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Abstract: Objective To analyze the conduct and resulis of clinical trials on antibody-drug conjugates ( ADC) in the
treatment of triple-negative breast cancer (TNBC). Methods The clinical trials on TNBC containing ADC treatment
regimens were searched on the website (http: //clinicaltrials.govas/) . Search deadline was February 2023. Results Of
17 relevant clinical trials, there were 8 clinical trials of targeting human trophoblast cell surface glycoprotein antigen 2
(Trop-2), including sacituzumab govitecan(4) , datopotamab deruxtecan(3) and SKB264( 1) ; Four trials of targeting
human epidermal growth factor receptor 2( HER2) -related trials, including trastuzumab deruxtecan(2) and trastuzumab
duocarmazine(2) ; Targeting receptor tyrosine kinase-like orphan receptor(ROR) 1, ROR2, glycoprotein non metastatic
melanoma protein B(gpNMB) , adrenaline A4( EFNA4) and LIV-1, each with one trial (NBE-002, CAB-ROR2-ADC,
glembatumumab vedotin, PF-06647263, ladiratuzumab vedotin). Only 6 of the 17 trials( NCT03734029, NCT02277717,
NCT01997333, NCT02078752, NCT01631552 and NCT02574455) have been completed with research results. The results
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of NCT03734029 suggested that trastuzumab deruxtecan can significantly prolong the mediam progression-free survival
(mPFS) and overall survival (OS) of breast cancer patients with HER2-low expression ( P<0.01). NCT02277717 trial
showed that in the patients with advanced solid tumors treated with single agent trastuzumab duocarmazine the remission
rates were 27% in patients with HER2-low expression and 40% in TNBC patients, and PFS were 4.1 months and 4.4
months, respectively. NCT01631552 trial showed that the objective response rate was 33.3% in the patients with advanced
TNBC treated with sacituzumab govitecan monotherapy. NCT02574455( ASCENT trial ) showed that sacituzumab govitecan
can significantly prolong PFS and OS in the patients with advanced TNBC. METRIC trial suggested that the patients with
TNBC only obtained a limited survival advantage after using glembatumumab vedotin. NCT02078752 trial also suggested
limited antitumor activity of PF-06647263 in patients with TNBC. Conclusion ADC therapy has certain clinical benefits
in TNBC, especially advanced TNBC, but more accurate and safe treatment options need to be explored and confirmed
by more clinical trials.
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Tab. 1 Clinical trials with ADCs in TNBC
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Cohort 2(TNBC) ; Ji:F AR Cohort 2( TNBC)
SR B R 1 TNBC
NCTOMMON i, sacummab  Twp2  BA DB IR ABRES BERRERAR IBRH DNA A1 h %6
ASPRIA 5 govitecan ( IMMU- HRR R e (1) atezolizumah AR
(n=40) 132) (2) sacituzumab govitecan
NCT03504488  #ff7h,  CAB-ROR2-ADC ~ ROR2 M2y Ui RS B SR R (1) BA3021 [ #9: DLT;MTD;AE
(n=420) g (BA3021) A& I8 &, KRWCFHA TSRS (2) BA3021+PD-1 inhibitor I3 ORR;AE
SR X B bRIEG YT
NCT05629585 47+, datopotamab  derux-  Trop-2 gz, I EiEH: TNBC Arml; Dato-DXd+durvalumab iDFS
(n=1075) HEh tecan( Dato-DXd) i Arm2; Dato-DXd
Am3; BFFEH RIS
NCT05374512 347+,  datopotamab derux- Trop2 25 1 R#FBE L AREFAREHEE  Aml: Dato-DXd(100 mg 1V) PFS; 08
(n=600) 5 tecan( Dato-DXd) % TNBC Am?2; chemotherapy ( £ 4 ¥E£%)
NCT05445908 ¥ A4H%E  SKB264 Trop-2 By IH] BREEHM TNBC Partl; SKB264(5 mg/kg Q2W) +KL- AE f{§ % A4 % fil ™ &
(n=95) ke A167(900 mg Q2W) #;0RR

Part2; (1) SKB264(5 mg/kg Q2W);
(2) SKB264 (5 mg/kg Q2W) +KL-

A167(900 mg Q2W)

e T HUE 2023 4F 2 B (RTSCE A I R SCERE  IAR AR TR B &) trastuzumab deruxteean ({8 #H 2Bk 5B ) 5 sacituzumb govitecan (X V0 Z Bk HL
$1) 5 paclitaxel (2% ) ; capivasertib (R IAZEER JE ) ; anastrozole ( P iy Mk ) 5 fulvestrant ( F5 4 7] #f ) ; Dose-escalation Cohort ( 5] 5 1% 1 A %] ) ; Safety-
expansion Cohort(SEC) (%44 fEEAF) ; Expansion Cohort (EC2) (#JBFAF1 2) ;ladiratuzumab vedotin ( Z5H7 Z-ER LT ) 5 trastuzumab ( i Z IR BT ) 5
SAE(J"H ANR W) ; datopotamab deruxtecan (£ 35 [ Z 5477 ) ; NSCLC (HE /N0 Mo i ) 5 CBR (I R 3K 25 % ) 5 atezolizumab ( Bl 35 F 2k 541 )
inhibitor (41157]) ; PD-1(FFYEIAFET 5214 1) ; durvalumab ( BEARFIILBHT) IV (B EEST) s KL-A167 [ —Fp 58 4 U A 55T RE BT A, $1 ) 727

TEAIEFETRLfR 1(PD-LI) J5Q = W(AE = &) o



- 1015 -

FEIGERIZE 2023 427 HE5 36 %55 7] Chin J Clin Res, July 2023, Vol.36, No.7

YT TNBC 2 % i | MTD % PF-06647263, ORR
1 8.3%(95%CI: 0.2~38.5), NCT01631552 #5545

H R TR TNBC, $ IMMU-132 /5 =234
J7 1) ORR 4 33.3% (95% CI. 24.6 ~ 43. 1),
NCT02574455 B 5% 45 3 B/~ 76 7 B TNBC &
W ADC JRYT AL 5 ST 4L mPFS 4351 4.8 4~ H

% 2 ADC 7E TNBC &7t my i RIS

M L7 A4 H,mOS 435k 11.8 A~ H 6.9 41~ H,

ORR 4» % # 35% Ml 5%, METRIC Hf 5% F

NCT02574455 W5gik S48 T ADC iR 97 4 54697 4

PR T AR OGN B BN 8 A 3 8 LS B s g 3+

#FI%%JBZ B VBN R A R R 4
D RS, WL 3 3R 4,

(HERT)

Tab. 2 Clinical trials with ADCs in TNBC  (with results * )
I FERFAT ) Hehor % FEBRA
; WFRRE ADC = N . HiPIE £ ]
(sAg) R B ma pe M E o
NCT03734029 3k 17 1, trastuzumab derux- HER2 g2y MW EEFARM HER2 {35 (1) DS-8201a 100 mg/5 mL #fk  mPFS
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Tab. 3 Major adverse events of CDX-011 in the treatment
of metastatic TNBC in the NCT01997333 study [ case(%) ]

[1(%) ]
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Tab. 4 Major adverse events of IMMU-132 in the treatment
of metastatic TNBC in the NCT02574455 study [ case( %) ]

[#1(%) ]
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J BB M 2 A8 4(4.35) 47(22.07) FEIRA R T 4850 119(46.12) 35(15.63)
Wi % 1(1.09) 88(41.31) RgAE SR L 51(19.77) 32(14.29)
HEERLT I EE A AE 40(43.48) 10(4.69) WA RG PR 64(24.81) 53(23.66)
i 4(4.35) 69(32.39) VR R A 41(15.89) 17(7.59)

TR B 19(20.65) 71(33.33)
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