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Abstract: Antibody-drug conjugates (ADCs) are novel drugs consisting of monoclonal antibodies targeting
tumor-specific or tumor-associated antigens coupled with different numbers of payloads via linkers. ADCs
have shown promising clinical benefits in the treatment of a variety of malignancies. Small-cell lung cancer
(SCLC) is a hypo-differentiated neuroendocrine tumor with an extremely high degree of malignancy. Although
SCLC is sensitive to radiotherapy and chemotherapy, it has a poor prognosis due to characteristics such as
carly susceptibility to metastasis and recurrence. Progress in the treatment of SCLC is very limited, and more
durable and effective therapies should be developed to improve prognosis. However, the progress of SCLC-
related therapeutic agents has been limited by the lack of specific molecular targets. This article reviews the
basic principles and mechanisms of ADCs, highlights the research progress of relevant drugs against some
targets in SCLC, and summarizes new targets that may be developed as targeted drugs.
Key words: Antibody-drug conjugates; Small-cell lung cancer; Research progress; New targets
Competing interests: The authors declare that they have no competing interests.
W E. uhmaktd (ADCs) & vy ¥eé it 4F 5t kA8 & H0R 69 L SR 5 R R 4L 09 7 28
7, B EBETRRMARGIT ALY, CESHTWITEET P ETHERFOERKL, D mBRE
(SCLC) A& —A KLt Ab 22 WM 3L b7, BRAREMEG . A8 SCLCAH AT #E, fah TFHH
B, HAXAFHEFHEFTUS £, SCLCH T bR+ oA R, 8% BT R EH KR 7 ik
RBERE, R, B THZFFHes TS, SCLCHXET HMWAMR — AR MRE ., AXLERE
TADCH A AR, AFAIA, EENBT Ao R a5 ESCLCY (ALt &4
T TR A Fer 2h e Hr e b
FERIR. WRBBEG A D mR; PR E; Hde s
HESHES: R734.2 FFRURLE (R AR 55) AR 1R A5 (OSID) :

0 51F
9 1) R0 R AE R B I &2 B, R
BRI HIRIT UG T — Sk g, (HIX PP {9k
Je T AT SR RE 2R B v SAR A AE R AR e 2 —
Jiti 9 AR i 20 22 AT DL Ay S AR /N B it 9 (non-
small cell lung cancer, NSCLC ) FI/)N4H fitd fifi Je
( small cell lung cancer, SCLC ) . [ # [a]y7 %k

FEBHEE: 2023-04-27; {€EHHEE: 2023-08-05

EEBBGL. 1.730000 20, ZMKFH—IKREF
K5 2. 730000 290, 20 KFH—ERZFTA; 3. 730000
20, ZMKFHE—ERMNE M

BIEEE. 284 (1968-) , B, WL, %,
FHEEWN, TEZANEMNBRLABS ERAL, E-mail:
guanquanlin@163.com, ORCID: 0000-0003-0409-6823

EEEA: #hdh (1999-) , %, AdfiE, TERF
Fib g k506 AR, ORCID: 0009-0001-6216-4989

FAREEIRIT B L, NSCLCHYIAIY L& lUfS T
Kk, MHZT, SCLCHAEAEH ARSI ek
¥, X HHABRMIAITIRASE, (7 —E R
1ZHISCLC ( extensive stage small cell lung cancer,
ES-SCLC) F#E MRSk, MRPAHIEIHTH
EE LN LIRS B B E R Ak
WU, (HRZESTE6N A N kI8 ™ A i
24P — ORI, IR — IR T I A G R A a5
15 (immune checkpoint inhibitors, ICIs ) FEfifi
2 EIRITRCRIS B . SR, SCLCH A E L Bk
FHICTHAS B A7 ek 43 A FRY

g3 T A AR S R R T HUR 25 )
B . BRI EEDUA b, 2 Bikdh
T 1) H bR 20 B DB & HOR T R = —— P A
%24%) (antibody-drug conjugates, ADCs ) [iEA:



- 1140

AhYEBRH 832023 F 555045251187 Cancer Res Prev Treat,2023,Vol.50,No.11

HIMIRIRY A R B A LT 4ESCLCIUMESE
FELRB TR AL, FFRIADCSIIE
PEATFEITPPAL , XL R s RERE BN T SCLC
TR R A

1 ADCHIEARIE R (ERHLE

ADCH HLrg BEPUAR . A R Mk 45 1 —
AR, HATFDAT 2t T 450 Fih 97
SRR I ADCH B AR B A K R T k2
(Her2 ) Wil ZER ¥ pr3EH T ( Trastuzumab em-
tansine ) FIpl Z Bk AP i ( Trastuzumab
deruxtecan ) ; 4E7T A I Z ¥4 ( Enfortumab vedo-
tin ) B[] 40 MOAL R 2274 (Nectin-4) 5 Xvb gk
A ( Sacituzumab govitecan ) Xif A 2% 75 40 i 2 1A
Puls2 (Trop-2 ) AR,
L1 B TR

A7 AR B AT R B T R R ADCRY
ez S AN HArdo i 7 g 21 21
ik, HFEIE R A 4w i 2R 3Rk
RS, ik S5IEFRADCHI ST 45 E )5, @
AR EL (R ) AR P AR B 5 W R0 A S T
PR A TRV R L AR 40 it 75 1
(8% ) B % 240 i A WA R RSB AR .
CL & 8% B HTE I R8s ADCHIT F i H iR 34 4
ANFEGIEERENG (1gG) 43+
12 #¥T

21 B9 VE R PR IE AD C i K PR st v 2>
2y 3 b A R L R R B
e J ) BF ok 58 25 W) - Pk HE (drug-antibody ratio,
DAR) . HEI#E HME#E I AR, A2k
AR AR B AR TR, 3T
AL R T YIEI RS AT Y R AT Uy 4+
FIR AN S B 2 B 225, WfiKpHAE |
R A A e ke BN R R D) 4 0
3 2 N T34 DB 2 LT Y 2 O PR B S AT Ak
fof, HAT R R AR T,
1.3 AR

R An7 S 52 W A D C i P RTS8 1) 5 Bt PR
o MAUEMERAEY, WEEREZMLED
(DM1., DMAvHIEEGLTT2EATEY) ((LFEMMAE
FIMMAF ) ) C 2 I RAE 78 7 ADCs ) 4 5502k
17 o DNAZS 3 R 75 28 W5 -5 DN A BB TiE
IIMEEE AR R IR,
1.4 fEHALHI

ADC3 T B3 A0 I A7 I T A A

RESE AR IUETE . HAEMMLEI LS. (1) dEAIM
W5, ADCIRSN I Bd 41 i 2 1hd A 4 Sk e s
G (2) —HiEAMBAE, ADC-HiliE &
Yo S5 INIARREG s (3) IR i AWt T
PURIEA I ADCE iz ZEEEA;  (4) ADCZJT)
45 Tl RS 6 ik LR T 400 M 1 1 2 0 5 LB R 485
& (5) ARG SBUIMPET-HH T, ADCS
DI (44 ) o B FniG es a sdm
I FEIE RAFAE TR R Homlke . a3 AR
A HEN R 2 BT PR T L
2. DARFHT kT a2t

2 ADC#ESCLCHEHRHRE
2.1 #B[HDLL3

Notchi & — i s AR 1 40 A5 538 1
5BV AL . ARG SE . JRUBIRH Y . AR T
b R 10 A L R 28 9 43 i A il 5
DeltatEfL {3 ( DLL3 ) JNotchfs 51 i (141 il ¥4
BofA, #4180%MSCLCFEIADLL3 mRNAFI & [
I L4 550 0 e e 7 o 40 A 1) s [l
i s H AU BT DLL37ESCLCHE A H ) 3%
ik, KPIDLL3mEFIAM B E A 422", DLL3Y
Y FIAILT LA K i Jed 240 16 5 1F 5 440 L 2 ] 1) 22 S
FEIRfH H Y A ADC I B B s 1

Rovalpituzumab tesirine ( Rova-T ) &1 -4
MDLL3[ADC, HHL3EpEHIASCI6, DNASZHL
FISC-DRO02F—F £ 11 i 7T U1 1 i 42 41
SEXDAR N2, Rova-TH|FIDLL3FLIA, 4547
Ti1] 3 1K 52 VA (%) A1 38 6 A M Pk 3y . Ak
21 P 2 ey Bl B O B ECDNA S, Al i 26
RS2 A ke An s g ™ E A IE AR ST LR
AFEDLL3E A, @HFADC, THEEY
it S HURZ AR T Rova-TE AESCLC K H:
ol 28 PN 43 0 i p LA B2 RN (5% ) KA Y T A
FEAr AL

IR T IAF 525 5 R Ry o2y
PR E v He v T, 78 =ZSCLCIRYT It
A NEHE, [, HARBIE ZSCLCE#HH
)2 RN 25 AR 3 0 2 2 B8 W) 0 B o SR
BRI P E— R R Rova-TiRIT H AR B H P
WA 5T 25 R T4 2 08 10 7 SR {2 i Rova-TH At
W AR 8, AUFE TRINITY B 2 A0 500 T 309 52
( TAHOE, MERU ) .

TRINITY#F 52 * ¥ Eff Rova-T7E =2 ) ) |
(3L+) FIKDLL3AYSCLCEH M7 s bk



AYBBRG 3832023 F 555045251187 Cancer Res Prev Treat,2023,Vol.50,No.11

* 1141

fFE B EORR 12.4%, F{AL0SHS.640H .
B WA ST AOCA R34 (treatment emerged
adverse events, TEAEs ) NJ¥35538% . JCHUZ
36% . M EUR32% . ANE K3 1% ME AT
30%, XIRIE L5 R, Rova-TAE3L+SCLC
AT I B I RIS PR I AT A DG B . TAHOEWF
FPE PR ova-TH] AR FME FRALAY H 20SKT (6.3
vs. 8.6 ) . MERUHFZE™ 2 5% — T3 Rova-T
VB —ALYT J5 457 50 TR IR AR RS . it
¢ RRova-T4 =39 Y TEAEs = T &4 .
AR Rova-TA B E R H K IMPFS, (HEIk
RIMOSHIF 2 . PEHEN], Rova-THMEFHEIE S &
B Rt R, SR A 4 B R
KA, RS SR Rova- TS Hift B i
PN ICI G, (FURZS R FRES N,

Al Rova-TH M 5 A5 81254k JF AEES-SCLC
— IR AT, A5 SRR Y Rova-T
(0.2 mg/kg) BEAHIZALIT AT Z 10, (HIETE
— AL N ARova-TH- %A 354k, ICI5ADC
A Bl AT RE S — R WS AT k. 31
B B ez T Ak A BT FIRova-TI AR YT
25 B R HF A5 SCLCHAB YA YT Jr R 45 2k
o fEfL M —WEsEH, Rova-THA 4R FIE
PR BN A AP DC R PR 2 IR AE & & PEES-
SCLCH HA 4 N8 SR B bR 76 1Y L s ik
&, TEVEA PRI AR B T 2 A R B0
TRl

& Rova-THHF EAEL L, (HJEDLL3TE
SCLCH38RJ&— AR M B . CBLO137/2—Ff
SEYG 2, B A R s KRR I LR AT
fHFACT. CBLO1378E#% 1 IRova-TAESCLCH %}
Iy R Ly 00 L ) B ) K, I LI RIA T R A
RNAH ., XTREICER—F A S, B
% T 577 FR 52 R I A TR B SO o

SC-0021E R B2 IR Y7 & & A (5% ) MEyA 1k
SCLC IR 41 it pft 25 P9 43 03 B8 3 IR 36 B, 45
REFEASNRHE, (FrELSEEH BT CERR.
SC-002 5.4 5 Rova-TAHH R BT IAR I sk, ]
1] 215 DLL3 (1) i ffd 128 1% SC-DR002.,
2.2 #[u]Trop-2

Trop-2: 1 45 Fi {5 518 45 il A 1) A= K
R, SEFZRAER TS HF . Trop-27EAPiE 4141
&R BB T 76 1E K 4L 28Uh FB AL, X R e
REERERRIETT AR AR 5 B

Sacituzumab govitecan ( SG) F&Trop-2HJ A\ i

etk SN S AamE Tl (TOPO- 1) 4
AP, CL2A-SN-38{H Ik Trop-2Hi {A i iy 44 A
IMMU-132, JE#iEE #2014 (USAN) x4
“JySacituzumab govitecan"”, 5jSacituzumabZ%h 4 )
P93 241 38 2k 400 i P 4R S N-38 M SE T, A Y
fr 9o 40 A <5 U2 A5 Ry g R AERY . 56 TFSG
B R IE 86 F20124F, Il s 4 E e . o
5. JF4HM9 . NSCLC., SCLC. BP &l . B
L TSR . BRI AR I E R
TR A 4E T IMMU-132-01 55 Tl 00 e i 4
ZER . RISCLCBASIIORR K 17.7%, 4 11{f|PR
JCCR. PFSTERS BAF HAH UH 7 25 B i i & v
K (3.91)1) , HIRJESCLC (3.711) &
2.3 #fmB7-H3

B7[A 3 (B7-H3 ) EB7RE I 1S
B, TEMREA L T 2 Rk —Fhgh G4
TOPO- I ki fB7-H34: FEADC'DS-73007F—
UL/ AT 280 R AP G R TE 1, 78% 1T
PEAG 09 WAL FISCLC R S B T B/ 452
B BB il 14 20244F6 J1 52 L
2.4 #UEICD56

Lorvotuzumab mertansine ( LM ) H$HiCD56 A
V5 AL B TE BT 3 R S DML e 2H R
— H 5 R E I CD5645 4, LML, 4%
FHOIEFEDMAS LLRS I, DA il S 2 11 2R
B FEANIET Y, fEIRRRTFZE , LMEA
AP FAECDS6" /N B v e B HE R At
PR e, BT AT . HOR, fEJEHTR
2T MES-SCLCH A A I AR R B E 1Y
PFSEROSHE#, T H.f 7~ H ™ 5 (4 2 A i 1
SRR

Promiximab-MMAEX CD56 "4 i &
(NCI-H524 ., NCI-H526FINCI-H69 ) HAT A%k ()
B s AE A, Promiximab-DUBAZ7ENCI-H526 5
FRRE AR AL PR3, 5 mg/kgfI10 mg/kgRIA] 5L
PR AR , A HEY 8 B oR 25 24 5 Jo il 8 4 B
FEE U, DL WA ADCTE 1A R Ah 5 3 B 43¢
SR AP IRE TG M, IR Y7 CD56SCLC Y 1 75 i ik
259,

ADCTESCLCH M EB I IR T 25 5 W3R 1,

3 EfttlimRATHT R

AT K —Fh 58 25 % e-Kithg N JEAE 4T
PR, B E LA 5 R S P Il P45 (A P9 SR A
I FEHT AR T 1, S5 REHI4CO-DMIL (U



* 1142

AhYEBRH 832023 F 555045251187 Cancer Res Prev Treat,2023,Vol.50,No.11

=1 ADCsZESCLCEE RIS IRFRIRIECE

Table 1 Summary of some clinical trials of ADCs in patients with SCLC

Study

Target  Drugs phase Study population Study regimen Primary Endpoint Conclusions
DLL3 Rova-T I Recurrent SCLC Rova-T Safety Well tolerated and shows encouraging
single-agent antitumor activity.
DLL3 Rova-T I Japanese patients with ~ Rova-T Safety; Tolerability; Rova-T exhibited toxicity that was
advanced, recurrent Pharmacokinetics;  generally manageable.
SCLC Preliminary anti-
tumor activity
DLL3 Rova-T Il 3linet SCLC Rova-T ORR; OS Modest clinical activity in 3 line+

DLL3 Rova-T I 2 line therapy in
DLL3-high SCLC

DLL3 Rova-T I  Maintenance therapy

after 1 line platinum-
based chemotherapy

DLL3 Rova-T I ES-SCLC Rova-T+CE

DLL3 Rova-T I
platinum-containing
chemotherapy

DLL3 Rova-T [/Il ES-SCLC

+Ipilimumab
DLL3 SC-002 I Relapsed or refractory  SC-002
SCLC and LCNEC
Trop-2 SG I /1 Advanced epithelial SG
cancers
B7-H3 DS-7300 1[I ES-SCLC DS-7300
CD56 LM I /11 ES-SCLC CE+LM

Rova-T vs. Topotecan Efficacy; Safety

Rova-T vs. Placebo

SCLC, with associated toxicities.

Rova-T exhibited an inferior OS and
higher rates of TEAEs.

PES: OS PFS was not performed. The
’ frequency of grade =3 and drug-
related toxicities were higher with
Rova-T.
Safety Rova-T 0.2 mg/kg plus CE was

tolerable; however, there was no
clear efficacy benefit.

Progressive SCLC after Rova-T+Budigalimab Safety; Tolerability Combination therapy with

budigalimab and Rova-T had
promising efficacy and appeared to
be tolerated.

(Rova-T+Nivolumab) Safety; Tolerability; Combination therapy with Rova-T

Efficacy and nivolumab plus or minus

ipilimumab was not well tolerated.

Safety; Tolerability; SC-002 treatment was associated
DLTs; MTD with systemic toxicity and limited

efficacy.

Efficacy; Safety SG have a tolerable and predictable
toxicity profile.

ORR DS-7300 demonstrated promising

clinical activity.

LM plus carboplatin or etoposide
did not improve efficacy and
showed toxicity.

Efficacy; Safety
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Table 2 Some preclinical trials of new ADCs in SCLC mouse models

Drugs name Target Antibody Linker Payload DAR
Promiximab-MMAE CD56 Promiximab Reduced interchain disulfides MMAE 3.13
Promiximab-DUBA CD56 Promiximab Reduced interchain disulfides Duocarmycin 2.04
4C9-DM1 c-Kit 4C9 SMCC DMI1 2.16
NN2101-DM1 c-Kit NN2101 SMCC DM1 1.51
ABBV-011 SEZ6 SC17 Reduced interchain disulfides Calicheamicin 2
D3-GPC2-PBD GPC2 D3 DBCO-linker PBD 4
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MRPIHi{A-IR700{8E4) ( Mab-IR700 ) PYa] T
1GYT L FRIAMRPTT 25SCLC HO9AR4MI . “Aif
ST 2 SCLCER it T —F A FT S iy Iy i, (EfSE—
AAFSE . DLL3#E ] fNIR-PIT {451 {4 #i5DLL3
P20 LT H BB RS 0 2 B /N R rh SCLCY AR K
IR,

ARG o€ 1 (NRXNID ) /&SCLC
A AGERS, B S NRXNISCLCH LA
NRXNI/-SFADCHIZ 7557

T AT GD2 W R AE IE W A PR
PR, [HAERRIE it ik o B T M2 B4 R
GD2#8 [0 3697 H Wi IEE U5 FI6)7 2 Fh £ ik
GD2y M, f4% M ASCLC . JL#E MM A H K
R R B SNARE . U SCARE L AL R
2t g A SR 2R Y.

ADCill 1o B il 15 21 20 2 88 T8 A0k far 2He ik
DR IR R TR, SESAITA G T
WIEMIRYTE 0. A AsiEm e, REAKEN
i AH SCHT IRl B AR S IR IR T R W 1) o i A
L, EIEE A FAEADCSE [ T 8 S RE
12, JLHAESCLCH,

4 N

ADCs 1548 25y i R B SR A1 1 — b fi A 1)
fip R IT 5, A — Bl B YR IT O A KR
I B HT 5t o AD Cs 8RR I & R A7) SR 75 AN I
55 D1 RE A, T K A A R AL R
SR TR (A R, BB T A W AR IR s L 4R
R AP RIEE IR E M . [FIR, R A B Rk
ADCsPERN b, B 25 HA 25 W) i 35 Al
B RERE P w78 AR i PR AT AT 7T $E I 75 8
AR, AR P E N SCLCIARYT F A4 T3
AL AL

I 20 M SR A A -

AR A IR £ P 58

SE K

[1] Bade BC, Dela Cruz CS. Lung Cancer 2020: Epidemiology,
Etiology, and Prevention[J]. Clin Chest Med, 2020, 41(1): 1-24.

[2] Howlader N, Forjaz G, Mooradian MJ, et al. The Effect of
Advances in Lung-Cancer Treatment on Population Mortality[J].
N Engl J Med, 2020, 383(7): 640-649.

[3] Dingemans AC, Frith M, Ardizzoni A, et al. Small-cell lung
cancer: ESMO Clinical Practice Guidelines for diagnosis,
treatment and follow-up[J]. Ann Oncol, 2021, 32(7): 839-853.

[4] Rudin CM, Brambilla E, Faivre-Finn C, et a/. Small-cell lung
cancer[J]. Nat Rev Dis Primers, 2021, 7(1): 3.

[5] Strebhardt K, Ullrich A. Paul Ehrlich’s magic bullet concept: 100
years of progress[J]. Nat Rev Cancer, 2008, 8(6): 473-480.

[6] Lambert JM, Berkenblit A. Antibody-Drug Conjugates for Cancer
Treatment[J]. Annu Rev Med, 2018, 69: 191-207.

[7] Criscitiello C, Morganti S, Curigliano G. Antibody-drug
conjugates in solid tumors: a look into novel targets[J]. ] Hematol
Oncol, 2021, 14(1): 20.

[8] Dan N, Setua S, Kashyap V, et al. Antibody-Drug Conjugates
for Cancer Therapy: Chemistry to Clinical Implications[J].
Pharmaceuticals (Basel), 2018, 11(2): 32.

[9] Abdollahpour-Alitappeh M, Lotfinia M, Gharibi T, et al.
Antibody-drug conjugates (ADCs) for cancer therapy: Strategies,
challenges, and successes[J]. J Cell Physiol, 2019, 234(5):
5628-5642.

[10] Reuss JE, Gosa L, Liu SV. Antibody Drug Conjugates in Lung
Cancer: State of the Current Therapeutic Landscape and Future
Developments[J]. Clin Lung Cancer, 2021, 22(6): 483-499.

[11] Leung D, Wurst J, Liu T, et al. Antibody Conjugates-Recent
Advances and Future Innovations[J]. Antibodies(Basel), 2020,
9(1): 2.

[12] Tsuchikama K, An Z. Antibody-drug conjugates: recent advances
in conjugation and linker chemistries[J]. Protein Cell, 2018, 9(1):
33-46.

[13] Beck A, Goetsch L, Dumontet C, ef al. Strategies and challenges
for the next generation of antibody—drug conjugates[J]. Nat Rev
Drug Discov, 2017, 16(5): 315-337.

[14] Drago JZ, Modi S, Chandarlapaty S. Unlocking the potential of
antibody-drug conjugates for cancer therapy[J]. Nat Rev Clin
Oncol, 2021, 18(6): 327-344.

[15] Leonetti A, Facchinetti F, Minari R, et al. Notch pathway in
small-cell lung cancer: from preclinical evidence to therapeutic
challenges[J]. Cell Oncol (Dordr), 2019, 42(3): 261-273.

[16] Owen DH, Giffin MJ, Bailis JM, et al. DLL3: an emerging target
in small cell lung cancer[J]. J Hematol Oncol, 2019, 12(1): 61.

[17] Furuta M, Sakakibara-Konishi J, Kikuchi H, et al. Analysis of
DLL3 and ASCLI in Surgically Resected Small Cell Lung Cancer
(HOT1702)[J]. Oncologist, 2019, 24(11): e1172-¢1179.

[18] Lashari BH, Vallatharasu Y, Kolandra L, et al. Rovalpituzumab
Tesirine: A Novel DLL3-Targeting Antibody-Drug Conjugate[J].
Drug R D, 2018, 18(4): 255-258.

[19] Rudin CM, Pietanza MC, Bauer TM, et al. Rovalpituzumab
tesirine, a DLL3-targeted antibody-drug conjugate, in recurrent
small-cell lung cancer: a first-in-human, first-in-class, open-label,
phase 1 study[J]. Lancet Oncol, 2017, 18(1): 42-51.

[20] Yao J, Bergsland E, Aggarwal R, ef al. DLL3 as an Emerging



. 1144 -

AhYEBRH 832023 F 555045251187 Cancer Res Prev Treat,2023,Vol.50,No.11

Target for the Treatment of Neuroendocrine Neoplasms[J].
Oncologist, 2022, 27(11): 940-951.

[21] Udagawa H, Akamatsu H, Tanaka K, et al. Phase I safety and
pharmacokinetics study of rovalpituzumab tesirine in Japanese
patients with advanced, recurrent small cell lung cancer[J]. Lung
Cancer, 2019, 135: 145-150.

[22] Morgensztern D, Besse B, Greillier L, et al. Efficacy and Safety of
Rovalpituzumab Tesirine in Third-Line and Beyond Patients with
DLL3-Expressing, Relapsed/Refractory Small-Cell Lung Cancer:
Results From the Phase II TRINITY Study[J]. Clin Cancer Res,
2019, 25(23): 6958-6966.

[23] Blackhall F, Jao K, Greillier L, et al. Efficacy and Safety of
Rovalpituzumab Tesirine Compared With Topotecan as Second-
Line Therapy in DLL3-High SCLC: Results From the Phase 3
TAHOE Study[J]. J Thorac Oncol, 2021, 16(9): 1547-1558.

[24] Johnson ML, Zvirbule Z, Laktionov K, et al. Rovalpituzumab
Tesirine as a Maintenance Therapy After First-Line Platinum-
Based Chemotherapy in Patients With Extensive-Stage-SCLC:
Results From the Phase 3 MERU Study[J]. J Thorac Oncol, 2021,
16(9): 1570-1581.

[25] Thomas A, Teicher BA, Hassan R. Antibody-drug conjugates for
cancer therapy[J]. Lancet Oncol, 2016, 17(6): €254-¢262.

[26] Hann CL, Burns TF, Dowlati A, ef al. A Phase 1 Study Evaluating
Rovalpituzumab Tesirine in Frontline Treatment of Patients
With Extensive-Stage SCLC[J]. J Thorac Oncol, 2021, 16(9):
1582-1588.

[27] Calvo E, Spira A, Miguel M, et al. Safety, pharmacokinetics, and
efficacy of budigalimab with rovalpituzumab tesirine in patients
with small cell lung cancer[J]. Cancer Treat Res Commun, 2021,
28:100405.

[28] Malhotra J, Nikolinakos P, Leal T, ef al. A Phase 1-2 Study of
Rovalpituzumab Tesirine in Combination With Nivolumab Plus or
Minus Ipilimumab in Patients With Previously Treated Extensive-
Stage SCLC[J]. J Thoracic Oncol, 2021, 16(9): 1559-1569.

[29] Lindner DJ, Wildey G, Parker Y, et al. CBL0137 increases the
targeting efficacy of Rovalpituzumab tesirine against tumour-
initiating cells in small cell lung cancer[J]. Br J Cancer, 2021,
124(5): 893-895.

[30] Morgensztern D, Johnson M, Rudin CM, et al. SC-002 in patients
with relapsed or refractory small cell lung cancer and large cell
neuroendocrine carcinoma: Phase 1 study[J]. Lung Cancer, 2020,
145: 126-131.

[31] Goldenberg DM, Stein R, Sharkey RM. The emergence of
trophoblast cell-surface antigen 2 (TROP-2) as a novel cancer
target[J]. Oncotarget, 2018, 9(48): 28989-29006.

[32] Goldenberg DM, Sharkey RM. Antibody-drug conjugates
targeting TROP-2 and incorporating SN-38: A case study of anti-
TROP-2 sacituzumab govitecan[J]. MAbs, 2019, 11(6): 987-995.

[33] Bardia A, Mayer 1A, Vahdat LT, et al. Sacituzumab Govitecan-
hziy in Refractory Metastatic Triple-Negative Breast Cancer[J]. N
Engl J Med, 2019, 380(8): 741-751.

[34] Starodub AN, Ocean AJ, Shah MA, et al. First-in-Human Trial of
a Novel Anti-Trop-2 Antibody-SN-38 Conjugate, Sacituzumab
Govitecan, for the Treatment of Diverse Metastatic Solid
Tumors[J]. Clin Cancer Res, 2015, 21(17): 3870-3878.

[35] Bardia A, Messersmith WA, Kio EA, et al. Sacituzumab
govitecan, a Trop-2-directed antibody-drug conjugate, for patients
with epithelial cancer: final safety and efficacy results from the
phase I /1l IMMU-132-01 basket trial[J]. Ann Oncol, 2021,
32(6): 746-756.

[36] Kontos F, Michelakos T, Kurokawa T, et al. B7-H3: An Attractive
Target for Antibody-based Immunotherapy[J]. Clin Cancer Res,
2021, 27(5): 1227-1235

[37] Paz-Ares L, Johnson ML, Girard N, ef al. 1550TiP Phasell,
multicenter, randomized, open-label study of DS-7300 in patients
(pts) with pre-treated extensive-stage small cell lung cancer (ES-
SCLC)[J]. Ann Oncol, 2022, 33: S1255-S1256.

[38] Berdeja JG. Lorvotuzumab mertansine: antibody-drug-conjugate
for CD56+ multiple myeloma[J]. Front Biosci (Landmark Ed),
2014, 19(1): 163-170.

[39] Whiteman KR, Johnson HA, Mayo MF, et al. Lorvotuzumab
mertansine, a CD56-targeting antibody-drug conjugate with
potent antitumor activity against small cell lung cancer in human
xenograft models[J]. MAbs, 2014, 6(2): 556-566.

[40] Socinski MA, Kaye FJ, Spigel DR, et al. Phase 1/2 Study of
the CD56-Targeting Antibody-Drug Conjugate Lorvotuzumab
Mertansine (IMGN901) in Combination With Carboplatin/
Etoposide in Small-Cell Lung Cancer Patients With Extensive-
Stage Disease[J]. Clin Lung Cancer, 2017, 18(1): 68-76.¢2.

[41] YuL, YaoY, Wang Y, et al. Preparation and anti-cancer evaluation
of promiximab-MMAE, an anti-CD56 antibody drug conjugate, in
small cell lung cancer cell line xenograft models[J]. J Drug Target,
2018, 26(10): 905-912.

[42] Yu L, LuY, Yao Y, et al. Promiximab-duocarmycin, a new CD56
antibody-drug conjugates, is highly efficacious in small cell lung
cancer xenograft models[J]. Oncotarget, 2018, 9(4): 5197-5207.

[43] Kim KH, Kim JO, Park JY, et al. Antibody-Drug Conjugate
Targeting c-Kit for the Treatment of Small Cell Lung Cancer[J].
Int J Mol Sci, 2022, 23(4): 2264.

[44] Kim J, Kim K, Baek EJ, ef al. A novel anti-c-Kit antibody-drug
conjugate to treat wild-type and activating-mutant c-Kit-positive
tumors[J]. Mol Oncol, 2022, 16(6): 1290-1308.

[45] Wiedemeyer WR, Gavrilyuk J, Schammel A, et al. ABBV-011, A
Novel, Calicheamicin-Based Antibody-Drug Conjugate, Targets
SEZ6 to Eradicate Small Cell Lung Cancer Tumors[J]. Mol
Cancer Ther, 2022, 21(6): 986-998.

[46] Raman S, Buongervino SN, Lane MV, et al. A GPC2 antibody-
drug conjugate is efficacious against neuroblastoma and small-
cell lung cancer via binding a conformational epitope[J]. Cell Rep
Med, 2021, 2(7): 100344.

[47] Whalen KA, White BH, Quinn JM, et al. Targeting the
Somatostatin Receptor 2 with the Miniaturized Drug Conjugate,
PEN-221: A Potent and Novel Therapeutic for the Treatment
of Small Cell Lung Cancer[J]. Mol Cancer Ther, 2019, 18(11):
1926-1936.

[48] White BH, Whalen K, Kriksciukaite K, ef al. Discovery of an
SSTR2-Targeting Maytansinoid Conjugate (PEN-221) with
Potent Activity in Vitro and in Vivo[J]. J Med Chem, 2019, 62(5):
2708-2719.

[49] Lehman JM, aMassion PP. Somatostatin receptor 2 targeting in
small cell lung carcinoma: perspectives[J]. Oncotarget, 2019,
10(46): 4727-4730.

[50] Tao Z, Kuai X, Wang G, et al. Combination of chemotherapy
and immune checkpoint therapy by the immunoconjugates-based
nanocomplexes synergistically improves therapeutic efficacy in
SCLC[J]. Drug Deliv, 2022, 29(1): 1571-1581.

[51] Li F, Mao C, Yeh S, et al. MRP1-targeted near infrared
photoimmunotherapy for drug resistant small cell lung cancer[J].
Int J Pharm, 2021, 604: 120760.

[52] Isobe Y, Sato K, Nishinaga Y, ef a/. Near infrared
photoimmunotherapy targeting DLL3 for small cell lung
cancer[J]. EBioMedicine, 2020, 52: 102632.

[53] Yotsumoto T, Maemura K, Watanabe K, ef a/. NRXNI as a novel
potential target of antibody-drug conjugates for small cell lung
cancer[J]. Oncotarget, 2020, 11(39): 3590-3600.

[54] Nazha B, Inal C, Owonikoko TK. Disialoganglioside GD2
Expression in Solid Tumors and Role as a Target for Cancer
Therapy[J]. Front Oncol, 2020, 10: 1000.

(i AL &Y. ]
fEE IR

B OB IRERE. L5

PRAERS: ERIH, BREL

oM AR BB

KRB IS AT



