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Abstract

Objective: Gynecological tumors, including ovarian, cervical, and endometrial cancers, are serious
threats to women’s health. This study aims to evaluate the efficacy and safety of anlotinib in treating
these tumors. Methods: We conducted a comprehensive search of PubMed, the Cochrane Library,
Embase, CNKI, WANFANG, VIP, Web of Science, and the Chinese BioMedical Literature Database for
relevant studies. The primary outcomes included overall response rate (ORR), disease control rate
(DCR), median progression-free survival (mPFS), and adverse events (AEs). Results: A total of 16
cohort studies and 20 single-arm studies were included. In terms of efficacy, anlotinib significantly
improved ORR and DCR in gynecological cancer treatment (P < 0.05) across the 16 cohort studies.
Subgroup analyses revealed similar improvements in ovarian and cervical cancers. Among the 20
single-arm studies, the pooled ORR was 0.353 (95% CI: 0.288~0.417), the pooled DCR was 0.817 (95%
CI: 0.790~0.843), and the pooled mPFS was 6.095 months (95% CI: 5.131~7.059). Regarding safety,
common AEs included nausea, fatigue, hypertension, hand-foot syndrome, and leukopenia. The in-
cidence of hypertension and hand-foot syndrome was higher in patients receiving anlotinib plus
chemotherapy compared to those receiving chemotherapy alone. Conclusion: This Meta-analysis
indicates that anlotinib demonstrates significant efficacy and acceptable safety in treating ovarian,
cervical, and endometrial cancers.
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2.2.1. NI

1) WA AR E SR iRyT E R R S 1 B ST o Bl R e

2) WEFEAT G OO BLE A B S A2 T AR R R

3) THudEH: TINAT LA &g sk GIT . RBEiayT: AR T DU alifh 2= sifb 7 B A 5
FYAIT 5

4) Z5JREbR: M LEAR % (objective response rate, ORR). %<5 1% i % (diseased control rate, DCR).
K733 e A A7 (median progression free survival, mPFS). A~ K J [ (adverse events, AES).

2.2.2. HEBRFRIE

1) EERECHR; 2) CERBNEER, XM, RO, SUCHE. far. SPSe5 B0 i sk
Bys 3) HATIRENH B CTESREUR S 4) MISIRIRSS R 4RbRB ;s 5) A7 i A B 2 B FFIR T 6)
W FE IR AR B3 /N (n < 10).
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FRATE ) = ] 25 e ] 1 77 ORKE BAH I IT o PR ASLAF 90 8 S [ B2 SCRR PR AR R 22, SRR
SARBFRTCRMI SR )G, WA SCEATAF 4 B, AR T2 1 08 A8 N FDHEBRAR HE TR Hh 75 & 2K
B SCRRIFHR T EEEE . BAIIN B SRR AL R R - 8 K% (Newcastle-Ottawa Scale, NOS) & %K 1
WA AT TE AT E Z A BN, 8 e vk, B 58 =7 BhSr ) 5E

2.4. BRI

KA stata.17 AFHEAT Meta 73 HT. PAFIT 55 145 R #6845 ORR F1 DCR K FAHXT Sl B (relative risk,
RR) & Ft 95% B {5 [X [7](95% confidence interval, 95% CI){E RN . 2880 B i i (B 7 0 45 )
fe¥% ORR. DCR J% AEs 3K F % % (rate difference, RD) & 3L 95% CI A% &; mPFS LL mPFS. 95% CI N
Mis . KA PRSI RitE. RA PRI S5, 29 P>0.05, 12<50%HH AR
ZAFEB T B RS, 3% P 8 SOSREAT 20 BT s 75 USRI BE AL BN AR AR R AT 23 b7 o 45 SR AR bR
(R R A R AL R UM SRR IR DA . TR I 2R 2B Je Egger’s R0 VT AN & 1 A7 E R R Am i (P >
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Figure 1. Literature screening process
1. CERIFIERAE

Table 1. Basic information of the cohort study

=L IIMRHEARERE

AR R R (ﬁ@ﬁig) B M/ RS BRI L

ZBEHR + TP (R + INt)
TP (RE21HE + )Iii4A)

Huetal.,, 2020 5P &% T E 20/20 BB + HA(EE R/ HA(E 5 R) ORR,DCR,AEs 7

Fuetal., 2023 Yp&w fHE 74174 ORR,DCR, AEs 7

ZHEE + TP (REEE + JiitH)

Lietal, 2023 BPiiE HE  40/40 ITP (150 + I

ORR, DCR, AEs 7

ZHEE + TP (E2EE + RH)

Luetal., 2022 bGP & hE 30/30 TP (1 + 1)

ORR, DCR 7

ZHEE + HALGE bR + EIFIE)
I GEPEARIE + BB AIE)
ZE R + HA(ZRILE)
IHAR (R R)

ZBEBR + TP (LIl + £4H)
[TP (ZHfhE] + F)

Shenetal, gy | 46/35

2024 ORR, DCR, AEs 8

Sunetal., 2023 §F i T E 60/60 ORR,DCR, AEs 7

Xiaetal., 2021 YP & EH 43/43 ORR, DCR 7

Wang et al., 5L e 32/32 7Y %Eﬁgﬁfﬁgg)ﬂﬁﬁ)

2020 ORR, DCR, AEs 7
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R

Waggze;a"’ SUEUE RIE 25025 %% %E{&%ﬁﬁﬁ?ﬁf%k%% ORR, PFS,AEs 7
Fanetal, 2020 Z#UE hE  43/43 ﬁ%%}}?"; (%;ig? ig)ﬁﬂ) ORR, DCR, mPFS 8
Lietal, 2024 =#us HE  60/60 §§%ﬁ é;;g?giéﬁ%?g;wx ORR, DCR, AEs 7
Liuetal, 2021 E#v@ HE  30/30 ﬁg%g&;&gﬁ@) ORR,DCR,AEs 6
Panetal. 2022 E4U HIE  31/31 e %T}E (gﬁ'jf%i%ff} ﬁgg) W) oRR DCR, AEs 6
Tanetal, 2022 &4 HE 1515 e %T}E (%;éf? ﬁ@;) W) ?nEEéPEE 8
Xuetal, 2022 E8UE HE  49/49 ﬁ%%}}?"; (%;ig? ig)ﬁﬂ) ORR, DCR 8
Xuetal, 2024 =& TE  34/34 RTHE + TP (RIR + 4) ORR,DCR, AEs 7

TP (BB + F41)

H: ORR: RMEEMR,

DCR: ZfiishlZe; PFS: JLiFEALEN: AEs: BRI TP FE:. E¥ME/IAEOEME

1ZVathaE + B12E; Hfh: B BT + BUDRIEH/ 2 SR R MKITIA T MRITIA PR R R R 2.

Table 2. Basic information of single-arm study

F2 BEMRMEKREEER

. . - X ~ NOS
YN SCHR I3 o B R FEAE Tt bt o R e r PPN
Chen et al., 2020 9 S5 hiE 15 IR ORR, DACIERS' mPFS, g
. ’ ZE RIS E)E + 0T ORR, DCR, mPFS
i o) ) . X ’ ’ y
Cui et al., 2020 91 s HHE 38 BB + MR mOS, AEs 5
Lietal, 2022 o HE 32 ZHHE +PDLEE  ORN DOR MPFS, g
mOS, AEs
Liu etal., 2022 B L I 40 wppR + Bhg  ORR DERTPES. g
mOS, AEs
Lietal, 2022 5 S hiE 40 2B S ORR, D:g mPFS, g
Jinetal., 2022 ERR S0 FE 33 LY S + PD-1 1A ORR, DCR, mPFS, o
mOS, AEs
Wang et al., 2022 Y S RE 12 BB e ORR, DXERS mPFS, ¢
Wang et al., 2024 9 ik PE L ZPEE + A ORR DOR MPFS. g
Wu et al., 2023 o L4 h[E 35 BHBRIEBER + r T DR MPES
Yang et al., 2024 1 58 E 35 REHR + JeRnAl ORR, DCR, MPFS, - ¢
mOS, AEs
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Yang et al., 2020 UL SE FE 15 wB &P ) + Y ORR,DCR, mPFS 5
vaoetal, 2021 9 4 B 14 REUIE + I ORR, DER mPFS, 5
Xiong et al., 2024 B hE 62 B + wkpg  ORRDCRPFS. g
Xu etal., 2022 U hE 42 RHBE + (g ORR DOR MPRS,
mOS, AEs

ORR, DCR, mPFS

e B B £74 ' , '
Zhu etal,, 2021 B R 41 %P e mos, AEs O
Wei et al., 2022 U hE 23 LG + [FlA R ORR,DCR, AEs 6

N SR+ ’E’Zﬁ‘:‘? — e y

Hong et al., 2023 BRI T HE 226 REBEESEHR + Kipyy ORv DCRMPES. g

+ T B AEs
Tangetal, 2021 BR&Jw + FEANEE +E 18 ZEBe + Iy ORR, DCR 5

YUEE + HHUE

ORR, DCR, mPFS,

Wang et al., 2024 R 22 £74 5
g + T BN HE ZFRR AEs

I SR + 2 P
Zhengetal, 2020 i * EIUE g o) LB ORR, DCR, mPFS 5

+ TE N R
7E: ORR: ZFMEHZ, DCR: ZRiEHIZE, PFS: LHEATEY: AEs: EIxM: CT: 7.

3.2. REFMH

YNNI 36 T SCHR M BA BRI T B B A, MCR ALK iR - I8 K4 (Newcastle-Ottawa Scale, NOS) &
RPN T &, FREPN 3 1 J5k 2.

3.3. Meta SHTER

3.3.1. ORR

FEAIN 36 TR 9T [11]-[46] K VFAli 22 2 B Je 167 I RHIRE JR 38 1) ORR. 7EXTARMR B 7, 7E 16 T
BABIRE ST, S PR SRR s S ST P AR 35 1K S V(12 = 0.0%, P = 0.659), HUR I MR . 45
R(E 20@)ir, S0HRAMEL, 2P B BHN Dt s B Mg, SRS FE L(RR = 1.524, 95% CI:
1.370~1.694, P = 0.000). % 20 Wi 7T 2(0)) M Hr KB, @il PR R TR &(12 = 71.6%, P =
0.000), [RIHEPEFENIERARER , A ORR A 0.353 (95% Cl: 0.288~0.417) . {E#HT %% & RBA AT )5
RILH TS B 3), T2 2% B JBIe A TP 7 RIBIT IR HoAh 7 SRR T 5 b7 (P 45<0.05).

PRI RE R 2 3 V2 A0 A e 4 BTz, 16 TS\ B 7 o B9 5398 2H 11 7 5 /N (12 = 2.5%, P = 0.413),
x4 MEL, ORR HZERA S (P < 0.05). £ 20 Wik, U0 BRI EF12 =
56.6%, P = 0.003), V& ORR A 0.328, 95% CI v 0.263~0.393. T = #ifwsl, 16 WBAFIHT T oK W0 &
5 (12 = 0.0%, P = 0.770), & e RO AL . bk, MLLXHIRAL, %2 & 241K ORR HZERE SR
TR (P < 0.05). fEXT 20 HURE RIS ), K IL& B FT 2 [AA7 78 = B2 1) 5 s 14 (12 = 85.0%, P =
0.000), &£ ORR 4 0.382, 95% Cl 4y 0.213~0.552. 7£ 7 & WEFELL T, BRZAFIRITT, #HAgMNHR
BT, 45RAER 20 WU A 78RR R e 5 0 1 (12 = 86.0%, P = 0.000), JIi ORR 2y 0.448, 95%
Cl 24 0.097~0.799. £ Lfrik, «® et m@pim & MENA R, BERBERIIFE L.
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Study % Study %
D RR (95% Cl) Weight o ES (96% CI) Weight
oc Chen et al. (2020) —— 0.20 (-0.00,0.40) 3.89
Cui et al. (2020) —_— 0.32(0.17,0.46) 4.74
Fuetal. (2023) == 1.23(1.00,1.51) 19.37 Li et al. (2022) — 0.38 (0.21,0.54) 4.42
Hu et al. (2020) by 1.18(0.71,1.97) 4.44 Liu et al. (2022) ’—o— 0.50(0.35,0.65) 4.62
Li et al. (2023) f—— 1.50 (1.00, 2.25) 7.26 Liu et al. (2022) — 0.50 (0.35, 0.65) 4.62
Luetal. (2022) 1 2,50 (0.88,7.10) 1.61 Jin et al. (2022) —— 0.36 (0.20,0.53)  4.48
Shen et al. (2024) E— 2.28(1.01,5.14) 2.75 Wang et al. (2022) T 0.17(-0.04,0.38) 3.76
Sun et al. (2023) 4% 1.86 (0.80, 4.33) 2.82 Wang etal. (2024) T 0.09(-0.08,0.26) 4.39
Xia etal, (2022) o 157106, 178) 1090 Wu et al. (2023) - 0.17 (0.05,0.30) 5.10
- (100, 1. - Yang et al. (2024) — 0.40 (0.24,0.56)  4.51
Wang et al. (2020) —— 169 (1.05,2.73) 5.25 Yang et al. (2020) —_— 0.33(0.09.0.57) 3.38
Wang et al. (2022) — 2.00(1.12,3.56) 3.63 Yao et al. (2021) —_ 0.50 (0.24,0.76)  3.09
Subtotal (I-squared = 2.5%, p = 0.413) [ 1.49 (1.30,1.72) 58.03 Hong et al. (2023) _— 0.34 (0.26,0.43) 5.71
. : Tang etal. (2021) —_— 0.27(0.04,0.49) 3.58
cc ! Wang et al. (2024) T— 0.20 (-0.05,0.45) 3.26
Fan et al. (2020) — 1.94(1.30,2.91) 6.86 i:fn"::(‘:'-((zzg’zz‘g) — g-g; ig g; g'gi; gﬁ
Lietal. (2024) I 1.33(069,257) 484 Xu et al. (2022) | —— 0.55 (0.40,0.70)  4.69
Liu et al. (2021) —— 156 (1.14,2.12) 7.26 Zhu et al. (2021) —— 024(011.038) 500
Pan et al. (2022) e 1.54(0.94,2.51) 525 Hong et al. (2023) = 0.20(0.10,0.29) 5.58
Tan etal. (2021) —————+—————> 5.00(0.66, 37.85) 0.40 Zheng et al. (2020) [————+———— 0.50(0.01,0.99) 1.36
Xu et al. (2022) — 1.35(0.93,1.94) 9.28 Wei et al. (2022) | —=—  0.74(0.56,092) 424
Xu et al. (2024) — 150 (1.10,2.04)  8.07 Hong et al. (2023) — 0.20 (0.06,0.34)  4.81
Subtotal (I-squared = 0.0%, p = 0.770) o3 1.57(1.33,1.85)  41.97 Wang et al. (2024) T " 0.33(020,0.87) 1.18
Zheng et al. (2020) 050 (0.01,0.99) 1.36
Wang et al. (2024) 1 (Excluded) 0.00
Overall (l-squared = 0.0%, p = 0.659) ¢ 1.62(1.37,1.69)  100.00 Overall (I-squared = 71.6%, p = 0.000) <> 0.35(0.29,0.42) 100.00
\ Y
. . NOTE: Weights are from random effects analysis
0264 1 37.9 -.99 0 99

@)

(b)

Figure 2. (a) Forest plot of ORR of cohort study; (b) Forest plot of ORR of single-arm test

2. (a) BAFIHRZE ORR MR E; (b) BB ORR HFME

Table 3. Different chemotherapy subgroup analysis of ORR, DCR
%z 3. ORR. DCR WA [EM7 LR 534

b e + TP TR ZEER + Hihr %R
RR (95% CI) 2P RR (95% CI) 2 P RR (95% CI) 2 p
ORR 1524 (1.370~1.694) 0.0% 0.000 1.464 (1.298~1.653) 0.0% 0.000 1.690 (1.358~2.104) 0.0% 0.000

DCR 1.196 (1.104~1.295) 57.8% 0.000 1.196 (1.077-1.329) 68.4% 0.001

1.193 (1.074~1.324) 6.9% 0.001

Table 4. Cancer types subgroup analysis of ORR, DCR, mPFS
# 4.ORR. DCR. mPFS Ry REA A T 4H 534

R 51 S s R

ES(95%CIl) 12 P ES(9%CI) 12 P ES(@%CI) I

1.524 1.492 1.567

TP
P ES(@5%Cl) 12 P

0, 0, 0, J— R P
ORRL (; 570”1 gogy 0.0% 0000 () ,e™ % o 25% 0,000} o3> o 0.0% 0.000
1.196 . 1.131 . 1.306 . B o
DCRI (1 104-1 295) 57-8%0.000 ) ye™ "oy 3029%60.001 () 10c”ceyy 73.0%0.002
0.353 . 0.328 . 0.382 . 0.448 .
ORR2 (0 ogi0417) TH6%0.000 (o oco"sgg) 56.6%0.000 (5" "o 85.0%0.000 () o-"0" gy 86.0%0.012
0.817 . 0.816 . 0.783 . 0.891 .
DCR2 () 100”0 g43) 301%0.000 ¢ a7 acy 54% 0.000 o 00 Ve 68:3%0.000 (o c”oaezy  0-0% 0.000
mPFs 999 744060000 808 78500000 .29  649%0000 , .1000  00% 0.003

(5.131~7.059) (4.829~7.308) (4.302~7.688)

(3.350~16.650)

7E: ORR1: PAFITFFAMIEMEEMEAR; DCRL: BB AR IEHIZR; ORR2: HEMFAMEMEMER; DCR2: H

L DI E et E
3.3.2. DCR

AN 36 TR FE[11]-[461K VP % 2 8 e iR ST IR PR 3 R (DCR) o XF TR, 45 2R
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(¥ 3()) 2w, 7 16 TEABIAFE 72, 12K 50 H8 7~ T P2 5 %o B 4H 2 [R) A7 7 2 38 57 0 1 (1% = 57.8%, P = 0.002),
DR SR FH BEATL A SRS B AT A AT o 45 SR R IR A 2 8 2 () e o 8 i 3 22 e LR G ik % i (RR = 1.196, 95%
Cl: 1.104~1.295, P < 0.001). fE 20 WU laamt 74 (&l 3(b)), 12 kieden F i PEEim (1% = 30.1%, P =
0.075), [FIFEIEFEFENLBN B AT 4307« 45 R BoR, RSB EHI% N 0.817 (95% CI: 0.790~0.843) . Fk
bz Ah, Wd 3 Fron, fEHECR D B eBE TP 77 R 5BG HAMATT 7 R0, RIVBAE 2P & Jehiayr )7
SRR 25 1 FR A T AT

XFTOP B (5 4), 1E 16 TIRAFUREFi, S PEAG 36 B 7 S o MR UIR (12 = 30.2%, P = 0.177), 1EH]
JE RN LR EAT 4341, A RRH 2D E AT DCR J5 it 71697 (RR = 1.131, 95% CI:
1.048~1.220). 20 TR R 06 45 SR 42 /R 5 DCR iy 0.816 (95% ClI: 0.782~0.850), 7/ #5112 = 5.4%, P
= 0.392), X T EIUE (L 4), 7£ 16 WAFIBEFTH, M7, 2B B e ] LI SRR (RR =
1.306, 95% Cl: 1.099~1.551, P = 0.002), /i (12 = 73.0%, P = 0.001). 1t4b, 7E 20 TWiAE w5,
JL& DCR 4 0.783 (95% CI: 0.730~0.835), 57t 4= (12 = 68.3%, P = 0.013). Xf T 5 W B (4 4), 1E
20 TR R IR AT 72 v, Y MR 424 28 0,891, 95% CI A4 0.816~0.967, 5 Jii M H K (12 = 0.0%, P = 0.745).
B2, ZPEJEREABER S AR B E N PORER R, ERESRITEE .

3.3.3. mPFS

3502 BABUBE 78 H i 2 mPFS B3 95% CI, Rl R AT BB A S 99N mPFS Z3 i . S PEAS 304
N R (12=74.4%, P=0.000), PRIUbikBEREHLSN A R3EAT o0 Ao 45 R (1 4) o, af}is B 25 10
& mPFS 4 6.095, 95% CI 2}y 5.131~7.059. #&JfiE KA GEAT AT (4 4), OF S 20 10 S o v v (12 =
78.5%, P = 0.00), AL mPFS A 6.068, 95% CI Ay 4.829~7.308. & #ij 4L i) = i 5 (12 = 64.9%, P =
0.000), & mPFS 4 5.995, 95% CI 4 4.302~7.688. X T~ 75 A i 41 A &% I B S5 () S s vk, V8 mPFS
4 10.00, 95% CI 4y 3.350~16.650.

3.3.4. AEs
B TR B E B e iR T IR i H LA RN FARR D IR . P RE MRS S
ORI FTML, SR BV FREEIE. AR T BIRIR . DBRIR RS . BT Meta

. Study %
Study % D ES (95% CI) Weight
D RR (95% CI) Weight .
Chen et al. (2020) ——— 0.60 (0.35,0.85) 1.16
— Cui et al. (2020) — 0.87 (0.76,0.98) 6.17
Fu etal. (2023) = 1.04(0.95,1.14)  11.06 Li et al. (2022) — 0.81(0.68,0.95) 3.89
i Liu et al. (2022) —_ 0.85 (0.74,0.96) 5.82
Hu etal. (2020) = 1.06 (0.80, 1.41) 485 Liu et al. (2022) —_ 0.85(0.74,0.96) 5.82
Lietal. (2023) - 1.12(0.96,1.30)  8.94 Jin et al. (2022) —— 0.82 (0.69,0.95) 4.1
. Wang et al. (2022) ——— 0.75(0.51,0.99) 1.19
Luetal. (2022) T " 117(0.95,143)  7.04 Wang et al. (2024) —=—  0.91(0.74,1.08) 247
Shen et al. (2024) —_ 148(1.03,212) 355 Wu et al. (2023) = 0.60 (0.44,0.76) 2.70
. Yang et al. (2024) = 0.77 (0.63,0.91) 3.68
Sun etal. (2023) = 126(1.00,1.59) 622 Yang et al. (2020) — 0.73 (0.51,0.96) 1.42
Xia et al. (2022) —— 1.08(0.95,1.22) 975 Yao et al. (2021) === 086(0.67,1.04) 2.12
: Hong et al. (2023) - 0.83 (0.77,0.90) 16.58
. e c— K
Weang et al. (2020) T 147(1.01,214) 337 Tang et al. (2021) — 0.67 (0.43,091) 1.25
Wang et al. (2022) —— 1.16(0.89, 1.51)  5.36 Wang et al. (2024) —=—  0.80(0.55,1.05 1.16
. Zheng et al. (2020) ——=—  0.86(0.67,1.04) 2.12
Fan etal. (2020) 7 129(1.05,1.88)  7.03 Xiong et al. (2024) = 0.71 (0.60, 0.82) 5.58
Lietal. (2024) —— 1.41(1.03,1.93)  4.32 Xu et al. (2022) — 0.88 (0.78,0.98) 7.42
) 1 Zhu et al. (2021) === 0.59 (0.43,0.74) 3.13
Liu et al. (2021) : 112(095,1.30) 668 Hong et al. (2023) —- 0.82 (0.73,0.91) 8.80
Pan et al. (2022) ——— 147(1.02,241) 352 Wang et al. (2024) ————  0.78(0.51,1.05) 0.7
: Wei et al. (2022) ——  0091(0.80,1.03) 537
I. (2021 —_— 1.24, 4.4 1.41
Tan etal. (2021) ' 2.33(124,4.40) Hong et al. (2023) —_ 0.90 (0.79, 1.01) 6.18
Xu et al. (2022) —— 148 (1.11,1.97) 487 Tang et al. (2021) —————T—> 067(0.13,1.20) 0.25
I . —> 0. . E
Xuetal 2024) ; 106(094,120) 1002 Wang et al. (2024) - 0.67 (0.13,1.20) 0.25
Zheng et al. (2020) ———%——— 075(0.33,1.17) 0.40
Overall (I-squared = 57.8%, p = 0.002) O 1.20(1.10,1.29)  100.00 Zheng et al. (2020) | (Excluded) 0.00
Overall (I-squared = 30.1%, p = 0.075) 6 0.82 (0.79, 0.84) 100.00
NOTE: Weights are from random effects analysis H
T T T T

227 1 44 -1.2 [ 1.2

@ (b)

Figure 3. (a) Forest plot of DCR of cohort study; (b) Forest plot of DCR of single-arm test
[ 3. (a) PAFIFA5T DCR #R4K[E; (b) BB DCR ZRHKE
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Study %
D ES (95% Cl) Weight
1
Chen et al. (2020) = 3.50 (2.40, 4.50) 8.67
Cui et al. (2020) E 2 7.70 (6.70, 8.70) 875
Lietal. (2022) —_—l— 6.80 (2.64, 10.96) 3.45
Liu et al. (2022) oS 3.50 (2.30, 5.00) 8.12
Liu et al. (2022) E —_ 9.20 (7.40, 11.90) 6.33
Jin et al. (2022) —_— 7.60 (3.10, 12.10) 3.1
Wang et al. (2022) —i—‘— 7.60 (2.94, 12.26) 2.97
Wang et al. (2024) —_— 6.20(2.27, 10.13) 3.71
Wu et al. (2023) —_— 6.50 (2.02, 10.98) 3.13
Yang et al. (2024) —:0— 6.50 (5.40, 7.70) 8.50
Yang et al. (2020) — 5.00(3.10, 6.90) 7.03
Yao et al. (2021) T —— 6.00 (0.00, 12.70) 1.86
Hong et al. (2023) —OI— 5.60 (3.60, 7.70) 6.73
Xiong et al. (2024) —— 5.61(3.76, 7.46) 7.13
Xu et al. (2022) E —_—_ 9.40 (8.00, 14.60) 453
Zhu et al. (2021) — 3.20 (0.40, 5.90) 541
Hong et al. (2023) - 6.30 (5.40, 7.30) 8.84
Hong et al. (2023) . 10.00 (3.30, 16.60)  1.73
Overall (I-squared = 74.4%, p = 0.000) (63 6.10 (5.13, 7.06) 100.00
I
NOTE: Weights are from random effects analysis
-1é 6 0 16'.6

Figure 4. BEE#fI% mPFS ZR4HKE
[& 4. Forest plot of mPFS of single-arm test

AERCEE D) BoR, ERPEREENITHT, milERR =2.143, 95% Cl: 1.258~3.649, P = 0.005). F
JELEATE(RR = 2.250, 95% Cl: 1.027~4.928, P = 0.043) K AE R & TA0y7 4, A4/ (RR = 1.136, 95% Cl:
0.908~1.422, P = 0.264). %[>, MXH:(RR =0.955, 95% Cl: 0.548~1.663, P = 0.870) & 4= R AL A L4 it %
Fto RN (2 6), & WH =FhA R N 459557 (0.427, 95% CI: 0.260~0.595); =L HTHX
1(0.390, 95% CI: 0.220~0.560); 7= IfiLJE(0.333, 95% Cl: 0.234~0.432), HAhH WA B N AR F 2 455
1£(0.244, 95% Cl: 0.199~0.289); fi75(0.237, 95% Cl: 0.173~0.302); ArAkJ#iE (0.281, 95% Cl: 0.221~0.341);
JF T e R 15 (0.156, 95% Cl: 0.084~0.228); I i %l ik 45 (0.140, 95% CI: 0.087~0.192); & [1/R(0.132, 95% Cl:
0.076~0.188); 71 1f1(0.216, 95% Cl: 0.168~0.264); /M k/>4iE(0.131, 95% Cl: 0.067~0.194); 1 4t k>
(0.119,95% CI: 0.047~0.191). LtAbh, HHLLAb T XA, FHER KB 22 B e 3k >3 JeA KN 1A
5:(P>0.05), HEHERIG A, Wik 6 iR, KA>3 PN R RBAR, >3 HOIREAS BB
RAEZEE, N 0.15(95% Cl: 0.07~0.24).

3.35. ZRRE

KRR E AT Eggers R AR 1E 1) R £ Wf. ORR A1 DCR {E N IFAM & R MmN & . sk 7
B, BB IS ORR 45 (P = 0.497) 41, Hoak 45 I $HER 103 1 R R A (ORR: FAFIHH #i: P = 0.002;
DCR: BAFIWFFE: P=0.000, HE K. P=0.004).

Table 5. Meta-analysis of adverse events of cohort study

%< 5. AR EIR RZAY Meta 534

Bl SN study 12 RR (95% CI) P
SE; V5 8 0.0% 1.136 (0.908~1.422) 0.264
MR 6 0.0% 0.955 (0.548~1.663) 0.870
o I 8 0.0% 2.143 (1.258~3.649) 0.005
FREAIE 5 0.0% 2.250 (1.027~4.928) 0.043
>3 PR BL 3 2.9% 1.100 (0.494~2.452) 0.816
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Table 6. Meta-analysis of adverse events of single-arm test
7 6. BEINIGEIR M Meta 5747

AEs All grade AEs >3 grade AEs
study 12 RD (95% Cl) P study RD (95% Cl) P
1 48 ffa sk 2> 7 85.3% 0.119 (0.047~0.191) 0.001 6 0.04 (0.01~0.06) 0.00
IR 10 83.4% 0.131 (0.067~0.194) 0.000 8 0.04 (~0.00~0.09) 0.07
RN 8 84.8% 0.390 (0.220~0.560) 0.000 7 0.15 (0.07~0.24) 0.00
21 9 36.6% 0.216 (0.168~0.264) 0.000 9 0.08 (0.02~0.14) 0.01
a5 12 52.4% 0.237 (0.173~0.302) 0.000 12 0.04 (0.00~0.07) 0.04
5 1M 17 90.4% 0.333 (0.234~0.432) 0.000 15 0.05 (0.02~0.08) 0.04
FREFEAE 11 21.7% 0.244 (0.199~0.289) 0.000 10 0.06 (0.03~0.09) 0.00
HEAR 11 703% 0.132 (0.076~0.188) 0.000 11 0.03 (0.00~0.05) 0.03
s 17 98.2% 0.427 (0.260~0.595) 0.000 15 0.06 (0.03~0.09) 0.00
M= 10  38.8% 0.281 (0.221~0.341) 0.000 9 0.06 (0.01~0.11) 0.02
1 i R e 58 7 0.0% 0.140 (0.087~0.192) 0.000 7 0.07 (0.00~0.14) 0.04
JFF Th e b 8 88.2% 0.156 (0.084~0.228) 0.000 6 ~ -
Table 7. Publication bias
F®7. ARRE
Std_Eff Coef. Std. Err. t P>t [95% CI]
ORR1 slope 0.1253849  0.0715947 1.75 0.102 -0.0281704 0.2789402
bias 1.380922 0.3537042 3.90 0.002 0.6223019 2.139542
DCRI slope —0.0783689  0.0292362 —2.68 0.018 —0.1410743 0.0156636
bias 2.44775 0.3135869 7.81 0.000 1.775173  3.120327
ORR? slope -1.353877  0.2563658 -5.28 0.000 —1.88421 —0.8235438
bias 2.179771 3.158698 0.69 0.497 —4.354493 8.714035
DCR? slope —0.1135123 0.0482 —2.36 0.027 -0.2129923 —0.0140323
bias ~1.504511  0.6942449 -2.17 0.040 -2.937362 —0.0716595
: ORRL: BAAIGFFAMZMEEMZ; DCRL: PAFIBFFLIIBmIEHI%; ORR2: M AMEMEM*E; DCR2: H
BT TP 2 %

3.3.6. SRS

SR FH U 73 M PPAN 5 SRR RE 1 o 38— I B — R A 8 SRVTAd R s &85 SRR 20 o 285 R I S ORs
S 95CIs A ARk, X RIARE T 45 g T EEM . 45 R an1E 5(a)~(e) .
4. ¥ig

I A O R 1R R e Tt AR e o R OC B B A € TR 4 B sd et o0 Wb L AR R, B1R IE
MRS H, 3 8UMR M R o SISO SR 1A R 28 1, EHISS T )% REE
BRI A RE 71, B RIERRS T AT FIBOT AR [47]. BRI, PUIMAE AR BT VE AN B0 B AR A B8
(OCER RN, I8 I I s I Rg v, DR R EECIRAS,  DASEI PR 2R [48]. VEGF/VEGFRS 15 5 i #%
EON S . B T B AR R AN K R KRR . SRR T, Mgk
BAE S R F-1a (Hypoxia Inducible Factor-1a, HIF-1a), #Eifi#13# VEGF [)#%i5. VEGF Kk £ fh&hHy
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Figure 5. Sensitivity analysis. (a) ORR of cohort study; (b) ORR of single-arm test; (¢) DCR of cohort study; (d) DCR of
single-arm test; (e) mPFS of single-arm test

5. B S . (a) BABIAFZE ORR; (b) BERS ORR; (c) BAFIFFZ DCR; (d) #EHRFS DCR; () BBEWHR
mPFS

AR A R A R, 3% VEGF-A. VEGF-B. VEGF-C. VEGF-D. VEGF-E DI K G4 A K 1. JTHE
VEGF-A 5 VEGFR 454, Sk IS 5% S81%, HEShWN B AN iSRG, S 242 s ag o 0
AR LA (R R [49]-[51] - P A 26 4i@ L fH1E VEGF 5 VEGFR K454, dlkr VEGF {5 58 B 1%
T AR I AR R ARTT, BRI VEGF 1897 T RCA PR, RONRIT I RE b 5 P A T 24
Ik, F VEGF il 715 F A 250 FH R 24 BTt 70 1) 3 AU 4a . 1 90 000, VEGF AN RE I8 A8
B A& DR . BTk, P VEGF 25445 Sy ki 25 a4 5)(Immune Checkpoint Inhibitors, 1CIs) (]
IBCE I FH NP E JE 3 5 ok T A 220 ICIs 1) & B AR A 46 CTLA-4.PD-1 J¢ Hic & PD-L1 F1 PD-L2 [52]
[63]. —TPFAPLILE A 25 P& PD-1 G 7 B R ML IR S0 G RIS Som, %97 E B W 2k
HIALE] 47%, HATCHE AR 10 S A [54].

PUME A 2P 55 ADP 120 54 BiF (PARP) I I 7 2 [RIAFZE B RIAE A o Ui 8 A2 s 259 ml 5 5 b
SR B PR B R AR, o RV B S S R A, AT 5 R A A (R R B A D R R . XA A R A
X PARP il iUk . thAh, PARP Sl T LAIE ik BE T If 5 P Bz A= K DR R i i A A R 7 i) i
P B A I PR A SR /b 3 LA ¥ 7 A [55] [56] . — Tk T Je B 5 DUARER Sk G A 7 S BURR & K M N
B IGARBE R, SEMER R MR, BRI DRSS &7 T g m Mpfs (11.9
AHvs554H, HR=0.35, 95% Cl 24 0.21~0.57, HR =0.35, P <0.0001).

25 e R — AR I R R IO A R R (TR 254 . el #] VEGFR2. PDGFRA. FGFR1 #
I AME S T R (ERK) 15 50 % R UM /E T . 2018 4 5 H,  H [l [ 5 24 & i B A B e bt ¢
B e H TR 7 BRAE S AT IS R R B e B N A e . 2019 AR 6 H, B E R EUGRAL, K
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NN R R 5 — LR AT T 58 SRS AN AR 1) G A S 2 2 AR TR IR T 2557 SR, D T A
LB e IR IR T R A P R KPR PR

AR, FRATEVEAE T 16 TRAFIWF S 20 WA 7. 45K, =28 BAORIRGTT
WA R RT ORT Es  2e AE . FEIT RO T, X 16 TSR SR AT R, =B B e RER R T
BHHIR ] ORR (RR = 1.524, 95% CI: 1.370~1.694, P = 0.000)#1 DCR (RR = 1.196, 95% Cl: 1.104~1.295, P =
0.000), &RAGIFE L. KT=eM, &ELIARFHAOFEEL, 57, milk. FRLGEMEMH
YA T . %2 B B R A AT 47 1K (RR = 2.143, 95% Cl: 1.258~3.649, P = 0.005) Al F £ £ A 1E(RR =
2.250, 95% Cl: 1.027~4.928, P = 0.043) ) & 4= & B Wil i T Ay 4H . (HPRAL R 0 WKL A0 R ORL
SRR 2 RIS (P < 0.05).

SR, AT SR A LA RIVR IT 4G Z (R T RO 22 A 1k 22 e, 0l 22 2 3 Je Fh 2t g7 S AL
I BN G A B AU R BT O . — TR 43 91— LR VR T R B B R B S 1 (R PR A AL
[21]% B, 2% B JBBE W7 LT B g B B HA R, et REE R .. BAIRIT A0
P ) R T B T 4H.(93.33% vs 40.00%, P = 0.005), i it R AEF I K(8.5 N H vs4.0 A, HR
=0.29, 95% CI 4 0.12~0.69, P < 0.001). 5524530 7 HAHLL, BREIRT 40 b A Jo it e A A7 1 1 35 1
K:(8.5 ™H vs4.6 ™, HR=0.45, 95%Cl ¥ 0.18~1.10, P=0.037). =ZHHEHE AR M A ERZ AL
it (P <0.05). i WLAIAS R A HE & I . SRS, B 1R 2 %, 34U EAR
R R

AW FAFAE LR MR HE, = 1 FERAEAARM 2 AR EIRRIENR, R 767 8CR
P4Vl . UK, QI ST g M sl B A 7T, L A 7 AR SBAE BE N LA AN B VLRI, S 3077
FEIE R FME B, X AT RE AT FE 45 R AT SEME. 28 =, AW TMFEAREAX BN Bz 20
AR R RS I R 36 oK LU B 22 B 3 B 5 HABAS R VR 9T 77 (A S e va 7 BEIRIVR T FITBOT ) A Rl 22 4
Mo fERE—SRIRE R, AT 2 M KB BE NG ARG R AR R 2 B & SR AR RN 16T B
EARFRFEM R, —LIEFEFAT KRB PRI A B o AR VA 7 1R e % .

AWFFEUEH, Tk H, ERE5MTERRERITIGMEN, <P &R TR Ao . 5
St ST 8 IR TE N A REG M IR S R B B2 A U E R 22 A . R TER M A R R .
R LR ok AR AT, 2P BRI T NSIRN NS, BT SR T 2P 8 e in T id R
IR B BE AT B8 IR 7E #E4T R [58]-[64]
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