EIEZ -

ADC ZEZ5YaY 7 U 7S 2 11 Meta 3 #r*

BAE K B ARTL AR L B ORKFR(HREHAFHELRERERGFH,LH AN
215228)

FE43ZES  RI979.1 XEFREE A XEHE  1001-0408(2023)20-2540-05
DOI  10.6039/j.issn.1001-0408.2023.20.17
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Efficacy and safety of antibody-drug conjugates in the treatment of breast cancer:a meta-analysis
XU Yinxue, ZHANG Lei, QIAO Xiwen, SHEN Xiaolan, SHEN Qian, ZHANG Xuehui (Dept. of Pharmacy, the
Affiliated Jiangsu Shengze Hospital of Nanjing Medical University, Jiangsu Suzhou 215228, China)

ABSTRACT OBJECTIVE To evaluate the efficacy and safety of antibody-drug conjugates (ADC) in the treatment of breast
cancer, so as to provide an evidence-based reference for clinical medication. METHODS Retrieved from CNKI, Wanfang
database, VIP, PubMed, the Cochrane Library, Embase, and Web of Science, randomized controlled trials (RCTs) about
trastuzumab emtansine, trastuzumab deruxtecan and sacituzumab govitecan (trial group) versus chemotherapy or other anti-tumor
drugs (control group) , were collected during the inception to April 2023. After screening the literature, extracting data, and
evaluating the quality of the literature, a meta-analysis was conducted by using RevMan 5.4.1 software. RESULTS A total of 8
RCTs were included, with a total of 5 577 patients. The results of the meta-analysis showed that the progression-free survival
(PFS) [HR=0.76, 95%CI (0.69, 0.83), P<<0.000 01], overall survival (OS) [HR=0.87, 95%CI (0.81, 0.93), P<<0.000 1], and
clinical benefit rate (CBR) [OR=2.70, 95%CI (1.15, 6.33), P=0.02] of the trial group were significantly higher than control
group. There was no statistically significant difference in objective response rate (ORR) between the two groups [OR=2.34,
95%CI1 (0.59, 9.33), P=0.23]. The results of subgroup analysis showed that the PFS of HER2-positive patients and HER2-negative
patients, and the OS of HER2-positive patients in the trial group were significantly higher than control group (P<<0.05). The
incidence of anemia and increase of aspartic acid transaminase (AST) in the trial group was significantly higher than control group
(P<C0.05). The results of sensitivity analysis showed that the results obtained with PFS, OS, and ORR as indicators were relatively
robust, while the results obtained with CBR as indicators lacked robustness. CONCLUSIONS ADC drugs have significant effects
on breast cancer, but will increase the risk of anemia and elevated AST.

KEYWORDS antibody-drug conjugates; trastuzumab emtansine; trastuzumab deruxtecan; sacituzumab govitecan; breast cancer;
efficacy; safety
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FEM TR ILIR R R YA Bt Z 2k it
(trastuzumab emtansine, T-DM1) . {8 [l 2 2k B4 (trastu-
zumab deruxtecan, T-Dxd) #1 %, 70 Z 2k BA 1 (sacituzumab
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DM1” “trastuzumab deruxtecan” “T-Dxd” ; H UG & 17 M
“FLRR UM R 2 BR T B R i R
U BRI . SR R B R SS r
R KR I BRE g Rt 22 2023 4F 4 1 .
1.3 CEtHIE S B RHRE

F 2 24 A9 38 T ST 2 90\ 5 HEBR A o 7 3k Sk,
18 3 I 3 A e a2 = 7 R, SRBCEE g 5
—NEH B R Ry FEAG T W 25 R e e
14 X#kBRETFEN

¥ H] Cochrane 2 GE P 51 T IWHERE 1Y 5.1.0 fi faf XL
R PPAl T H T B A, B EE : BEAL B 7 2
3 Sl 53 T B %o £8 7 R 9 28 2R FH B s X 435
R 2 G R e B R A AR
LR ey 3 S 5 S = 5 = TR (3 K TR
THAE,
L5 SFitFEHE

K H RevMan 5.4.1 #fF 47 Meta 7347 . PFS,OS
L HR I H: 95% & {5 X 8] (confidence interval, CI) F /R,
ORR F1 CBR J 3/4 4% ADR % /L % L) HAH L (odds ratio,
OR) K H:95%C1 7R o K x* K36 70 A 45 WF 5 1] B9 5
Bk, P>0.1,1"<<50%, % B & W 5¢ [ TG 125 5 o
PR E RS I3 B 5 B 22, WUR HTBEA L0 A2 A
T A B RAETENG R 5 B, WA 73 20 537 5 45 25
T PR S 5 Ve D) AT OB 43 A o A g K U
a=0.05,
2 HR
2.1 XNHFEERSHNARELRER

Ik ARG 2] 6 067 f SCHK , 2 el 5 il 2e 4
e, B ASCHR 8 R, I3t 5 57T il ik
K40 2 988 3], X HE4L 2 589 1], 45 HL LI 1 K 1,

e SCHUIE JE (n=6 037) , o
the Cochrane Library (n=610)
PubMed (n=1 310) . Embase
(n=2 451) . Web of Science
(n=1666)

SO E (n=30) , Hoh U5 )5
BARIE(n=7) 4% M (n=6) .
A (n=17)

I I
> | MBR T ik (n=2 320)

| WA (n =3 747) |

> e R k(=2 720 |

| AR (n=1020) |

FEBRAERCT g T [0 AR A5 H.
BE AR F 5 SR (n=995)

[ s—sumomn=2) |

[ HEBR i SR A3k (n = 17)

| AN AR (1=8) |

B1 ks iz E

China Pharmacy 2023 Vol. 34 No. 20 25641 -



Rl MNHARHERER

iz Tt " .
FolEEREFFN  BHEH T R v e WRRSAS SR
Rugo 2022 HER2BHE 212 271 SGlomgkg  JCSrfidk141.03 mom? KAHHE LS mgn? TGl 800~1200 mgm?af F A5 1 000~1250 mghm? NCT03901339 DRBAE
Bardia 20211 HER2BIE 267 260 SG 10mghkg JCARR AT 123 mgl® K FFE 25 g’ R 1 000~1 250 me/nr 5% 1% 800~ 1 200 mg/m? NCT02574455 (DR3DE)
Hurvitz 2013 HER2PHE 67 70 TDMI36mgkg MEIKEHTFAS mgkg, 2J5 6 mokgZTifl7% 7554 100 mgim’ NCT00679341 D2B3)AE)
Modi 20222 HER2ME 373 184 TDxdS4mgkg  FHEBIE1000~1250 mgm? T 800~1 200 mg/m S/ 80 mgfm’ s L Ak 1.4,1.23 mg/m? NCTO3734029 D2
Diéras 20170 HER2MIE 495 496 TDMI13.6mgkg iz 1 000 mgm*HHifiEEIE 1250 mg NCTO00829166 25
Von Minckwitz 2019% HER2JFfE 743 743 TDMI 13.6mgke  Hi%3kHi6 mgkg NCTO177472 )
Krop 2017 HER2MIE 404 198 TDMI13.6mgkg KAFHHELS mom, T 800~ 1200 mgm® I Ak 145 1.23 mghne ZBES0 mm A F DA 75 100 mgim®  NCTO1419197 QD)
Perez 20191 HER2MHE 367 365 T-DMI 136mgkg MZIRIHTES mgkg, ZI5 6 mgkg ZHM3E 755 100 mg/m’ NCTO120184  25)
(D:PFS;®:08;3):ORR;@): CBR;(5): /4% ADRE
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Bardia 2021 -0.36653 0.048042 296% 0.69[0.63,0.76] L
S5 4 RCTY s BT A o 250 & 38 A il Mo 2022 Qam0s oosanr 27%  07410sr 00 |
ugo -0.1804 143694 .83[0.76, L
FI SRS IR AT DI A e T e e .
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2.3 Meta 3R
2.3.1 PFS

AT FEHRGE T PFSY ™, &5 () e i 24 5 ik
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95 20 f8 3 1Y PFS & 2 K T Xf 41 [HR=0.76, 95%CI
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Testfor overall effect Z= 5.93 (P < 0.00001) FRTRRE FH TR

4  PFS I Meta 5>t ZR K E

K2 MWHBEEPFSFOSHITAHASTER
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14t kil Bk 5 HR(95%CI) P
PFS HER2MfHE 2o e 055 0 075(069,08)  <0.00001
HER2BE 20 0007 86 076(063,091) 0003
0S HER2ME  strmsa 03 29 088(083,094)  <0.00001
HERFEE 20w 0.002 90 083(067,1.03) 009
2.3.2 OS

THURFSEHGE T OSY T KIS (A St
Jt (P=0.005,1°=68%) , K FHBEHLRON AR AL, 455
7N R A AR E I OS E%ﬁ?xﬂﬁéﬂ [HR=0.87,
95%CI1(0.81,0.93),P<<0.000 17, 1 W1

Hazard Ratio Hazard Ratio
Study or Subgroup __log[Hazard Ratio] SE_Weight IV, Random, 95% CI IV, Random, 95% CI
Bardia 2021 -0.29243 00458183 16.8% 0.75[0.68,0.82] -
Dléras 2017 -0.12494 0.035281 18.8% 0.88(0.82,0.85) -
Hurvitz 2013 0.025306 0.176765 3.5% 1.03[0.73,1.45] e
Krop 2017 -0.16743  0.050262 15.9% 0.85(0.77,0.83] -
Modi 2022 -0.18382  0.059715 14.1% 0.82[0.73,0.83] -
Perez 2019 -0.03152 0.055066 15.0% 0.97(0.87,1.08] |
Rugo 2022 -0.075721 0.0508243 158% 0.93(0.84,1.02] -
Total (95% CI) 100.0% 0.87 [0.81, 0.93] ‘
Heterogeneity. Tau*= 0.01; Chi*= 18.56, df= 6 (P = 0.005); F= 68% o1 02 05 3 T 10

Testfor overall effect Z= 3.93 (P < 0.0001) HRT R A TR

E5 OSH Meta 5 HT ZR R El

¥t HER2 3K AN R AT WAL 08T o 455 B, ik
56 4 HER2 BH 14 & # 1Y OS[HR=0.88, 95%CI (0.83,
0.94),P<<0.000 0175 3 TXF B4 ; P 2H HER2 B4 £8
# 1) OS[HR=0.83, 95%CI (0.67, 1.03) , P=0.09] [ ¢ ,
R IGIFE L R 2,
2.3.3 ORR

ST FEHRIA T ORRY ', £ A 53 [0 45 Ge 124 57
P (P<<0.000 01,7°=94%) , R FHREAL W AR RS, 4551 4
N, AR ORR L3, 22 7 L4 12 5 L [OR=
2.34,95%C1(0.59,9.33),P=0.23], £ ILIE 6,

ADC Control Odds Ratio Odds Ratio
Study or Subgroup _Events Total Events Total Weight M-H,Random, 95% CI M-H, Random, 95% C1
Bardia 2021 83 267 11 262 330%  10.29(5.34,19.86] —.—
Hunvitz 2013 38 BT 45 70 327% 0.77[0.39,1.54] —e—
Rugo 2022 §7 272 38 271 343% 1.63[1.04,2.55] =
Total (95% CI) 606 603 100.0% 2.34[0.59,9.33] g
Total events 179 94
Heterogeneity: Tau®= 1.39; Chi*= 32.58, df= 2 (P < 0.00001); F= 84% N o s o0
Testfor overall effect Z=1.21 (P = 0.23) r— T
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2.34 CBR

4 TR HGE 7 CBRY ™, &S IR Ge it 7 i
£ (P<<0.000 01,71°=92%) , K FHFEHLSON AR AL, 4550 8
/R, 4 Y CBR 3 & T X R 41 [OR=2.70,
95%CI(1.15,6.33) ,P=0.02], T WLI&I 7.,

ADC Control 0dds Ratio 0dds Ratio
Study or Subaroup _Events Total Events Total Weight M.H,Random, 95% Cl M-H, Random, 95% CI
Bardia 2021 108 267 21 262 253%  7.80(4.69,12.95] —
Hurvitz 2013 50 67 57 70 221% 0.67[0.30, 1.52) —
Modi 2022 262 373 62 184 263% 4.64[3.18,6.78] -
Rugo 2022 92 272 59 271 263% 1.84[1.25, 2.69] -
Total (95% CI) 979 787 100.0% 2.70[1.15,6.33] -
Total events 512 199
Heterogenelty: Tau* = 0.68; Chi*= 37.72, df= 3 (P < 0.00001); = 92% b o i 700

Testfor overall effect Z= 2.29 (P = 0.02) HHTAEA TR

E7 CBRIEI Meta D Hr7RtkE
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25 Lk, ADCZE 25 T 3L 00y Ak i 2, (3

S BETINBE A A0 A B e g T vy 1) 5 A KRS o AT
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