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— & ARV RRF

2612 ITURILYTT REFUDOFEEER

TURNY =T NRFUNL, F NI ERREER OIS ANY v b 2 (ve)

LA I RBTaANY v a—%20 LT, 2t M gGlk £/ 7 n—F 4k (AGS-22C3) &
WNERERE ) AF LT 7Y ZAFF 2 E (MMAE) %56 SE-HEEHEELK (ADC) Th
% (¥2.6.1-1), PUEOEB T AN T 4 NREGETERT DV AT A VIRETHEIE D720, 15
LN DEEROIEMHURLITH 3.8 TH D, Nectin-4 (%, #3557 1D Nectin 7 7 I U —IZJEFT 5D
66kDa D 1 BURE @ & /X7 Th H, Nectin 1%, HEEMAIIBITA2HREROANT2OX G D b
7 U A EAEM 2 LT Ca? IRk FE O Mlaf B2 2 hir L, Miaos), H5E, Mk, AF
KO bz BT LFR2 PRI RE A+ £ B A BN TW% [Rikitake etal, 2012], Nectin-4 |
B O, FRZIRES EROR, FUEE, Bk, WKL OWREYE TRBL L TR Y [Challita-Eid et al,
2016], Nectin-4 O EFEIUTHEEBOET RO UTFEAR LBAET 5 Z LAHRE SN TVD
[Sethy et al, 2020; Zhang et al, 2018; Nishiwada et al, 2015; Takano et al, 2009], Nectin-4 |IJR ¥ 5z
FAIEREICERB L T D Z D, HEAENRIRRIEN L 72 5,

TURNY T RKF UL Nectind X 2 XTEDOV RAA NFEGT D, #EESNDHIEH
Byl LT, = hny <7 RXRFUIMNERT O Nectin-4 (2R 6%, MRNICEBITL, ve
U U A=W R B REESR T K0 Ul S MMAE 2SI S D, AP i &
NIZMMAE (3F 2—7 ) VEAEZMEFL, ARhoZsikasl k27,

X 2.6.1- 1 IURILYRT REFUDOEE

PABC
(p-aminobenzyl alcohol carbamate)

valine-citrulline

\L SGD-1010 (MMAE)

SGD-1006 (Drug-linker)

AGS-22C3: IgG1 kappa monoclonal antibody; IgG1: immunoglobulin G1; MMAE: monomethyl auristatin E; PABC: p-
aminobenzyl alcohol carbamate
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26.1.3 M- HE
BESEAEIE e IO L TR BT R 7R R B LA

26.1.4 HAiE-HRE

W, AN ALY ~T XRF GBEHEBZ) & LTI1E1.25mgke ((KE) %
30 43 LA B AR L, 1 RIS A 3 L, 4B IXMREST S, 2o 28 HEE 1Y
A NE L THEEEBY KT, REN 100kg #2558 100kg & LTEHEL, 1R1%4720
DIRFE 58T 125 mg ZB AN L,

26.1.5 ZEXM—E
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#*26.2-1 PC3fifa EIZHI L I#k< 7% Nectin-4 ALY AT Z VNI EIZHT B

AGS-22M6E M E M T DHEEHMME (Ko) ERAMABEEHENXE Bmad) oo 8
$26.2-2 T47D LIZHFEIR L=k k Nectin-4 239 % AGS-22M6E K U AGS-22M6 M

ENTOREHRMME (Ko) ERRMEBEEELE Brax) v, 9
£ 2.6.2-3 HRGHBEKICEHE TS AGS-22M6E DHIAIEEEME ..o 1
#£26.2-4 E b Nectin-4 I8 PC-3#IBIZHITHTURILYTT REFUEAGS-

22MBE DS IEME oo 11
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BERUVRAENO—E

AR DB E

W& 55 M OV 5 EF%
ADC antibody-drug conjugate : FLIAIEYE SR
ADCP antibody-dependent cellular phagocytosis : FUAKIFIEE &
AGS22 Nectin-4
AGS22d8 Nectin-4 variant lacking exon 8 : =7 >/ > 8 % Rk L 7= Nectin-4 D%
LS
AGS-22C3 F XA == AN LA Z —INEHNE 2 O THRLE L 725 Nectin-4 5842 &
NUE ) 7 —F ik
AGS-22C3E enfortumab vedotin : = KLY ~<vT XKNF
F ¥ A =— AN AX—IIEAE & O TS U 7281 Nectin4 522 &
MNUE ) 7 a—FAHURIZE ) AF VT 7 ) AZF R G S
TR AR (iR EA)
AGS-22M6 ATV R =<z A THGE L 72HT Nectin4 5e42 b T 2 7
o —J LBk
AGS-22M6E ATV R—=< iz A THGE L 72HT Nectin4 5e b ME 2 7
2—FAHURIZE /) AF VT 7 ) RAZF B EfEG SRy
BEIE
AGS22-tag5 human Nectin-4 protein : & I Nectin-4
ASG-22CE enfortumab vedotin : =RV ~T N RFF
F ¥ A =— AN A X —FIEHIN %2 O CHlE L7281 Nectin4 22 £
NMUE ) 7 a—F VHURIZE ) AF VT U Y ZAZF U E afEia &
Te RSB S IR (RS LA
CHO Chinese hamster ovary : ¥ A =— X /A A X —PIE (fifa)
Cinax maximum concentration : 5z 5 e B
CPI checkpoint inhibitor : F = v 7 A8 A o FHEHK
ECso half maximal effective concentration : 50%78 i &
ECG electrocardiogram : /[2FE[X]
GFP green fluorescent protein : FREAHIEZ /37 B
GLP Good Laboratory Practice : [ 3£ O 2212 B4 5 FEEG AR O F
RF
H3-1.4.1.2-vcE control antibody conjugated using the same linker and toxin as AGS-22M6E
and enfortumab vedotin : AGS-22M6E S R/VY <7 N KNF b
[fl—d VY 71— & toxin Z G S W7 RPTEA
hERG human ether-a-go-go-related gene : & |k ether-a-go-go P R 1
ICso half maximal inhibitory concentration : 50%H & &
ICH International Council for Harmonisation of Technical Requirements for
Pharmaceuticals for Human Use : [% 3£,/ 36| 58 Fn[E BE ik
Kp dissociation constant (apparent binding affinity) : fiZBEEL (T OFE
ABLFTE)
MMAE monomethyl auristatin E : <&/ A F /LT U U AXF L E
PC3 i human prostate cancer cell line : & b i 37 JR5E A ARAR
PC3-AGS22 PC3 cells engineered to express human Nectin-4 : £ b~ Nectin-4 38l PC3
il
PI particular intensity : & DR
QTcF Fridericia corrected QT interval : Fridericia ® =2 & Y A 1E L7z QT k&
SCID immunodeficient mouse strain : BAEH S RE AR

T24-hNectin-4

human Nectin-4 expressing T24 cell line : Nectin-4 % /&85 S+ 7 PRt
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FEIREABR D E
W 55 M O 8 EF
iRl
TMA tissue microarray : JEG#k~ 1 7 27 LA
ucC urothelial cancer : JK & bR
UM-UC-3-hNectin-4 human Nectin-4 expressing UM-UC-3 cell line : & h Nectin-4 % #lfd 3% &
([ZFEHLT 2 UM-UC-3 Hllfaik
ve valine-citrulline : /XY > -3 h LU >
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2621 F&OH

TURNY T RRFL (ASG-22CE, AGS-22C3E) 13X, & /37 Bk coli s
NRYew by (ve) VA RB7aA0) o —%20 LT, 22t MY IgGlk Hiil & 4
INETLEIRE ) AF LT Y ZAXF 2 E (MMAE) %A SEEIUEREMESIK (ADC) ThD
[Challita-Eid et al, 2016], = H/LY~T XRFUN, LIFOLI REEEOT ot A% T
EPTENZ BT HEEZ2ONTWD, T7obb, ZUhRLVY <7 RXRFUEMaER O
Nectin-4 & > /37 B IZfEH L T ADC-Nectin-4 AR AT 5. B S - EERITMENIZE
TL, VY Y —L/Na~E@ESNT-%, Z oY ESREESEIC L AUIWEIC X > T MMAE 23
R NIC 78 S 1% [Doronina et al, 2003], Z MMAE N T =—7 Y v EAEZMHEL, G2/M HiiC
AR R 245 1 S, A T R b — R & 51X 23 [Francisco et al, 20031, [ 3 5 4L 7
FEE=EE (ICH) oA 74 2 THUEEEE IO IR THmIC T 2 71 RZ 1) (ICH
S9 X TN ICH S9 Q&A) IZHEVy, F = v 7R A v MEFEI (CPD FIEH UIFIER B ET
L 72 JRPT AT ST MR R B LR (UC) B DIRRICRIT 2 &2 ¥R — M3 572012,
—EOIEFHRIEIRRIC LV =R LY~ T R RF U OISR & E e L7,

W, ATV R—~<#lEhsk ADC TH 25 AGS-22M6E % VT o FE i A R BR & 50 L
7o, O, RO, SELROCRETROM EZHBE LT, FrA4=—X L2 Z—Ji}
(CHO) #iflaiskod ADC THDHZ VRNV ~T XKFUzHLE, =vhLrYy~T7 XK
F 0%, AGS-22M6E & [REEOEETH D (72 /7 BEESI, VU v 1 — KOG SR A3 F)
—), TUHRAY T NXRF L AGS-22M6E D RIGENEI, HEIA T B OVE 00 70 FrE R
B, FEEIR TV v U 7B, ROWRKR T Y v U FRERIC LV MR S, EYEhEE ) N OV
PEARRE R RIS T D 2 EAVRENTZ (20021751 5B M OV AGS-22M6E-11-1 #48%), AGS-
2OM6E [FHAE CIEBRRBRE ZFIE L TWER, =Ry ~T NXRFULFEETHD EEZ
BNDHZ LD, KHFEEZEMIT I ORBIEH I TND,

26211 HAZEEMNITDHHER

Nectin-4 (X, %< DERST-Z A4 TOEFITEFFELL THBY, MEtLice MEFEO 50%2L 1
[CRBLL T, BEEZRBEBNRD b= O EbE, Uik OE TH - 7=,

AGS-22M6E 1%, t MalZigpsfifark (PC3 Mifln) OFRmICIMKMEICHBLS S N, =7
A YN, Ty RO~ AD Nectin-4 4 /VY v 7 X X7 F, WONZ Nectin-4 % NEPEIZ R ELT
%t MEAIRRRICE BRANCHEAS Lz, AGS-22M6E Dt h, h=7 AP, Tv FRP<T A
Nectin-4 (2492 F T ofEaBifME (REEEE, Kofl) 1%, Z1£410.387, 0434, 0.463 K&
WM3.79nmol/L TdH-7-, CHO kD= RNy ~7 XRFUKRONA T Y R—<HEKD
AGS-22M6E 1TV Ty, 1FIER—D BT D KpfE Tl b Nectin-4 F51 PC3 il (2 R BAY I
B L= E0D, ENFRICHT DA BAEILRIE CTH 5 Z E RS L7z, AGS-22M6E (3,
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Nectin-4 23814 2% Ratl(BE)Mifd (7 > MHCROBHEZMMIAER) 1SRG L), REa /&Ry
'ECd 5 Nectin-1, Nectin-2 X|E Nectin-3 #5895 Ratl(B)FILIZITFES Lo Tz,

TURNNY T NRF UL, HIFEE T O Nectin-4 % > X7 B L§EA L, ADC-Nectin-4 AR
BT 52 L2 XY, WO L il EEE R~ T EEX B TWD, AGS-22M6E (3,
NI Nectin-4 & BUHEOAK J ONE A5 2 12 K 0 MIAEZR A 1C Nectin-4 2 %8Bl X 7= flllakkic
Lo THIRINIZEL Y A E T2, BV AT 4 BEE E TIZIRR L-VLIZEL, TO®HBD Lz, K
H S NG EYE T 5 MMAE 1%, Nectin-4 [CIEfF L TSNS Z LVRENT,
lugmL DRV ~<T NXRFUAZKY, FK 249 nmol/L @ MMAE 73 Nectin-4 J& B
AIEPIC REEE S U728, Nectin-4 Z 85 L 72 W BUIEEE Tl MMAE O ABIE PN IR EE 13 H R AR R
i L~V Th o7,

TRV T NRF KON AGS-22M6E [ZV 4L, Nectin-4 FE BRI 3 L CLRIE[AFR
FEDORh T TG EEAZHE L= 2 & 205, Nectin4 BEMIGICHdT DR y<T7 <K
F 2 & AGS-22M6E OIS FEIGHIZRIRRE CTH D Z LR Sz, S 6IZ, =7 YV 8 BRIk
LA R A A AZBWT 25 7 X/ % R L7z Nectin-4 28 B4k (AGS22d8) Z##E A L7- PC3
BT, =Ry <7 NRF DK DMIREESOGIL B AR Nectin-4 & [FIFEECTH -
72e TURILY<T R RF D Nectin-d ~DFEAITH L THiAT 5 AHeME D 3 % Nectin-1-Fc
78 (1pgml) ZHMLTHT Ry ~T  RXRF AL DS EREICITE L
Rinole, TURNY =T NRFF T, Nectin-d B MId 259 2 EHR 2o G E 151
&, JAPHD Nectin-4 BEMEIEARD L 532 BB 2234 2 & 0 2 —Zh SR K 2 il st 2 s L
72

JEEIERE R SRS AG-B1 BFERBAEE 7 /12BN T, AGS-22M6E 0.8 mg/kg 1 5%7 % % k
m— A (R &M U TR HPRIIC A BICIEBHEIE ZPAE L (P <0.0001), 75.7%0 5 HEFEAD
fzRLTz, £, =Ry ~T NXRFF 0305 mgkg THEbEREBE HRIES AG-BS FfE
T T /VZ I T 2 G 2 PR U 7o, FUps B BRI AG-Br7 BEMAEE 7 /LB W T, 1.0
X% 2.0 mg/kg 73 2 A G- LZBEo= o Ry <7 RREF KON AGS-22M6E O HUEHE
IR Ch o 7o, BIARFOIER OERFICXT 5 21 B BIZBIT 2 EHEOBfERIE, = hLry
~7  NXRF UK AGS 22M6E 2.0 mgkg TEIEIL 68 KT 70% (P<0.01) THh Y, B
TTICEBIT D WE ORISR SN,

2.6.21.2 REMFEEAER

t b ether-a-go-go B#&E 51 (hERG) F ¥ R/AZI L= U U AERICKT D MMAE D%
% invitro CaFfli L7z, ADC (= Ry ~7 ~NXRKF 2 WL AGS-22M6E) O in vivo Z 3K
FEAEE, —MEERBRO—HE L fTo 7,

MMAE [ ZIEERFRICH U v 2 EREZLE L (129-09-001 7857), S0%FHEFERE (ICs) 1X
100 pmol/L (BEIRHESREHBECOZ RV Y <7 R RFUHHGRHICED 572 MMAE Ot K
Cmax [EV-201 3Bk, 7 —#F > hA7H : 201943 H 1 H] ® 19405 1%) ##x, =2 HL>Y
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~ 7 NREFUATQTHIRRICHEET DLV A NIEEA LR ENREINT, AGS-22M6E (3,
=27 A F M 6 mgkg (ADC D Crax [EERARIEEHETOE b Crax D 5.5 15) F THARNE G- L
TbH, QTc MLV RR [HfE (L) &1 0ER (ECG) /ST A—X|ZEEBL KIFST, M
ITENRE ST A —% () 126 BEE KT I eoT2 (20005664 5858), =7 A4 Flzz ik
NV <7 NREF U 3mgkg £T (20021751 #BR) K N AGS-22M6E % 6 mg/kg £ T
(20005664 F5ER) 5L T, [TEICHER ~OREE RET 5 —RIERITA LR -T-, &
12, VALY =T NRRF T AGS-22M6E DWWz EIRNEES G mgkg) LTH, #BR
WE B GATER U 7o ARIE ST A D EAGITIRD iz > 72 (20021751 385R) .
UbkzfsLHDHE, ADC (AGS-22M6E T iR/LY <7 NXEFL) OLMER, Hfxs
TR R OSBRI D5 20%, D7e< & bERARHERHA ERGRFO L N Cuex D 5.5 f5OIREE £ T
RO BRI T,

2622 MMAZEEMITHHER

2.6.221 E ME#EEIZH TS Nectin-4 FI
%H%ﬂ4zm4(§)
Nectin-4 [ZFFBRIICHEST D~ T AT 7 a—FAHiRE VT, b MEEHEICE
Nectin-4 #H1 % #Ffi L 7= [Challita-Eid et al, 2016] (EJJ-007 #8%), ¥ > 7/ icH1F % Nectin-4
OFBUL, MfaOGLaERE (1, 3=, 2=, 1=K, 0=fatt) KOYFEOME (P) 2025
PEREESMIL O F RIS KV FHMEL, 227 {b Lz, 0~300 OHPHD H-A 27 2k AUHES T
Bx DY T IO TEB LT

3
H=ZI*PI
1=0

TREOEEN HIER LTz 34 D fESHKk~41 7 27 L4 (TMA) ET, b MEEE 2394 SERICIH
{7 % Nectin-4 F 8L 2 b1k (HC) (IS X 0 EHEi L7z, il L7202 Tz 0T,
TMA &Y > 7 Oi8 (> 50%) 73 Nectin-4 BETH Y, 200~300 OFiPHD H-2 27 %78 L
7o TV OFNIG IR T 31%, FLE T 27% M QR T 13% Th - 7,

2.6.2.2.2 ¥RR1ZFED Nectin-4 ALY DT 2 N BE~DIEE

ISAHER4.2.1.1-2
AGS-22M6E 1%, PC3 MifdDREIIAKMEIZFI ST b, I=7 A4 ¥, Ty RO~V D
X@Nmm4ﬁwyﬂfnyﬁgﬁﬁiﬁﬁﬁébt(Mlﬂmﬁ%%
AGS-22M6E @ Kp fEl%, & b, =27 A%/, T bR~ A Nectin-4 [Z%f LT, £iE
110.387, 0434, 0.463 X379 nmol/L THh -7 (F2.6.2-1),
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£26.2-1 PC3#ifaLIZHI LI=#k4 % Nectin-4 ALY RS H /R0 BIZxT B AGS-
22M6E DR M T DHEEHEMME (Kp) ERAAEHEEHENAE (Bmax)
PC3-human- PC3-Cyno- PC3-rat- PC3-mouse-
Nectin-4 Nectin-4 Nectin-4 Nectin-4
Bmax (MFI) 822.9 1106 667.6 242.0
Kbp (nmol/L) 0.387 0.434 0.463 3.79

Bmax: maximal antibody binding fluorescence; Cyno: cynomolgus monkey; Kp: dissociation constant (apparent binding
affinity); MFI: mean fluorescence intensity; PC3: human prostate cancer cell line.

Source: Study RJl—OlS

INOHOMRIT, W= AP NE Ty PRBEHRBRICEN T2 @80 E8METHL LA RL
TV,

26223 TURILYTT REFUDERA#E

WAHER 421,13 (), 42114 (&), 42.1.1-5
TRV T NRF UL, MR OER) Nectin-4 & 454 L, ADC-Nectin-4 #&1K% FE ik
THZEICLY, BHRICR L ClEEEE R T EEZ LN TS, ZOFEARITIENICE
TL, VY Y—2/PRIZEESN, T2 CTve Vo I—NE o R ENEBERICE VYIRS D
Z L2 D MMAE 23 isH &41% [Doronina et al, 2003], #IfRPNIZiiH & 4172 MMAE I, T =—
7V CEAAEEL, MEEHE G2MBITER S, TR h— A &5 X 2§ [Francisco et
al, 2003], T HRNY T NRFUNE, TIVE TITHURK ARG S A R A R e 5 5
IR o Ty (EJ-046 45, EJ-047 B, —FH, =oALy ~T RRFU
3d HREOTURKTEER (ADCP) THMHEZ /R L7, AGS-22C3 CEWFERESIBUA) Xt
VRN =T R RFUTHTY = ARSI NTAERIIEI T 2 B RIEH OB &I, 40~70% T
bo7- (TRN-5259 #BR), LvL7en s, YIRS GIGURIINEG RFEBEE T VIV TH
AR RS Ip o722 v, ADCPIEMEIZ T VR VY ~T  RKRF v OFIEBIEED EE 2 E
FARERE & 135 2 5 Cuv/euy [Challita-Eid et al, 20161,

2.6.2.2.3.1 E b Nectin-4 ~DFESHMHE
WATERE42.1.1-6, 42.1.1-7, 42.1.1-8, 4.2.1.1-9
AGS-22M6E (ADC) K OSEWIEREAHIPATH D5 AGS-22M6 I, Nectin-4 Z NEMEIZHEBLT 5
b MEAE (PANC-02-03, HT-1376, NCI-H322M, AG-OVI1-XCL KX T47D) ZHRFHEMIC
L7z, T47D HifEiZxtd 2 BT @ Kp fiEild, AGS-22M6E K U8 AGS-22M6 DWW T 1B W T 1

0.011 nmol/L TH-7= (% 2.62-2) (RDJJ-013 588r).
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#+26.2-2 T47D EIZHI L= E b Nectin-4 [239 % AGS-22M6E K U AGS-22M6 D R H
(TOREHRNE (Ko) EEARAEEEALE Bra

AGS-22M6E AGS-22M6
Bmax (MFI) 215.1 243.2
Ko (nmol/L) 0.011 0.011

Bmax: maximal antibody binding fluorescence; Kp: dissociation constant (apparent binding affinity); MFI: mean fluorescence
intensity

Source: Study RJl—OlS

AGS-22M6E 1%, Nectin-4 31 Ratl(E)MIAIZFr AYICHE G L7y, RER T Z NI EHTHD
Nectin-1, Nectin-2, X% Nectin-3 23817 % Ratl(E)filaiZITREE LR o7 (Rll—OlS e
),

TURNVY =T RKF KO AGS-22M6E [TV h, B b Nectin-4 Z8L PC3 #lfg (PC3-
AGS22) ORMIZFFRMFES Lz, BT Kp ik, = hvy~7 RXRKFUT
0.060 nmol/L, AGS-22M6E T 0.057 nmol/L T&H > 7= (RD.-003 ) o

TRV T NRF KRN AGS-22M6E (XL, % B R Nectin-4 (AGS22-tag5)
ICRFBRIICHE ST 2 2 L BEEREIEEIC L > OURENT, AGS-22M6E (2495 = R
~ 7 XRF O GREY, FURRE-RES IR OGO END 50%A 2hiE

(ECso) MEDOERE L TRE L, T hLY <7 NXRFUOMRAREATEIE, T
AGS-22M6E D 92.4% & HH &7 (RD.-001 A, ZNHOREREMNS, =oALy ~wT X
R & AGS-22M6E (3 Nectin-4 (2554 % Rk L BAMPERRIETH 5 Z LR ST,

2.6.2.2.3.2 BEBtEIZH T HHBATEIT X
AR 42.1.1-10 (), 4.2.1.1-11

AGS-22M6E 1%, PNIKIM: Nectin-4 & BLHIARIE I ONZAMEIPEIZ Nectin-4 % F8HiL S 7= Mk o Hifa
PICBAT LT (E*-006 AR, =AY =T NRTF Y, MBS Nectin-4 % B &
W72 Rt AR T24-hNectin-4 (27 7 —2:1A9) (2T, Nectin-4 L EEEREER LT, V
VY — NEICHRE STz, 2T 4RO A v F a_X—T g VRIL, mURLY v TR

F 2 DORE TAMIENE,  F CHIRRRTRS AR F LWy, mohvy <7 RRFv
PHREAICBITLCU VY —2/Na S SRRET 5 2 L iR S L, L@ 24 RFfEClE, =
RVY =T NRF MR E S 7T VTR T E DRETh 722 Lvh, Nectin4 ([ZfE &
Llcm ANy ~7 RXKIFUORESITMBENICBITL, SISzl L nmmge Il
(TRN-5257 5RBR) ,

2.6.2.2.3.3 MMAE O#ifaR
WATERE4.2.1.1-12
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TURNY T N RF UL o TEE I L2 MMAE OfIANIRE 2 JIET 572012, T24
BUMINE M O T24-hNectin-4 (7 m— 2 1A9) flild% 100 (% 1000 ng/mL O R/LY <7 N R
F T 2R LT, FERFMIZHENT, HEAOPTIZL Y MMAE ORIl N 2 JIE L
oo TUHRNNYT NRF UL, LBRREE 100 &U 1000 ng/mL CTZ L2741 95 J UF 249 nmol/L
® MMAE % T24-hNectin-4 (27 v—2:1A9) MIfaNIZ2E=#E L7z, —J5 T, Nectin-4 [ T24 Bl
JEIZ 2528 S N7 HIN MMAE O£ X, ALEEE 100 ng/mL TIXER R (3.2 fmol/L) Afifii T
HY, 1000ng/mL TiX 0.6 nmol/L Th o7z, ZDOI b, =RV Y~<T7 XKFFUN
Nectin-4 KAFHNTFEHIIENIC MMAE 2363 5 2 L2VR ST, £, SObBMEEIc LY
1000 ng/mL DT 7RV <7 R RF AP L 5 T T24-hNectin-4 (7 72— :1A9) HifdaDZ%
AL R OUNE % >~ B U — 7 ORENBR S, ZnHofRICEy, mvhrvy~7 AR
F D3 Nectin-4 FGPEREDEEE AL OMIINIC, ARDHEEET 2 OIZ+4 720 (249 nmol/L)
O MMAE %% L= 2 L AVRIB S Tz, (TRN 5260 #RER) .

2.6.2.2.4 Nectin-4 3IFMAIC HHAIGEFE

AGS-22M6 (GEMFEAREATIHAR), AGS-22M6E R U Ry <=7 R RF o OIS EE M
et L7,

262241 T URILYIT ANEKEFL L AGS-22M6E DS EF M

WATEE4.2.1.1-13, 4.2.1.1-14

R, B=7A4PN, Ty bR~ T AHNRKD Nectin-4 235 S W7 PC3 Mtk z H ¢,
AGS-22M6E DI ENEM 2 it L7z, Nectin-4 ALY 1 7% /87 8 2388l & H7= PC3 Hll
IZBWT, AGS-22M6E (THFR D50 ) 72 ks FHIER 2~ L, £ D ICs fE X 0.008~
0.20 nmol/L Tdh 7=, F7=, AGS-22M6E (Lt b Nectin-4 % NKPEIZHELT 5 T47D ARz B0
THIRD e IREETEEZ R L, £ @ ICs il 0.28 nmol/L TH 72, AGS-22M6 CEMIERE S
BIFLR) 1E, W90 Nectin-4 56 BUAIAIE O MIIABARIC R LT b B E RIE S 2h-7- (RDI

017 #%%), AGS-22M6E 1Tt b, I =27 AW/, KT v b Nectin-4 FEBLHALIZ 5 L TRl
SEEMZR L, MIREEEMTIINAD 3EMTIZIERETH 5722, ~ 7 & Nectin-4 ZEHLH
ZXPT DM EER T o7 (322.6.2-3), T OORERIE, FHEFHMO D OB)E L
LTIy MR = APV EBRIR LT Z L2 S BICKFFT 5,
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% 2.6.2-3 BRI HRERRIC B (15 AGS-22M6E D MRS E & 1*
Cell Line ICso (nmol/L)
PC3-human-Nectin-4 0.008
PC3-cyno-Nectin-4 0.02
PC3-rat-Nectin-4 0.03
PC3-mouse-Nectin-4 0.20
T47D 0.28

cyno: cynomolgus monkey; ICso: half maximal inhibitory concentration; PC3: human prostate cancer cell line; T47D: human
breast cancer cell line.

Source: Study Rli-017

t I Nectin-4 3881 PC3 A (PC3-AGS22 fifd) ZH W T Ay <7 RXEF o oOfifals
EJEME A AGS-22M6E LBl L=, mr Ry <7 NRF L AGS-22M6E 1TV PC3-
AGS22 AEEIZxE U CRERA MG FIEE 2R Uiz, fExIB7e 9 bl i, i e HIZIEA
—DFRETH o7 (F£2.62-4), TIHDOERND, B N Nectin-4 FELH#L 2 PC3 Mifldizxf L
T, TUARNY=T RKF U AGS-22M6E & RIFEE O EEEEEZ AT 5 Z LR ET

(ROJfJ-004 3t50).
%262-4 E k Nectin-4 %I PC-3 Hil2ICH(FHTURILYT T NEKF L& AGS-22M6E

DG EENS
ICso (ng/mL)
Enfortumab vedotin 1.674
AGS-22M6E 1.523
Relative potency (%) 91%

AGS-22M6E: hybridoma derived fully human monoclonal antibody conjugated to cytotoxic agent monomethyl auristatin E
targeting Nectin-4; ICso: half maximal inhibitory concentration; PC3: human prostate cancer cell line.

Source: Study R*—OO4

2.6.2.2.4.2 ADC OEMIZ®T S Nectin-4 ZEEK (TH V2 8RkKk) DEE
AR 4.2.1.1-15 ()

Nectin-4 2 54K AGS22d8 1%, =7 V> 8 Z R KRG EMIZHIR L, Nectin-4 Z > /327 B Ol
WRALNCBITDH 257 I/ BERKLTCND, EEWRY X7 —BEENISOT — XX
£, Z D Nectin-4 28 SR ITEF AR L [FIRRE O L~UL CIER KOS L EH L T D,
PC3-AGS22 K& TFPC3-AGS22d8 Miflatkicxtd b= my~7 R KRF o OMIaEEEE % Rt
L7z, WfiatRicxtd 2= hry <7 RXRFUOMBEFEEIZIZERZETH Y, 1CsofEix
0.046 nmol/L (PC3-AGS22) }r0.041 nmol/L (PC3-AGS22d8) Th -7z, T HDfERIE, =
VIRV =T NIRRT R Nectin-4 X3 exon 8 KK Nectin-4 28 B AKX 29 D IEEHICK LT
R oMlagEEEE R s aan Lo s Edorram.
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2.6.2.2.4.3 ADC OEHIZ*T % Nectin-1 DEE
A& R 4.2.1.1-16, 4.2.1.1-17

Nectin-1 |, Nectin-4 & N7 > A-~Tnu _EEKZEHKT 5 LBHREIN TS [Fabre et al,
20027, Nectin-4 fEBHET v A IZHBWT, AGS-22M6E 75 Nectin-1 Z & #1 L7= = L%, AGS-

22M6E D= b —7"75 Nectin-4 10 Nectin-1 HHAVEFAENAL E BEHEL CTWDH 2 & E2RIBT 5

(RDJ-016 #5).,

Nectin-4 Z 8l PC-3 flifid (PC3-AGS22 fifd) (ZxtT 2= ARy ~7 N RF o OMIEEE
M2 IE T Nectin-1-Fc % U XV BOEEE R LTz, = HhLvY~>7 XKF 031 pg/mL O
Nectin-1-Fc # > /X7 EOHF D300 6T [RE OIS EIEMEZ R L, ECsofElZWV 311 d
2.4ng/mL (16 pmol/L) TH -7 &b, Nectin-l (T2 ALY ~T  RRF U OMIREEEE
B RSN EB 2 BT (7465-PH-0001 3U5R)

26.2.2.4.4 EZREHEN 5D MMAE Hi8IZ& 5 2 RENA R A2V T—HR

NAHEEF4.2.1.1-18
FRAEROIEARR) 72 A T3 = X 20F, ADC 7> b B S v 7o MR i5ds i P A e 055 35 A B S Bk &
I EFPITHERE Lo~k d 2 2 L 12 X D, Nectin-4 RMEREMEMIRIC ST D Ry ~7
RRF DN, RE =5 F %, Nectin-4 PVEREDEEAING & 36553895 2 L IC X W ET L7,
t R Nectin-4 Z a2 @ BT 5 22 EMAEEE T24-hNectin-4 (7 27— 1A9) &Y UM-UC-3-
hNectin-4 (7 m—:ID11) &ALz, =oALy ~T7 RXRF 0L, T24-hNectin-4 }2 X UM-
UC-3-hNectin-4 FEARERIC KT U Coi) 2l 54 m L2y, skt N7 '8 (GFP) %
PRI X 7= Nectin-4 fEMED T24 KON UM-UC-3 HIFERIZ 6 L CIEEEZ R &S o Te, 20
ZEmh, ZUFRALY ST NRF AL DG ETRE & U NVE PR ESE MMAE QR ~0
LD Nectin-4 (KT TH D Z & B/RE Tz, Nectin-4 B PEREBEEEFIIL Z, %R Nectin-4 f2M:
FEptEAn & 1:1 ORTRAL, Uk Y~T SXKF UL 168 B L2, /X1 A
2 =N DOIEVEE, Nectin-4 f2VE, GFP GMERMILER OMIdEEZ 7 a—H A P A MY —%
HNTE=Z—F 252 LIZEVHE LT, Bt Lo 1000 ng/mL O RV <7~
RF A2 XV, Nectin-4 (2%, GFP BPEREHIIE ORI AT RN R K 80%IK T Lz, T7hbb, =
VRN =T R KRF UL, Nectin-4 MM X2 EEE MG FER &, JEHO
Nectin-4 MM X3 2 IR 22 N4 22 U A — 3R X D MG FEIER 2R/ 35 2 L 0VR
% X172 (TRN-6096 R ER) ,

26.2.25 $NHEZEFITS InVivo RER

AGS-22M6 CEMIERESRIHUAR), AGS-22M6E kX R /LY <7 R RNF o OFIEETENE
%, Nectin-4 OFBNHER STV DEEX 720 2 B U7 Il BB L 2 IV CREf L
7~
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262251 BEMEETIIZEITRZIURILYIYT NEFURY AGS-22M6E DERE
A& 4.2.1.1-19, 4.2.1.1-20 (%)
fos s KR H SR AES AG-B1 % BARK TR L= EIEE A R4 (SCID) ~ 7 AIZBWNT,
AGS-22M6E D3N H: % 34fi L 7=, AGS-22M6E (0.4 2 () 0.8 mg/kg) (%4 HZ L lof&k5 L=z
(ROJ-009 7ER), = D#ER, AGS-22M6E 13 0.8 mg/kg (23U T, FEBHHIE & HERt FANC A B
FHEL, 5%7 ¥ A b —RX &5 U7kt e L bk U T 75.7% O BEEEANSIER 2~ L7z
(P<0.0001), {KAHE (0.4mgkg) TIiE, *HIEEEE G L CHEBERIUBEREIGEZ RS o7
(P>0.05), AGS-22M6E @ Eit 2 FlEA iR L7z & 2 A, it aEER RS
(P=0.0063), AGS-22M6E O ZMENHEKFII TH H Z E DR STz, AGS-22M6 (M FERS
ARPUA) 0.8 mg/kg Tik, XFEREE & bbik U CHEEIETHICA B RERITRO b o7
(P=0.9959), AGS-22M6E D fEFHARFEIZ MAZ T RERER 72 E 2[4 2.6.2- 1 IT/R T,

2.6.2-1 E FEREEEBEYVXIZE T HEEKRIEIC T 5 AGS-22M6E D 1ER
1400

A A 5% Daxtrose, 150 uL, Qddays ¢ 5,iv, N="10
1300+ ¥ B H2-1412-vcE, 04mglkg, Qddays x 5. iv, N=10
1200- W C: H3-14.12-vcE, D.8malkg, Qddays x 5, iv, N=10
& D AGS-22M6, D.8malkg, Q4daysx 5, iv, N=10
1100+ ¢ E AGS-22VBE, 0.4mg/kg, Q4days x5, iv, N=10
1000- F. AGS-22MBE, 0.8malka, Q4days x5, iv, N=10
Reference line indicates day of |ast traatmert.

900-
800-
700-
600-
500-
400
300-
200-

100- T T T T T
0o 2 4 6 8 10 12 14 16 18 20

Time (Day)

Tumor Volume (mm#”3)

Human bladder cancer xenografts (AG-B1 were implanted in SCID mice. Treatment was started whentumors reached

200 mm’. H3-1.4.1.2-vcE is a control antibody that is conjugated using the same linker and toxin as AGS-22M6E.  All agents

were given intravenously every 4 days at the dosages indicated. The last dose was given on day 16. Statistical analysis was
performed on day-18 tumor volume data using Tukey’s test (2-sided on the ranked data.  Error bars represent standard error.

AGS-22M6E: hybridoma derived fully human monoclonal antibody conjugated to cytotoxic agent monomethyl auristatin E
targeting Nectin-4; SCID: immunodeficient mouse strain; Q4days: every 4 days.

Source: Study R*—009
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TURAY T RRFL (B TEERZ) 2.6.2
EIBAREBDPEX

CB17/SCID ~ %7 A (e 5 H ORIES AG-BS % SLHER: FRAL L7-E 7 L& T, Flix o
BEREOZVAALY T S EFronmaRenn L Efos g, mrmryer
NRRF U &2 M, 3EMERNEES LS 25, BERBE 21 BB, BiflzeTo
A& (0.5, 1.0, KO 1.5mgkg) T, 5%7 F A bu—Z &5 U= 5FREE & Hik U TR
WA B RPUEEIEM AR L (P<0.0001), = Ry ~T RREF U ORBEEREIC KT TR
B2 ER 2K 2.6.2- 2 1ZRT,

X 2.6.2-2 E FEREEEBBIET VRICHE T IERRBEICHTEIIVURILYIYT ANEFFY

DYERA
1900
1800 A A: 5% Dextrose, 100 ul, V/ BIW x 3 doses, N=10
17001 w g {3.1.4.1.2.4cE, 1.5 mgrkg, V/ BIW x 3 dosss, N=10
:ggg W C: ASG-22CE, 1.5 mg/kg, V/ BIW x 3 doses N=10

1400 @ D ASG-22CE, 1.0 mg/kg, IV/ BIW x 3 doses, N=10

1300 4 E ASG-22CE, 0.5 mg/kg, V/ BIW x 3 doses, N=10
1200
1100
1000
900

800

700

600

500

400

300

200

1004, : . . ‘

0 4 8 12 16 20 24

Time (Day)

Tumor Volume (mm*3)

Human bladder cancer xenografts (AG-B8 were implanted in CB17/SCID mice. Treatment was started when tumors
reached approximately 250 mm?. H3-1.4.1.2-v¢E is a control antibody that is conjugated using the same linker and toxin as
enfortumab vedotin.  All agents were given intravenously twice per week for a total of 3 doses at the dosages indicated.
Kruskal-Wallis test on day 21 data indicated that statistically significant differences existed among the groups (p<0.0001.
Error bars represent standard error.

BIW: biweekly; SCID: immunodeficient mouse strain.
Source: Study Ei-OlS

26.2252 EFBETINIZEIFBHRIUHRILYTT RNRKEFURUY AGS-22M6E O E#hE
WATEE4.2.1.1-21
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U B RIS AG-Br7 X FREBHET LEZHWT, =By ~T7 XRFUOHEE
% AGS-22M6E & bl L7-, KRED SCID v~ 7 A ZT ViRV ~T R_RF (T
AGS-22M6E % 1.0 X% 2.0 mg/kg % ¥ 2 BIEFIRAN G L 7= (RDl-ooz ABR), &5 21 A
BT %, BAMEREOMEARE ISR 2 BERMERIL, 2.0mgkg D=L HRLY~T XRFUKN
AGS-22M6E TENZHIL 68% K& TN 70% Th - 7= (P<0.01), JEBEHFEMHIE L T, = Ry~
TR RF UG L AGS-22M6E # 5-HE O MICHE A B2ITE O biveh o7z (P>0.9999,

2 mg/kg BEf#), =AY ~T RXRF U KONAGS-22M6E DWW I v h, 1.0 mg/kg OIKAH & T
5%7 ¥ A b — R &L Uk REE L e U CH B R PUEBIE 2 R S o T,

2.6.2.3 BEIXpOFERAER
TRV =T RRF KN AGS-22M6E DRI A SEFREBR 1T FENE L 722> 7,

2624 ZTEMEREHER

TURNY T NREFUILADC THDH I LD, invitro TOLRREVERBEIM & LTI,
MMAE @ hERG F ¥ /%4 LTc 1 U U LB KIETREO B A2 ~7=, ADC Th 5 AGS-
22M6E KON iRvY <7 R KRF D in vivo ZEMEEHEFEAM (O R, MR K& OVHAR fH
R 1%, —MErERBRO—# e LTHEM L,

[

2.6.2.4.1 Invitro 8 : hERG BRA~DEE

WATER4.2.1.3-1 (&)

HEK (human embryonic kidney) 293 il |2 %8 7= hERG T ¥ RN T D H U 7 L

(hERG &%) 12xtT 5 MMAE O1ER %, Am—tnr Ry F 7 5o FiExE AW TEHME L= (129-
09-001 B%), MMAE (10 &7 100 pmol/L) 12 &k 2 2%, B TH D 0.1% Y A F /L AL
REY REDHBIZLVFHE L7, B TH L 7Y RKF (25nmol/L) ZHWWT, &
BRR DG E R L2, MMAE @ 10 & TF 100 pmol/L (Z331) 5 hERG Bt OMLESR () £iEue
REFE) 1%, TR, 0.10370.030 2T 0.237+0.056 T, BEEERIEMEN 2 54, 100 pmol/L T

Bz s Uiz, L L7 D, ICso % 100 umol/L  (FEPRHELEH & iR S 172 MMAE O
E N Coax D 19405 1) M2 5 TSNz, ZO/RENS, b MIERHERAEL &S Lz
& & D MMAE OBEFZIZIBWTIE, hERG F ¥ F/MZIZE A CEEZRIFI VW EZZ 6D,

2.6.2.4.2 Invivo :RE% : PRMHEZR, DMERKRVIFIRRANDFZE

TATERE 42322, 42324, 423.2-5
DIMAER~DOEBL LT, D=2 A% /IZ AGS-22M6E #2118, 1, 3, 6 mgkg DHET
FRNZR G- L= & 2 A, WEISUT 4 B B OWT 0544 1 KO Fridericia D2 XV ffi1E
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L7- QT k& (QTcF k@) ICHERERITED bNT, £/, 6 mgkg £ TORLGTHTNOHE
SR CH RR RIMRICZAITRD Do 72 (20005664 #ER), S HIZ, H=7 APz
MMAE % 0.1093 mg/kg O A& CTHARNE G L7z & & D Coax 1, #HERFRHAEO VALY~ T
NRRF ozt ML Lz L & OWEEER MMAE @ Cuay @ 73.0 fi5 () JKON81.9 1% (M) 125
U773, &5 1 %K O QTeF UL RR RO WTIUZ b E kiAo Te, LLEXD,
AGS-22M6E, T RV ~T NXRF U ROZOMEEEEY CTH D MMAE 1Z, Wihb,

(CERRHESEF A 5 5 LTe & ZTIDIRIC ] & 03 R BRA BB TS W EBE X
niz,

=7 A FNTO 4 W EFIRAE G5B (20005664 73ER) 12351 C, AGS-22M6E Kt
MMAE #5102 & 2 MATERE~D R 2 7l L 72, AGS-22M6E I3 6 mg/kg £ C, UWHEH], HLoRl

AR FEEIMIE, K OMABICR B E RIS 2 -T2, £72, MMAE O H[aIF RN 5
(0.1093 mg/kg) TiE, UHEHA, JEORHI, SERIME, DHEICEE L 2h o, b OREN
5, AR R PUEEMESR TH L R Y~T RXEF L, KOG SRy T
&H5 MMAE DWW iLh, B MIERARHESEHEL RS Uiz & ST TENRBIC ] e % K
EE Bz b,

HIX AR R~ DL, AGS-22M6E O 7 v b 4 M KAEF 5B (20005662 #5R) KO =
7 A B 4 BEERERE (20005664 5U5R) (ZBWTEHMIiL7Z, 7> FTIX 10 mgkg £T, T=
7 A YPILTlE 6 mgkg DA EE T AGS-22M6E O 512 L 21TENOZLITRD LR o7, F
72, W= A PN RKERGRBRICBWT, =Ry ~7 NXRF XL AGS-22M6E %
3mgkg ODHETH 1 BIFFIRNE G L72fER, RIBZ(ENRO bivzny, BBz O EFEY T
WO OLNDLEBHPFANTH o772, BHEFHERIT RV EZ X bz (20021751 R ER), Zi
53 0DRBMNE, TURNLY YT RRFAIHFHRMRRICIEE A CREE RIFS RN LN
RENT,

FE SR A~DEBZONWTIE, o hvYy~T7 X RF WL AGS-22M6E # kN G- L7z &
EDI =7 A PILORERFE A RE U TR L7z (20021751 ##R), W34hd ADC b, 3 mgkg O
METIHEE, §4FERE Lzl 120, EHIRE i U TRPREUZ B b 2 e g B4 R & 78
Mmolo, £, B=7 AN TO 4 ARKERGHER (20005664 7ER) 126\ T, AGS-22M6E
D 6 mgkg £ TOEE T, FRA~DOEELRET 2 —IERITRBO bNRhoTe, b OfE
HNg, =Ry ~7 RXRF UL, b R Lﬁﬁf?ﬁﬁﬁﬁgéfﬁ“ﬁbf:&%idiﬂ?'ﬂ%%di}:h

WEERITI N EEZEZ B,

2.6.25 EHNFHEYHEERFE
TRV T RRF KN AGS-22M6E O 3157 3k BAE R 2R T 5506 L 72 0o 7,
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2626 BRRUFER
TURNYNT NRFUE, F ST EGRERCOlSND Y v —&I L CsERE R
IgGlk Pk & P NVETLESK MMAE % f54 S87- ADC Th 5,

2.6.26.1 EEEARVIEAKRF

1. Nectin-4 OFEHLZ, Fix Db MEGHMSE CHERE S ey, IEH b M CORBIIIE -7
(ef-001 38, 266822 Ede MEBICET S Nectin-4 IO S (b F TR B % 3
BR), ZDZ &%, Nectin-4 28 ADC FHEDIENBEMTHDH Z L AR LTV D,

2. P Nectin-4 HLIKRIZ MMAE % f5 A& S 872 AGS-22M6E 1%, ¥ 7 A Nectin-4 KV & K, =7
A YPILKE DT > b Nectind (12X U TEWVEAMETHEAS L2 &6, BERBRICH W EhiE N
WY CTh-oTzZ LR SN,

3.AGS-22M6E %, B &, =27 AP NV XITT v I Nectin-4 Z 58 7o x U CRERRRE
OMIEEEEZ R L, ~ 7 A Nectin-4 & 58 S W 7= M6 U ISR G EIRIEME - 72 2
Enn, BEHRBRICHW-BMENEE TH o7 2 RS HITKFFE Lz,

4, TRV T RRFUOEWFRNIEIEL, SEBEOREICERT S EEZLNTND, T
7206, ADC A EEAIEZ T _F0o Nectin-4 [ZfEE 35 2 &£12 K D ADC-Nectin-4 #HEK DN
HRED, RWTY VY — L@y~ Ll S, X X7 BRI L0 I S CHERRIN T©
MMAE % /g3 % [Doronina et al, 20031,

5. AN MMAE 2 1E, = Ry ~<>7 KT & Nectin-4 FEEEML & DA % 2 X—
Ta UIRITHIIN L7278, Nectin-4 Z 3B L CTORWHIRR TITEM L 2o 72 2 & h, = A
V<7 NRKRF U Nectin-4 ZHER & LIZIRIREETH 5 L Ofimn sz,

6. TURNY T NRF L, FAER Nectind XixTr Vv 8 & RALEEEEREKOWNTN
ZRBLT DI LT A% OMIEEEIEEZ /R Lz 2 £ 22D, Nectin-4 FEBEEIC KT L CTIA
IEMEZERTZ LR SN,

7. =RV T NXRF X, Nectin4 (5RO MEMa 4 LR 2 2 LIk y, 2ol
(6 L CHIRE EFM 2R Lz, 202 &1%, =uhLy~7 X KF A Nectin-4 [aPEfALIZ
kf U CRIBERN 72N A 2 B2 0 = BT K 0 MG EER 2 " 2 L 2R LT\ D,

8. AGS-22M6E (I hea i RIS AL E 7 /W IZ W TG A LE T 520, 2D W I3E
% 1B MG S W7z,

9. ZUARNY T NRF & AGS-22M6E [T A RIS BT T BV CRE D
SR 2R Lz,

26262 REMEE

1. in vitro TiX, MMAE ® hERG F ¥ R/ ZNT 27V U LB 5 HEEH O ICs 1X
100 umolV/L LA ETH Y, Z OREEITEFRHETEHETOE N Couax £V 19405 5 @022 72,
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2.invivo TlX, MMAE I%, FEEHERHAETOE b Coax @ 73.0 17 (HE) XUE 81.9 17 (Hf) DOIREeE
BT, W= AP NVOLERNCEEL KIESehoT,

3. AGS-22M6E 1%, FERHESEHETOE b Cuax D 5.5 5 F CORFEEITIH\WT, MATERE (IUHHE
B, PRERE, SERME ST OAE) ICEEE RS eho T,

4, TRV =T RREF U RNAGS-22MOE (X, FNENT v kIR OH =27 A Yo s
F (RREBBIZE R OMRIR) 12kt LT, BRRHEREH & CTOE b Cua @ 10.1 6% (T v F) XIE55
s (W=7 A4HN) FTOBREZIZBNT, WL REELRIIIRroT,

5. TUARNY T RXRF UK AGS-22M6E 1E, ERRHEIREHE TOE N Cra @ 5.5 (5 F TOg
a2 T, W= AV NLORFRRIZH LR E (R OZEA, FPREE 2R 5 —RER) %
FIE S T2 otz

2.6.2.6.3 #Em

TR~ T N RF T Nectin-4 (Zk L CREEDORREMZ G5 ADC THDH, T2 RL
Vw7 RRFUIIERICERO S HRE T, DIER, R, FHRAERRICET DRk
PP LA R S 7o Te, LLEOIERRIRAGED G, = mvy <7 XRF UL, R T
MO TER M R I bR 2 A D AR R R OIRIRIC L OB R IR R L 70 5 AT REME AR
X7,

2627 HEF
XF1E, FHEOARLH O LGETNIHA LT,
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2.6.3 ZFEBHEBREER
2.6.31 EBEHER . —EBX
2.6.3.1.1 EBEHE:  —&BX (FD1)

26.3
REARBER

WEBWE - = Ry ~T RFFL, AGS-22M6E

family members

Method of . .

Type of Study Test System Administration Testing Facility Study Number CTD Number
Primary Pharmacodynamics
Immunohistochemical evaluation of

. . i 1 (x5

Nectin-4 expression in human cancers Human tissues Ex vivo Agensys, Inc. E* 007 42.1.1-1 (&)
AGS-22M6E bind to recombinant human,
cynomolgus monkey, rat and murine orthologs of PC3 cells In vitro Agensys, Inc. Rll -018 42.1.1-2
Nectin-4
ADCC activity of enfortumab vedotin BT-483, PC3-AGS22 cells and PBMCs In vitro Agensys, Inc. ES.—046 42.1.1-3 (&)
CDC activity of enfortumab vedotin BT-483 and PC3-AGS22 cells In vitro Agensys, Tnc. ef-047 42.1.1-4 (5)
Antibody-dependent cellular phagocytosis (ADCP) PC3-AGS22 and MDA-MB-468 cells In vitro Seagen Inc. TRN-5259 42.1.1-5
of enfortumab vedotin
AGS-22M6E and AGS-22M6 bind to Nectin-4 PANC-02-03, HT-1376, NCI-H322M, In vit A I 013 42116
expressed on the surface of cancer cells AG-OV1-XCL and T47D cells fvitro EENSys, Inc. ) e
AGS-22MSE do not cross-react with other Nectin Rat1(E) cells In vitro Agensys, Inc. rofff-o1s 42.1.1-7

Table continued on next page
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TURAYYT NEFY GRE TSR 203
RIEHBRBER
26311 EEHR: —&EX (£02)
WHRE - =AY ~T XRF L, AGS-22M6E
Method of . .
Type of Study Test System Administration Testing Facility Study Number CTD Number
Primary Pharmacodynamics (continued)
Comparison study of enfortumab vedotin and
AGS-22M6E binding activity using recombinant PC3-AGS22 cells In vitro Agensys, Inc. R* -003 4.2.1.1-8
human Nectin-4
Comparison study of AGS-22M6E and enfortumab .
vedotin using AGS22-tag5 antigen binding ELISA AGS22-tag3 In vitro Agensys, Inc. R* -001 4.2.1.1-9
Confocal microscopy evaluation of AGS-22M6E T47D and PC3-AGS22 cells In vitro Agensys, Inc. ESI-006 42.1.1-10 ()
internalization
Fluorescence microscopy evaluation of enfortumab
vedotin internalization and lysosomal trafficking in a T24-hNectin-4 (clone: 1A9) In vitro Seagen Inc. TRN-5257 4.2.1.1-11
Nectin-4 positive bladder carcinoma cell line model
Measurement of intracellular release of MMAE by . )
enfortumab vedotin in a Nectin-4 positive bladder T24 parental and Flr[ig;hNeCtm_“ (clone: In vitro Seagen Inc. TRN-5260 4.2.1.1-12
carcinoma cell line model
CAeﬁSS-22M6E is cytotoxic to Nectin-4 expressing PC3 and T47D cells In vitro Agensys, Inc. -017 4.2.1.1-13
Enfortumab vedotin and AGS-22M6E cytotoxicities .
on PC3-AGS22 cells PC3-AGS22 cells In vitro Agensys, Inc. R*-004 4.2.1.1-14
Effect of Nectin-4 variant lacking exon 8 on the PC3-AGS22 and PC3-AGS22d8 cells In vitro Agensys, Inc. e-077 42.1.1-15 (&)

cytotoxicity of enfortumab vedotin on tumor cells

Table continued on next page
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xenograft model of human breast cancer

LAY T SEFY (EE TR 263
REHBREIER
26.3.1.1 EEHR: —BEX (Z03)
WHRE - =AY ~T XRF L, AGS-22M6E
Type of Study Test System Aé\r/ln?g:gg a(zifon Testing Facility Study Number CTD Number
Primary Pharmacodynamics (continued)
AGS-22M6E competes with Nectin-1-Fc for binding . . )
to Nectin-4 Rat1(E)-Nectin-4 cells In vitro Agensys, Inc. R]i 016 4.2.1.1-16
Effect qf Nectln—l -Fc protein on enfortumab vedotin PC3-AGS22 cells In vitro Astellas Pharma, 7465-PH-0001 4211-17
cytotoxicity Inc.
T24-hNectin-4 (clone: 1A9), UM-UC-3-
Bystander effect secondary to release of MMAE hNectin-4 (clone: 1D11), and In vitro Seagen Inc TRN-6096 42.1.1-18
from targeted tumor cells T24 and UM-UC-3 cell lines engineered to & ’ o
overexpress GFP
Efficacy of AGS-22MG6E in a subcutaneously In vivo
established xenograft model of human bladder Mice xenografted with AG-B1 . Agensys, Inc. Ra -009 4.2.1.1-19
cancer (iv)
Efficacy study of enfortumab vedotin in a In vivo
subcutaneously established xenograft model of Mice xenografted with AG-BS , Agensys, Inc. ES.—OIS 42.1.1-20 (&)
human bladder cancer (iv)
Efficacy study comparing AGS-22M6E and In vivo
enfortumab vedotin in a subcutaneously established Mice xenografted with AG-Br7 (i) Agensys, Inc. R*-002 4.2.1.1-21

Table continued on next page
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2.6.3.1.1 EBEHER . —BX (FD4)

26.3
REARBER

central nervous and respiratory system

PR - =Y <T NERF L, AGS-22M6E, MMAE
Method of . .
Type of Study Test System Administration Testing Facility Study Number CTD Number
Safety Pharmacology
hERG transfected
o oL 1 (=
Effects of MMAE on hERG channelf HEK293 colls in vitro - 129-09-001 42.13-1 (&)
Effect of AGS-22M6E on central nervous system Sprague-Dawley rat iv bolus - 20005662 4.232-2
iv infusion/
Effect of AGS-22M6E on cardiovascular systemt Cynomolgus monkey (MMAE iv 20005664 4.2.3.2-4
bolus)
Effect of AGS-22M6E or enfortumab vedotin on Cynomolgus monkey iv infusion - 20021751 4.2.3.2-5

ADCC: antibody-dependent cellular cytotoxicity; ADCP: antibody-dependent cellular phagocytosis; AG-B1: bladder cancer patient derived cell; AG-B8: bladder cancer patient derived cell; AG-Br7:
breast cancer patient derived cell; AG-OV1-XCL: human ovarian carcinoma cell line; 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; BT-483: human breast cancer cell line; CDC: complement-dependent
cytotoxicity; ELISA: enzyme-linked immunosorbent assay; GFP: green fluorescent protein; hERG: human ether-a-go-go-related gene; HEK: human embryonic kidney; HT-1376: human bladder
carcinoma cell line; MDA-MB-468: human breast cancer cell line; MMAE: monomethyl auristatin E; NCI-H322M: human non-small cell lung carcinoma cell line; Nectin-1-Fc: a potential competitor of
enfortumab vedotin binding; PANC-02-03: human pancreatic cancer cell line; PBMCs: peripheral blood mononuclear cells; PC3: human prostate cancer cell line; PC3-AGS22: PC3 cells engineered to
express human Nectin-4; PC3-AGS22d8: PC3 cells engineered to express Nectin-4 variant lacking exon 8; Rat1(E) cell: fibroblast cell line of rat origin; Rat1(E)-Nectin-4 cell: human Nectin-4 expressing
Rat1(E) cell line; T24 cell: human bladder carcinoma cell line; T24-hNectin-4: human Nectin-4 expressing T24 cell line; T47D cell: human breast cancer cell line, UM-UC-3: human bladder carcinoma
cell line; UM-UC-3-hNectin-4: human Nectin-4 expressing UM-UC-3 cell line.

1 GLP-compliant study
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TURAYT SRFL GRIETAHR) 263
EEHREIER
26.32 MHEEMFITEHEER
2.6.3.21 WAEEMITHHER (nvitro, TD 1)
WBE . = Ry ~T7 NEFr, AGS-22M6E
CTD number
Objective Species/Test System n Regimen Key Results (Study
Number)
The majority of cancer specimens (> 50%)
Immunohistochemical were positive for Nectin-4 across all 421.1-1
evaluation of Nectin-4 . evaluated cancer indications, with strong ’ 2%
expression in human human tissues NA NA H-scores (200 to 300) for 31%, 27% and i )
cancers 13% of bladder, breast and pancreatic (ESgR-007)
cancer specimens, respectively.
The apparent Kp value of AGS-22M6E
0.002 to 40 nmol/L was determined to be 0.387, 0.434, 0.463

To investigate the species
cross-reactivity of
AGS-22M6E

human, cynomolgus
monkey, rat and mouse
Nectin-4 expressing PC3
cells

n=1, triplicate

(human, cynomolgus
monkey and rat)

0.004 to 80 nmol/L

and 3.79 nmol/L when tested against
human, cynomolgus monkey, rat and
mouse Nectin-4, respectively.
The Bmax (MFI) values for AGS-22M6E
when tested against human, cynomolgus

42.1.1-2
®offf-o1)

vedotin

cells

(mouse) monkey, rat and mouse Nectin-4 were
822.9, 1106, 667.6 and 242.0, respectively.
Enfortumab vedotin did not promote
To investigate ADCC ADCC activity when tested using BT-483 4.2.1.1-3
activity of enfortumab BT-483 an((;ieﬁgB -AGS22 n=1, triplicate 2.5 pg/mL and human Nectin-4 expressing PC3 cells (%)
vedotin in the presence of effector cells, normal (Ei'046)
human PBMCs.
. . Enfortumab vedotin did not promote CDC
To investigate CDC o . 42.1.1-4
activity of enfortumab BT-483 and PC3-AGS22 n=1, triplicate 0.1, 1, 10, 100 ug/mL activity when tested using BT-483 or (%)

human Nectin-4 expressing PC3 cells in
the presence of baby rabbit complement.

E-047)

Table continued on next page
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TRV YT NREFL GG L) 263
EESEBSER

2.6.3.2.1 $HAHhEEMHFEHEHER (nvitro, £D 2)
WE - =Ry ~T  XRF L, AGS-22M6E
CTD number
Objective Species/Test System n Regimen Key Results (Study
Number)
The total amount of phagocytosis observed
. . ranged between 40% and 70% in the
To imvestigate the ADCP PC3-AGS22 and 6. sinale 0.0002, 0.002, 0.02, 0.2, AGS-22C3 or enfortumab vedotin 42.1.1-5
. d:)/til}i . MDA-MB-468 cells - SIg 2.0 pg/mL opsonized target cells, and optimal ADCP (TRN-5259)
v activity was seen at concentrations
>200 ng/mL.
AGS-22M6 and AGS-22M6E bound
To investicate bindin 1,3, 10 pg/mL specifically to all 5 cell types.
nvesig & PANC-02-03, HT-1376, (MFTI for various cell The apparent Kp values were determined
activity of AGS-22M6 and li
AGS-22M6E to human NCI-H322M, =1 trivlicate ines) to be 0.011 nmol/L for both AGS-22M6 42.1.1-6
Nectin-4 expressing cell AG-OV1-XCL, T47D cell - P and AGS-22M6E in the T47D cell line. (R]l—013)
lines lines 0.00004 to 10 nmol/L The Bmax values for AGS-22M6 and
(Kp, Bumax for T47D cells) AGS-22M6E were determiped to be 243.2
and 215.1, respectively.
Table continued on next page
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TRV YT NREFL GG L) 263
EESEBSER

2.6.3.21 $HAEZEFITHHER (Invitro, ZD 3)
WEBRWE « = Ry ~T7 ~NEREFL, AGS-22M6E

CTD number
Objective Species/Test System n Regimen Key Results (Study
Number)
AGS-22M6E did not bind significantly to
Nectin-1, -2 or -3, but significantly bound
to Nectin-4
To investigate binding human Nectin-1, 2, 3, 4 Cell Tines MFI 421.1-7
activity of AGS-22M6E to | expressing Rat1(E) cell n=1, triplicate 10 pg/mL Mean SE R D. 015
human Nectin families lines Rat1(E)-Nectin-1 6.73 0.05 ( -015)
Rat1(E)-Nectin-2 6.28 0.26
Rat1(E)-Nectin-3 751 0.27
Ratl(E)-Nectin-4 684 12
Kp values were determined to be
To investigate affinity of 0.060 nmol/L for enfortumab vedotin and
AGS-22M6E and P 0.057 nmol/L for AGS-22M6E. The Biax 42.1.1-8
enfortumab vedotin to PC3-AGS22 n=3, triplicate 0.003 to 40 nmol/L values for enfortumab vedotin and (R]l -003)
human Nectin-4 AGS-22M6E were determined to be 222
and 204, respectively.
To compare binding
activity to human Nectin-4 The result of this study indicated the 42.1.1-9
protein between AGS22-tag5 ELISA n=3, triplicate 0.03 to 1500 ng/mL relative potency of enfortumab vedotin to R‘l 001
AGS-22M6E and be 92.4% of AGS-22M6E. (RDgg-001)

enfortumab vedotin

Table continued on next page
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TRV YT NREFL GG L) 263
EESEBSER

2.6.3.21 $HAEZEFITHHER (Invitro, ZD 4)
WERMVE : AGS-22M6E

CTD number

Objective Species/Test System n Regimen Key Results (Study
Number)

AGS-22M6E internalizes in endogenously
expressing and recombinant expressing
cell lines in vitro. In T47D cells,
AGS-22M6E was predominantly localized
to the surface membrane junctions between
cells at the onset, followed by trafficking
to the lysosomes within 4 hours of ADC
incubation. After ADC incubation for
8 hours, overall reduced expression and
limited co-localization with

To investigate the CD107a/LAMPI suggests lack of Nectin-4 4.2.1.1-10

internalization of AGS-

) _ . . . . . 723
2OMB6E in human Nectin-4 PC3-AGS22, T47D n=1, single 5 pg/mL antlgce(r)l nre:r};(éllm%/r??é ;fl:éesnz ;xcpéizsmn. (%)
expressing cell lines Vv A > (E*—OO6)

AGS-22M6E was predominantly localized
contiguously throughout the surface
membrane at the onset. While
internalization of AGS-22M6E was
observed with 4 hours of ADC incubation,
the lack of colocalization within the
lysosomal compartments suggests differing
internalization kinetics and/or mechanism
of internalization in Nectin-4 recombinant
expressing cells.

Table continued on next page
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2.6.3.21 $HAZEEFIT5HEE (Invitro, D 5)

26.3
REARBER

WBRWE . =RV Y~T NREF

Objective

Species/Test System

Regimen

Key Results

CTD number

(Study
Number)

To investigate
internalization and
trafficking of enfortumab
vedotin

T24-hNectin-4
(clone: 1A9)

n=1, single

2 pug/mL

In T24-hNectin-4 (clone: 1A9) cells at
T=0, enfortumab vedotin was
predominantly localized to the plasma
membrane. It was also enriched in cell-
cell junctions and largely absent in the
cytosol or other intracellular
compartments. After a 2 hour incubation
at 37°C, enfortumab vedotin was present at
reduced levels on the plasma membrane,
and was also observed within punctate
structures in the cytosol, many of which
were colocalized with the lysosomal
marker, CD107a/LAMP1. After 4 hours
of incubation at 37°C, there was a further
decrease of enfortumab vedotin on the
plasma membrane and less punctate
staining in the cytoplasm. The
enfortumab vedotin that remained on the
plasma membrane at both the 2 and 4 hour
timepoints appeared to be enriched at cell-
cell junctions. Enfortumab vedotin
localization at both the membrane and the
cytosol was greatly reduced after an
extended 24 hour incubation.

42.1.1-11
(TRN-5257)

Table continued on next page
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2.6.3.21 $HAZEEFIT5HEE (Invitro, D 6)

26.3
REARBER

WERE - =Ry~ T XRF U, AGS-22M6E

CTD number
Objective Species/Test System n Regimen Key Results (Study
Number)
Mass spectrometry was used to determine
the intracellular concentrations of MMAE
for each experimental condition.
Enfortumab vedotin delivered 95 nmol/L
To investigate intracellular and 249 nmol/L MMAE to T24-hNectin-4
release of MMAE in T24 parental and (clone: 1A9) cells at 100 ng/mL and 4211-12
enfortumab vedotin T24-hNectin-4 n=1, triplicate 100 and 1000 ng/mL 1000 ng/mL treatment concentrations, TRN .5260
treated bladder carcinoma (clone: 1A9) respectively. In contrast, MMAE drug ( . )
cells delivered to T24 parental cells was below
or near the lower limit of quantitation. This
demonstrated that enfortumab vedotin
delivers MMAE to tumor cells in a
Nectin-4 dependent manner.
0.0003 to 0.5133 nmol/L AGS—223V[6.E slt?t‘ec1tﬁ.call}{11nduces a.potent
for AGS-22M6E and cytotoxic e eI:]: 1? ce4 s expressing
0.0003 to 0.4422 nmol/L el
for AGS-22M6 (human, Cell Line 1Cs¢ (nmol/L)
To investigate cytotoxicity lx;?]?(r; c;;gsr:;zlg:: rat, cynomolgus monkey) AGS- AGS- 421.1-13
of AGS-22M6 and Nectina ¥, rat, mou °C3 n=1, triplicate 2JM6E | 22M6 ‘i
AGS-22M6E ectin-2 expressing 0.0022 to 3.33 nmol/L PC3-human Nectin-4 | 0008 | NA (R‘l'm 7)
cell lines, T47D cell line -
(mouse) PC3-cyno Nectin-4 0.02 NA
PC3-rat Nectin-4 0.03 NA
0.0102 to 66.667 nmol/L PC3-mouse Nectin-4 0.20 NA
(T47D) T47D 0.28 NA
Table continued on next page
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2.6.3.21 $HAZEEFIT5HEEE (Invitro, ZD 7)

26.3
REARBER

W . =AY ~T7  NXKF L, AGS-22M6E
CTD number
Objective Species/Test System n Regimen Key Results (Study
Number)
AGS-22M6E and enfortumab vedotin had
near identical specific cytotoxic potencies
AGS-22M6E: ICs0 (ng/mL)
To compare enfortumab 0.15 to 39 ng/mL Mean SD | %CV 42.1.1-14
vedotin with AGS-22M6E PC3-AGS22 n=3, triplicate AGS-22M6E | 1523 | 0.052 39 (Rll 004)
cytotoxicities enfortumab vedotin: Enfortumab | 1.674 | 0.061 | 4%
0.16 to 41 ng/mL vedotin
% Relative 91% - -
Potency

To investigate effect of

The ICso values for both cell lines were

enfortumab vedotin
cytotoxicity

PC3-AGS22

n=3, triplicate

(enfortumab vedotin)

- ) ) ) very similar with mean ICs values of 4.2.1.1-15
Nectin-4 variant lacking PC3-AGS22 and n=2, duplicate 0.0003 to 0.5 nmol/L 0.046 nmol/L (PC3-AGS22) and (%)
exon 8 on the cytotoxicity PC3-AGS22d8 0.041 nmol/L (PC3-AGS22d8) from two *
of enfortumab vedotin ‘ . (ESQR-077)

experiments.
To investigate the effect of . .
Neetin-1-Fc protein on Ratl(E)-Nectin-4 n=1, triplicate 0.02 to 1000 ng/mL Agri-tzizﬂgf bciggflgfg I\zlvézl;ilrizcgr? -til-ch 4.251-16
AGS._ 22M6E binding (AGS-22M6E) surface of Ratl(E)-Nectin-4 cells. (R]l -016)
activity
To investigate the effect of Enfortumab vedotin exerted cytotoxicity
Nectin-1-Fc protein on 0.31 to 40 ng/mL with or without 1 ug/mL of Nectin-1-Fc 4.2.1.1-17

protein with ECso values of 2.4 ng/mL

(16 pmol/L).

(7465-PH-0001)

Table continued on next page
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26.3
REARBER

26321 $AERMAITSHEER (Invitro, £D 8)
WERWE - =AY ~T NRF
CTD
b

Objective Species/Test System n Regimen Key Results fumber
(Study

Number)

Enfortumab vedotin treatment produced a
maximum of 80% reduction in the cell
T24-hNectin-4 (clone: viability of Nectin-4 negative, GFP
To investigate the 1A9), UM-UC-3-hNectin- positive bystander tumor cells at
b Standergeffect of 4 (clone: 1D11), and n=1, single (72 and 168 31.3 to 1000 ng/mL 1000 ng/mL, when Nectin-4 positive 4.2.1.1-18
y T24 and UM-UC-3 cell hour time points) (enfortumab vedotin) tumor bladder carcinoma cells were mixed (TRN-6096)

enfortumab vedotin

lines engineered to
overexpress GFP

with Nectin-4 negative tumor bladder
carcinoma cells at controlled 1:1 ratio, then
treated 168 hours with a dose titration of
enfortumab vedotin.

ADC: antibody-drug conjugate; ADCC: antibody-dependent cellular cytotoxicity; ADCP: antibody-dependent cellular phagocytosis; AG-OV1-XCL: human ovarian carcinoma cell line; AGS-22C3:
unconjugated Chinese hamster ovary derived fully human monoclonal antibody targeting Nectin-4; 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; Bmax: maximum specific binding; BT-483: human breast
cancer cell line; CDC: complement-dependent cytotoxicity; ELISA: enzyme-linked immunosorbent assay; GFP: green fluorescent protein; HT-1376: human bladder carcinoma cell line; KD: dissociation

constant (apparent binding affinity); MDA-MB-468: human breast cancer cell line; MFI: mean fluorescence intensity; MMAE: monomethyl auristatin E; NA: not applicable; NCI H322M: human non-
small cell lung carcinoma cell line; Nectin-1-Fc: a potential competitor of enfortumab vedotin binding; PANC-02-03: human pancreatic cancer cell line; PBMCs: peripheral blood mononuclear cells; PC3:

human prostate cancer cell line, PC3-AGS22: PC3 cells engineered to express human Nectin-4; PC3-AGS22d8: PC3 cells engineered to express Nectin-4 variant lacking exon 8; Rat1(E) cell: fibroblast

cell line of rat origin; Ratl(E)-Nectin-4 cell: human Nectin-4 expressing Rat1(E) cell line; T24: human bladder carcinoma cell line; T24-hNectin-4: human Nectin-4 expressing T24 cell line; T47D cell:
human breast cancer cell line, UM-UC-3: human bladder carcinoma cell line; UM-UC-3-hNectin-4: human Nectin-4 expressing UM-UC-3 cell line
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TRV YT NREFL GG L) 263
EESEBSER

26.322 HhzEEMITLHHER (nvivo)
WEWHE . =AY ~T NRF L, AGS-22M6E

Objective Species/Test System n Regimen Key Results Study Number
. When compared to vehicle control, AGS-22M6E
. Male ICR SCID mice 0 (vehicle control), 0.4, | 0.8 mg/kg inhibited tumor growth by 75.7% (P<0.0001).
To study anti-tumor xenografted _ ; . ; 42.1.1-19
efficacy of AGS-22M6E subcutancously with n=10 0.8 mg/kg every 4 days iv AGS-22M6E given at 0.4 mg/kg did not demonstrate a (Rll- 009)
AG-B1 administration x 5 times statistically significant antitumor effect in this model
when compared to vehicle control (P=0.7349).
o sy e Pl CBITSCID vt om0, .0, | ERTE et al wiedoses o708 1008 421 o
efficacy of enfortumab g n=10 1.5 mg/kg biweekly iv > MES ysig yres (%)

subcutaneously with

when compared to the starting tumor size at the

vedotin administration x 3 times (Ei_ow)

AG-B8 commencement of dosing.
Both AGS-22M6E and enfortumab vedotin when dosed at
2 mg/kg showed statistically significant tumor growth
Female ICR SCID inhibition compared to the control. AGS-22M6E and

0 (vehicle control), 1.0,
n=10 2.0 mg/kg biweekly iv
administration x 6 times

To study anti-tumor
efficacy of AGS-22M6E
and enfortumab vedotin

enfortumab vedotin resulted in similar tumor regression at 42.1.1-21
2.0 mg/kg and no statistical difference was observed (R]i_OOZ)
between the 2 groups at both 1.0 and 2.0 mg/kg. These
results demonstrate that the in vivo efficacy of AGS-
22MG6E and enfortumab vedotin is comparable.

mice xenografted
subcutaneously with
AG-Br7

AG-BI1: bladder cancer patient derived cell; AG-BS8: bladder cancer patient derived cell; AG-Br7: breast cancer patient derived cell; AGS-22M6E: hybridoma-derived fully human monoclonal antibody
conjugated to cytotoxic agent monomethyl auristatin E targeting Nectin-4; CB17/SCID: immunodeficient mouse strain; ICR SCID: immunodeficient mouse strain
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2634 ZTEMEEHER

26.3
REARBER

WERE - =Ry ~T N RF L, MMAE &KUY AGS-22M6E
Organ Systems Species/ Method of Sex and No. per - GLP CTD number
. . Doses Noteworthy Findings . (Study
Evaluated Strain Admin. Group compliance Number)
MMAE resulted in concentration related
4 cell(s) (%MAE' inhibition of peak hERG tail current

) P Suppression rate (compared to baseline)
Cardiovascular hERG 1\/[11\(;[? Emgi /iO, 100 pmol/L) Control: 0.063 49131
system transfected in vitro Cisabri gle hvdrate: 2 cells MMAE 10 pmol/L: 0.103 Yes a 2'9_'09'_001)
(hERG current) HEK293 cells 2"5 nmoly/L : (Cisapride MMAE 100 pmol/L: 0.237*

P Cisapride hydrate 25 nmol/L: 0.743
hydrate:
25 nmol/L) 1Cso value: > 100 umol/L
0 (vehicle control), 2, 5,
Central nervous Sprague- v bol 10 (AGS-22M6E) 15 males and No abnormal behavior was observed at Y. 4.2.3.2-2
system (behavior) Dawley rat 1V bolus 10 mg/kg (AGS-22M6) 15 females doses up to 10 mg/kg. ©s (20005662)
(weekly, 4 doses)
0 (vehicle control), 1, 3,
Cardiovascular iv infusion/ 6 (AGS-22M6E), No changes in blood pressure, ECG or
system Cynomolgus (MMAE iv 6 (AGS-22M6), and 5 males and heart rate were noted at dose of Yes 423.2-4
(blood pressure, monkey bolus) 0.1093/0.0545 mg/kg 5 females AGS-22M6E up to 6 mg/kg or doses of (20005664)
heart rate, ECG) (MMAE)f MMAE up to 0.1093 mg/kg
(weekly, 4 doses)
Central nervous and . In the veterinary physical examinations,
respiratory system 30(21(6}21_02131540611};021’ q > ;}:ﬁilﬁd there were no reports of abnormal
(behavior, body Cynomolgus . . behavior, body temperatures were within 4.2.3.2-5
iv infusion 3 mg/kg (enfortumab (2 males and Yes

temperature, monkey vedotin) 2 females in the the normal range, and there were no (20021751)
respiratory rate, significant changes in respiratory rate or
heart rate) (weekly, 4 doses) control group) heart rate.

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; ECG: electrocardiogram; GLP: Good Laboratory Practice; HEK: human embryonic kidney; hERG: human ether-a-go-go-related gene; MMAE: monomethyl

auristatin E

*significantly different compared to control, P<0.05 (Student’s t-test)

+The first two doses of MMAE on Days 1 and 8 were administered at 0.1093 mg/kg. Dose level reduction to 0.0545 mg/kg commenced beginning with the Day 15 dose.
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