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WE  ZIREEBRIMEE (receptor tyrosine kinases, RTKs) J&:—2R4I [0 2 5 IR Z K, FEAFRIRES TS 52/ ANA= 4y
2, RTK M HAGS 0535 5 MR 5 2 Fh AZSBR % VIA S, RON (recepteur d'origine nantais) 7EAF RTK YR GY, 4 H T
HIIAE, RRUSEL E M T E S H S S S MR R AR R, B R MR R T R R Ak, 2
1] RON FHTIR 259114 (antibody-drug conjugates, ADCs) #{JF & FIWFGY . A SO HA RN AT RTK-ADC #47 5.45 ,
XIHL RON-ADC (4 . PRI IMIUESTR LL S 2 B FIFE AR AT T R G450 . BKITE , PURON-ADCHRETERLF, #
SRR PSRBT B PR TR AT R, B ARG R BT S SR, BRI BT RON-ADCARAFE R Z /IR,
o B AR AT R Aar BN B BRI A Ty AR St T —fCH RON-ADC M &, -4 IR ITAN LI R A 14 08 Ak R AN 52

Jti ek, AT AEHT RON-ADC I RIS A, DA S BRI RV H] o

X$EE RON, ZAIKFEETRIEANE, PiikZiIBEY
hE4S%ES  R453.9, R730.54

Z AR T R TR I B (receptor tyrosine kinases,
RTKSs) J&— 24 i 3% I 85 IR 32 14, TEZH LN
MR AR IR AL AE S P EEZE/EM. RTKS
BCARSE G, 38 3 IS S 2 R U 5 A Sl R T e gt
AP TS, Z59MnIgsE . b, s iF
B . AR S A G AR A A R . RTK
Tk AES B H SRE N ETIM G, RTK
(1) 57 5 ST S IR A RRIE 2 —, 4 RTK IR AR |
IERIE A S35 A3 RS R DR R A S
BF, B AR E S T, Sl AR AL R
T JeE 240 B ) 3 GE R TE 2. BRI, RTK B
2 O R YT R B A . RON  (recepteur
d'origine nantais) J& T RTKs H7[] 75 51 - |- Ji ¥4k H
¥ (mesenchymal-epithelial transition factor, MET)
KGRI, HAF 5 3 IR 2R e i gk e v
RAEEEAEN]
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ADC), ZZMiA 7" RON ) ADC (T RON-
ADC) FRIEE . FER P AT i ()BT38 A I
PR MERRIE . RSO T 4 HTH RON-ADC f7
7B Jey BRI LA K T —1R 3T RON-ADC F) & J& )7 1],
B 1E R IS SL 25 e I R RN PR k2%
A

1 $EERTKAADC

HE2025912 H31 H, ©A I AFMER RTK
() ADC 9 I & A SY . ik 48 ADC #E ] 4P AN W]
1 RTK Z8 0%, TE I R 10 Al RO 5% v 7 3 6 A1
7 B2 A BFH A B SR S Y e ) Rk, Herh

5 AR 2 [ Bl 25 IS )R (Food and Drug

Administration, FDA) a§ i [# [ 58 25 i) W B4 B
J&3  (National Medical Products Administration,
NMPA) #bifE, #1988 TG HA
RMERYHIRTK-ADC RIR . IR S AFFERE L

Hob, BBk B RON-ADC 3R 15 #F & . 4t
RON-ADC (L H] 1 3 Mifs N R RCR R 4F
() RON Mg BEHLAR, DL K 3 FAE A7 %5038 fn7 14 240
M ETEZG Y . X e RON-ADC ¥ £ JF 17 il F
58, VAL T HARRSMRAR N BORR E P R e A
FEWH T AR S 1 2 B R R MR AE 01
J& £ T XHT RON-ADC B4 5 DL LRt 5% 25 5
AT T IRANIIA

Table1 Antibody—drug conjugates targeting RTKs

#1 HERTKAYADC
E s #S e I [ H BT DAR? I g WM B STk
Trastuzumab emtansine HER2  Genentech 1998 DM1 3.5 HAYE Pt [15]
(T-DM1) (FDA)
Trastuzumab duocarmazine Synthon Biopharmaceuticals 2014 seco-DUBA 27 L. T E N IER (6]
(T-Duo, SYD985) i Wt
Trastuzumab deruxtecan Daiichi Sankyo 2016 DXd 8  HER2MHMESZfRNE kit [17]
(T-DXd, DS-8201a) (FDA)
MEDI4276 MedImmune 2016  AZ13599185 4 FLhvE. B A [18]
WL
Disitamab vedotin (RC48) REEWHIZ JHE) AR 2017 MMAE 4  HER2FHAPESZfAR  3kflt [19]
A (NMPA)
Zanidatamab Zovodotin Zymeworks 2018 AuristatinfifAEY) 2 FLEYE. BiE pyimR  [20]
(ZW49) i
Pertuzumab zuvotolimod Silverback 2019  TLRS##BNA A% HER2FHVESLORR  1HIIGIR [21]
(SBT6050) i
Trastuzumab rezetecan i ERERAERAR 2020 SHR169265 6 HER2PHM: SR Rtk [22]
(SHR-A1811) (NMPA)
DHESO815A Genentech 2023 PBD %k RKEn FURHE . TEE DWER [23]
U WHIT
HMBD-802 Hummingbird Bioscience 2024  Topo2iMIATRi  1+1 HER2FIVESZAR  FRMHTT [24]
XMT-2056 Mersana Therapeutics 2025  diABZI STING 8 FLME. B DGR [25]
WEh LN
bsHER2xCD63-ADC HER2. Genmab 2016 duostatin-3 1 ARE. 4H B [26]
CD63 Yt OFEL
23V-MMAE HER2. ZNEMAEPIEEZAAHBRA A 2024 MMAE 29 AMYE Senliwt s [27]
HER3
Patritumab deruxtecan HER3 Daiichi Sankyo 2019 DXd 8 FLARE . dE/h g niiEK [28]
(HER3-DXd, U3-1402) it e WL
KHN922 TR HERL A AE B B IR 2025 TopolifIRNA  3.9+3.6 HER3 Ik % ik s Hh#FsT [29]
AT POL ITi 498
Depatuxizumab mafodotin ~~ EGFR ~ AbbVie 2016 MMAF 4 VBRI AR IR [30]

(ABT-414)

Wt
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ABBV-221 AbbVie 2018 MMAE 30 JE b 40 M. DI [31]
EEN 7R N 0
REAH R
LR-DMI P R A AR 2022 DM1 3.6 JHEYE Semfiargr [32]
AR T
Izalontamab brengitecan ~ EGFR. HFJRIH. Systimmune 2023 Ed-04 8  EGFR/HER3 FH 4 IR [33]
(BL-BOID1) HER3 SRS W5t
JSKN021 VLR ET AR AEYMHRIZ5A I 2025 TopoliIMMAE  4+2 HER3/EGFR [ 4 FEmiHFT [34]
vl AR
AZD9592 EGFR. AstraZeneca 2022 Topoli 6 AE/NA i o . DIRIR [35]
MET SKEEERRAE  EA
Telisotuzumab vedotin MET AbbVie 2014 MMAE 3 ANl kAL [36]
(ABBV-399) (FDA)
RC108 REEWHZ MG AR 2020 MMAE 3.5 METRAMESHAR IR [37]
NG i
PCMC1D3-DCM Texas Tech University Health 2022 DCM 3.6 FLHRE. BRARJE . BERREFIT [38]
Sciences Center (TTUHSC) =N
Zt/g4-DM1 RON  TTUHSC 2014 DMl N 7Y S AN AN B2 T K
o i . 45 H
JsE
Zt/g4-MMAE TTUHSC 2018 MMAE 4 FURE. EMUE . FEREETT (7]
45 H
H5B14-DM1/MMAE/DCM TTUHSC 2019  DMI/MMAE/ 4  RONPAVESEME  Beafiafsr [8]
DCM
PCMdt-MMAE RON. TTUHSC 2025 MMAE 4 RON/MET P 4 55 Seafiffsr [9]
MET A8
CDX0239-PBD ALK  Celldex Therapeutics 2025  PBD Efk 6 PR L BRI . BEEETA [39]
il A5 PH 1 B S0
VI 45 E
Enapotamab vedotin AXL  Genmab 2018 MMAE 4 e/ gl i R . IDWIEIR [40]
(AXL-107-MMAE) BRI Wt
ADCT-601 AstraZeneca 2022 SG3199 2 WAHLWR. E UEK [41]
VAR W
1C1-mcMMAF EphA2 MedImmune 2008 MMAF 4 EphA2BHPES:MAE DGR [42]
(MEDI-547) W5t
MBRC-101 EphA5 MBrace Therapeutics 2025 MMAE 4 MR . Ml . EERBEFFT [43]
AR R A
Aprutumab ixadotin (BAY ~ FGFR2 Bayer Pharma 2016 AuristatinfiT4%) KA FGFR2 [H & s& DGR [44]
1187982) LS W
ASP1235 FLT3  Astellas Pharma 2022 AGL-0182-30 4 AMERAME UK [45]
W
w0101 IGF-IR Institut de Recherche Pierre 2020 AuristatinfiTAEY) KA L FAAF T [46]
Fabre
LOP628 KIT  ImmunoGen 2018 DMI1 K B e BUR L /N BEREEAL [47]
o R A . 2
ENSHIRD
Cofetuzumab pelidotin PTK7  Pfizer 2016 Aur0101 4 FLME . B DGR [48]

(PF-06647020) M . R S i
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Y078-DM1/DM4 RET  Takeda 2015 DM1/DM4 33 FLhYE FERLWTTT [49]

Zilovertamab vedotin ROR1  Merck Sharp & Dohme Co. 2020 MMAE 4 IR R . IR [50]
(MK-2140, VLS-101) FLHRRE . il WL

Ozuriftamab vedotin ROR2  BioAtla 2025 MMAE 4  ROR2FHPESEMSE IDHIGIK [51]
(BA3021) i

i ) ADCHYRIE & BRI IS 45 SR 1 A AR YIS TE]; 2 DAR: 253K (drug-to-antibody ratio) . HER2: AR LK K FZ{K2 (human
epidermal growth factor receptor 2) ; HER3: ALK T 32143 (human epidermal growth factor receptor 3); CD63: 43{L#%63 (cluster
of differentiation 63) ; EGFR: 3£ 74K N F %k (epidermal growth factor receptor) ; MET: [f] 5t Jfi - I J7 # 4k ¥ (mesenchymal-
epithelial transition factor); RON: RONZZ/A (recepteur d'origine nantais); ALK [B]Z5 Pk LR34 (anaplastic lymphoma kinase); AXL:
AXL3Z/K (Anexelekto); EphA2: HFAECHEHAMISZ{A2 (ephrin type A receptor 2); EphAS: JFECE FIAMIAZ{AS (ephrin type A receptor 5);
FGF2: JWr4ednpfust KX 12 (fibroblast growth factor 2); FLT3: FMSEEESEIRILEF3 (FMS-like tyrosine kinase 3); IGF-1R: & ZHE4E
K F 1524 (insulin-like growth factor 1); KIT: T #4ifMfiAz & P+ 3214 (stem cell growth factor receptor) ; PTK7: & [ i 2 i i 1 7
(protein tyrosine kinase 7); RET: RETZZ{AK (rearranged during transfection); ROR1: 4 RS2 &AM &HNILZ K1 (retinoic Aacid receptor-
related orphan receptor 1); ROR2: ZH B2 &AM &N ILZ A2 (retinoic acid receptor-related orphan receptor 2); DM1: N2'-2: Z i 4E-N2'-
(3-5 -1 0N ) 6B FE  (N2'-Deacetyl-N2'-(3-mercapto-1-oxopropyl) maytansine); DMd4: N2'-2: Z it 3E-N2'-(4-FiH-4- F 2 184K
H)-6-TFHIEH R (N2'-deacetyl-N2'- (4-mercapto-4-methyl-1-oxopentyl ) -6-methylmaytansine) ; MMAE: H.H LG fh{TE (monomethyl
auristatin E) ; MMAF: FLFEREGBVTF (monomethyl auristatin F); TLRS: Toll#£3Z{AS8 (Toll-like receptor 8); PBD: MEMEIFAIT &I
5. (pyrrhobenzodiazepine) ; Topoli: #iFhF I EFIFN 4 77 (topoisomerase I inhibitor) ; Topo2i: i+ -5 4 B 111 i 77 (topoisomerase 11
inhibitor) ; ATRi: ATRiHFHNHIF] (ataxia telangiectasia and Rad3-related kinase inhibitor) ; STING : T$ 2 3K fil i HF (stimulator of
interferon genes) ; POL Ili: RNA % & M 11 # 5] (RNA polymerase II inhibitor) ; DXd: % ¥ 5 (deruxtecan) ; DCM: £ K& £
(duocarmycin) ; FDA: 3% [E 5255 B 45 BLR (Food and Drug Administration) ; NMPA . F [ [E 52 25 5 W45 #R) - (National Medical
Products Administration) .

Jit ¥ 4k, (epithelial-mesenchymal transition, EMT)
o MEAFEAE BEMERE T, MSP-RON {551y
B EA —E WREIRTE . TR 8 s b,
RON it KRk Sx G hnsg A& m9 A, ins AR b iz

2 HIRON-ADCHIHZE

2.1 RONHIRIER EWEHMN
RON Z A R R il (WHRHMSTIR) & F

c-MET J5U RE R 5 M5, HCICAA Ay i 4 e 2
(macrophage stimulating protein, MSP) ., A% A9
RON Hi 35 ku F) a5 A1 145 ku (4 BEEAL AL offA 7
Sema 25 FA38 A4 N ity , B 4% W42 7 Sema 45 #4351 C
Ui, LANPSIFERF . 4N IPTE5K3 . 1 MM X 4k |
1A 240 J6 P 95 it 45 g R — 4> 2 ik i 2. RON 73
T FREN AR, BT, RON
He 2 MSP I RIBON T . 25 b K 20 M i & B A
B, WIRARE . Brsdol 1 iR eEss =,
RON W 7x B WA MY v 235, 78 B W40 I A9 A7 W
S FNE RS DL K 58 RE B I B4 3] 77 v O 4% o A
FI 5. RON M 5 i I8 MBS A7 AE TFLIRE . i
OB SiEE . R PR IREUE . A
G i A5 2o PO IR b B ST R, RONTE
2 50% 11 it 98 1 FL BRSO L 60% 1 4 H 1 I
9 Y LA RORE I 80% B R EE 0T vh R ARSI, H.
RON (1)1 8 3k 5 Jpfyed 19 w5 0 1) o 3 AR A 2 1) Tt
JEARDE B RON [ 58 T {5 5 BRI A S i
RERERMZRRE (B 1), G4 MhiE 40 m)
WH S . RSP B mAE AR, B

PN PR SR AR AR A R, AR E L ) (R 22 1 AR
S MR AR Y TEFLET, R RON Kk
RE 02 112 1 2L IR L Bz 400 B %) 2 A R 8 1 o ity A
U0 LTI T, MSP REGE IO AN E I
HR 40 e (peripheral blood mononuclear cells,
PBMCs) H1 [ yST 41 M, =5 W S 30 555 1)
52 HI, RON CUBCh LI ADC 259 A v
FIMGERE R 5 22—

S HABRTK AL, RONE N ADC 4 f BA7 1
MERRIEHE . MK BB, 5985 £ EGFR
FIEMIHL, RONTEBEMRIE . 45 B S5 Hh i)
ZS R A B2, HILH RON-ADC 4 Z IR
SEIE AR RE . X T AEAE 2 Fh RTK i 235 19
FEZSTHY, RON UL ELAT o AR wit i 245 1 () A i A0
$LRON-ADC 1Y ) — #4523 F RON {5 5 72 877
JibRE SR B O VR . W2 P Y RON 5 5]
PLESY B A it , 095 ok, RON fk 2 ] fifi
PR A Hr M2 A S L, TR
L RE A% 53 D062 Aol 200 A A1 7300 o) B 3 40
PITIRE TIRE "' PRI, B T X iR 4 Y
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A, HTURON-ADC iR GEME X E WL Bl & E/E Ak, AR AL T RNESCR R

FH - ITTE— 25315 R Gl 55 ﬁ%B’JRONﬁ@ﬁ DU, WA R AN 2 W)
LR B B B i 2 — BR B2 2 — M i T A IR 7 2, LA 4 4 4 8 2 47T RON-

RON-ADC fJ#LF, FH8 1 FHi RON-ADC I % . ADCo

MSP
RONJI & RONZEf

MzhiEH MEhE A

v
v -

v
v

/

¥ ?T‘F -

FEEA
| |

* IR . RREAEZE o AR
o bRz s o i * 4tk

Fig.1 MSP-RON classical signal transductions and cancerogenesis mechanisms
Ell MSP-RONZHESHESREELH

MSPPE S URON " RALSE L MR B . MSPIEFRONBTG 5, B JSlE S — XL, SEAEANE 4> FSOSE I (son of sevenless)
A K T2k 454 812 (growth factor receptor bound protein 2, GRB2), #XJ5il i/ RAS- ERK?'FHPBK AKTH 5% FEEM (550 A A
Wi, P. @§FRIL (phosphorylation); mTOR: MiFLsh¥ &A% Z#EHE 1 (mammalian target of rapamycin); VHL: Von Hippel-Lindauf [ ;
HIF-1: %% K1 (hypoxia-inducible factor-1); RSK2: pOOZKHIAS6I2 (ribosomal S6 kinase 2); STAT: 5553, St I+
(signal transducer and activator of transcription) . RAS: KFAJME 1 (rat sarcoma protein) ; MEK: #2%4 5% L3R 4B A (mitogen-
activated protein kinase kinase) ; ERK: 40 fifi 4N & 5 98 15 % B (extracellular signal-regulated kinase) ; PI3K: #f 5 Mk ML M 3 3k
(phosphatidylinositol 3-kinase); AKT: #fHH¥MIB (protein kinase B) .
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2.2 $BERONHY BB EHIK

e BT RON B g BEHTAR 4R T 1998 4,
Montero-Julian 5§ ' i i f % 18 AZERON (3%
F& RE7) (Y Madin-Darby K % (MDCK) 4il it /&
oo Hoh B9 BT RON H 3w B 4T 4k, W1 IMC-
41A10 ' IMC-RONS8 (=% FK & Narnatumab) '/ |
07F01. 29B06. 18H09 '’ Dk }2 6E6. 6D4. 7G8
A6 100 pg AN [F) ) o A 2 30 3 2% S 9 R i A A
REARARL, HOHTIEIRAIT . Soh—4dl
BE BT AR, Zticl. Zt/gd. Zt/c9. Zuf2. Zt/g9.
ZU#1 T DL PCM5B14 | 2 v g B TR
ARFERLE R (TTUHSC) 5 #iVT R A7 B 2B
& —ERtaE, Ml /I RON, RONA160 514
1A 5 RON X i 45 #4) B % Y% NIH3-3T3 4l il % 73
Balb/c /NGRS o X EEHUAR I SEAE B AL FRE
WZR2,

TEE 2T & 1 HT RON A sE btk v, Zt/g4
1 PCM5B14 %% Jl T4 RON-ADC B4 8, Wi# 4>
SR 5 RON BB 1) Sema 45 #4385 A1 PST 25 ¥ 35k . Hy

Tit47 ADC & R, WFFE &1 IR IAR I B A
PR DX A I 42 BN 2K TGl x SZARHESE Hp L 52
PNTEAL B ) XFFRONE R IAHM AR, XM
FhBTARTE 24538 3% h B R B R 471915 5 RON Y
HRe . kAL . lvE . FLIRESA
[F] g () A L R v, #E /N T2 I Zt/g4 e
7£ 10~20 h N i T 50% ) RON N 7 17 130 g
H5B14 fEfE7E 10 h 5T 50% 1 RON N7 1
Frib =z A, —FhBEAS [R] A HE ) RON A1 MET 9 XURR
5 PEPLIR PCMbs-MR 14 Jl F 3T RON-ADC ) #4
# ¥, PCMbs-MR /& F] F§ MET 9 5. T PCM-
METO1 1 RON f{J ¥4t PCM5B14, i Knobs-into-
Holes F1 8 BR 2 [ 454 58058 SR AR AR 1l iy AR AL
MR ST 1gG 4> T KT MET F RON /& ik
() BxPC-3 MITHCT116 4 il &= , ZAHLTEF 50% 1)
MET F1 RON PN 75 1) B[] 34 20 FX5F By A LA, X b
SEALRR N DL EBUARTE 25 2% Oy TR P
I R # EE RON-ADC Y B U305

Table 2 Monoclonal antibodies against RON that have been developed
x2 EB#WFEHHHIRONEEIEGE

L4 FR HEE I 1) WAL A IgGEAE  WEFRMEB SOk
ID-1. ID-2 Immunotech 1998 EN 1gG2a enfiwr gt [63]
/2. Ztlgh. Ztlcl. Zt/c9. Zt/g9- TTUHSC 2006 Bt H1 ¥ Sema IgGl/x Fuhwtst [67-
Zt/#1 SERG IR 69]
IMC-41A10 Eli Lilly 2006 Bl A1 ¥ Sema IgGl Fuhwtge [55]
Gh Bk
29B06. 07F01. 18H09. 19A04. Aveo Pharmaceuticals 2010 B ) Sema IgGl SRl st [65]
12B11. 17F06 GhRL
IMC-RONS (Narnatumab) Eli Lilly 2011 Bt ISema  IgG G DHIKK [64]
GhHL) I AEHD Wt
IgG4. IgG7. IgGl0 Istituto di Ricerche di Biologia 2011 Bt fSema  TgG (WA FEREAFIT [70]
Molecolare (IRBM) 2 I ANERD
PCM5B14 PCM Targetech 2019 BHE 1 HIPSI IgG1/k Benfirr  [8]
GhR B
3El. 6E6. 3G4. 2B3. 7G8. 5B9. Agency for Science, Technology and 2019 BEEFFMIPT3  1gG2a/lgGl  FEREHIA [66]
5A5. 6D4 Research (A*STAR) gl Rk

23 BRHETREBEAX

MRAEAE AL A, AR ADC A 3428 1)
B A M M 25 ] 43 R O S LR . DNA
BAGH . D SR BEID IR SR A Y
o, SO S R R 2 A R 2
A, 2 T4 3 RON-ADC Ay 3 504 8k i o

S R A PH R E 2R E R (maytansinoids)
KABEEHAMTT (auristating) 25, W3 A] DL 1
HMEEASS, TIRMEH R 5T ET
iy, YRR 2257 24 0] oIk 45 6 US4 4,
T 457 200 0 1 301 BEL 7 G2/MLY) , e 5 Bk 4 it 11
T2 BB ERTAE Y DM FIBR 0 2007 A4 1y 2 B
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LB EE (MMAE) & H i g H T & it
RON-ADC [ WiFh FZEL G FE 259 . 78— T
HH, ZFK#%HZE (duocarmycin, DCM) H#HH T
HLRON-ADC G 1 1, ik J&—Fh DNA/NASLS &
BeAb ), n RS SE A DNA /NG 5 S he k1L,
M THEDNA G R, 5 AT ™,

FEHEATHT RON-ADC & i, 3l F B H
ST AHE A ST . MMAE fIDCM 5 7] 4
i 2 T T A O Y B B -4 A R - TV L PR - o) S 2R
i (MC-VC-PAB) AHi# ' ™, Zi&EHF Y4
FAIR-JNEAMR (Val-Cit, VC) KT n] 1 17 il 14
W 2 2R 8 BRSO O0E] IR
AT o 1 DM IS5 ] 44 Y 4 2% 1 4-(N-E ok
P 0 e H 3 ) BR O e -1- R TR 3R T IBE W A R
(SMCC) A ', MIHEFAHMM)E, 2GR
B PP K A LSS s R, X PR 3%
e ) R e e B3 v 55 sE (—SH) &E
T 2 - L of T IV B A 306 s N, T B AR A ) A ik
" HETHT RON-ADC [ 4 B34 2R FH AR R w51
B =l, mEIWBCEH 2kt (drug-to-
antibody ratio, DAR) #9} 41 ADC. & 5 HI¥t
RON-ADC 7EB R ER 2% il (PBS) HidfctE R
I, fEERE37°CH {4730 d, HDAR FREAE
it 7% e 5 0 X R WA BUHT RON-ADC [Tk FH i
BB RS0, 7G5 ADC 259 2K o

3 HIRON-ADCHEHERTHHIE T

3.1 #RON-ADCTE4H RSS! dh i shE M

$t RON-ADC R &M &M I PFAF8 br £ B PT
AT 19 ADC PIALRICR LA KA R8s Xt 4 A9
HET- RN A s . IR 41 Y RON 2
KK, WEGRENIER 7ok A AZRFLIRE . R
. A E . MEAE SR 20 AP AR, M
T-HL RON-ADC FIRSMNEPEPFAR .

HL RON-ADC (1% PN A R4 % 4 3 78 o 4 i 35 T
RON U870 50% Jrits (i 8], 25 i 3L F i v
REPTARAHDC . WNRATATIR, A48 ADC Fr il FH bt i
Zt/g4 . H5B14 Fll PCMbs-MR #RAE 5 L % 5 RON
INTE, JF IR EAREE . 3T Zvgd 19 ADCTE
N[5 40 Mg 2 i S RON N 75 1Y S 1 1C, g 10~
20 h 70 R T HSB14 (19 ADC REfS LM S
RON [ INAF ¥, 22 ADCALFH S , 40 A S iE e
5 R RON 4t e o7 0 Ik, $it RON-
ADC 7E1% 5 RON P& S ADC & AR AL 7 THIA ik

FRR

$it RON-ADC 47 7 9 24l Jfd 8¢ %00 55 RON 3R ik
KA K, IR R HTRON-ADC X}
RON BAM: 4 JC B B A4 d ik, i &
Il HA 8 000~10 0001 RON 43§ 2 H 1 RON-ADC &
PR RARSNEE I 55 ™ Y, LIHTRON-ADC
SE AR A I AL A At T Rl B . #EHT DM
8 MMAE ()3t RON-ADC #BEfi% 51 42 i 25 i 41 Jitg
FAW s, AR ADC b FEN [ 280 6 fif g
ifEE, FECGO/GL IR 4k . S AR LI
G2/M I F HE K, X AR b i R 7E A S 3~6 h
B A g g o 0 1)

£ ADC A T4t T, RAEE R PLEHIA
], #EH7 AN [E A 203k far 19 ADC e 08/ 4l i A7 156 7
TA R Y . LT H5B14 19 ADC 175 5 41 k1
JIT T W] e Zugd S, TS B SR T Y IC,
{H 53T Zt/g4 1 ADC $23 . £ Zt/gd4-DM1/MMAE
Ab 3 96 h 5 HSB14-MMAE/DCM b B 72 h )5, &
FAMIET 1Y IC, Y HE 2~3 mg/L 7 1 12 PCMdt-
MMAE SEU LT AR 5 MET #1RON 3834
KM, 7E MET 5§ RON B — i 32 15 Y 210 ity
1, PCMdt-MMAE At B 96 h J5 By IC, 15 KM
3~4 mg/L, [fifE MET F1RON ¥ 21k 40 h Ay
(1.55+0.08) mg/L "', It4h, 7E4H RON it F ik
ANMIAEAERT, Zt/g4-MMAE RE %38 11 55 W2 3500 2%
1 RON FHTERY A 7' 3T HSB14 () ADC A RERS
8 55 A MY BRI B B T L G g Lk
BT T RON-ADC 7E 1 4b % 15 i 988 20 Ja 1) 22 4
YEHS
3.2 HRON-ADCTERMFERE AT

XTI F S R, LT Zt/gd . H5B14
FIALTT PCMbs-MR 1t ADC 7E 141 4 [ AN [) i 41
JHL 2 ) S RS AR IR TH AR 0 TR, /N R
Tolr % L 93 55 50 3 1 0 6~8 JRL IR R B R T
5x 10~ iR 4 e i 0 SCHEA TR A, 25724 e {4
FURH] 150 mm’ B, DUR#EIKES 0452, D
Tt i AR LA B2 et RON-ADC Xof g £ K 47 i)
R o

$iL RON-ADC £ RON fI& 2 ik (1) 4 Jifd S 2 1) Jirb
AT RN i, T RON 8 2638 114 400 it 5 380 4 i
JeE X4t RON-ADC - (il VR AR R fsk, Tt
IR 0 R R MU R B el . X T ASIR] A 5K
AT, #EH MMAE F1 DCM () ADC $o i 16 P
Bt T8 DML Y ADC,  Ho5g 4l g £ K
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T B A EE /N (10 B 3R B MMAE #il DCM
VF /& $T RON-ADC A5 &4 2 far 1) B PR £ . 76 L
20 mg/kg W FIR 425 f5 , A 94T RON-ADC
HBBEAE R B B Py 8 P M A, HAE20~30d
IS B A (o & TR AT B 12 d B TR
2 )it (Q12x2) F=A: AR B MR A, 7E
HRYHIET, HTLRON-ADC X g 4 52 24 HIVE
Al Z /D FFLE30~40 d 70 B (HARTERE, BT
RON-ADC V- i A K A il B 75 19 e A & 5
FDA LI R B ADC 78 —2 7, 3R T
$TRON-ADC AkZEHESE I R 5T B Al 4 71

Zt/gd-MMAE 1E 8 H 1l 8% )12 WF 52 1991 RON-
ADC, HHE2HMIERP A, 7€ Zt/gd-MMAEf1
RRIT R, AR AR S SRR RS f R
fEROh LTI AR RON 1935, XK T Zt/g4-
MMAE /) #8558 = PR . bbb, Zugs-
MMAE 7£ #l1 ill 28 T 41 B A 5 19 S P A AR b [
BRL. fEMFEILCD24. CD44 F1 | Jiz ¥ kbR
(epithelial specific antigen, ESA) ¥ JB iR Ja 2140
i T A ) S A S AR T, 20 mg/kg Y Zt/g4-
MMAE Wik 4255, Al P2 A4k 40 d 1y 58 2 0 il
R X BEE LM R T 5T RON-ADC £ Hi 5 il gi &2
KIS

TR B, | T/ RON BRI B 410
FM, RON W4 FHEH HEL (G H N 10 000~
20 0007), A4 RON-ADC f A~ 5#E 5 RON
OE=SvY Ol 51 BAEy WS R TA U E2 1 5 S5 SN (1] b
SR A Ta) A B2 i Bt RON-ADC 194K N AN TR
FELIAERYIFSE T, RON f) 22 R A8 S5 R A fib s 240 it
R POERIEFEA TR R I, B ANAE HT-29 H %08 1
RONA160 748 544 7570 {BAR SR A7 A LTI oK
SZMHT RON-ADC BIIT AL o FEARNE R 1 HE i
Hi, RON 7B 53 {4 1% % 5 S HoXHt RON-ADC sk
PERIZ I EAEAR R 2 —
3.3 HRON-ADCTHEHIERTT FHIMRE

Al i % 42 ) RON #3697 e ms, BNy
TANGIRI R BT, B 2R T 2RI IR
RIRPT B, (H AR S AR BRI RS b 20
#. MILZ T, HLRON-ADC &7 H R A7
=

RON /N3~ 41 il 700 11 B v R e A4 i 4 R L
il X5 R BT RONAE 5, B, HIF R & 35270
FE T 0 MAF 16 X RON {55 0 i BE A, SR = 5
FRXFMREE R Y Rk, SRR SRR,

B0y top %4 s e 1 i B Y Sl RN 57 0 NP R 14 1
) A R A S J B e, 76 SRR RS AR v
BAYR AT RON B 5E B BT AR 25 24 X LA 52 80 i 93 A1) 5 4
) e o X AR /NI R R R B R B
ATt 25 B BB RN . 14T RON-ADC 38 1 A 25 48 o
RAEVER, PRIHAT DIARRARREE bl foix — ()i, A
I E B TR 7EARSN, $TRON-ADC RERE A 5
AT 80% AN ; fESEF RS AT T, FRIRZA 25 (0
AT LS B e e A 8 58 A

NGy AN]SR A B RO 2 TG Tk 22 A [
B, TSR RTK (19 ATP 4825 My 77 16 AR M
VFZ /N1 RTK Al 70 25 52 M 22 i i 220 1 15 it O
eI AR SN, JUHOE AR A5 R 1 A A
IMET F1RON, A it AT B85 S50 w5 19 55 1 S Rz Al
BRI A2 > TR s BEP LR R ADC ¥R A 2K
A 3 — [

AN, T RONFAELSF S i, 4K RON
T8 R EZ G Z LRI, X RE
VEZ2/INo3—FAM 00 RN B BB AA X A8 SR F 8 P A
ik = WIATATA, 78335 RON AR SR 4 vp
$LRON-ADC MJ7 322 SR A B, BARA il
— BV, (A fE—E R L B/R i ADC B HT
RS Y. I, $RON-ADC 252 B MR e K
I A55007 118 B 3 ) SRS

4 HIRON-ADCHIZHIEZ K ST

4.1 HRON-ADCHIZAR T 11 4H1E

M ADC #9344y, BNk, dnigditzy
YIRfL 22 37, A2 R0 ADC A9 25 B2 R AE
ORI A= LR s ] BESZ MBI il AR X A 2548, AT
EMHUR-PU A EAE T Pk S 4 B IER
2 9 K 118 P ISP B R ) R B F A mT B S e
WA SRR 25 BT AR L RIS Rl fb 24 7 1 245
Yy - B A i B R A 2 52 B 5 B N 2 8
Hlg s,

HAT, 4730 RON-ADC Y 25 32 FRE 2 B 15
FIPPAL . BRI E 254 A RHE . RUE .
2{0a8h J1% (pharmacokinetics, PK) Z%0%% . #ii
RON-ADC 3R FHAE R s e iy Ut AT A i, JAR
AR T F¥DAR 13 ¢ 1~4 : 1/ ADC, {H
L EK R AT, BIRE A ADC 1) DAR 4 1,
Bih2:1~6 : 1WA E, X FB T HRON-ADC 1)
S, FTREXT ADC YT RO AL i B R . BT
RON-ADC 7EMRAMA R R 4F, A+ 37°C
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TA-FE 10 d, DMI1 FMMAE 5401 i il 25 240 H
3.03% F12.81% ¥, — T4 53 o UE 52 1 47T RON-
ADCTE SR N B R E P ™', Zt/g4-MMAE LJ .
YGRS B AR Y, RS MMAE 7E29 3 h
KENEAE , B AW E A Y T 5 Zugd FLH
MMAE i 1 0.58%o. 1% 53 fif L ZE W 55 1 18] W] LA
R .

FEHE RN 5 7 R 1 /N B I 9E T Zt/g4-
MMAE #i1 Zt/g4-DM1 f) PK 4F1IF 10, fIF5E 45 3%
B, A5 &R 1 Zt/g4-MMAE #il Zt/g4-DM1 1
PK SR & 2B, 5 i /N PK 20
AN I N PK S E S . X UL Zugd-
DM #il Zt/g4-MMAE 1) PK 3% 75 #417 fifJd FAS #H7
/N Z B e e 2 22 5, R AR KA 25
M HT RON-ADC A9 sh 2, H iR 4B () RON £ ik
XL RON-ADC 1 0 A i A 52 . X BB AR 1Y
RN AT 2] T 5/ AR R Zt/gd-MMAE 1)
PR, AR AL AP 247 1 25 35 B R R R 2 72 1
(t1/2p) 11 ™, EAE UL, $T RON-ADC 7E K51 Fil
RN RE AR R R, A/ N R KSR N 1 PK
TR S, H 25 N2 e K 141
PR RON AR
4.2 HFIRON-ADCHIZFIEZE M

T, FFXFImRGE Y O AT 1 785 1
PR AR, XF N A 1) B A ST R B
ADC (157 2 BR il M B S5 /N A G, T A5 A
gEA 0, A, $TRON-ADC fif 3 Bl 2 1% M
FEERE T TS A AR 25 )

MUKTT S, HURON-ADC 75/ AT 7R KR
FIH TR FE B A TR

B, TERITHIE T, $TRON-ADC 7E/MiH
K Bs B . 1F Zt/g4-DM1 Fl Zt/g4-
MMAERITRIE, A /DERMIT R, EYH
AYIIEH , AN E ST A ADC 377 3R A8 /N R
AL, SR RN IR A A R B e S i 4
5o I, L 10 mg/kg 5% 20 mg/kg (51 RON-ADC
AT QI2x2IRYT T, MR /b5 ADC £E /N Y
B RTEETGSE 7 A, FE/NER X B RON-
ADC #E4T T M 57 () 8 B 2#0F 5% . fiH Zu/gd-DMI
XA R /N T 20 i (1~15 mg/kg) B
WS, VAR R ) 5 R RS A >R 20 mg/kg
PSRRI AT RN SRS E AR E Y
i1t 255 o, YHi RON-ADC Sy it B3 ik 2]
60 mg/kg B, /NEERILH R, 4 dNIRE TR

B2y 6% )0 Ml 80 mg/kg i, /NEUMACEE 2
W EREAOF IR R B BIE T S 0 R, AR
T 60 mg/kg i, HT RON-ADC 7£ /)y B P A4H %
Yk,
FDAIBFFERW], 5 MMAE 4545 1) ADC 1%
X ARGE . R G A8 5 7 A 5gmm 2 it
Zt/g4-MMAE BB 5T RS TR IR AE R . — 30
W AE B X Zt/g4-MMAE HEAT 1 41 i 25 2
SEUEE T O 9T A R T 10 mg/kg Bk
30 mg/kg 1) Zt/gd-MMAE {181, A e 5%
TS ERIfEE, BARERFEIES . RE ., (R, O
L ET L RPSCI BRI RE A D7 T 4R W€ 3 B i S
X% LB A B B LH 2L oA oA R IR A g iR AZ
b, AR 3 b A0 T3R0S RO T At 21
24 L 50 P R DRER A S 3 I, AR
JUL T (%) A 000 A, A B 1 50 AR R 2 %) A g R T
ALP) | & & B & M
(aspartate aminotransferase, AST) . FL MR i & i
(lactate dehydrogenase, LDH) FI L 2 # [
(creatine kinase, CK) AYFF@& ", X £ 0 Zt/g4-
MMAE A fig =i FH i R G0 . FERERLP S5 2H 21
INRE. AL, XEARIE BT IER, Br A 4AEny
Bt A ) KT AE RS I (B 34 TR A 2R T
XLELE ], Zt/g4-MMAE - AR 0 45 40 Sl f iy
RO EAE, HEEE R R i HAT Y

5 HIRON-ADCEEthz54EE

253 KN IA] B R 8, ADC X 4% o 14 1 i 9
SRR PE E ) T2 UESE . SR, R TR 2L
TR L, X TR 228 A R K ie, ADCAEN
BA—YFYR ISR R, FH 22 BRI . ZERRIEVRYT
T, ARSI, RAEA ZRETHLEI 2
YA A S R 24 PRI SR R ) TR LR,
REAZ 2 M C 2R A AT BErE ™, Bk,
ADC 51bI7 254 . /NrFHBIRI 245 . Gage I 79 4
IRAHH, DAVEBRIE S Rk i 5k B8 g, sieal
BRITR, O AT EZE T 1]

$L RON-ADC 5 5 ALY T 259 (e i H 2445
FNOFFY o FE RN 40 i BE 9 T Zt/g4-DM Al
Zt/g4-MMAE T£ IC,, M it~ 5 B i FH T IR G 7
(13RI 2, S-RURMEERE (5-FU) . 5 PE b
ISR YD R BT A i X A0 A R 5 PE T . &5 R
TN, A B A0 A E TR SR AR RO IR 3 i — 25
RG220 7 L R e R /DN A0 it o 4 i R

(alkaline phosphatase,
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Zt/gA-DM1 55 PUMb IR A, W 34 A7 7%
A B —IRYT A FTREAR M. O T HiE ADC
54637 e R AE L B9 & 1 Zugd-DMI 5
Zt/g4-MMAE 5 1057 259 75 5E— U JE DX 8] Py AN [
(B EE A, 2l T RS Al A e A
(combination index, CI) FJRRK, FfEid Rk
BT AR RE ICy, . IC, FIC, fH 5+, spffrgh SRar
SE, YR REBLE B RS, BT RON-ADC 54ky7
25 Z IALAELE DR RIS, >

FESEFRS AR, Zi/gd4-DM1 5 35 VU fill 2
A N B 4R T T X R IR . RS
I AR R PSR FH 10 mg/kg (7] Zt/g4-DM1 (8 d 4 J#]
1) #1160 mg/kg UM (4 d N JEIH) BYEEE (L
FH R R A SE eI E T RS 32 d, TR
H Zt/g4-DM1 5575 U s 4558 - I il ogg A= K, 7E
20 d B IR A H BRI P A 2 AR AS R, B
6T 4 Y24 b PR BRI R 48 B IR T Ze/ed-
DMI1 M PRI dl . ik, Zt/gd-DMI1 53574
PRI A AT LA B X6 S R RS AR 4410 i sk
LRl geAh, XSRS R AR A TR 1 B R I
7% (Western blotting) 43#7 & 8L, {di f Zt/g4-DM1
5 PIMERAIRTT IS . 2 T RON (1 3Rk
— AL, AREHEE F D1 (cyclin D1) [R5
AN T bR 2 3 ADP BER G B (poly
ADP-ribose polymerase, PARP) "' %) 5 U] it — 4>
B, WA T Zt/egd-DMI 5 7 7 A i A N
RON Z A 4 L ak /b | I8 T~ 20 45 22 F0 4 it J) 10
A EEERN , R B i 2 8 1= 1 ELA P
[FFERT 2

ARG, H R JCHT RON-ADC 5 Hift 2 Ay
BUIEE 25 WA N A It PRATF 5% 45 R4l . R
I, CA 2058 UESEHE ) HAL RTK () ADC 5/
SRR G . S E IR RS TS N YT AR
f o, 3 F HER2 B ¥t K #i Z 2k B
(trastuzumab) ) ADC——T-DM1, =& F#% FDA
HLHEMHIRTK-ADC, H5HME ¢ (lapatinib) 3§,
AR JE (neratinib) ¢ HER2 /N TP LA,
L4 T R, IESE T ADC 5 /Nl
il 700 A B R RN, T, [RIRE 2 Bl ) HER2 11
ADC, 345 RCA8 FI T-DXd %5, 500k A il
7 (immune checkpoint inhibitors, ICIs) Bt& i F
(R0 e 0 MR 1 AR I R3S R A 5T
I, SEZAERAHUEAYHTIRE, SRR
BT RON-ADC W & Fl R FH A b SR Ea 34

6 HIRON-ADCHIFKEE R

6.1 HHETHIRON-ADCHIE R %

IR LRI S S5 HAIESE T HE RON-ADC 7E K fif
AL VAT 29 A R e At (EE LR B,
$T RON-ADC 7E LA T JLAS J7 A AF 78 3R 1 )
B o

T, PLRON-ADC ik F 1) 3 4 7 2 A 3
B, JUHRA RSN, L2 EA
a2y, ik F—f$T RON-ADC
O R e = W N T B iV R = = R N 1 1
Jirig, $TRON-ADC R HAEE S n 7 ik 7 &
A, 2R DARK I A —, X0 T $t RON-
ADCYTRUM AT EE . WY AR E, K
KA B A A A BPT RON-ADC, 2K TRk
O SR R A AR B A O s — AN T AT A L 2
WAk, T4 i RON A5 /b, bty
SR AT B RN T RESZ B PR, Rk — iR e
RON HL 5 FEHT A5 5 (1) P9 A A5 % 2 R K bt RON-
ADC R E )i, )5, HIAHRON-ADC
SIS 25 R P R E A, H R IR RS
NG PRI 2 G REE TR S A 2 Y i 2 A
o W4, AAITIEC AR PUE 2R T 2
3, HTRON-ADC 752 55 ZHuiE 25 ik & h
I, WMEAL TR, s 25 AR RO . Ho,
W BT S — P e 259 % ICT, 5 ADC Bk HIBER%
JEBLL A AR (K12): ADC A3 1 R 4 0E
SN RE 5175 S B 93 K &) L 40 AR Pk 2234 PD-LT,
TS sk 6F ICT A B 5 ADC R R b
JR A EHT)R (tumor associated antigens, TAAs) fiff
TR LR T4, ICTIRAPR T X 28 T 40 i Fis:
iy FHLE (interferon-y, IFN-y); ICIARENS S
ADC W25 ARV ], v iz () S k=, 2
fdiHt RON-ADC FE I RN FH A 5 e KR, 5
Ho A2 P KA R AR 355 FHIL ) 75 BER AT o

T LR R PE B FAE7E, $TRON-ADC BIWF5E
A HEE I ARG B BE . AHE BT RON-ADC 15
N, B L EPT RON-ADC [
T, AP H 2GS R g, RASZ
PUEALE, HRREZMAGITE, IR R
FERHEE R AR
62 T—HKHRON-ADC
6.2.1 AR ZFEAL

T 1% RON-ADC HOHF & I 1 Fe B 45 T4 5%
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i (K2). BTk S HTN A
TR . DNAA L e sl R S e N e £
RIS ADC FEPEET, I8 7T LUFZ 4 5 2237 7
(A AT, AN E s . AR 45

HAIADC, WA EEY) (immune-
stimulating antibody conjugates, ISACs) . [#fi# 7 -
Pt /& 5 BX ¥ (degrader-antibody conjugates,
DACs) %, WTAERAWIHIN . ISAC L) Fe s il i
A, ALHE TR LR (stimulator of
interferon genes, STING) HlToll #:5Z{& (Toll-like
receptors, TLRs) WaN7I55, AL S8 M A S
far, REMEAR R S e S SR E Sy B2 R 7 s 1Y
BEPEIURE, (A RO 8 o SR G 75 5 R e et
SR RN P4 . B[] HER2 f9 ISAC B Bl K B AfF
%, TEFERHAFST A, ISAC 78 55 40 M A7 AE 1Y 15
TR O HER2 FIPE A0 i A 1E R =0, 78
I RBFSE T, ISAC I R AF A2 A ERN 324
TE 4 8 B 10 [A) I A BR 4 B IR 7 B il 28 A 1
(cytokine release syndrome, CRS) ', DAC Il rJ
PLFI 8 1 /K ff B8 )ik & 8 (proteolysis-targeting
chimeras, PROTACs) #7AK, H #2584 7] RTK
AR, ANAIHIDE 2= 5T (cetuximab) HI1E3 i
FERHESET (pomalidomide) & AIHA-PROTAC
WY, A BT EGFR AZ KBy Pt ffig 0 PP ok
TE AR A 3 R R, A& T HER2 HiAin
ZIRHPL (pertuzumab) [ ORM-5029, HoA %4
i Ry 45 R 1 BT RS LR Y G HE R GSPT1 ) 43
T WA R T AR L T2 SE R ADC,  ISAC FiI
DAR 1 Jy$. RON-ADC W & % W AR 3 AE T2 1h
T RON7E E W 40 i Hh i 2 3%, 48 15] RON Y ISAC
SCVT AT DA S B A 2 S 0 700 70 e oA Hh i B
JC, AT B Pt ST T e 98 e . DAC ISy AN ]
BUEG AR R T 2 R R, X RON 1Y B
T8 figtthn T e A48 i 2K 25 6 RONAS 54 19 4E
FEHCHS

AN IR A5y Y il |, AT LA —
HAEUE AR TP RON-ADC [ 42 o AH LT Bz
ADC W20 A fift a5 H A AR T 25 W B, XL
17 ADC 7] LA S AN [W] 4 FAIL ] 0% 2847 [) Fsf 382 gy o
JEANML, M s Ri 254 | IR E R TZ BRYT AL
08 BB B X AT ADC TS8R 35 FH & 0 10 200 P
BRI, ERERE T 220 AT Rk A 114 2 Hi R AH L
ADCHFARF AR B, B Z R A B &
¥ 22 UK T — AR 4T RON-ADC J7 2 %% > B fif

ADC B & i3 i b SR a3 . IRk, X471 RON-
ADC A 3R e £, U258 705 % HoAh RTK Y
WLy, DA 10 e ki, Mk
T EAIP I #89 F—1CHT RON-ADC.

6.2.2 ZEiMe R 5 NSRRI

WIHT T, W& A m 21k, RONH
T BRI N RCRAS 2 7] BB A A PT RON-ADC fF
RW—RKFE . a4 s ADC A F19Z N 75 g
FI AR Y HT ADC HFFT 3R, RTREAY I vE L ds
XU T TR b, Wl XGRSk
SEPEBURS AR PLIA Y (K2), 508 ADC 43+
AR BBAK . A AR M BRGS0,
DA EAUT . B3 B AL

UL R ADC A LRSI [ 40 = 07
DAL b T DA T4 55 P DT $ 1 ADC Y AR AR
R, RRBAE— R L v IR PR R R S
S GO 2] T (R R g & 1 e od i S Tl O '
FALAIHT ADC HeAES: ADC oM IRIXE . fFldn, 8
] HER2 XX 37 i) MEDI4276 7 HER2 {i% ¢ 14 41 Jity
Z LK% T-DMLI Tt 24 ) HER2 PP Brfga #5751 vh 241 ¢ g
BT T, (HAERA R F BRI E 28 HA
AT A2 RN Y, JF FLl T ADC 4589 & 44,
AR MR PEAL R IR . 3X — (] BT JE P RON-
ADC ¥4 3 I RETH I 1P o

g4 K LIk ADC P 55 1] A8 X 3, (variable
heavy-chain homodomain, VHH) {RE ik fy5¢ 5%
S50, BT T BRI LA A R 2
B TERIMIFIE R, 9KPiik ADC 2B ik
(I SRR T, TERPIR 5047 FA% 48 ADC B i,
FLI R R, REAE AN IE 5 AL 2L 25 )
#2101 SR, AKITIR ADC (125 B2 R AT AR 45
KES, Hibit—H b PK 280, Et—£9 Kb
¥7 1 AT SO 9K iR ADC Bt F i
HEAES .

Vs B MR R ) it A 4K (lysosome-targeting
chimaeras, LYTACs) JHiikal/Ng T 57 B A H
mIECAAE, AT S AR R E 2R A, B H
b e 1 E A VS BRI R M. A — T 5T v, 1A
HER2 F EGFR By BHARE [7] ADC 7E —4E 1 =4k
S AN AR T, A0 R R 550 HE A I 9 15 55 ADC
FAI104% M, FL, AR R ADC 2 32 5
$L RON-ADC N ARCR I AT 175
6.3 FIRON-ADCHYIGK N B =

PLRON-ADC SR FT 45 R e /0% . T HAT
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T —fRFIRON-ADC

ik TR g

\ag ’2* \ SESSELIH

¥ ¥ -»b\

RONFI 1411

HIRON-ADC 5ICIHFIEH]
BV
™ ST ey
/ da. —jﬁ
/ $TRON-ADC
# N=
- - AN Y

/ PD-L1

SN
o fupgtris ) "
AT LR
éﬁﬂﬁ@&ﬁt
a2®® lﬂm f
@ N7/ N/ IFN 2t
. =
G WU AL
PROTAC
Lb >/_\ }a
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Fig. 2 Future development of anti-RON ADCs

E2

HIRON-ADCHIFK k% &

T —fUHIRON-ADCHF SR 5 T W LRI A RERAT AL, IS ARG . BB BT LA KO8 o AN IR] (A 2808 RE A 3 2 TR

FARLEA G A0, AT 5 IR S e . b4k, T —fUHIRON-ADCKFELS M EIATER , MHEXUTADC,
EBIRALA . FIRON-ADC 5 HANZGH 53 L R AKM AT, ICHE LT Ty i 254

YEAKPURADCH, PIAR R
AEMS 5 ADCRAF AR IIPMAAEI . ADC

AR SRAE VL L5 T R A0 AR P 2 GAPD-LL, (X ICTE Infis%; ADCREGSIE UETANMISELE , A R TFICHAE S HFFLL /0 WA IFN-y;

ICIN] 5 ADC ¥ 55 W& %N Wb e, 5 i 4 (B) 5 ik . PD-1:

(programmed death-ligand 1); ICIs: HyZAs A i il 7]

Xif 45 il RON PHAE S48 4 ) a2 PR3t . P i
JEA SRR, P IhUE 25 I SN
A BEREFRE VAR YT, T RON-ADC fEME 7T /0 &
FERONAE N HE 2 FE T, UL 2 0 254k 9%
P RON-ADC 7E sh IR N BT 7 A e 2, HEs
KRG, BEPERTEE, HAA TG R LR AT AT
P£; PLRON-ADC S5y 25y HA U RIVER, REfS
PE— AR TR MR 2P, S T R
N B3

PRI, s 4 2R i AR 56 2 $TT RON-ADC 3k
RIBWEZEHAR, EILZHT, BT AR5
RON-ADC [ K . 3 7 i H A7 7E 1 SR Bk =2
Ab, ST E A A I AR nT RE I APk eR,
T I A T ) S 7

MI7E F ik, 5 HER2, EGFR S5 T4 A
b, RON FEE i ek KE AV A BR, AT g

FEFPESET- 2K 1 (programmed death-1) ;

(immune checkpoint inhibitors) .

PD-L1: F2JPIESET:Z R4

TE—ERREE R mH RON-ADC A3 P FNG Y7 i
F1, PR 0] 78 43 % 4% RON (R S A 3h R (1545
P EZ N, Ak, WIRTETiAR, HTRON-ADC 1E
AR SR YT 325 S R R I, (R TREAR R
A PR B 22 T AR AR AU el — 25 B
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Abstract Receptor tyrosine kinases (RTKs) are a class of transmembrane cell surface enzyme-linked receptors
that play essential roles in various cellular life processes under normal physiological conditions. Dysregulation of
RTKs and their signaling pathways is closely associated with multiple human diseases, including cancer. RON is
a member of the RTK family. When RON is abnormally expressed, it can actively drive the proliferation,
metastasis, and epithelial-mesenchymal transition of cancer cells through complex downstream signal

transduction pathways, thereby contributing to the occurrence and subsequent development process of various
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types of cancers. Consequently, RON is regarded as a potent target for cancer targeted therapy. In recent years, as
RTKs have gradually become popular candidate targets for antibody-drug conjugates (ADCs), a variety of ADCs
targeting RON have been successfully developed and studied. To highlight the therapeutic potential of anti-RON
ADCs in cancer treatment and to provide a foundation for further development and clinical research of them, this
article summarized the selected components and construction strategies of existing anti-RON ADCs, and
systematically reviewed their in vitro and in vivo anticancer efficacy, as well as their pharmacological and
toxicological characteristics. Anti-RON ADCs demonstrated favorable stability both in vitro and in vivo. In
cellular models, anti-RON ADCs carrying different payloads all exhibited potent cytotoxic effects. In animal
models, anti-RON ADCs have convincingly demonstrated significant anti-cancer activity, with stable
pharmacological properties and manageable toxicity at therapeutic doses. Anti-RON ADCs have a number of
distinct therapeutic advantages. Compared with ADCs targeting other RTKs, anti-RON ADCs have unique effects
in regulating the immune microenvironment and can potentially provide additional therapeutic options for
overcoming drug resistance. Compared with RON antibodies and small molecule inhibitors, anti-RON ADCs do
not rely on the RON signaling pathways, thereby significantly enhancing therapeutic efficacy. Moreover, anti-
RON ADCs show therapeutic potential for targeting RON variants. In summary, the results of basic researches
indicated that anti-RON ADCs have favorable anti-cancer effects and show promising clinical translation
prospects. In addition, this article analyzed the current limitations of anti-RON ADCs and emphatically discussed
their future development directions. The payloads of the existing anti-RON ADCs are relatively limited, and the
drug-to-antibody ratio (DAR) of each ADC is not uniform. There also remains considerable room for
improvement in terms of endocytosis efficiency and drug combination strategies. Therefore, the development of
the next-generation anti-RON ADCs should focus on the diversification of the payloads, and explore new types of
ADCs, dual-load ADCs, efc. Additionally, the structure of antibodies or ADCs could be optimized to enhance the
endocytosis efficiency and progressively overcome current limitations. At present, anti-RON ADCs are limited to
basic research, and the current research outcomes and observations indicated their potential for clinical
application. Therefore, the clinical translation of anti-RON ADCs will be an important objective for future
development. To this end, it is necessary to carefully devise a rational clinical translation pathway for anti-RON
ADCs, and comprehensively evaluate the potential challenges that may arise during the implementation, so as to
accelerate the initiation of clinical trials. Ultimately, clinical application of anti-RON ADCs will be realized,

providing more treatment options for cancer patients.
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