(P@®EAER L) 20234E533 545121
CHINA ONCOLOGY 2023 Vol.33 No.12

1073

L] z,%\l ‘LT;- .

“TBHEESTT RN ELBRIE ST F o BRI iR -
YRR RN ER R RER

FE)L, EXM
1 RHEER KA R B e R, R IE R EE A o8 oty , T R B IR 1 SL i 2, Kt
AR R I R S 5 s, KL 300060
2. INZRAE M B IAIF A Be CILZARE MR ER: ) FURWR O, INAE —ER K% (IR E EER2E
Be) , L7 ¥rd 250117

[FEE | LI &5 H il O 2o oS s 2 8y o FLIRE B & B 5 0k, I3 Mluminal A luminal B, AR
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[ Abstract ] The incidence of breast cancer currently ranks first among malignant tumors in women. Breast cancer exhibits high
heterogeneity and can be classified into four molecular subtypes: luminal A, luminal B, human epidermal growth factor receptor
2 (HER2) overexpression and triple-negative. However, previous molecular subtype classifications have limited treatment options
for patients with HER2 low expression. In recent years, with the rapid development of antibody-drug conjugates (ADCs), new
treatment options have emerged for breast cancer patients with HER2 low expression. This has also led to updates in the criteria for
determining HER2 expression status in both domestic and international guidelines, based on immunohistochemistry (IHC) and in
situ hybridization (ISH) testing, categorizing HER2 expression as HER2-positive (IHC 3+ or IHC 2+/ISH+), HER2 low expression
(IHC 1+ or IHC 2+/ISH-),and HER2-negative (IHC 0). ADCs are immunotherapeutics composed of a linker that conjugates a
monoclonal antibody with a cytotoxic payload. In the field of breast cancer, several large clinical trials have demonstrated clinical
benefits of ADCs targeting HER2, such as trastuzumab emtansine (T-DM1), trastuzumab deruxtecan (T-DXd) and sacituzumab
govitecan targeting trophoblast cell surface antigen 2 (TROP2), in various molecular subtypes of breast cancer. With the phase
I DESTINY-Breast03 trial and others, T-DXd has been found to have superior efficacy compared to T-DM1 in advanced HER2-
positive breast cancer patients (approximately two times higher complete response rate, and four times longer median progression-
free survival). T-DXd has now replaced T-DM1 as the recommended second-line therapy for HER2-positive breast cancer and as a
second-line treatment option after local treatment for brain metastasis. The phase l DESTINY-Breast04 trial confirmed that breast
cancer patients with HER2 low expression can also benefit from T-DXd, further reshaping the treatment landscape for advanced
breast cancer and supporting the need to redefine molecular subtypes of HER2-negative breast cancer. The phase [l ASCENT trial
demonstrated that sacituzumab govitecan significantly improved survival and quality of life in triple-negative breast cancer (TNBC)
patients, and the phase [l NeoSTAR study suggested its potential as neoadjuvant therapy in TNBC. Based on evidence, T-DM1, T-DXd
and sacituzumab govitecan have been approved for marketing in both foreign and Chinese markets. Other ADC drugs, such as HER3-
DXd, Dato-DXd and China-developed RC48, are also undergoing extensive clinical trials in the field of breast cancer and other
tumors. Furthermore, there are several other ADCs targeting different molecular targets in active development. This article aimed to
review the new advances related to ADCs therapy for breast cancer patients with different molecular subtypes and discuss the clinical
application value of ADCs in breast cancer.
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ot 50% (1 FL R IR AL T R AR K T 2 42
( human epidermal growth factor receptor 2,
HER2) fRERRAE D e S T 5
B e SR 3 oy 8 WOH) € W HER2 B, Bk
HEERTEHER2HE M ¥R 97 2 80, FELIM R 21K
( hormone receptor, HR ) IR N4 FHZ N4
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FEFIHCHIEAIZ4AE (in situ hybridization,
ISH) $oR%M, (b EbuEbSIUREZRTE
FSHE (20214F0R ) ) K FLIRE 73 A luminal A

( HER2BAME HHRFAYE, Ki-67HF 850K ) .
luminal B ( HER2BATE HHRFHYE, Ki-67345H$5
¥E ) . HER23E ik (HER2PHM: ) K =1k
® (HER2 XHRI NG ) 7)o edh, iZmiss
FIXTHER2 (I ZE RS HAT T R 40 R X 43, i
FEA: A HER2 BH 1 /HER 2 BF M 19 b 26 0 1R 25 1 2%
WHER2BHM: (THC 3+8{IHC 2+/ISH+) . HER2
flk#ik (IHC 1+@‘ZIHC 2+/ISH-) VI HER2BHM:
(IHC 0) 3RS 177 Bcfhif e 32 5L T 4F
Kehiik-259 {5y (antibody drug conjugate,
ADC ) FEZLIRIEE i ZE W e e —— R R AR
e HER2 B i LR i 8 45 g 8 A [l HER 2
ADCEYAIT i E R ts . AT, ASCE
XTADCEZGH)IATT AN Al 43 o BUZL IR I 8 3 o
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PTG, IFRTTFLEHER2 A A 2 500K
N ADCZY I R HI E
1 ADCZy#7EZLBRE R Bz FA ST

ADCHE—Ff i 45 7 FRE REBT IR 5 A i 5
PEVIBT (R “FREm” 5 “9sk” ) Rk
JRH) S IR, b v BT R AR S FE )
B R DU E A 280, TR
PER] EAE M ADCE Y 25380 k5 . ADCIIBIE R
G TEABE S H5—IRADCEGHE R
R, PRI RPERGR, HIERETRAEENE TR
AN B Bt RO A R TR O 5 55—
RADCE YR AT IR 14, MITTskE A 1
2 L B PR ) TR 2 O A L T RS ) R
5 =ACADCEY e B Bt . BT, 41
BEPEYI B A TPkt R E
Y YT RO 4

EFLE Ry, 2 BT LIHER2 A
AU ADCALAE 4 —ARADCZG W) R 36 ith 2 Bk i
It (T-DM1) F 5 ={RADCZy Wyl 2 2k st
(T-DXd) . 2019—20224F, T-DXd¥k % £
i & ¥R (Food and Drug Administration,
FDA ) % 24 E Z/HUAHLHE TI0 97 A ml )
B 55 7% M A HER 2 B MTHER 241K % 35 19 3L
BRd R . 20204F, LAWE SR )2 40 A 3% i B s 2
(trophoblast cell surface antigen 2, TROP2)
NS HADCZ Y Vb 2 Bk HihT (sacituzumab
govitecan ) WHFDAHLAEH TIRIT A 32 — 4%k
K UL B30T 5 B9AS a] U BR 304 B Ve 0 — B M 3L
Mg (triple-negative breast cancer, TNBC) . It
Hb, DAHER2WHE S 15 B 7 ADC 244 26 38 7Y
Z-H4r (RC48) 7EHER2FHPEMIHER 2K FIAFL
g rh IR R T RRES 0 . ARG, RRADC
Y SAEE N s R AL, 2R AT
R A ADCZS Y IEAE R I A v
2 ADCZA¥# HER2FAM ( IHC 3+3KIHC 2+/
ISH+ ) ZLARFERHTER

FUMRE B E A 20% ~30%K I A HER2H
Ve R E AT R L . H AT,
i1 22 PR BT+ 2 BR BTN IR T IR S AL
25 AT TSR S HER 2 BH 4 W66 40 2L B 98 %) i ik —

RAREIRYT TR o AE I Z R SRR T R IS
BE XTI RS VR FUMR R R, I8 T PR AR
Pl 7 ( tyrosine kinase inhibitor, TKI) u;
ADCZW T R 7.

R R AT EEERADCZ Y, T-DM1JEH
M Z 2Rt . A2 DMIL (G5 & Al
R ) DA RTS8 ) B Bk i 4220 . T-DX AN
P 22 B SR A TR ) DU RO R S v
FERTAY) (DXd) BECIT L. PIZKADCZ4Y
HAWEIRITVERAUER], AR 225
VBRI 3 3% ) FE A HER 2 A5 11 174 i 98 240 it DA 1T 2%
FERGIER, A nT i i 2 2R PR TE P AR
A AR, SHMHIHER2A FE S
5 120 b T-DXAEA L T-DMI1E & (47t
K25 (8 vs 3~4) , HFr &l ke 7
SEF TR MEDX ATE 2 5 25 375 $I0 40 i i 405 30 41
ORI, ELAT B HER2 P4 40 o 4 il HiAth
SRR A SRR TP, X ATRE
JET-DXdH HLT-DM LT 136 4 5 v A 7 2 i )
Z—s

T #9911 R I B EMILTA®FSY ') 76 B £ 42
% W 2 2R AP AZ BEi0 T O K AR e E
HER?2 PR ZL R 3 ThiESS, T-DMI1AH L
55 b U R AR e B8 R B0 I 2R R 1
{7 Jo ik e A7) (progression-free survival,
PFS; P<<0.001) FAth{; G771 (overall
survival, OS; P<<0.001) . ZWFRNIIEET
T-DM17EHER2 PHM: 2L — 4697 rh i b for .
VT 4F 2 T 116 R X 3 DES TIN Y-Breast03ff
g% SO g R o, T-DXA7E M I HER2
LR B (36 BE A 3 2 L 0 Z Bk b iR
57 . WK MR eSS SRR ENZ
AL AHE ) BIRYT T B E T T-DM 1A I IR
$it: T-DXAFHET-DM 13— 425 TIr 3L,
E MR (objective response rate, ORR) i
TR (79.7% vs 34.2% ) , [AIIH T BE AR
I IR0 TR 2 B T-DM 1 7E—28 (64.0% ) .
T2k (43.0%~44.0%) . —ZRIAIT (31.0%)
FORRME ' 7 HT-DXd4L R & 1554
Zef%E (21.1% ) JLFZT-DMI4 (8.7% ) 1)
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wif 1) i PFS (28.84 ) ZIHT-DM141
(6.81H ) By4f%, T{7IOSH L T-DM 1t i} 2 4iE
K (R L 40.64, 95% CI: 0.47~0.87) M),

DESTINY-Breast03 M 57 1Y 2 i 11 45 5 1l 1
PO T HER2 BHE 6 109 2L 8 19 — 3R A Jed
& [ ST S A RERE M 4% ( National Comprehensive
Cancer Network , NCCN ) . & [E Iifa J& g 27
25 ((American Society of Clinical Oncology,
ASCO ) FHRIUH e NFF-#42s ( European Society
for Medical Oncology, ESMO ) 25 Z 1LY %
A B LR 18 M BB T T-DXd B T-DM 14E
SHHER2 BH P FLIRIRE — 2RIA 7 HME—HEFE 259
DA T 0 7 7% SR i 0T I B IR T R R, HOX
YR Z IR PR NBEP 4R 25 WA T
T-DM1 22 | AH#EEAE TKI M T-DM1 A G I R
I3, DESTINY-Breast0O3Fsy '3 A4 1%
A Z i — IR R E L 2 o 48%, Hibf
BT IRRSE PR Rl RE S B T — 23R 7 o ek
HHRERE, B E TR ARIRIT,
PRIHIZ A9 R 3 o AR Y i Bt it 7 —
E SRR

RAEIFIE—Z3RYT, HT-DXdZEHER2 [HPE
e HH L s A 3 RO B AU PFS (28.810H ) Lk
WEA:—ZRIA97 R W E K (R Z R AP+ 2
BRI+ Z TR 9T M18.51H, T-DMUIAYT
#1414 7 ) P2 BT, DESTINY-Breast03
WFoE 2 M T-DXAIRTTF A IPFS2 040,50 1, i
FRFT-DMIAR25. 7 A, XEREEIER M
B BENLE] 23R 5 HF /AT B I ] 5 T
T-DXdHE A, $i7s R bl % 24 T s fifi 7
HARAE AR, 2y oA e PR AT R YT
e, RIS T-DXAE R 2 . 4 Bhak i
WA I DESTINY-Breast05 . 09111451l
RIS 25 5 N

PLHER2IG YT R W ) = 23R i B AR A
B, FERA R MEL T, TRIZYY Ak
Je + 5 At 75 AT B S HER2 BH M 1 190 7L I o = 2%
WITH R 2 WA R T, B
JEHER2CLIMBR#FSY 27 455, 20214ERINCCN
T B S BRI g, 17

DESTINY-Breast038F 57 "2 ) i 5% T 40 A B
1, T-DXJdAH L T-DM1, A]ffiyg i ik e 38 T X
KA 75%, ORRZMHIH67.4%F120.5%, I
T 12 A IPFSZ (72.0% vs 20.9% ) ; [AINE, $%
Z T-DXAIAYT WK 545 A HER 2 BH 4 LI g 6 10
SR DN % it R 58 4 PN R AR 5l S 63.8%
H127.8%, TT-DMI14 HA33.3%2.8% ' .
A, TUXEDO-1#F5 2 453k, W THie
W A o 2836 B0 i 55 A% /2 R 3R 1R 7 I 00 R 1 M e
B IMHER2 PHMEZLARE LB, FEARIERI N
5.4 mg/kgMIT-DXAIRIT T, SV N ZZ R I8 5|
73.3%. DEBBRAHMFFY 1 W44 T 1EA Johe
R GR35 i 7% A J i & B O HER 2 FH P4 1)
a2 T-DXAIGYT 5 i N 2% i
RO 450.0%H144.4% ., ROSET-BMT-DXd#F
gy PSR EN, T-DXAIASTFAL TRaENE . 153)
PR £ 83 ARG BEEE Y HE R 2 PH 4 FL AR g
B HEA R, A HA R I A2 1Y
B R N B AR R 62.7% . X LIRS A
TR OS5 S 1F T T-DXAFE hy PR i B 5 7% He
HE AT B, [FINF, T-DXdIBRS B R
RIT R 2 ZRIBIT Y . A AR R 1)
HER2 FH AN T I3 Joy 50 e 01 /55 R 1 2L i
FYHER2CLIMB-04iX%; ( NCT04539938 ) HTl
WIELEAL P, WIFE 45 R v S HER2 [ 474
PR L MR U L2 A I 7 7% 58 5 IR YT 7 S it
R

FEBE AL SR 23697, X T-DXdr™ 2k
i 245 ) EE A, T AR SR (o R AR R A FH 3 i TKT
B B LR IS TR Y . HEDESTINY-
Breast035% ' (UPFS245 5, T-DMIIGTF 145k
A UAAE — € T2 | 9 52 e W HER 2 PR P ZL AR I
e, Wik, XFFT-DXd 245 8% ]
PEPET-DM 1., ARKETHAPIHER2 TKI (U173
P Je/E R R ) IR BT BITHER2 BT (40
margetuximab%y ) AYXEEHER2FHWI %, AN H:
fB B M HER2AIADCZS ) (anSYD9S5Ss ) WL EA
—EWH

Zi BRI, ADCZy¥)C & AFHER2 BH 1 5 15
FUBRIEE AT S R A, JETHER24F
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Sy BIIZ W T ADCZG i R ff FH AT 22 G R
BLHE FNE
3 ADCTEHER2{EEIE (IHC 1+8(IHC 2+/
ISH- ) ZLARE R TR

T A BT BAR i, AR Y Rk
B, FEHRPHPEZL I B h T BB 64% )R T
HER2{E ik (IHC 1+IHC 2+/1SH-) , A
WEgE P R, LR RREEHE FHER2 I Y
W, A 45%I0) B E S hR oM HER2ARR A, X
Sy FE AT AR TR LS . g Y
WoR, EE2010—20194 2 Wi nY FL IR & b
HER2IE R B EH T2, 291565.5%, PRt xt
DA A REHEIRYT HA IR E X,

DESTINY-Breast0485% ' * ' J& 544t X% HER2
R R v LU B R BEAIL T PRI
AN AFEMHER2MEF A [ THC 2+/ISH-Z{IHC 1+
ISH (-sARMA) | . BEEREZ ~ 24407 1
AT YIBRAN (8R) BRI RS . %Rt
RIAZH AR BEE 5 B £ L R480 + 60, X
NI EBE E4 2 90% AT 10% , 74 FLIR
TERE AT Y Rt R R
FCHER BLZS S5 T —2551R (o) 54,
Ji A ABFPFSRIOSE IR A Giit3k 1. 45
7N, MHCE BT AR, HRIAPEHER2MLFR A
BEPT-DXA4AYORR (52.6% vs 16.3% ) . Hifii
PFS (10.1/MH vs 5401 ) . #4708 (23.910H
vs 17.54H ) #1588 E 81T, O ENA45
EW L RBH — B PFSHE 25 . HREFAME
HER2MCE A B ZT-DXA)5, HHELH ALY
2H B - B T IORR (50.0% vs 16.7% )
BRI AIPES (8.54 )1 vs 2.9 H ) Fivfiz
0S (1824 H vs 831 ) B HREIPEAREH
T-DXd4 3k 45 5 S AHE—3, RULEARFATER
AR HR YL Ik s, BIJCie & 4EHRFH
PESHRBATE R ABEH, T-DXd¥ Al ffiHER 2K 3
IRFUIRER R RS . ST FIREER, FDATH T
T-DXdF UL, fE R A RAL A v DIBR sl 75
PEHER2 PH M FL IR 8 A 3R, gE— A8 ]
DL TR T A AT Y] B sl % B8 1 T HER 2R R 35 3L
i E A O O

DA 7ECDKA/ 64 il 57— 2R )7 8 — 2R 9T
J& PR R A HR PV R P Ve 2L e b, 4
ZALST 5 B B BUG T ANEAR . A PFS /BN
Hh7.2%16.54 7 ** . DESTINY-Breast04#f5% |’
A Y HR BHE 8 35 6 45 BE 11 32 52 12 CDK 4/641)
HilR . N IR T R IRYT, HAE R R,
T EEAE & R CDR4/64M 7], ¥Rl ik10
A K&UL ERIPFS, It4h, DESTINY-Breast04f/f
g2 DO A T 22 s (R R R L
I 3 1) a8 58 WA B kY7 TR 6 H NP R % ) 1Y
HER2MLFAFLIVE B, HWRBEFALT-DXAA
J750% Al RIS 2 ML fige, 1w AALST 2 ORR N
0%; HT-DXdZH P {7PFSH K (8240 H vs 2.2
) o FDAVCH 2 B LA = U HL k=
ARORITFB, RNEHIEH BRI B 57
RIT, EARE BRI WS, S AFT-DXdN]
Tt R e 7

Ah, BT A HAADCL Y IT IR T ¥ &
HER2MILF A FL e AR & IR, WISYDI98SHY
[ WHF5% (NCT02277717, A AEEAUFEHER2
FikFE/DOHTHC 1+ ) FMRC481Y 1 /1T 5
[ NCT03052634, AU ARFAIFEHER2 IHC 2+/
FISH-8{IHC 1+/FISH (-/A&u%]) ] .

Mz, DESTINY-Breast04#F5v45 Uk, 7
CHRR S I, T-DXd¥ ] ks HER2{IRF A FL
g FR A W AR A O, 20 AR T s A S L
WIEITAR SR, 28 T HER2AIR 63k Fo 4 BER R 25
A IRAROCH: , I S Re s CHER2 B PEZLAR
Jeb PO A BB THER2AR F ik AR5 BE A &
SAHRFHE L TNBC S M BEAAAE SR S, X
BRI A KA JCFLIR IR ) 25 ) O T 2 i R
KT8 R
4 ADCZEHER2FAE (IHC 0) ZLBREHEIFAZ
i
4.1 HRFEPE/HER2 M M SURE S 6978 57

HR BH P ZL AR g S8 5 10— 83697 AN 43 MR
ST B BN A CDKA/61 1 F Ak y A 3, —
BAGYT R W, T DLk e Al A 1] 25 W) K 536 97
s fbyy o T REAE A ST B R B, X TFHR
FHM:/HER2 B i ZLAR I 3, CDK4/64 il
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BRI R MPESEE 1Y) RASDESTINY-
Breast04H5% ' ' 44 AHER2 THC Of %, {H
HHRAYEARER IR 2 ( TCiE R T2 CDK4/6
PRI FEIT ) L AR N FLR S N o IR YT T 24
JERRIT R T A k. R ZIRBHLIE —FhiE
1 ] 2R g 1) I Sk I IV Y o 2 4K S sl TROP2(1)
PUiR5SN-38 (B B R s A ) (BIERY
ADCZ5¥). Rugo: ™% F20224EASCORZ: 4]
5 T TROPiCS-02f5E M B B e 45 51, R IXT T
HR FHPE/HER2 B AN nT ) 1) Ja il i S sl 4 RS
FLRE R, AR ZER R SRR (R
Brfthyss . SCST AR KR ER I B VO AR ) AH
b, Ho i PFSARHEFA (5.510H vs 4.0,
P=0.000) ; [AA}, ZEORR (21% vs 14% ) Flllf
RAR#F (34% vs 22% ) J71E, %251 B
FHRERIT R WA, IEEIFEADESTINY-
Breast06fF 57 (it 3t HoA 40 ABE ( HER21
F3kE{HER2 THC 0~ 1+) #4777 CDK4/6410il 5]
RITIIALS)2, AR SCAR 5T 25 Fok itk — 25 4
&% 22 b, FFXFHREYE/HER2 BIVEFL R
BH, ADCZY A R 2k PE, A Bk
CDK4/63 il 53657 Je A9 95 -2 JR [l R
42 TNBCH#ADCZ 4877

TNBC 55 B 2= FE1E W HR FTHER 2 4 B
P, Fh R 4> FBasal-Like® 7 I HH Y
JiEE AR AR . R LS PR R, REIRYT
PERRRARINT B —, R R KU
5T ORI, 80% ~90% A TNBC H 4 i 41
AP ERREAS A F TROP2FHTE (= 10%17) ifee 248
MITHC Y (6 FHME 2 XN TROP2FAYE ) , H 58
PETNBCHEE FlG 254 K. ik, TROP2HIH T
TNBCHYHE 250 5

FFXTTNBCH#E, WA SRy & —
LG EBIRIT R, MANA ] BEFR R K
A SR RN 22 B AT IR A BESR A [ poly
( ADP-ribose ) polymerase, PARP | fifl5]45 .
MADCZy Y ) & T T T TNBC 2k I 5 4k
WIS . TG PRI ASCENT ' 4 1 i
N, TEREAE A7 oF % /0 Ak yT S RS HETNBC
BEY, B2 R ZERRYUOH LR ERYTY (R

Kby . SCSr AR . KA BRI B VAR )
Al g E K R E P APES (5.6 H vs 174
) FipfioS (12.040H vs 6,710 H ) 5 %2
A e A PR AT 4R A R 3 AR T T e 15 2 I I ek
g 2] TR R, R REREAPIE R
It FTINBCHRE W93RI7 . sesh, TG
PRIANeoSTARMIZE ) &8, RLIARITNBC
(IR =1 em, SATR AR /MBI EL 45 PR )
BEREZAN XD Z R GT e, HiE
PEATFA B W B 5 G R iR30% ;1%
FELA R W VD B BT BRI R
UEEPE, A2 A E AW T TNBCHH A BA YT
BRI ADCE Y P
7 —Fh [ TROP2 Y ADCZ ¥ DS-1062a

( datopotamab deruxtecan, Dato-DXd) A9
TROPION-BreastF1TROPION-PanTumor £ 5 ffii 1
W IEAERIT R, SR ZERAGUHLL, %2
N, ARG, 0] LA DX I R A
MR EEPE ", DRG] REEA AR AR
4V, Dato-DXdELTELid Z263AY7 IF R TNBC
TR RAFRTRIT T SR Ze 2P, ORRHM32%,
T PESHIOS/ 34 3F112.94 H 7 $4fDato-
DXAME NIAIT S TNBCIR) —2R 7 B (0 PSRN 42
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Tab.1 The clinical application of new generation ADCs trastuzumab deruxtecan and sacituzumab govitecan in advanced/metastatic

breast cancer

Clinical

HER?2 status

Treatment protocol/

Primary efficacy

Study drug Study name staging of stud.y number of lines endpoint Safety
population
T-DXd DESTINY- Phase I  Positive HER2 T-DXd ORR: 60.9% AE: 99.5%
Breast01 ¥’ Second-line and late-line =Grade 3 AE: 57.1%
therapy
DESTINY- Phase 1ll T-DXd vs capecitabine + Median PES evaluated TEAE: >99% vs 95%
Breast02 trastuzumab/lapatinib selected by BICR: 17.8 =Grade 3 TEAE: 53%
by clinicians months vs 6.9 vs 44%
Third-line therapy months (P<<0.000)
DESTINY- Phase Il T-DXd vs TDM1 Median PFS evaluated TEAE: >99% vs 95%
Breast03 "'’ Second-line and late-line by BICR: 28.8 =Grade 3 TEAE: 56%
therapy months vs 6.8 vs 52%
months (£<<0.000)
T-DXd DESTINY- Phase Il Low HER2  T-DXd vs routine chemotherapy Median PFS: AE: 99.5% vs 98.3%
Breast04 ¥/ expression  Second-line and late-line 10.1 months vs 5.4 =Grade 3 AE: 52.6% vs
therapy months 67.4%
Sacituzumab ~ TROPiCS-02 Phase Il Negative Ditto Median PFS evaluated Important =Grade 3
govitecan 8 HER2 Third-line and late-line therapy ~ by BICR: 5.5 months ~ TEAE:
vs 4.0 months Neutropenia: 51% vs
(P=0.001) 38%
Diarrhea: 9% vs 1%
ASCENT ' Phase Il Sacituzumab govitecan vs Median PFS evaluated AE: 98% vs 86%

capecitabine, eribulin, by BICR PFS: Grade 3/4 AE: 64% vs
vinorelbine or gemcitabine 5.6 months vs 1.7 47%
selected by clinicians months (P<<0.001)

Third-line and post-line therapy

T-DM1: Trastuzumab emtansine; T-DXd: Trastuzumab deruxtecan; IHC: Immunohistochemistry; ISH: In situ hybridization; BICR: Blinded
independent central review; AE: Adverse effects; TEAE: Treatment-emergent adverse events; ORR: Objective response rate; PFS: Progression-free

survival.
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Tab.2 Ongoing trials of ADCs for other molecular targets in breast cancer

Clinical staging/

Target/study drug Trial/study name study design Study population Treatment protocol Status
HER3/patritumab deruxtecan NCT04610528/TOT- Phase | /single HR+/HER2- early breast U3-1402 Active, not
( HER3-DXd, U3-1402 ) HER3 group assignment cancer recruiting
Nectin4/enfortumab vedotin NCTO04225117/EV- Phase 1l /parallel Locally advanced or ASG-22CE Active, not
(EV, ASG-22CE) 202 assignment metastatic malignant recruiting
solid tumors (including
HR+/HER2- breast
cancer; TNBC)
LIV-1/ladiratuzumab vedotin NCT03310957 Phase b, Il /single TNBC SGN-LIVIA + Active, not
(SGN-LIV1A) group Assignment pembrolizumab recruiting
ROR2/CAB-ROR2-ADC NCT03504488 Phase I, II/RCT Solid tumors (including  BA3021 vs BA3021 + Recruiting
(BA3021) TNBC) PD-1 inhibitor
TROP2/datopotamab deruxtecan NCT05460273/ Phase I, Il/single TNBC; NSCLC Dato-DXd Active, not
(Dato-DXd) TROPION- group assignment recruiting
PanTumor02
TROP2/SKB264 NCT04152499 Phase I, I/ Advanced unresectable/  SKB264 Recruiting
sequential metastatic solid tumors
assignment (including HR+/HER2-
breast cancer; TNBC)
Tubulin tissue factor/XB-002 NCT04925284/ Phase [ /RCT Advanced solid tumors ~ XB-002 £ Recruiting
JEWEL-101 (including HR+ breast nivolumab/
cancer, TNBC) bevacizumab
FRa/farletuzumab ecteribulin NCT04300556 Phase 1, I/ Solid tumor (including Farletuzumab Recruiting
sequential TNBC) ecteribulin
assignment

ADC: Antibody drug conjugate; RCT: Randomized controlled trial; HR: Hormone receptor; HER2: Human epidermal growth factor receptor 2;
HER3: Human epidermal growth factor receptor 3; TNBC: Triple-negative breast cancer; NSCLC: Non-small cell lung cancer.
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