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[ Abstract ] Lung cancer is one of the malignant tumors with the highest morbidity and mortality in the world. Non-
small cell lung cancer (NSCLC) is one of the most important pathological types of lung cancer. The prognosis of advanced
NSCLC is poor and medical treatment is still the main treatment option. Antibody-drug conjugates (ADCs) are the kind of po-
tentially new anti-tumor drugs, consisting of monoclonal antibodies conjugated to the cytotoxic payloads via the synthetic link-

ers. They have a broad application prospect in solid tumors such as lung cancer. This article focuses on the mechanism of action

ik -

and research progress of ADCs in advanced NSCLC.
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A 38 5 5 S DN AF A sl PR T Il o3 A AT 5 [
FLARAEYA -0 ADCsHYHTIRFab Be S im0 M A BT I s
a5, HEcBAS A [ A2R 2845 (natural killer, NK)
AL ELVEANMAE | RIS AR SE & 5 R BUARI R4l
AN SR EEEVERT (antibody-dependent cell-mediated
cytotoxicity, ADCC) , Mo D2 B Ui,

FFiE T BRI T B 1 (AN 2R LR FIEURL I ) 175 I 4
HET .

A MADCSTER NS CLCHRIF ST HERRE | Il R 15 FH
KILPTHIG R B T L08R, HOTADCsIGIRTT 2. FHZ4
LA S TR (K1) o

2 ADCsTEMEANSCLCHIITZRIHRE

2.1 B A FR A K T 32442 (human epidermal growth
factor receptor 2, HER2) HJADCs HER2/& R [ KA+
1k (epidermal growth factor receptor, EGFR ) i 22 iR I il
FREM R . A SCHE piPHS HE X HER2FAPENSCLC
E"JW‘j/I\ADCs%%, B Trastuzumab emtansine (T-DM1) Fl
Trastuzumab deruxtecan (DS-8201a) .
2.1.1 T-DM1 T-DM U S — 3005 56 [ B 24 dh M B A
#1J7) (Food and Drug Administration, FDA ) L1 F T L1
FEIIADCsZ5%), TEME I LRI PRI T BN A 2
PRI 42 P, T-DMIFECALU-3 40 [HER2-4 38 40
fb (immunohistonchemistry, THC ) 3+ ] Ilfi K B 57 H & 8L
EE TR e AR A1 ) ek A P AR AR 02 Ak, T-DMITE
HER25E7EH M 1-2080 AGALR it - iny F8CR 350,

—ICT T-DM YR HER 2 FHPENSCLC (IHC
3+, THC 2+/ PR A A FAME, SN T20%R %) BT
WK (UMIN000017709) U4 Fy7 4 B, 42T
Zabo 73 —WK T T-DMUIAYT HER 2 FH I 0] sl e A2 41
NSCLCHITHIG RIXE (NCT02289833) bttt T AR
eSS ES (objective response rate, ORR) W4 5.
MRIETHC YL (58 B K I ATEAL 4911 -85 73 P 2H (29
BITHC 2+, 20fIIHC 3+) , FEIHC 2+BAFIH AR ML R T
SR, AETHC 3+BA S F L5 31 451 (635 3070 2% (ORR:
20%, 95%Cl: 5.7%-43.7%) o PHZH B & R JCE R A7 1)

(progression-free survival, PES) 435 k2.6 M AF12.71H,

Fif AT (overall survival, OS) 232122 H Fll12.1
A, AL O 22 57

£i b, fENSCLCIRRATHF T, T-DM 1R B B

)12 Fifr e 2 ] 1 RN e A L B B A E A, AR KB
IFHER2HY K K. TET-DM AT HER2FHIENSCLC
FIAH GG R FE Y, TP RCA R, SR ERE 25 . B
ZERFRIEM 2% (National Comprehensive Cancer Network
Guidelines, NCCN) A\ HET T-DM 1R/ HHER 2 AE IR
I, (B AR T HER2PBHYENSCLCHYIAY T,

2.1.2 DS-8201a 5T-DMIAHLL, DS-8201a 2475 =244
Pkl (drug-to-antibody ratio, DAR) FIfEH % M, P4k
HEAHE A0 /S g B S K i IR DX A AR A e e
SE R RIWIDX A EL A 5 B Y R 375 1, DS-8201an] 38 i1 521
HER2EFE A MR, Mz Bl s B RN . S EFDAYE
et HEDS-8201aH TG ZIAYT R HER 2 [ 7L s . B
BUE B S A A R R 12

—IiZ s . EFRE A TLIE R X% (DESTINY-
Lung01, NCT03505710) 1, H:A791(f|HER2BHENSCLC
BEAYL, ORRHISS%, 7 22 fif 15 2L AT [H] (duration of
response, DOR ) "~9.31~H (95%CI: 5.7-14.7) , PESH8.2H

(95%CI: 6.0-11.9) , OSH17.8H (95%CI: 13.8-22.1) -
B UL B RN A2 MR 4 A 2D (19% ), 26% 5 &
A= A DG R TR ST i, S BlBFsET Y,

Zi I, DS-8201afEHER 2 FHIENSCLCH B HH 45 5%
HATC I i P AN 4 . B TEHER 2 [ITENSCLCHE#
H i 71964 mg/ kg DS-8201aify 7 /R 148 M B 51
PUlIREVE , DS-8201a7F HER-2MI 15 3 HHAGIAYT Tk fE
DLS A AT A R A
2.2 W NS AR R TR S 0 (trophoblast cell
surface antigen 2, Trop-2) JADCs: Sacituzumab govitecan

(IMMU-132)  Trop-2/1- 15 53 5 32 B3 2 18 1545 29
ERUEERER i ) OV S S B SN e s e g R k] o)
VIR S b 200 M ) H 5 RN 6 85 22 IMMIU-132.& —Fh
B ) Trop- 2470 IR A N TR 1g G LTI 3o ml 1) 81 i 43 1
R B PST  FRATIE AT 123, FDASR THIRYT et
NSCLCFH N it i ) PR e G A 24,

TE—T O TIMMU-1323R 97 H B ENSCLCHY H
B2 ORI (NCT01631552) 1, S4Btk
NSCLCAZ I H 32 THEEZ 21 AR RSB IRFSS
8KRIE 8 mg/kgali10 mg/ kgl FIIMMU-132HJIGT
HORRHN19%, DOR}6.01H (95%CI: 4.8-8.3) , i IR
#:25% (clinical benefit rate, CBR ) "§43%., 9 & [nV5 7T

(intention-to-treat, ITT ) 521 H JORRN17%, PFSHS.24>
H (95%CI: 3.2-7.1) I, £¢ |, IMMU-132 A R4 24
A VERECA R A B SO R 22 E], 7EEFRTNSCLCHIH:
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% 1 ADCsiRITREHANSCLCHI G RAF 5
Tab 1 Clinical trials of ADCs in the treatment of advanced NSCLC

ADCs Clinical trial Reference Efficacy Adverse events
T-DM1 UMIN000017709 Hotta K, 201814 ORR: 6.7%; PFS: 2.0 mon; Grade 3 or 4 thrombocytopenia (40%) and
0S:10.9 mon hepatotoxicity (20%), without any treatment-
related deaths
DS-8201a NCT03505710 Li BT, 2021122 ORR: 55%; Grade 3 or higher neutropenia (19%) and
DOR: 9.3 mon; adjudicated drug-related interstitial lung
PFS: 8.2 mon; 0S: 17.8 mon disease (26%) resulted in death in 2 patients
IMMU-132 NCT01631552 Heist RS, 2017020 ORR: 19%; DOR: 6.0 mon; Grade 3 or higher neutropenia (28%), diarrhea
CBR:43% (7%), nausea (7%), fatigue (6%), and febrile
neutropenia (4%)
ABBV-399 NCT03311477 Fujiwara Y, 202152 ORR: 23%; Grade 3 or higher decreased neutrophil count
DOR: 8.7 mon; PFS: 5.2 mon and hypoalbuminemia (22% each)
PF-06647020 NCT02222922 Jasgit CS, 2018571 ORR: 16%; DCR: 56%; Grade 1 or 2 nausea, alopecia, fatigue,

DOR: 5.8 mon; PFS: 2.9 mon

headache, neutropenia, and vomiting, without

any treatment-related deaths

ADCs: antibody-drug conjugates; ORR: objective response rate; PFS: progression-free survival; OS: overall survival; DOR: duration of response;

CBR: clinical benefit rate; DCR: disease control rate.

Ml Trop-2 3R 3K A g AH G AR IR Y7 RS0 IRICATS A 12—
2.3 HlAjc-[]FEN [ B AN T~ (mesenchymal epithelial
transition, MET ) IJADCs METJ&—F' I ME T35 3 K] 2
T %) 32 A i PR A 2627 c-Met i[RI () 4 348 B i 358
I BE 2 IR 20 B % e AR R 732 4K (epidermal growth
factor receptor, EGFR) i Z( B2 U #1177 (tyrosine kinase
inhibitor, TKI) A M 24 i HLAHI 22—, 3 5 HUE ErbB3 1)
EGFRAFK B IE R 1L MIPI3K /AKT F {738 4%, 7EEGFRIM
HFIAEAE R IGO0 T Pt — 55 1%, M5 ZEGFR-TKIffit
R AERY,
2.3.1 Telisotuzumab vedotin (ABBV-399) ABBV-399)2&—
Fofr b ) o -Met AN JSAY BB B B /AR A B T-70 038 3 401 2 172 -
JVEIR % 3 IRBRE A i Fauristatin E (MMAE)
T2, P DARN 3.1, ABT-700RE LA 75
FUSI RS UK ABBV-399 8T [n] - Met 2R 1A I BRI A0 i, 3
Tk U0 T P SRS T A 4 AT o e 400 B A 22 43 24N
HABTIRERIMERT, I B R 4e L SE T,
ABBV-39974 77 B WINSCL CIH 1T I FR A 5% 1)
(NCT03311477, Zik#1%21.9 mg/kgh2/H 17K 527 mg/kg
B3 JETE S 1) RS2 32103 A 40 191 AT ROF
fli N#E, HHORR}23%, DORKS.71MH, PESHS. 21,
H A, — & TABBV-3997E c-Met BHENSCLCH I 4k i
JPRITUYIG R IRB8 (NCT03539536) IEFEHEATHY, A K

ABBV-399 Y7 R AEHE—2D I TESE
2.3.2 SHR-A1403 SHR-A14035& —F H#l[a]c-Met /) A 5L
Tg G2 FRL v A e (A B0 7 75 248 M A 40 S 500 7T 2E B Y
254, HDARJ202, — Tl R 77 B9 I SHR-A 1403 7E
c-Meti IR AN AT Wb s i TAZD 9291 i 21, 75
— TS O YR IRIE T SHR-A1403 78 [ 5 S5 s It PR T
BRI (7 TR, SHR-A1403 22 100 ][5 M8 200 M0 ) 185
Bl IERE AR ZE, 175 T A0 SRR R A T BT, — 30
T SHR-A1403 7 B S0 g 8 25 rh 22 4 MR A2 M A T
WG AR B (NCT03856541) IEFESEATH, X 4b #4045
XIFREIRTT TR NSCLCHE #
2.4 ) &R IS SR VL7 (protein tyrosine kinase 7, PTK7)
HJADCs: PF-06647020 (Cofetuzumab pelidotin) PTK7/&—
Tk = A AR PR Y S2 AR EE 1R 2 R A (receptor protein
tyrosine kinase, RTK ) B3, PF-066470204&—Fp R PTK?
IR Ig G TE BT IA RThueM024, i i AT HT) 1 (1 451
PR TN IR 3% 4 1 (I G 1 7 auristatin-0101 (Au0101)
M2 AT 258, FEDAR A48,
TE—T A PE-06647020%F bR 1A T i 24 Aty 6 34 5

A o e R TR T AE DG I 22 4 1 A RO 1 TR I R X5

(NCT02222922) B, £ G 5 A1 (1) 52 10 35 442 1 1) ) 52
Jiti . NSCLCHI = [Pk 2L I 98 78 P A 500 s 47 38 DA 91 42 32
PF-06647020 Kk T AT, 13810 il 45 R K.
FETOIG A58 P HE 72 77 oM 2.8 mg/ kg FE2SBIINSCLC

HERERERERE
www.lungca.org



[ il R 2% 5202243 H 55254 453 00)

Chin ] Lung Cancer, March 2022, Vol.25, No.3 <217 -

1, ORRA16%, DCRA56%, DORNS.81H, PESH2.94
Ho AEAH AR, WA S PTR7 R IK KA T
K, $ERPTR7A9F A 5 PE-06647020 I RIT AL 2
] FT BEAFAE LM EAR OC . Ak, HAt AD Csi U1CX-2009 .
XMT-1536. Enapotamab vedotin %G AEIGIARBFFEH, 15T
FEEEH R T B ORI A5

ADCsTEM NS CLCRYIG PRAF 7T e 8 B 4 (3R
SRR A, NI INSCLCH M AL TS MG 7
PET—Fh oy kbt ABAAAETE AN 0 . DARANIAI
TR A RLAEAFIR 254030 1 A AR A R R 280 AR
{5 bt XFAD Cstlf 5T RWHAR A R4S 24 B AR RWT R 2, 2
HHEZHEE NS

& £ XM
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