AYBERH a8 I 272024 F 5551455578 Cancer Res Prev Treat,2024,Vol.51,No.7

doi:10.3971/5.issn.1000-8578.2024.24.0116 . gI;#ZI‘];Eﬁ .

RER Eo BRAFREE, —BIAEF, KK WA,
RXKFARERMSB TS T EZMBIEAETIE; FELEAZL
E—pMEMER; BRIREZERES R (MESLFHE) ¥+
FUARN; BRBEPSHBEREER;, PRAEFAURSEFHEHR
(M) 2 HE £%; PEREFWAMNE S 2L 7T F LT 28
FREERKETF; BREANNEETHEFEEMIMN B> L £
HEER; PEERAMIENE A EAELER; PTRGEANBFS
(CSCO) ¥4 mE; CSCOLHFM B &EEL8 2%, CSCOIE D
MR R A F A, CSCOMBAKBEELZLF L, PEARENS
MEELERAFE, PERBWAAHLESLERSEE., FELE
WaRtE % FAG T ERATE; BB ERNBFLAEER, Hik
ARBELANEER,; AREFAFPFWBETFLEEEER,

Dato-DXd;& 77 % HATE /)N 20 At i 722 2t R

R, KB

New Advances in Dato-DXd Treatment for Advanced Non-Small-Cell Lung Cancer
CHEN Lulu, SONG Qibin

Cancer Center, Renmin Hospital of Wuhan University, Wuhan 430060, China
Corresponding Author: SONG Qibin, E-mail: gibinsong@whu.edu.cn

Abstract: Approximately 50% of patients with non-small-cell lung cancer (NSCLC) are diagnosed at
advanced stages and face a challenging prognosis despite the integration of targeted therapies, immun-
otherapy, and systemic chemotherapy into current standard care. A key factor in this context is trophoblast
cell-surface antigen 2 (TROP2), which is widely expressed in NSCLC and strongly associated with poor
patient outcomes. This article examines the latest developments in the application of datopotamab deruxtecan
(Dato-DXd, DS-1062), a novel antibody-drug conjugate targeting TROP2, in the treatment of NSCLC. It
provides a detailed assessment of Dato-DXd’s technical design, evaluates its efficacy by using recent clinical
trial data, and discusses its safety profile.
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T E 28 8 I 98 VA T 7 AVl R B i 2 — . g
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DAR) , FFXAPERSEREDUAR . 4T DL R BT
KRS AW A T A 2, (155 =4 ADCHAH
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EXircyIn
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JEERU AT, BRI e S B
AL, (R T BRI S e S AR 2 i
hRS7A 5 Ak 1gG 1T 4 1 KDIE X 25 4 0.3 nmol/L,
BHAEEMS, H5 R A2 S 25 5 R
JIB SR, [fiiDato-DXdFT R FHMAAP-9001a A J&
felgG TR 2 A A X 38 = B KDAE (27 nmol/L ) ,
PEE TIRYT B DOFRRAS T VAR RS R,
1.2 A

AR EADC LB AN LIS & AN AR
FHHZ5 9", Dato-DXAFT 4 4% 1 A %% 2% 7 DXd,
JRE PR AR A B bR v 1, SR SN-38 3 AnT Y
105, BLAh, DXAEABEEEE, feoiad SR i
20 M 55 A O, AT BT v R e R S B
DX AR 1.37/NF U0 5 2% 24 mT Pk A€
W, AFTF N4, Dato-DXADARE K
4, X—Fp S S R TAYRITE O, AT
SRRt RBFE R TR TR
1.3 EHT

RISk Z (B PR3, XTADC
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£ 1 TROP2 ADCZ5#xttt
Table1 Comparison of TROP2 ADC drugs

TROP2 ADC drug Dato-DXd SG SKB264
Humanized IgG1 antibody MAAP-9001a hRS7 hRS7

Dissociation constant 27 nmol/L 0.29 nmol/L 0.31 nmol/L

Payload DXd SN-38 KL610023

Payload category Topoisomerase I Inhibitor Topoisomerase I Inhibitor Topoisomerase I Inhibitor

Type of payload drug Exatecan Derivative
Payload /Cs, 0.31 pmol/L
Payload half-life 1 mg/kg DXd

Ty, 1.37 hours
Linker Tetrapeptide linker
Linker type Enzymatically cleavable

ADC whole drug half-life =~ Non-small-cell lung cancer,

6 mg/kg, 4.8 days

CL2A Linker
pH-dependent and
enzymatically cleavable
Linker stability High Low

Metastatic triple-negative
breast cancer, 10 mg/kg,

Active metabolite of irinotecan  Belotecan derivative
2.78 umol/L
Approx. 15-20 hours

0.7 pmol/L
0.24 mg/kg KL610023 T,), 5.7 hours

Modified CL2A Linker
pH-dependent and
enzymatically cleavable
Medium

Locally advanced or metastatic
solid tumors, approx. 1.5 days

approx. 1 day

Dosing regimen 6 mg/kg, Q3W 10 mg/kg, d1/d8, Q3W 6 mg/kg, Q2W
Drug-to-antibody ratio 4 7.6 7.4
Bystander effect Yes Yes Yes

Notes: Q3W: every three weeks, Q2W: every two weeks.

WILENE IR B AR L U BT R . Dato-DXAAE IfiL
W R KR8 K, X—FPEffif5Dato-DXd
()M 25 R B TR AR, RefS SCI N Ak A 24
2, REBER R AT AR

25 I, ADCAEHE B va BERTIRIORG A0 1) MR
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2 Dato-DXdEZAEMRYINSCLCZ &R E&IAETT
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TROPION-PanTumor01#f5¢ (NCT03401385 ) !
JEDato-DXdI BN ANEBESY, B 7E AR [R 7 &2
Dato-DXd7E S (A58 (B i & 4tk L Tt 32 1 e
RGeS A O IR S AE T 25 ) 2
Sz, DA E e E A S TE
NSCLCBAH, A2 106 F oA A AT I 1] J (]
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AR RPN KB R IMEAYE, TRECY R
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B, Hir, 18001 8 5 75 R G AR Y B
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T, M20%~24%F1 & BEfE 52 152 e L A
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6 mg/kgi 4 FYF AR R 520, I,
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20234, MRy NEL#2s (European Society
for Medical Oncology, ESMO ) 4 FHIRAA T
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WY ABEBAE, 1EX 66 I & T, 468.2%
R B2 it B0 =BT, 46% M B TEAE
iR, T1%0) B F G EGFREAS . /s iR
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eMoE, SEEAFESEA . ZLnR, X
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FTHIBTEIE TR
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THEmTTIL | R AT SRR LU R R gAY
ST, X TN EGFRZEZE 1 e 301 s 6 R
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B e R AT [ 24 W R I HEAE S — IR YT R 1R
£, X TARIRSIFE N 224 ( ANEGFRELALK ) 1Y
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EREVIE LN ST =N EWNE 2§ E 2 p L SUy e
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XX —k K
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AGA M IINSCLCHE & L 2 EFA BE . %
WSS 2 H I RITAG Y & i 52 1 . 5
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PG M AEAEAGAR B INSCLC R & —£R1AR
I HAT B (R 7 ROR AT TR A2 (S RS E, R it —
G ARSI 2 P R T A M ARG E
% — 35 1 B TROPION-Lung04 ( NCT0461-
2751 ) WFFEAE6 BB FREAL T Dato-DX AR A &
FJGERST (PD-LUIHIR ) LASAT3E ) -REAFEAFE
AGAIPIA IR M A% RS ENSCLCH i % 4 bk
A RCHER, FE20234F25 I B K2 (World
Conference on Lung Cancer, WCLC) I, BA%I2F0
BAB A1 AH St 58 B A5 LS A, R i 40 ) &
KA TEENSEEL . TETI2, —Z
1BIT R 5 73.7%, 1552 Dato-DXd-5 B A St
SR VAIT FIORR A 50.0%, DCRA92.9%., TEBAAI
4 —ZRIRYT R E 5 92.9%, 5% T Dato-DXd.
FE AR JE AT 5 R 41 = BB YT IORRY 76.9%,
DCRM92.3%, TESAFEH, XK 4H A —=1h
J7 4 IORRSY ) K47 4% 71.4% %M 58 &5 48
IR TIEAIRYT T AL TG PD-L 1 #5387k - Unaf (i) 15
BUF, PRI T BEMEMSCR . EHATEN
A&, SBIRYT ISR AR T RUB AT R T
AL E, TROPION-Lung04F 5 $2 4t 1 #i s f3iE
%, KW Dato-DXd 5 B ARA JEBAPL 1 X2 5 — 2]
B A7 RAEVAIT G WINSCLCH BoA 27 & F B
G, RIm RS BRI L TR IR T IR
HAT, &4 7R TR =30 T B 7E A,
55T Dato-DXAMYER & S 1R T 7 2 7E W 1 /e o Vi
NSCLC—Z3AY7 i g 1 o ik SEpfF o8 2 EA
PEAGARY B F, IEITAE Dato-DXd 5 A 1 ) Bk Ba47t
(PD-1#I4 5] ) DA K mT 3k 4R 24k S7 B B0 )T
#F, (1) TROPION-Lung07#F%¢ ( NCT055557-
32) [ FEE HFR X HPEA Dato-DXd 5 i 18 41 £k
BB A%, bk R i A2
57, 57— G——aR BRI G e M ZE R
FIRALTT YT 3025 5 o XS £ X /& PD-L 1 i
JRa AN BEA: Ee 1) 53%% ( tumor proportion score, TPS)
INT50%BI WA M A B PENSCLCIE . £ 2 H
A S PP T AR T 5 S PR T RORN &2 4V THT ) 22

B0 (2) M TROPION-Lung08#ff5¢ (NCT0521-
5340 ) fy =% H 192 PEAS Dato-DXd-5 i 1 F1) 2k 5
PUIRGIRIT IR, T SR Sk sp e 2l
IRIT T AT B A X TURIE ST AL X R SR A A
AGA ( EGFR/ALK/ROS1M 4 ) H PD-L1 TPS=>
50% 40 1A e I A RS VENSCLC R 5, iZiFoT it
B L WA L O o 5 5 K LTS |
2 % Dato-DXd 5 I 8 R Bk BB 1 6 &R 9T T &
BN A5 Z A TR BR PR 2R YT . E RN
BICRVFA{ HYPFSHIOS, (3) MHAVANZARMF5Y
(NCT05687266 ) PFAiti Dato-DXd 5 & 1% Fl Jt B4t
FLI? I = 25 ARYT o X TAF T BT X 2 A
AGARI A/ PENSCLC H# 5 2Y, fF9-R 31 5%
F H230 A RIHLIX 241 000FINSCLCHEFE S, ##
1: 1A B HL 3 e 42 5% Dato-DXd 5 BE AR At B b0 il
K41 (AUC 5) B4 7 B Dato-DXABA FEAR AT B
PUAERRRTTY, SRR S A2 2 i A 2R
PR G AT IR E—ZI0IT R . IR E T
R4, LT BICRYEAS i TROP2 FH P 4 %
(PFSFIOS, 3% S 1l I B 5% 1% 45 544 "y Dato-DXd
KEIRTT T B A HENSCLC— 23R YT i
SR SRR DI AIEYS , A R At
BRI T IR

4 Dato-DXdZ5#¥& &4

ST, ADCHYARFB I HAE S S0
[FIE, dRBREARXT IE R R BEtE . o e R
B, ADCEAYfEL etk STt i 2 A
WERH, ADCAYHH W™ EAR N (=3
9 ) FEW LNEEF M, BREBU TR 4
WAE | IR AE L AR D R B I A
SR MR EEE . FREPEAN S il R g ] RS 4
BEPERR A R R MR N, B 25
AH I 8] 5P il (interstitial lung disease, ILD )
[FIFE S TADCZYH WA R Z—, HIRADC
IR IPLRIECN 2%, (IR IRIZTT OB
N BAEAIELL

T HALADCZG ), Dato-DXd7E % 41 )5
A 1) 308 8 R o 224 25 T RS 4 B AL Ak i 45
Mo B, AT RRZYITE IR F AL T R, B
AMAAP-9001afE 5 11 B Bl iE 47 T 36 F ) el id
AT 5235 150 T ADCI T 52 P, X X F TROP27E
IERHALRMEGSE T ZRENE I EZ, K
K, Dato-DXdM 3 W 1H &, B IR Ui 25 1Y
DXdREGE I AR PIFRR, X AURIR T 2 B 258
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LU B RS, 3 50/ T I B 11 T
P, M4 T TIRIT L 2. FEDAR(ER)
VR L, 3R DARIE AT REXT IE 5 20 M B 7E 15
F, I, Dato-DXdF¥F DAR{HE % il 7 & F 3 il
W, DUsRARIT R, OF B E R miaIr g e,
A, Dato-DXARH T Mz BRI 7=, A%
TR, A R AR H Y —, g
JlgGRE ] 1) Wi R 2 ez iR 3L AT, IRk 2y
oA LUK s hl, NIRRT ADCRY S, #
TR T ADCTENR P 4347 1 25 50 ARt it e PR
I A A [ B 45 T Dato-DXATE IR YT 3 Fi v () 42
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