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BERUVRAENO—E

W& 55 & OV &6 EF

ADC antibody-drug conjugate : FLIAIEYE SR

AGS-22C3E enfortumab vedotin : =RV ~vT SN RF
F v A == AN LA Z —FIEHINE 2 TGS L7251 Nectin-4 5242
NUE ) 7 a—F AHURIZE ) AFAT U ) AXF U E &G SE
TeUAEME IR (A

AGS-22M6 AT Y F—< iz IV THRGE U724 Nectin4 5e4t MlE /7
o —F VPR

AGS-22M6E AT Y Rl 2 A TGS L 72 5T Nectin-4 5842t M€ ) 7
a—FAPURIZE ) AT LT 7Y AXF 2 E &6 SET-HREY
BEIK

ALP alkaline phosphatase : 7 /L U R A 7 7 & —F

ALT alanine aminotransferase : 7 7 =7 I /) 7L AT7 2T —F

APTT activated partial thromboplastin time : JEPE(LHESr b v AR 7T 2 F I
[

ASG-22CE enfortumab vedotin : =RV <vT NRKF
F ¥ A =— AN LA —IRERE 2 N CHLE L 72 $T Nectin-4 5842
b MUE ) 7o —FAHURICE ) AF AT U ) RAZF U E EfESS
HIoPUREME SR (RS iz )

AST aspartate aminotransferase : 7 AT XTI ) VT U AT 2T —F

ATA anti-therapeutic antibody : FLFPHUIA

AUC area under the concentration-time curve : 5 2 FER ph R T EAE

AUCo.74 area under the concentration-time curve from time 0 to 7 days : ¢ 5- 7 H%%
F T O FERFHA AR T i fs

AUC, area under the concentration-time curve from time 0 to the last measurable
concentration : $%5- t N[ #4 % T O LR dh AR T i fs

CHO Chinese hamster ovary : T ¥ A =— XA A X —FJIHE (i)

CI confidence interval : 5§ [X ]

Conax maximum concentration : 5% = =

ECG Electrocardiogram : /[»F&

ELISA enzyme-linked immunosorbent assay : [i#5& 60% Il

GGT gamma glutamyltransferase : y -7 /VZ IV T AT =27 —F

GLP Good Laboratory Practice : [ 385 0> 22 &M 4 2 FERG R 35k 0 E i
D FHEHE

GMR geometric mean ratio : (a2 Lk

h00-1006(4) humanized nonbinding immunoglobulin G1 control antibody conjugated with
MMAE via the same protease-cleavable linker used in enfortumab vedotin :
TURAY =T NRFU LR DH Y B REER Y S D
V5 —%5 LT MMAE %56 S-S A e M 1gGl %t
LRGN

ICH International Council for Harmonisation of Technical Requirements for
Pharmaceuticals for Human Use : [2 38 5 5 il 50 Fn 5 B 2 35

MCH mean corpuscular hemoglobin : FSEJJRIMER~E 7 v v

MCV mean corpuscular volume : PR M ERATE

MEC molar extinction coefficient : € /LW EAREL

MMAE monomethyl auristatin E, also SGD-1010 : &€/ A F VT U U X ZF
E, SGD-1010

T AT T AR 2
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SHEHBROMEX

W58 M ONHFE E R

MTD maximum tolerated dose : fx K i F &

NOAEL no observed adverse effect level : M35 &

RDW red blood cell distribution width : 7R MLER 53 4fi fif

SGD-1006 valine citrulline linker-MMAE, also ve-MMAE : XU - f v ) o>
N—-F ) AFNVLTTYRZF L E, ve-MMAE

SGD-1010 monomethyl auristatin E, also MMAE : &/ A F /LT U U X ZF E,
MMAE

SGD-1427 N-acetylcysteine-ve-MMAE : N-7 2 F )V AT A N o (LY v
VoN—-F ) AFNVTTYRAZF U E

TAb total antibody : FAaHTIA

TFT 5-trifluorothymidine : 5- ~ U 7 /LA IV

TFTr 5- trifluorothymidine resistance : 5- h U 7 L4 1 F I ¥ Ui

Tk thymidine kinase : I ¥ ¥ —+F

tin half-life : J-JRi 34

ve valine-citrulline : /XY >-3 kLD

T AT T AR 3
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26.6 BHHHABROBMEX

26.6.1 F&OH

TURAY T NXRF L (ASG-22CE, AGS-22C3E) 1%, ¥ /37 Bk CHllrSns

NY v by (ve) LA I RBTaANY =% LT, 588t MlGgrnr ) v
(Ig) Gl Hilk LW INEHERE ) AFLT U ZZF 2 E (MMAE) %4 SE-HUAEYE
&1k (ADC) Toh % [Challita-Eid et al, 2016], =2 HALY~T XRF UL, LIFD XD 2L
BED 7 u v AR TAEDITEEEZRET L L E2Z LN TND, Thbb, ZURLY~T XRF
RN [ O Nectin-4 & > 23 7 B THEA LT ADC-Nectin-4 &K E BT 5, Bk Shi-
BERITMEACBITL, VY Y —2L/ha~ ik Shick, ¥ 27 Bl L 58l
& > T MMAE 23 flilaNIZibe8f X315 [Doronina et al, 2003], Z® MMAE R F = —7 U VEHA %
FRE L, G2/M HiHila B 2151k &, EMlao 7 R h— 2 %5 XL Z 9 [Francisco et al,
2003], EIMBEIFAMERSE ICH) H4 RT7A 2 [HUEEEEIEO IR M4 5 4
A RZ7 4] (ICHS9 & VICH S9 Q&A) (ZHEVY, JRFTEA T I THERE IR 1 | B /B DR
BT AHEHAEZYR— 57202, TRy ~<T NRF O L OIEEEREIEABR % £
L7,

L, ATV F—~fllatkih sk ADC Th 25 AGS-22M6E % i\ C—# O IR FRER & Fhi
L7z, £Dt%, oI, WELXORETROM EZHME LT, v A =—A LA X ]
¥ (CHO) #fafkmsk ADC THhHZ L RLY~T NREFUEFELEZ, =UoRLY~<T N
RF 0%, AGS-22M6E L Rk ETH D (7 2 BRECS, U v — K O E E VLS A3 (F
=)o TURNY T NRFF L AGS-22M6OE D[R, WEIRIHT R OVEY) R TR Rt
B, IR TV v U TRBEONGR 7Y v U VBRI L0 MERR S AL, Y EhRE TN K OVEEE
LHRENRFRIZETH D Z EAVRENTE (20021751 7B K& Y AGS-22M6E-11-1 #48%) , AGS-22MG6E
IEEE TIREERBIRE Z T IE L TV AR, = kY ~T XREFULESEThHHEEZLND D
b, KHHEEZEMIT L2 ORBRICHEH STV D,

TRV T RXRFURONAGS-22M6E 1%, t b Nectin-4 & RIZEOREGBIFINEEZH LT
7 v P RO =7 A YLD Nectin-4 1Tk U TAREMGEZ RT Z L h, IR GHEERRIZIE
WEMWRE A -, B CRBEOREME 7 0 7 7 A AR b=, 13 BERERSE
MRRBRIZIZT v b DB AV (ICHS6, S9, S9Q&A), HHRANHG-TOM| 1 HOFE 2 /-
Va—/UiE, BRI ARG E LY A TSN TEIR L7, MMAE KUY IERS
BRPUR AGS-22M6 DML, T =2 A F % Az 4 B EE G B TRl L, JEIER
ABRIFURIZCOWTIZT v M AW 4 8 RETHR 535 T 3 L=,

FEp IEREIR BB OB 2 3£ 2.6.6- 1 1T~ 7, FEhi L7z AR o — BRI E MR 2R
(2.6.7.1 EMERER : —EHR) (TR T,
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EMHROMEX
#* 26.6-1 EMRRITOT I L
Study Type ‘ ROA ‘ Species Test Articles
Repeat Dose Toxicity
1 month¥ v Rat AGS-22M6, AGS-22M6E
1 month iv Rat AGS-22M6, AGS-22M6E
3 month v Rat enfortumab vedotin
1 month iv Cynomolgus AGS-22M6, AGS-22M6E, MMAE
Monkey
1 month v Cynomolgus AGS-22M6E, enfortumab vedotin
Monkey
Genotoxicity
Reverse mutation assay | Invitro | Nonmammalian MMAE
cells
Forward mutation assay | In vitro Mammalian MMAE
cells
In vivo micronucleus test iv Rat MMAE
Reproductive and Developmental Toxicity
Embryo-fetal development iv Rat enfortumab vedotin
toxicity
Embryo-fetal development iv Rat MMAE
toxicity

AGS-22M6: unconjugated hybridoma derived fully human monoclonal antibody targeting Nectin-4, AGS-22M6E:
hybridoma derived fully human monoclonal antibody conjugated to cytotoxic agent monomethyl auristatin E targeting
Nectin-4; GLP: Good Laboratory Practice; MMAE: monomethyl auristatin E; ROA: route of administration

T Non-GLP.

FHE IR IR BB O U7 BB 1L, BRRERER <l A U7 B R OV T o B &
bl LT, MR, MEE, BT, AEWWEER K OVeE LRI, AR AR NS A i~
T ANDETR—XIR%ETH -7 (2.6.7.4 FlERER : BmE (v Fm) —E),

TRV T NRFUKRAGS-22M6E % 7 v h KO =7 A P IER G LTcRED &=
FERIE L, B R OVEBE T o7z, MA T, ADC 2 XE#SE Li=7 v b TiE, FEREERS
Mw%ﬂto7/b&0ﬁ 7 AP OWFETHEO b REaEtti I ERIREETH Y, KE
T Nectin-4 FBHIZEHEL TW5H EEZX bz, MMAE OA 5% HE5 L7 =27 A YL TIX, &
BEFME HEHIREIETH Y, AT (Nectin4) FHRFHIRFIELE B DD, BRARHELIH &R
Eifor hToeHgEER (AUC) LLTFT, 7v hOAZTERBENRO NN, T
MMAE Z# /1 L7c b D EEZ BTz,

FWIERE CTLHUA CIIEmMEITRO b7, EAIBRE CHRERY R HUARTENE IS K 2 BHEE 72 5837
WZ EDRE T,

Z v N R 4 JER RO 13 8 AR ﬁ%(klﬁ&ﬁ)uxwf,%km%%
(MTD) 1 5mgkg THY, ZOROEHIREFERE (AUC) IIRHEIEH &R GO N2y IRE
BEOK 2~3 {5 ThHhoTe, W= AP NLEHN4 m%ﬁﬁﬁﬁﬁﬁﬁ%(ﬁl@&ﬁ)tﬁw

T AT T AR 5
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T, #EME (NOAEL) 1X3mgkg THY, MID Thbh-o72, ZOROEHIREFERE (AUC)
X, R BRSO NEFIRBEREON 3 ETHho T,

AR

Ty MEROH =7 A PR NT, REBETHERREETHY, PURORBE —FKL T\
7oo WTHIOBPREIZIN TS EEOHBER O UL E ORI, RV, =2
AP TIE I mgkg (A 1 [EHE) DLE (ARSI &SRO b M RHREEOK 1 %) O
BT b, b O—BARBOZEAVICBIE S 2 B O BALM 7 ROPT A, ik, R
AR, KO B OB R} OV N A8 JE P~ O BAZ IR, AR pRMGoOEMmE OO s A/ 1&
B G EN TN, T b DOREBIEOPT I, 4 B OKERGIZHE T 6 M8 ORIEH]
M2 E LB ClRIfEME 2 /R LTz,

P BIAT BRIRIY) IR BT RIZ S Ot R LRI L TR Y, 2R E K OPUR %
BUCEET 5L E2 N7, 2mgkeg &2 1 WIS 1 BHERE-L7=2F v Fo 1 TIE, TEEOR T
KLk DBEIE e ONR FITHINZ IRl 72 R S DIEE 788 ALz (20117437 3Bk) . 24U, #GH O
BB o g SR & BEE LT D TR R o T,

Ty P RO =7 A YTIE, Wi ISR LD IR FRIE AR bz, Zib
WIFARIMERPEAE DA T 2 /R T IRIMER R /X T A —H DB EEN TN\, W=7 A FLDHRT,
T HERE R O BREREL DI 380 BTz, 2 S OZ(LITE SO ERLRR 202 b & B L <
B, 6 BEHEOKREIEZIZTERREEMEEZ R LT,

Ty bOKRT, HEEAGEEG R, RE LA, RNZIR, ) OBEERDAALI, T
BOORME OZME) ROWEHR BRI R OB E RS i) oJR BT L & FHBE LT
Woo BISER M OREFETIX, LRGHIADOA RGO bz (8226169 #lR) , FEHL
M ORER BROFTRIE, 24 BEORIEZ L0 O REHEN A BTz (20135474 38), Zn b
OFT I, WK ORINARO LRI AFIET D Nectin4 FEEUCES#E L CWb B2 bb, L
LR D, HEEENEIL ve-MMAE 2 A9 % ADC O#ERBRICE W TIddb@ L Tarbh, SR
DOFEVHIIIZ T D5 MMAE OFH/ER & —8 L T\ 5,

7 v MZBWT, 4 EMKERGHAER (81 E#RE) O 10 mgke (BRHEREH &R 5RO E R
EHIRTEEORN 6 ) BECHAREREORD PRD SN (8226169 #ER), =512, 13 #MKIE
Be il (A 1 [E85) @ 2 mgke (BRAHEEHER GO M 2HREROKN 14 LLEOR
DT, BIFEBEORDNERD b (20117437 RBR), U o SRk TIE, AROZUE 0N,
RAE, FUEWRL YY) o NEKOWBD D3 A B, 6 HH[E ORFEIRZ I IXEE MR b
(8226169 #BR), U v/ CROBEMEIL ve-MMAE # A7 % ADC IZHETH Y, fEITIKSF L7220
BT3BV TH MMAE O3RBRER] & —E L T\ 5,

7 v MW 4 R EE GRER (8226169 #ER) THAEE &OHMARD b, Tk
AR5 5UG BEAEESE O N,  ARIREE~ O SE MR O HE N, KON T o Mg i
SO U= ftighd oo i & AR LTz,
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JTEE EORINN 7 v b & vz 13 Bl E &R GHE (20117437 38R) TRO LN, £k
MMAE O¥FHEA KO VT 7 o AZxT 2ERIER & B 2 28R O E5 (B 5
BRE) MO SR GO (8226169 #ER) & AHEI L T /o, Nectin-4 [ZFIBIZ BT 5 H D
D, ADC Z ok A2 2 SOGFRER TP C DAZE LS T A bR o Tz, IFEtEE,
MMAE T# & 615 BEE ORI FERAFED IR DO E D TdH % [Saber and Leighton, 20151, Z @
R HORT R, 4 R OO BEEE 51THE N T 6 MBI ARSI 2 3E L7-3BR (8226169 3K
BR) ICBW AR A R LT,

7w MR 4 BERER G555 (8226169 3ER) TiX, 10mgkg (H 1 REE) DL EOH
B (WRAEEAER GO NMEFIREREOK 6 1%) T, HLBIAERDEEOBMAHR S, &
\ZHEZ > N TITAROMEMAL DB bz, D OFTRIE, 7 v MEHWZRI0 4 8 AE#
LB (20005662 #R) 2B\ T, RICHBETOALNR 2T, —F, 7y FEHWEZ 13
WHFE R GHER (20117437 3887) TIiE, T<EMREFE AR RE KR OTEED B EEDIL
ROZEREPRD B, ZOROEHRERE (AUC) IXHKEHERAERGHOE NEgREEON
1 CThoTz, ZHHDOFTRITENI L MMAE ORIRHZ2EIERICEET S -2 bh
Too ZAUDOFTRIL, 4 BRI OKERGIZH T 6 B ORIEWIM 238 E L7235 (8226169 3
BR) 2B W TCSERREIEME AR LTz,

TURNY YT NRFUETy M1 E, 13 EERS LZERIZ, 0.5 mgke UL EORE (B
IRHESE B BRF O b M RHIRFTEEOK 0265 T, IR (AR (OB REERDRENRRD
Bz, EOFT IR B O MMAE OSEBIERICEETH B2 6N5 D ThoTz, 72
B, 7w M4 EBRERG UZRHTIEZFEROPT ITERD i 7e o7,

MMAE OJEEEEAICBE T 5 &5 2 DA BF A R 05U K O/ U BRI EE 23,
7 v FOMOMB LI b, IO OMBRICIE, BE, AIE, ~—F—BRAEERLTY
7o BB OEACITAERFBUEE L TW D AIREMR & 5 & B 2 by, EROSRMNH Ol
IZxt3 % MMAE ORERFERTFRREEBIC L2 2 b PHEESN, ZOBREAR GBI EES
% PIRRBIYZA Lo —IER I TGR O DR o T,

BIEENE

HERe 5 R T d 5 MMAE (2 DWW Cilim it 4 F20 L 72, MMAE IXinvivo 7 v M
BE/IMZRBRIC I W THREMEFBREEZ R L2, TS ZEEE 259 % MMAE OSHE/ER (1%
INER Y NU—ZBRE) LB L TW5,

AETEZE A T

TRV T RRIF UK MMAE (318 - [BRFEEZ AT, R 6 LTV 13 HIZ MMAE @
0.2 mg/kg AR T v MTEIRNEZG-T 5 &, WINIEEL, Z&REIE T RO K&K AR T D
BARRD BN, SIERERERSABNT,

T AT T AR 7
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IR 6 KON 13 HIZm Uy ~T7 RXEF D2 L5 mgkg (ZNZIUGERAESEH 4% 50
Dt MILH Crax DRI 1T KO3 15) ZHEIRT » MIERIRNE G LT E 25, WINIREL, BR%SE
CROEMNE OEFRRB OB B3RO b, EIoBREREZGTHREOFRBENHINL
776

MTERER CRR & IR K O R A8 LC SR OB,  IRR AN 2RI 034 2 Ml
WA N ITT MMAE (I X 2 3B 2 0 NEBREER & — B L T\ 5,

Z DO ORER

v F b AGS-22M6E % VN TRk A2 =SOSR BR 2 F2hii L 72, 0 =2 A YL DA Tl
FeJE, Bk OmPko Rl CRE et AR Lic, b Mk, BRE (ERGMR), IR
(A L), il (RE L), B (BREMERBEMR), Rk (R L) ROV E S
RV BRI gt iR Bz, b MRRIZISIT B Nectin-4 1%, K5, LR (IRE &
ONEAE), B, AR, KOV Z & Tl Ol as Chk & 7228 TRELL T,

TURNY T RRFUORRGGTHHIEMENY o —JEESIRO M Y A 7 &7
L7z, MMAE &' ve-MMAE (VU > 7 —-MMAE) IZICHS10 4 7 A > THEZN TSk
FMERBR O EIEIEMEITTT 22 N2 D, TR Y~T R RINFUAEREOBR&T SRV EE
XD,

R TO MBI RORM T DT, 7 a—AEFHICLIEFT oo AvY <7 S RFro
AR Lo MMAE SUIRRFERS &1 ADC (ve-MMAE ADC, TX 7Ry <7 ~NRF
LFELY U H—ROANS m— FEfEE) &b MERMIA 4 B % a_— b LzL 25, B
LW TNORETHLHIRAFEROE FIZBO LN oTz, FMRE/Va—A%&ETFTok

DR OA U F aX—T a3 (12 F5#H) i, BRRHERAER GRO M IEMIEE (Cu) IZ
FH2% 95 MMAE J2 £ Tl in vitro TRERMIEOAEGFR ALK 20%IK F Sz, A A Y 3%
BRI D7 a—2AE D AHIZxH LT, ve-MMAE ADC /X MMAE 3V 341 & 5288 4 7R
Ipholz,

¥ aXRT 4 7 R GEEME

7y FROI =27 A Pz e miEllo—e LT, =rhry~7 NRFUT
AGS-22MG6E, #BifR (TAb) KU MMAE OIiETRED FF v axx7 1 7 AF % Fhii L
Too ETPUEEMHUER (ATA) OFBUZOWTHEHMEiL72, ADC D FF¥ T ax k7 47 A7 n
7 7 A NVITHERER TR TH D, AUC KT Conax [FARICHBI L THM L T2, =27 A P
AGS-22M6E D E & (6 mg/kg) Z 5 L7-REOSEE NI YT 5 ISR MMAE 285 L7
£ ZA, MMAE @ Cpax (270000 pg/mL) 1%, AGS-22M6E $¢ 5-FE D7 MMAE @ Cinax

(202 pg/mL) (ZEb~T 1340 fFIZBIE LT,

TURNY T RXRFUOFHMFEREIER (1) 1%, 7y RROI =24 Lo
MTD TZENZIN 1.0 HE 1S B CThoTo, ZUhvYy~T XRFUOEWFE T L& ORGEED

T AT T AR 8



TURAY T NRFL GEETHRR) 26.6
EHHBROBWEN
WEEE A 22 2.6.6-2 1”3, b hOREGEEIL, EAHIEAE TS S 1.25 mgke (EV-201 R, 7 —

2F >y NATZ7H 201943 H 1 H) IZOWTINESNTE-T— 22K T\,
Sy bk, h=ZUVA4 LRV E FMZEIRARSE LD AGS-22M6E XX T 7k

#2.6.6-2

WY T RNREFUNBESLLER

ADC Systemic Exposuref
Dose X-fold
Dose Level Crmax AUCo-7d Human
Study No. | Species Regimen Association | (mg/kg) | (ug/mL) | (ug-hr/mL) AUC
4-week AGS-
20005662 Rat 22M6E MTD 5 131% 16307 1.8
13-week
20117437 Rat enfortumab MTD 5 125 23001 2.5
vedotin
Cynomolgus | 4-week AGS-
20005664 Monkey 29M6E NOAEL 3 77 2450 2.7
4-week AGS-
Vgglﬂﬁéas 3 78 2592 2.8+
Cynomolgus Bridging
20021751 Monkey 4-week study
enfortumab 3 98 3000 3.3%F
vedotin
Once weekly
EV-201 Human for first Clinical 1.25 27.4 914.4 NA
3 weeks of dose
4-week cycle

ADC: antibody-drug conjugate; AGS-22M6E: hybridoma-derived fully human monoclonal antibody conjugated
to cytotoxic agent monomethyl auristatin E targeting Nectin-4; MTD: maximum tolerated dose; NA: not
applicable; NOAEL.: no observed adverse effects level

+ Data are arithmetic means derived from individuals’ concentration-time data unless otherwise specified.

1 Toxicokinetic parameters were derived using median concentration-time profiles.
8 3 mg/kg per dose was the NOAEL but also the MTD.

1 AUCo.

+1 X-fold human Cnax at the recommended clinical dose.

TR T NRFUORERMEL, BEL ORI > TEE L7z, LT, AGS-
22MG6E (2532 ATA ORBUBEE X, 1= AV LOFRT v LD HE<, AGS-22M6E K U=
VRNV =T RRIFUATKT D ATA OFRBRII I =7 A PO TITHELU L TWAH LD ThoTz
(2.6.43.3, #&2.64-11 WEWE, HHHFIEROEMET L O ATA FELH),

FERE . LRV~ T RRFrooFE T T AL, Ry~ T RKF L, AGS-
22M6E, MMAE, MK UNAGS-22M6 CEWIEREGRIGUAR) & o —E O IR IR BRIz BV T
s, Ty NEOD =TI A FALTOZLFALY T RRFUDORERE L LN EE
Je OV AR BE G 381 5 52%81%, MMAE % A7 % Nectin-4 £ 219 ADC O %I L 7=k
E—H LTS, FEEETHERIREE CH o, BhiENE, R L OBIE 32 A

T AT T AR 9
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faDWEA X, ADC DA 1 — R TH 5D MMAE (2 X > THl & 2 S5 K2 22 i NE L EE
AL —HLTnD, IOITEESE LT, BEEE, M R (A, VooSmlsk &%,
N——lR B, BSIER, IR, ROIESRE SN, =Ry v T XRF U (MMAE
VY B —-MMAE) 13t @EEE RrSenEEBE 2 b b, 51T, ERRHELEH &R 5RO fH
HIRIE (Coay) [THIY T2 MMAE 21, in vitro TRESHIIEOAELFR K 20%(K F S/
D3, BRSO 73— 2B IABIIKT T BT oY, £, W=7 A FATIEI
a— AEFPEIC KT 5 B A RET 5 X 9 R MEEOEE LD b/ o7, MMAE (3523
HFERIC IV EEEEEZRL, ALY ~T XEF L MMAE TV b e - IGRE#EEE
~ LTz,

Pk, BOoNl@mERNE=XY U IRETHDLHZ L, KA THL Z LITHSIX, =
RNV~ T RXRFUOEMETRT 7 AL, RMGREEFMTOERZYIT2 b O TR L
= AL D,

2.6.6.2 HMZ5HEMHAR

TURNY T NRF KON AGS-22M6E O B[] - m ek BRI L I 0 L 72 o 7228, Ak
PEIZDWTIE, AGS-22M6E O 1 [H#2 5 [ e b mtEalBRplii » bR L7z, 7 » R Tl
GLP B (20005662 #BR) DOMEREDT-DIZ, LV EHAEZ#FEG S - GLP 4 M ZMEE
B (8226169 3R, $thH-& : 1.5, 10 XU 15 mgkg, @ 1@&5)@&@#5%ﬁbkowmyg
OEH-8HHE (FEESG#% 7 H) [ 1281055 1 B CREDIEE i3580 b, €O
DO 1~8 HHOKEEME (172 1%, XREEOKREHIMEOEYE 44 g) IZHATRES
ATz, LovL, HEEREH 7 HE TORIC, RERHEICEND Lo RBEELELITRD LN
einolz, LMo, 7 v NOHBIEGIZE I 2O EIT 15 mgkg (Z DEED AUC
I3, BRI ER GO MRS RBEREORN IR 282D LRl Lz, =2 A ¥ /LD GLP
4 MR (20005664 B, #5E :1, 3 LN 6mgkg, #1EESE) T, 6mgkg D
HSHE WEREG% 4 H) DOEEORKR, 57 HE WIEEEG% 6 H) 75 B HIEEA R
Doz, #57HH WIEERG% 6 H) OREIIXBIE L IZFEDLRhoT, ZOHEE 2
B 5 U 7o ICIRREE N B L LERIEIZE S T- b OO, HEEGZICEE R LIEEO 6T,
WS OBIEEIE 6 mgkg (Z DEED AUC 1L, ERARHESEH &R GROE NMEHIREEON 6 1%) %
x5 LB Lz, 7y MR =7 A P LORKERGRBRICESS s ~7a 7 7 4 X
FIZREEETH T2,

2.6.6.3 REHZXRSHMHAR

TURALY T NRKEF L, AGS-22M6E, MMAE & T8 AGS-22M6  CEMpERE SRIHER) D5
PEIZHOWTIE, HERED O DIE GLP (Good Laboratory Practice) ?ﬁ%ﬁ Zf T, GLP Z3#E5F L
-G FEERBRICBWT, Ty b TiE4 M (AGS-22M6E) X 13 R (kY ~>7
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TURNY =T REF L (Efn Rz

NRFV),

PR3 RO N A
4B DT =7 A YL

B =7 A PN TIE 4 E CORGHIM A%
B & 5 S A

A OFERBROEWREL LT v bE@IRLT-, K8, BIRN&ESEN,

ar CREH, KB EAE,
BNT, MEMEAFRID %@ﬁ%ﬁ“iiﬂm%%ﬂto&ﬁﬂf

RISZ IR M O 38)

THHAERIRFETH T, Fh

ﬂ,m%iﬁfim%@ﬁT&Uﬂm%ﬁér
X, Uy SERED B R E LTV e, Ty R TOR0 bV T

fihik, R (A

26.
EMHROMEN

6

E L CREMICREN L 72, MMAE © X 9
(ZB99 % ICHS9 Q&A HA KT A ICHEL T, £z
R CH 72 D ITER R IIRER DR E SR o T2 2 L BB LT,

BHE, HEMEAESR
U o ilifdk, B, LR ORI
I T OB FEIZ B

ik, EHERE TR EIORMLEGR~OREL L TRESIT S

AT L7e, Mg OV > SRk
(3, B TR

Bl 5w

O HARNIEIE, BE AR KRB OFT R & 2 OB LT ERBEE O LA Th o7z, T v b

muy) %hﬁ_*i%fﬂ:r
TR Z R e LT, BEICEE Lo, Ri&kb1% 24 8
WA RE, RE&EG% 6 MUNICBERREE AR Lz,

A E TIZ

KE#EGRBRO—E 525 2.6.6-3 1L, W TERBROMEL T,

1%, HEERTFOZRERORME DE “i&UP%LM—‘ODH%W')&UE& ¥
Loy [EIE L 7o b

% 266-3 REEESHHAKR—E
Animal/
Study Sex per Dose Level Duration of
Species Number GLP Group Test Article (mga/kg) Dosingt
4 weeks with
AGS-22M6E, 1.5,10, 15
8226169 No 6M1 AGS2IM6 10 6-week
recovery
4 weeks with
AGS-22M6E 2,5,10
b b b _ k
Rat 20005662 Yes 10/5§ AGS-22M6 10 6-wee
recovery
13 weeks
20117437 | Yes 109 Enfortumab 0.5,2,5 with 1-week
vedotin
recovery
AGS-22M6E, 1,3,6 4 weeks with
20005664 Yes 3/2§ AGS-22M6, 6 6-week
Cynomolgus MMAE 0.1093/0.0545 recovery
Monkey AGS-22M6E, 3 4 weeks with
20021751 Yes 3/2§ enfortumab 3 6-week
vedotin recovery

AGS-22M6: unconjugated hybridoma derived fully human monoclonal antibody targeting Nectin-4; AGS-22M6E:

hybridoma-derived fully human monoclonal antibody conjugated to cytotoxic agent monomethyl auristatin E targeting
Nectin-4; GLP: Good Laboratory Practice; MMAE: monomethyl auristatin E.
+ Dosing period is defined as the period from administration of the first to the last dose, e.g., dosing once weekly for 4 weeks
(q1wx4) has a dosing period of 1 month (4 weeks).

1 Male only.

§ Terminal necropsy/recovery necropsy.

9/ 9 animals/sex per group were used for toxicokinetic analysis

T AT T AR
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2.6.6.3.1 HEOMWME . (o848

2.6.6.3.1.1 Sy FEALV- AGS-22M6E B U AGS-22M6 D RIEFFIRNIZE =RV
FEoaxRxT4 9 XHR
WAHEER4.232-1 (&)

HEMET » M2 AGS-22M6E & Y AGS-22M6 %3 1 [m], 48R (Gt 4 [8]) FARNEES- L, ik
O RF v axxT 17 ZA&iHiiT 5 GLP iR A4 F2hi L7 (8226169 3BR) . S 512, SEME
(e 5% 6 ) (RO Al WibE ST IR 2 554 L 72, ARRBROFERIT GLP B O H &
BEICHE LT,

Sprague-Dawley REEMET » % 9 #E (6 B /HE) (ZHIV AT, BT AGS-22M6E @ 1.5, 10
X 15 mg/kg &Y AGS-22M6 @ 10 mg/kg %3 1 [a], EARNEEE L=, B8, —#%IREE, (K,
BALE, HREFRIRAE R YRR EICE T 25 21T~ 7, £/, FFvaxxr 47X
(FEREA MMAE, ADC, TAb) M UN ATA §HAli oD 72 I I Y > 7 v & B L 7=,
AGS-22M6E @ 1.5 mg/kg M 8 AGS-22M6 @ 10 mg/kg % 7~ MZ# 1 [\, Ft4 AL L&
x, AEMENHER SNz, AGS-22M6E O 15 mg/kg BE CIEAERIRRMEN A b, KRERED T
HER—eREE (EEORE ik, BREEIHET, KO/ UIEAD LAMERE 22 Lk
7o, 3 HOEGHZICZ OREZ FHNCK T 8, BEMIRICBAT Lz, SBRmE G ICBE L
<R K OB B OARAB G QNS E B OVESS /i 2%, AGS-22M6E @ 10 mg/kg UL EORETHL
gZINT,

AGS-22M6E @ 10 mg/kg LA EORET, SEXFRIMEREFE (MCV) K OMBIRIRIMERE OB % ££ 5
RIMLER ST A—2 Db, /RE, BEmERE, Vo R OGHREERE DY, TS
fa YR T T AT U] (APTT) OfEHE, 77 U AREOHEM, TANTIX BT I 8T
VAT x2T—E (AST), 77=v7/) " 7oA77 —8 (ALT), y ZVZ IV ET A
77— (GGT) KOXT NV H Y 74 A7 74 —E (ALP) {&EMED EH, W7 vr Iy /7
77 O B T Al 2R BRRA LI LS EE O B ATz,

AGS-22M6E $% 5-(C B U 7= 2B BB O 28, 10 mg/kg BEORINIAR, 548, KR Ol <
b B, FEERRRAT R, AGS-22M6E @ 10 mg/kg LA EDOBED RS (BRI B 5510 —
e UCERIRILZBEAETe), M, R LA, By, REZE, B8, FLR, PR, TN, Y
SRR M OV TR B IHE TH o 72, AGS-22M6E @ 10 mg/kg LA EDORETIE, EBEMIAE 1
Mz C, IR OREE DI BUE U= i 3317 D B O TCHEA TR S ATz, FLAR I
PEAb, MIRRRMR, BEE, AARDRGBOFTROZNRH BT, 1.5 mgkg BFETIE, BIE &K ORE
DOFTRIZIR 5Tz,

AGS-22M6E % 1 [A], 74 BIOFARNEER S L 72 NOAEL 1%, 1.5 mg/kg B TA i 72k
B ORFEAMFEFT RN A DT T2, RO B olz, AGS-22M6 % 1 [[l, & 4 FEIFRN
B b UTc Rp D S22 /T 10 mg/kg ThH o7,

T AT T AL 12
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2.6.6.3.1.2 Sprague-Dawley 5 v k&ML \f= AGS-22M6E & U AGS-22M6 M 4 & & &%ARk N
BEEHHBREY 6 BREEMSRER
AT E R 4.2.3.2-2

&mwwmmwﬁyFKA&H%%E&UA&H%%%LI@ G4 EERNER G- LIz & &0
BUEL R NF T axxT 4 7 AT 5 & & B, 6 HFORIEWIM%ICEEE D RIE M2 M
3% GLP 5B % % L 7= (20005662 585%) .

FREHERES 15 Bl T > MO CRESERTF 0.9%H k) b U o AEFHKR) %2, 5 X
10 mg/kg @ AGS-22M6E %3 1 [1], Ff 4 FIFRNE G Lo, S HICHERES 15 Bl Z » MZ AGS-
22M6 (FEEMFEGTPUAR) % 10 mgkg OHETHRERICE G Lz, FX T axxT 1 7 ZAFHEO
7o, BTCOFHIYT T4 MEEHR T, REEED 1 Lﬁaﬁf—;ﬁ (29 H) 12, ERBRBEOATEME
HERS 10 Bl & R Rk UTe, A REMERESS 5 B35 | S S IREMIRIICHEZ:, 64 RIZHIR L, TG TH
\ZF BV Ao EIE M2 38 L 72,

AR CIE, —MeREE GEC  WERED T = v 7 R OGEMZe — R ERBIZ2), (K&, (KEH
g, EEE, REVEORE, BRIEFEN/ST XA —42  (IEFRE & MR AL E R ),
PRI aFxRxT 4 7 AR ATA NT A—%2, Hig, swmEEE, KOVWHEMEMRTAIBRAIC OV T
PTG L 7=

AGS-22M6E @ 2 }: O 5 mg/kg, W TONZ AGS-22M6 @ 10 mg/kg Z i 1 [a], Ff 4 [AIFFHIRNZ S L
7ol &, BHRARMER LT-, AGS-22M6E @ 10 mg/kg FET, 27 HIC 1 BIAET A ST,
ZOEMWIE, 11 BB MISHER, S, AT R S B O KGR S E R L, 2
NS 3EOMIC 14 g ODREWD 2R Uiz, 16 BHOMRALF AT — & TiL, ALT (GF#REE
JEDEIE & iz LC 76 {500 ) KOV AST IEME CRHRBERE D XM & bhle L C 54 {500 B) @
B RN Z R UTc, £72, ALPYEME, GGTiEM:, BV L E MBI REEO FEE & b LT 2
~SEIZ ER LT e, 22088 T, 16 A TPEREEOBEE 2@l CRHREED M & b
LT 105 L), AmEREOFEE DG ME, Vo EREOPEEORME, Rk, ~E7 R
EVRER O N7 Uy MEOESSARMER A BTz, BLEOZELE Zhichi< BT
AGS-22M6E # 5- & OREMER H D b D L EZ 2 bivlz, 7ok, BOMMOT, HELER IR
B X ARERFFEICIZE LR,

AGS-22M6E #% 512 B# 32 —fRIRIED L & LT, 5 mgkg BEDO Ky OEMIZF1T HED
FZIEHIBE, 10 mg/kg BEORBNTISNT DD D FHEEFE O R HIEE 1855, 10 mg/kg BEDO—HO®
WNZBT DIROME DGR BT, 10 mg/kg BEOMETHEFE ORERINING], 10 mg/kg BEORET
3 M ~4 IR A R 0358 O B v, IRFEENY TiX, AGS-22M6E % 5-1Z B~ 2 — ek
RECEEEDOZITRO bR o T,

IRBMZAOMAT 23T, AGS-22M6E K TN AGS-22M6 512 U 7= 2RI B o
72

5 & O 10 mg/kg BT AGS-22M6E #% 5:-1Z B3 2 Mk FHRAME O Z L3580 b, £ DR
1% 16 V29 HOARIMER ST A —% (RLEEL, ~E7m U RERI~Y b7 Y M) O
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A, MCV, RIMEKSAAIE (RDW), FERMEK~E 7 & (MCH) & UOWEIRMEREL OHN
Th o7, 10mgkg BETIE, BEOERIRMER, /2R MER & OV IR M ER 2 5 T 25 72 % M ER
TR OFEBUSERE D3 @ o 7=, RIEHARIKE THRE (64 H), 5 mg/kg BEOREK Y 10 mg/kg FEDOMERED
FRIMEREL L N MCV ZFRE, 2 TORMEK/ T A — & 3R & [FREICEE Lz, 7,

10 mg/kg #£ T RDW (HEDZ) J O MCH OREFRZRIENMNZED HALIZ s, T b2 T AEM T
WIZEETRWEEZ LD,

AGS-22M6E # 5:-\Z B ¥ 2 ik A b P a0 2k & LT, 5 KO 10 mg/kg # T ALT,
AST, ALP K O'GGTIEMED EABRD BT, EHIZ, 10mgkg HETT AT I URE (KO
BN Hr) 0)115%?73»% OO, MERAENF/ T A —H1T 64 HIZIESERIZHIE L T\,

AGS-22M6E DGR Bl T EELFIMEN GRS By, PEAEITA LIV -T2, AGS-22M6E % 5-1%
D MMAE O E L, ADC @ Chpax D 0.3~0.5% T >72, AGS-22M6E Dl 1 [ DOF 512
£ %, ADC, TAb XU MMAE D2 ~OEFEIXIT L A Eeh o7, AGS-22M6E X% AGS-
22M6 D 1 [ EFAIRNE G-I LD, ATA OIEAE ) FEZ ORENE (FRBREEOEWIC
FoTURENTWD) NFERINTZ, Baar _"—T g OREITMRES ~ N TREETH -7,
Ty MZBITLERD P axxT 4 7 ZFHIIZOWTIE, 2.6.4.3.1.1 Sprague-Dawley 7 v b
IZ AGS-22M6E & %M AGS-22M6 % K1t 5- L 72 & & D AGS-22M6E, AGS-22M6, TAb K&}
MMAE O k¥ a %37 ¢ 7 ZZEHET 5,

AGS-22M6E $5-1Z B4 2 K B M OV oD A et B Je DA BB D27, 29 RIZRRD b
72o 64 HIZIX, AGS-22M6E IZBH# T A B HEEDOE(LIEL, T X TORGHETALNRERER
DWW DIHTH Tz,

AGS-22M6E $ 52 B# - 2 fi BRAR AR 028 b & LT, KB OF BREo 2 M), Kl bR (BN
ORI/ B Ra), KEREE8 GElRERD) 2B b, $£7229 RIZ, MEEDR
B (BB, RREEMR, KO/ UIREORE) 2BV TH, AGS-22M6E # 5.2 B L 7=
BRI LSR8 Do, RIS T4 (64 H), KU LIKOFT IT S 51288
FELR0, HLTHEE(L LT, REEMW TIIEBE OISR Kk O RS, RIAEITIR D & 4172
otz VHEBNC 1A, F 4 BERIRN 5RO AGS-22M6E @ MTD 1%, 5mgkg TH D,

2.6.6.3.1.3 Sprague-Dawley 5 v FERW =T UHRILYIT NKFoD 3 HABERA
B 5 E AR
TR 4.2.3.2-3

Sprague-Dawley 7 > MZT ALY ~T7 NKFU &M 1E, & 13 EERAEG LZE X0
BERO X axxT 0 7 Z%2FHIL, FEZI 6029 5 GLP B a EhE L7z (20117437
AER)

FFBREE 80 5l (1~4 FEICHERES 10 6)) RO NFT axxT 4 7 AFHEDOTHOH 77 A
W 54 451 (5~7 BEICHERES 9 #511) D Sprague Dawley 7 » MIXIBE (5% [wiv] ET ¥ A b
0— AR ARy ~7 RXKRF %05, 2.0 KOV5.0mgkg OAETHE 1 E], § 13 [E
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(1, 8, 15, 22, 29, 36, 43, 50, 57, 64, 71, 78 KO85 H) #MRN&EE L7z, FERIEE T
2R 1.0mg/mL & L, FIEDOHE L 2D LT, #HlOFGREZFT Lz, BRI 5%
13 AFBE L, 92 HICERBREEO2F] TP Eim Y Fif 4 Ei Lz, SBEHMEHEE X, ALK W
BESE DA M, —feiReE, AR, AREROIRERENE, IREZORE, BRICFORE (iR%
R, MR A C PRI, BEERRAEN ORBKEE), hFaftxT g7 2RO ATA FHfh, I
IR A (i, #FE EEX OB M) & Lz,

Sprague Dawley 7 v MZxT ALY ~<T XKF &M 1R, G 13 BIEIRNE G L7RER,
A L7 R ECTAREE R L, WRER SO TOEBYN T ESRREE CEMF L, T
(ZBE L2 RIMGE DD, 64 BICHIRRED | Bl ZRIES W7o, RE (REKOREIEMN
&), BiE, Rkt RERRELKRBAETIE, =oALy ~T7 X FUZEET
LT RITE O bV o Tz,

TURNY =T NRF RIS Bl —BIRBE DT AL2VIRD BT DX 5 mg/kg FED 7»
ThV, FEOFE~L O (BEE, BEm, Sk O/ U MEERER) (SR O EE DR
JERIBEDNTRD DTz, S DIZHRRFFICERD Sz 25 O RIZIE, 5 mgkg BETRO BT
PR P RIET RO R KO/ AT B #s OB 72 B A R 0 2U% S OB ESE & O FEBA &
v, <A, REEE, O6 A 8E &K OHEZIIRE S O D2 b A > Tz,

MR K OMLIR AL PRI = o AR LY~ 7 RN F U BB 5 23R
DO, Smgkg BETROBEE CTholz, METFHIREMOEIIX, 5 mgkg BEORER Y
0.5 mg/kg LA EOREDME TR LT/ RIMER ST A —% GRIEREL, ~T7/n e B BEL
U~ b7 U ME) OB THY, 5 mgkg BE TR SEEOMRMEE, MCV (HED
Z%), MCH (EDZ) }OXRDW DN, 2 mg/kg LA ORETITE A & B o i/ MR N A £ -
TUW e, MRAELFIRAEOZIIL, 5 mg/kg FEIZI T DM HIEE D ALT, AST, ALP,
GGT (It 1 41) IEMERONE UL EAEORE, WOND 5 mg/kg BEZI T 27T 7 > (M
DI) Wb, TNATIv S raT ) COIRTE, a7l UHinTholz, Ziuh OEIZITE
PEAHARZROFT AL & OMBIEERD DL o7z, 5 mgkg BEORER O 2 mg/kg LA EDOREOMEIZIT,
BN SIEDa L AT o —/WHINH R0 bz,

92 HIZFE® DAV HIMRAT AL, 2 mgkg L EORHIRT DREEO/NUL RO/ SUT#(E (FREE
KRNI NE /ZfiE) Th Y, RO EE K O ERORD & OFEENTED v,
TURNY YT NRFURGICEET DR, FEMEII L, 2 mgkg DL EORETITREE
I IR 72 AR S B O I 38 bivle, = mvYy <7 XRFUOEGIZHES 20
L D HEPE A ZRT T2 B T R EERLAR 20T LI, 2 mg/kg LA EOREICE 1T 2R BRI O B A
$KOy5M8, 5 mglkg BEICISIT DAEH HIR R IR O BANIREE Ch - 72, 5 mg/kg BE TS IC
PRz ASFR D HAVIZIED, 2 mg/kg FED 1 BN FRAIRNE GBS OALRH O B G HIBE (BB
B O MmESMNREICBE T 5 ATREME DO & 5 858) 23R8 Hiviz, METIE, 2 mgkg LA EOR: CTHIE
HEOJKD, 5mgkg B CHIBREZOHEMAREO bz, ZOMO= KLY ~T NXRFF U
HAC B 2 i BAR AR R 28 L, MEOFLAROZERE (5 mg/kg BE), FLAR (K [5 mg/kg] K OMHE
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[2mg/kg LA D), Al (E [0.5mgkg DL ] ROME [5mg/kg] TxifEE L ik L CTH AR R
ﬁ%mva%ﬂwﬁwmﬁ@,%%W&ﬁ%ﬁ@%&&@ﬁﬁmanmygui>‘ (O SS
R O K O ERR (5 mg/kg) DE ﬁ%‘%@&v/ﬂiﬁﬁmﬁﬁfﬁotoité
HR IR T, 5 mg/kg BE TR BV, %&m;,v%m/&ﬁ&wﬁaﬁm&ﬁ
B PRI L, R L 72 2 A R R K OV ST 1 gﬁﬁp%ébk@,%é
WET R T RRF U %@ﬁéﬁgﬂéfébkﬁﬁ K DR FEANC L0 2R
ZRAE LT AREMEDN S D LB 2 bulz, 5 mg/kg BEDRE 1 HIZF 1T 25 BE O 8RE 38& f A o BN
X, =AY wT RRF RGBT 5 RMERBANC LD IR E LD EB XD
AU, MR TR TR DAL MR MEREIEIN & ABBS 2R L7o Ay, BRHICHAE LT Z &0 b,
0.5 mg/kg L EDORRCEB T DoAYy ~T7 RXRFFUBRGICER LR FrZeE, #as
BElC B AEREE(L A R TIZE TN ARSI,

TRV T RRNTF U OREEEICITHERGIMENGTRD Hi, HEITALNLR-oT,
0.5, 2 KOV5 mgkg YR GHEDT Ry ~T NRFroegigEERE (AUCL 1%, #1
Z 168, 766 KT 2300 pg ht/mL TH Y, FmlRE (Coe) (FZ1EI 159, 404 KT
125 pg/mL Th o7z, TUHRLY~T NRFUEEHO MMAE OfmEiREL, TV REHRE
T ADC D EIEEDRK 02% Th o7z, TUhRLY~T XEFUO# 1 E#E5ICk D, ADC
K ONMMAE O2FE ~OERBITIEE A E 2oz, TURAVY~T XRF U1 [ CRER
RN G- 2% &, ATA B A D RIS FER S, 85 AD MXvafxxTr 4 7 A7n7y
AW B R RIF LT,

fam & LC, Sprague Dawley 7 v MM Ry ~<7 XRF %05, 2 KO 5mgkg D&

Tl 1\, 13 EERIRNE S LERER, vy~ T R RFUREO 2B FTE OB AETF
L, AAEMEZR L, R Qmgkg UL, MHE K Qmgkg Ul E), A Qmgkg L L), IR
mSHgkgyJﬁ /v—ﬁ*ﬂ% (5 mg/kg), #HIAL (0.5 mgkg LI L) KHOERE (5mgkg) 72

, BONDlEm N BIHEERN & L TRO LN, 2D DM TR b i 7o EE 2R
%ﬁi,i A48, BMIREEER O ITEM/ZFEfiCTh o To, @D b 7L O

OWEEBET S L, WEMRFNELITIEE LB 2 oNR, REARDLNT, BEKRNE
B (REHEEZRS) bROLNARNWI L E2EBET DL L, KRR CBESNTZRED Z b DT
FIZEERFEEZ R T LOTEHRNWEEZEZ DL, S 612, MRFEN/8T 2 —F K OUMEAE S
(/R8T A =52 OEAIE, 5mgkg BETHOL N TH 7R, FlE & XA LW ERE (B g
) Thotlz, TUARNY~T NRFFUICBHE LRV ENL, 5 mg/kg FEO RS RIBEIC
bICTWe, =AY~ NRKFUZ@E 1 E, G 13 [EEE L7z & O MTD X 5 mgkeg Th
el
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2.6.6.3.2 HAEOME : EIT-b5E

2.6.6.3.2.1 A=V AHFILERAL= AGS-22M6E B U AGS-22M6 M 4 B EEAR A ki 5
HMHAHBR R U 6 BEEE B ERER
NfTEE4.2.3.2-4

H =7 A P AGS-22M6E 3 1 8], 4[], 30 %3 Wﬁmmﬁm&ﬁbt T O@EMERE
X aAXRT AT AT T 7 ANERLNCT S E LB, 6 BB OREHMI®Z I ORIEME
%9 % 72 12K GLP 7k 2 520t L 7= (20005664 #8%5%), ADC (AGS-22M6E) O w4 B fife
2T 5720, HEWIEREERPUA (AGS-22M6) % ADC OEiHE & [F®E THE S L, MMAE %
ADC O HEFOFEE/VITHL T HE&TES LT,

60 GID T =7 A WL 2 B REMERER 5 BICHI 0 AHT, B CREZERT 0.9%5E/ T MU 7 A0E
5Hi) % AGS-22M6E % 1, 3, 6 mg/kg, AGS-22M6 % 6 mgkg, XiX MMAE % ADC & &
DOEE/MYE (0.1093/0.0545 mg/kg) THEG- L7z, EI0 AT DA FEHERES SBIo S 6, 4%
FEMERESS 3 Bl 242 5- 29 A (i G4% 1 M) ICHIB L, MERES 2 B2 63 B (6 3 DIRFEH]
M) (CHIR L7, HERETER Smlkeg & LT, WBRWERS \CBES53MEE LT, AGS-
22M6E D EH&ERE (6 mg/kg) T3 H123 11~13 HICHBEIADLEICICE 7= Z LIS X, 15
HOEGANCES 21k Ui, 6 mgkg BEOAERFIC 2 [IEG- Xhie, RERDIRRE 2R A RN L
TRER, 1SEN2 BOFRGE2PIETHZEEBRERAY v 7 i L CREL, AfFLE
6 mg/kg AEDHE 1 51 K OMfE 2 BlOFIRR A 2 18 KON 19 HIZAERE Lz, 750 O 2 5 & OV 2 il %
EIEEE L, 49 K50 H (8 HOEG MO 6 %) ITLHEIESHE T, AGS-22M6E D
6mgkg ODFGAZHFIELIZZ &L, %515 HE 22 HO MMAE O 5 &I2o0W L, @HE
TR, HHEHE Gmgke) CEATDHLOIE, EHEEZ 0.1093 mgkg 75 0.0545 mgkg ($¢
HR % SmL/kg 7°5 2.5mL/kg) ([ZEE Lz,

ﬁﬁﬂﬁ%ﬁm,#ﬁﬁﬁ(%t&w%%@ﬁﬁ FEARZEIRBLER), (RE, BiEE, IREE
roteds, DR (ECG), IE, DA%k, EEIR(EF ST A—2 (ikFrofd, SEERmA, i
ﬁik?&ﬁ&@ﬁﬁﬁ,b%/:%1747x&UMAﬁﬁ,n@ B B OV
FHIRA S LTz,

71 =7 A BT AGS-22M6E D 1 LT 3 mg/kg, FEMIEFREATIPUA (AGS-22M6) @ 6 mg/kg %

W 1AL G4 EFRIRN R G- L2 & S ORBMETRETH Y, WM E GBI L 7= kT
FLITREO b2 o T2, AGS-22M6E @ 6 mg/kg $¢5-CTliX, 2 A1 H B G- OPESE & BE L TRV,
11~13 HIZ 3 BIAFHEA D LHIEIZTE -7, MMAE 1Z1 H & 8 HIZ 0.1093 mg/kg %, 15 H & 22
HIZ1% 0.0545 mg/kg Z 85 U755, 19 HIZ 1 BIOFHES O LZHIE0 A4 Uiz, MMAE #£D 1 )
M 13 HIZFEL L7ehy, MMAE 52T 56 O TIidlehrolz, R, 7'm ha e i
M, APTT, ECG, /&K O A%cxt LT AGS-22M6E, AGS-22M6 K (N MMAE #:5- 0 3228 %
RD BT, Bl LW TR OB THIRICRTT 2 EIIERO bivie o To, BERE £ 512 B
L7882 LTI T 5,
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AGS-22M6E @ 1 mg/kg FETIE, #BRWE R GIZBIE L7252 280X, 29 BIZHI U 72 MERES 1 1
TH DAV IR EARR R 72 B G OIRZE &, B REHIBE & Ozt RIRB IR B AT, R
J& ORI IIRFEII R TIRFICIZI & 0 Tk e <, BB 007 203380 b o 7z,

AGS-22M6E @ 3 mg/kg % 51X BIF 7 BARVEZ R UT2AY,  F2J8 O B K Ozl 58R, st IR
& DOHEZT, 8 XU 15 RIZHRARMERE DWD (MED ), 15, 22 KTN29 HICITARMEK ST
%*&@ﬁT(M@ﬁ%15&0%25@%*%®H&,D&UU9H@%@W®M&,1W®M
TR RO 2R FRARP I G-EBAL O 2 (S D E B D RAE Jo OV EE O FERU M i A%

2 Bl CEE DIIRZENE 2 e, W< DO BRI E 5 512 B L 72 S NG @%ntomz
Bl oD MR ZEaE 1L, PR E R G CEREEE LTV D DO TIEARL, REERTOEIM D4R iE IR
L CWZAEEER S 5, T _TOFF RITARIEREAR I mE Lz,

MB%M@¢Mmyg%I&USH’&5LkF% A By Jo ONIRJE I EL R O B2 & DRzt
%ﬁ&@&%%%ﬁéukkw,nww 23BN FHEA D LI E -T2, T HOEWIT
REIRIRREIC & ﬁ@@@ﬁ?%ftkoﬁéﬁwm SERREEZ BB LT, wam&ﬁ&W&
L,m&@mﬁ*A@%%mLto_n6®&FWMi6m@gﬁ®m@m<%£
GEIR) MBIEE Y, 49 KTV50 HE TR Lz, &5Hik#%ic i%ﬁ#i@%uﬁ?b,

ERARIRIE DR B & OBEIIRD b o T, T OMOPEHRYE GBI L7fi i & LTk
FRIZEE (f%b:ﬁ'fﬁuﬂ@ﬁtﬁvamlﬁ@k@ﬁw) DRDO O, TNULITEMHEEE T HHOT
HoTm, MRIRMERET, RMERANT A —ZPNETLZICL o567, 8 ROVIS H (D
A AT Uiz, AmMERE (RAmEREr, ekik, U o SR, BHEREOR OVGFigEkER) (X8 H
I LTed, 26 020X 15 BT ICEEEZ R LT, 5618, 2o 0@y T
%, BHEIRS AT IO a T YV ROT7 7Y =7 O8N KO U A
DEGIN72 E DR FHIZA R BTz, BHNZLEIE S E -8 ORI FRIFT L L L
T, FEKROUME B ORIER O/ I, T OFIROEEE 72 281 & O O FEEE DS
b, BTG OVESE, RIAER QA2 R & 3 RGN ORE, I ONZE) O 2B R AE I BY
HLTND EBZ LN MRZEREIED b,

PLEX Y (AGS-22M6E OfER), 6 mg/kg BETIE 3 il 18 TN 19 HIZZERIE S CHlM %2
IToTz, WA TR E LT, G OPEEDR TRIE, U ~HioU ek, K&
[&DRIE, WKL WA RD bz, 72, 6 mgkg FET 18 KN 19 BIZHIM&Z1T»7-4
BT, AP EEOMRENE D bt FEKTRIZERD b3~ T ORI
AT, REEHAR & TIRFICIZEIEME 278 Lz, 6 mg/kg TRl DALz ik F#r%1tiL, RDW
(HEAR AR ML ERF D HEIN & W) B OV FRERER D ER 53 1 72 (148 % By C, IRFEIIRRIHE T IRp L2 1 3oe B
& RIS DEZ R LTz, BE ORI IIRFEIIH I B AICRRD DAL R, £ OFBUHEE K O
FE T G-I & B U T L T,

1 A& 8 HIZ MMAE @ 0.1093 mg/kg ##5-L, 15 H & 22 HIZ MMAE O 0.0545 mg/kg % $¢5-
L7oAE5R, BT RICEE CERWRE R RERENE U720, 1 BIOFHEI 0224
FEDE UTz, MMAE #5012 X 2R L, AR E Th 72 AGS-22M6E @ 6 mg/kg #f TIA
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ESINTZ O EFHEIL TN, KEOHMEE FR L O ERHBEIIZE A RO LT, BiE
DI R OKBENRD STz, 25 O TOBKRILFENELIZ OV T, ARMERET
&o7c AGS-22M6E D E A5 LB OZ(L L LTk Y, 8 HIZERHEEE —8T 5
24t (RifEK ST A — 2 O R O E MERE ORI b 203 53, fRAR Mk ORA) 2137
Do, FHHEEE T 15 B3I 0B bDiz e A ERD7a < & HETEIZIZREE LT
7o EHIZINHLOEWTIE, 15, 22 KO/ E29 HOBMEMKIE (TA7 o), 7a
TV RRT 47V )= O8N KO U U A0 E OREFRILFHELR3FED Hivi,
FHEIAN D LZZEFEENIZ DOV TIE, FEHENL (BIER Y U fixEte) oS, RO RMEEEC
B DIRAMERIEMIRIEN 2 i, HBRWERGICEE L TW S MEERmWE B R b D,
MMAE BT 29 FIZLZEIESE @M TIE, FRIRNE G-EALDOIRZEITRRO B> 723, HE 1
B CIEER RN B G R R E 23T B, 4 Bl CCTHRARZERE SR b7z, MMAE
T 29 HITZEHIE S A7 2 B D ik D 7Rl C O W FE OIR A SRE IR Y, BRI B B
HAZBE L TW A AREMERE W E B 2 Bz, MMAE BEC 13 BIZAET L72#E 1 FICiE, JmEti
RIS, KBRS EN S EEO MM & OEE OB (FERAH) 37 ONZ EE O R iRZE
MEDNFRO HALTED, Zh b DOREEN MMAE % 5 L 7O O WIS B il o 7o
ZEMD, D OREENSHERYE B G EEER T 2 AR EW E B 2 b,

IRFEHATE TIRFIZIE, MMAE B OB RO IR B LR o 7o, IFBREREU IR SE
EH& TIF E CIORHRREDAE & FIRREE, & D WIEZEDOEISES M Z7R LT,

AGS-22M6E DIRFE &I T | FIMETE O B, RIS L2 o7, AGS-22M6E #% 5-1%
? MMAE ORI, T/VREHRE T, ADC OfEiEE DK 0.04% TH -7, AGS-22M6E
OB 1[5 2P 22— LD ADC, TAb XX MMAE O2H ~OERITIFEAE R 5T,
AGS-22M6E XX AGS-22M6 %1 1 FIKEH#RNIG-3 2 &, FELZOREINE (ATA Bk 23
HRENTZ, Eaar A A=Y a3 VOREFMIEOHE S IXEEGR TH T, =14tk
FEERD hXTax T 4 7 AFHIICOWTIE, 2.64.3.2.1 =7 A I AGS-22M6E,
AGS-22M6 & 5 ME MMAE % K8 #¢5- L7z & & O AGS-22M6E, AGS-22M6, TAb & U8 MMAE
D RXTaxRT 7 ATFELHT D,

PIEXY, AGS-22M6E @ (I 1 [l 5 o) MBI 3 mgkg (%51 HO Coa :

76.6 pg/mL, AUCq.7q : 2450 ug- h/mL) ToH Y, 3mgkg I MID THH -7,

2.6.6.3.22 HAZUAHFILERANAGS-22ME RUIVRILYR T NEFUO 48/
IRAFER 5 SRR RV 6 BiEEE MR

TR 4.2.3.2-5

AT Y R—~& 5% CHO HRGLTH D AGS-22M6E & H W\ I kLY ~7  RRF

VERAN=IAYMZE A, G40, FUHE Gmgkg) TEIRNERGRG L& X0 R

O hFvaxxT 4 7 2707 7 A )VEHET 572012 GLP iRz FhE L= (20021751 585R)
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&M D L2 T, AGS-22M6E N kLY ~7 R RF o OPaEE#% D AUC 7 f Y
Cimax DFHRUZFE DN T T 72,

248 IO =7 A W%, RPRRBEICHERER 2 5] (FCG1015 BAIERE#K [20 mM & 25 -HCl
pH 6.0, 10%> a8 (wiv), 0.02%7K Y VL_— K201, RAEGIROI), YBRYE 5 HERE
% 501 (29 H OFAEFIRITHEE S T MERES 3 1 (B 5% 18], 71 B ORIERE T REHI#%
(ZHERERS 2 5] [Ref&HIRetz o 6 IR ORFEWI D) HI0 41072, 5 AEITERE Smlkg & L
72

AR DM B 1L, —MeRRE, (R, BN (EMR), REFHHERE (—
ek, AR, OREG PEED, IRFFFRORAE, ERR(LTR) ST A —2 (IiRFEIMRAE, Mk
AALFHIRE, RIBRE), FXTaxxT 47 AT A—4, HkR, WEERE, ROYEEMAKS
MR L Lz,

(R, BAFEFHE (EMER), BREFRISRRA (R, O, IR, IRFFPROfRE, M
AR, JRRELOSEERICBWV T, AGS-22M6E I Ry ~7 N RF
HACBIE# L= Z{RIEB D b e d o7,

W=7 A P IIZ AGS-22M6E L DX kv ~T7  RXKF O 3mgkeg & 1 B 1R, 34
EIFFAIRNFRGER G- LT & &, BHFRERMEZ/R LT, AGS-22M6E K DTV RLY~T ~XKF
VEEREOWTHIUCE O T O BRI GBI L SR ST, BRI (2 B
LEBOH L, EWFHNCEE LSOk, REORE, RBIR, RMEKT A—4% (GRil
BE, ~EREUREROANY 7Yy ME), #ERARMIMEREL, 4 R K& OV R ERE DB 72
KT, WONZEHE, 5N OFE O B Z T L CTh o 7,

BASHIREE, AGS-22M6E X (N2 VY~ RN F U BEOMED B 8 (BRI 5 - B
TOHEIAT R (E) 25580 b, BEICBET 2B FRURT L L LT, OVEAMERZIE
JE GHEIZR) 235588 Gz, AGS-22M6E BEDMERE 6 51 3 #l, —> ARV ~7 ~XKFUHD
W 6 R 2 Bl M B BE T, RTRRAE & ik U CRIIREOBD 3RO b vz, b OF ORI
VY, FERRR BRI R 236D R O B iLTe, SR E R G RO —E OB O G- 5B X
R DOVE AR FZIEIE, R o i 8 i P HLEZ AR IR B OB 73 B2 T ORHEL 2358 B LTz,
ZHH DX, xREE TR b AL FHRICBE T 2 RIEMEZ L & el LT, AGS-22M6E #£ &
KRRy <7 RXRIFUHOBRGEHN CRIESSPMENTHER LI Z & 2R L TN D,
AGS-22M6E B O 3 Fl 2 1], = Ry ~7 RXRFUREOME 3 FIF 3 BIOKLET, BED
MEPERIEMEZA L CRAIE, REIEE R O R & R RNRObile, Zabo
ZAE, —EO @) THIRIC TH L IEC— R EEOBIER TH DIV B2 O R L OV R &
B LT, B EEICBWTE, #BRWERGICEEST 2 2ITRD b znoTz,

WD ADC OIEFIRE &, BIBLeRFFIRNEHR 5% TRICR SIREICEL, Z0®%IK
T U7z, BERGZRIE (ELISA) EICX 0 JIE L7 TAb O #EE L, L CADCERELY
biE o7, ADC, TAb, KON ADC 50D MMAE @ k%2 a % 12T ¢ 7 A THEZEITRD 5
nipnoi,
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[FISEMED EEMHTIE, AGS-22M6E KT Ry ~T R RKF Uiy Lizs &0
AUCo.7 KO Conax DEHNTFE SN TENE L72, Comax XL O AUC7 (IZDOWT, ) (GMR)
90%EFEX[HE (CD 23 0.70~1.43 OFFNTH 5 Z & &= T5E, EHIRETH D L AL
oo ZOHENE, T FE TIZE SNIZRBRICE SN T, BEO GMR % 1.1, ZERENK 20%
Th D EVIREIZE SN TER S 417z, ADC FIEIFE 544 D AUCo7 & T Crax @ GMR @ 90% C1
R, HRNCHUE LRSS EORHEN TH 722 L 2D, AGS-22M6E KU Ry <7
NRFUDO R axRT 47 ALFRETHD &R Sz,

EEFHEOE=2 1) 72 HE L URBRAEAZ 2 TORNOERLIZE A, Erar/—
TarORERT, 1B G, 28 (AGS-22M6E #5.), KO3 B (mrhry~7 SRS
VG) TENEN 0%, 40%, KO40% ThoT-e W= AP NMICBITHERD FFLaxx
T4 7 AFHIZOWTIE, 2.6.4.3.22 B =27 A PIZ AGS-22M6E &HDHWIET U Ry <7 X
RTF > & EFRNE G- L7- & & D ADC, TAb XU'MMAE @ hF > ax 37 4 7 A|Zit#i
D

AGS-22M6E BER N2 ARV <=7 RN F R CRER S LT B e % 5\ B3 2 S8
AT, AL N ORRENEEF CRIRE CH 572, AGS-22M6E B R Ry <7 NXRF
VEEORIEREREITTIE, 71 B E TICHBRWER 5 ICBET 25228 (B8, &5 &KORRE D
JEERARR R A & ) 1ZRIE L7z, AGS-22M6E KT Ry ~7 R RF ot
ey afxxs o7 A, R%EEEZ LN, B 1, &4 BOEIRNERR 5% O ADC O
NOAEL (% 3 mg/kg ThH 5,

2.6.6.4 EiInEMHHAER
2.6.6.4.1 #EH L < (XHAEZE AL V= In vitro 3E&

26.6.411 MEZRAV-EIREARLESER (Ames iHER)
WAHER4.23.3.1-1 ()
MMAE D2 B2 G35 72, M2 W78 28R A Bl (GLP RBR) #9206 L7-
WA 5. MMAE & 75, 200, 600, 1800 B TX 5000 pg/plate i Bz >,
Salmonella typhimurium TA98, TA100, TA1535, TA1537 }2 N Escherichia coli WP2 uvrA % U
T, ZTILZEI Aroclor THEEFHE L7127 v M SO B4y DIFAE F R OFELFLE F Tl L7, AiER
DEMET TIEL, MMAE (/i 2 W7o B IR 2SR BB IZ W TR Th D & ffam S 47z,
TURNY =T RREFUDU U —H5E, LA IR, BTaAf VA=Y — RN —
VY ORI F RE DR p-T X R UNNE XAV NVEN SRS ND, VS —T
OEEEMEE, ARICHIA I REZR T — & KW in silico FAATICEESWCEHME L 72, <~ LA 2 i,
AHEE 2 FH T2 A IR 2R 28 BB ) OV LS178Y Mifa A WD~ D R Y v 7 p—<F IV Ffh—F
(Tk) #ABROMRER CERF M%7~ L [TOXNET Toxicology Data Network; search term:
maleimide], »7'm UERIE, MIEZHWCEIRERERABR CIIRETH L LRESN TS
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[TOXNET Toxicology Data Network; search term: caproic acid], /XU 2, ¥ MU kW p- 7 3
)RV FEF T H VAR =)L 50 DEREK for Windows (version 12) (2 & % in silico #FAfi TlZ,
FTHOEDZIZ S ARGV OB LGS TR SR o Tz,

2.6.6.4.1.2 L5178Y #f@ZRAWLNS TV R VT +—7 Tk B

WAEHER4.233.12 ()

<7 A Y LSRN L5178Y O TK G LIS 5 MMAE (D%25R78 B3 RE 2 349~ % in

vitro GLP R 2 £ fi L 7= (8204155 #lR) , RENEMEALR (S9) DL F R OIAEAE N Ttz

T, S-RU ZAaF I D UFEFCoan =—F (TFT it [TFTr] 2753) #48EL L
LRI LR RE A B L 72,

WO RFNZIBNT S, HEEKARRSREREE O FRITRD T, AfFHia 100
fEY4 72 TFTr 28 SLRHREL AN BERT BREE O SEEIE 213 5 21 BIRTS 90 fELL EoBEINEER D &7z
nolz, LLEMNS, MMAE X L5178Y Mifdz VWb~ AU 7 —~ Tkl ClIEMETH D
EHIE STz,

2.6.6.4.2 WEZLFEEWZE ALV in vivo 3B

2.6.6.421 v bBHE/NMZGRER
WAHEE 4233.2-1 ()

MMAE @ in vivo TO YR I G000 RS EREE OFF R RE 2 A4 2 72, HEE K& 2 H
BIEARNEE G L, 7 v MO ZYERIMERF O/ NMEFEEIC DUV TR 5 GLP 38R & i L
7= (8204151 #Br),

35TCORET » M SEECEID AT, BT (3.9%0.01 N HCL96.1% K[EH 577 0.9%%E k7
kU D AEFHR) KOMMAE @ 0.01, 0.1 1% 0.2 mg/kg OHEBIFARNE G, HDE0 TS 7 vk
277 IR (BGMEXIR) @ 60 mg/kg DHAIRE A#H 21757,

BB e 5 B U 7 — IR RE OB LITRED B h o 7273, MMAE @ 0.1 &% 0.2 mg/kg
BEC, BRI O/EE AT D YR MERE DA B 72BN (P<0.01) 2R BT,
INMETE R DR T % TS 2 72912, MMAE Ot (ks B siae (o suwn) kO
PEERTE e QR 23T 2 B0 Z £l L7, 2 OREE, MMAE I3 EICB) AR
DINEFER R HRT D ENHA L, 202 &b, MMAE IZ X 2 BEMES R IE D/ NMETE L
EWUNELEERNEA LTS LD EE BT,

2.6.6.5 MARMHER
TURNYT RRIFUTEITRADEREZ B E L TWAHT72®, ICHSY IZHE-T, BNA

JRPE AR I 35 L 72 o 7,
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2.6.6.6 HEFRESMHAER

TURNY =T RRF OG5 HTIREE ST D IR L TV D EE & 2 VIR
LATREMED B D BFIZBIT DR « JRIERE~OEIEN Y 27 2R T 5728, ICHS9 IZHE->
T, ZUHRNVY<T NXRFUROMMAE 2 0T, I - JBIRIEA B ORN 2 Eh L7z, 72
B, mURAVY<T RXRIFUATETRADREEZ B E LTS 729, 6k OCWIHIETE L
(2B 2 BRI O AR M OV ZE 8% 38 AR 12 B9 2 3B I 580 L 72 v o 72

2.6.6.6.1 Bt - PRIREAE

2.6.6.6.1.1 S FZAL- MMAE OFE - FRIRFAIZEET 28R

A& R 4.23.52-1 ()

MMAE ZIEiE 7 » MG LT, ZOR - [BIRIEEFEMEEL T 5 GLP 5k 2 32k L 72
(8204397 #kB#%) ,

REEM A R 3 MMAE (0.2 mg/kg) Z 4Tz 6 e OV 13 HICEIRNEE G- LTz, ElBRoORE
B 20Tz 21 HICRER Lz, MAEHEBIE, BEWo—ieRkeE, REROREZL, B, M
WP KON kR, 7 EUIBRREREA, AR - PR VER-n (Ef7, AR KROFA) KR OVRIEFHE O+
%, WIBREOVER) & Lz, S6IC, HEL OB IEOmEHERE NS K Z2FRIL, hFva
XRT 4 7 ADOFN AT T2,

PR 21 HICHEEL, @) L bANER SN REMW | B ZBRV T, 2235 i R R
FCTHEMFLTZ, MMAE #5512 X D08 - BEVEFRAEICE T 2 3T ik, WIUREk, JREELT,
AR FH R OB OAETERR RE OFD Thh - 7=, %R &l LT, PR, SR,
FERBIFETEIC% L C MMAE #8512 BE U 72 5223380 B o 72,

I ~OL GBI L8 E L, Bowy, AR, 7r—YZ T L EORGRIE, K&
R OMEEEE OB 72, BmERkE, Rk, ~Er/vv i gE, ~~ 27Uy ME, RO%
HERE DD, MEIRIRIMEREL, MCV R OHEREORE DM TH Y, b DOZE{kiZ MMAE ©
0.2 mg/kg Z &5 LIAEIRT »~ FCTOMIRD U o/ SERAS Ve o ONEE o S & 1. oD TUHE & vy o 729
HHARRAT R & BT 5 b D ThH -T2, MMAE i3zl L, RIBmiET Chitisnz,

26.6.6.1.2 ITURILYTT REFUDTY FEAVERIRNESICEDIE - BRIERAEIC
Y 5 FlHedER
&R 4.23.52-2
ULHR Sprague Dawley 7 v N TOEKRD Ll A FHHSE TOMM O - IRITFEAEICKIEFS =
RNy <7 RRF U ORBETHET 572012 GLP #Ba £l L7z (20119695 3BR), AFRERT
I%, ICHM3 (R2) I[Z¥EU CHRILDAELNE, (REKUINER - WIBMRAEZ G L7z, Z ORI,
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ICH D 3BAEBEHA K74 NTHE STV D AR EBRFED AT — C~D IZOWCEHEHET %
THA L LT,

R %O 1= 47 6 1D Sprague Dawley #ff 7 » NI, = ALY ~<T XEFr00 GHRY
E, 5% [wiv] BET A ha—2RRIKR), 2 XL 5mgkg ZEIRNES L, BT v dor
Vw7 RXRFr (2 XF Smgkg) (FEENR6 BIZ 1 EEE L, 4EHR 13 H OIFIEIRREZNZ 5 3%
B U7, BGEER, #5458 0&GRNCHE LS EROEREICE SO THEB Lz, B
HEX, HEWO—BIREE, AREROCEHEL Lz, 2 TORBMEITR 21 HIZERIESE,
RS, ERBEOTERNERYORREZRE Uiz, MlEEm s & OVE RN gas 5 1 % £ i
L, HRREROFENEY AT LIZ, BIRICOWTIE, EEEAEL, PERZHE LTI E
Aba ek Uiz, JRIR OB OVE# OFHMN & FhE L 7=,

BHEINTEOLZFEIEA (21 H) EFTEFLEDR, REtLzfHETyArYy <7 <
RF o5 L0 HE L O - Ig ISk 2 miEniio v,

2 KO 5 mg/kg B ClIIH EARFYEDO R E SUTEREIGINEDORD 378 bz, 2 mgkg B TR
DN RE ~OFIEIXEERNEOWD OAHTH Y, FHETOR - FRIEEMEIIREN TH -
7o 5 mg/kg BECIIREMORE, (REFMNEK OB EORD B3R b, 2R Tk
N CTH-oTz,

TURNY T RXRF O 5mgkg G LI-RE TR, AFRIRISGRD Dotz
2mghkg BETH, 1EH7-0 OFEAEMFR IS (92) 1%, *FHEE (12.3) &H L THEICED
L7, 2OZ &%, FHEICKET 2R WRIAREINC S BTz, 2 mgkg BT, FEHMBIR
RE (&R, BESUIME) 235 Le GHIREBEICKT L CENEI 10.2%, 11.7%30% 9.9%K) ,

2 mg/kg FECTHIE D EiFEPRME, A, RERE LR ORNER, SHES AR & O HEMA Al
PEB(LE GTEs AR (RICREEE) BB bh, “Uhvy~T7 XRFUEHIZER L
LorEZLNE, £72, 2mgkg BEO 1R TIE, SOHICERROERE SR b, HAfER
TERRBR CIXREAML S V72 RIS B O AR S Cunieieh, Thb OB —FRE R & O
FRIZH SN TE o7,

2 [\ B OFE D 10 0% BRI L - BB O M2 o L7k R, R 13 B Ry~
7 X RKFUOBFERIL, 2 XD 5mgkg T, FILE 28.6 821 pg/mL (ERARHELEH &4 5
BFDE R Coax DK 1 FEKR O3 £5) 1T LT

AREBROFER S, REW R OFEAIZEET D NOAEL (FIRE TE 20 o7, Smgkg DTk
N7 RKNFUEMRMIC 2 B (MR 6 V13 H) 5 L7kER, FIER AT (100%0D
FHIRINAR) 2338 B, 2 mgkg BETIE, BRBIETOHEM, BIEKEORED, BB EDE
FE R OVE AR ZE B D BN ANER D &A1=,
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2.6.6.7 RAETRIBERER

TURNY =T RRF O R Z R 5 72 D OERI OFRERI T E R L 72 o 7o, #RR
NGO IR B AR F IR AL, T v BRI =7 A Pz BIT 5 GLP KE# G- 3RO
—BRL L TIToT,

TURNY YT NXRFUETy MIEE, G 13 EERNES- LS 24 (20117437 3K
BR), =oRNY T NXRFURBORELEZ DX DFTHRIE, 0.5mgkg UL EORETAH LN,
ICEBEKRONER & G e RO U B IR OB B A R o S5 S OSBRI SEIZ [R &
T\, BT ORI IR REE O EE OB (BB EZNE D) X, 2 mgke B
D1FNCROENTEY, SHERE TIZFERROFTARRBO GNP T2Z Lnb, £ bITEEGH
DOYLERYE O 1A SR & BE L T2 ATRE éﬁi‘%z bz,

TURNY T RRFUED=IAYPUIE A, 4R LZEZA (20021751 3
B%), 3 mgkg &G Lz —EOEY OGN T, BMOUTBE 2 ONE AMEOREIBE, #8ED
1L A J) R A R IR e QNI e B L SR BTz, 2D O kIE, FCG1015 BLAIRE IR
(20mM b AF Y2 -HClpH 6.0, 10%3 =4 (wiv), 0.02%7K Y Y b~_— kh20) Z#5 L7-%
BECIR® DN BEG PHICEE U 7 RIEME AL & el U CEDMTHETR L T,

Be GBS CORGRE DAY, REORKK O EaO LRICE
Nectin-4 OFFUEIH L TWDH 0 B2 B, RIEHIRRK TR IZEENE G w%mto

2.6.6.8 ZTODHFMHHAER

ARG ERBR TR O DN RREEORMEEZ LV LML, <A 2—F (MMAE) 23
MKE R OB AT 5 DR A 7R BB A L9 2 8 ) a2 RIS T 5720, B0 EM AR
Bk % Ik L7,

2.6.6.8.1 HAEROMME : HFHAER

26.6811 Sy brEARAW=IVRILYIT NKFU04AMBIRNZSERSEARE
U 24 B EE 4R
WA 4.2.3.7.7-1

Sprague-Dawley 52 7 v MIZ Y RNy ~T XKF U@ 1A, G4 RERNEG LTZEEZO
KRB OEEME BT 5720, 24 W ORIE I 2% ) 7= GLP 4 #FRBR %2 i L 7=
(20135474 3RBR) ,

OFDT v e, FHEOKRERTSHIT L5 X IBBERE U= Ay Yy~T RER
FURCEIV AT, 29 B (B G0 6 1 EM®%) ICRE&HImEFEmL, 64 H (6 M DIK
), 127 B (15 BEOKIE) KOV190 H (24 B OKRIR) ITRIES IR 2 i U7, TR
WED 5% (wiv) JET XA b —ARKRX TRy ~7 RXKF O 2mgkg 28 1A,

7 RT 7 R 25
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AR 1, 8, 15 k122 H DIXEFRFZNC BEIRICHIRNE G Lz, &REAREIT SmLkg & LT
B G- EANIRE SN2 B ER DR EIZFE DWW TR GIR &4 i L7,

ARG B X, A58, —fRAE, RE, BiE, HR, ' EER ORI TAmA L L
776

2mgkg HETIETZ ANV Y =T RXRIFURBIZHESETITRD T, BFIGHEH I %
BIRF R E CTHEF LT, £, =AY ~T7 RXRF O 2mgkg BECIEHGICE#ET 5 —f%
JEMR, RELXOEEEOZEITRD bRhoT,

29 B35 127 HOFIRIZBWT, =rhY~T NRFUFRGICHEETIREES D VIR
BEREEOK TR b, MBRTIE, Bl mREmiaED kO TR 22t
2, 29 H (2/561), 64 H (2/561), 127 B (1/561) XOV190 H (1/5 ) 1Z@RD BT, KEHE
BRI, 298 (1561, 64 8 (1/561)), 1278 (2/561)) XOV190 H (1/5 ) (Z8EMH H#E
JE DAARFRIE 23788 BTz,

29 HICHER M O LR TR0 b - g R O 21kl ,woa@%%%%%Ti@*E@L
720 29 A OREE K ONEE FIRIZER O b - MRk AT R, 127 L OV 190 BIZBWTHEE®H
DAVTZDS, IRFEHIHE TR E CTITRBLEMNME T L7z, Lf:ﬁxof, TURAY~T RRF
P GO BE T DR EME I I BEEEZ R T L O LB b,

26.6.8.1.2 JIa—AWMYirA#H, BEHREFERERUVA VA UHHIZET 5HE

WAHEE 423772 ()

b MNESMIZZ, MMAE (SGD-1010), XIFERIERE&MEE Mb 1gGl kHHEPLA & MMAE % =
VRN T NXREFUEE O N B REER TOI SND U o —E2 S LTS S
tmmm%m)k4y%;&~vaybt(lmzm%uﬁ%)zmcwﬁ%#ﬁf%ﬁ%@%
PR D = ORI FERE G ADC & HV, BRI EEEIC X 5 7L 2 — R PE~ D 2%
DHEMA A HNICT D720 MMAE e, 728, =U ALy ~T7 XRFUOBKRERT
X, AIEREEMICER L CRY, BRRATHZ VALY ~T RXRNFUOBRER L &k
R BEERITHA 5 20272 » T gLy,

BRI LD 7L 3 — AR AT L, Z v a—REY IALBIENET v A O TEAE L
720 h00-1006 (4) % X MMAE X\ 9 U b T L7238 TR HINIC X 5 70 o — 2D A Z
ZPHE L7222 572, MMAE TIdat L7z fmiRE (100 ng/mL) CTHEASHHICL 5 702 — XY
AR DEEINAZRD LT, ORI Ry~ T X RF R RHESE B 50 o0 iz
MMAE Dt b Cpax D 27 EORETRRO L=, LIER->T, ZURALY~T XRFUOEFR
R &2 5 L72RFO MMAE JRE T, BEMHICE 227 ra— AR AAE2Z s ERne
fhiam S b,

b MESBMROAFRIL, VXY rEHWEMRAFRERNEA~A 7 el L— T v K
Ca b7 v B0y AL E | XD R 2 VTR L 72, & MEEEHINNZ MMAE X3 h00-
1006 (4) & 4 A > F 2 _X—T 3 U LSRR, MG Lo W Lo E C 6 flla AR oK T ik
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RO LIRS, EREZ Vv a—254 (11 mmol/L) TOXY BREOA v Fa—v g
(12 KFfH) TIE, BB E IR AR LTSI AR DR T 2338 541, 0.1 ng/mL MMAE
PLEORE TIEMEIFIICb AR ThH o 7o, EFREOMK T 100 ng/mL T KRZELTH 51 30%
ICEL, IColZRETE RN o1, TURALY T XEF ORI & 2% SN0
E P Coax & FIFEEED MMAE JREETIE, b MEEBHINOAFREZK) 20%K F 72, —7, h0o-
1006 (4) & 12 KA o F 2 _X— 3 v LB OKEMOAFEIR, HAEIEKSFLWbT
IR F AR LT, ZAURIREEICEE LW CTH > 7272, h00-1006 (4) & FEEMIRATRD
KT & ORREBERIIAHTH 5,

ELISA {EIZ X » TS MlaEE EET oA 2 ) UREZJIE L, MMAE X% h00-1006 (4)
DA LAY NI AT T A TN L2, MMAE X, @27 /Vva— AP CA 22—
var Lok MEBHIOA A U BWODLTNRIR T2 726 L7eh, Z O FICRERT
MIE72R <, MEHFEAEZEDL D)o 72, h00-1006 (4) & 4 FEfiA > F 2_— 3 v L7ERITI,
B LW TNOEETH b MNEBHITND A > 2 Y UM AR BFZRD b A EITERD 5
Y AWAYIISY

2.6.6.8.2 FHEROME : MR EEHER

2.6.6.8.2.1 HREMEBILFIIEIZK S AGS-22M6E DA =4 A4 HILIEBIZ KT S HBRER
i T4 AR BR
W& R 4.23.7.7-3 ()
ADC (AGS-22M6E) & IEH 1 =7 A PV & DR AR 22 RO 2 e ik b Ao EHm 5 5
kb@#@fﬁ%%%%bt(Hlﬂmﬁ%%A&H%%Eﬂmmm4ﬁﬁiﬁﬁﬁé?éo
FPRARR LB D 7212, AGS-22M6E I 4 F o U v 1 —% 466 &8 (AGS-22M6E- & 4 F
V), TOBOBEEIZEITH—RPUED 1 2L LTHEM L, AGS-22M6E LR UT A VXA 7T
257, Nectin-4 XIIMOFIRDONF T HFEA Lgvva hr—/L ADC (H3-1.4.1.2-v¢cE) &
exF oAb STz (H3-1.4.1.2-veE-E 4T ), Y59 Nectin-4 FEEL D31 B 40 TN 2 B PR A7 AR A
h (BPE R O tEt AR 2 WG, MR BEMEZ MR L, B@EBE2RD7Z, Nectin4
PFUROIRTEMEL, A% 2 —b, TR by, fERL< D COWTRATHEE SN2, XIXEE
STV W EFER AL O WS (R ARG i e O = 7 A L HERIR S AL72 IEH Ak D S %
NV FHOCTHTZ, 30 pg/mL O AGS-22M6E-E 4 F > DYt i, A% /7 — /L CREE L7
RAFARROI T ICB W TR T, MOSELY bIBWRISE b2 Lic, ZOFERMEIZBWT, 1E
Woh =7 A YOLMRR IR, S, BEL RO ERIZBWT AGS-22M6E- B4 F 2% 5 4
EROGNEZ R L2, AGS-22M6E-E 4 F o Thuta L= ook (R, BERt, /K, KM, &5
W, eI, GOl ZERh, TEENE, MEEH, IFNE, A, U oooE, FLER, DNEL, PN, RIRIRR
(BRMA), TR, AISCAR, WERENR, EFH, FRE, M, H, R, MR, FRIRK
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FESHE) IFRETH o, OO ELE, AGS-22M6E 738 AFED EH 71 =7 A YUK
’“#ﬁﬁﬁé LERRLTWS,

2.6.6.8.2.2 IE®EE MAKEIIZH (TS Nectin-4 HIFDRELFHEFMEICEET HKER

A& R 4.23.7.7-4 ()

TROFB N~ Y AEE « T 7 ¢ ik~ 7 a7 LA (CREANAS A~y 7 24, vy
7 ¥V, MD] 7»5H4572 MNO961, FDA995S X TN FDA998) 4% T, 1EW b MEMKIZEHIT S
Nm@A%ﬁ%ﬁEﬁﬁk?%Kﬂﬁ?ék%®#mfﬁﬁ%%mbk(Hlﬂmﬁﬁ%
Agensys 3 BAFE L7z~ 7 ALt b Nectin-4 €/ 7 0 —F/LHiIR M22-244b3.1.1.1 Z T, [BEE,
FLIR (IR KR ONER), i, MEEH, TR, ek, mERR, BJE, B, BE, REXOTFEO
FHRRERAIALIC 3V T, Nectin-4 1253 5 FREA 22 B E YL (A AR STz, FEEAY 22 ge

X, R OFERER OAE, BERE, ROSZAR, MR KR OVRAEO LT T L A b, MG, K,
B 2 B e OWHLE OB OYIIEF IT5 - 72, IR, B, N, AR, IR, O g,
RS, DNERL, RIFCIRAR, BBE, NS, BOROT & ORISR R R R EIT R N0 0T, Th
B DGR AT RIE, Nectin4 1T ABAORE %« 2 TEH & M TRILL TWHZ &R L
TW5, DEOMFEE RO T, Nectin-4 111F & A ERFHVEMB L FMR G TREND L )T
L L THREAL TS Z EIERESNDS, 2O XL IIZ, B MEIZE VT Nectin-4 2N EFEZEH L
TW5Z L, Nectin-4 BB OIEH 5T D AGS-22M6E D BH%E D 7= 8 DRIk 2 #24t3- 2 7]
HEMERD 5,

2.6.6.8.2.3 £ MMES/\RILEHLV - AGS-22M6E DMK ERIGEIZBET 5558
AR 4.2.3.7.7-5

E A F S AGS-22M6E (AGS-22M6E-E 4 F ) A ffi il L 7= Sl b 2 h0 k42 v
T, AGS-22M6E D IEH b Ml SR AT 2 R A =M 2 RHl 3~ 5 72 0 O GLP 3R & F2hi L
7= (8236219 #BR)

R E O RAARE & B O & Mk OZ TN S HEE R 2 ER U7, xR O 2 AL
ROYOLRMBREDT-ODETEITIE, T b AX ) —NVERH L 2 BeEEEEE AV,
FHRREMEREH D72 O D FEERK & L TiE 7' F 2 HW,

SRR D SAFRRE T, AGS-22M6E-E A4 F > D 5 ng/mL OIRENEHERE THDH Z LIVREN
72

FRR GO DM RR BB LTI, 10, 5 &% O82.5 pg/mL @ 3 #EE D AGS-22M6E-t 4 F - % H
W,

FRR L ORE RO ER & LU FIZ R
o R (Ml Lpsfila, 2610 F—), i GRE LG, 1610 Fh—), b (Gt

SEBMIL, 3610 Kr—), K& (BRI, 3#10o K—), Wik URF M, 3 3
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D RF—) KOFEEEEH (R EHIRL, 2610 K—) 28\ T, AGS-22M6E-E 4 F
TREE GG TR Bz,

® EFL7-%< OMHRICH VT, AGS-22M6E-EFF > K1Y,/ it H3-1.4.1.2-vcE-E A F
(RIRRE) CIERFRAYLENTRD bl

® AGS-22M6E-t 4 F > KO/ L H3-1.4.1.2-vcE- B4 F > T DO IR R 03 % <
DOREFH OFAEAIL TR STz,

® HUATRIROS IR THA L7-% < OMMET, MiET O EEMILHAET /BT, B
2, FEFFRAGENBIE S L,

® N, BBECITARREGIEREAITEED Do T,

fEim & LT, AGS-22M6E-E A4 F o TiL, WMat L7722 < OfMBRN O LRI Hske 3 2 kA & X
OHIREC 33U TR B 7R B P G B 3 2 S T

2.6.6.8.3 FERDME : KE LT

2.6.6.8.3.1 SGD-1006, SGD-1427 &1 SGD-1010 M ¥t&= 14T

AR 423.7.7-6 (%)

SGD-1006 (ve-MMAE), SGD-1427 (N-acetylcysteine-veMMAE) } Of SGD-1010 (MMAE) O
S22 RN O W BV 2 B 5 72, FE GLP THWUARIE L= (TRN-2926-A #k#R), ICH
S10 A K7 A > Tix, {LAEWD 290~700 nm DD T 1000 L mol! cm! (Mem™) %z
LN (MEC) ZH T 25618, HOSMEEZBE T~ LI TWD, A —LHD
SGD-1006 & SGD-1427 IZ DWW THIN AT MV ZRIET S &, W{LE D 290~700 nm O i
TORKBINPERNT 290 nm ThH o7z, Z DR TO MEC 1L 3 [HIOFRHEEE) 5 FHR L7z,
290 nm T® MEC 1%, SGD-1006 1% 770 M ecm™ |1Zx%F L T, SGD-1427 iX 425 M ecm! CThH o7,

L72m-7TC, SGD-1006 % SGD-1427 % ICH S10 TEFE STV 2Bk O Fhi 2 >k d H i
%IRRT~ X 72> 72, SAFC (Millipore Sigma 1) T3 S 7= BRIC LV, MMAE (& 290
~700 nm OFEFH TITWILN 72N Z L BRI, TO7®, BEEAEEELZSISEZTIZED
UAZIZHE SN EZBND,

2.6.6.9 EBERUE®

TURNYRT RXRFUOFRERBR 07T AMIELTE, mrdvYywT RXRF UKD
MMAE % HIWoakliR & FIfRIZ, A 7' ) F—~#lilafkidik ADC T 5 AGS-22M6E K UFEM) I
FEATIPUATH H AGS-22M6 % VTl S 7z —HOIERERRBR N & £ b, mtEiRiR,
BATORM T A RZ 4 (ICHSIA, S2 [R1], S5 [R2], S6 [R1], S9, S9Q&A, S10, M3
[R2]) #ZELTT AL, FERHBRIIT I CTGLP 28 F LR CTh o7, EER in
vivo RER CIE, = Ry ~T7 NRFUXEAGS-22M6E &7 » b T 1A, &E 13
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W, =274 P Tl 4 BEFIRNES Uz, mEMRE TRl & iz E 3 72 A &l R
HHLT IR L, B R OVERECh o7z, 2O, T, MR, U oo SHEEE, TR, IR, #l
B, N—F R, B, ROWEME RS ERINSS & L CRE Shvz,

NA T Y R—~<HIfRE KD ADC Th 5 AGS-22M6E  (FEFRBAR Z 1k LT\ %) K&K CHO
HEREERE D ADC Th o= R Y~ X RF v OBMEEN L ORNEI R AR F1E, R
ThobEEZOND, Zhb ADCIX, 72 VBES, U o b — kO EEMEIEY 3 [F—T,
N=IAPNVTOTY v ZRBRIZEBWNT, wIEAT R, OB K ORRE, WONZ ¥
AXRT 4T AT RT 7 A MZONWTENLDORFEEPHES N, =oALy =T NRF
OIEEE 2 FE L, SmEFHROMENBIE T 07 ¢ — LA LI T 572018, ZhZEho
ADC % VN2 akBR A FEfit S 4172, Nectin4 &G BAMMER OB T 0 7 7 A )b, =RV =T
NRRF U OERNBEER M 71 7 7 A MICBIT 5 b b & OB, I ONS B R OYs BR2EAY
T =2 DOHRAMEIZESNT, ZNHOREBRIZIZT v REOT =27 A4 P Lz iz, MMAE (=2
Ry ~T7 RXRFUORA a—R) OBEEIEICOWTIE, EEAZRRR S Y 7 U — TRl L
oo HRZ v MRy ~T RXRF KO MMAE % 85 L72BEOM « fRIRI A~ 2
it LTc, W=7 A PR MRS OAGEIEE TR D & & big, Za—2IY Ak
N e MERHMIIEOAELFR LA AU U 3UAZ%ET D MMAE 2356 LT % ADC D%
il g 5 721, BANERER A T Lo, KRN & 2 oRIEMET, 24 B ORIEWIM 2 5%0E
L727 v b T 4 AR ER GRS TRl L7-, f&%IZ, MMAE % 290~700 nm O K&
P CHII A e hr o =728, HamthalBRIL SN L2 o 7,

HB R AR GRS T D FERFEMEIT R oMEL, SHRBER (2.6.7.7 KEK 5%
PERER - BB [T, 2o OB TR 672 AGS-22M6E KO R LY v N R
T OURFE R L ERREREAE COE MRER L O A% 2.6.6-2 1TRT,

BT : AGS-22M6E @ 10 mg/kg (BRARHESE A B 5RO v N 2HRFEROK 6~7 %) % 1
M, #ARNES L7727 > b CTo 4 BMKERG R T, EARSISERT TR bk,
1 BIORET ~ FARIEIERG1% 27 HIZLE Lz, 2O TIE, 11 B2 DSEE, 585, Ry
BRI AR RE s B B O RGBTSR A B, 205 3EORMIC 14 g ORERDZ/R LT,
16 H O MK FRAE TIX, B ALT GHBREEOIEFAIME & Heik LT 76 524 1) ROWAE
72 AST (o FREE O REFLME & Fele U T 54 500 ) JEPED EADFED Hivlz, A T ALP KW}
GGT {EMERC B U b B MBI R & el U C 2~5 (50 LR 2R Lic, F7ABIE, 16 H
(KR RREE D FRME & Lot L C 10 520 L OBAZE e P ERS O HIN,  HhaEEE oo [ LBk o #n,
LDV VB OB, RMERANT A= RMERE, ~E7a bR E ~~vh7 Yy b
i) ORI &R LTz, PLEOZEIEOZEIUCKE FETIE, AGS-22M6E £ 5 1CBE L= b
DEZEZ BN, B OO T DI EERE AR IS L > THARFIOIR ITHEE TE )
Tre TUHRAY~T NXRFFUOSmgkg TTOHE (BERMEHERSKOE N 2HREED
365 Z#E1E, 3EMESLEZT Yy FTE, ETERS RN T,
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=2 AP, AGS-22M6E D 6 mg/kg (FERHELIM EixGREO b M EHIREREDOK 6 £7) %
W 1E, B5 LR, PR&EE% 11~13 BIC&EGICEE L RIRENE O bivlc, b
) TIX, HROIAFEFRIZ 72 D RS HIBE 2 5 o R O IR LT & 70 & O—RIEIR D3 2 B
7o BEHENED L, BBEREOBMITEIRIRETH 7=, —HRENSE(L Lo/, sy
TR T, FHESNORERFEMRAE CIX, RMER T A —% (RifEkEx, ~E 7o gk
KO~~~ b7 Uy ME) RORERARMEREOKT, AmERE Gk, U ~ekdk, ek
DAL, RIS EZRTEN (TAT IR, 7a7 )V RO/ UI7 47V 7 —7 O
) oL,

TRV T NXRFUOEREX, Ty MO =7 A PO EEE LTV D, BRK
KR BRSO N2EFRBEREODVR LS 6 U EORHBRZERETHENIRD LN, T
NEOH =7 A FILOIRTITZRTITR L, WD D>ET=X U 7 AR M Je1T LT,

K& R OB RN B DOFT R, : AGS-22M6E T Ry ~7 ~NKFFo%, 1,

1 mg/kg UL E&FG LIZBRIC, RIERBENGED b7z, AGS-22M6E I HRLY~7 X RF
VAR 1R, Ty MZSmgkg UL EXITIH =2 A4 P2 1 mgkg UL E (BRRHEEH &R 5RO

NEHREBEREOZNZI2~3 T 1) 2H&EG L&, RERIE, FEPE R O
O ARG OB BN E Uz, 7y M=y ALYy <7 XRF U2 1E, 13
MG LoE 25, REOHKLROFEKR, B, RIERRCERMR REA 50248030 b,
4 ARRBR O CIX, FFEAT I 6 HE OARIEHI D% 1522 mE Lz,

RGN OFTR.E LTI, T v M2 18 0.5 mgkg (BEEHERARKR GO N 2R E
DRI 02 15) LAEEEG UIEEET, REKEO/ UIFHBERIZ I D7 Bw A 55 00 245 & B
RS e OMESE S 588 Do, 2 mgkg BED 1 BT, KR O 55 EE D BESE & BRIk o7
DI DGRO L, @ HERE CIEXFERROIT AR biLRinoTlo 2 Linh, H&EROYEY
BOMmAENMNRE & BE LT D afReER @m0 E B 2 bz, AGS-22M6E X idT Ry <7
NRF o= A PG LTZBEOR G OFTRLE LTI, 1 mgkg LB (BERHELEH &
RO MRHREEON 1 %) OF CHEMIEENAA 5, 3 mgkg UL EORECRE DR
JERIE, BHEL R OISR Hilz, 4 BB O CIX, FEATRIE 6 R ORI
DHIT5ERITEIE Lz (20005664 #85R & O 20021751 7AER)

HH A2 25 ROG MR Tld AGS-22M6E S FIZHE G325 2 & D3R 417223, Nectin-4 [ XIEH £
{EHIFEIZ K D FEBLL TWD Z ENENHIL TV D [Fortugno et al, 2014; Mollo et al, 20151, D 7=
D, KRG IR O BOFREEN S, Ty M =7 A PO TR® b4
AT QYR BARRR FET O IE, L C, MENGHHEETHY, BBEEKEGR (W= 14V
D 4ARRER) [Tk, XOEERLVUIEL WL, ZORBIHAEKRFNTHY, &Y
BT 5 EERICAMRTHD Z &0, FRKRPTRITEAR G ICBE LT\ 523, EBEARET
b2 ERmIhb,
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MERFHFT R,/ BT R : 7 v M, AGS-22M6E T hLry <7 NKEFroaHb L
FEE, RMER ST A—% GRIMEEL, ~EZ7v b BEERO~~ 7 Uy MEOK FIEONC
MCV, RDW, MCH Kk OHRARMEREL OGN DZALATRD HivTz, 4 BH KO 13 H[EEER T
%, ZHHOFTRIL 5 mgkg UL E (BRRHEREH &R 5RO N2 BREROZNZE 2~3
%) ORETIO b,

J1 =27 A PILTIE, AGS-22M6E %1 1 [0], 3 mg/kg (HERHESHER 5RO N 2 HIRGTE EO
K345 Lol &EEZ&ET 5L, REKRICESZ2EHEENA O, BRI EENR
Doz, =2 AP MIZ AGS-22M6E D 6 LT 3 mglkg & ¢ 5- LI DEE /MY T 5
MMAE (0.1093/0.0545 mg/kg) ZHARTEIRNIREG L7 & 24, RBROFT R bl

N B OMEFIFT R, T v M5 T 10 mgkg (BBEHEIEAER GO & REED
K2R 6~T %) % 4 HFEE Lz & = oFiifiam & B LTz, i, 13 B RE
57y FRBRTIE, Smgkg (BBAHEREHERGEROE MR IREREOKN 3 %) #EO 1 HlOE
BEICIESE O AR M ERRAIAL O BN SFED S A=A, ARIMEREL O T M OWEIRAR i ERE 0> 5 0 i 2 BE
L TCWAZELTH D HREMEN S 2 b7,

A TSR SN 2N 0 OMRFIEEILI MMAE ICER L TS Z L2 R LTS, B
7 U AT OB INGE FLE IR D ve-MMAE ADC O 5-12 & % M F R BN s Sh T
D, HEEIHEFERNCRBT D L E X2 B TW5 [Donaghy, 2016; Lin et al, 2015], AGS-22M6E #%
HAZ X0 3B U2 AR g, R B GO v N2 FIRZEEON 2 (FOBRGEIC LY
RO B, ZDHOETAMIZITHBIET, M T, FEHIEIC XY EEES R I,

MEERIFTRIE, =XV 7 AaHET, ", MINEER CTCTEINZLDOTHDHZ &
Mo, ZORBEIERARETH D LitmI T,

HEMEAETHEROFT A : 7 v b CTo 4 AR RAE S G-3ER O 29 B KO 13 8 [H K 5% 530 £ 5-
92 H ORI CHREREMEDNFRD bivlz, FEROZE(IE, 4 BMFHERTIE 1.5 mgkg UL (BRIRHELE
AERGREOE N2 RERO 1{%), 13 HFFRTIE 2 mgke DL ERRHESEH &£ 5RO b
NEHIREEOKN 1) OFETRD L, HEEAR R, KR LA, iz, 2 oR
BIRIE, JREAARRFR R B C RS B OZNE, KRR B AR T o BEDRE 1R K OV IR & R
B L Cue, REHREORER BROFTRIL, 24 WE ORIEARE TR0 72 BHEMEA TR &
e,

vy 7 ) AF EOMOBUNELESE T H MM ST RARD b TR Y, Zhb Dby
FEVEANTERIRANT RS T2 A S5 2 & 03 41TV H[VINCASAR PFS prescribing
information, 2018], 7L > ¥ v <7 X RNF U A& E Tl MMAE ADC [ADCETRIS prescribing
information, 2019; Lin et al, 2015] & 7 v MIWEEBEEEZFERE L TWD, OO, SIS
BIZBIT DY AT R 7 v MHlio—8&RE L TZITANOND EEZBND,
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IR« BRRRAICET IR « IR - IBIERBEAICET 23T T v FORTERI N, SEIEK
ez mny <7 XKEFO2mgkg FERHEREHERGERFO L b Cux DK 115) 2HE L
TR, AERBIETHEML, LR R Uiz, 2mgkg DT RLVY <7 ~NRFF UL
JRIRIAEDORD L BREROHENZRL, BRI L TREEEEREZ2ETHEEL LN, =
YIRNVWY T NRF D 5mgkg FEARHERHAER GO E b Cre DK 3 £7) 2G5 LTZFRZ
%, AFREITRS b o7, MMAE OB TH REROFT RS Hh, BIROSRE
WaolEz L,

TURNY T RXRFUIBROAFEC R E RITT L ST, FIEANT LT L
IR - BBRFEEME L BIE L TR Y, TV R ZEET 20l R REBEID Y T
ETRETHD,

ROFTR : =Ry ~T7 NRIFURBIGERT DIRICHT 28&IE, b MR Z2EROG M
B (AR LR CTRET DEN) TREN TV, ve-MMAE 249 % ADC CIXIROFT it —
W BIZR 7)Y [Eatonet al, 2015], TRy ~T NRFUTHRESNZ—HOEET
K7 L — ROR~OFEENPBEINTEY (274 BEKEMNZENE), MMAE OBEREFVEDSE
(DERT D AREMEDRIE S LTV D, SRR CIE, 7y b BB RO 13 EEKEE 5
BR) RO =7 AV 4EMKERGRER) CEpESBEEOIRB NI IZA LT, 48
M ERGEERBR T T v M RO =7 A YL OIRICHER T RIZEO b oz, T v
ko> 13 BRRER GRBRCIX, IREFRARAE CHRIZA SR 7208, BRI,
0.5 mg/kg (BRARHELEFH & 5FO M RHIRERED 02 (%) LLEORETHME RIS 7 5
WA RDEG RO bz, MMAE OAO#5-ClE, IRFTRIT—&ICIIBE s niznies,
Z DEFEH R DREBIT, AEASD MMAE OREFKFHFZEEZR L TOD 00 E LIV,

fLDIERIRES : AGS-22M6E O 4 #5538k (8226169 #Bk) D 10 mg/kg (ERAHELE A &
HREO v NMEHIREEOKN 6 %) HTlREEOCKT, KO rFLY~T7 NKF0 138
[ 558D 2 mg/kg LA L (BRRHESEH B GRFO & N 2HREREON 145 OO » hT
RIFEEOKTARO BN, Vo SO R E LT, AROEGOEMN, RIE, KREOIE
fa e VY BRI D558 8 B, 6 W ORFEIE &I IXEE SR O bz, b O,
XU 2 SHHERICAFAET 5 Nectin4 FBUZBHET 5 LB 2 550, U 2 SRO#EMEX ve-MMAE
ADC THEO LN TE Y, HEAFHEFEMEEFICB W TH MMAE O TSN EBEER & %95
Lo LEbid (8204397 k),

7w b 4G AR (AGS-22M6E D 1 [ml#eh) TiE, 5 KT 10 mgkg B (FRIRHELE A &
KHROE M EHREREOZNEIVN 2 KONT ) CTHIEEZEOHMARD b, ZhE, A
ROy 5M5 FARNAEESE, FRIBEEIZ ST 2 RAEMIBIRE, ik o O MR AR SOG U 7 AR i
O LB LT,
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JHIRE B O Z > b 13 B GRBR TA L, Z1UE MMAE OFEBEIER LR VT Z v
N3P D RIREIER & B 2 B B0 DIRE DO FEER O LA R OH R 2 g om & g L
TV 2, MMAE OREIFEFIEDO BN 2T, Nectin-4 2AHFHABKICTFEEL TNDHZ LT
MMAE ORI AFH 72 BN BRI G LT ATREMRII A E T X 72\, 2 OB AT
%, 7> MZ#E 1A, AGS-22M6E @ 10 mg/kg LA E&#5 U7-fE (BRMESEH &R GROE M2
HIREEON 6 f%) THRILL, 6 EMOWRIEMMSZZFRE Lz 4 BMEHBR CREaRIEEZ R L
7= (8226169 #B#) .,

7 v hOMOFHRE CBIE SN AR RMBE O L O/ UL HE S T8 CTH Y, MMAE
OHEBERICEET 2 LB 2 vz, ZOMMEITRIE, BE, 8, ~—F—RTbAhbh
720 BHE OBCITERRBUCBE L WD AMREMER H 2 B 2 bi=ns, OB R
*F9% MMAE OFERFERIFIN 2B X 5 2 L b PSR,

MAEBSE DA : BARRBRICE W TRMERFFEINTY A7 L LTRESNTWDS, KiE#
HaEMRER (7Y RO =7 A %) TRMBEEOZITRZ D 60T, 7 v b 4 B GHER
(8226169 &) Tix, ERMHERAERGROE NEFBREREON IFOBRE BN T, i
g, BRI D RRAY SR BRI L RO e o 1o, —HOAFFETIE, ve-
MMAE ADC XX MMAE OW v, A 2 AV U WSUT BT~ 7 v 20— ZAB D A%
T 5B R I e o Tz, B MEEHIIEZIZ MMAE X% h00-1006 (4) Z AN L C 4 KEfEA
FaX—hLzE A, RETLIEWTILORETHMBAFROIR T 2RI RNoTz, miRE
N a—2A%MET (11 mmol/L) TO LY RREEA »F 2X— 3 (12 F#) TiX, MMAE ©
0.1 ng/mL LA EOJRE T, BRI LBERSMIOAFROIK TR b, HARHEEH &R S
KEDE b Crax & [AIFREE D MMAE ¥R CTlX, AT 20%E T Lz, ERRRBRIC IV C i
WD LTINS — T, FEREEERBRICE T/ a— 2 \8EFMEO (b 2 R THIEIEGRD ©
nipnoiz,

RIEFREREERT R  BARRBRICE N T, RMREEIRESALY 27 LHlfshTns,

Ty FEROH =7 A PIURKAER G EERBRICB W T, KRR E 2 w4 5 —imk & OB
AR AT IR BTV,
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i< 2.6.6- 4 IURILYRT ANRFUFERLIFXAGS-22M6E REXRESESEHRBRIZHITHEL
R
Rat Cynomolgus Monkey
LOAEL X-Fold LOAEL X-fold
Ik Human Ik Human
Key Findings (mg/kg) Exposure (mg/kg) Exposure
Ulceration 5 1.8 NP NP
Epidermal
Skin inflammation > 1.8 3 27
Moponuclgar cell 5 13 3 27
infiltration
Bone Marrow Hypocellularity 5 1.8 3 2.7
Reduced weight 2 0.8 NP NP
Tubular 2 0.8 NP NP
Male degeneration
Reproductive Hypospermia 2 0.8 NP NP
Abnormal 2 0.8 NP NP
spermatids
Postimplantation ) 10 ND ND
loss
Embryo-fetal Redpcgq fetal ) 10 ND ND
Development viability
Fetal skeletal ) 10 ND ND
findings
Increased number
Ocular of mitoses in the 0.5 0.2 NP NP
corneal epithelium

LOAEL: lowest observed adverse effect level; ND: not determined; NP: not present
X-Fold is the lowest fold exposure across studies performed.
Embryo-fetal development fold-exposure based on approximate Cmax comparison.

Human AUC at clinically recommended clinical dose of 1.25 mg/kg = 38.1 pg-day/mL and Cmax of 27.4 png/mL
Source: Study EV-201 Data cutoff date: 01 Mar 2019

2.6.6.9.1 2{KRUHEHR

TRV T RXRFUOEERERET e 77 ACELTE, ALY RXRTF,
MMAE } O IEfE SRR TdH 5 AGS-22M6 & W T-3kBR & [FREIS, A 7 U F—~ Mtk
H3k ADC T % AGS-22M6E % TS S iz —HOIERFIRRBR NG £ b, mtEliid—
YARNY =T RRF ORI, AREIEGRGEIRFTEAGE RS BT D O NE R T — X
PRMETHILOTHDL, Ty NEOI =TI AP NZB T ARVY~T RXREFUONERE
RERCOFECHESIRENME L 22 28X, 1520 (nectin4) KT EEHETHY, RNT
ERIFE g tiemtE (BEICRMERRTH D28, AMERICHEEEZ KITT) Thoto, &5
I, HEMEAGERR OREEL, REEE LR, mOSZAR, KSEE), MR, IR (AR, U oSHRk, FLR, W
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B, ORI, ~N—Z IR, IR LENORS S L CRE SN, £, FEEREERRICBVWT, 7
Jva— AE OB Z R THEITER O BT, b NERS R OV EHIE 2 V2 in vitro OBF
xR FEMLI-E A, ADC & ilbEE LR & OFEMEITI RSN oTc, ZURALY T NR
T (MMAE KU > 1 —-MMAE) (3EEE RS20V EE 2 Hivd, MMAE I3/ NVE BLEE
I X2 BEMFRETIC L0 BinEgtdnd, =Ry ~7 NRF UKD MMAE (30
B - BIEBAFEZ R, TRy~ NRNFURERERFEEEZSI SR LER, o
FUTER B AT TH -T2, 2 S OFTRIE, MMAE OEEBEERIC L DB L —F L T
D

DbEZzFLEHDE, BOONTEHEOET=FY VAL ORI S &, FEERR LM
I Ty ANNOIE, RFTETYE TR RO BRE ~D= ARV T R KNF D
AT EIND LB LND,

2.6.6.10 @3
X 13- T DA S O 22 BT IR A L T2,

2.6.6.11 & XXk
ADCETRIS (prescribing information). Bothell, WA. Seagen Inc; October 2019.

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 models.
Cancer Res. 2016;76:3003-13.

Donaghy H. Effects of antibody, drug and linker on the preclinical and clinical toxicities of antibody-drug
conjugates. MAbs. 2016;8:659-71.

Doronina SO, Toki BE, Torgov MY, Mendelsohn BA, Cerveny CG, Chace DF, et al. Development of potent
monoclonal antibody auristatin conjugates for cancer therapy. Nat Biotechnol. 2003;21:778-84.

Eaton JS, Miller PE, Mannis MJ, Murphy CJ. Ocular adverse events associated with antibody drug conjugates in
human clinical trials. J Ocul Pharmacol Ther. 2015;31:589-604.
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dysplasia with syndactyly perturb the racl pathway and the kinetics of adherens junction formation. J
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Saber H, Leighton JK. An FDA oncology analysis of antibody-drug conjugates. Regul Toxicol Pharmacol.
2015;71:444-52.

TOXNET Toxicology Data Network; https://toxnet.nlm.nih.gov/, Accessed May 2019.

VINCASAR PFS (prescribing information). Irvine, CA. Teva Parenteral Medicines, Inc; September 2018.
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26.7 EHHEHABRMER
2671 HHHER: —EBEX
WHWE . =Ry~ XKF,  AGS-22M6E, AGS-22M6 & Y MMAE
Species and Method of Duration GLP Testing
Type of Study Strain Administration | of Dosing Dosest Compliance Facility Study No. CTD No.
Repeat Dose Toxicity
- 0,1.5,10, 15
4-week toxicity study of Male A ;
AGS-22M6E and Sprague-Dawley iv bolus ! ‘;Veelzs (l?(()} S-z/ngfz}gnd No 8226169 42(;5 !
AGS-22M6 in rats rat (qlwx4) I MgKs i =
22M6)
- 0,2,5,10
4-week toxicity study of g
AGS-22MG6E and Sprague-Dawley iv bolus 4 weeks (AGS-22MGE) and Yes| 20005662 42322
. rat (qlwx4) 10 mg/kg (AGS-
AGS-22M6 in rats
22M6)

3-month toxicity study of Sprague-Dawley . 13 weeks
enfortumab vedofin in rats ot iv bolus (qlwx13) 0,0.5, 2, and 5 mg/kg Yesq 20117437 42323

0,1,3,6
4-week toxicity study of Cvnomoleus iv infusion 4 weeks (AGS-22M6E),
AGS-22M6E and ymonkeg (MMAE iv Lwxd 6 (AGS-22M6), and Yes| 20005664 4.2.3.2-4
AGS-22M6 in monkeys y bolus) @wx4) 4 1093/0.0545 mg/kg

(MMAE)
Bridging 4-week toxicity 0, 3 (AGS-22M6E)
study of enfortumab Cynomolgus o . 4 weeks and
vedotin and AGS-22M6E in monkey v infusion (qlwx4) 3 mg/kg (enfortumab Yesf| 20021751 4.2.3.2-5
monkeys vedotin) Tt

Table continued on next page
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Species and Method of Duration GLP Testing
Type of Study Strain Administration | of Dosing Dosest Compliance Facility Study No. CTD No.
Genotoxicity
S. typhimurium -S9:0.25 to
Reverse mutation assay of TA98, TA100, . 5000 pg/plate 503. 4.2.33.1-1
In vit - Y
MMAE TA1535, TA1537 fVITo +89: 0.25 to e N (%)
E. coli WP2 uvrd 5000 pg/plate
-S9, 4h;
Mouse 0.01 to 15 ng/mL
Forward mutation assay of lymphoma . +S9, 4h; 42.33.1-2
MMAE L5178Y TK*- In vitro ; 0.05 to 100 ng/mL Yesy ' 8204155 (%)
cell line -S9, 24h;
0.005 to 3 ng/mL
In vivo micronucleus test of | Male Sprague- iv bolus Single 0.0.01.0.1. 0.2 me/k Yesd 2204151 423.3.2-1
MMAE Dawley rat dose - DU UL Bs mefke (%)
Reproductive and Developmental Toxicity
Embryo-fetal development Female GD 6 and 4.23.5.2-1
of MMAE Spragu;?awley iv bolus 131 0, 0.2 mg/kg MMAE Yesq ' 8204397 (%)
Female
Embryo-fetal development . GD 6 and
of enfortumab vedotin Spragu;:;)awley iv bolus 131 0,2, 5 mg/kg Yesq - 20119695 423522
Other Toxicity
4-week testicular toxicity Male 4 weeks 4.2.3.7.7-1
study of enfortumab Sprague-Dawley iv bolus 0, 2 mg/kg Yesq 20135474
o (qlwx4)
vedotin in rats rat
Effect on peripheral . 0.01 — 100 ng/mL 42.3.7.7-2
glucose uptake and islet }illirgz?aisrlrissjlt d i vitro 4or12 MMAE No _ .022- (%)
viability and insulin cell hours}} 0.01 - 100 pg/mL 076622
secretion of MMAE in vitro s MMAE ADC§
Table continued on next page
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Species and Method of Duration GLP Testing
Type of Study Strain Administration | of Dosing Dosest Compliance Facility Study No. CTD No.
Other Toxicity continued
Tissue cross reactivity of . Sy .
) - - - 4.2.3.7.7-

AGS-22M6E with Cynomolgus Tissue titration NA AGS-22M6E-biotin at No Agensys, Inc. Ei-ooz 3.7.7-3

. monkey Frozen tissue 3, 10, or 30 pg/mL (%)
cynomolgus tissues

mi;l;lcs)zl:ay Mouse anti-human
Nectin-4 expression by IHC S Nectin-4 42.3.7.7-4
with human tissues Human F;;glgggt%ﬁd NA M22-244b3.1.1.1 at No Agensys, Inc. Ei-OOI (%)
embedded 7.5 pg/mL
Tissue cross reactivity of . Sy .
AGS-22MG6E with human Human Tissue titration - NA | AGS-22M6E-biotin at Yes| 8236219 42.3.7.7-5
. Frozen tissue 2.5,5,and 10 pg/mL

tissues
Photosafety: molar 4.2.3.7.7-6
extinction coefficient NA NA NA NA No Seagen Inc. TRN-2926-A ' ( 2%)
determination Z

ADC: antibody-drug conjugate; AGS-22M6: unconjugated hybridoma derived fully human monoclonal antibody targeting Nectin-4; AGS-22M6E: hybridoma derived fully human monoclonal antibody
conjugated to cytotoxic agent monomethyl auristatin E targeting Nectin-4; GD: gestational day; GLP: Good Laboratory Practice; IHC: immunohistochemistry; MMAE: monomethyl auristatin E; NA: not
applicable; NOAEL: no observed adverse effect level; TK: thymidine kinase; q1wx4: once per week for 4 weeks.

1 Underline represents the NOAEL dose.
1 Treatment on GD 6 and 13 covers the period from implantation to closure of the hard palate.
§ MMAE ADC=h00-1006(4), a non-binding ADC conjugated with the same linker and payload (MMAE) as enfortumab vedotin.

q Test article characterization and/or stability testing were not conducted under GLP or statement of compliance was not available.
11 The NOAEL from study 20005664 was used to select the bridging dose level of study 20021751.

171 Incubation period.
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2672 FXPOFXRTAVR: FEXRVOIXRTAVRAERO—ER
WEHRE : =AY ~T XRFFL,  AGS-22M6E, AGS-22M6 & T MMAE
Method of GLP
Type of Study Test System Administration Dosest Compliance Study No. CTD No.
4-week toxicity study of AGS- Male Sprague- . 0, 1.5, 10, 15 (AGS-22M6E) and 423.2-1
22MG6E and AGS-22M6 in rats Dawley rat ivbolus 10 mg/kg (AGS-22M6) No 8226169 (%)
4-week toxicity study of AGS- . 0,2,5,10 (AGS-22MG6E) and 10
29M6E and AGS-22M6 in rats Sprague-Dawley rat iv bolus mg/kg (AGS-22M6) Yesi 20005662 4.232-2
;;rflz)(:f;lixfelé}; tsi;u?gr(;fs Sprague-Dawley rat iv bolus 0, 0.5, 2, and 5 mg/kg Yesi 20117437 4.2.3.2-3
4-week toxicity study of AGS- v infusion 0,1, 3, 6 (AGS-22M6E),
22M6E and AGS-22M6 in Cynomolgus monkey . 6 (AGS-22M6), and Yesi 20005664 4.2.3.2-4
(MMAE iv bolus)
monkeys 0.1093/0.0545 mg/kg (MMAE)
Bridging 4-week toxicity study of
enfortumab vedotin and AGS- Cynomolgus monkey iv infusion 3 mg/’kig (égijjﬁi?ezz%m) § Yesi 20021751 4.2.3.2-5
22MG6E in monkeys
fgg;{;ﬁavle‘gi"pmm of Fe”ﬁfvevlil;rfi”e' iv bolus 0,2, 5 mg/kg Yest 20119695 423522

AGS-22M6: unconjugated hybridoma derived fully human monoclonal antibody targeting Nectin-4; AGS-22M6E: hybridoma derived fully human monoclonal antibody conjugated to cytotoxic agent
monomethyl auristatin E targeting Nectin-4; GLP: Good Laboratory Practice; MMAE: monomethyl auristatin E; NOAEL: no observed adverse effect level.

1 Underline represents the NOAEL dose.

1 Test article characterization and/or stability testing were not conducted under GLP or statement of compliance was not available.

§ The NOAEL from study 20005664 was used to select the bridging dose level of study 20021751.
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WHRE - =AY ~T RXRF R AGS-22M6E
ADC AUC-¢ (ng-hr/mL)+
Weekly Dose Rats Monkeys Humans
(mg/kg) M F M F
0.5§ 134 183
1.259 914.4
1.5+ 6191
2§ 798 734
311 3072 2952
5§ 2560 2030
68§ 5110 5060
107+ 5620%
15+ 8230%

ADC: antibody-drug conjugate

+ Data are arithmetic means unless otherwise specified

I Derived using median concentration-time profiles
§ Study 20117437, 2 and 5 mg/kg: AUCo-96h, 0.5 mg/kg: AUCo.4sn for male, AUCo-96n for female

9 Study EV-201 AUCo-74, cycle 1, n=134

++ Study 8226169, AUCo.16sh

11 Study 20021751 (enfortumab vedotin group), AUCo-74

§§ Study 20005664, AUCo-168h
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26741 MR HBEYPE (TohLYIT REFURY AGS-22M6E)
Purity Total Quantifiable Impurities
Batch No. (% Main) $ (%wlw) Study No. Type of Study
PROPOSED SPECIFICATION =>90.0 ND
AGS-22M6E
AGS-22M6-VCE-01% 98.1 <LOD 8226169 4-week toxicity study of AGS-22M6E and AGS-22M6 in rats
FCG1001 TOX-01§ 97.2 0.009 20005662 4-week toxicity study of AGS-22M6E and AGS-22M6 in rats
FCG1001 TOX-01§ 972 0.009 20005664 4-week toxicity study of AGS-22M6E and AGS-22M6 in
cynomolgus monkeys

Bridging 4-week toxicity study of enfortumab vedotin and AGS-
0KO001AY 97.8 <LOQ 20021751 22MGE in monkeys

Immunohistochemical evaluation of the tissue cross reactivity of
1198-80§% ND ND Eg-OOZ AGS-22M6E with normal cynomolgus monkey tissues
1198-8088 ND ND 2236219 Assessment of the potential tissue cross reactlylty of AGS-22M6E

with a selected panel of human tissues
Enfortumab vedotin

Bridging 4-week toxicity study of enfortumab vedotin and AGS-
2C003AGTT 936 <10Q 20021751 22MG6E in cynomolgus monkeys
ASY-012 ADC FB, Batch 11} 97.7 <0.15 20117437 3-month toxicity study of enfortumab vedotin in rats
ASY-012 ADC FB, Batch 11§ 97.7 <0.15 20119695 Embryo-fetal development of enfortumab vedotin
ASY-012 ADC FB, Batch 11} 97.7 <0.15 20135474 4-week testicular toxicity study of enfortumab vedotin in rats

AGS-22M6: unconjugated hybridoma derived fully human monoclonal antibody targeting Nectin-4; AGS-22M6E: hybridoma derived fully human monoclonal antibody conjugated to cytotoxic agent
monomethyl auristatin E targeting Nectin-4; HCI: hydrochloric acid; LOD: limit of detection; LOQ: limit of quantitation; ND: not determined

1 Total Quantifiable Impurities includes SGD-1006 (MMAE) and unidentified impurities
1 Lot AGS-22M6-VCE-01 was a research batch of AGS-22MG6E formulated in 20 mM histidine, 10% sucrose, 0.02% polysorbate 20, pH 6.0. Purity defined as % nonaggregate.
§ Lot FCG1001 TOX-01 was formulated in 20 mM histidine-HCI, 10% sucrose, 0.02% polysorbate 20, pH 6.0.

9 Lot 0KOO1A was reconstituted to achieve 5% dextrose in sterile water for injection. Purity defined as % monomer.

Lot 2C003AG was reconstituted to achieve 5% dextrose in sterile water for injection.
]

Footnotes continued on next page
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11 ASY-012 ADC FB, Batch 1 was formulated in 20 mM Histidine-HCI pH 6.0, 5.5% Trehalose (w/v) with 0.02% Polysorbate-20 and diluted with 5% sterile dextrose solution.
§§ Lot 1198-80 was biotinylated AGS-22M6E from lot FCG1001 TOX-01 (97.2% purity) and was formulated in 20mM histidine, 5% sucrose, pH 6.0
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. Specified Impurities
Batch No. Purity (¢ t . T f St
atch No urity (%) Dichloromethane Methanol Study No ype of Study
PROPOSED SPECIFICATIONY NA NA NA
SGD-1010-0-01§ 98.74 ND ND | BE | Reverse mutation assay of MMAE
2002E 92.8 1000 ppm 680 ppm 8204155 Forward mutation assay of MMAE
2002E 92.8 1000 ppm 680 ppm 8204151 In vivo micronucleus test of MMAE
2002E 92.8 1000 ppm 680 ppm 8204397 Embryo-fetal development of MMAE
4-week toxicity study of AGS-22M6E and
0
0902375063 97.4+ 1.06% ND 20005664 AGS-22M6 in cynomolgus monkeys
Effect on peripheral glucose uptake and islet
MOR-C-65(A) 94.3 ND ND 18022-076622 viability and insulin secretion of MMAE in
vitro
SG10-045 96.4 3165 ppm 2042 ppm TRN-2926-A Photosafety: molar e?cthctlon coefficient
determination

AGS-22M6: unconjugated hybridoma derived fully human monoclonal antibody targeting Nectin-4; AGS-22M6E: hybridoma derived fully human monoclonal antibody conjugated to cytotoxic agent

monomethyl auristatin E targeting Nectin-4; MMAE: monomethyl auristatin E; NA: not applicable; ND: not determined.

T A purity factor incorporating high performance liquid chromatography purity and % water and solvents was applied in this study.

I MMAE is not an active pharmaceutical ingredient, it is released from enfortumab vedotin by proteolytic cleavage in lysosomes following uptake into cells.
§ SGD-1010-0-01 is also known as RIL-B-114(8) on the Certificate of Testing.

4 High performance liquid chromatography analysis (area percent)
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2.6.7.43 FMHHER  HBRHME (AGS-22M6)
Batch No. Purity (%) Study No. Type of Study
PROPOSED SPECIFICATIONY NA
7022B-T02B} 99.9 20005664 4-week toxicity study of AGS-22M6E and AGS-22M6 in cynomolgus monkeys
1129-88§ 99.5 8226169 4-week toxicity study of AGS-22M6E and AGS-22M6 in rats
7022B-T02B} 99.9 20005662 4-week toxicity study of AGS-22M6E and AGS-22M6 in rats

ADC: antibody-drug conjugate; AGS-22M6: unconjugated hybridoma derived fully human monoclonal antibody targeting Nectin-4; AGS-22MG6E: hybridoma derived fully human monoclonal antibody
conjugated to cytotoxic agent monomethyl auristatin E targeting Nectin-4; NA: not applicable.

+ AGS-22M6 is the antibody backbone of the anti-Nectin-4 ADC AGS-22M6E.
1 7022B-T02B was formulated in 10 mM sodium acetate, 1% sorbitol, 3% arginine, pH 5.0 and purity defined as % monomer.
§ 1129-88 was formulated in 10mM sodium succinate, 5% sorbitol, pH 4.7 and purity defined as % nonaggregate.
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WERE © AGS-22M6E K T} AGS-22M6

Method of
Species/ Administration Duration of Doses Gender and NOAEL Noteworthy findines CTD No.
Strain (Vehicle/ Dosing (mg/kg) No. per Group | (mg/kg) ¥ g (Study No.)
Formulation)
Sprague- iv bolus 4 weeks (qlwx 4) 0,1.5,10,15 M:6 NA AGS-22M6E-related findings: Organ weight 4.2.3.2-1
Dawley rat with a 6-week (AGS-22M6E) and decreases were observed in the prostate, seminal (%)
recovery periodi 10 (AGS-22M6) vesicle, testes, and thymus at 10 mg/kg. (8226169)

Microscopic changes in the adrenal gland and
testes (terminal and recovery) were observed at all
dose levels tested > 1.5 mg/kg. Dose levels > 10
mg/kg were not tolerated: general debilitation and

body weight loss; skin (sores and scabs) and
hematology changes consistent with bone marrow

hypocellularity; microscopic changes in skin,
testes, epididymis, prostate, seminal vesicle, bone
marrow, mammary gland, spleen, liver, lymphoid
tissue and intestine. The NOAEL of AGS-
22MG6E was not established.

AGS-22M6-related findings: The NOAEL of
AGS-22M6 was 10 mg/kg.

AGS-22M6: unconjugated hybridoma derived fully human monoclonal antibody targeting Nectin-4; AGS-22M6E: hybridoma derived fully human monoclonal antibody conjugated to cytotoxic agent
monomethyl auristatin E targeting Nectin-4; NOAEL: no observed adverse effect level; NA: not applicable; qlwx4: once per week for 4 weeks.

1 Underline represents the NOAEL dose.

1 Due to adverse clinical signs in animals given 15 mg/kg per dose AGS-22M6E, these animals received three weekly doses and entered the recovery phase starting on Study Day 22.
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Report Title: A 4-Week Toxicity Study of AGS-22M6E and AGS-22M6 Administered by Intravenous Injection to Sprague-Dawley Rats, with a 6-Week Study No.: CTD No.:
Recovery Period 20005662 4.2.3.2-2
Species/Strain: Rat/ Sprague-Dawley Duration of Dosing: 4 weeks (q1w)
Initial Age: 8 to 9 weeks Duration of Postdose: 6 weeks
Date of First Dose: m Method of Administration: iv bolus

Vehicle/Formulation: 0.9% sodium chloride, USP GLP Compliance: Yes{]

Special Features: Main study, recovery and toxicokinetic groups. Comparison of ADC and unconjugated antibody.

No Observed Adverse Effect Level: Not identified

Dose (mg/kg/dose) 0 (control) 2 5 10 10 (AGS-22M6)
Number of Animalst:
Main Study M:15 F:15 M:15 F:15 M:15 F:15 M:15 F:15 M:15 F:15
Toxicokinetic M:3 F:3 M:9 F:89 M:9 F:9 M:9 F:9 M:9 F:9
ADC Toxicokinetics: AUCo-168n (ngeh/mL)
Day 1 0 0 1180 1120 2250 883 6570 5630 15700++ 166007+
Day 22 0 0 1050 549 1960 1390 4170 3570 187001+ 218001+
ADC Cmax (ng/mL)
Day 1 0 0 59.7 55.0 137 24.6 271 280 3361 320%+
Day 22 0 0 553 52.8 124 96.9 209 153 36811 3707
MMAE Toxicokinetics: AUCo-16sn (ng*h/mL)
Day 1 0 0 12.6 9.86 20.5 20.0 51.3 43.0 NA NA
Day 22 0 0 11.9 7.19 254 14.5 69.6 36.2 NA NA
MMAE Cmax (ng/mL)
Day 1 0 0 0.255 0.291 0.644 0.516 0.870 0.820 NA NA
Day 22 0 0 0.405 0.473 1.09 1.11 2.82 1.89 NA NA

Table continued on next page
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Dose (mg/kg/dose) 0 (control) 2 5 10 10 (AGS-22M6)
Number of Animalst M:15 F:15 M:15 F:15 M:15 F:15 M:15 F:15 M:15 F:15
Noteworthy Findings: Main Study
Died or Sacrificed Moribund 0 0 0 0 0 0 18§ 0 0 0
Body Weight (%)i 24.9 13.4 24.7 16.6 19.9 14.5 8.5 13.1 22.0 12.9
Food Consumption
(week 3-4) - g/animal/day 26.5 19.2 25.5 18.9 24.9 19.7 21.5 19.0 26.8 18.5
Clinical Observations (Day 1 to 29)
Abrasions § 4 (14) - 3(15) 1(1) 11 (140) 12 (137) 15 (274) 15 (270) 5@31) 4(24)
Urine staining (# of animals) - - - - - - 3 2 - -
Ophthalmology - - - - - - - - - -
| RBC, | RBC I RBC, | RBC,
HCT, HGB; HCT HG7B' HCT, HGB; HCT, HGB;
T RETIC, 1 R,ETI C ’ T RETIC, 7 RETIC,
Hematology - - - - RDW, MCH, RDW. MC\,/‘ RDW, MCH, | RDW, MCH, - -
MCV: dasi6amﬂ MCV: MCV:
days 16 yor 29 days 16 days 16 and/
and/or 29 and/or 29 or 29
T ALT,AST, | T ALT, AST,
ALP and ALP and
T ALT and GGT; GGT; |
Chemistry - - - - - AST; | ALB and ALB and - -
days 16 TOTProt; TOTProt;
days 16 days 16
and/or 29 and/or 29
Table continued on next page
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Dose (mg/kg/dose) 0 (control) 2 10 10 (AGS-22M6)
Number of Animalst M:15 F:15 M:15 F:15 M:15 F:15 M:15 F:15 M:15 F:15
Terminal Necropsy, Day 29
(No. Evaluated) (10) (10) (10) (10) (10) (10) 9 (10) (10) (10)
Organ Weights - - - - | Testes T Spleen  Testes; T Spleen - -
T Spleen
Gross Pathology (No. of animals)
Skin scab - - - - 3 1 7 7 - -
Histopathology (No. of animals with severity)
Testes:
M generaion | NA 2+ N e I S e : NA
Epididymides:
. +, 2++
Hyposperm1aéAbnom_131 i NA 34, 34+ NA 2+, 5++, NA 1 5;i+’ > NA i NA
permatids 1+ Lt
Bone Marrow, femur:
Hypocellularity i i i ) 14, 34+ i 3+’1 ++2:+’ i ) )
Skin:
Ulceration - - - - 2++ - 5++ 1+, 3++ - -
Epidermal Inflammation - - - - 1+ 1++ 3++ S++, 14+++ - -
Epidermal hyperplasia - - - - - 1++ 3++ S5++ - -
Noteworthy Findings in Recovery Period (Day 30 to Recovery Necropsy, Day 64)
Dose (mg/kg/dose) 0 (control) 2 10 10 (AGS-22M6)
Number of Animals M:5 F:5 M:5 F:5§ M:5 F:5 M:5 F:5 M:5 F:5
Body Weight - - - - - - - - - -
Food Consumption - - - - - - - - - -
Clinical Observations
Abrasions§ - 1(1) 209 - 4 (35) 3 (26) 5(110) 5(41) 2 (11) 3 (10)
Ophthalmology - - - - - - - - - -
Hematology - - - - - - - - - -
Chemistry - - - - - - - - - -
Organ Weights - - | Testes - | Testes - | Testes - - -
Table continued on next page
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Dose (mg/kg/dose) 0 (control) 2 5 10 10 (AGS-22M6)
Number of Animals M:5 F:5 M:5 F:5 M:5 F:5 M:5 F:5 M:S F:5
Gross Pathology - - - - - - - - - -
Histopathology (No. of animals with severity)
Testes:

Tubular epithelial - NA 34+, 2+ NA S+ NA S+ NA E— NA

degeneration
Epididymides:
Hypospermia/Abnormal 2++, 2+++,
Spermatids - NA 1t NA Stt++ NA S++++ NA 1++++ NA

-: no noteworthy findings; | : decreased; 1 :increased; + = minimal; ++ = mild; +++ = moderate, ++++ = marked.

ADC: antibody-drug conjugate; AGS-22M6: unconjugated hybridoma derived fully human monoclonal antibody targeting Nectin-4; AGS-22M6E: hybridoma derived fully human monoclonal antibody
conjugated to cytotoxic agent monomethyl auristatin E targeting Nectin-4; ALB: albumin; ALP: alkaline phosphatase; ALT: alanine aminotransferase; AST: aspartate aminotransferase; GGT: gamma
glutamyl transferase; GLP: Good Laboratory Practice; HCT: hematocrit; HGB: hemoglobin; MCH: mean corpuscular hemoglobin; MCV: mean corpuscular volume; MMAE: monomethyl auristatin E;
NA: not applicable; RBC: red blood cell; RDW: red blood cell distribution width; RETIC: reticulocyte; TOTProt: total protein; USP: United States Pharmacopeia.

+ Number of animals includes main study animals euthanized on day 29 and recovery animals euthanized on day 64.
i Body weight percent calculated by the percent increase in body weight from week -1 to week 4.

§ Number of animals (number of incidences) are shown and includes animals assigned to recovery and terminal necropsy groups with observations from Study Day 1 to 29. Slight to moderate abrasions
(generally on the dorsal neck, head, and cranial back) were present after day 11 and continuing to the end of the dosing phase, day 29. In the recovery phase all animals in the 10 mg/kg AGS-22M6E
group had slight to moderate abrasions. While a majority of animals recovered by day 40-41, abrasions were noted in individual animals (Animal Nos. 4013, 4015) until the end of recovery phase (day
62 or 64).

4| Animal 7504 was found dead on day 3 immediately after blood collection
11 These values represent the toxicokinetic parameters for the unconjugated antibody
11 Test article characterization and/or stability testing were not conducted under GLP or statement of compliance was not available.

§§ The cause of death for this animal could not be established by microscopic examination of the tissues as autolysis, particularly in the intestinal tract, precluded definitive evaluation.
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Report Title: A GLP 3-Month Intravenous Toxicity Study of Enfortumab Vedotin in Sprague-Dawley Rats Study No.: CTD No.:
20117437 423.2-3
Species/Strain: Rat/Sprague-Dawley Duration of Dosing: 3 months (q1w x 13 [13 doses])
Initial Age: 10 to 12 weeks Duration of Postdose: 1 week
Date of First Dose: ﬂ Method of Administration: iv injection (slow bolus)
Vehicle/Formulation: 5% (w/v) sterile dextrose solution (prepared from powder in | GLP Compliance: Yes]J
sterile water for injection, USP)
Special Features: None
No Observed Adverse Effect Level: Not applicable
Dose Level (mg/kg/dose): 0 (Control) 0.5 5
Number of Animals: {
Main Study M: 10 F: 10 M: 10 F: 10 M: 10 F: 10 M: 10 F: 10
Toxicokinetic M: 0 F: 0 M:9 F: 9 M:9 F:9 M:9 F:9
Toxicokinetics (Mean): Enfortumab vedotin ADC §
Cmax (ng/mL), Day 1 NA 15500 16200 42900 46200 125000 126000
Day 85 NA NCY NCY 37800 13800 40300 98400
AUCy. (ngshr/mL)§§§, Day 1 NA 134000 183000 798000 734000 2560000 2030000
Day 85 NA NCY NCY 167000 NRTf 184000 1010000
Toxicokinetics (Mean): MMAE §
Cuax (pg/mL), Day 1 NA 28.9 29.9 107 102 333 273
Day 85 NA 74.5 37.8 241 243 1360 1140
AUC(o.y (pgehr/mL), Day 1 NA 1190 1090 6990 5670 18200 15100
Day 85 NA NRf¥ NRt¥ 5850 3210 24100 18500
Anti-therapeutic antibodyi} NA 9/9 8/9 6/9 8/9 7/8 6/9

Table continued on next page
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Dose Level (mg/kg/dose): 0 (Control) 0.5
Number of Animals:
Main Study i M:10 F:10 M:10 F:10 M:10 F:10 M:10 F:10
Noteworthy Findings
Died/Unscheduled Euthanasia§§ | 0 1 | 0 0 0 0 0
Clinical Observations
AbrasionsY 1(8) 2(18) 4(65) 2(33) 0(0) 2(14) 3(138) 2(88)
Body Weight/Body Weight Gain - - - - - - -
Food Consumption - - - - - - -
Ophthalmology - - - - - - -
Hematology, Day 92
(No. Evaluated) 11+ 10) ® (10) (10) (10) (10) ® (10)
Red blood cell count (10%ul) 8.515 8.204 7.914 — 7.748% 6.759* 7.342%
Hemoglobin concentration (g/dL) 14.83 15.12 14.62* - 14.40* 13.24%* 13.74%*
Hematocrit (%) 44.77 44.33 42.57* - 42.16%* 40.08%* 40.30%*
Reticulocyte count (10°/L) 174.95 147.16 - - - 297.74* 186.50*
Mean Corpuscular Volume (fL) 52.59 - - - - 61.13 -
Mean Corpuscular Hemoglobin (pg) 17.40 - - - - 20.10% -
Red Blood Cell Distribution Width (%) 14.11 12.40 - - - 17.19% 13.61%*
Platelet Count (103/pL) 846.3 813.0 — 965.9 901.5 1153.1% 1033.4*
Coagulation - - - - - - -
Chemistry, Day 92
(No. Evaluated) 11+ (10) ® (10) (10) (10) (10) (10) (10)
Alanine Aminotransferase (U/L) 43.6 24.6 — — — 79.3* 54.5
Aspartate Aminotransferase (U/L) 125.5 99.3 - - - 206.7* 197.5
Alkaline Phosphotase (U/L) 75.3 29.1 - - - 89.6 37.4
Total Bilirubin (mg/dL) 0.15 - — — — 0.26%* —
Albumin (g/dL) — 3.60 — — — — 3.41
Globulin (g/dL) 2.82 3.00 - - - 3.17*% 3.30%*
Table continued on next page
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Dose Level (mg/kg/dose): 0 (Control) 0.5
Number of Animals:
Main Study } M:10 F:10 M:10 F:10 M:10 F:10 M:10 F:10
Chemistry, Day 92
(No. Evaluated) 111, continued (10) ©) (10) (10) (10) (10) (10) (10)
Albumin/Globulin Ratio 1.04 1.20 — — — - 0.90* 1.04*
Cholesterol (mg/dL) 62.2 80.1 - - - 98.9 94.9% 122.7*
Urinalysis — — - - — — — —
Terminal Euthanasia, Day 92
(No. Evaluated) (10) ) (10) 10) 10) 10) (10) (10)
Gross Pathology (No. Animals)
Testis
Small and/or soft 1 NA 1 NA 3 NA 6 NA
Skin
Scab; red; multifocal - - — — — — 1 2
Abrasion — — — — — 1 - —
Organ Weights
Testis
Absolute (g) 3.6034 NA 3.5150 NA 2.6022* NA 1.7616* NA
% body weight 0.6516 NA 0.6388 NA 0.4685* NA 0.3286%* NA
% brain weight 160.9840 NA 160.3304 NA 116.0021* NA 80.0763* NA
Epididymis
Absolute (g) 1.5687 NA 1.4903 NA 1.4315 NA 1.2547* NA
% body weight 0.2836 NA 0.2706 NA 0.2583 NA 0.2391 NA
% brain weight 70.1163 NA 68.0233 NA 64.2216 NA 57.2463 NA
Adrenal Gland
Absolute (g) 0.0538 0.0724 0.0547 0.0605 0.0557 0.0532* 0.0523 0.0590*
% body weight 0.0097 0.0248 0.0099 0.0209 0.0101 0.0182* 0.0101 0.0205
% brain weight 2.4030 3.5255 2.4936 3.0256 2.4870 2.6368* 2.3929 2.9687
Liver
Absolute (g) 12.2337 6.9926 12.5044 6.7143 12.6424 7.1268 12.3266 7.7157
% body weight 2.1731 2.3744 2.2566 2.2974 2.2854 24139 2.3190 2.6643*
% brain weight 545.6039 341.3666 568.6152 336.2991 565.7805 353.3634 562.0882 387.7557*
Table continued on next page
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Dose Level (mg/kg/dose): 0 (Control) 0.5 5
Number of Animals:
Main Study § M:10 F:10 M:10 F:10 M:10 F:10 M:10 F:10
Terminal Euthanasia, Day 92
(No. Evaluated), continued (10) ® (10) (10) (10) (10) (10) (10)
Histopathology i1
Testis (No. Examined) 10) 0) (10) 0) 10) (U] (10) (U]
Degeneration/atrophy; 1+++ NA 1+++ NA 2+, 1+++, NA 2+, TH+++ NA
seminiferous tubule 3++++
Mitotic figures, abnormal; - NA - NA 2+ NA 6+ NA
interstitial
Epididymis (No. (10) ) (10) ) (10) ) (10) )
Examined)
Cell debris; luminal 1+ NA 1+ NA 4++, 1++++ NA 1+, 54++, 2+++ NA
Reduced sperm; luminal I+ NA I+ NA 2t 2, NA I+, 3+, NA
’ [++++ 4t+++
Single cell necrosis; epithelial — NA — NA — NA 2+ NA
Gland, Mammary ) ®) “@) (10) 6) ) ?2) (10)
(No. Examined)
Atrophy — — — - - - 1+++, 1++++ —
Mitotic figures, abnormal — — — - — 1+ 1+ 2+
Single cell necrosis — — — - — — - 2+
Eye (No. Examined) (10) (©) (10) (10) (10) (10) (10) (10)
Mitotic figures, abnormal, - - 3+ - 4+ - 1+ 2+
cornea
Gland, Harderian
(No. Examined) 10) ) 10) 10) 10) 10) (10) 10)
Mitotic figures, abnormal; — — — - - - 1+ 1+
epithelial
Single cell necrosis; epithelial - - - - - - 1+ 1+
Site, administration iv tail
(No. Examined) 10) &) (10) (10) 10) a10) (10) 10)
Mitotic figures, abnormal, — — 4+ 7+ 8+ 5+ 5+ 7+
epidermal; adnexa
Table continued on next page
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Dose Level (mg/kg/dose): 0 (Control) 0.5 2 5
Number of Animals:
Main Study } M:10 F:10 M:10 F:10 M:10 F:10 M:10 F:10
Site, administration iv tail,
continued
Single cell necrosis; - - 2+ 3+ 5+ 2+ 3+ 2+
epidermal; adnexa
Necrosis - - - — — 1+++ — -
Skin (No. Examined) (10) 9 (10) (10) (10) (10) (10) (10)
Crust; serocellular - - - - - - 1++ 24, 1++
Acanthosis; epidermal - - - - - - 1++ 1+, 1++
Erosion/ulcer; epidermal — - - — — — 1+ -
Infiltration, mononuclear - — — — — — 1++ 1+
cell; dermal;
subcutaneous tissue
Mitotic figures, abnormal; - - - — — — 3+ 2+
epidermal; adnexa
Single cell necrosis; - - - - - - 1+ 1+
epidermal; adnexa
Bone marrow (No. Examined) (10) C)) (10) (10) (10) (10) (10) (10)
Increased cellularity, - - - - - - 1++ -
erythroid

— No Noteworthy Findings; +: minimal severity; ++: mild severity; +++: moderate severity; ++++: marked severity;

ADC: antibody-drug conjugate; ATA: anti therapeutic antibodies; GLP: Good Laboratory Practice; MMAE: monomethyl auristatin E; NA: not applicable; NC: not calculable; NR: not reported; USP:
United States Pharmacopeia.
* ANOVA with Dunnett’s/Dunn’s (P <0.05).

+ The test and control articles were administered to the appropriate animals via intravenous (slow bolus) injection over a target of 10 to 30 seconds into the tail vein once weekly (qlw) on days 1, 8, 15, 22,
29,36, 43, 50, 57, 64, 71, 78, and 85.

1 Main study animals includes animals euthanized on Day 92 with the exception of a control female that was euthanized on day 64 for reasons unrelated to the administration of the control article.
Toxicokinetic animals were euthanized without necropsy following collection of the final samples on day 99.

§ There were no quantifiable serum concentrations of enfortumab vedotin or MMAE (free drug) on day 1 at predose. All animals (ATA positive and negative) were included for the calculation of
parameters on day 85; the decrease of serum ADC concentration observed on day 85 correlates with the presence of ATA on day 99 (14 days after last iv bolus injection on day 85) in samples and likely
had an impact on the toxicokinetic profile, exposure and the terminal phase on day 85.

4 Enfortumab vedotin serum concentration was generally not quantifiable on day 85 at 0.5 mg/kg/dose, and therefore toxicokinetic parameters were not calculable.
11 Not reported because less than 3 consecutive quantifiable concentrations postdose.

Footnotes continued on next page
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11 Number of animals confirmed positive for the presence of anti-enfortumab vedotin antibodies on day 99 (14 days after last iv bolus injection on day 85) per number evaluated is shown. Anti-
enfortumab vedotin antibodies were not detected in any of the animals from the treated groups at predose on day 1.

§§ There were no enfortumab vedotin-related deaths. A control female was euthanized at an unscheduled interval on day 64 due to a procedure-related injury.

99 Number of animals (number of incidences) are shown. Slight to moderate abrasions, located on either the head, face, back, and/or dorsal cervical areas were present from 3 males and 2 females dosed
with 5 mg/kg/dose beginning as early as day 8 and were more consistently observed by day 40, with 4 of 5 affected animals having abrasions, and by day 56, all 5 affected animals had abrasions that in
general, persisted throughout the remainder of the study duration. While abrasions were also observed from control-dosed animals, given the increased incidence (defined as total number of animals
affected) and frequency (defined as the total number of observations) at 5 mg/kg/dose, abrasions at this dose level were attributed to enfortumab vedotin administration. While there was an increased
incidence of abrasions from males dosed at 0.5 mg/kg/dose as compared to controls, given the absence of this effect in males dosed at 2 mg/kg/dose or females dosed at 0.5 mg/kg or 2 mg/kg, and lack of
any histological correlates, this was not definitively ascribed to enfortumab vedotin administration and was likely incidental.

111 Gamma glutamyltransferase was elevated in 1 male rat treated with 5 mg/kg/dose

111 Number of animals with finding and severity is shown.

§§§ AUCo.-t values shown where on Day 1, 2 and 5 mg/kg: AUCo-96n, 0.5 mg/kg: AUCo.4sn for male, AUCo-96h for female and on Day 85, 2 mg/kg: AUCo-6n, 5 mg/kg: AUCo-¢n for male, AUCo-96n for female
9499 Test article characterization and/or stability testing were not conducted under GLP or statement of compliance was not available.

1111 Blood sample could not be measured due to clotting in 1 male rat treated with 5 mg/kg.
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Report Title: A 4-Week Toxicity Study of AGS-22M6E and AGS-22M6 Administered by Intravenous Infusion to Cynomolgus Monkeys,
with a 6-Week Recovery Period

Study No.:
20005664

CTD No.:
42.32-4

Species/Strain: Monkey/Cynomolgus (Country of
Origin-China)

Duration of Dosing: 4 weeks (q1w)

Initial Age: 2.7 to 4.1 vrs. Duration of Postdose: 6 weeks

Method of Administration: 30 minute iv infusion (AGS-22M6 and AGS-22M6E); slow iv bolus (MMAE)

Date of First Dose: m

Vehicle/Formulation: 0.9% sodium chloride, USP

‘ GLP Compliance: Yesifi

Special Features: Main study, recovery and toxicokinetic groups:

Group 6 was administered MMAE as the free drug at the equivalent of the MMAE contained in a 6 mg/kg dose of ADC.

No Observed Adverse Effect Level (AGS-22M6E): 3 mg/kg administered once weekly via intravenous infusion

Dose Level (mg/kg/week) 0 (control) 1 3 6t 6 (AGS-22M6) 0.1093/0.0545 MMAETt
No. of Animals (Main) M:5 | F:5 M:5 | F:5 M5 | F:5 M:5 | F:5 M:5 | F:5 M:5 | F:5
Toxicokinetics (Mean): AGS-22M6E (ADC) and AGS-22M6 (TAb)
AUCo-168n (ugehr/mL) Day 1 - 1 - 635 | 633 2490 [ 2400 5110 | 5060 10900 | 12700 - | -
Day 223} - 471 903 6150} 23550 -
Cunax (ug/mL) Day 1 - - 251 | 241 794 | 737 154 | 148 171 | 192 - | -
Day 22} - 212 63.7 137% 266 -
Toxicokinetics (Mean): MMAE
AUCo-16sh (pgehr/mL) Day 1 - 3710 11700 24400 - 154000 151000
Day 22%% - 4040 15000 24500 - 55900 75200
Crmax (pg/mL) Day 1 - 343 105 202 - 270000 303000
Day 2211 - 429 226 215 - 213000 431000
Noteworthy Findings
Died or Sacrificed Moribund NA NA NA NA NA NA 288§ 1888 NA NA 1 1999
Body Weight (%) i ) i i i ) i ) ) ) i 1 15%:
[compared to week-2] week 2
Food Consumption | l
(week 4 compared to control - - - - - - - - - -
animals) (Day2-12) | (Day 6-19)

Table continued on next page

T AT T AR

23



TURNY =T REF R R)

2.6.7

sHHBREIER
Dose Level (mg/kg/week) 0 (control) 6+ 6 (AGS-22M6) 0.1093/ 0.0545 MMAEt+
No. of Animals (Main) M5 | F:5 M: 5 F: 5 M:5 F:5 M:5 | F:5 M:5 | F:5 M: 5 F:5
Clinical Observations (Incidences Days 1-29) T+
Abrasions 1 4 11 20 33 42 41 32 13 34 5 22
Dry skin 3 - 3 25 120 117 44 38 12 8 - -
Reddened area 5 6 14 21 100 64 64 63 15 14 11
7 35
Watery feces - - 1 - - - 1 9 - - (Day 8-15) (Day 4- 29)
Lethargy - - - - - - 1 - - - - -
Decrease activity - - - - - - 4 5 - - - -
Ophthalmology - - - - - - - - - - - -
Electrocardiography/ BP/HR - - - - - - - - - - - -
Hematology (Day 8) §
Reticulocytes 2.34 2.48 - - 1.72 0.91* 0.42* 0.87* - - 0.39* 0.28*
RBC 0.94 0.91 - - 0.90 0.88 0.84 0.87 - - 0.75% 0.80
Neutrophils - - - - 1.32 0.78 0.21 0.61 - - 0.07* 0.01*
Eosinophils - - - - 1.76 0.82 0.57 0.68 - - 0.06* 0.02*
No. of Animals Evaluated ) 5) ) ) ) (5) A) “) (5) (5) ©) (5)
Chemistry (Day 15)
Albumin (g/dL) - - - - - - 12.83# 12.98# - - 13.20# 12.80#
Globulin (g/dL) - - - - - - 3.10 13.55# - - 3.05 13.42#
Potassium (mEq/L) - - - - - - 16.03# 16.70# - - 16.10# 15.62
Coagulation (Day 18/19 or 29)
Fibrinogen (mg/dL)Y| - - - - - - 1386 1398 - - 1266 1285
Urinalysis - - - - - - - - - - - -
Table continued on next page
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Dose Level (mg/kg/week)

0 (control)

i

6 (AGS-22M6)

0.1093/ 0.0545 MMAE+ 1

No. of Animals (Main)

M:5

F:5

M:5

M:5

M:5

F:5

M:5

F:5

No. of Animals Evaluated
(Terminal Necropsy, Day
18/19 or 29)

&)

3

3

(O

3

3)

2

@

Organ Weights

Gross Pathology

Histopathology

Injection site

Inflammation, Dermis
Inflammation, Subcutaneous
Thrombus, non-septic

1++

1++++

1+++

Skin

Inflammation, Dermis
Inflammation, Subcutaneous
Hyperplasia

Hyperkeratosis

14++

1+++
1++

24+
1++
1++

1+, 1++

1++

14++

Lymph Node
Hyperplasia, bilateral
Infiltrate, macrophage,
mesenteric

1+++

Spleen
infiltrate, mixed cell, red pulp

2+++

Thymus
Atrophy

24+

1+++

24+

24++

2++++

Table continued on next page
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Dose Level (mg/kg/week)

0 (control)

6 (AGS-22M6)

0.1093/ 0.0545 MMAE+ 1

No. of Animals (Recovery)

M:2

F:2

F:2

M:2

F:2

M:2

F:2

General Toxicity§§

Hematology

Chemistry

Histopathology -

: no noteworthy findings; | : decreased; 1 :increased; +: minimal; ++: mild severity; +++: moderate severity; ++++: marked severity

ADC: antibody-drug conjugate; AGS-22M6: unconjugated hybridoma derived fully human monoclonal antibody targeting Nectin-4; AGS-22M6E: hybridoma derived fully human monoclonal antibody
conjugated to cytotoxic agent monomethyl auristatin E targeting Nectin-4; BP: blood pressure; GLP: Good Laboratory Practice; HR: heart rate; MMAE: monomethyl auristatin E; NA: not applicable;
RBC: red blood cell; TAb: total antibody; USP: United States Pharmacopeia.

+ The 6 mg/kg dose group was discontinued prior to day 15 after 2 doses. Terminal necropsy for 1 male and 2 females in this dose group was conducted on days 18/19 and are included in terminal
necropsy data reporting. The remaining 2 males and 2 females continued on recovery and were euthanized on day 49/50.

+1 As a result of the discontinued 6 mg/kg/dose of AGS-22M6E, the MMAE dose level was reassessed from 0.1093 to 0.0545 mg/kg/dose to align with the mid-dose (3 mg/kg) rather than the high dose
for the remaining day 15 and day 22 doses.

* Denotes values that are statistically (P < 0.05) different from concurrent controls.
# ANOVA with Dunnett's/Dunn's (P < 0.05) from baseline values.

§ The data of reticulocytes and RBC are presented as a fold change versus respective predose. The data of neutrophils and eosinophils are presented as a group mean fold change versus concurrent control.
Other changes in hematology included reversible decreases in hematocrit and hemoglobin at doses greater than and equal to 3 mg/kg of AGS-22M6E, with reversible lymphocyte and monocyte decreases
at doses 6 mg/kg/week and 0.1093/0.0545/mg/kg/week of MMAE.

1 AUCo-16sn and Cmax for the 6 mg/kg group were calculated from data from day 8.

11 Day 8 and 22 toxicokinetic parameters were from animals with no seroconversion on day of dosing.

4| Fibrinogen data are included and the day of collection is day 18/19 for animals dosed with 6 mg/kg/dose of AGS-22M6E and day 29 for animals dosed with MMAE.
§§ Includes clinical observations, body weight, and food consumption.

99 Includes organ weights and gross pathology.

111 Incidence derived from unscheduled, detailed, and routine observations. In the event that an observation was noted in more than one observation type on the same day (i.e., routine and detailed), the
observation was only counted once. Animals in the 6 mg/kg group had dosing discontinued with terminal necropsy on days 18/19 and thus incidences were counted from day 1 to 18/19 to accurately
capture the dosing phase.

111 Test article characterization and/or stability testing were not conducted under GLP or statement of compliance was not available.

§§§ Microscopic findings in the animals euthanized early included injection site lesions characterized by inflammation and/or hemorrhage in the dermis and perivascular area, mild subcutaneous
degeneration of the veins and moderate erosion of the epidermis; ulceration, inflammation and hyperkeratosis of the skin; and thymic atrophy, possibly related to the general health condition of the
animals.

999 Microscopic findings in the animal euthanized included injection site (including skin and lymph node) lesions and an increase in mixed cells in the red pulp of the spleen.
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Week Recovery Period

Report Title: A 4-Week Study of AGS-22M6E and AGS-22C3E by Intravenous Infusion Administration in Cynomolgus Monkeys with a 6-

Study No.:
20021751

CTD No.:
4232-5

Species/Strain: Monkey/Cynomolgus (Country of Origin-
China)

Duration of Dosing: 4 weeks (q1w)

Initial Age: 2.7 to 4.0 vrs.

Duration of Postdose: 6 weeks

Date of First Dose: ﬂ

Method of Administration: iv infusion (30 minutes £+ 1 min)

Vehicle/Formulation: FCG1015 formulation buffer (20 mM Histidine-HCL pH 6.0,

10% sucrose (w/v) with 0.02% Polysorbate-20) / Diluted with 5% Dextrose

GLP Compliance: Yes}

Special Features: Total antibody, antibody-drug conjugate, and antitherapeutic antibody evaluations.

No Observed Adverse Effect Level: 3 mg/kg administered once weekly via intravenous infusion 1

Dose Level (mg/kg/dose):

0 (Control)

3 (AGS-22M6E)

3 (Enfortumab Vedotin)

Number of Animals: f M:2 \ F:2 M:5 \ F:5 M:5 \ F:5
Toxicokinetics (Mean): ADC
Crmax (Lg/mL)§§, Day 1 BLQ BLQ 76.4 79.3 94.1 102
Day 22 BLQ BLQ 41.4 56.4 73.2 84
AUC.74 (pged/mL)qY, Day 1 BLQ BLQ 109 108 128 123
Toxicokinetics (Mean): TAb
Cmax (ng/mL), Day 1 BLQ BLQ 72.7 71.5 105 153
Day 22 BLQ BLQ 58.7 79.4 82.4 103
AUCq74 (uged/mL), Day 1 BLQ BLQ 198 181 213 204
Toxicokinetics (Mean): MMAE
Chmax (ng/mL), Day 1 BLQ BLQ 0.0794 0.0822 0.0938 0.0934
Day 22 BLQ BLQ 0.415 0.118 0.153 0.145
AUCq.74 (nged/mL), Day 1 BLQ BLQ 0414 0.406 0.422 0.512
Antitherapeutic antibody§ 0/4 (0%) 3/5 (60%) 1/5 (20%) 2/5 (40%) 2/5 (40%)

Table continued on next page
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Dose Level (mg/kg/dose): 0 (Control) 3 (AGS-22M6E) 3 (Enfortumab Vedotin)
Number of Animals:t M:2 | F:2 M:5 | F:5 M:5 | F:5
Noteworthy Findings
Died or Sacrificed Moribund 0 0 0 0 0 0
Body Weight — — - — - -
Clinical Observationsq
Dry skin — - 5(82) 5(45) 5 (64) 4 (64)
Reddened area, skin — — 4 (30) 4 (18) 5(31) 4 (34)
Sunken eye(s) — — 1(1) 1(3) 2 (10) -
Eye discharge — — - — 33 -
Food Consumption - - — - — —
Veterinary Physical Examinations - - — - — —
Ophthalmology - - — - — —
Hematology
Red blood cell count (10%/uL), Day 29 6.020 5.305 4.818 4.706 4.928 4.892
Hemoglobin concentration (g/dL), Day 29 13.50 12.35 11.22 *%** 11.56 11.04%** 11.74
Hematocrit (%), Day 29 45.25 40.35 37.46%** 38.94 38.08** 39.74
Reticulocyte count (105/ML), Day 22 0.995 0.920 0.722 0.506 0.762 0.728
Reticulocyte count (105/uL), Day 29 1.350 1.140 1.404 0.950 1.236 1.090
Neutrophil count (/uL), Day 22 3540.0 4992.5 1848.6 1118.4%* 2100.8 1175.4%*
Neutrophil count (/uL), Day 29 2338.0 5229.5 3159.0 1590.8 * 3061.4 22624 *
Eosinophil count (/uL), Day 29 62.5 89.0 15.4 5.6 * 332 22.4
Chemistry - - - - - -
Urinalysis - - - - - -
Terminal Evaluation, Day 29
Number of Animals Evaluated: 2) 2) A3 A3) 3) 3
Gross Pathologyt+
Skin, scale — — — 1 — 3
Organ Weights — - — — — -
Histopathologyl i
Bone Marrow, Sternum
Hypocellularity — — 1+, 1++ 1++ 1+ 1++
Table continued on next page
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Dose Level (mg/kg/dose): 0 (Control) 3 (AGS-22M6E) 3 (Enfortumab Vedotin)
Number of Animals: M:2 ‘ F:2 M:5 ‘ F:5 M:5 ‘ F:5
Histopathologyii (continued)
Injection Site
Acanthosis; Diffuse - - 2+, 1++ 2++ 2+ 1++
Infiltrate, Mononuclear Cell;
Perivascular; Dermis; Multifocal 2t 2t I+, 24+ 2 I+ 3t 2+ I+
Fibrosis; Subcutaneous; Focal - - 1+ 1+ 1+ -
Skin
Hyperkeratosis; Diffuse — — - 2+ - 3+
Acanthosis; Diffuse - - - 1+, 1++ - 2+, 1++
Infiltrate, Mononuclear Cell; B B 3 " 3 3t
Perivascular; Dermis; Multifocal
Recovery Necropsy (Day 71)
Number of Animals Evaluated: 0) 0) () ) 2) ()
Noteworthy Findings{ NA NA - - - -

Group 2 (AGS-22M6E), 3 (enfortumab vedotin, AGS-22C3E) significantly different from Group 1 (control): *P < 0.05, ** P < 0.01, ***P < 0.001 (adjusted Tukey)
There were no Group 3 (enfortumab vedotin) findings that significantly differed from Group 2 (AGS-22MG6E).
-: no noteworthy findings; ; + Minimal, ++ Mild, +++ Moderate

ADC: antibody-drug conjugate; AGS-22M6E: hybridoma derived fully human monoclonal antibody conjugated to cytotoxic agent monomethyl auristatin E targeting Nectin-4; BLQ: below limit of
quantitation; GLP: Good Laboratory Practice; HCI: hydrochloric acid; MMAE: monomethyl auristatin E; NA: not applicable; TAb: total antibody

} Test article characterization and/or stability testing were not conducted under GLP or statement of compliance was not available.
+ Number of animals includes main study animals euthanized on day 29 and recovery animals euthanized on day 71.
§ Number of animals with positive seroconversion per number of animals evaluated and overall incidences (% seroconversion) are shown.

4| Number of animals with findings during the dosing phase (day 1 to day 29) are shown and number of incidences are indicated in parenthesis. Incidence derived from detailed and routine observations.
Only one observation counted per animal per day.

11 Number of animals with finding is shown.

11 Number of animals with finding and severity is shown.

§§ Geometric mean ratio of enfortumab vedotin to AGS-22M6E = 1.26 (90% CI =1.17 to 1.36)
949 Geometric mean ratio of enfortumab vedotin to AGS-22M6E = 1.14 (90% CI = 1.02 to 1.28)

T11 The following examination items were conducted for the recovery necropsy evaluations: clinical observations, body weight, food consumption, veterinary physical examinations, ophthalmology,
hematology, chemistry, urinalysis, gross pathology, organ weights, and histopathology.

111 Doses for comparison were selected at the NOAEL of 3 mg/kg, based on findings from Study 20005664.

T AT T AHLEK 29



TURNY =T REF R R)

2.6.7.8 Invitro Biz=4KER

2.6.7.81

BEinEttaR  MEZRAVEREBALERER (Ames iER)

Report Title: Bacterial Reverse Mutation Assay

Test for Induction of: Reverse mutation in bacterial cells

No. of Independent Assays: 3

PERE

2.6.7

SHABRHMER

: MMAE

“sudy No- Al Tcore 423510 &

Strains: S. typhimurium strains TA98, TA100, TA1535,
TA1537, and E. coli strain WP2 uvrA

No. of Replicate Cultures: 2 (Assay 1) and 3 (Assays 2 and 3)

Metabolizing System: Aroclor-induced rat liver S9%

No. of Cells Analyzed/Culture: > 0.3x10° cells/mL

Vehicle for Test Article: DMSO

Vehicle for Positive Controls: DMSO (all

except sodium azide), water (for sodium azide)

GLP Compliance: Yesf|

Treatment: Plate incorporation for 48 to 72 hours

Treatment Period: _g

Cytotoxic Effects: None

Genotoxic Effects: None

Assay #1
Metabolic Activation Test Article Dose Level Revertant Colony Counts (Mean + SD)
(ng/plate) TA 98 TA 100 TA 1535 TA 1537 WP2 uvrA
Without Activation DMSO 50 uL/plate 17+4 178+11 11+1 18+1 11+1
SGD-001010 0.25 21+1 194411 12+1 13+4 1545
SGD-001010 0.75 20+1 20245 1845 15+8 11+4
SGD-001010 2.5 19+3 21316 1543 19+1 18+0
SGD-001010 7.5 174 199+27 19+6 1743 1748
SGD-001010 25 15+2 219+8 16+0 15+8 10+0
SGD-001010 75 20+3 227+3 22+11 17+6 16+1
SGD-001010 200 19+1 220+6 19+0 16+4 19+8
SGD-001010 600 26+1 249+19 1244 1246 1343
SGD-001010 1800 21+4 181+6 18+4 1340 17+4
SGD-001010 5000 20+2 210+19 20+5 18+3 17+1
2-Nitrofluorene 1.0 134435
Sodium azide 1.0 574+74 398+48
9-Aminoacridine 75 62+1
MMS 1000 12446
With Activation DMSO 50 uL/plate 290+8 209+16 15+1 11+3 12+1
SGD-001010 0.25 29+10 207428 14+4 13+4 15+1
SGD-001010 0.75 25+1 192+6 13+3 13+0 17+£2
SGD-001010 2.5 27+1 212420 10+1 14+4 11+4

Table continued on next page
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Assay #1 continued
. s . Dose Level
Metabolic Activation Test Article (ug/plate) Revertant Colony Counts (Mean = SD)
He'p TA 98 TA 100 TA 1535 TA 1537 WP2 uvrA
SGD-001010 7.5 2145 190+£22 14+1 10+0 14+1
SGD-001010 25 18+4 210£3 11+0 9+1 10£1
SGD-001010 75 28+8 201+8 1242 13+1 17+1
With Activation SGD-001010 200 3042 180425 1241 1244 15+6
. SGD-001010 600 26+1 2179 1541 161 1443
(continued) SGD-001010 1800 321 239424 152 156 166
SGD-001010 5000 19+1 19717 174 10+3 13+2
2-Aminoanthracene 1.0 (all S. strains) 2117203 15454792 272428 222459 86+3
10 (WP2 uvrA)
Assay #2 and 3
Metabolic Activation Test Article Dose Level Revertant Colony Counts (Mean + SD)
(ng/plate) TA 98 TA 1007 TA 1535 TA 1537 WP2 uvrA
Without Activation DMSO 50 pL/plate 13+2 125+11 13+1 12+£2 1141
SGD-001010 75 11+£1 133+£26 13+1 11+1 13+2
SGD-001010 200 11£1 132421 12+1 11£1 112
SGD-001010 600 11+£1 133+13 13+4 11+1 11+1
SGD-001010 1800 1241 140+11 1241 11£1 112
SGD-001010 5000 1242 129+14 1241 10+1 10+£1
2-Nitrofluorene 1.0 152+19
Sodium azide 1.0 549422 506461
9-Aminoacridine 75 1087+122
MMS 1000 208+£21
With Activation DMSO 50 uL/plate 16+4 13614 11+£1 8+3 10£1
SGD-001010 75 15+1 146+7 10+2 5+2 1242
SGD-001010 200 11+2 13046 8+3 101 1241
SGD-001010 600 1342 138+17 1043 8+1 11+1
SGD-001010 1800 1342 141+17 102 10£2 11+1
SGD-001010 5000 11+1 129+9 11+2 10£2 11+1
2-Aminoanthracene 1.0 (all S. strains) 890+85 828+90 171+54 1471+114 376+56
10 (WP2 uvrd)
DMSO: dimethyl sulfoxide; GLP: Good Laboratory Practice; MMS: methyl methanesulfonate; SGD-001010: monomethyl auristatin E (MMAE)
q Test article characterization and/or stability testing were not conducted under GLP or statement of compliance was not available.
+ Due to culture contamination, strain TA100 was not evaluated in Assay 2 but was retested in Assay 3.
1 Each bulk preparation of S9 was assayed for its ability to metabolize 2-aminoanthracene and 7,12-dimethylbenz(a)anthracene to forms mutagenic to Sa/monella typhimurium TA100.
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Report Title: L5178Y TK"* Mouse Lymphoma Forward Mutation Assay with a Confirmatory Assay

| Study No.: 8204155

| CTD No.:4.233.122 (%)

lymphoma cells

Test for Induction of: Forward mutation in mouse

No. of Independent Assays: 3

Strains: Mouse lymphoma L5178Y TK ' cell line

No. of Replicate Cultures: 1 (test article and positive control) or 3 (vehicle control)

Metabolizing System: Aroclor-induced rat liver S9

No. of Cells Analyzed/Culture: 3x10°

Vehicle for Test Article: 0.9% sodium chloride injection USP

Vehicle for Positive Controls: Methyl methanesulfonate

and methylcholanthrene

GLP Compliance: YestT

Treatment:

Continuous treatment for 4 hours (initial, re-test, and confirmatory assays) or 24 hours (confirmatory assay)
followed by a 2 day expression period

Treatment Period: _“

Cytotoxic Effects: Dose related decreases in total growth relative to average vehicle control growth

Genotoxic Effects: None

Initial Mutation Assay
Metabolic Activation | Test Condition Concentration Mutant Frequency (x107) }
Relative Growth (%)} Total Small Large
With Activation Vehicle 10% 87.7 47.2 15.6 31.6
Vehicle 10% 121.1 39.1 16.1 22.9
Vehicle 10% 92.5 48.3 24.9 234
MCA 1.5 pg/mL 11.9 382.61 202.7 179.9
MCA 2.0 ug/mL 112 336.7% 177.4 159.3
SGD-1010 20 ng/mL 61.5 69.2 23.6 45.6
SGD-1010 30 ng/mL 45.2 67.7 31.0 36.7
SGD-1010 40 ng/mL 18.6 80.7 30.5 50.2
SGD-1010 50 ng/mL 16.6 63.6 28.0 35.6
SGD-1010 60 ng/mL 7.7 1 ND ND
SGD-1010 70 ng/mL 7.5 1 ND ND
SGD-1010 80 ng/mL 4.0 1 ND ND
SGD-1010 90 ng/mL 4.2 | ND ND
SGD-1010 100 ng/mL 2.2 | ND ND
Without Activation Vehicle 10% 914 38.1 9.3 28.8
(4 hours) Vehicle 10% 100.6 54.9 142 40.6
Vehicle 10% 106.8 42.7 114 31.3
MMS 15 pg/mL 16.4 375.9% 219.5 156.4
MMS 20 pg/mL 7.6 471.9% 305.6 166.3
SGD-1010 0.05 ng/mL 933 59.8 18.8 41.0

Table continued on next page

T AT T AR

32



TRV T NRFL GRIETRR) 267
HHEHBHER
Initial Mutation Assay, continued
Metabolic Activation | Test Condition Concentration Relative Growth (%)%} Mutant Frequency (x10°)
Total Small Large
SGD-1010 0.1 ng/mL 99.7 44.1 19.6 24.5
SGD-1010 0.5 ng/mL 953 454 12.5 329
SGD-1010 1.0 ng/mL 92.1 43.0 15.5 27.5
. o L. SGD-1010 2.5 ng/mL 82.4 39.8 11.5 28.3
Without Activation, SGD-1010 5.0 ng/mL 30.0 59.2 19.5 39.7
continued SGD-1010 7.5 ng/mL 22.1 69.3 20.4 489
SGD-1010 10 ng/mL 7.3 1 ND ND
SGD-1010 12.5 ng/mL 3.4 | ND ND
SGD-1010 15 ng/mL 2.5 | ND ND
Re-test Mutation Assay
6
Metabolic Activation | Test Condition Concentration Relative Growth (%)} Total Mutan Fres(i::;ﬁcy (107 Large
With activation Vehicle 10% 91.9 35.2 9.8 254
Vehicle 10% 102.0 53.9 16.2 37.8
Vehicle 10% 100.4 48.5 14.5 34.1
MCA 1.5 pg/mL 15.0 352.3§ 187.9 164.5
MCA 2.0 pg/mL 9.4 395.8§ 216.0 179.8
SGD-1010 0.25 ng/mL 103.5 49.2 17.8 314
SGD-1010 0.5 ng/mL 111.5 50.3 13.5 36.8
SGD-1010 1.0 ng/mL 112.9 27.9 11.2 16.8
SGD-1010 5 ng/mL 91.8 49.9 16.5 33.4
SGD-1010 10 ng/mL 78.7 45.5 14.4 31.0
SGD-1010 20 ng/mL 70.0 38.9 16.2 22.7
SGD-1010 30 ng/mL 44.0 56.9 19.9 37.0
SGD-1010 40 ng/mL 18.0 51.7 15.8 35.8
SGD-1010 50 ng/mL 15.7 100.0 40.3 59.7
SGD-1010 60 ng/mL 6.4 1 ND ND
Without activation Vehicle 10% 81.2 42.7 8.9 33.9
(4 hours) Vehicle 10% 88.4 364 12.1 24.2
Vehicle 10% 1334 28.7 11.8 16.9
MMS 15 pg/mL 19.9 357.9§ 240.8 117.1
MMS 20 ug/mL 7.2 523.5§ 320.6 202.9
SGD-1010 0.01 ng/mL 73.5 34.5 12.9 21.5
SGD-1010 0.05 ng/mL 71.7 259 9.8 16.1
SGD-1010 0.1 ng/mL 90.3 24.7 4.6 20.1
SGD-1010 0.25 ng/mL 83.7 35.2 9.8 254
Table continued on next page
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Re-test Mutation Assay, continued
Metabolic Activation | Test Condition Concentration Relative Growth (%) Mutant Frequency (x10°) +
Total Small Large
Without activation, SGD-1010 0.5 ng/mL 83.1 30.5 8.5 22.0
continued SGD-1010 0.75 ng/mL 573 374 9.5 279
SGD-1010 2.5 ng/mL 61.8 47.9 14.6 333
SGD-1010 5 ng/mL 27.0 69.6 14.8 54.8
SGD-1010 7.5 ng/mL 9.4 I ND ND
SGD-1010 10 ng/mL 2.6 I ND ND
Confirmatory Mutation Assay
6y +
Metabolic Activation | Test Condition Concentration Relative Growth (%) Total Mutant FreS(:::ﬁcy 1079 Large
With activation Vehicle 10% 86.4 49.9 18.1 31.8
Vehicle 10% 112.1 45.9 14.9 31.1
Vehicle 10% 102.1 48.4 12.7 35.7
MCA 1.5 pg/mL 15.5 419.34 202.0 217.3
MCA 2.0 pg/mL 12.0 341.59 163.1 178.5
SGD-1010 0.05 ng/mL 89.0 313 6.8 24.5
SGD-1010 0.25 ng/mL 79.4 50.6 12.7 38.0
SGD-1010 0.5 ng/mL 62.4 57.0 11.0 46.0
SGD-1010 2.5 ng/mL 62.9 46.3 17.1 29.2
SGD-1010 5 ng/mL 79.4 45.6 16.7 28.9
SGD-1010 10 ng/mL 80.5 39.6 12.0 27.6
SGD-1010 20 ng/mL 40.3 60.8 214 39.5
SGD-1010 30 ng/mL 24.8 74.4 24.4 50.0
SGD-1010 50 ng/mL 9.7 1 ND ND
SGD-1010 60 ng/mL 6.8 I ND ND
Without activation Vehicle 10% 75.5 44.9 12.0 329
(24 hours) Vehicle 10% 118.3 29.3 7.2 22.1
Vehicle 10% 108.7 31.3 12.1 19.2
MMS 6.5 ug/mL 25.5 204.19 109.6 94.5
MMS 10 ug/mL 17.8 321.79 173.3 148.3
SGD-1010 0.005 ng/mL 80.5 44.6 9.6 35.1
SGD-1010 0.01 ng/mL 733 35.7 8.7 27.0
SGD-1010 0.1 ng/mL 96.1 27.4 6.2 21.2
SGD-1010 0.5 ng/mL 96.4 333 9.0 24.4
SGD-1010 0.75 ng/mL 93.0 344 6.9 27.5
SGD-1010 1 ng/mL 78.9 27.2 3.9 233
SGD-1010 1.5 ng/mL 61.4 44.9 10.7 34.1
Table continued on next page
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Confirmatory Mutation Assay, continued

Mutant Frequency (x10°)

" . . 0

Metabolic Activation | Test Condition Concentration Relative Growth (%)} Total o Laree

Without activation, SGD-1010 2 ng/mL 50.1 66.7 17.8 48.9

continued SGD-1010 2.5 ng/mL 17.8 92.5 21.5 71.0
SGD-1010 3 ng/mL 9.0 1 ND ND

Pt

USP: United States Pharmacopeia.

+ Mutant frequency = (total mutant colonies/total viable colonies)x(2x104).

1 Mutagenic. Exceeds minimum criterion of 134.9x10-¢ (with activation), 135.2x10¢ (without activation).
§ Mutagenic. Exceeds minimum criterion of 135.9x10° (with activation), 125.9x10¢ (without activation).

9 Mutagenic. Exceeds minimum criterion of 138.1x10 (with activation), 125.2x10 (without activation).

: Insufficient data due to excessive toxicity; MCA: Methylcholanthrene; MMS: Methyl methanesulfonate; ND: not determined; SGD-1010: monomethyl auristatin E (also MMAE); TK: thymidine kinase;

T Stability testing and test article characterization were conducted for the stock but not freshly prepared serial dilutions however, this was formally assessed in the report as no impact as SGD-1010 was
dosed to cytotoxic limits without evidence of mutagenicity.

11 Relative growth is calculated as: relative suspension growth x relative cloning efficiency/100
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Report Title: In Vivo Rat Bone Marrow Micronucleus Assay ‘ Study No.: 8204151 ‘ CTD No.: 4.2.3.3.2-1 (&)
Test for Induction of: Bone marrow micronuclei Treatment Schedule: Single dose
Species/Strain: Rat/Sprague Dawley Sampling Time: 24 and 48 hours after dosing
Age: 8 weeks Method of Administration: Intravenous bolus injection ‘ GLP Compliance: Yes} i
Cells Evaluated: Polychromatic erythrocytes Vehicle/Formulation: 3.9% 0.01N HC1/96.1% 0.9% sodium chloride for injection. USP (HCl/saline)
No. of Cells Analyzed/Animal: 2000 ‘ Treatment Period: 2
Special Features: Confirmatory micronucleus assay with antikinetochore analysis
Toxic/Cytotoxic Effects: Cytotoxicity found in 0.2 mg/kg 48 hour group.
Genotoxic Effects: Increase in micronucleated PCEs at 0.1 and 0.2 mg/kg. Induced micronuclei were predominately centromere+ (aneugenic mode of action).
Evidence of Exposure: Cytotoxicity and increase in micronuclei in bone marrow.
Test Articl D k. u Ti Micronucleus Assayq
est Article ose (mg/kg) arvest Time % Micronucleated PCEs (MeanSD) Ratio PCE:NCE (Mean+SD)
HCl/saline 5 mL/kg 24 0.07+0.07 0.70+0.11
HCl/saline 5 mL/kg 48 0.08+0.09 0.82+0.21
SGD-1010 0.01 24 0.12+0.15 0.70+0.18
SGD-1010 0.1 24 1.18+0.33* 0.66+£0.16
SGD-1010 0.2 24 1.34+0.46* 0.55+0.07
SGD-1010 0.2 48 1.59+0.33* 0.38+£0.07**
Cyclophosphamide positive control 60 24 1.77+0.99* 0.69+0.10
. ) Confirmatory Micronucleus Assay++
Test Article Dose (mg/kg) Harvest Time % Micronucleated PCEs (MeanSD) Ratio PCE:NCE (MeanSD)
HCl/saline} 5 mL/kg 24 0.16+0.10 0.72+0.12
SGD-1010} 0.1 24 1.23+0.53 0.48+0.15
SGD-10107 0.2 24 0.93+0.46 0.23+0.10
Positive controls:
Cyclophosphamidet 60 24 2.13+0.33 0.46+0.05
Carbendazimti§ 1250 24 0.48+0.39 0.19+0.04
Carbendazimi § 1500 24 0.514+0.46 0.43+0.08

Footnotes appear on next page
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HCI: hydrochloric acid; GLP: Good Laboratory Practice; NCE: normochromatic erythrocyte; PCE: polychromatic erythrocyte; SGD-1010: monomethyl auristatin E (MMAE); USP: United States
Pharmacopeia.

*Significantly greater than the vehicle control, P < 0.01 (Dunnett’s t-test).

**Significantly less than the vehicle control, P <0.01 (Dunnett’s t-test).

1 1 animal from each of the cyclophosphamide, carbendazim, and 0.2 mg/kg groups, and 2 animals from the 0.1 mg/kg group, were used in the antikinetochore analysis.
14000 cells evaluated per animal.

§ Animals were dosed once daily for 2 days prior to harvest timepoint.

4| Five animals per treatment group were evaluated unless otherwise specified.

11 Three animals per treatment group were evaluated unless otherwise specified.

11 Test article characterization and/or stability testing were not conducted under GLP or statement of compliance was not available.
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Report Title: Intravenous Injection Study for Effects on Embryo-fetal Developmental and Toxicokinetics with SGN-35 and SGD-

Study No: CTD No.:
8204397 42352-1 (&)

Species/Strain: Rat/Sprague-Dawley

Duration of Dosing: GD 6 and 13

Initial Age: 12 weeks

Day of Mating: Prior to confirmation, Day 0

Date of First Dose: -il

Day of Caesarean Section: Day 21 of gestation

Special Features: None

Method of Administration: Intravenous bolus injection

Basis for High Dose Selection: R-Toxicity-34 (pilot study conducted at Seattle
Genetics) and MMAE dose is the molar equivalent of 10 mg/kg ADC dose

Vehicle/Formulation: 3.9% 0.01 N hydrochloric acid /
96.1% 0.9% sodium chloride for injection, USP

GLP Compliance: Yestt

No Observed Adverse Effect Level: Not determined

Design Similar to ICH 4.1.3: Yes

Treatment Control MMAE
Dose Level (mg/kg/dose) 0 0.2
Dams
Toxicokinetics: AUCq.j.s (ng-day/mL)
GD 6 NA 0.0162
GD 13 NA 0.0256
No. Pregnant 25 24§
No. Died or Sacrificed Moribund 0 0
No. Aborted or with Total Resorption of Litter 0 1
Clinical Observations (No. Animals)
Red/Black Vaginal Discharge (GD 13-21) 0 2
Pale, entire body (GD 21) 0 1
Pale, both ears (GD 16-21) 0 5
Red Fluid in Cage Pan (GD 19-20) 0 2
Body Weight¥ 379.4¢g 92.4%

Table continued on next page
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Treatment Control MMAE
Dose Level (mg/kg/dose) 0 0.2
Food Consumption (g/day)i 30.5 27.4
Mean No. Corpora Lutea 13.8 14.2
Mean No. Implantation Sites 12.8 12.8
Mean % Preimplantation Loss 6.8 9.3
Hematology (GD20)
Erythrocytes (E%/uL) 6.29 4.07
Hemoglobin (g/dL) 12.2 8.4
Hematocrit (%) 34.7 24.5
MCYV (fL) 55.2 60.8
MCH (pg) 19.4 20.6
MCHC (g/dL) 35.1 33.9
Platelets (E*/uL) 1256 1152
White Blood Cells (E3/uL) 10.74 8.68
Neutrophils (E*/uL) 3.83 2.27
Lymphocytes (E3/uL) 6.26 5.76
Monocytes (E3/uL) 0.45 0.48
Eosinophils (E3/uL) 0.10 0.03
Basophils (E3/uL) 0.02 0.02
Large Unstained Cells (E3/uL) 0.09 0.13
Reticulocytes (E*/uL) 174.7 555.9
Necropsy Observations
No remarkable observations (No. Animals) ‘ 25 ‘ 25§
Macroscopic Observations
Spleen, large ‘ 0 ‘ 2
Table continued on next page
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Treatment Control MMAE
Dose Level (mg/kg/dose) 0 0.2
Microscopic Observations
No. animals examined 3 5
Spleen, Hematopoiesis, Extramedullary, Increased 1 5
Thymus, Depletion, Lymphocytes 0 1
Thymus, Tingible-Body Macrophages, Increased 0 0
Uterus, Placentation Site, Involution/Resorption 0 0
Vagina, Mucification, Pregnancy-Associated 3 5
Bone Marrow, Sternum, Erythroid Hyperplasia 0 0
Bone Marrow, Sternum, Hypercellular 0 2
Litters
No. Litters Evaluatedq 25 23
Mean No. Live Fetuses Per Litter 12.7 9.6
No. Live Fetuses 317 220
Mean No. Resorptions 0.1 33
Mean % Postimplantation Loss 1.0 24.3
Mean Fetal Body Weight (g) 5.63 5.37
Fetal Sex Ratios (M:F) 52:48 45:55
Fetal Anomalies:
Gross External Anomalies
External Variation, Fetal Incidence (%) 0 1(0.5)
External Variation, Litter Incidence (%) 0 14.3)
Curly Tail, Fetal Incidence (%) 0 1(0.5)
Curly Tail, Litter Incidence (%) 0 1(4.3)
External Malformations, Fetal Incidence (%) 0 3(14)
External Malformations, Litter Incidence (%) 0 3(13)
Table continued on next page
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Treatment Control MMAE
Dose Level (mg/kg/dose) 0 0.2
Protruding Tongue, Fetal Incidence (%) 0 1(0.5)
Protruding Tongue, Litter Incidence (%) 0 1(4.3)
Malrotated Hindlimbs, Fetal Incidence (%) 0 2(0.9)
Malrotated Hindlimbs, Litter Incidence (%) 0 2 (8.7)
Umbilical Hernia, Fetal Incidence (%) 0 0
Umbilical Hernia, Litter Incidence (%) 0 0
Gastroschisis, Fetal Incidence (%) 0 2(0.9)
Gastroschisis, Litter Incidence (%) 0 2 (8.7)
Agnathia, Fetal Incidence (%) 0 1 (0.5)
Agnathia, Litter Incidence (%) 0 1(4.3)
Visceral Anomalies
Soft Tissue Variations, Fetal Incidence (%) 1 (0.6) 0
Soft Tissue Variations, Litter Incidence (%) 1 (4.0) 0
Dilation of Lateral Ventricle(s), Fetal Incidence (%) 0 0
Dilation of Lateral Ventricle(s), Litter Incidence (%) 0 0
Absent Innominate Artery, Fetal Incidence (%) 1 (0.6) 0
Absent Innominate Artery, Litter Incidence (%) 1 (4.0) 0
Dilated Ureter(s), Fetal Incidence (%) 0 0
Dilated Ureter(s), Litter Incidence (%) 0 0
Soft Tissue Malformations, Fetal Incidence (%) 0 1(0.9)
Soft Tissue Malformations, Litter Incidence (%) 0 1(4.5)
Situs Inversus, Fetal Incidence (%) 0 1(0.9)
Situs Inversus, Litter Incidence (%) 0 1 4.5
Testis(es), Reduced Size, Fetal Incidence (%) 0 0
Testis(es), Reduced Size, Litter Incidence (%) 0 0
Table continued on next page
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Treatment Control MMAE
Dose Level (mg/kg/dose) 0 0.2
Skeletal Anomalies
Skeletal Variations, Fetal Incidence (%) 18 (11) 21 (19)
Skeletal Variations, Litter Incidence (%) 11 (44) 12 (52)
Incomplete Ossification of Skull, Fetal Incidence (%) 0 0
Incomplete Ossification of Skull, Litter Incidence (%) 0 0
Bipartite Vertibral Centrum (A), Fetal Incidence (%) 7(4.3) 8(7.1)
Bipartite Vertibral Centrum (A), Litter Incidence (%) 5(20) 6 (26)
Less Than Four Caudal Vertebrae Ossified, Fetal Incidence (%) 0 0
Less Than Four Caudal Vertebrae Ossified, Litter Incidence (%) 0 0
25 Presacral Vertebrae, Fetal Incidence (%) 0 1(0.9)
25 Presacral Vertebrae, Litter Incidence (%) 0 14.3)
5th/6th Sternebra(e) Incomplete Ossification, Fetal Incidence (%) 2(1.2) 327
5th/6th Sternebra(e) Incomplete Ossification, Litter Incidence (%) 2 (8.0) 3(13)
Sth/6th Sternebra(e) Bipartite, Fetal Incidence (%) 0 1(0.9)
5th/6th Sternebra(e) Bipartite, Litter Incidence (%) 0 14.3)
Other Sternebra(e) Bipartite, Fetal Incidence (%) 1 (0.6) 0
Other Sternebra(e) Bipartite, Litter Incidence (%) 1 (4.0) 0
5th Sternebra(e) Unossified, Fetal Incidence (%) 2(1.2) 0
5th Sternebra(e) Unossified, Litter Incidence (%) 1 (4.0) 0
Sternebra(e) Asymmetrically Ossified, Fetal Incidence (%) 0 1(0.9)
Sternebra(e) Asymmetrically Ossified, Litter Incidence (%) 0 1(4.3)
6th Sternebra(e) Unossified, Fetal Incidence (%) 0 1(0.9)
6th Sternebra(e) Unossified, Litter Incidence (%) 0 14.3)
Other Sternebra(e) Incomplete Ossification, Fetal Incidence (%) 0 0
Other Sternebra(e) Incomplete Ossification, Litter Incidence (%) 0 0
Table continued on next page
T AT T AR 43



TRV T NRFL GRIETRR) 267
HHEHBHER
Treatment Control MMAE
Dose Level (mg/kg/dose) 0 0.2

14th Rudimentary Rib(s), Fetal Incidence (%) 8 (5.0) 7(6.2)

14th Rudimentary Rib(s), Litter Incidence (%) 6 (24) 6 (26)

13th Rudimentary Rib(s), Fetal Incidence (%) 1 (0.6) 1(0.9)

13th Rudimentary Rib(s), Litter Incidence (%) 1(4.0) 14.3)

Wavy/Bent Rib(s), Fetal Incidence (%) 0 1(0.9)

Wavy/Bent Rib(s), Litter Incidence (%) 0 14.3)

Incomplete Ossification of Rib(s), Fetal Incidence (%) 0 0
Incomplete Ossification of Rib(s), Litter Incidence (%) 0 0

Less Than Four Metatarsals Ossified, Fetal Incidence (%) 0 1 (0.9)

Less Than Four Metatarsals Ossified, Litter Incidence (%) 0 14.3)

Skeletal Malformations, Fetal Incidence (%) 0 2 (1.8)

Skeletal Malformations, Litter Incidence (%) 0 2 (8.7)

Mandible(s) Malformed, Fetal Incidence (%) 0 1(0.9)

Mandible(s) Malformed, Litter Incidence (%) 0 14.3)

Misaligned, Fused, and/or Absent Caudal Vertebra(e), Fetal Incidence (%) 0 1(0.9)
Misaligned, Fused, and/or Absent Caudal Vertebra(e), Litter Incidence (%) 0 14.3)
Split Sternebra(e), Fetal Incidence (%) 0 1(0.9)

Split Sternebra(e), Litter Incidence (%) 0 1(4.3)

Shortened Long Bone(s), Fetal Incidence (%) 0 1(0.9)

Shortened Long Bone(s), Litter Incidence (%) 0 1(4.3)

ADC: antibody-drug conjugate; GD: gestational day; GLP: Good Laboratory Practice; ICH: International Council for Harmonisation of Technical Requirements for Pharmaceuticals for Human Use;
MCH: mean corpuscular hemoglobin; MCHC: mean corpuscular hemoglobin concentration; MCV: mean corpuscular volume; MMAE: monomethyl auristatin E (also known as SGD-1010); NA: not

applicable (or insufficient number of fetuses to determine parameters); USP: United States Pharmacopeia.

1 Evaluated at GD 21 at scheduled caesarean section. For control, group mean is shown.

1 Evaluated at GD 4-21.

§ Planned for 25 dams; 1 female was not pregnant. Clinical and examination at necropsy (gross and microscopic) were performed.

4 Number of litters with viable fetuses
T Stability testing and test article characterization were not conducted under GLP.

For treated groups, percent differences from control are shown.
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Report Title: A Preliminary Embryo-Fetal Development Study of Enfortumab Vedotin by Intravenous Injection in Rats

Design similar to ICH 4.1.3: Yes

Duration of Dosing: Day 6 and 13 of gestation (GD 6 and 13)

Study No. 20119695

| CTD No.:4.2.3.5.2-2

Species/Strain: Rat/Sprague-Dawley

Day of Mating: GD 0

Day of Caesarean Section: GD 21

Initial Age: 59 to 73 n ap_val
Date of First Dose: -ﬂ

Method of Administration: Intravenous bolus

GLP Compliance: Yesq

Special Features: None

Vehicle/Formulation: 5% (w/v) sterile dextrose solution

No Observed Adverse Effect Level:

Fo Females: Not determined

F1 Litters: Not determined

Dose Level (mg/kg/dose) | 0 (Control) | 2.0 | 5.0
Noteworthy Findings

Dams

No. Pregnant 6 6 5

No. Died or Sacrificed Moribund 0 0 0

No. Aborted or with Total Resorption of Litter 0 0 5

ADC Cuax (ng/mL)§§ - 28.6 82.1
Clinical Observations - - -
Necropsy Observations - - -

Body Weight on GD 21(%)t 384.7¢g -8.6 -29.7**
Food Consumption from GD 6 to 21 (%)t 24.7 g/day -4.0 -8.7%
Mean No. Corpora Lutea 15.3 14.0 20.8
Mean No. Implantations 13.3 12.7 15.6
Mean % Preimplantation Loss 10.13 9.08 20.34
Litters

No. Litters Evaluated 6 6 0§
Mean No. Live Fetuses 12.3 9.2 O#
Mean No. Resorptions 1.0 3.5 15.6#
No. Dead Fetuses 0 0 0
Mean % Postimplantation Loss 7.23 26.38 100.00#

Table continued on next page
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Dose Level (mg/kg/dose) | 0 (Control) | 2.0 | 5.0
Litters, continued
No. Litters Evaluated 6 6 0
No. Fetuses Evaluated 74 55 0
Mean Fetal Body Weight (g) 5.698 5.118% NA
Fetal Sex Ratios (% males)T T 41.20 50.08 NA
Fetal Abnormalities
Gross External, No. Fetuses (%) | - 1(1.8) NA
Visceral Abnormalities, No. Fetuses (%) | 1 (2.8) 1(3.8) NA
Skeletal Abnormalities, No. Fetuses (%) | - 134 NA
Skeletal Variations
Asymmetric Sternebrae
No. Fetuses (%) | 0 3(10.3) NA
No. Litters (%) | 0 3 (50.0) NA
Fused Sternebrae
No. Fetuses (%) | 0 2(6.9) NA
No. Litters (%) | 0 2 (33.3) NA
Incomplete Ossification of Sternebrae
No. Fetuses (%) | 0 5(17.2) NA
No. Litters (%) | 0 5(83.3)& NA
Misshapen Sternebrae
No. Fetuses (%) | 1(2.6) 3(10.3) NA
No. Litters (%) | 1(16.7) 2 (33.3) NA
Misshapen Cervical Arch
No. Fetuses (%) | 0 2(6.9) NA
No. Litters (%) | 0 2 (33.3) NA
Unilateral Ossification of Thoracic Centra
No. Fetuses (%) | 0 3(10.3) NA
No. Litters (%) | 0 3 (50.0) NA
Total Affected Litters (Fetuses) | 2 (3) 6 (10) NA
-: No noteworthy findings
ADC: antibody-drug conjugate; GD: gestational day; GLP: Good Laboratory Practice; NA: not applicable.
Dunnett’s Test *: P < 0.05, **: P <0.01; Dunn’s Test #: P <0.01; Wilcoxon Test $: P <0.05; Fisher’s Exact 2-Sided Test &: P < 0.05
q Test article characterization and/or stability testing were not conducted under GLP.
Footnotes continued on next page
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1 After 2 weeks from first dosing. For controls, group means are shown. For treated groups, percent differences from controls are shown. Statistical significance is based on actual weights (not on the
percent differences).

1 Group excluded from statistical analysis because n<3

§ Number of Litters Examined is defined as only animals euthanized on schedule with at least 1 live fetus for that examination, thus due to no viable fetuses, 0 litters
§§ ADC concentrations determined at 10 minutes following the second dose (GD13)

11 Includes all animals scheduled to be euthanized and at least 1 live fetus for all examinations.

11 Calculated based on litter means/values.
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Species/ Strain

Method of Administration

Doses (mg/kg)

Gender and No.

Per Group

Noteworthy Findings

CTD No.
(Study No.)

Sprague-Dawley rat

iv bolus

0,0.5,2,and 5

M:10
F:10

Injection site findings were limited predominantly to minimal
abnormal mitotic figures and single cell necrosis of the
epidermis and/or adnexa including hair follicles and
sebaceous glands at > 0.5 mg/kg/dose. Moderate necrosis
of the subcutaneous tissue and regionally extensive area of
epidermis, with ulceration, was limited to a single female
animal at the 2 mg/kg/dose level and considered possibly
associated with extravasated test material during injection
due to the lack of similar findings at higher dose levels.

42323
(20117437)

Cynomolgus monkey

iv infusion

0,3

M:5+
F:57

Injection sites of some animals dosed with enfortumab
vedotin had minimal or mild diffuse acanthosis, mild
perivascular mononuclear inflammatory cell infiltrates and
minimal fibrosis. These changes indicate a slightly increased
inflammatory response at injection sites in animals dosed
with AGS-22MG6E and enfortumab vedotin, compared to the
procedure-related inflammatory changes noted in controls.

42325
(20021751)

Local tolerance was evaluated as part of the GLP studies.

M: male; F: female

AGS-22M6E: hybridoma derived fully human monoclonal antibody conjugated to cytotoxic agent monomethyl auristatin E targeting Nectin-4.
1 Number of animals includes main and study animals euthanized on day 29 and recovery animals euthanized on day 71.
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Species/ Strain

Method of
Administration

Duration of
Dosing

Doses (mg/kg)

Gender and No.
per Group

Noteworthy Findings

CTD No.
(Study No.)

Sprague-Dawley rat

iv bolus

4 weeks
(qlw)

0,2

A 24-week recovery study was conducted (GLP) to
determine the recovery of testicular toxicity of
enfortumab vedotin, when given by intravenous bolus
injection once weekly for a total of 4 doses (on study
days 1, 8, 15 and 22) to Sprague Dawley rats.
Enfortumab vedotin-related decreased testis and
epididymis weights were noted from day 29 through
day 127, and resolved by the end of the recovery period
on day 190. Enfortumab vedotin-related microscopic
findings were noted in the testes
(spermatid/spermatocyte depletion and/or vacuolation
of the seminiferous tubules) and epididymis (cell
debris) on day 29 and on recovery days 64, 127 and 190
but had decreased incidence by the end of the recovery
period. Therefore, it was concluded that the testicular
toxicity associated with enfortumab vedotin was
partially reversible.

42.3.7.7-1
(20135474)

Table continued on next page
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Species/ Strain

Method of
Administration

Duration of
Dosing

Gender and No.

Doses (mg/kg) per Group

Noteworthy Findings

CTD No.
(Study No.)

Human islets and skeletal
muscle cells

NA

4 and 12 hour
incubation
periods

0.01 — 100 ng/mL
MMAE
0.01 — 100 pg/mL
MMAE ADCY

2 donors (human
islets) and human
skeletal muscle
cells

Neither h00-1006(4) nor MMAE inhibited
glucose uptake by skeletal muscle cells at the
relevant in vivo concentrations tested. There was
no change in human islet cell viability after a 4-
hour exposure to either test article at these same
concentrations. There was no biologically
relevant change in the amount of insulin secreted
from islets at 4 hours in response to h00- 1006(4)
at any concentration tested. When exposed to
h00-1006(4) at low or high glucose, there was a
non-concentration-dependent slight decline in
islet viability at 12 hours but not at 4 hours; due
to the lack of dose response, these changes are of
uncertain relationship to h00-1006(4). While
most changes from treatment with MMAE
occurred at concentrations that were not
biologically relevant, MMAE did cause changes
in islet cell viability in high glucose conditions.
However, these data do not demonstrate a
relationship of enfortumab vedotin contributing
to the onset of hyperglycemia.

423772
(%)
022-076622)

Tissue cross reactivity of
AGS-22M6E with
cynomolgus tissues

Tissue titration-
Frozen tissue

NA

AGS-22M6E-biotin at

3, 10, or 30 ug/mL 5 donors

Positive immunostaining was localized in the
epithelium of the skin, esophagus and tonsil.

42.3.7.7-3
(%)

E-002)

Table continued on next page
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Species/ Strain

Method of
Administration

Duration of
Dosing

Doses (mg/kg)

Gender and
No. per
Group

Noteworthy Findings

CTD No.
(Study No.)

Immunohistochemical
evaluation of Nectin-4
expression in normal human
tissues

Formalin-fixed
and paraffin-
embedded tissue

NA

Mouse anti-human
Nectin-4
M22-244b3.1.1.1 at
7.5 pg/mL

Tissue
microarrayf

Using the mouse anti-human Nectin-4 monoclonal
antibody M22-244b3.1.1.1, specific positive
staining for Nectin-4 was identified in the major
types of constitutive cells of the bladder, breast,
esophagus, larynx, pituitary gland, placenta,
salivary gland, skin, stomach, testis, ureter and
uterus. Specific positive staining was also seen in
a minor population of cells of the kidney, liver,
lung, pancreas, prostate, thymus and tonsil. The
staining of the mucosal glands of the other
gastrointestinal tract organs, including small
intestine, colon and rectum, were mostly weak.

42.3.7.7-4
(%)

&-oon)

Tissue cross reactivity of
AGS-22M6E with human
tissues

Tissue titration-
Frozen tissue

NA

AGS-22M6E-biotin at
2.5,5,and 10 pg/mL

3 donors

In a GLP TCR study, positive immunoreactivity
was observed in the eye (corneal epithelium),
esophagus (surface layers of epithelium), placenta
(syncytiotrophoblast), skin (surface epithelium and
luminal aspects of hair follicles and occasional
glands), tonsil (squamous epithelium), uterus
(surface layers of squamous epithelium).

423.1.7-5
(8236219)

Photosafety: molar extinction
coefficient determination

In vitro

NA

NA

NA

MMAE has no absorption in the range of
290-700 nm, and veMMAE (MMAE with
valine-citrulline linker) and
N-acetylcysteine-veMMAE did not meet the
criteria for phototoxicity testing as defined in ICH
S10 and therefore is not considered to present a
direct risk for phototoxicity.

423.7.7-6
(%)
(TRN-2926-A)

ADC: antibody-drug conjugate; AGS-22M6E: hybridoma derived fully human monoclonal antibody conjugated to cytotoxic agent monomethyl auristatin E targeting Nectin-4; ICH: International Council
for Harmonisation of Technical Requirements for Pharmaceuticals for Human Use; MMAE: monomethyl auristatin E; NA: not applicable; TCR: tissue crossreactivity; vc: valine-citrulline.

+ MMAE ADC=h00-1006(4), a non-binding ADC conjugated with the same linker and payload (MMAE) as enfortumab vedotin.
} Three tissue microarrays were used representing 36 human tissues.
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