L ELXEEE 2, EHRRRACE IR D+ 708l
g5, RE PR BTG Ot R E 2R T2 O ITRRE LTz,

1.8.4.3.1.2 Sk

TRV =T NRF o HOTZERNAOBRKABRIZIS N T, mmAEOFEHR D 5T
Do TURNY T NRFFUOREGZBT DRNCMEEZEYICa Y hr—1 L TEBZ L
KOS G- o B oA, BRRIER O+ e Bl 2 72 ITiRE LT,

T AT T AR
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1.8.4.3.1.3 EEEINH

TURNY YT NRF U O ERNAORRKAERIZBSN T, BRIEIAZEO TN 2
LMD, TURNLY ST RRF U ORGHTR OG- T O E B 2R A SRR AR O+ 43 7e Bl42
T OICRE LTz,

1.8.43.1.4 BHREEE

TR T RRIF U EAWTZENAORBRRBRIZCE N T, BEERENRED LN TS
e, TR Y T RRF 0GR O S O 2R AR IE R O+ 78
BT - OICHRTE LT,

1.8.4.3.1.5 MEMMEKE

TRV T RXRF U EHWEENOBERRBRICI VT, FEMEMEE, Mg SN
DHENTWDZ END, IHEIROREE, ERIR 72RO R AR O 14 7081 22 K OSWIHIE LR A3
PR BT E O 7 WLUE 2R3 72 OISR E LT,

T AT T AR
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1844 RBEDERZAIHIEEHICHTLHIE

9. RENERZFTHRBICEHT IR
9.1 &0HE - BEEESEOH 5 BH
11 EfbE, BERIE R L <IXE OBEERE O & 5 BE XTHERIFE ORI T (BMI (Body Mass

9

2 K= 2 —a RF—E AL TV A BRE

1L 3FEMEMEREB O H 5 BE T E 0RO & 5 B

4

A VIR TRE A o A

A 23— b= DMER Y D FIREVED & D BVERE

Index) @E%) ZHT HEH

M ORBUUIHEY A7 BNEEL BTN 5, HERFEOBEEZHT 5EERD
BMI 30kg/m? DL_E D B IZ3\N T, @S TRfbE OB BINFED Hivlz, BARREBR T,
ARAMEERT3 7 A UNICHERFBEO 2> ha— LR KRB Th o= BEITRA Shi-, [8.2,
11.1.2 &

JER (LS ENRH D, [11.1.3 ZH]

MR BN RBSUIEET 282N H 5, [8.5. 11.1.7 Z]

IR REkE & R

AHN LT HE ) AF AT ) ZAZF 2 E (MMAE) 12 EICHFREHC L W iHkT 52
D, FFEBEREE O & 5 A TlE MMAE DI hEEEA LR 2N H 5, 728,
FFRERERS R & k5 & LTI PRRBR 1T M L TV 7220,

ATEREE BT HH

KA G- e O G4 T 1% — EWIRIE ) ik 2 02 Lo 8952 L, [95%
N

ARFN G- R O 544 Tt — E M #E ) 2 btk 2 w2 K ogad 52 &, [15.22
Z

LR/

B0 SR LT 5 ATREME D & 2 PRI, TR E oA RMENERMEZ ElE 5 &k
SNDHLAECDHEETHZ &, BWREER (T v ) ([ZBWT, AR ORI RIZHY
TOMEERE (Cnad) CHEFRIEDOBA . I RARERAD K ORIRIUEOEEINATRD &
Nice o, B (Z v b)) IZBWT, ke HE XU 13 HHIZ MMAE 2#45- L
ol 2 A I BRIREME R BN R E ST D, [9.4.1 2]

=0

RALLBNWZ ENEE LY, & NTOHHHIBATICET 27— 21372028, & b IgG X
RAFIIBATT D Z R ME SN TN D,

AN

/NSRS & LT BRRARBRI I L Ty,

T AT T AR
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18441 HREDERZAIIEHRICHT HIEDHRERRL

184411 S, #HRFEELIZOBRERDHSEEXIHERBOBKREF (BMI
(Body Mass Index) &fE%) #F9 5&8%

TURNY T RXRF U EROTZENAORKRREBRIZIBW T, BEREOA I L7 b

MHEBLLTERY, F7-, @b, BERFEE L <IEZOEREEZ AT 285 UL BMI AE W EHE

Bokgm?2 Ll b) IZBWTEMEDRELLENE -T2 L0 h, HEREEZRTTEDICHE LT,

184412 FKWHE—Z1—ONRF—%2FTZEE

TURNY =T REF R AW ENAOBRKRERICHE T, Kitt= 2 — e XF—2 &5
JETRD BN TWAD, Grade 2 UL EOKRME= o —r RXF—%2H 7 5 BEF TR S Rk
SNTWe, ZOZEND, ftE=a—a"F—2 T 5BF I L TEOIERPEEST LY
27 EHBRTERWEZD, EEERTIZOICHELL,

Wi

184413 MEMMRBEOHLIBEXIZTOREEOHLEE
TURNY =T RXKNTF O ERNAOERARBRICISNT, FEMEMRE, 58
HHNTEY, EEPLETHDL ZENLRELTL,

=

1.8.4.41.4 MFHREEEERE

AFN RS D AT NT 7V AXF 2 E (MMAE) IZEICHFREIC LV ERT 720, AF
MREMEE D B 5 BE TIX MMAE OMAEEN FR-T 5N H D 2 &, FHREREE B 2 %t
G b UT-BRRRBRIIFER L TR W ENHRE LT,

184415 HXHEREHEHET HE

RIS ROEEIE, 1.8.4.4.1.6 imOESM, BRI LTE, AFIOE MEFIEM~
DEBIAATH 573, FEHRKRBR THRR RO b Z L bRIE LT,

1.8.4.4.1.6 W37

R (7> b)) 20T, AEROEKRHARICHY T 2BERE (Cnd) CEFBEEOW
D, BRIERE D K ORI OB IR Sz 2 &, £, 8RR (7 v b)) 2B
T, MR 6 HHKXWO 13 HHIZ MMAE 245 L7c L 24, I« JRIEME R O IEN#E Sh
TWAHIZ ENBRRE LT,

T AT T AR
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1.84.4.1.7 E3w
FRFLIT S AR O ARSI <, RAICBIT DV A7 2B LRIE LT,

184418 I©NR
IR~ IR S 2= b atidk L7,
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1.8.45 #tHE/EHA

10. #HE%EH
MMAE 13312 CYP3A4 TRt &N 5, [16.4 2 0-]
10.2 BtFEE (BFRICSEET S L)

T4 BRI - FETE 5 1R e e
§Rh 7175 CYP3A BHZE(RIEF o % B8 FE K OVERE E S Y98 ) 72 CYP3A FHEHI & o ff
§U4 gy T BEBENRBH DT, BEORIZED . MMAE ORBHHZE X
o) —)
D hgen | |[EEMECEZEL. GUERORESIC|. MMAE Ol s LR
7o) zn<A V| tHocEERT LI L, DAREMED B D,
o
"
[16.7.1 &)

1.8.4.5.1 MHEERDHRERNL
EHFHEIRYEIREE T LIZ SNy I 2 b—va v b, TURAY YT RRFUEHRND

CYP3A4 [HEEH A2 AT HHHK & EHT % & MMAE O IEF RS F 59 4 " REMED R S
7272 E LT,

T AT T AR
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FXE ()

1.8.46 EIER

1. BIERA

WORWER NS LN D Z LN LHOT, BlEEE+m14T, BEDRBD o HGEICITkE
LT 57 LU ALE AT T L,

11.1 EXLEMERA

1M.1.1 EEOREESE

th R SRR E  (Toxic Epidermal Necrolysis : TEN) (BEEEARH]) | 52 i RE M6 AR E (2
(Stevens-Johnson FEMERE : SIS) (BHEEARH]) HENRHLONDLZ ENH Y, SETITEST2HHH

HINTWD, BFEPRD ONTGEIEL, KERE LD | @OR0E (B LERLVE
VR Ble AZ I UVAIORRSE) 2175 2 &, [1.2, 8.1 M

11.1.2 HilkE (6.4%)

EIMBER B 5o, FERIFIES R T v R—= RICELBENR S D, BENBO LNT-HAEIZ
X, A R CRFIOFEE EURLEEZITY Z L, [8.2. 9.1.1 B

11.1.3 XMW= 2 —aF— (46.3%)

KIEMERER = 2 —r XF— (33.8%) . RHMEEH) = 2 —w/F— (3.4%), KT (24%).

BATREE (1.0%) ERHOLDLNDZENHHDOT, LU, HHETFTENED bNT-HEIT.

W, IREIF I OMEY /LB Z1TH 2 &, [9.1.2 B3]

11.1. 4 EHEHNH]

IR ERIED (16.6%) . &L (11.5%) . HIEKEA (6.1%) . /MY (4.1%) . U o Bk
(3.0%) . FEEMELFHERIBAE (0.7%) ERH LD Z LN D, [8.3 M

11.1.5 BIYE (14.5%)

e, BUMES RS bbb ZEBd b,

11.1.6 BHEESE

SPERBEE (2.0%) ZOBEERERHLbNDZ ENRH 5, [8.4 5]

11.1.7 EHEMESR (2.4%)

MEVERR S (BEEEARB) . MilEk 2.0%) EXRdLbIdZ ENnbd, [85, 9.1.3 &M

T AT T AR
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11.2 2D toEIER

30%L4 F 10%~30% A1l 10% AT
H ik GOV 7 I [ 7 &M, CNELE, B

- RHEEL |
O HBL ORI

RE . HEIE FEE

Ik

B R OREIEE | RAEGE

i R B R4 FEMED E W
MR RZAT A, FRsm, %
. wEge, AR

FZRE K OV TR | BBIE (45.3%) . & | BLIR B R EE | 38 | B, KERFBE., L

it 5 FEAE %, PSSR BEVERZ S KRR B 5%
. LB
T AR 5 e AST Hi/n, ALT #4/n

1.8.4.6.1 BIMERADERERAL

AR EICBW TR ONTEWER O Y b, HEEZRAEFESESR L Grade 3 UL EOFERELN
WEINTEY, EEMETAIVNERD D EEZONHFRIIHONT, ERLEWEM L L TRl
L7, 7ods, FEBUEEIIEFRILES 3 AR [EV-301] IS &5d# L, EV-301 #ERLISL CTRR
DONTEWERIE TBER] & LTRe L7, £72, ZOfMoORIERIX, EV-301 BRICES
%,w%(ﬂm)ui_mbzntmwm(Ek&EW%_ﬁﬁL BERZRS) ROEER
INLERTR R SRS CRLBEVERS, ARWRMER RS 2%, ALEE) MOMRFEE (T, MK, A% %
RO L7z,

T AT T AR
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1847 HBERALDIE

14, HAEDIE

141 RARBFEOIE

14.1.1 /&g

(1) BRI/ HEFK 33mL ICEVEML, =oALy ~<7 XEFr (Eisfz)
% 10 mg/mL ORE LT 5,

(2) R DRFIIARAN O SA T IVOWNEEZI > THEIZIEA L, IR O TITHRRICHEIE L, 58
BITEIRT D Z & WRE DA T VI, ﬂ/ﬂﬁ)fcﬁ< RAHET, FETDHZ L, BEHBXICH

TRV &,
(3) TfFEE DRI IEATEH ~3 0 :?LE%%%U‘?:?”&E@T%% B X VR L, 524
by u;w%%z&@m LD LNTEHEIIE, AT TREESLZ L,

(4) RS %ﬁbﬁw%é@\%%CT%@L\%H%%MWL&QﬁéCEO

14.1.2 R

(1) MEEZASALTANPLHRERY , FREOIRED 0.3~4.0mg/mL & 725 K 512 HAKR

77 5% 7 RO RERESHR, BARSER AR AR SO TR Y R OER N TN Z ., TR

DNASLTE RN K D MR N 7 & Fh NI SR 2 Z & il SR LRV & BT H

YlzH TN &,

(2) AL ORI iﬁ@‘iﬁ‘lﬂﬂNbfﬁ) AR EFRNWERETh S, HEIZ K ViR L., b1

RHESEANRRD LN HAITIE, A LR &,

(3) %, ﬁﬁbhﬂi@%ﬁ_ﬁﬁﬁé Lo B, RO/ THR UK EIRFT 2%

Al 2~8CTHRAFL . ML 16 FeLINICEE 2 2 &, RIRITFERET 52 &,

14.2 EHREROIE

14.2.1 [Fl—DRET A > 21 L THOFEA & ORIEHER G131 THh7RnW 2 &,

14.2.2 SARNEGICEE L, RENSMEIMIwND &, B RT 2R08E, T, JER,
KA, G OEBEDERERL T2 LN H DO T, EEAMEIMIIFIIRNEL S I
BHETHZ L,

1.84.71 #EREDZIEDHRTEEMN
14.1, 14.2.1
TRV T RXRFUOMEROHE, Mk - HEIREICESEIRE L,
14.2.2
BERRBRIC W TRy <7 RXRNF UERGRHICE SN DA LTGa, BEEAL
\ZH T DRLEE, BN, EIR, AE, REOEIENIRD b ORE LT,

T AT T AR
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1.84.8 ZOMDIEE

15, EDHDZFEE
15.1 EREREAICE D < 53R
BRI IZ W T ARANTK T 2 HURDEA DR HRE S TWD,

15.2 JEEREREBRICE D < 1HIR

15.2.1 &k (T v b) 1280V T, BRIREEEZ TE 5 &S AIRORHAA R 280
D AL,

15.2.2 ARAIOHERL S TS MMAE (X, 7 v h O #/IMGRER CRismEME (BRI
M) &Lz, [942 2]

1.8.4.81 ZTODODIEDEETEIRELL
15.1
TUBAY T NRFUEROEENAOBERBRICBNT, TuhLY T SRF
N DPUEMPUROEANRESI N TS Z L a2 E x, BRE LT,
15.2.1
7 v bR 3 7 A RIAE G- R O BRI I B 1SS T 5 & D, IREF
FIRRE CIERF XA DN -T2 b OO, JREAAAMAE CARO B AR 02UE 18D
DN EMBERE LT,
15.2.2
BB ORE RIS ERE LT,

T AT T AR
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1.9 —MMENMICHRLIXE

1.9.1 JAN

$ﬂ®*%%%%<WW)@,ﬁﬁSWﬁuﬂ105H%$%$%1ﬂ0%1%”@%%@*&|
(4 mizon ] wcmamans,

JAN :
(AAL) =Ry ~<T7 NRFr (BisFH#z)
(J€ 4) Enfortumab Vedotin (Genetical Recombination)

1.9.2 INN

AHNOERE—#%4 (INN) 1%, WHO Drug Information 2014 4 28 4 1 %=, rINN List: 71, 87-88 &
&R

INN : enfortumab vedotin

T AT T AR 1



HASKE I 1210485 1 &
SRk 30 4F 12 A 10 H

FAERREATE (7)) & OB

ZAEGBE RS - AR AR R S R A B R
( N Ffl ) S )

[ 3K D — R FRIZ DWW T

FERCIZ DWW TR, TEES O — A RO B MZ DWW T (R 18 423 H 31 A 3E
RHEHF 0331001 ZEAETBE EERMFEEM) JBIZLOVERVFHE->TnWHEZAT
HOHM, A, BOENCBIT HEHEL A (LLF TJAN] £ H,) 1220 T,
BB O LBV EDT=OT, #HTMmO L, & FEMRERICHEMG LA L < HE
JEREVNZ U,

(M)
HARES G — x4 #r7 — & ~<X— 2 : URL http://jpdb.nihs.go.jp/jan/Default.aspx
BIRDOTEHRD 5 6, JAN DA ORFTOERIX, YikT —F X—2ADEF R THIET
HZELELTWET,)



RIS
(BIZ2 1) INN & OEAERK LD AREMDH D H D
(AL 18 453 A 31 HEBFEARE 0331001 SR T EA ER AN HHEEEHMERE BN THIE L)
BerFE s 29-5-A2
JAN (HA%) :onra=grvrarAiEr ) oKy
JAN (3% 44) : Sodium Zirconium Cyclosilicate Hydrate
NayH,ZrSi300 * zH,0 (x+y=2,2=7=3)

DNA=T LT ABKFET P U TN K

Sodium hydrogen zirconium silicate hydrate



(BZZ 2) INN [ZULE X7t B OFRDIENCI T 5 B K — 4 7
(PR 18 45 3 A 31 HEEAFARE 0331001 52477848 3R A R#E S B EmamOoRTH#E 2)

BikFE S 29-5-B3
JAN (HA4%) v hny~7 XRFU GBIGTHBRZ)
JAN (3% #44) : Enfortumab Vedotin (Genetical Recombination)

T2 BRI RN AV T 4 REES

L4

H $8 N297 : BESHAE S ; H $5 K447 -
L # C214, H#4C220, H & C226,
L& C214 —H $4 C220, H 84 C226 —

DIQOMTQSPSS

ASTLQOSGVPS

GTKVEIKRTV

DNALQSGNSQ

LSSPVTKSEN

EVQLVESGGG

ISSSSSTIYY

YYGMDVWGQG

PEPVTVSWNS

NVNHKPSNTK

LMISRTPEVT

RVVSVLTVLH

LPPSREEMTK

DGSFFLYSKL

F 7R EH OHEEREIE

Galo_z

(B1-4)GIcNAC(B1-

VSASVGDRVT

RESGSGSGTD

AAPSVFEIFPP

ESVTEQDSKD

RGEC

LVQPGGSLRL

ADSVKGRFTI

TTVIVSSAST

GALTSGVHTF

VDKRVEPKSC

CVVVDVSHED
l

IT?RASQGIS

GWLAWYQQKP

FTLTISSLQP
SDEQLKSGTA

STYSLSSTLT

S?AASGFTFS

I
EDFATYYCQQ

SVVCLLNNEY
|

GKAPKFLIYA

ANSEFPPTFEGG

PREAKVQWKV

LSKADYEKHK

SYNMNWVRQA

|
VYACEVTHQG

PGKGLEWVSY

SRDNAKNSLS

KGPSVFPLAP

PAVLQOSSGLY

DKTHTCPPCP

PEVKENWYVD

QDWLNGKEYK

NQVSLTCLVK

TVDKSRWQOG

anfien

2)Man(a1-6)\

1
CKVSNKALPA

GEFYPSDIAVE

NVEFSCSVMHE

oy Tratws s
B C229 @ FKWHE G FTREEAL
#4.C226, H#{C229—HH{C229 : AL T 4 FfEA

LOMNSLRDED

SSKSTSGGTA

SLSSVVTVPS

APELLGGPSV

GVEVHNAKTK

PIEKTISKAK

WESNGQPENN

ALHNHYTQKS

Fuc(al-6)

Man(p1-4)GIcNAc(B1-4)GIcNAc
(B1-4)GIcNAc(B1-2)Man(al-3)”

I
TAVYYCARAY

ALGCLVKDYF

SSLGTQTYIC

FLFPPKPKDT

PREEQYNSTY

GQPREPQVYT

YKTTPPVLDS

LSLSPGK
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—glycoprotein

Co382HosssN170202008S46 (¥ > /X7 E 55y, 4 AREH)
H#  C2172H3358N5750674S17
L#H  CioioH1575N2730330S6



TURNY T RXEF UL, FUREWESER (& K152,0000 THY, Bis T 7 e—
FAHURD EEIAMEDCysFE LS, T/ AF AT OV AZFTUEE U U =D DX RTF
((3RS)-1-(6-{[(2S)-1-{[(2S)-5-(F1 L/ RFA LT 2 /7 )-1-{4-[({[(2S)-1-{[(2S)-1-{[(3R,4S,55)-1-{(25)-2-[(1R,2R)-
3-{[(1S2R)-1-t R & -1-7 ==L F a2 A V)T 2 414 FFT2-AF)L3-4F Y Fa e n
Ul W3- A B F DB AFNN-F X NTE b VYA FIN)T 2 YB3 AF)el-A X T H -
2ANWNT X YB-ATFN-N-FF T H 2 AN A TFIVNANNEANNTRINAFANT =Y /) 4-1-FF Y
RUB QAT I VZ-ATFNN-A XY TH 2 A NVT R 4-6-FF I AFII)25-UAF R Y
D 3-AVEE (CesHioeN1O1s 5 0 F & 1 1,317.63) ) Hfsa L TWD.
PUAER 31T, & Fnectin-4Zxtd 238G T X & FgGlE /) 7 a—F PR THY, Fv A =—Z 1A
A A —IRRHIRC K 0 EEE SN D, X oI EEH L, MATEOT X BRI 5H8 (1)) 2K K
ORNMEDT X VIR B DL (kBH) 2R TR SO BEY v 7 (G5 : £9147,000) Th
5.

Enfortumab Vedotin is an antibody-drug-conjugate (molecular weight: ca.152,000) consisting of Vedotin
((3RS)-1-(6-{[(25)-1-{[(2S)-5-(carbamoylamino)-1-{4-[({[(2S)-1-{[(2S)-1-{[(3R.4S,5S)-1-{(25)-2-[(1R,2R)-
3-{[(1S,2R)-1-hydroxy-1-phenylpropan-2-ylJamino}-1-methoxy-2-methyl-3-oxopropyl]pyrrolidin-1-yl} -
3-methoxy-5-methyl-1-oxoheptan-4-yl](methyl)amino} -3-methyl-1-oxobutan-2-yl]Jamino } -3-methyl-1-oxobutan-
2-yl](methyl)carbamoyl} oxy)methyl]anilino}-1-oxopentan-2-ylJamino } -3-methyl-1-oxobutan-2-ylJamino} -
6-oxohexyl)-2,5-dioxopyrrolidin-3-yl group (CssHi0sN11015; molecular weight: 1,317.63)), which is composed of
monomethyl auristatin E and linker, attached to an average of 4 Cys residues of a recombinant monoclonal antibody.
The monoclonal antibody moiety is a recombinant human IgG1 monoclonal antibody against human nectin-4 and
produced in Chinese hamster ovary cells. The protein moiety is a glycoprotein (molecular weight: ca. 147,000)
composed of 2 H-chains (y1-chains) consisting of 447 amino acid residues each and 2 L-chains (k-chains) consisting

of 214 amino acid residues each.



B

JAN (HA4)
JAN (@ %)

30-2-B9

T2 BRI RN AV T 4 REES

L 4

DIOMTQSPSS

TSREFHSGVPS

GTKLEIKRTV

DNALQSGNSQ

LSSPVTKSFEN

QVQLQESGPG

IWGDGTTDYN

WYATSYYFDY

LSASVGDRVT

REFSGSGSGTD

AAPSVFIFPP

ESVTEQDSKD

RGEC

LVKPSETLSL

SAVKSRVTIS

WGQGTLVTVS

A RAY T (BAn TR R)

: Tanezumab (Genetical Recombination)

IT?RASQSIS

NNLNWYQQKP

FTFTISSLQP
SDEQLKSGTA

STYSLSSTLT

T?TVSGFSLI

|
EDIATYYCQQ

SVV$LLNNFY

GKAPKLLIYY

EHTLPYTFGOQ

PREAKVQWKV

LSKADYEKHK

GYDLNWIRQP

|
VYACEVTHQG

PGKGLEWIGI

KDTSKNQFSL

SASTKGPSVFE

KLSSVTAADT

PLAPCSRSTS

|
AVYYCARGGY

ESTAALG?LV

H#{ QI :

L $4 C214 —H $4 C135, H $4 C223 — H $4 C223, H $4 C224 — H $4 C224, H $4 C227 —H #4 C227, H $4 C230—-H

KDYFPEPVTV

TYTCNVDHKP

LMISRTPEVT

RVVSVLTVVH

LPPSREEMTK

DGSFFLYSKL

SWNSGALTSG
SNTKVDKTVE

%VVVDVSHED

VHTFPAVLQS

RKCCVECPPC

PEVQEFNWYVD

ODWLNGKEYK

NQVSLTCLVK

TVDKSRWQQG

|
CKVSNKGLPS
GFYPSDIAVE

NVEFSCSVMHE

SGLYSLSSVV

PAPPVAGPSV

GVEVHNAKTK

SIEKTISKTK

WESNGQPENN

ALHNHYTQKS

TVPSSNEFGTQ

FLFPPKPKDT

PREEQFNSTF

GQPREPQVYT

YKTTPPMLDS

LSLSPGK

AR 7 vZ 2 UlE  HEH N297 ¢ BESHRS A s HEH K447 - 7 a7

$H C230 : SHHI AL 7 1 REEA,

L #5 C214 —H 1 C135, H #4 C223 — H #{ C135, L 4 C214 — H # C223, H £ C224 — H $4 C224, H #{ C227-H

$H C227, H #1 C230 —H $4 C230 : 4 AV 7 1 FfEA,

F720%

H 4 C135 — H $4C224, L # C214 — H $4 C223, H $4 C227 — H # C227, H #4 C230 — H #4 C230 : 41>~ AL

7 4 RS



2RSS OHE

Fuc(a1-6)
J (B1-4)GIcNAC(B1-2)Man(al-6)\ |
Galg., Man(p1-4)GIcNAc(B1-4)GIcNAc
1 (B1-4)GIcNAc(B1-2)Man(al1-3)”

Co464H0942N170602026846 (& 737 G55y, 4 AREH)
H #H C2195H3372N5720676S17
L #4 Ci037H1605N2810337S6

A XA TN, Biarifixe MEE/ 7 a—TF A8k THY, v~ v Ahie MEEEER Y (NGF) B~
2=y MUROFERERERS, B R 7 L—ATU =278 K e b 1gG2 OEFE G20, H 80 330 KO
3B HFEEOT I VEBRIREITIZENFN Ser ICEBRENTNWD. IR AT, Fv¥ A =—A LA X —PIEH
JAlZ L VEESIND. XX AT L, 4707 I 7 BREN L5 HEH (12 80) 2 KR 214 [HO T
JERFRIEIN D7D L () 2 AR TR SN AHEX VR0 (418 : 9 148,0000 TH 5.

Tanezumab is a recombinant humanized monoclonal antibody composed of complementarity-determining regions
derived from mouse anti-human nerve growth factor (NGF) 3 subunit monoclonal antibody, human framework regions
and human IgG2 constant regions, whose amino acid residues at position 330 and 331 are substituted by Ser each in
the H-chain. Tanezumab is produced in Chinese hamster ovary cells. Tanezumab is a glycoprotein (molecular weight:
ca.148,000) composed of 2 H-chains (y2-chains) consisting of 447 amino acid residues each and 2 L-chains (k-chains)
consisting of 214 amino acid residues each.
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C21H20N403

{4-[2- T X ) 7 == W) ANINFEAN]T = =)V ATF )N VEE(E Y V2 3-A W) A TF L

(Pyridin-3-yl)methyl ({4-[(2-aminophenyl)carbamoyl]phenyl } methyl)carbamate
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C17H16N4O4
N-[7-B RE X -5-2-7 = =/LF/W)[1,24] U 7V a[l,5alt’ ) 8- HILR=L]7 U

N-[7-Hydroxy-5-(2-phenylethyl)[1,2,4]triazolo[1,5-a]pyridine-8-carbonyl]glycine



ek 5 30-4-B5
JAN (EAR%)  VAYT T A
JAN (3 4) : Risdiplam

C22H23N70

T-(4,7-C T F AR5 A T Z -T-A )-2-(2,8-F ATF A KX V[1,2-b|E Y XV -6-A )L)-
4H-vY F[12-a]EV 2 V44

7-(4,7-Diazaspiro[2.5]octan-7-yl)-2-(2,8-dimethylimidazo[ 1,2-b]pyridazin-6-yl)-4H-pyrido[ 1,2-a]pyrimidin-4-one

¥ JAN DA OTE®RIZ, 2B L LTEELELE,
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110 =&

NEF (BaFRRR)

E¥ - HEEOREEEAHOE LB

- BIRFOREEEEHDOT LD

b4 - 5l

TURNY ST NRF UL, PUREBE AW (& K 152,000) TH Y,
AT Z T 7 v —F AVHURDNYY) 4 fHD Cys 553, £ AF AT U

VAZF U B LV A—nblebXRF 2 (BRS)-1-(6-{[(2S)-1-{[(25)-5-(F1 /v
RE A VT 2 )-1-{4-[({[(28)-1-{[(25)-1-{[(3R.4S,55)-1-{(25)-2-[(1R,2R)- 3-
{[(1S2R)-1-t R ¥ -7 ==L F /02 A N7 2/ 4-1-A FF2-AF
N3-FFX Y Trenra ) V- )3- A bR US5-ATF 1A F Y AT
BB ANNATINT X VB3 ATFNN-FF I TH 2 ANT X ) V3-AF
NW-l-FF I TH 2 ANNA T ININVNREAL T INATFA]T =Y J3-1-
FX IR B 2 ANT XV BATNN-F X T R 2 AN]T R -6-F
X YANFIN)L5-TAF I E T Y V3 A (CesHiN1O1s 3 5 F &
1,317.63)) DA LTV D,

PUARERS71E, B B Nectin-4 (Zx9 2@ a-#ftx & b 1gGl €/ 7 o —F L8t
& (AGS-22C3) TH Y, Fr A =—ANLAX—IIRMIC LV EEIND,
B R TEERE, 44T 0T X BEENG e D HEE (y1 80) 2 K214
HD7 I 7 BREEN G L (k81 2 A THI SN DIEZ 78 (41
& : §9147,0000 TH D,

W& RV T RKF U (BB Z) &2 Rl

FABC
{p-aminobenzy| alcohal carbamate)

valine-citrulling
dipeptide

=i 0, @”

A%%rk@

SE0-1010 (MMAE)
s

NH
‘ P, ‘

SGE0-1006 (Drugelinker)

AGS-22C3 O 7 X/ BEEINIFIHED £ B0

3 PALZEIRIERR (T U T ARTBUIBR AN e 70 RIS b B

MiE - &

WE, WRACEF= ALY ~T RXRFr (BEFHE#HZ) LT 1
1.25 mg/kg ((RE) % 30 /LA B2 CamEREL, 1 [\ 5% 3 i L

ABHIIRES D, hx 1A 70 E L THREEZBVIET, 2L, 1 FE
ELTI2S mgaxRnZ b, 2k, BEORBIZIVERHEET D,

B 3 A5 O F5
£

AR |k = ohay <=7 RRFU (B THRBZ)
ARGy - oy | BF] % R 7 I EREA 30 mg
& (AL T, ZoRAY~T RRFr (ETHERz) 33.7mg &F)
L[l e - 3 T
B PERI | BGAREK B OB R (mg/kg)
7 v b i3 IR >15
£ H=T AP | MR | BIRN >6
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>10 mg/kg : HEDOISE i
B2, REE K OB A & O KA,
MCV e OSHER AR i Bk 25 D
BN LD ARIMER T X —
2 OWY, s REL, #E i
BRE, U U NERE K OV
By, APTT O%EHE,
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AST, ALT, GGT KON ALP
Eo LR, TSI/
ra 7 oy, K,
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>2 mg/kg : FEH (K LR D%
), FEE LR (ENORT
Pk FLE R TR RE)
>5 mg/kg : FZFEHIBE, JRifER
¥, ~E b RERD]
~< 27Uy MEDOHED,
MCV, RDW, MCH K& U%#
AR ERE O B, ALT,
AST, ALP K& ¥ GGT {&EMED
A, KRB B 5O u L
WY, B OIRIETE R, K%
W, KO/ EEED
10 mg/kg : 27 HIZ 1 HilFET
(FEJE D R J& I Bl 1055,
IREJD), REEHINNH],
BEEERD, 7T I R
EOKT

7 v b

i Mk

<0.5

>0.5 mg/kg : FANEDOA K535
GO, FIRN R GHAL
DR O} g a0 B A
A MG B O ST E
5374

>2 mg/kg : FEERE RO/,
Fa B DM /e, FLIR O
CENGESE SOl

5 mg/kg : FZJEFIRE, 88

T AT T AHIK



TURNY =T REF (s z)

1.10

BR - ARFOREZEEHOFTLD

k%, MCV, MCH & (' RDW
O, ALT, AST, ALP,
GGTIHEM K OB Y LB Al
DM, 7T I R, T
NT IS Ta T D
KT, 7az7 ) 4, ~—
A — i e OIS 58 B R D 3% 12
KO EFR O B/ R o3
B RO/ O A a st

[R5

gt (20 2)

EURZ/E

# 5
Ll

B
T

BEE | EEEE
(mg/kg) | (mg/kg)

ERATR

=7
%

4
Eil
(1
EIRye
i)

e Mk
2

1, 3, 6|3

>1 mg/kg : B JF HIBE & Oz
e BRI, BEEALO
I3 BRAR R 7 251

>3 mg/kg : MR AR M EREL D
Wb, ARIMER ST A —% D
KT, IR EROID, i BRER
DD

6 mg/kg : 3 BILHEHE, 25
K OVR JE B L2 FLE o 2 Jjg D
LA R e OV i I e,
TNT I OB KT v
TIVKRRT 47 )=
YO, B YU L,
e 55000 FEEFE D BT R
SiE, U UREID Y oNEIE
R, B O RAE, IR & O
A1k

=7
%

EE ="
\»—n EE/

it IRk

3mg/kg : K8 DR, FR
I, ARMERE, ~E S mE
VIRE, ~~ 27 U v ME,
MR AR M Bk H, 47 Ek K Y
IFERERE OB IR T,
BHEOMIEEDR L, #5550
PLITEREBE T E DO OVE A
MEREABE, #BEE o & JE
(PR R A e i T e OV A 7
T ORRHEAL, FRIEIZEE
DEMERIEMEZL GRAL
Jit, PR K OVE Rz il
JE D EEZ A AR )

T AT T AR



TR T

NRFr (Bl ) 1.10
BE -BEZOREEEEEHDELD

RIRRE!

H 4 BUH 2 & T 2R RE & O PD-1 X% PD-L1 [LESRIC L 2B EOH 5
JRRTETMH: ST MR R LR BB 2 xtge & L EBRILFE 3 HRBRICE
W, ARFIDEEE ST 296 il (HAN 36 ) (2350) D EIWERZBLGIE (5
BER) 278 5] (93.9%)

I 1EH O fEE

BiEAE 134,296 (45.3%)

FMHMERT == —1 /39— 100,296 (33.8%)
FEIOEE 95296 (32.1%)

§5 92,7296 (31.1%)

RABGE 91,7296 (30.7%)

&

i R o A i 3 T RS B R

7 vrF= [EfE]  143,7285 (50.2%)

g7 Rk [EfE] 135,285 (47.4%)
TANRGXUET I ) N T A7 27— [EE] 133,282 (47.2%)
U2k (RE] 1307281 (46.3%)

~EZv ey HEE] 116,281 (41.3%)

&

=t

GRS« T AT T ARERR A S JFAAR - A, A A

T AT T AR 4



TURNY =T REF (Efn R z)

BIHE

AGS-22C3 O 7 X BRSOV AV T 4 RiES

L

H#

H $5 N297 : 85 A ; H $5 K447 -

DIOMTQSPSS
ASTLQSGVES
GTKVEIKRTV
DNALQSGNSQ

LSSPVTKSEN

EVOLVESGGG
ISSSSSTIYY
YYGMDVWGOG
PEPVTVSWNS
NVNHKPSNTK
LMISRTPEVT
RVVSVLTVLH
LPPSREEMTK

DGSFFLYSKL

VSASVGDRVT

RFSGSGSGTD

AAPSVFIFPP

ESVTEQDSKD

RGEC

LVQPGGSLRL

ADSVKGRFETI

TTVTVSSAST

GALTSGVHTEF

VDKRVEPKSC

CVVVDVSHED
L

IT?RASQGIS

1.10

BR - ARFOREZEEHOFTLD

GWLAWYQOKP

FTLTISSLQF
SDEQLKSGTA

STYSLSSTLT

S?AASGFTFS

1
EDFATYYCQQ

SVVCLLNNFEY
|

GKAPKFLIYA

ANSFFPPTFGG

PREAKVOWKV

LSKADYEKHK

|
VYACEVTHQG

SYNMNWVRQA PGKGLEWVSY

SRDNAKNSLS

KGPSVFPLAP

PAVLQSSGLY

DKTHTCPPCP

PEVKENWYVD

QDWLNGKEYK

1
CKVSNKALPA

NQVSLTCLVK GEFYPSDIAVE

L_______1

TVDKSRWQQG NVEFSCSVMHE

o ratwy s

LOMNSLRDED

SSKSTSGGTA

SLSSVVTVPS

APELLGGPSV

GVEVHNAKTK

PIEKTISKAK

WESNGQPENN

ALHNHYTQKS

L& C214, H#{C220, H 4 C226, H 4 C229 : ik & vl REER L
L#{C214 - H#4C220, HH{C226 - HH{C226, HH C229 - HH{C229

T AT T AHIK

TAVYY&ARAY
ALGCLVKDYF
SSLGTQTYIC
FLEPPKPKDT
PREEQYNSTY
GQPREPQVYT
YKTTPPVLDS

LSLSPGK

AT 4 REEE



BUREARAC T AW F RS SR E A RS DIEEB RO £ L &

—i&4 TR~ T RRF L (BB EZ)
B 5e44 N7 SHEEFFEH3SOmg
HEE T AT T AR S

3 PABZEFRIERR (T U T RIB YRR N RE 22 IR IS RO

ik - HE Wi, RACIEZ Ry~ T RRF (B T
Z) & LT1H1.25 mg kg ((AHE) % 30 3L T
EERE L, 1S A 3EER L, 408 B IR
H, INE1IYAI70ELTHEREERZBEVIRT. =720, 1
Al e LT126 mg Z#x2W\WZ &, 7B, BEHEDIRFEIZ
XV EEET S,

AW ERIFEEEE DA OFE | AlH— AL TV A5EIELL T OMZ Tt A
BmENC]

i A U 7= AW Sk Uk AE

Ot FERAII - %, Ov Sl ik, R,
D), AEN I - MR OB ke (i
W, & Dfth)

B4 o T v A =— RN A X — PR

A B SRIFAT R O H Y

AfE i, O, O oo RE A E
O#FNn, Do ()

JFEVEOmEE 72D e b - B
MDA ) —= 7 « EHD
NA -

BT D EMEDOEIR - wRENHITTIA ( )
- AEW B RIFRHEE (B B e URHL )
- ICH Q5A, ICH Q5D

AW SRR AR L2569 2 N
LA E DA

PUAHFRARORIEIZB W T, RITRT VA NV ARETR
KT AN ARNE L LREZFE T 5,

- -~ 77—

Il U ARNEE TR

- -~ -7 77—
- -~ 777 — 1

— A INARREAE T




TANAT YT T ARk
RO

ARk 2 (DA NZ T VT T v AR ROME) 28

RETHEOME (Te—F v
— k)
(RIEALALBRI L TR & )
L. AL % BARAYIZ G
H)

B 1 (modmy~7 RXRNFv B2 128
F 5 AGS-22C3 (BriRHfEfAR) ol TROME) S




BIAEARZC 2

il 1 L 72 AW SRR SE D 44
Fr

F ¥ A =— AL A X —PI A

iR L 72 A R IFORFSE D 5y

Ot ~ligd RSy, O Mgk, Ot FRERAE

$ gr. Ot MRy (IR, AIRRERR SUTR 2 FR< b
») . OB RS, i laim, Ok
oy, OFof ()

RN E SR IFURESE O H Y O Az, B M, OEssng. O ool
@EEE () OB, Oxof ()

AW RIS OBk L 72 D - AEM RIS R (Ehi SRR )

Eh-@BORTY —=
7 W ONE

- ICH Q5A
- ICH Q5D

SRR D T A L A
DAL KL OFRFALEETFE DN

Ve

@

LA A OBRLEIZIB W T, WRITRT VA LV ARRE TR
KT A NVARTE L TR A LT 5,

T -~ 77— 1R

Bl U AREG TR

T -~ 777« — T

T -~ 777 — 1R
— DA INVAREAETE

HETROME (Tue—Fv
—K)

(RIFL R O R 1 T
WAL, RlEa BIARICE
i)

B 1 (mo ARy <7 XRRNFU B z) 1B
F 5 AGS-22C3 (BriRHfEfR) ol TRROME) S

TANAT YT T ARk
RO

Rk 2 (DA N VT T 0 AR ROME) 2R




AR 1
TURNANY T RREF (BB Z) 2B 5 AGS-22C3 (HiAPRIE) oflE TROME A 1 12571,

1 AGS-22C3 (nufAdfER) OHETIREROHE

[T# | [ ER R O [ [ 7o x52—n— | [ TERAE AR
Step 1 — NEEE TR WCB
e
R
]
. o TS
]
. - T
]
. - T
]
e
e
I
I

T AT T AL



| T2 |

JFUEH . VBT | [ 7oz 5x—5— | | TENEHERR

( ] NAFNR=F o, v 375
Bioreactor) I AV EIE, FNIERED A LA
I I RUFSHME T A N ATTE, ~
I F AN A AL
I
I
AR . 0000
I 000000000
L |
| PR -
TANH— |
I

T AT T AR 10



| L2

JFURL B OV b | [ 7oz 5x—5—

| | TN

AR

Step 4

I -
NS5 4 —T 1

/j/\x Il:l*

-/\/77— i
-
I

T AT T ARG

11



| L2

JFORH R VB

| [7oeassx—n—

[ CENEERR

Step 6

Step 7

I -~
A e

L Flith
NG 74— TR

| EEREER

e

lﬂmx N4

T A4 IVH —

ra~< 727 40—

N

umA LT T
T A4 IVH —

T AT T ARG

12



[TF RN T | [Z7oex5 2—n— | RN B ER
Step 8 fr2kEAELE T -~ I
o - e AR

[

=

umA T T
T4 IVH —

T AINAKRESE
TRER

|
I
I/*“y77“—

Step 10 A » FECA LR [ s
TR

umA T T
T A4 IVH —

Step 9

R R~ v

Step 11 1%,

AGS-22C3 (FUAFEA)

T AT T AL



B 2
TANAZ VT T AREBFEROME AR 11T,

=1 DAIINRI) TS UOARBREROBME

TH XMuLV LRF? MMV LRF* Reo 3 LRF? PRV LRF*

____§
-74/vx$ié1’t -

I

I

2T >19.01+1.09 >10.46 +0.63 >11.18 £ 1.07 >18.15+0.70

DO FARI FIE] [IvczibARGETARET 202 M 00 ENPE e Emcileei
- B
" e 2 2507 [ v o
|
-
MMV = v o 2 fhy v, . . PRV = (SRR T A e

A, Reo3= LA TA /LA 3, XMuLV = BREIEHVE~ 7 2 QLR 7 A LA

T AT T A 14



1.12
MTEH—E

I RILYRT REFY GEBFHTER)
RITEH—E

T AT T ARERARN



TURAY T REFr (B Hlz)

$£3% SEBEICEAT AIXE
3.2 T—AXRIIMEE
3.2S R

e R REOF -
CTDNo. | 5 Ay Hk S BRI S 51T s e | s [2EERO
’ 5]
328 — enfortumab vedotin drug substance Astellas — Astellas - - AR
328 — ASG-22C3 monoclonal antibody intermediate |Astellas — Astellas - - P AR
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Immunohistochemical evaluation of Z(Ifﬁl H~ e .
- - 3 —_ Z/%%{
4.2.1.1-1 ES' 007 Nectin-4 expression in human cancers - Z(IEFIH Agensys, Inc. 7 TR
AGS-22M6E and AGS-22M6 bind to
recombinant human, cynomolgus monkey, rat Z(I’EFIH ~ [ - S e 2
4.2.1.1-2 R]*-OIS and murine orthologs of Nectin-4 expressed - ZQE!EI A Agensys, Inc. 4 AR
on PC3 cells
Evaluation of antibody dependent cell-
mediated cytotoxicity (ADCC) of AGS-22C3 ZQE!EI H~ 5 B -
42113 | B046 | G 2ICE on BT.483 and PC3-AGS2 - 2 A Agensys, Inc. st BHEYR
cells
Evaluation of complement-dependent ’ (I A~
4.2.1.1-4 Eq-047 cytotoxicity (CDC) of AGS-22C3 and ASG- - z(lqzlﬂ Agensys, Inc. 4N - B E LR
22CE on BT-483 and PC3-AGS22 cells
Antibody-dependent cellular phagocytosis Z(lﬂflﬂ ~ . o = fe s
42115 | TRNS259 [ s and AGS 2903E _ Q) Seagen Inc. 2\ AT A
AGS-22M6E and AGS-22M6 bind to Nectin- _ Z(qulﬂ ~ N S e
4.2.1.1- RDR-01 A Inc. y — AT R
6 q 013 4 expressed on the surface of cancer cells 2(]f|5|ﬂ gensys, fne s AR
AGS-22M61? and AGS-22M6 dq not ZCIﬁflﬂ N } o
4.2.1.1-7 RI*-O]S crossreact with other Nectin family members - - z(lqzlﬂ Agensys, Inc. 4N - ATAIG &k
Nectin-1, Nectin-2 and Nectin-3
AGS-22C3E and AGS-22M6E bind to 2‘]":');] N
4.2.1.1-8 R11-003 recombinant human Nectin-4 expressed on the- zqﬁqﬂ Agensys, Inc. HES — A& R
surface of PC3 cells.
Comparison study of hybridoma-derived AGS-
22M6E (Lot# FCG1001 Tox-01) and CHO- ZQQTH .
42119 | ROJ-001  [derived AGS-22C3E (Lot# FCG1015 -01 Tox) [} Yt Agensys, Tnc. Wt - SRk
using AGS22-tag5 antigen (Lot# DT1066)
binding ELISA.
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Confocal microscopy evaluation of AGS- ) (' A~
42.1.1-10 | EYJ-006  |22MG6E internalization in T47D and PC3-AGS 2 Agensys, Inc. sk BE Gk
22 cells
Fluorescence microscopy evaluation of AGS-
22C3E internalization and lysosomal 2('5!1)1 ~ 5 S e T
42.LI-11 ) TRN-5257 trafficking in a Nectin-4 positive bladder Z(I’EFI H Seagen Inc. st FHIB R
carcinoma cell line model
Measurement of intracellular release of ) (' A~
42.11-12 | TRN-5260 |MMAE by AGS-22C3E in a Nectin-4 positive ||| NG 2] Seagen Inc. Wik TR A
bladder carcinoma cell line model
AGS-22M6E is cytotoxic to Nectin-4
expressing cells (endogenously positive for
2 ~ § - N
42.1.1-13 R]1—017 Nectin-4 and engineered to express - ?éﬁlﬁ;: A Agensys, Inc. HEs RIS R
human/cynomolgus/rat/murine orthologs of
Nectin-4)
Determination of AGS-22C3E and AGS- 2qfﬁl H~ . I
42.1.1-14 | RDJ-004 22M6E cytotoxicities on PC3-AGS22 cells - A Agensys, Inc. 24N RA Ak
Effect of Nectin-4 variant 7 (v.7) lacking exon ) q A~
4.2.1.1-15 ES|-077 8 on the cytotoxicity of enfortumab vedotin on _ ) (I A Agensys, Inc. st SEER
tumor cells
AGS-22M6E and AGS-22M6 compete with Z(Iiﬂﬂ N
4.2.1.1-16 RI*-016 Nectin-1-Fc for binding to Nectin-4 on the - 2(]£|5Iﬂ Agensys, Inc. 4N AT R
surface of Ratl(E)-Nectin-4 cells
Effect of Nectin-1-Fc protein on enfortumab ) q A~
4.2.1.1-17 |7465-PH-0001 |vedotin cytotoxicity against PC-3 cells - Z(Iﬁﬁﬂ Astellas Pharma Inc. EHN AT R
overexpressing Nectin-4 protein
AGS-22C3E ADC bystander effect activity ) (l A~
4.2.1.1-18 TRN-6096 |evaluation in admixed Nectin-4 positive and F 3 (] EFI Je Seagen Inc. "o R B
Nectin-4 negative bladder carcinoma cells
Efficacy study of AGS-22MG6E in a
2 ~ N - .,
4.2.1.1-19 R]1—009 subcutaneously established xenograft model of- ?;:!;JH Agensys, Inc. 24N FEAM
human bladder cancer AG-B1 in SCID mice
Efficacy study of ASG-22CE in a
subcutaneously established xenograft model of] 2¢4¥I A~ N ,
- - 3 2//% b
421120 | 0I5 adder cancer AG-BS in CBI7/SCID F 20 Agensys, Inc. st SEH
mice
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Efficacy study comparing hybridoma cell line-
derived AGS-22M6E and CHO cell line- 5 (' A~
421121 | ROJ-002  |derived AGS-22C3E in a subcutancously [N % Agensys, Inc. WSt — | FEmEs
established xenograft model of human breast

cancer AG-Br7 in SCID mice
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Determine the dose-response relation of SGD-
1010 block of hERG K channels 2¢ A~

4.2.1.3-1 129-09-001 [heterologously expressed in Human - 2(I£F'—I)EJ _ sk - BEER

Embryonic Kidney (HEK293) cells using the
conventional whole-cell voltage clamp
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QUANTITATIVE DETERMINATION OF
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