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BE. &5 0 AFKEK KT 524K 2(human epidermal growth factor receptor 2, HER2)AYHTA- 2541 {H 15 ¥ (antibody-
drug conjugate, ADC)fE i % Bk ¥4 (trastuzumab deruxtecan, T-DXd)-5# [n] 7% 3% )2 21 Jifd 5% & #7¢ L 2(trophoblast cell surface
antigen 2, TROP2)/YJ ADC ¥4 HER2 fIf 36 14 W 1 7L AR5 58 35 BOMERR G758, (ELX R 2 %) LU AFF 9 ff DL 3R . BB
114 T-DXd 541 TROP2 ADC 7 HER2 ik F ik M LB ;3 vh iy sk S8 k. ik 40Wr 20214 5 H 202547 A T
A SR B 5 L R 2 L 4252 T-DXd B 47T TROP2 ADC[ A 45 X V0 % 2k H1. 47T (Sacituzumab Govitecan, SG). ik 18 2 H4T
(Datopotamab Deruxtecan, Dato-DXd). /7% 2k B4 (Sacituzumab Tirumotecan, SKB264)]i547 i) HER2 Ik 3 1A i 1 7L AR
JERE MG R R, R WAHER AN (inverse probability of treatment weighting, IPTW)iE - R2RFHE - RGIETR 24 &, &
T L R ToE A= A7 (progression-free survival, PFS), RZEZ 5 A& M ZZf# K (objective response rate, ORR), IIfi KR
25 %R (clinical benefit rate, CBR)MIZZ4M:, HER gy A 220 fil#, Hrp T-DXd4H 13841, $Z3GI7 I (7 =% 5S2(I0R
46 ~59)% ; Hii TROP2 ADCZH 825, 532437 i i 4E WS S3(IOR: 45 ~59)% . L IPTWALIE)G, A s itiy SMD<0.1,
ER AR, T-DXd4 /)47 PES AL T3t TROP2 ADC 41(6.54~H vs 4.54H, HR=0.60, 95% CI: 0.44 ~0.81, P<0.001).
4 ADC 259200 5 1 3R S AR A 2 H 2 Cox L BRI [n AR . 25 8w, ADC 2592511 J2& PFS A ME—li 7 G Ik A
35 MECTHUTROP2 ADC 41, T-DXd 4157 J KUK i 3 PR (aHR=0.50, 95% CI: 0.35~0.72, P<<0.001). HARIfGIREE
TELE T RL 5 22 Y TG0 L (P>0.05), WA HrE5 R s, T-DXd W PFS 3R A5 46 2T 4 h A — 3k . s AR
AR AR, K 5Z R (hormone receptor, HRYRZS5IARYIT T R 2Z BIAFAE R 13 BAE (P 45=0.002), 7£ HR BHM 2 H,
T-DXd FE I H B EA AR HR=0.40, 95% CI: 0.27 ~0.61, P<<0.001); {E7EHR M4, Widdla]i PES 25 5ok 358
TR U(HR=1.29, P=0.392), ik RGEAR RF F R H W, T-DXd41AIHE TROP2 ADC 21 1 20 g sk /0 i 14 & A8 5500 51y
67.4% F1150.0%; 3/4 A B FF 5y rp MR 40 B DT (9.4% vs 14.6%). £5i8 78 HER2 (XA AL T, T-DXd#%
T TROP2 ADC ELA T B I AEAE3R 25 M RPN 26401, 7E HER2 THC 2+ A BEP o] REARAS B 4109740, Ik4h, T-DXd7EHR
FEPE AR A 3R 25 0 B3, HRARAS FTRESE T-DXAIT AR S Z R R . IR PR SE I R 1 47 A % HRORAS 5 HER2 F ikt
1k, K1 ADCZGA R AL 4R 1S %
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Abstract: Background Both trastuzumab deruxtecan (T-DXd), an antibody-drug conjugate (ADC) targeting human
epidermal growth factor receptor 2 (HER2), and anti-trophoblast cell-surface antigen 2 (TROP2) ADCs are recommended
therapeutic options for patients with HER2-low advanced breast cancer. However, direct comparative studies between these two
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strategies remain lacking. Objective To compare the efficacy and safety of T-DXd versus anti-TROP2 ADCs in patients with
HER2-low advanced breast cancer (ABC). Methods Clinical data about patients with HER2-low ABC treated with T-DXd or anti-
TROP2 ADC:s (including SG, Dato-DXd, and SKB264) at the Fifth Medical Center of PLA General Hospital from May 2021 to July
2025 were analyzed. Inverse probability of treatment weighting (IPTW) was utilized to balance baseline characteristics and adjust
for confounding factors. The primary endpoint was progression-free survival (PFS), and the secondary endpoints included objective
response rate (ORR), clinical benefit rate (CBR), and safety. Results A total of 220 patients were included (T-DXd group: n=138,
median age 52 [/QR: 46 - 59] years; anti-TROP2 ADC group: n=82, median age 53 [IQR: 45 - 59] years). After IPTW adjustment,
the standardized mean differences (SMDs) of all covariates were reduced to below 0.1. In the overall population, the T-DXd group
demonstrated superior median PFS compared to the anti-TROP2 ADC group (6.5 vs 4.5 months; HR=0.60; 95% CI: 0.44 - 0.81; P<
0.001). Multivariable Cox regression analysis identified ADC category as the sole independent predictor of PFS: compared to anti-
TROP2 ADCs, T-DXd significantly reduced the risk of disease progression (aHHR=0.50; 95% CI: 0.35 - 0.72; P<<0.001), while other
clinical features showed no statistically significant difference after adjustment (all P>0.05). Subgroup analysis revealed consistent
PES benefits with T-DXd across multiple prespecified subgroups. A significant interaction was observed between HR status and
treatment regimen (Pjeracion=0.002). Specifically, T-DXd provided a significant survival advantage in the HR-positive subgroup (HR=
0.40; 95% CI: 0.27 - 0.61; P<<0.001), whereas no significant difference in PFS was observed in the HR-negative subgroup (HR=
1.29; P=0.392). Hematologic adverse events were the most frequent; the incidences of leukopenia in the T-DXd and anti-TROP2
ADC groups were 67.4% and 50.0%, with grade 3/4 neutropenia occurring in 9.4% and 14.6% of patients. Conclusion In patients
with HER2-low advanced breast cancer, T-DXd demonstrated more pronounced survival benefit and favorable safety compared to
anti-TROP2 ADCs, with potentially greater efficacy in the HER2 IHC 2+ population. Furthermore, the benefit of T-DXd was
particularly pronounced among HR-positive patients, suggesting that HR status may be an important determinant of T-DXd efficacy.
These findings suggest that integrating HR status with HER2 expression profiles is essential for optimizing personalized ADC
selection in clinical practice.

Keywords: advanced breast cancer; HER2-low; antibody-drug conjugate; trastuzumab deruxtecan; anti-trophoblast cell-surface
antigen 2 ADC
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B <10% dHAIA% A G, TAE R HR B

(2HER2 #ik: THC LK HER2 FikHy 1+3%
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], Dato-DXd 195, SKB264 17{il), Frf HE1y
JycE . T-DXd 248 ADC 259y} i Fp A7 ARk
52(IOR: 46 ~59)% , $T TROP2 ADC 44 53(IOR:
45 ~59 %, ERIgitsE L (P=0433). 54
TROP2 ADC 41 #H tt , T-DXd 41 HR FH % Lt 41
(86.2% vs 46.3%, P<0.001). HER2 IHC 2+ L i
(58.7% vs 32.9%, P<0.001)% &5, HEAEN A
PRI 2024 vs 048, P<0.001), H{ii ADCIA
ITERBUH M (4 4k vs 34k, P<0.001), & IFPIERE
R0 B H T 75 (81.9% vs 63.4%, P=0.004). K
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FRIEIRE] T BRARCA Ml . LR 1.
22 TSR

rRREDEE] R 144~ H , T-DXd 2045 101 5] 58
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1 (83.0%). T-DXd i Fl1#7 TROP2 ADC 41 ) CBR
435K 53.6% F136.6%(P=0.021), i ORR 7E ¥ 41 |A]
ZERIG T2 7E L (31.9% vs 24.4%, P=0.303).
WZR2,
23 HEESH
231 AR T-DXdZH PFS R 6.54H(95%
CI:4.5 ~ 7.0, & & 1k T4 TROP2 ADC 4 ) 4.5 4~
H(95% CI:3.0 ~ 5.0)(HR=0.60,95% CI:0.44 ~ 0.81,
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®1 ETIPTWEEREHARAZIRESENELFIER AT

Tab.1 Comparison of the baseline characteristics before and after IPTW

RIVVEERIFREA IS LELIEEE N
s PRAFAE: $LTROP2 ADC 5 PLTROP2ADCH ~ T-DXd%H
T-DXd4(n=138) /Wi  Pfi SMD
Z(n=82) (n=60.31) (n=108.19)
152 ADCIRIT BRI (9, MIIOR])  52(46 ~ 59) 53(45~59)  5533.000  0.785 — — —
HRARA/(H1, %) 38.123  <0.001 -0.003
PR 38(46.3) 119(86.2) 24.3(40.2) 25.3(23.4)
4 44(53.7) 19(13.8) 36.0(59.8) 82.9(76.6)
HER2 THC PE53/(H], %) 14.255 <0.001
1+ 55(67.1) 57(41.3) 31.1(51.6) 55.3(51.1)
2+ 27(32.9) 81(58.7) 29.2(48.4) 52.9(48.9) 0.004
RS /(151 , %) 8.399  0.004 0.006
s 52(63.4) 113(81.9) 45.2(74.9) 81.6(75.4)
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BEAE IR TR AU IMUOR)] 000 ~2) 2(1~3) 1296  <0.001 — — —
WAL LB [MUIOR)] 2(1~3) 2(1~3) 18475 <0.001 — — —
R A EECE (), %) 3375 0.066
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Fig. 1 Kaplan-Meier analysis of PFS for patients treated with T-

DXd and anti-TROP2 ADCs
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(JNAL HR=0.65, 95% CI: 0.44 ~ 0.97, Fafd Wald
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Fig. 2 Kaplan-Meier analysis of PFS for patients treated with T-
DXd and anti-TROP2 ADCs after IPTW
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X} He Bt TROP2 ADC f PFS 3K 25 78 £ B W 41
R R —2ohE . 28 B AE H K 5 (interaction
test) it/ , HRORAS 50T 5 R Z A 78 i 35 1 58
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ADCIRF AL n=220 1.11(0.78 ~ 1.58)
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Fig.3 Multivariable Cox regression analysis of T-DXd vs anti-TROP2 ADCs for patients with HER2-low advanced breast cancer
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Fig. 4 Schoenfeld residual plots for the proportional hazards

assumption in the multivariable Cox model
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Fig. 5 Subgroup analysis of factors influencing progression-free survival in advanced breast cancer
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