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[ Abstract | Trastuzumab deruxtecan (T-DXd) has demonstrated significant efficacy in clinical trials for human epidermal growth
factor receptor 2 (HER2)-expressing breast cancer, gastric cancer, lung cancer and other solid tumors. Its overall safety profile is
manageable and tolerable, including the clinically concerning interstitial lung disease (ILD). The etiology of ILD is varied, among
which drug-induced ILD is an exclusionary diagnosis. The incidence of ILD caused by different antitumor drugs varies with different
symptoms, and the pathogenesis remains unclear. T-DXd-induced ILD is mostly Grades 1-2, and implementing a standardized clinical
management protocol can reduce the incidence of severe ILD events, improve patient prognosis, and help maximize the clinical
benefits of T-DXd. This article summarized the epidemiology, etiology, risk factors, and potential mechanisms of drug-induced ILD,

with a focus on the incidence, time to onset, and outcomes of T-DXd-induced ILD after standardized clinical management. It aimed
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to help readers understand the importance of standardized clinical management before and during T-DXd treatment. Regarding
specific clinical management strategies, the article reviewed comprehensive management approaches for T-DXd-induced ILD based
on clinical trial protocols and real-world experiences from both domestic and international perspectives, covering patient screening,
patient education, ILD monitoring, diagnosis, and treatment. Before initiating T-DXd treatment, patient screening helps identify
those at high risk for ILD, and T-DXd should be used cautiously in these high-risk patients. Effective patient education can enhance
patient initiative, encouraging them to promptly report suspected symptoms, which contributes to early identification of ILD. During
T-DXd treatment, it is important to regularly monitor symptoms and signs related to ILD, implement regular imaging monitoring
and leverage multidisciplinary team collaboration to diagnose ILD as early as possible, thereby minimizing the risk of severe ILD.
If symptoms or imaging suggest ILD, T-DXd treatment must be immediately interrupted, and relevant examinations should be
completed to rule out other possible causes while considering corticosteroid treatment. Upon ILD diagnosis, subsequent T-DXd
dose adjustments, corticosteroid therapy, and supportive treatments should be guided by severity. The article also explored whether
patients with T-DXd-induced ILD can be re-treated, concluding that Grade 1 ILD patients might be eligible for re-treatment under
specific conditions. In conclusion, the article reviewed the epidemiology, characteristics, clinical trial-recommended management
strategies, and real-world management measures of T-DXd-induced ILD, integrating clinical expert experiences to summarize and

discuss comprehensive management strategies for it. This aimed to enhance clinicians' understanding of T-DXd-induced ILD and

provide valuable insights for early identification, timely diagnosis, and proper management of it.

[ Key words ] Interstitial lung disease; Trastuzumab deruxtecan; Management

il Z-ER BP0 (trastuzumab deruxtecan,
T-DXd ) s AE A K H ¥ 5242 (human
epidermal growth factor receptor 2, HER2 ) T
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FREEMCWILD (i . . k) L fE
BEME S KM BRFTEHMILD . 5JE K% HRH
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B 0.62% A1 KA E R 29I OCILD, R
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FEALST . SR S ) B o ) 245 K
IRYT B EA HA G ITRE (an'E s . BEIRE )
% [27] .
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Patient screening

Thorough medical history, physical examinations and i ing should be ducted to identify the following risk factors:
* Age = 60 years, smoking history, SpO,<95%, moderdte/severe renal impairment, baseline or prior ILD or other lung disorders, prior antitumort herapy that may cause ILD, etc.
*Use T-DXd with caution in high-risk patients; if it is necessary to use it, close monitoring is required

!

Patient education

Fully inform the patients of the risk of ILD and ed them to self- itor, consult a doctor promptly, and report the following symptoms:
« Dyspnea, cough, fever, chest pain, chest tightness, polypnea and fatigue, etc.

Initiate T-DXd treatment

!

ILD monitoring

Conduct consultation and physical examinations at each follow-up visit, and perform HRCT regularly to check whether the following manifestations occur:
« Imaging changes consistent with ILD (HRCT is recommended at least once every12 weeks, and once every 6-9 weeks for those at high risk)
« Acute onset of new or worsening pulmonary symptoms/signs, such as dyspnea, cough, fever, or decreased SpO,, etc.

\ Suspected T-DXd-induced 1D \

Y

‘ Immediately interrupt T-DXd treatment ‘

Y

ILD diagnosis

If not ILD, manage according to standard « ILD is an exclusionary diagnosis, and DT consultation is recommended to rule out infectious factors or other etiologies
clinical practice * Medical history, physical examinations, SpO,, chest HRCT, blood routine, CRP, PCT, KL-6, blood culture, T-SPOT.TB,
< G/GM test, and fungal culture, etc.

o If clmlcally indicated, pulmonary ventilation function examination, bronchoscopy or bronchoalveolar lavage
and/or ABG analysis can be performed

Y

‘ Confirmed T-DXd-induced ILD ‘

v

‘ ILD management ‘

CTCAE 5.0

A4

Grade 1 Grade 3 and 4

Suspend T-DXd treatment until recovery to | ) ){ Permanently discontinue T-DXd ‘ rrrrr »| ‘ Permanently discontinue T-DXd
Grade 0:
« Ifresolved in < 28 days from onset, maintain dose
« Ifresolved in > 28 days from onset, reduce dose
by I level . ;
« If not resolved within 18 weeks (126 days) from the 1. Promptly start systemic corticosteroids 1. Hospitalization required
last infusion, T-DXd should be discontinued (e.g., =1 mg/kg per day prednisone or equivalent) 2. Promptly initiate empiric high-dose methylprednisolone
for =14 days, or until complete resolution of iv treatment (e.g., 500-1 000 mg/day for 3 days),
¢ clinical symptoms and imaging findings, followed by =1 mg/kg per day prednisone
followed bygradual taper over =4 weeks (or elquivalem) for = 14 days, or until complgte
2. Monitor clinical symptoms, signs, and SpO. resolution of clinical symptoms and imaging findings,
1. Closely monitor clinical symptoms, signs, every 3-5 days v ¢ P followed by gradual taper over = 4 weeks

and SpO,, in 1 week, then follow up weekly
2. Consider follow-up imaging in 1-2 weeks
or as clinically indicated ¢

w

. Perform non-invasive or invasive mechanical
ventilation as clinically indicated

. Closely monitor clinical symptoms, signs, and SpO,

. Repeat imaging as clinically indicated

3. Repeat imaging as clinically indicated

[N

3. Consider starting systemic corticosteroids
(e.g.,>>0.5 mg/kg per day prednisone or

equivalent) untilimprovement, followed by If ILD worsens or does not improve in 5 days:
gradual taper over =4 weeks 1. Consider increasing dose of corticosteroids
(c.g.2 mg/kg per day prednisone or equivalent) - - -
L or switching to iv (e.g., methylprednisolone) IFILD still has no improvement in 3-5 days:
2. Reconsider additional workup for alternative 1. Reconsider additional work up for alternative

etiologies

. Consider other therapies besides
corticosteroids, such as immunosuppressants,
antagonists targeting the cause, anti-fibrosis
therapies, traditional Chinese medicine, and
other supportive treatments, etc

If ILD does not improve or worsens, manage etiologies . Lo
according to the corresponding grade (if the patient |- - Escalate care as clinically indicated
is asymptomatic, then it should still be considered as
grade 1, even if corticosteroid treatment is given)

)

w

El1 T-DXdBXILDEEREEMIGKEE
Fig. 1 Clinical pathway for comprehensive management of T-DXd-induced ILD

ABG: Arterial blood gas; CRP: C-reactive protein; CTCAE: Common terminology criteria for adverse events; G: 1,3-f-D-glucan; GM:
Galactomannan; HRCT: High-resolution computed tomography; ILD: Interstitial lung disease; iv: Intravenous injection; KL-6: Krebs von den
Lungen-6; MDT: Multidisciplinary team; PCT: Procalcitonin; SpO,: Pulse oxygen saturation; T-DXd: Trastuzumab deruxtecan; T-SPOT.TB: T-cell
assay for tuberculosis infection.
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HICTCAE 5.0 SR 7405 (1) ),
331 FlmiasEEy

# A BERUNILD, W Sz Bl B T-DXdH
2, 2% T-DXdud B A5 FlG R F5E 7 2
R JE T R T (382, 3) o fEILDIRYTY
oIrR], %% U RE R W IR S AR AL s R ILD
HOE, T EBREN, HHREV R T A
im0
332 ILD/OEH

b EAREWAN, EFEREHELZREN
Hh 8 E RS AU R SE B, £ X T-DXdAH
KRR 4 G LDy B AR A B i 1T T B2
%HTE?%% [27, 30, 37-38, 41, 43] .

(1) 1HRILDAAE B 1HRILDICAEIR R B, U
BRAGEWE, HRETWIS NIRILD, SBUCEt
HIT-DXAIRYT, FF W & WG R AR B 2= 5%
g g 2720 S 4 @S I T-DXd
Jo LR N EEA T S8 0 W R BE DT, AR I RRE IR |
PRAEFISPO,, FF% FEAE 1 ~ 2 J& PN sl AR 41 Ifs PR 48
MESEAT R 0 Y IRy et 1, TR
i I R 00 THR CT S 3 B B s 2 5 7 LA
B LR R IRIT S, Bk TR
12 iR B K i 1 2% ILD B TL D i XU 18 i A s
A2 A R R B R IA YT [ Ak e =
0.5mg (kged') | &L,

%1 CTCAE 5.0% Gz 1
Tab.1 CTCAE 5.0 grading criteria ']

Grading Definition

Grade 1 Asymptomatic; clinical or diagnostic observations only; intervention not indicated

Grade 2 Symptomatic; medical intervention indicated; limiting instrumental ADL

Grade 3 Severe symptoms; limiting self-care ADL; oxygen indicated (at rest, SpO, < 88% or PaO, < 55 mmHg)
Grade 4 Life-threatening respiratory compromise; urgent intervention indicated (e.g., tracheotomy or intubation)
Grade 5 Death

ADL: Activity of daily living; CTCAE: Common terminology criteria for adverse events; SpO,: Pulse oxygen saturation; PaO,: Arterial partial

pressure of oxygen.

®2 T-DXdUtEAE RIS RMILDES @iz 2 05

Tab.2 ILD management standards in the T-DXd prescribing information and clinical study protocols

[21,50-51]

Severity Management measures

Once ILD is suspected, corticosteroid treatment (e.g., =0.5 mg/kg per day prednisone or equivalent) should be

considered immediately

Interrupt T-DXd until ILD is resolved to grade 0, then:

Asymptomatic ILD (grade 1)

* If resolved in <28 days from onset, maintain dose

« If resolved in >28 days from onset, reduce dose by 1 level (see Tab. 3)
* However, if the event Grade 1 ILD has not resolved within 18 weeks (126 days) from the last infusion, the drug

should be discontinued

Permanently discontinue T-DXd
Symptomatic ILD (grade =2)

Once ILD is suspected, promptly initiate corticosteroids (e.g., =1 mg/kg per day prednisone or equivalent) for

=14 days followed by a gradual taper over =4 weeks

ILD: Interstitial lung disease; T-DXd: Trastuzumab deruxtecan.

®3 T-DXdFIEiIFETR
Tab.3 T-DXd dosage adjustment schedule fs0]

Dose reduction schedule

Breast cancer, NSCLC, and THC 3+ solid tumors

Gastric cancer

Recommended starting dose 5.4 mg/kg
First dose reduction 4.4 mg/kg
Second dose reduction 3.2 mg/kg

Further dose reduction required

Discontinue treatment

6.4 mg/kg
5.4 mg/kg
4.4 mg/kg

Discontinue treatment

THC: Immunohistochemistry; NSCLC: Non-small cell lung cancer; T-DXd: Trastuzumab deruxtecan.
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S RILDEFE:, Al e =48 g D R R o
ZEH (1) ;5 WILDREZ04, RIARYEZ2FE Tk
ET—DXqu%EZﬁ%&%”% [27, 30, 3738, 41, 43] . ﬁHILD)ﬂZ
T, WA ARSI T

(2) 2KILDIE T . 240 1L D3 I My 52 5 (1)
WP GE IR, #5602 M2ILD, B UK AfE
FT-DXd, 7 BV i 32 4 5 5 LR R i
ZVRYT, WkJEM =1 mg/ (kg-d') Si&E52h
Y, Fig=14 d, SCEZIGRIER AR50 4
éj}ﬁ?: [36, 41] .

2 3 I A M 0 AR KU A, ik ) 58 4 2%
fife, B RR R B R IR T AT AE = 408 P
U0 TR R R RN O, DR bR e
] RE S IEINILD & & KU DA K 5 K30 4k FH Az
S [ WA AN R . BRI AE3 ~5 d i —
WK RIEIR . ARAEFISpO,, FFHE 48 I R +5 1F 1
FERAAG 2R A AR B E %) 0 a5 dNILDE
o/ TEHE , Al 2 I IR R B R
Wik w2 mg/ (kg-d') s 25%, IEnl %
JEE g #R KA S R TR SRR AT T L Ik
JEE RGBS M2 R ILD WU 2% R 3% ) Ak
BT

(3) 3~4LKILDRE . 3HRILD EZE LN
4 A 10 o R ] H RS s M B ILDAE AR
M4 ILD M 36 B8 AT BE 75 ZE A LA < Y 7™ 22
WS RERERS L IS N3 ~4RILD, HH
KASEFT-DXd, F7 B2 2 06 5 o 3
WIS eIk SHATT (500~1 000 mg/d, FF4k
3d), 4LUMEHA=1 mg (kgd') KSR
25, FReE=14 d, sUEEIGRGER LA
SgEfp DO AN R R T R, Sl
3L EAE N A BETRY T R SAURYT s 4K
SR WAE BRI IR YT , IR R B I
PRARIEFNFIIA 75 i A T IC AN 5l A B URGE

3~ AGLILD A TEIRYT 0] 1 2% 1) W) R
EEAL, ARG IRIRIE A TR R A R . 47
Il RAE IR Bl 15 4 R PUEAL B TR, T 4%
B IR B ERIGYT, JF R R T AR A D
HEBR AT L AN BEHERR A 4k K R

W% AR YT T Y R, &
3~AGILD AL N B i S ARG A 0 L R
F3~AGILD B W67 MERE FIUEAR KRS, R
FIMDTZ:12, FEAETZEE ARSI 25 10T
WL %4512, FFE HRCTE W WA L T s
T BB, SRR R A TIAL T

ZHRITIE, AR I PRAE R AN SR A 52
SR, B LR IR W A = 48 N B
Wi WN3~5 dINILDAMGE, ok B MR T
ILD, W 2% & fift HHAt S e i il F1)va Ty (ande
FAVE YT, FERRPPT IR NG ) sl ki ST
TEERRER

(4) H A B . 7 2B S B A S A
IMLAE FFE R BAARAE, 7T 25 FER WA HLAGE <
RN . Y ICTEHEBR T AR B sl ol T TR 4k
RIS, W RIS AERRIT . R
iR LR R B R W], T4 T SRR YT,
WA FEAS AL D L Al B 2 R A
MBS 2G4 0 AT B R RS SR R
BRSPS NE T 2 R g R AR ], 555
FEZ R W R IR D fe il ) Mbrer 4
3ayy JRikfefifin ke mss ) B0 2, sy
K B B A T Qi aE IR . AT Rk
a5 O XETHTHESZ IR R =20 my/difyT =1
AR, A2 R f A R A0 R e R s
AT A FeL - i 4 8
3.4 T-DXd& 77 ¥ B e Aibs 77

VAR, XFF & ATLD R IR B &6 )7
Wi 5 PRI AR B TF IR 2 o, [ AE
MR R B RAKRZINN, 1HILDEE WL
%2 BoR S R GG TR T-DXAVEYT S 2
20244 RICHH Il R I 242 ( European Society for
Medical Oncology, ESMO ) FLIRHEE RS A
H—ITHC B r g R s, E3#2T-DXd (5.4~
8.0 mg/kg ) FLZYIRYT A H BRI GLILD 4 i s
BET, AH23.3%01EBEFILDAR A5G
WAL T-DXAIGTT, HH68.9% M FHATT i 4ify
SRR E KO, 17.8% 1 B 22 T-DXdFRYT =
L4E 30 A, 66.7% ) FRIGYT B IO FIK
KAILDEHAF, MR kA MILDY 1 ~290
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B WG RIT AL (43158 42 5% it s iy i 15
WfE ) 5 ILDMIGIRAER AR 5w O e
THBR; ILD& & FUEAL I XU P 2 B ( i
RGEAIHIE . Mg B RIBA R ) 7 T
[ R0 R AT ) A HL A T Ao Jeg B e A o
e e 2ILD A H MK 20~ 195 7] FEAIX
I FI R ADCY 25 3RILD ]
FEMR A 20~ 1905 BRI SR 9 2 ADCYy
25 100 AR R RS BN, FEFLIRE AR
/N R B, RV R AR T 23 KILD,
BZRIT RS, S LR R R e ks
TRIT T DA AR K R T-DX IR YT J5 W 2]
RS2, FLILDARFEE & %0 L X Sepfoy i
N, MTFRA RSB MRE R TE, H
WHZ T-DXAGIT Al e & —FP T 48, R
HeAJh G E— 2T B0 E
4 BEERZE

WF5% # B3 i 22 TG PR 58 31 528 AU 4T b
Y T-DXAHEA BB ROM R AP 2 ek, 3
TR g, JECAHET-DXdH FHER2
PHPE S HER2MIG 3k e HH 2L B i . HER2 FHAE I
915 98 DL R HER2 2875 1 31 AF /)N 240 e 4 2657 1)

A7 . B Lk ks, FDAMMHEE THER2H
PRS2 AR B 3E N IIE . T-DX AR F 1T k4 Bk 6 15
P T K At A e 8 A o B 2 IR T I
P&, Al A AR AP K . IR T-DXd
TEHER2MKFE 1K L HER2-ultralow 3 I 958 B8 {2k
( DESTINY-Breast06, NCT04494425 ) 113
I PR 2¢O B PH A 45 9 1), Wi i /EHER?2
BH 4 L iR 9 e ) — 28 ( DESTINY-Breast09
NCTO04784715) FHHiEY7 ( DESTINY-
Breast05., NCT04622319. DESTINY-Breastll1
MINCTO05113251 ) LA K H AP ( DESTINY-
Gastric04. NCT04704934; DESTINY-Lung04 .
NCT05048797 ) 1y G RO A AESEA T, 1
R LR AR & A, § R T-DXdiE N UE
T, R 22 M B R AR AR

AN EF R HA R TS B T-DXAY)
I PR AR 25 i KAk . T-DXdAY ke e vEnl i H £
Az, ILDEA —EMRAESR, HEZL1~2%
FARIE R F . I RRIFSE 2 e W], MEALY
Il PR A5 RS WS S, ILD™ B 4 1 R 2 R A
B R R, AR FT-DXAB K BI4e R4 . HEr
P AN PR 28 56 2 R RE TL D S8 5 1T 70 4 2 15 D
TR T-DXAIRYT, [R5 2 U]l W) g8 2
A AN (X)L e B AT | EAL s

ILD A9 A0 8 BT e RALT-DXd 3k o A 2] 2=
KEEMWEH, B A FT-DXdA CILD
M EAEIGR IR IR, MR R S8 R T 3 45
Tarantino%§ "> T U 4F ¢ ) 1152 {H il R4
PR EAE AR T-DXdAE SEILDI 54> “S”

R BROEHE , B “Screen (fififr ) 7 . “Scan
(F#5) 7 . “Synergy (PME) 7 . “Suspend

treatment (B{5797 ) 7 Al “Steroids (' LAREZ
B ) 7, RN AT-DXAIA YT AT U i A
F, AR E I IMDT S VR R ILD A XU R
A%, IEARE B R 0 ™ SRR B TT T-DXd
FIFI R S LR B ERIRIT TR X
PRSI ] A R Hb R T-DX A S ILD B = F L
HOA BTk R E RS

HITFAOR REAT B 2 T-DX VAT 7 B B 1
SEUESE IR IR Z IR AR 2, DT Ay e AR B b S



(P @BER L) 2024/F 3455121

1077

HAz 5Pt R RIS 2 KR . £
2T RIS S W il T, RRATY AR ZE kA T
B 224 % T-DXdAH SETLD B XU PR 25 F01 98 78 9 11
A B IR AR R, DA T A= Yk
BYMAE RS (e N TR RN H 52
G2, S Az ) 5058 Btz
Gb, ZEEILDMER AT Re s = R 5, H AW
WX F T-DXAAH R ILD ) F R S 0 Ry 2,
AT 2 KB4 AW A 2 (A 4RU AR ARG T
1) s Al R By T A H 8 Wya i,
ILDEH ARG . 2Wi AR Y B v RE
PR RER: A EEY S AR S
fEEREk SRR
TG OB, SCERISEEFNC A, 3¢
G B, whRE . IRAE. HEE: S 53000
, SCEEERE KBS BRbLL, S5, Bk X
Bl RN EAT . B B BHL il
Z 5 AOCEBN; AR T8 R E L
RFGIR, SCREHE, B

i

e

o T

(& % X #t]

[1] HURVITZ S A, HEGG R, CHUNG W P, et al. Trastuzumab
deruxtecan versus trastuzumab emtansine in patients with
HER2-positive metastatic breast cancer: updated results from
DESTINY-Breast03, a randomised, open-label, phase 3 trial

[J] . Lancet, 2023, 401(10371): 105-117.

[2] CORTé&S ], HURVITZ S A, IM S A, et al. Trastuzumah
deruxtecan versus trastuzumab emtansine in HER2—positive
metastatic breast cancer: long—term survival analysis of the
DESTINY-Breast03 trial [ J ] . Nat Med, 2024, 30(8): 2208—
2215.

[3] MODIS
deruxtecan in previously treated HER2-low advanced breast
cancer [ J] . N Engl J Med, 2022, 387(1): 9-20.

[4] SHENL,CHEN P, LU J, et al. Trastuzumab deruxtecan (T-DXd)

, JACOT W, YAMASHITA T, et al. Trastuzumab

in Chinese patients (pts) with previously treated HER2—-
positive locally advanced/metastatic gastric cancer (GC) or
gastroesophageal junction adenocarcinoma (GEJA): primary
efficacy and safety from the phase Il single—arm DESTINY-
Gastric06 (DGO6) trial [ J ] . Ann Oncol, 2023, 34(supplement
4): S1542-S1543.

[5] GOTO K, GOTO Y, KUBO T, et al. Trastuzumab deruxtecan
in patients with HER2-mutant metastatic non-small cell

lung cancer: primary results from the randomized, phase Il

[8]

[10]

[13]

[15]

DESTINY -lung02 trial [ J ]
4852-4863.

CHENG Y, WU L, FANG Y, et al. Trastuzumab deruxtecan
(T-DXd) in Chinese patients (pts) with previously treated HER2

. J Clin Oncol, 2023, 41(31):

mutant non—small cell lung cancer (NSCLC): primary analysis
from the phase 2 DESTINY -lung05 (DL-05) trial [ J ] .
Res, 2024, 84(7_Supplement): CT248-CT248.

SPAGNOLO P, BONNIAUD P, ROSSI G, et al. Drug-induced
. Eur Respir J, 2022, 60(4):

.
Cancer

interstitial lung disease [J]
2102776.

HENNING J W, BREZDEN-MASLEY C, GELMON K, et al.
Managing the risk of lung toxicity with trastuzumab deruxtecan
(T-DXd): a Canadian perspective [ J | . Curr Oncol, 2023,
30(9): 8019-8038.

B 25 AR G ) J“éﬂﬂiﬁié\?é%%ﬁiﬂg%ﬁ'%%. Pt
JiE 2R DG IR BRI TR L KR [ ] . ihAe g Ay
75 2022, 44(7): 693-702.

Anticancer Drug—induced Interstitial Lung Disease Management
Group. Expert consensus on the diagnosis and treatment of
anticancer drug—induced interstitial lung disease [ J | . Chin J
Oncol, 2022, 44(7): 693-702.

SAURA C, MODI S, KROP 1, et al. Trastuzumab deruxtecan
in previously treated patients with HER2—positive metastatic
breast cancer: updated survival results from a phase Il trial
(DESTINY-BreastO1) [ J ] . Ann Oncol, 2024, 35(3): 302-307.

KIM S B, ANDRE F, TAKANO T, et al. Trastuzumab
deruxtecan (T-DXd) vs treatment of physician's choice (TPC)
in patients (pts) with HER2" metastatic breast cancer (mBC)
previously treated with trastuzumab emtansine (T-DM1):
updated overall survival (OS) results of the randomized phase
Il DESTINY -breast (DB-)02 study [ J ] . ESMO Open, 2024,
9(supplement 4): 103204.

MODI S, JACOT W, IWATA H, et al. Trastuzumab deruxtecan
(T-DXd) versus treatment of physician's choice (TPC) in
patients (pts) with HER2™ low unresectable and/or metastatic
breast cancer (mBC): updated survival results of the randomized,
phase T DESTINY-Breast04 study [J ] . Ann Oncol, 2023,
34: 8334-8335.

PARK 'Y H, JACOT W, HURVITZ S A, et al. Exploratory pooled
safety analysis of trastuzumab deruxtecan (T-DXd) in patients
with HER2" or HER2" low unresectable and/or metastatic breast
cancer (mBC) in DESTINY-Breast trials [ J ] . ESMO Open,
2024, 9(supplement 4): 103208.

BARDIA A, HU X, DENT R, et al. Trastuzumab deruxtecan
after endocrine therapy in metastatic breast cancer [J].N
Engl ] Med, 2024. Online ahead of print.

HARBECK N, CIRUELOS E, JERUSALEM G, et al.
Trastuzumab deruxtecan in HER2—positive advanced breast
cancer with or without brain metastases: a phase 3b/4 trial [ J | .
Nat Med, 2024. Online ahead of print.

LI BT, MERIC-BERNSTAM F, BARDIA A, et al. Trastuzumah

deruxtecan in patients with solid tumours harbouring specific



1078

sk 8, § ROZRENMFERMIRSEEERRE

[17]

[20]

[21]

[24]

[26]

activating HER2 mutations (DESTINY-PanTumor01): an
international, phase 2 study [ J ] . Lancet Oncol, 2024, 25(6):
707-719.
MERIC-BERNSTAM F, MAKKER V, OAKNIN A, et al.
Efficacy and safety of trastuzumab deruxtecan in patients
with HER2—expressing solid tumors: primary results from the
DESTINY-PanTumor02 phase Il trial [J] . J Clin Oncol,
2024, 42(1): 47-58.
SHITARA K, BANG Y J, IWASA S, et al. Trastuzumab
deruxtecan in previously treated HER2—positive gastric cancer
[J ] .N Engl ] Med, 2020, 382(25): 2419-2430.
VAN CUTSEM E, DI BARTOLOMEO M, SMYTH E, et al.
Trastuzumab deruxtecan in patients in the USA and Europe with
HER2-positive advanced gastric or gastroesophageal junction
cancer with disease progression on or after a trastuzumah—
containing regimen (DESTINY -Gastric02): primary and updated
analyses from a single—arm, phase 2 study [ ] ] . Lancet Oncol,
2023, 24(7): 744-756.
RAGHAV K, SIENA S, TAKASHIMA A, et al. Trastuzumab
deruxtecan in patients with HER2-positive advanced colorectal
cancer (DESTINY-CRCO02): primary results from a multicentre,
randomised, phase 2 trial [J] . Lancet Oncol, 2024, 25(9):
1147-1162.
CORTES J, KIM S B, CHUNG W P, et al. Trastuzumab
deruxtecan versus trastuzumab emtansine for breast cancer
[J].NEngl]Med, 2022, 386(12): 1143-1154.
TARANTINO P, TOLANEY S M. Detecting and managing
T-DXd-related interstitial lung disease: the five "S" rules [J].
JCO Oncol Pract, 2023, 19(8): 526-527.
ALTHOBIANI M A, RUSSELL A M, JACOB J, et al. Interstitial
lung disease: a review of classification, etiology, epidemiology,
clinical diagnosis, pharmacological and non—pharmacological
treatment | J | . Front Med (Lausanne), 2024, 11: 1296890.
SKEOCH S, WEATHERLEY N, SWIFT A J, et al. Drug-
induced interstitial lung disease: a systematic review [J1.1
Clin Med, 2018, 7(10): 356.
KAKU S, HORINOUCHI H, WATANABE H, et al. Incidence
and prognostic factors in severe drug—induced interstitial lung
disease caused by antineoplastic drug therapy in the real world
[J ] .1 Cancer Res Clin Oncol, 2022, 148(7): 1737-1746.
ZHU Z, SHEN G, LI ], et al. Incidence of antibody—drug
conjugates—related pneumonitis in patients with solid tumors:
a systematic review and meta—analysis [J] . Crit Rev Oncol
Hematol, 2023, 184: 103960.
CONTE P, ASCIERTO P A, PATELLI G, et al. Drug-induced
interstitial lung disease during cancer therapies: expert opinion
on diagnosis and treatment [ J ] . ESMO Open, 2022, 7(2):
100404.
MATSUNO O. Drug-induced interstitial lung disease:
mechanisms and best diagnostic approaches [ J | . Respir Res,
2012, 13(1): 39.
MAHALINGAIAH P K, CIURLIONIS R, DURBIN K R, et al.

[30]

[31]

[33]

[34]

[39]

[40]

Potential mechanisms of target—independent uptake and toxicity
of antibody—drug conjugates [ J | . Pharmacol Ther, 2019, 200:
110-125.
TARANTINO P, MODI S, TOLANEY S M, et al. Interstitial lung
disease induced by anti—-ERBB2 antibody—drug conjugates: a
review [ J ] . JAMA Oncol, 2021, 7(12): 1873-1881.
Tt 22 2 P I R R A NN RSN AR B SE E GEA
T 2 R PLATCI R B A B RS N AL B ] G 3R
(2024ff2) [J] . "hEmREZea, 2024, (04): 304-318.
Trastuzumab Deruxtecan Clinical Management Pathway and
Adverse Reaction Management Consensus Expert Group.
Chinese expert consensus on the management of clinical
pathway and adverse events of trastuzumab deruxtecan (2024
edition) [ J ] . Chin J Oncol, 2024, (04): 304-318.
ELU L Trastuzumab deruxctecan (T-DXd) associated
interstitial lung disease (ILD) in a large real-world French
cohort of patients with HER2-driven breast cancer and other
malignancies [J1. Ann Oncol, 2024, 35(suppl_2): S357-5405.
SCHWAIBLMAIR M, BEHR W, HAECKEL T, et al. Drug
induced interstitial lung disease [ J ] . Open Respir Med J,
2012, 6: 63-74.
SWAIN S M, NISHINO M, LANCASTER L H, et al.
Multidisciplinary clinical guidance on trastuzumab deruxtecan
(T-DXd)-related interstitial lung disease/pneumonitis—focus on
proactive monitoring, diagnosis, and management [T] . Cancer
Treat Rev, 2022, 106: 102378.
YIN O, IWATA H, LIN C C, et al. Exposure-response
relationships in patients with HER2-positive metastatic
breast cancer and other solid tumors treated with trastuzumab
deruxtecan [ J | . Clin Pharmacol Ther, 2021, 110(4): 986-996.
WEKKING D, PORCU M, PELLEGRINO B, et al.
Multidisciplinary clinical guidelines in proactive monitoring,
early diagnosis, and effective management of trastuzumab
deruxtecan (T-DXd)—induced interstitial lung disease (ILD) in
breast cancer patients [ J | . ESMO Open, 2023, 8(6): 102043.
CHIU J W Y, LEE S C, HO J C, et al. Clinical guidance on
the monitoring and management of trastuzumab deruxtecan
(T-DXd)-related adverse events: insights from an Asia—Pacific
multidisciplinary panel [ J ] . Drug Saf, 2023, 46(10): 927-949.
BARDIA A, HARNDEN K, MAURO L, et al. Clinical practices
and institutional protocols on prophylaxis, monitoring, and
management of selected adverse events associated with
trastuzumab deruxtecan [ J | . Oncologist, 2022, 27(8): 637-
645.
MOORE H, SHOFER S, GUISINGER A, et al. Abstract PS13-
33: Feasibility of a comprehensive monitoring protocol for the
prevention and treatment of interstitial lung disease in patients
undergoing treatment with fam—-trastuzumab deruxtecan [Jl.
Cancer Res, 2021, 81(4_Suppl): PS13-33.
SRE, PRAEGR, FRAAH, 45, SR e o) 24 i ) B
EIAE B R E I ERE AR e [)] . EIEALE.
2021, 31(4): 241-249.



(P @BER L) 2024/F 3455121

1079

[41]

[44]

[45]

[47]

[48]

ZHANG J, SHEN WN, JI DM, et al. FUSCC criteria for the
management of targeted drug—induced interstitial lung disease
in solid tumors [ J | . Chin Oncol, 2021, 31(4): 241-249.
RUGO H S, CROSSNO C L, GESTHALTER Y B, et al. Real—
world perspectives and practices for pneumonitis/interstitial
lung disease associated with trastuzumab deruxtecan use in
human epidermal growth factor receptor 2—expressing metastatic
breast cancer [ J ] . JCO Oncol Pract, 2023, 19(8): 539-546.

o ] B U 2 g B U 3 e R A 20 T B s
PREEST 2C T o 2= T I FLIR AR 25 M (B B 22 A P A 0
LHRIGH [T] . oA, 2022, 44(9): 913-927.

Breast Cancer Group, Branch of Oncologist, Chinese Medical
Doctor Association. Chinese expert consensus of antibody—drug
conjugate toxicity management for breast cancer [ J ] . Chin J
Oncol, 2022, 44(9): 913-927.

CIRUELOS E, GARCIA-SAENZ J, GAVIL a J, et al. Safety
profile of trastuzumab deruxtecan in advanced breast cancer:
expert opinion on adverse event management [J].Clin Transl
Oncol, 2024, 26(7): 1539-1548.

BABA T, KUSUMOTO M, KATO T, et al. Clinical and imaging
features of interstitial lung disease in cancer patients treated
with trastuzumab deruxtecan [ J ] . Int J Clin Oncol, 2023,
28(12): 1585-1596.

ZHENG P, LIU X, HUANG H, et al. Diagnostic value of KL-6
in idiopathic interstitial pneumonia [J].7] Thorac Dis, 2018,
10(8): 4724-4732.

OHNISHI H, YOKOYAMA A, YASUHARA Y, et al. Circulating
KL-6 levels in patients with drug induced pneumonitis [ J ] .
Thorax, 2003, 58(10): 872-875.

ZHANG T, SHEN P, DUAN C, et al. KL-6 as an Immunological
biomarker predicts the severity, progression, acute exacerbation,
and poor outcomes of interstitial lung disease: a systematic
review and meta—analysis [J]. Front Immunol, 2021, 12:
745233.

NATIONAL CANCER INSTITUTE. Common terminology
criteria for adverse events (CTCAE) v5.0 [ EB/OL ] . 2017.
https://ctep.cancer.gov/protocoldevelopment/electronic_

applications/docs/CTCAE_v5_Quick_Reference_8.5x11.pdf.

[50]

[54]

RUGO H S, BIANCHINI G, CORTES J, et al. Optimizing
treatment management of trastuzumab deruxtecan in clinical
practice of breast cancer [ J ] . ESMO Open, 2022, 7(4):
100553.

Food and Drug Administration. ENHERTU(fam—-trastuzumab
deruxtecan—nxki). prescribing information [EB/OL] .
2022. https://www.accessdata.fda.gov/drugsatfda_docs/
label/2022/761139s0241bl.pdf.

RUGO H S, JACOT W, TOKUNAGA E, et al. Trastuzumab
deruxtecan (T-DXd) vs treatment of physician’s choice
(TPC) in patients (pts) with HER2-low unresectable and/or
metastatic breast cancer (mBC): a detailed safety analysis of
the randomized, phase 3 DESTINY-Breast04 trial [J].Ann
Oncol, 2023, 8(1suppl_4): 101223-101223.

HEVE, DHE. JE KSR ATIRY AR AL M ) BT B S 4%
[ GERIRNYE, 2023, 28(12): 1908-1914.

HAN Q, LUO Q. A review of trials of nintedanib in fibrotic
interstitial lung disease [ J ] . J Clin Pulm Med, 2023, 28(12):
1908-1914.

RUGO H S, TOKUNAGA E, IWATA H, et al. Pooled analysis
of trastuzumab deruxtecan (T-DXd) retreatment (RTx) after
recovery from grade (Gr) 1 interstitial lung disease/pneumonitis
(ILD) [ C ] . ESMO Open, 9(suppl 4): 103326.

NATSUHARA K H, VELLA M, BEHR S C, et al. Treatment
rechallenge after grade 1 trastuzumab-deruxtecan related
interstitial lung disease: a real-world experience [ J ] . Ann
Oncol 2024, 35(suppl_2): S357-S405.

DE WEGER V A, SCHUTTE T, KONINGS 1, et al. Successful
trastuzumab—deruxtecan rechallenge after interstitial lung
disease: a case report [J1.] Breast Cancer, 2023, 26(5): 519-
523.

NAM S, LIM S M, CHO B C, et al. Successful rechallenge of
trastuzumab deruxtecan after drug—induced interstitial lung
disease in a NSCLC with /ER2 mutation: a case report [Jl.
JTO Clin Res Rep, 2024, 5(2): 100628.

Yk HI: 2024-11-13 &R HI: 2024-11-28)

(SELG4E: B )



