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[Abstract] Trastuzumab deruxtecan (T-DXd) is a new generation of antibody-drug conjugate targeting human epidermal
growth factor receptor 2. It has strong antitumor effects and has been recommended by many authoritative guidelines at home and
abroad. Drug-induced interstitial lung disease (DILD) is one of the common adverse reactions and causes of death of T-DXd and is an
important factor limiting its clinical application. The pathogenesis of DILD induced by T-DXd is still unclear, and the mainstream
view holds that it may be related to the non-target-dependent uptake of the drug. Glucocorticoids are an important treatment method
for DILD, and other alternative drugs still lack clinical effectiveness evidence. The research progress on the pathogenesis of T-DXd
induced DILD was summarized in this review, aiming to provide new ideas for the prevention and treatment of DILD.

[Keywords] antibody-drug conjugate; Trastuzumab deruxtecan; drug-induced interstitial lung disease; pathogenesis

T8 11 Z- 2K BT (Trastuzumab deruxtecan, DS-8201/ TR S 40 e B P 2 4 DXA 45 A 45 T Y IR TR st
T-DXd) &0 1) N3 2 A K K732 K 2(human epidermal 175 5 52 BEHUIR I RS PE R/ N7 254 () A0 B 5k
growth factor receptor 2, HER2) Y TR B 25 ) T-DXd B il HER2 5& KA ¢ I Riokg v B2 22 AR 596
(antibody—drug conjugate, ADC) , I%{ﬁﬁﬁ i T 284 i K TR E T Z5Y) , WiEH BRI TP IIE ) E 22—
B R NEAL R ST HER PO I Z 2R bt 555 25 A 5GPk ) 57 Pk Jif 99 (drug-induced interstitial lung

[(EETR] b B2 k2RSS PR £ A (XB2023180)
MEB®IN] MIEA, ZEAFIENBZIYNGT I OCHAN ROV AL 7 T Bise
[BfE1EH] 7KUF, E-mail: drzhangyan0391@163.com



disease, DILD) /245 244 5 S50 il 5] 5t 2 i 141 2
fEB), AT RES & DILD WAL 25 Fh e A2, Horp
N FH ADC R WJ5 1 & A% 1.9%~15.8% . HTT,
T-DXd /5 & ) DILD . # 3¢ [ £ 5 24 i W B 8 2R
(FDA) S A PEHESZAE e Ay Bl G PR Rz FH 1) o 22
HZ, Ik, #R9% T-DXdi7% & DILD i & s Lk A
W Y, AR T-DXd i & 1Y DILD AT 27 |
TRYT R AL LI BT R A T5R, B TENZ
2 I R A B AT SCAS R R B AR 35 2%

1 HER25T-DXd

HER2 f& % & 4 K A F 3 & (epidermal growth
factor receptors, EGFR) % % 1Y — bt ; HER2 FE A %
AR, Y IRBSEABE S, RO
B, HER2 K& K] B S50 18 A B H 0 © 78 JLRP A
AR MR AR BV AL B S E, U HOR AR FL R |
B A S A . FEXEEEAE D, HER29
i 09 £ E L] HER2 JE N9 5 B HER2 25 1 7R 40
JEREE bt Feik . UEAESK, HER2 A HABIEDR 20 s
PP FECEEAMIG, Hoh HER2 B R AL R f
FRIEAX . HER2 LM H NG, REBEA
HER2 FEN [ [RIF3 o FERTSINREIE N0 b0 | 5%
R B SR AR 20 i A1 PR e L B PR e o, HER2
RALM R AR . WHh, HER2 RAZAEH DL EAE
UnpisE . A5 E A FLIE P A GE, 75 HER2
FLETAY TR SRR FP L BT — 2T . HER2Z R
TEHESERE I SUE AN PR 4R, nFLIRRIE /)
S A R o AR, e TR AR E
B 55 B e v B HER2 R 7R B DR Fa e B
P

T-DXd BT B T 20 {iE 224 Paul Bhrlich £
B HEAR T S, MRS f R 25
AR T A0 P A SE L BB AT, AR R
. T-DXd 75 45 40 b5 MR 40 b ) HER2 45 S 1k
SERTRRIAAL, R U 200 I P A R R Tl 2R
AN EZ5 W) DXA AR AR, J5 3 nl 45 & Il 36
A Al | DNAK &Y, FEDNAKL S 41
JYE S0 REL i A0 e R 08T 1) o el TR
254 DXd HAT B AV, W75 555 WL R0 i
JrR. LAk, T-DXd SHUARIE AL )5, HFe
Ui SRS A (AN ARG . B R AR ) OF S
HRE Py 32RE5 G, R ST E 4R Y 5
B 40 M 7 PE (antibody-dependent cell-mediated
cytotoxicity, ADCC), i SRRl 4 53 b 2L 3% Al
JOURE it >R 1755 JiiR 4 0 -0 T-DXd I A E i A
IR P P G 2 A R R S A N AR B
S50 X bR A L A R BB T, A A B IR T RO AR

Med J Chin PLA, Vol. 49, No. 12, December 28, 2024

FHM 22 ERTR, T-DXd A 38 i 2 R HLE & 45T
JEAE T, Bk HER2 AH 56 i (1) B B3R )T F B
Z—0

HHj, FDA 4%)5#ib#E T-DXd Fl T £ Fh HER2
BH P S AR 988 B IE 7 o 2023 4F 2 B, 2T DESTINY-
Breast 03183680, T-DXd7EFKEHM B, HE
W AIE Ry BEAE 45257 35 >—Fh HER2 250347 AN o] Y1) [
s HER2 BHPEZLARE ; 2023487 11, LR
e F0 97 BEAE 7 5L M B Be 4 22 i 28 /b —F
RGRYT, SR B ALY ) 5 58 il B AT 2 )5
6 ™A WE EZ AT YIRS Bt HER2 (IR FRIB A
FUMRIE . X E N E A BT HER2 IR IR e Bk
LR FB A HE S5 g 2T J R A K A A3 B4 ) L )
yrvk . HRTIEZEIT R T-DX A G I R 5 1E 7R A
Wir A LA 7 I

2 T-DXdif%& DILD KW i#E

2.1 WP T-DXA7EZHH s 28—
FERERMREE, (AH ARG EREIFA—E
7F DESTINY-Breast 01(NCT03248492) Ifi K ik ¥, 42
% 5.4 mg/kg T-DXd 1A 7 ) 184 19| FL 39 DILD %/
Fh152%, FHILH2.7%, A ARTE A 193 L.
fii 7 DESTINY-Lung 01(NCT03505710)fff 75 H', 91 43
B/ N AL 232 6.4 mg/kg T-DXd VY7, DILD &4
RN 26.4%, JHIEF2.2%, TNk AETTE] R 141 419,
I [ PH 43 11 BE 2 B 58 N 51 % T-DXd B 25 3R 9T 1Y
9 1t T AN I G PRI B 47 TIC R b1, &R
1150 B 37 i3 H DILD & 4K 4 15.4%, KZHCAK
Fo i, Hd1—29811.9%, 54%°~2.2%; DILD
FEEAETRITIFRIER 12 AN, W & A iHE
162 d; %I 4 Cox [R50 Hrffi 72 5 DILD XU HE i
A FELL N R MR <65 % FF Ll . BRAEl
WET R PEETIEA S T-DXd Al &
>6.4mg/kg. MEMAE <095, HANRE, HHighiE
>4 ﬁg[ls]o

2.2 RWMLE] PEIRGE, 7E AR T ST 6.4 mg/kg
T-DXA(f B IR TR AR L) 5, 24 hiE 4 Bk
SHER SRR, BRI, i
AV, HUCOhM . BB R B M, Xh
T-DXd 153 DILD $2 41t T 2540 5l J) # 3L mhle . AR 45
T-DXd M5 DILD &I AR, WIRI20 4 <
)" AR Hodr S AR S A i 3 v S
IREE G A WA CHLEI W EE Ry iE 44, T-DXd
WA REUIAR . BT MR AR
B EA A REFEDILD 1 &4k, UL R T-DXd
W5 & DILD 1)L &ALl (181 2)

2.3 HEASAKHE M ADC UGB EE S &, B



R EZE  20244F12H28H 45498 45120

@T-DXdif B T

BE AT S
4

GMALTE I T-DXd-HUE
LAY

%

(DT-DXdil i i HAEFR A
FEIR AR I 20 i

GDXAMHDNASFRIRGE, T4 | |

KAL) S 2 e T

AR
(@Y k2 A A
24f%, DXAFFLUREIK

®
O I 4
L — O Q
] D - (z&
S

T-DXd. I Z PRS0 ; DX, SR A
1 R BTy 3 SR AR IR

Fig.1 The main anti-tumor mechanism of action of Trastuzumab deruxtecan
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Fig.2 Pathogenesis of interstitial lung disease induced by Trastuzumab deruxtecan
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