i E A AE ) 2424 9] Chinese Journal of Cell Biology 2020, 42(7): 1239-1246 DOI: 10.11844/cjcb.2020.07.0013

Trop2#E[a) A fE BT IRTT P YA =

PLVIN SR A
(PHARITE K2, B 78 637002)

WE  Trop2 XARARA It JE A8 X 4515 5 443 T 2(tumor associated calcium signal transducer 2)
R—Fr ek BB &G, EEFARFIRKERTEEL, 12 S I IE (oA R . 45 MR LA
BE)VF e R, EH AL ENBIUE B K, Trop2 LT JE 4o B X 37, 3. N1ZAedtik
¥ RAEE AR, AN RAR MY G B A 6 4T AR e A P g0 ﬁé@/ki‘t?ﬁfk EJ Al A S AN A
Trop2 # ¥ 5 69 S BN T 16 RIS A 50 M. 12 L3t Trop29 454y, A 3% 5 M iE 69 % %
BIEAOK M AR F 77 B HAT4RIE.

KH#IE  Trop2; $E1A7GIT; MR

The Prospect of Trop2-Targeting Drugs in Tumor Therapy

JIANG Xiaohua, WEI Shuhong*
(China West Normal University, Nanchong 637002, China)

Abstract Trop2 is also called tumor-associated calcium signal transducer 2. It is a type of cell surface
glycoprotein that is lowly or not expressed in normal tissues, but is highly expressed in a variety of tumors, such as
pancreatic cancer, colon cancer and breast cancer. Trop2 plays an important role in the self-renewal, proliferation,
invasion and transformation of tumor cells, and it is a molecular marker for clinical detection of tumor malignancy
and a potential target for tumor therapy. This paper reviews the structure, physiological function, relationship be-
tween Trop2 and tumors, and its related drug development.
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U/ N AR FLARRE (S BT FLIRE) O S AE,
BL O HE W R 18 B B A SO Trop2 ) 45 44
PEEATRE . SR IR AR AR SR I R S T
T AT 4738

| Trop2f0£EH R KA TR ThAE
1.1 Trop2BY%Etl

Trop2#E H A7 T 515 e R R 8 b, e T
1p32.1, 72— BH323™ 2 iR 20 Bt 1Y) 28N - i 7 2 Ak
THE JE A I 1 J54 P B K 0% B 2 T A 2 1112 Trop2
FH B 7K 1 BTS20 B b R ek, 5 B 45 A e R
i 5 JFE F A A, A G 5 R A v R ST ) 3 A T
L EE4,5- — % 2 (phosphatidylinosital 4,5-biphosphate,
PIP2) 45 & 7 A1) I 2 R A 22 0 IR 1ol IR 4K A7 il
Trop2id izt 1™ ¥ [7] %5 5 45 JjE (transmembrane domain,
TM)HN-¥i [ B2 4 35 (ectodomain, EC)5 ffd P i 7K
P % Bk %5 J (intracellular, 1C)i&E £z, M [# 52 T A i
B Trop2 ECHL &7 AN MURE I & & Wi B (1) /45
P, ISR BT S A S A 2 I TR ik =
SEtb 8, i Trop2 ECREME I B — PPz e I = J 4R,
MIHA %R H % 4 35 4% % 3% 75 (nuclear magnetic
resonance spectroscopy, NMR) LL 5 T Trop2 E B FR 1k
AR T M 4544, 45 R 7R, Trop2 ICH)
B Ao 5 AR SR R L ZH, AT 3 B0 45 C-i HE 41 it
JFAE N B B RE DX S84 G 1 35 o0 AR, I S S R R AIE TT
BEXT U 15 Trop2 3G A HE 8 . A Trop2 2 A1
/N R Trop2 85 [ i 5t 2350 1 910 35) 1 2 AR 5, AN AFAE3
MREERIZ 5, & — 3 AN84%. Trop2h
I 5z 41 M &6 Bt 43T (epithelial cell adhesion molecule,
EpCAM) A e (1) 25 AR, Trop2 5 EpCAM L
HMEAG 48% 1 7 4 [l . H AT, EpCAMARAME ) —
SRAAR B A R S5 40 R R, T DN Trop2 tH BB 6%
TE AR ACL IR — SR A 25 1
1.2 Trop2B9RIESIIRE

Trop2fE IEH AW B E. OP L. MisEhiyf
AR RIS, (HAE 2 Bl e v 2 00 s Rkt o,
T e [ 42 e 9% % 2 R It 2 4 B AR A M Trop2 52 e
Fat 7047 0T 22 Tl L 4 i %) s B % R B, Trop24E A ik
Kk B kR TR JE A RIS, IR G
KRE SRR E S R E R
SRR E R IETrop2 M) R b B 3% 452 40 i 5:(Madin-
Daby canine kidney cells, MDCK)5 i 18 1% 7% 1 %

PRAE 2 O R 3k A7 LU, 45 R R B, Trop2f) % IA fig
% 1 HIMDCK 21 g FE18L % iR B 1) 4 Hor i #1
TREROTOLAZEHIE ], Trop2 ) iy & 15 % -+ 3l i i
K EE,

I3 M Trop2#% 536 W 48 B, 25 % 55 K 7 25 1) Bk
%, H. A HNF4A (hepatocyte nuclear factor 4 alpha)’%
KR T 5 &S SR R R, IR AR R A
KEEEIEH . RESRERE, HERM L
3607 T A0 7 T S MR A LUK B AR,
u, LR WT1(wilm tumor gene 1)7E W JRA25H &
iR E SR A e L B A O

12 N 2T 51) 1 Jers 4 2 T 52 4 1 3R 0K 1 L
FuH, I Trop2 BAE 1 i e AT R Jl Ak 1) B i 2
R i J2 3578 53 A, ARAE Gt 0 72 ) i e vh v 3R,
R W Trop2 AJ 1 9 N1 41 s 40 ML I AR 54 o
1.3 Trop2Y5S5%S

2 o 2 T 32 AR R R T R AR K I R
30+, BHHl, O £ 3% XIPD-1(programmed
death-1). Her2(human epidermal growth factor recep-
tor 2)MCD33%% 41 Jitl 3 [ 52 44 (1 Fi i e 2454 bl
AT T FEEE W, Trop2s2 H ()40 M % 1H 3244, /£ K%
BANFEMEME RIS B, BENF2%ESH
I, YA G G G R T A, AT 2 5 R R AR K
it . EIER T Trop2 fE A N A 5 145 5 8 2%
W2, k2 5 KR R .
13.1 Trop2#4 & ik 7T vA A~ FERK-MAPKAZ % i 3%
ERKJ& T"MAPKI®# #% 1) W 2K ik, /e #4155 ISR TH 32
A 5 2 40 % 1 SR 8. 0N B -1 (activator
protein 1, AP-1) /& ERK-MAPK (extracellular signal-
regulated kinase-mitogen-activated protein kinase){ &
TR IR R R, R, B AN R iR X
ARANEE A A B 5 F 56 AP-173 Wb sl 18 o PR
fif# (secreted alkaline phosphatase, SEAP)H 15 & K Fl
mTrop 27 [K] FA) 18 95 B B0 % L RI293 TR I, 45 R 2
7, 5% AR L Trop2 B /K V-7 151 R I SEA PR i
BN, VL AP-1FE A 7772, I SRR R W, Trop2
[ 235 1] L5 BIMAPKAE 5 1305 . Trop23% ik
BRAETR A0 T ERK 1/2 () 7K1 L3, AT 35 n 400 i Jo) 48 2
HID1(Cyclin D1)FI4H )& 2 HE(Cyclin E)H)#KIX,
BET A S 40 0 W HERE, 25 R i SG T AN+
10N R S b B 20 RN 25 1 B Jed 40 1 A Trop2
1) 1 22 I8 L [R)F RR 8 IR ERK-MAPKAS = il g 1Y
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Fig.1 Trop2 mediated signaling pathways

e Ak, AT N AR B S0 4 A IR, Trop23 ik /K
b THASRE BB EERK /248 75 58 0, i 2 38 it
ERERK /21 3 B8 A0 7K ST, DT AR 2 fir 97 44 e 18
5:5[19] .

1.3.2 Trop2/™~FIGF-1R1z 5@ 5% 1 fili 8 41 i
1, Trop25 Jik & 2 FF A2 K A ¥ 1 (insulin-like growth
fastor-1, IFG-1)JE il & &4, M1 0 T~ Ui (1 PIP2
FCa™, 7 5 7 AR K 7152 f£(insulin-like
growth factor 1 receptor, IGF-1R){E 5, & 55IGF-1R15
M. ERRE RS, Trop2 i 7h B FUIR AR Bk &
HIMR S5 H B SIFG-145 5 T U &4, BHIBTIFG-141
IFG-1R%5 &, M HIIGF-1R15 5 4 3 () B-catenin/slug
SRR R FRIA BB, A S MR A PR G 5 . T
s 45 3 PR, FI] ] Western blot4 AR A1\ B 2 52 14
Pk 2 TR P R AN R B, i 5k Trop 211 1 5 3988 4
11 Z HeLaZH g Hh i 12 44 (1 IGF-1R AN [ 22 1 ik 2988
U I (anaplastic lymphoma kinase, ALK)[#J 7K ¥4 |
W R Gz S pive AR -2 A SR A0 ) T R B,
Trop2 & H 51GF-141 1 ] K] 1 (midkine, MDK)4t T
FIE & A Z AP, Trop2 FIIGF-12 1] f) T 45
4 H HAEN-10.11 keal/mol, Trop2 FIMDK 2 [8] f] il
M5 4 8 HAE N—12.46 keal/mol, F W] Trop2 7] fit 5
IGF-1FIMDK B #4H FAF Y,

1.3.3  Trop2i# it PI3K/AK T4Z 5 i@ SA4L it b J3 38 74
AKT N FRE B (protein kinase B, PKB), HA5 %
T BRI AL A B, Hodh, T308#1S473
AL R PRI B IR A A2 AT AN I R AT M 4t i 0

T A A A R AN i b B OB E
Trop2 K ik A2t T A 75 52 1A I 2 I ity 1) 45
&, 5 BB IR 1t UL B 39 B (phosphatidylinositol-4,5-
bisphosphate 3-kinase catalytic subunit alpha, PIK3CA)
PG T 5 % B4 i L, PI/ED3AL B IR 1k, & &
PI(3,4,5) = 2 i 1F (phosphatidylinositol 3,4,5-tri-
sphosphate, PIP3). PIP3#AKTIH 5& £ Jifi i b, b 5
AKTHE A T 5 2 UL 1 3308 1 (pyruvate dehydro-
genase kinase 1, PDK1)/ET30817 m ik, s
PI3K/AKT(E Tk . 72 NKFLME T, Trop2 MIAKT
()35 2 B M 1), T8 S AE AR A1 3 I 7E T i A5
R, Trop245) il 5 3 AK TTET308 FIS4 7347 B R Ak,
[F] B Trop2 2 38 W A5 0% Ji7 & R Mg ¥ B 3 (glycogen syn-
thase kinase 3, GSK3)id EER & 1k, M T2 =i Cyclin D1
HIKF, (e dtam i A IBERE . 534, (R IR ATAR B
SR, AKT 38 K #0061 770 RE A1 ) 2 34 Trop 2 ) i 83
S ) A, TR AN R IA Trop2 (1 40 H JE 285 71 Y
S SEITRE , Trop2mi ik 2 Wil PISK/AK TS 5l
%, 2 3E b IR A R A AT R, ALk, Trop2/PI3K/
AKTE ‘5l B A] B iR T T IR R —

2 Trop27ZEMEAEAXRFHIER
Trop2 131 Z P e B AR A7 AR s AT R

T AR, IR 2 Rl (K TS bR &4 Trop2id
MR R MIREEE S, I b2 DR T4
(RIS AR X 20 0 AT s 4, i aeads m] AR E g 2
K, P ARIE 5 w] BEARA R AR ) I 58 . IERANR
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2245, $2/RTrop2 2 5 e R A & FE(E2).
2.1 Trop253LRR%=

1 I H g% 2H A 0288151 FL I e R E AR
Trop2 32 18 7K - #E AT A I & IR, Trop27E FL Jik I 41 i
IR BH 1 2R A R N62.85%(181/288), B I & T L
JiR B P 988 (18.75%, 9/48)F1 1E 3, if 4H 23(12.5%,
6/48). Xf [ IR 4 2 i Trop2 ) ik /K 5 B 3 i R
I BLRRAE REAT R G0 W7 R, Trop2 I R IL 5 B #
I PR 23 B A A7 0 Je T 5 22 56 % D) AE ORI, J8
T qQRT-PCRAN G P2 AL B A M 1 i R 2H 23 FAH 418
HZ i Trop2 5 | % 4% % 55 H (epithelial cadherin, E-
cadherin) fEmMRNAZK V- Fl & [ KPRk, F50#r
H AR5 B35 G PR BRARFAE Z A ) R &R, 45 R
R, TEANRE AR, Trop23 ik LM E-cadherin
FIE T B, TETrop2im 3Rk 1) = B AL
Ui S AR 30 fi 987 2H 23 v A7 7 E-cadherin 318 R i
9 BB 43 31 A 70.8%(68/96)« 51.3%(102/199)F1
22.0%(13/59), 3+ H.Trop2 & & IE 1 E-cadherin ik 3
KSR EERAS A | IRtk 2 4557 (topography
lymph node metastasis, TNM) 73 #]. f#H A7 R S5

KRR, SR 18] 78 )5 5% 72 (epithelial-mesenchy-
mal transition, EMT), MMy BH 1E40 M T f 52, I
AR T firh 6 4 L ) 42 2 A A A 12,
2.2 Trop25RRBEE

) FH e 92 2 A AR 199451 7 s 0 35 1) fik i 9
R R RN e 2R AR A AT 23 AT IR, 2955% (1)
BB o A1 2 Trop2 /s R 1k . Trop23R 34 175 I Xt
B R 3 BRI 52 ) Y5 25 Trop2 ey 7% 328 1Y) i
i e 5 2 AR TIG v 2ak  JR Jo E  I AE AE H
(median survival time, MST)%3 5 484~ H #1440 H o
[l i, Trop2 i 2 3E T BUB IR JE BERZ TR, 27% 8 &
DAL g S P AR BE v T GRS FRVG YT o AR+
ZFERIGITHI B, Trop2m Rk i B3 B A A7
(overall survival, OS)Fl G i3 J& 4= 17 H(progression-
free survival, PFS)M R4 i . 1X L iE H5 3K B, Trop2
() e 2k 5 g e 1) R AR FUIR PR RE FE AT o0, TR
il BE AW, RFEUEE TS AR, nIREE —H
B TS AR bR B . NISHIMURA 26205 i 4
YA B AN 78 KN, Trop2 il /E RVEETE F) e S ih
JT (photo immuno therapy, PIT)¥ & . [l f5, W 5

FEMK. 45k, Trop2v] A8 il Id A FE-cadherinff & A Gl T — BB AR EE 7 6 8O0 9 N IR AL $1 4
C TFEDIFE TS LR LS Mo E PSR 98 09GN Tl e b
00 O FTFEFEREE SEFEFITIE T EFIF LT E I G
2500
Trop2
z
£ 2000~
E
g
£ 1500
B
:
2 1000
=
500 + f

N N R A S O (Y
A T L D e

S L R N UCE

AN D ALD), 5N
XON ONDDENSN WA

) R IO ¢ ¢
CEREEEE CEEEE S S
e\é\&\%\&\%\'\\ AR N

>N
AN

TA RN —AFEAR, L EFRIR Trop2/E MR A 5% i, SRR Trop23R ik W35 N R . T2 IRIZHSY N: IR 4141,
Each point represents a sample. Red represents a significant up-regulation of 7rop2 in tumor tissue. Green represents a significant down-regulation of

Trop2. T: tumor; N: normal.

[E2 Trop2 mRNATEMEFIIE BHLFHIFRIE
Fig.2 Trop2 mRNA expression between tumor and normal tissues
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1k HATIR700(Trop2-IR700), 7 F T % yr k. 1
PR ARG % 1 Je i 4 vhr, I Z0 406 B J5 AT R
W %2 2| Trop2-IR 700 8 4 5 14 $1 [ 8 4 it - 12E 1740
WA o R A BT o R O 5 21/ RS , Trop2-
IR700BH LA 1 /) MR AR A, UEBH 1 42 [ Trop2
TRYT IR B A R
2.3 Trop253E/NHRBATIZ

Trop2 /£ fifi Ji 41 23 b A7 15 & R I&, 78 1B i 41
ZrhRIL B BARIE . BHFFEN T 16441 4E /N 41
JYE0 i (2, 45 100457 s i Jes A0 64451 s 551K 201 Jd e ) F)
ZH 2008 AT S 204K 5 U BN, Trop2 1 Al ik IR 41 ity
Joh 2H 20 Hp i 3R 0 1 EE A 9 64.1%(41/64), T 7E fifi i
T L2 b s AR 1 LB D923%(23/100)  £E fili 4R
i 4L 23R, Trop2 & 33k 58 BT 73 1) 2 25 AH 5K,
Trop2 5 1A A i B OSHE A . 1 fiti i 4 21
tHTrop2im Rk 5K E &%, T . TNM
oy WA TR, IS IR IR oA A7 5%, I H Trop2 &
156 fil i e A8 B OSMIPF S AR A 52 1), JG 3 XTI
FITIHA B SR . XK I, 75 il 21 24 Trop2
MRS S 705 A R R IR, 3 B R
b S TR A B ) S 7, [RIENE, Trop2 ik S 32
B AR AR IR, A il 4 R AS49, Trop2i
FIE T DAL M ) S . 3L RS AR 28, T AEPC-9
2 v, Trop2 e 2 12 U 2 41 1) 4 L F) 0 12, AR 4
WL TE . TR AR 28, XK, Trop2 W] AE N —
ANHT IR R T T AR RE AT
2.4 Trop25ai%5IBEEE

F %% 2 46 AmRNAZK ~F- #1125 [ 7K 1% Trop2
(2R IEBEAT 43 M B7R, Trop2/E N A4 i 41 4 b i
Rk, JEEEAERT AR b R R S . R/
B 52 1 rr, Trop2 ey 2% 35 e 6 ) U J6 40 1 B AR
FEEE A WG DU A REN. BRI,
Trop2 7] LA & &) ¥ & & D (focal adhesion kinase,
FAK)BEER 1L, (e A 52 AR B85 CI i 1 (receptor for acti-
vated c-kinase 1, RACK1)7E4H fi i E A &R, S 2B(1)
integrin-RACK1-FAK-Src(integrin beta 1-receptor for
activated c-kinase 1-focal adhesion kinase-Src tyrosine
kinases) {5 5 I8 B B0, M0 1 21 B Je 4 L o 27
HEEE E R R B, (ERE MR R 01941 F A1 R
S PN 988 1 99 A% (prostatic intraepithelial neoplasia, PIN)
FN3 5451 £ T 41 Ji e 98 2L 2R A ) DN AREAT FH B4k
5 5 VEQRT-PCR} T 7R, 7E19IPINZH ZME A b ok

D Trop2 H B4k, 723541 11T 41 i Al I8 AL 23 A v A 6451
Trop2&; FH 284t 1T Trop27E Hif 41 Jig fifr 8 v ey P 2
T AEPIN TR G F R AL, {8 Trop24 B2 A M 3 % B 2
T S 1 i 2 B A N 12 T ()9 A i B
2.5 Trop25E iy

EE S B 45 Wi A0 ON S0 55 W%
VE OB Hh, Trop2#y w1k, I HALS¥ 4 S T
Ja, MR E . IR AR RS L. fEE
et Ji 98 24 B 7 Trop2 =i % JA 512 Cycelin D1 Cyclin
E. CDK2(Cyclin-dependent kinase 2)F1 CDK4[{)%
RGN, WOEERK /215 5388, J/>p27F1E-cadherin
(215, MR 4 e 40 e A= K AR 28 e #8 2). AE
G B, Y Trop2 K ik T % )5, BCL-2(B-cell lym-
phoma-2)7 i "~ i, Bax(BCL-2-associated X)% it I
A, 48 75 Trop2 1] i i B PR Bax/BCL-2 1 °F- #1 & 5
iR 1 e A B, ZHA OSSR I i A4 N 4h S B AT 7L
7 Trop2ie #E B A EMT & AE 1073 T ML, B &
B, FP] 5 e 4 2R Trop2 (214 AT LARH 1 5 e 44 g
AR N BT AR 28 .

3 EE[ETrop2 MY B 25408/ 52

H 117 65 T §2 7] Trop2 (1 $71 i 988 25 ¥ Wi 52 77 [\
F A A Trop2 ) HLAA FIADCZ5 ¥ 55 . A1k 3]
20204F1 H, 45 6N $E 17 Trop2 I PLIEE 25 0t A\ I
PRARIG B TP B, RV X IR 629 dEAT 1 Wi, o
A E — 3R NTITEA I PR 14 2 Immunomedics 2y & #F &
Hsacituzumab govitecan(IMMU-132), EZH 677
= I L
3.1 Sacituzumab govitecan(IMMU-132)

Sacituzumab govitecan(IMMU-132), DL & #x
sacituzumab, s& — FF T BIADCZ %), H #E [ Trop2 H
NIEAHT Trop2 54 (hRS7)IE I 3 5 e s AR
SN-384H fi!"".  Sacituzumab ] HI T34 97 EL4E = [
FUbs . B AE/NEaiE . s TS0
FEWN ) 2 Bl b B PE B EERY. H Aifsacituzumab H] T
% Fh S AR VR T B R A 7T 1E 23 0] A T I/ i
R, . Hrsacituzumab ) _F 17 H i £ 20194812526
H 3R1FFDASE 3, ol S = B PR . AR
Immunomedics A ] & A B REE, fE11048 4252
sacituzumabif JT 1) = B P FL B B8 T, % 0 52 i
# (objective response rate, ORR)N34%(37/110), H:
34 N 5E AL i (complete remission, CR), 3442 Al 47
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Table 1 Trop2-targeting drugs entering the clinic
%) I PR B AL YEHIBL I R
Drug Clinical stage  Drug composition Mechanism of action Indication
Sacituzumab Phase /II/IIl  Humanized Trop2 monoclonal Targeted binding of Trop2 and internal- Urinary reproductive system
govitecan antibody hRS7 IgG1Kcoupling  ization of active metabolite SN-38 of cancer, prostate cancer, breast
of SN-38 irinotecan into tumor cells for killing cancer, endometrial carcinoma,
etc.
""In-IMP-288  Phase /I IMP-288 peptide containing Combined with bispecific antibody Metastatic colorectal cancer
DOTA bound to ''In was TF12, it can quickly target tumors and
radiolabelled kill them
SKB-264 Phase I/I1 Trop2 monoclonal antibody Combined with Trop2 extracellular Ovarian epithelial carcinoma,
coupled with toxic small segment, toxic small molecules were gastric adenocarcinoma,
molecules located in tumor cells for cell killing pancreatic adenocarcinoma, triple
negative breast cancer, bladder
cancer
BAT8003 Phase I Recombinant humanized Maytansine was localized to tumor cells ~ Trop2 positive advanced epithelial
Trop2 monoclonal antibody is in combination with the extracellular carcinoma, such as breast cancer,
conjugated with metropin segment of Trop2 for cell killing gastric cancer, non-small cell lung
cancer, etc.
DS-1062 Phase I Trop2 humanized monoclonal Topoisomerase I inhibitors were targeted ~ Non-small cell lung cancer
antibody coupled with DXd to tumor cells to kill tumor cells by af-
(topoisomerase I inhibitor) fecting DNA replication
DAC-002 Clinical Recombinant humanized Trop2 ~ Antitubulysin B analogues are targeted Triple negative breast cancer,

application
was accepted

monoclonal antibody coupled
with antitubulysin B analogue
Tub196

to tumor cells in combination with Trop2
extracellular segments to kill tumor cells
through microtubule depolymerization

small cell lung cancer, non-small

cell lung cancer, pancreatic cancer

2% fiff (partial response, PR). IIfii K 3K 2 % [clinical ben- I7 o

Mn-IMP-288& H &4 1,4,7,10-PU & 430+

efit rate, CBR: CR+PR+SD(stable disease)>61>H N
46%. A RFSE 2 B B[] (median duration of reaction,
mDOR)N7.64 H, PFS 5.5 A, 0SN12.74MH ..
A 1144 B35 IPFSI R AL K, 12330 AP, 2%
P T BIR T RO

THOMA S ZPIE 58 K, Fisacituzumab 535
PARP(poly ADP-ribose polymerase)#l fiil] 7] (olaparib-
rucaparibaltalazoparib) ik F 7] A5 20t 40 1) i I AR
FEFLME /N A b, 5 BL25I6 9T AH LE, sacituzumab

X olaparibiktalazoparibif J7 1] i 2 1Y 5 /N BRI T

IR RE 77, JELZ R itk RIS IE] o [RJE, XY ERA FH
ANERHEAT I 2459 BEAT I A B, A B A A, otk R
J 55 M 2 T W R A8 1, R BTER& F 245 70 Ll
2Pk, A Ksacituzumab 5 PARPHI il 71| B & FH 25 7R
J7 B AR O NI PRI/ITH
3.2 TF125111In-IMP-2885%FH

TF12& H 24t Trop2 Fab by BRI/ L4 i —
I% ¥ 1t H & 2 (histamine-succinyl-glycine, HSG) Fab
v BUE R RURE oAk, BT T 2 Bl R 1m) v

%t -1,4,7,10-VUIR R (1,4,7,10-tetraazacyclododecane-
1,4,7,10-Tetraacetic Acid, DOTA)f¥] IMP288/ik 5 '"'In
SEA AT U M RRC S L) — Fh B HSGHRR 1
PITBUR AR IC B BT IK, H 454 DOTA-D-Tyr-D-
Lys(HSG)-D-Glu-D-Lys(HSG)-NH2, — %5 TF128¢
Mo 1E/N R AT I8 5 TF12F0 M In-IMP-288
1IN ) 26 243 771 52 R 2 245 1) B 10 %o 245 ) B L 1)
WBEAT 43 M, &5 B R, ETFI27E 5477 & =2.5 nmol,
M n-IMP-2887E 5 1 & <0.1 nmoli, I8 X 24 ¥ (1)
PR B i, T TF12F0 " In-IMP-288 11 45 24 £ 43: 1A B
I ] 916 ho AR B [ JBUR 5005 97 V5 (pretargeted ra-
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