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Abstract

Objective: To review the molecular alterations and clinicopathological significance of human epider-
mal growth factor receptor 2 (HER2, ERBB2) in urothelial carcinoma (UC), to clarify key issues in the
standardization of HER2 testing and interpretation, and to systematically summarize the evidence
base for anti-HER2 therapies. Particular emphasis is placed on recent advances in antibody-drug con-
jugates (ADCs) across advanced, first-line, and perioperative or bladder-preserving treatment set-
tings, and on proposing a precision stratification framework tailored to the ADC era. Data Sources:
Relevant basic and clinical studies on HER2 in urothelial carcinoma published in recent years were
retrieved from PubMed and major academic journals. These data were integrated with recent na-
tional and international consensus opinions on HER2 testing and quality control in UC. Review High-
lights: HER2 alterations in urothelial carcinoma may be driven by protein overexpression, ERBB2
amplification, and activating mutations, and are characterized by marked intratumoral and inter-
lesional heterogeneity as well as discordance between primary and metastatic lesions. In the ADC era,
the central clinical question has shifted from “whether ERBB2 is amplified” to “whether sufficient
membranous expression and internalization capacity are present”, and has further evolved toward
“whether the tumor is intrinsically sensitive to specific cytotoxic payloads”. Evidence from HER2-ADC
agents, exemplified by disitamab vedotin (DV), demonstrates that in first-line treatment of advanced
UC with HER2 expression (IHC 1+/2+/3+), DV combined with PD-1 inhibitors significantly prolongs
progression-free and overall survival compared with chemotherapy. Promising signals of patholog-
ical response and disease-free survival have also been observed in neoadjuvant settings for muscle-
invasive bladder cancer (MIBC) and in bladder-preserving strategies for high-risk non-muscle-inva-
sive bladder cancer (NMIBC). Conclusions: HER2 is not an invalid therapeutic target in urothelial car-
cinoma; however, its clinical utility is constrained by pronounced expression heterogeneity, tumor-
specific biological context, and mismatches between target expression and payload sensitivity. In the
ADC era, HER2-directed therapy in UC must evolve from single-parameter expression stratification
toward an integrated precision framework that incorporates target accessibility, payload sensitivity,
and molecular background. Such an approach, grounded in standardized testing and dynamic moni-
toring, is essential for rational treatment selection and sequencing.
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1. 51§

PR _EROEUC) LB B v E, thRiE 'S d SR . O oA & A I RI(ICT) . FGFR i 51
LLKZ 2 ADC BN B35 1 W UC iy ks, EimRIE sl —2in)7 et Rl A%k
THITRZMW. FNAREYIREIEA R, LIRS B R B A - FIZGAILIE o 7R
5 T, HER2 (ERBB2)E U AIGHIE 78 70 (AT 2548 £, BEDET AL T UC FEHEIR YT 7R R [1]-[4]

S E S AR, UC H i) HER2 7% BE W] LAt ERBB2 4 HE4KA), th Al Hyifid 2842 ol s 4l i
ARERR, JFRIER DR RS A - A LGP0 HER2 S0 ol s 2 B i 1 711
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M AR S AN A A7 B AN “ GBI N 7, AEARERIE S R E N D R T Kb, JFHES)
R bR AELL . NG5 2 ST 25 WL WE FE pod kA 1] [5].

ASCHISE HER2 £E UC TR B0s 77 U5 20 7 B IR PR ERARSCIE . R A b e Lk . 5T HER2
AT IR E(E . HER2-ADC 595/ T ARWIRNS) . Ml 245 58P E BT RGiLsid, JFEL R TT
Tl R A% 55 18 BETHK) “3D-HER2” AUHTHESE .

2. HER2/ERBB2 R ERBEFHREMEA RS S FEHE

HER2 432 IR s BRI S e i i, P R R 48 S SR B 30K, AT e s SR AR 55 5
So BT R SLARBHTIE VSRR B /04, UC W EUm T feEiUE ERBB2 SU%4) 1 14.5% (295/2, 035),
Hrh #5427 6.7% ERBB2 R4 6.3%E7/E M ERBB2 §7 1. 1.5% KA 5§ 177, X — /s HER2 Jf
EFE WS, (HILERRIE A, AR DU — R 4 EERESE[6] [7].

ERBB2 RARME UC HEA N R JHFAE, AR R s (n S310F/Y ) BN Ws 1247 RN
5 APOBEC #HRRAEAFAE R [N, UC AL R (L Sk JRANMRAESE) v e = % ERBB2
I8/ RALHEAN, 1S HER2 AMUZ “HYMAT” , TS SIRFBIEAD R,

EARIER S, UCAAERZE N 2 Rmk: A SH 2 ERBB2 AREA—FOFADI, BFEK
VRS AR AR Y S5 R YR < TR vl 22 . R, S RBORE 1 THC B NGS Al RETGIAA R 42
Eidt, ARG AR T e AL E R S RURES . BHXS HER2 BORSHEVRYT, THEMN “EE—IXK
Rl e “zhds. b AR RSEEEA[7], k1.

Table 1. Key points of the association between the types and incidence rates (mutation/amplification/coexistence) of ERBB2

abnormalities in UC and histological subtypes

F# 1. UC H ERBB2 RE XA SR E R(REA E/HE) RSEAF TR IKER

SRV ) o— Egggz E;iz FRAF (R 5 21220 R oy FRAAE R Bk

+ ) BN
S ERBB2 U/ 7] e B0 %
TR TTRE M 2] 14.5%; $tn “REFZEm” 5
NGS BAFI(PR n=2035 6.7% 6.3% 1.5% “EEREEM” HAEE A
bR S, BNAEZER F IS 2 IIHC
+ NGS/ISH).
TE# 4> Luminal/Genomically
TCGA Bt IR % %45 150 45 % 6% unstable YE R HEE R L, H i 5
LR (T4 - ) - (Y/ﬁﬂﬁ?ﬁ) mRNA/E HRIBTEEF RAEA T
Ve S e A, WoRT R AN SR
55 UMl £
REPRH R T Z it R FL Sk 5 ERBB2
Ak EA W) T E 4 T E 4 Y/ RARE AR, ATEN AR
(Micropapillary ) CCHkiIE)  CCrkiliE) i SR /AR S N2H HER2 #E [0 ¥R
uo) IT7 WA SR 5.
UTUC & ERBB2 3 AR AH
REEIREE L Bl BA S A5 5 16 SRR i L, {H— B HBLAT REFE R i R R
JE(UTUC) T B CCHRIRIE) G SR R, ORI R

HIEAL 25 + Fersifh” o

e RAEFRZAGNT 6. BEIHC/ISH/NGS) K NH AR ; WAL IS I “Rllldris + AEbnE + Ak
WORKIFH8)”
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3. HER2 5lEFHRBEHER TG : MBS NMIBC BlEBMERFRHNSBEENX
3.1.NMIBC: HER2 FJ&4FiC “S#tRXKE” T#, FHEBTHEO

FEAENLZ IR M B i (NMIBC) Hh, 22 TR 70§27k HER2 R IA B 18 15 0 i 0 5 K /3 i XU A 5%
JHAE T WS m g B AR . X% BCG 175 f& NMIBC BA%I, 7545 0F 58 $278 HER2 1T 3%
AT R 45 R Ek BCG R XSG TH i 1] 3% BIE4R AL [l 7). HER2 JFIEOE T M I 5, W RETE“ =
f& NMIBC-BCG ZMUR: 7 B B BB 2% T I 43 JEAME

MIGST HERE AR, # HER2 ffiRefe e bnic myidt e R aE, ML ESOMUAET “RBMH4” , H1E
THeS) “BEMEOREE” 5 “RIATHHRYT 7 RIS E: BIAnTE SRS & fa sl dE 4R ia T s e D) Bk 1 £
K% HER2-ADC BEABEMCHEE/ R iR T %8, FF DU A% IR 35 s = 4 i I TE L 2 A v 5 K

3.2. MIBC 5##%1# UC: Hi HER2 5THHA “AO + Hfr + 8" XERE

TERZ I FP s 180 o, HER2 i 5R0A /4 8 B3 v 3RS — e ik . WHFLR R, £ HER2 §36 A1/s0d %
TR SEAR BB R, il 22 R PTG A A Bk BRI B AR R W R R (ORR) N 25.9%, H KRAS Bf4EH 5 HC
3+HBEMIES S . SR, UC XERPU/TKI Bk s Vi tee, #npaifil HER2 (55 4R iE
BR8]

ADC BRI “ N I81%” WL UC Hik#4HL, {HIFA HER2-ADC 50T fg BT 20 5. — 7 THI L
YT HER2 JEFIAFERE, WA SIERHAI T 53— 5 BGR T g o 2 A ML Topo-1 ik B
i) R [ A BUR M LA K DNA #1851 5t Bk, M UC ERRFEE &0 B 5H0E SHn, MA 2% THC
BE /B M A TAH 55

4. HER2 M 53 iEfRE4L: ADC FRHEI#Z OB RS
4.1. Aft4 UC FeER A RINTILIRE B8 HER2 #RE?

5L/ EREARLE, UC FEH WA 8] 52 AL (R — iR AN A X4k HER2 KA 25+ W] ), H IHC 55
REAAZ I —EEA IR . ADC ¥RT 50 “ AT BURRIF A TR IIRRIE” , AR YR E T 1. K,
UC [¥] HER2 il 14 2 5 2L 58 ADC iR 7 >R B A e BEZLRA B E S 20 “RIsFA Raa)r 7,
TR G P PG AR “ TR R R S R UL [9] [10].

UEAh, UC MAFERFIRA A 2R . RIZ SIRARIRIE R 22 58 « VE KL S HRIA AR AR 2 [R) 22 57 S 1), i
PRI 5 B X e 2 70 U2 B K
4.2. BISHTSERIE: BlE. B ZRER. SPHREEERE

RT3 PR R (B AR BB E I R) L [ E FE 0k Rt B 05/5% e ) 2 S 25 5 s e €1 568 2 5 m] 1)
Bk BURIAHRASTE 70 5 Fe R DR UL ORAIE T 52, FFIC OB (875 s TR RAR AR B2 R, R
SR TR R R X G loR k) Bl B IR X9

RS = R, AR IR EAL Rt 5 Sk R, SN I 2 5 RIE B, BRI

“IR R BIAN R SRR B ARG XA T TN S B A 2, R — oA B A T AT
HENE SR -
43. REMHEHS “BRFTIE” ME: RE ADC NESEIHATR M

UC 1 IHC 0 HAZER T “sgaoiget” , Mgt “fAfe D /A e ERR O EA L LA EI
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PERIE” R ICRIEREA. BE%E HER2-ADC [(URERIENREY e, ki R ATREICSt: THC P BT
SHAELG] . S AETE B R (B AN R X 3k 14243008 7E) PSR S AR s 2 75— 2 [9] [11].

XF ARG, R T E AR RE R B s K R A BN AR 5 Rk
R S EE” o X EE B EROCHKE] ADC 1A R S5 RN AT BT 5 R AR Al .

FESFE AL 70, 41T e 1A IR RO (UC) I 48— Bk briE . LI Witk ASCO/CAP i
F¥% “HER2 ML & N >10%F8 40 s B ff) HER2 32FHPE(HC 3+H) RS HRXIHH B,
ZE MAEMTE AR SRy i A EESE M. A, %T UC * HER2 RiAH 2B 0. &L
A, H ADC J7 8RRt “ibii N7 TEHEE Sl akg), LR bR B E R .

HT A UC-HER2-ADC IR 5 HAUCHT SRS, A SCEWAERT FURIE S S A sg ke rh 5L “#4E
PESEBRVE 47 IR

R WO BRI 5 ) -

H210% MR THC 2+/3HRRE, YN “VE{E ADC W RIEHE”

1 1%~10%ME A 2Rkt 2+/3+3%E, WAy IR R BERIYE” , $20R7 AN
SE (H T BEAF1E 55 W ROV 3R 2 5

Fr<1%BANBER TSGR, AN SGHEKRIE(Ultralow)” , BIEATEARZEESAE AN S .

B EGI ARSI T B RIA THC PR, TR RN REE, ST ADC A4l FHsett
AL BBV BT R . OO HIZET : ¥ “REFE” B Hk, By “REMERE”
ISR R, IMI$E = HER2-ADC AT YRS ARRENE S il G PR 2).
Table 2. Key points for interpretation and reporting of UC HER2 IHC (sampling, heterogeneity, 0/1+/2+/3+, and prompts for

ultra-low expression)
% 2. UC HER2 IHC #iZ SR EZESEW . FRME. 0/1+2+/3+, BRFREIRTIE)

i T i LY A
(RS RN & B0 SRAEA MK /TR b B 51 RS Ok R
WHSHAH Bk + BRI BRI, MIRRESE W, R R AN TR
PEIT 6 3 AR BURE S £ . H (R L.
0: TMUt SRALATIT AR S 14+ 39/75% e
IHC WA CRCRA RG24 5 - sttt U0 AOPMER AR, IRZBETLE AL

R Gt g A% 00)

(RNt ISH/NGS #fiih)s 3+: 51 5 B3R
IR geta,,

WAL BATERALLLEI(%) SR A 2

IR R AER ST I R
PRHERBIBAT .

SRR S8 THC 53 BeE AR 5

RIS BB DEMA RS ¢ G F U 20/ R R ISH 5 NGS B

e R AR LTS .

AR PR R B BT R T %
dERD oy T THC 14 24 ISHIR T * (414" e (G 4eis S AR DAy T MO,
ey o B SI0% W 0 L BRI B WKBLH B R
PRACTIEERD ultralow, 04)” LMEIFIE ADC AEABEIGR  JFFE Bif F5LH

oy

IHC 3+: W E#EAAN “HERE” 3 HC 2+: 2 T . )
S OIS B, S NGS i iyget, e ELY SRR SR I i

(W) 0/1+: WHUALL ADC/HFFTBAF], I8 NGS Jorm R *

4878 ERBB2 RAFFF 454 ctDNA shAsE .

A

VE: BINAEIESC “REMsERg” /NG THC/ISH/NGS IfRse4k . THC 2+ 8845,

DA/ R ATE AR 75 142
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5. i HER2 JAYTIERHEE: MEBH/TKI 2] ADC 5B AERMK
51. £ 8H/Wn: BESERETIRE, ZTHTEERFWAR

AR 70 2R 2 BB PT . A BRSBTS IO R T UC, 380/ IMNEARTE ST MRS S
HEMIT AR E . REMIEIE AN, UC # Fifl B(RAS/MAPK . PI3K/AKT %) n] A 4 HA IX B 305 ,
453 AT HER2 SZ AN IR R FE AR 2 o AR /R, KRAS RARE 5t F HER2 #0 A Hi/k 3k
a5 5 PRAK[8]

RIG, 7E @MY 7 HER2 Y97 #Ae T, TR AL R AR A . JERAR . i@ B ) S5 B
GRIERVGER R, AR “—J1Y)” B THC B,

5.2. TKI: EkEm AR, OF “EBEM0FH” &£ vC HER

BEA: 2 Il 7TPR K lapatinib. afatinib. neratinib ¢ HER X% TKI /£ UC IR, S5 2= REOCH
LRI RS EFRUE T 2. 2022 4E RS 5R Wy, IUE HER2 $EAEITAE A1 UC 9T BGIEHE A s
i/ B, PR EE SN ESERE UC AWEmiar IS . BMHLH SR uc EaTREM

“IBIRT HER2 ¥E[7)” (ADC)IMEE “@ B4 A HER2 B0 7 (TKI/EHT)3K 7 [7] [8].

5.3. HER2-ADC: #N\ “FI#LME”

AT AR, ERERIEIRES ERm A, 28 HER2 HUAMEIAZAYI(HER2-ADC), il 22k
P B (Trastuzumab Deruxtecan, T-DXd)F1JE & # 22k #.47(Ado-Trastuzumab Emtansine, T-DM1), 7E
ANIF ERBB2 5% 8 5t T ¥0] P2 AR 3 PR s o, T ROF A 2 MO T ERBB2 JER HEIRAS . AH
KWt Ftdt— PR, HER2 fEJREG E R v BefE N ADC i “Tige N7, TidEfE g L R
— {5 TS .

EERNE, FIREAAIEYE RIS 55, AF HER2-ADC 2 [8)7 2002 573 7] g 2 i H B v (1 41 i
BRI MR B At LA R Y E BB E ik e o DRk, PRAfiE T HER2 RiAE( ERBB2 ¥ 3 b 47 .35 07
i, AIREAS R LAHERA T ADC 3R a8 . AR FTAEIRIT AT 51 ATHREVE LG BURIE VTS T &, XA R 2T 28
AT RGTHLEL, DASEIUET “#AgULAC” B9 MA4 HER2-ADC V597 5%, IS HER2-ADC fE /K
b B T I R A S RS TE R 8]

Il PR J2 11, HER2-ADC $RIZHE AN SSEBEHLAT TR Bt LA DV AR HER2-ADC BXA 2 AL RG] —
KR BEEAR G, BEFZIIRCN “REMEES” HEN PEHRTKR” .

6. EFEARMSEMAREIAS: HER2 $E[6 “Rif” IEFERAINSE
6.1. FiRI(MIBC): HER2-ADC Bt & 5B R ~E pCRES

ff HER2 FEMNUZZ MR EMIBC)H, 11 #IfF 7t DV B4 Bl F AW PD-1 017 T35
WENRITIE, TR SE SR (PCRYFRIET] 63.6%, SAARERZMRINE (9], #1405 510 B RFEAR S K
BE VT P A5 8961E, HER2-ADC 5 % iy MIBC i B -5 152 bt {5 B4 S ms 1) = B 20 i

TEARHIZ, pCR EJERTIINZE 55, (HES IR A SRS A% O 2 KIENE R I E R R 5 5
A A7 RIS S 78 NAE BETE L[RG5 40 TURBT . S48 40Pl LU s At U/ B2 Rh
2 A HEE

6.2. 5f& NMIBC: HER2-ADC B4 BCG EERERIRE IR IEIaH
AEARH H G BCG J7 2R AL NMIBC 1, 8% “BEpRi” a0 £ HERKR S . A4
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Wk Eo~, DV Bd BCG HT HER2 SRk /& NMIBC HIRTHEPERT S, BEUTZ) 1 SET0 RS
(DFS)A[IAZ] 92% (& HHRE), $EonILnT G803 PR BCG eI LU - 45 LR 16 P 155 e DI Bk (1) i 3 it
BRI ek £ .

TR LA B RIALE R, BHELRR ORI & Ay “ il /. SR K BE VT SE B TS
Jiia”, FFERIAR NAFRHE(HER2 Hli. K70 2) 54 (B R B. dERFEI. BT K
6.3. MHI—%: I HAREHIAISR I, RRSUEHEN “FSERTT TFME

RC48-C016 A2ty FFIRFREE  BEALOTIE T AR 78, SANBRAE R 29697 H HER2 RIE(IHC 1+/2+/3+)
)R M E R 1 UC 38 . DV BKE PD-1 M5 PO Al -/ R S A7 i 35 1 K ok e A A7
(13.1vs6.5 ™M H, HR=0.36)5 844 31.5vs 16.9 M H, HR=0.54), F-HEmEE MM H(76.1% vs 50.2%).
X —45 58 HER2-ADC BX & %L ] —ZbniE iy 7 2 4t 7 oCsiEds, W m™ & HER2 fillirdEft 5
IRRIE 7 J70s B 18 2 ] Stk 5 St ST 269] (W 3).

Table 3. Timeline of the evidence chain for anti-HER2 therapy (monoclonal antibody/TKI-ADC-combined immunotherapy-

perioperative period/bladder preservation)

5% 3. 1 HER2 ;&TTEiESERT B 4h (B 1/ TKI-ADC- Bt & G & - B F AR B4R BERL)

X . ST 5/ H EIE/ N B e &I
. N o N A EMES
Y e ARITRORRAE, R WURSE ADC R
2000520105 HHULITEES ﬁ;ﬁﬁg% o L ;f‘;fgfjf/ TR AREE RESE” RO
§ - i PRI JAE S
. e ARG RERE  FREH NGS & X
20105 I fﬁfﬁ’@/m’fg’i ERIRER g gmiesckss iR
STV nSEl S Al 7 IR RN
Disitamab vedoti HER2 KA 7 HER2 ik mUC H SRR AT 5
2021~2023 ADC(#.25) @&"gﬁﬁ VOOUR e 143+ WEBIRMEMICTE N + RS
N B 24/3+%5) HA 2+FISHABE 2
ADC T-DXd HRWF (& HER2 k(£ BoR “TALEE mUC 1 TR0 LD/l 1tk
2004 EWHBES mUCHID; TDXA O SRIN g  pead iR
%) + Nivolumab % ) 5 I S i
ADC + PD-1 g,c‘,‘tg'c%m'd in + H 1a/mUC; ﬁgg&ilﬁr %%ﬁ NN E
2025 (—ZkBbLR isitamab vedotin HER2 THC AT —%” 5“5k
E’:’-) Torlpahmab \'A HQ{? 1+/2+4/3+ “ADC"' gﬂ)ﬁ TE*E 7}”“ ”» *E{ﬁﬁ%—%,{&%
(NEJM) BERLL SR
UTUC AR5 5 ik N . L EERELN.
EEANYEE By RCAs WA g AN UDPSMES 5pCR N oy a1
2025- W vz, LUK DV + (HER2 THC FHIE A, BRI R JoDNA ZhA V£ 1
Pombro T30 2+/3+%5) MR R/ B IR =
embro 251 H Y

e BAEIE SO RN B RN A “ ANHEE LAHC/ASH/NGS) ~ T 8UE S - /IR - F—2uliastit” SliEe s, 1
DR 3 Y

7. WHNBIEREM: N “AOFRE” 3 “"AE - BBk - 8RN NeasBY
7.1. A4 ER HER2-ADC A4 504 ?

AR SRR 5T, UC % HER2-ADC Ze T 944y = 2.

DOI: 10.12677/acm.2026.163870

978 Il PR 2 2 3t


https://doi.org/10.12677/acm.2026.163870

ST 5%

(1) NHAE: HER2 ERIEF G, 25753 8A A AL

(2) INTRRERS: P A A B AN T S BT RN A2 5

(3) BT AU IR E B WL (A Topo-1 #| Sl ki) [ A i 32, BdRid 5 3 DNA 2R
T2 J ST R

Bk, 2GR FEARASE B AE “HER2 K7, T NAE A HE A S B BURMEME iz 0 AL &

7.2. HFREN: Bk - EBA—HEK “BEREEH" BIRTRER

BT RR - #F. AL B IRIT RIS ERBB2 IRAF R L, RERIT W R(ER. B
HEL HeZe) @il rE AN s xS B B A i PR — R ERAS — O], AT SE IR 2 KU ERSE & ctDNA
SEARE R HEAT BIAS VPAL o KRR SRS REBE IR 20 R R 22, thRT RESR AU PE i 24 Se e (1 B3] (7]

73. REMEERE: R—HMHBRE ‘SUHEE" —B5s

HER2-ADC % AN RS S B AR AN A2 A8 . BB BRI S M 5% ;s T-DXd 30 75 2 sl 15 ]
Jo P /i 8 RS (15 988 b DAl R B3R 7R) . AR UC iy KIRRIEFH A S T, 4 THC HEA — B3
RRHYE, B TR R IR R R TR A A EAYE, WIFTRER L mRaiin Tl . I, FrdEtl
S AN L A B AN O A I BT R i A, RS WA Y T R SR B I 1] (2] [7] (9]

8. “3D-HER2” REWSRHETR: NIRERIFB|AEMSCR

J9HE5E “3D-HER2” HEARAE RS b By el 4R Sl 4, ACSCit— PR 73 S FF (Tiered Rec-
ommendation) W&, KA 73 J2 HK R 0 AL D HERE . AT HERE SIRRVEHER: = DNES, LUER A F R
JTRIRS W TS

8.1.3D-HER2 0B : Fik - A - TheE =4 —1F1k

(1) RIEHEFEHC): 2M4% UC T A A Sk THC 0B FEMELLH]. Rt SHAZE TR 0
B X /12 S5 AR A5 [9]

(2) HEFYEE(NGS): KyF ERBB2 R, §i5 “XWHAEERE + §i8)” , HL5GIHLRAE 5%
T 5t(W1 RAS/MAPK. DNA /518 5 AH 5 B08) H T B 7 802 e S R SRS AL 4% 7]

(3) ThREYESE GRATEBURNME): &M VR BINZRES B/ IR SR 258 T B ARIB AR (1 0 DNA &
SR I A 5 R A S RRAE 25 ) V1Al X AN [R) 3 g (R0 ZERRUEE, Ol “[R D HER2-ADC WifTik ” $R Ak 4%
[1][7].

8.2. BIAS HER2: | “SM/Zkt/ctDNA” BiflEEKEEE

FREF| UC M= 5 ittt 5, @IER R B R sl k1697 ar AT FE AR 0 A
SEWIUEREN R RIE AL G B, wEE 2 SR sk R Y U PR IR 22 TEF AL, Bt ctDNA 5%
PRI DNA 253085 T 2N, ASEEL “SER43 27 [7]19].

8.3. HETILAC: PL “HHISuRY” BEHERTHARE

BUE RSN, UC SHANA HER2 #E [ Sl (O BuUse: 2 57 B % B 78 2R T-DXd 76 B 35 R JE AR
T e PR G P T T S A SR, IR TR BN R R AT ADC KT R IR IT BT SHRE TR & o #8 k
A — R E T A

@© fE[F— HER2 72 ANFEWN LA R 2 Aif ADC (Topo-I vs MMAE %5);
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@ DL “IIRedifu s T8 57 fE N E SR 12T
@ ¥ “HENE” LEMU ERBB2 MH)EAE LIS, $Em PR IR ge R e ur B 7] [11] [12].

8.4. FIATTRBENRGFEHMIML ADCRK: BEE— HER2

BT RSB BB R A m . B 7] A R, A SCEAE 3D-HER2 HEAE R, 5| N “HE
534311 ADC ML B AR E W) (Surrogate Markers)” 4l BhiGIT ¥k . H A, TROP2 5 Nectin-4 F 54
AR CAE R 26 b R e o S HR T 1R A () 7 e 1 S AR FR e

BRAEAT 7T 7R, HER2 5 TROP2/Nectin-4 /£ UC FFRIAIFARE 2 E S, #l7)> HER2 RERIA SR B
S AT AT S J5 P SR B ADC R 78 75 o K, 7F HER2 Rikib gk ulim FE 52 i v, FI2574 TROP2
3} Nectin-4 IHC, BTy ADC i8I #e6E “FIENI7 , TAETE A & o B ARAr L I DB

ZOREE SR . DhRERT R MEFFIEME—H HER2 €, TR ZHA. ZAONLGEER, NEL R H
ADC & BH T 5 MRk B At 5 RIS SO ER SR SCRR (] 1)

@ B4 543 @ 3D-HER2DE @ HETE CariEs)
- R [EBI RKIE © O/BIE/E/= HER27 : {£5EADCEZADCHICI
- ZERML/ZREAA BHRIE | §18/RT/HF —>| IHC1+/2+ : ADC/BEBHR
-IHC+ (2+E#ISH) /NGS Zalg | 9—vs BR #18/28% | ADCETKIESR
- 1ERRAM (RE : BO+RESD) BEFAH/RER | IRRIRE
@ Th& MM S 4e%

- RFER/BE
-AXEEH (8 EUW/ctDNA)
- IHEHER2 28’ ST 5@
- BT R IE R (IR B e
- HA T LRI R

Kid: @ “3D7 = RIKGEFEIHC 0/0+/14/2+/3+) FERYERE (Y14 RAFEA7) ULt/ 2 A1) @ 3%
I = JRI7 T R THC/AISH/NGS, 456 ctDNA/AZ/IRK RN @) #ArILAC = MR HER2 /K5 5 k5
WA ADC Hif /& e/ BT AR @ #H&H = RapEma s i soRns, % “0)2 - LR AR ER
VR

Figure 1. Schematic diagram of the clinical pathway for “3D-HER?2 stratification + dynamic monitoring + payload matching”
(from sampling/testing-stratification-treatment selection-retesting/switching)

E 1. “3D-HER2 7 [& + BHASE + HATRE” MIsKBETEEARMACN - 53& - J6TTiEEF - EMARLE)

9. &g

HER2 7£ UC IS . A2 L] 35 f74E ERBB2 %4, sk il RiE, HEINEER
S B A A . A& ST/ TKI I7 AR E IR A S5 A E T @ B AR AN )2 5 N3 )24 22 ADC AR
i HER2 M\ “A5 S HMHISE 27”7 #6000 “IiE N7, IRz HER2 (R R IA/EAREKIA IR RE, RISt
For I 5 5 A% 4 B e R 1] [3] [4]

A ARK, UC ¥ HER2 FE#HEVRTT R — THC 20 EF 2N “3D-HER2 402 + ZhAS il + #fur [T
Fe” vk RACTENS, JELATIRERSHEF & Mok “ B UBME” 1X— ADC FRaii% 048 &, NI S KAk sttt
T RO IR TR FR (7] [12].
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ST 5%

10. TS RE

BEfE 2 F HER2-ADC CL7EFL RS IR A e vh AR B A/ T R, (RCPE SR % b B8 Hh HRIR T BUR AR
o 1%ZEFIFARIET HER2 B0 AU B 8, 17 58 1] RS BN [A) R R BUAE A 5215 5t LI R G2 R .
S EAEL, PR B Rz sE P HER2 JEFRIA 2 B M F i, RAZEEH5ESLEAR, BT ADC
ARG Sikik; FR, N - BRI TR0 B e 40 M 35 2067 (10 A BURPEFAE 2 57, ik —
W S5 AT B IBUR ARG N o Bk, 55 ER45 5 MR EOE S B o T S v, A R b g ot B — S
FRRIT KA IR, $8 HER2-ADC J7 AR E -

Ak, HER2-ADC 7EJR# bRz 1 S A NANEE T “HER2 RIAFHME” , 10 75 8 A i n] Sk
BT HURE R R 2> T SRS UEY 2 . BE% HER2-ADC 76 —2 K T R WVAIT P HIRT#, HER2 K
DL R RS I7 0RT B M I OGBS A A it . ARROR I AL 75 E SR R IA B e . R B K 2 R
ADC/ERE T EEACHE R MR, FERbRUE AR . S SIS 3 T3 ML VAT IR BN IR R 3 5
RIG BT

&E 3k
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