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38.2%, % 42 # F (DCR)89.6%, T 4% PFS 4 8.93 A4 A (95% CI: 7.70~13.20) . HER2 [A/2 2048 HER 24K & iA 20 2 &
th # 4 49 ORR (44.2% vs. 29.3%) B 45 PES(13.20 A~ A vs. 6.70 A~ A ) (P<0.001) ., % B % 5 #7 %4 ,HER2 [ 141
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Abstract: Objective To evaluate the real-world efficacy and safety of trastuzumab deruxtecan (T-DXd) in patients
with human epidermal growth factor receptor 2 (HER2)-positive and HER2-low expression advanced breast cancer, and to
explore prognostic factors. Methods A total of 144 patients with advanced breast cancer who received T-DXd treatment at
the Department of Medical Oncology, Hunan Cancer Hospital, from April 2022 to August 2024 were included. Among
them, 86 patients (59.7%) had HER2—positive disease and 58 (40.3%) had HER2-low expression. Treatment response was
assessed every two cycles according to RECIST v1.1. Median progression—free survival (PFS) was estimated using the Ka-
plan—Meier method, and prognostic factors were analyzed using the Cox proportional hazards model. Results The median
age of all enrolled patients was 53.0 years, and 87.5% had visceral metastases. The median number of prior lines of therapy
was three. The objective response rate (ORR) was 38.2%, and the disease control rate (DCR) was 89.6%. The median PFS
was 8.93 months (95% CI: 7.70-13.20). Compared with the HER2—-low group, the HER2—positive group demonstrated supe-
rior ORR (44.2% vs. 29.3%) and median PFS (13.20 months vs. 6.70 months) (P<0.001). Multivariate analysis revealed that
among HER2-positive patients, ECOG performance status =1 (HR=3.109, P=0.004) and prior anti-HER2 therapy
(HR=4.934, P=0.002) were independent risk factors for shorter PFS. Among HER2-low patients, a history of taxane chemo-
therapy (HR=5.133, P=0.017) and HER2 heterogeneity (HR=2.363, P=0.022) were associated with poor prognosis, while re-
ceiving more than three lines of chemotherapy was associated with longer PFS (HR=0.333, P=0.045). Regarding safety, The
most common adverse events were elevated aspartate aminotransferase (AST) (63.9%), neutropenia (58.3%), and leukopenia
(57.6%). The incidence of grade >3 adverse events was relatively low (neutropenia 7.0%, thrombocytopenia 2.3%). The inci-
dence of interstitial lung disease (ILD) was 3.5%, including two grade 3 events (1.4%). Conclusion T-DXd demonstrated
substantial real-world efficacy in both HER2-positive and HER2-low advanced breast cancer, with greater benefit ob-
served in HER2—positive patients. ECOG performance status, treatment history, and HER2 expression level were key prog-
nostic factors. In clinical practice, individualized treatment strategies should be developed based on molecular characteris-
tics and prior therapy, with close monitoring for hematologic toxicities and ILD.

Keywords: Breast neoplasms; Human epidermal growth factor receptor 2; Trastuzumab deruxtecan; Efficacy; Safety
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A1 HER2 MM Fe HER 24K X % K 2206 K% 2 AF AR Y4 (1) (% )]

Tab. 1 Comparison of baseline clinicopathological characteristics between HER 2—positive and HER2—low expression patients [n (%)]

- BB HER2PHHE4]  HER2{KFA4 L
AR e Giit i P
(n=144) (n=86) (n=58)
W% 53.0£9.0 53.6+9.2 52.18.8 -1.015 0312
H &R 22t 91(63.2) 56(65.1) 35(60.3) 0.165 0.685
Kz 53(36.8) 30(34.9) 23(39.7)
ECOG ¥F45/4y 0 108(75.0) 63(73.3) 45(77.6) 0.154 0.695
>1 36(25.0) 23(26.7) 13(22.4)
PRI B R 109(75.7) 61(70.9) 48(82.8) 2.030 0.154
W i 35(24.3) 25(29.1) 10(17.2)
HRGN kT WHE % 126(87.5) 78(90.7) 48(82.8) 1.336 0.248
WRELEE LS 103(71.5) 62(72.1) 41(70.7) 0.000 1.000
JH# 81(56.2) 44(51.2) 37(63.8) 1.761 0.184
it 63(43.8) 39(45.3) 24(41.4) 0.090 0.764
negs 48(33.3) 34(39.5) 14(24.1) 3.035 0.081
B 89(61.8) 49(57.0) 40(69.0) 1.632 0.201
it <7 7% 18(12.5) 8(9.3) 10(17.2) 1.336 0.248
ki e A% 1 o B i e 7% 14(9.7) 10(11.6) 4(6.9) 3.698 0.157
5 SR R 34(23.6) 24(27.9) 10(17.2)
VSpL i BRI 134(93.1) 81(94.2) 53(91.4) Fisher  0.524
B PEN g B A 10(6.9) 5(5.8) 5(8.6)
HiEA = e I % 85(59.0) 47(54.7) 38(65.5) 1.272 0.259
1 %% 59(41.0) 39(45.3) 20(34.5)
H i — K ERR 1 75(52.1) 58(67.4) 17(29.3) 18.682  <0.001
FHM: 69(47.9) 28(32.6) 41(70.7)
e — IR PRARES IS 80(55.6) 58(67.4) 22(37.9) 11.052  <0.001
FHA4E 64(44.4) 28(32.6) 36(62.1)
I — K HER2 R ZS THC 1+ 28(19.4) 0(0.0) 28(48.3) 144.000  <0.001
IHC 2+H FISH At 30(20.8) 0(0.0) 30(51.7)
THC 2+ H FISH A 24(16.7) 24(27.9) 0(0.0)
IHC 3+ 62(43.1) 62(72.1) 0(0.0)
Ki-67 <30% 55(38.2) 33(38.4) 22(37.9) 0.000 1.000
>30% 89(61.8) 53(61.6) 36(62.1)
REAE AT 228K 0~14 53(36.8) 30(34.9) 23(39.7) 1.234 0.539
2~34 65(45.1) 42(48.8) 23(39.7)
>34k 26(18.1) 14(16.3) 12(20.7)
WEAEALST 2 B2 87(60.4) 53(61.6) 34(58.6) 0.035 0.851
s 127(88.2) 78(90.7) 49(84.5) 0.757 0.384
KB HmEE 29(20.1) 19(22.1) 10(17.2) 0.250 0.617
BBV ¥ 46(31.9) 18(20.9) 28(48.3) 10.690  0.001
R 92(63.9) 56(65.1) 36(62.1) 0.039 0.844
BEAE N 43 IR YT 48K 0~1%k 96(66.7) 76(88.4) 20(34.5) 46.653  <0.001
24 24(16.7) 7(8.1) 17(29.3)
>2 2% 24(16.7) 3(3.5) 21(36.2)
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EE !
. O HER2 FAtEZH HER2{RFK4H - »
(n=144) (n=86) (n=58)
REAE N 43 IR 24 Al 69(47.9) 26(30.2) 43(74.1) 25.025  <0.001
FAE Al A 46(31.9) 10(11.6) 36(62.1) 38252  <0.001
B IR AEH AT 40(27.8) 18(20.9) 22(37.9) 4179  0.041
CDKA4/6 154 41(28.5) 3(3.5) 38(65.5) 62.432  <0.001
REA: 4t HER2 VAT %K 04k 54(37.5) 9(10.5) 45(77.6) 69.590  <0.001
14k 28(19.4) 22(25.6) 6(10.3)
24 28(19.4) 22(25.6) 6(10.3)
>34k 34(23.6) 33(38.4) 1(1.7)
EAEHT HER2 167 24 HER2 $ 5 1A 81(56.3) 71(82.6) 10(17.2) 57425  <0.001
HER2-TKI 73(50.7) 65(75.6) 8(13.8) 50.465  <0.001
HER2-ADC 40(27.8) 31(36.0) 9(15.5) 6.290 0.012
T-DXdIAIT 5K 0~14 21(14.6) 16(18.6) 5(8.6) 7.085 0.069
2~34; 57(39.6) 38(44.2) 19(32.8)
4-~5%% 42(29.2) 21(24.4) 21(36.2)
>54% 24(16.7) 11(12.8) 13(22.4)
HER2 5 it 44(30.6) 13(15.1) 31(53.4) 22214  <0.001

HER2 FH 417 ¥ 4F #% 53.6 % 573.3% 1
ECOG 434 043 570.9% 1) 5. 3% R &2 5 1 R PE LI
i, BRI ARG (51.2%) B (57.0%) F1 i
(45.3%) , i ¥ K 12 38 39.5% ; 10 25 32 A B LG 451)
AH X A A L ER AR AT PR P B 5 24 32.6%
HER2 % ik DL THC 3+°4 3 (72.1%) , IHC 2+ FISH
FEAE 5 27.9% 5 REAT 252 22 HT HER2 3697 /Y - 3 1L
P55 5« 82.6% 1 3% 3 HER2 B IR YT, 75.6% 5%
1t HER2-TKIIAYT , 36.0% %% 1 ADCYAYT .

HER2 X # ik 41 P04 52.1 % 577.6% MY &
ECOG 144 0435 82.8% [ i N & K R M FL IR
i, BB IR I I (63.8%) 15 (69.0% ) Fl il
(41.4%) , W56 7 % A2 R 24.1% ; 10 2 32 K BEAE H431)
AR X4, ER BHAE A PR BH M B 143 591 81 3k 70.7%
F162.1%; HER2 3235 THC 1+F1 THC 2+ff FISH ] #4:
5390 5 48.3% 1 51.7% ; BEAEH2 32 5L 9T HER2 ¥R Y7 1
B AR - AUA 17.2% 18 1] HER2 5471, 13.8%
i HER2-TKI; M Fb 2 T, B 22 fR 38 252 3 N 43 b

M RIRYY , AL 55 55 & AL 3 i 79 (aromatase inhibi-
tor, AD)(74.1%) 54k 7 HE (62.19%) K CDK4/6 1) il
#1(65.5%) .
2.2 T-DXdJfFiEfE

B E PRI LA 3%, Hh HER2 [
PEZH 5 HER2 LR IR A rh LAy 7 0053 R 3 26 A
42k, 44185 1(59.0%) 3 ik B W 58 4 4
Hrf, PR 55151 (38.2%) , SD 74151 (51.4%) , PD 15
(10.4%) , A& WL %€ E| CR 95 ] ; £ 4K ORR by 38.2%,
DCR 4 89.6%. 7E 86 1] HER2 BH % £ & v , 42 4]
(48.8% )ik BIWF 5T 24 15,5 PR 38 14 (44.2%) , SD 43 {4l
(50.0%) , PD 5 1] (5.8%) ; ORR & 44.2%, DCR
94.2%, £ 58 | HER2 LKA B T, 43141 (74.1%)
B BIWFFEL S s PR 17 1 (29.3%) , SD 31 41 (53.4%) ,
PD 10 4] (17.2%) ; ORR & 29.3%, DCR }y 82.8%.
HER2 FHYEZH ORR F1 DCR 4 7 T HER2 ik #1541,
ARG FE X (P>0.05)(%£2),

&2 T-DXd & RE HER2 &k k& SUIRE B % b 68 77 2 (61 (% )]
Tab. 2 Efficacy of T=DXd in breast cancer patients with different HER 2 expression statuses [n (%)]

20 1) 1% CR PR SD PD ORR DCR e i IN
JEPN < 144 0(0.0) 55(38.2) 74(51.4) 15(10.4) 55(38.2)  129(89.6) 85(59.0)
HER2 BH P4 86 0(0.0) 38(44.2) 43(50.0) 5(5.8) 38(44.2) 81(94.2) 42(48.8)
HER2 X541 58 0(0.0) 17(29.3) 31(53.4) 10(17.2) 17(29.3) 48(82.8) 43(74.1)
2Ty 6.429 2.647 3.700 8.152
P 0.040 0.104 0.054 0.004
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(BT B2 7 48 Bl % 7 35 T, ORR
35.4% (17/48) , DCR }y 87.5% (42/48) . ., 1E
HER2 FH % i % % 8 25, T-Dxd 7R i 32.4%
(11/34) i ORR F194.1%(32/34) ) DCR ; 7£ HER2 fi§
Tk R FE T, T-Dxd 7R 42.9% (6/14) Y
ORR & 71.4%(10/14)# DCR., HER2 BH: %% £ 20
WAL PFS g 11.90 > A (743~ Kk #)) , B &K T
HER2 (XA 4110 4.30 M (1.87~Kik%5]) .,

23 T-DXdfr¥FEREZES#

7E HER2 B E 3 1, ECOG 343 =1 43 (HR=
3.109, 95% CI: 1.425~6.780, P=0.004) il % ££ 4
HER2 & J7 (HR=4.934, 95% CI: 1.814~13.421, P=
0.002) J& 52 PFS By ph S fa B R 2= . oAb, 54 %%
Y55 PFS 4 B A W 75 A ¢ P (HR=1.729, 95% CI:
0.904~3.305, P=0.098) , Iff HER2 THC 3+ FH M4 T
IHC 2+ ff FISH BH ¥ 8 & PFS A ZE K & # (HR=
0.529,95% C1:0.265~1.057,P=0.071) .

TE HER2 (R 3R 3k B h, B2 2R 25 iR 97 &8
(HR=5.133,95% CI: 1.344~19.606, P=0.017) #1 HER2
S ik (HR=2.363, 95% CI: 1.131~4.940, P=0.022)
& PFS ST FE RS PR 2R 5 BEAE ALY PR B3 e FE
7 H B B PFS (HR=0.333,95% CI:0.113~0.975, P=
0.045) . Ak, WIS (HR=2.430,95% CI:0.848~
6.964,P=0.098) .HER2 THC 2+ (4] It F IHC 1+) (HR
=1.979,95% CI:0.991~3.953, P=0.053) , L\ X Ki-67
>30% (HR=2.074,95% CI:0.992~4.334, P=0.052) 5
PFS 4 50 A W TEAHOCHE (3R 3) .
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S 2] BB R WS BRI A G KA S R i T
(aspartate transaminase, AST)Ft & (63.9%) kL
a1 (58.3% ) A1 i/ (57.6% ) FH TR 24 IR e
Z i (alanine transaminase, ALT) J175 (42.4%) .

HER2 FH M 41 % WA B R N AL 56 AST FF &
(66.3%) . 1 21 B Uk /0 (58.1%) . H 1 K 40 S vk 2>
(54.7%) . ALT J+ 55 (41.9%) K 3 fH [# B Jh
(38.4%) , 23 A B S5 14 43 45 v vk bz 48 A sk 20>
(7.0% ) R/ D (2.3%) . HER2 K26 34520 % U,
AN BRIV AL 45 H R R 20 0 D (63.8%) L AST Tt
(60.3%) . 4 40 M & /b (56.9%) . & fH [ B T 5
(56.9%) ¢ ALT Ft 5 (43.1%) , 23 N Bk 35k
R A  (12.1% ) Al /s> (3.4%) .

THALIE AR RN E BRI R 1~2 S0, Bk
A4 0 (20.8%) K (12.5%) . Z 11(26.4%) Fe fifi
W (3.5%) o {EAS T RS2, 8] 5T P il % (interstitial
lung disease, ILD)J& T-DXd 5 2 A B ZH 4, 241
R4S 561 (3.5%) , Hrp HER2 B4 3 91 (3.5%)
HER2 (K 5 41 2 41 (3.4%) . ILD ™ & F2 & 43 Hr &t
N3 1~2 G GEAG AR R IR, I R RN JeAE
RBER L) 52 618 3% (¥ HER2 FHYEZ) , &
WE M EIRIT R R . AR BTG YT A
KT Il (K 4).

3 i
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AHER2 LRI M 01 ZL AR, (H il T L B ) e HL
TRIT AR T, HETHAE A R A L S B
WFFTECIEAIIRAT R o ASHF 5 388 o B v [ Jost 43
BT UESE T-DXd 76 J5 46 I IESE RS i A% (B0 d6 15
SR ) TR A B E AR P R
ST AT CEAE W B 2 et . 0 H iR HER2 fH
P H# (ORR 44.2% , " PFS 13.201 A ) Byl A 3k
#0350 T HER2 X R 3k 35 (ORR 29.3%, H1 {7
PFS 6.70 1~ H ) , iX — 45 5t 5 DESTINY-Breast03'""
F1 DESTINY —Breast04'* I PR 12 56 5 4 55 2 — 2, iF
—IESE HER2 FR3A 7K -2 Tl T-DXd ¥ 850 1) etk
AHIFFE H T-DXd 78 B S HE A 197 08
OB I IR 36 A7 A — 8 25 5 . HER2 PHM: B 3
f 37 PFS 4 13201~ H ,HER2 Ik 3k e & 6.70 4
A, %% T DESTINY-Breast03 (28.8 /> J ) " Al
DESTINY -Breast04 (9.9 4~ H )" $izil . {H 55—
oK Ak E B ETRE M T EOhRZS L T DAISY 3058
45 B 5B 7R, T-DXd 7£ HER2 3 6 35 (n=72) #1 HER2
R IE (n=74) B H 1AL PFS 23518 11.1 4> H Al
6.7 H , SRR RE . b, T-DXd 78
2 [ Syapse M 4% 312 5] B St FLATF 5T e ) b s
PFSAYL 7.9 H o o5 —3i v [ £ o B 50 5 F
FEUR A T 5 A HESE HER2 BH P 52 2 47 LAY PFS
(10.181~ ) ,{H HER2 L K35 B PFS(10.51 )
R 5Tk [ E A NEAHE S R T
AN HE 2% HER2 BHAE B35 B9 i 57 PFS R 7.0 1N
HER2 K £ B & 4.0 H H il THA L 20
W), AT REAFAE IR 22 . 3 B T-DXd 78 B S 1 R Pk
22 AT RRJE R AR B A AR E SR HER2 FHME S
HER2 ik 3% ik #4552 T-DXA VBT I rP AL IG TP 4%k
I3 h 3L 4 28, 3 & T DESTINY-Breast03"
5 DESTINY-Breast04 * 55 (K £ R 1~248 ) ; HiK,
AW 5T 89.5% 1) HER2 BH 4 H # BE A #5233 41
HER2 VYT s BLAh , Bl s B8 Lo A9 247 5 i o 56 S v ot
IIf PR 36 (HER2 FHA%: 39.5% vs. 16.5% , HER2 fik %
ik 24.1% vs. <11.0%) , ¥ 78 AW I8N HF5 05 T 0 T
L IEEIRAEE 2 (ECOG =143 i 1 25.0%) .
Z [N % Cox [0 35 M7 7R , 78 HER2 PHM: %
i, ECOG PE43=1 43 AR A BT HER2 1G5 /2521 PFS
BT GBI 2 X — & B DAISY 3561 45 1 L
B, W RIE , ECOG P4 1 /0 B 043
B PFS I 3 46 % (P<0.05) . ILAh, BEfE 2 4 it

HER2 {697 7] fig T 20U A 902447 0 828 (4 HER2
FEIR IR B 24 R E ) AT BRI IS 22T HER2
IRITIITRC . [IEE, DESTINY-Breast02 i 57" 1
LR, BEA: Z 21697 5 10 R 1232 T-DXA IR YT 1)
Hr PES AHX T . R, I DR R 5 o) 75 25 6 A
KB AR AR R RS B BR AR VR T S X R v AE
=AU

AHEFE K AE HER2 KRR B H R B, 542
RGYnYT 25 HER2 5 itk & T-DXd 7 8 57
o W P22 T AT 2R >3 46 ) 5 5 K (1% PFS A G .
U DESTINY -Breast04 Fl1 DAISY 2 5 (19 44 A b 1
BORBEAEME 22K 259097  HAVR RBLER
JEIRYT AT REHI S T-DXd AT REL, I, R A 72 i
T 75 T B A A2 P 2 3 BT 25 N BE AR A
PRIT . ABFFE R R /R, HER2 5 i Pk (46 =3
] 53 A AN F s s A AR 4R ) 7l BB 52 0 T-DXd 19758
REFEIFIE 457, 558 ADC (41 T-DM1) £ HER2 %3k
ANE SR R A e sz BRYY T T-DXd AR
1= DAR (=8) Fl it R 119 55 W 25 80 07 ( n] 4% 405 4 3kt
HER2 B4 ) , BHE T GBS 3 v R b3 S o
BRI R W2 R, T-DXd 78 HER2 %5 [i) 5 Ji
PERIE R 9 HER2 21K 25 55 100 25) i 1 D5 e 3 it
Ji 9 1% 1 s 7 HER2 Bsf [i) 5 Joa P 9 ( 2896 f5 HER2
KPR 2 THC 1+) 1, T-DXd i ORR A 34 75.0%, i
Fm T T-DM1 Y 0.0%"" . SR, ABIFFE & 3 HER2
S BB A PFS & 3 45 J (HR=2.363, P=0.022) .
FLRT REMLHILFE « (1) 5 T X A7 A T 25 v b
AR 5 (2) 55 W 3000 e 2 6% v 1 ek 7 A A 2325 2% T
SR oA AT BE R IR 25 W) B R R . RORIE T 4l
25 [ 57 2 2 5% 3l 2 W I B AR 0 — 25 i A 5 o
PEXT T-DXd 7 2 sZ AL o (AR A2 AR F
9% 45 . 5 DESTINY-Breast04™ Fl DAISY iz 451> %
T HER2 {2435 (IHC 1+F1THC 2+/FISH-) 5 T-DXd
7 RCTE I AR CME S5 IR A e 22 5, X —F e i
T UERE I B

A AT L, HER2 P A HER2 I 38 1A 7L e H
AR W2 e, — 8 T-DXdJ7 i 48 Ar
FETERI I 22 5 o RSB bR T W5 Al R 1Y
JERIT RN, X T HER2 I 38 34 AT I 45 5]
Koyt HER2 53 P [ 2, {5 H BT uEds i A 58495, 4155
2P

AWFFE T, HER2 PHME B35 i 7% 78 kA %y
39.5%(34/86) , HER2 Ik 6 1A [ 4 24.1%(14/58)
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PR ZH S8 Y PRS FE7E i 25 25 55 11.90 1~ H (95% CI:
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