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Efficacy and Safety of Apatinib Mesylate Combined with Etoposide in the Treatment of
Platinum-Resistant Recurrent Ovarian Cancer”

WU Yanfang, CHEN Lei ( Dept. of Gynaecology and Obstetrics, the Sixth Medical Center of PLA
General Hospital, Beijing 100048, China)

ABSTRACT OBJECTIVE: To probe into the efficacy and safety of apatinib mesylate combined with etoposide in the
treatment of platinum-resistant recurrent ovarian cancer. METHODS: A total of 115 patients with platinum-resistant
recurrent ovarian cancer admitted into the hospital from Jan. 2018 to Dec. 2021 were prospectively extracted as the
research objects. According to the random number table method, all patients were divided into the treatment group 1
(n=38), treatment group 2 (n=38) and treatment group 3 (n=39). Treatment group 1 was treated with oral
apatinib mesylate, treatment group 2 was given oral etoposide, and treatment group 3 received apatinib mesylate
combined with etoposide. The efficacy, CA125 level and adverse drug reactions of three groups were compared for 6
cycles of treatment, and the progression-free survival time was recorded during follow-up. RESULTS: The isochronous
rank sum test showed that there was statistically significant difference in the efficacy of three groups (X*=15.789, P<
0.05), and the CBR and ORR of treatment group 3 were significantly higher than those of the treatment group 1 and
the treatment group 2 (X* were 7. 546 and 11. 871 respectively, P<0.05). Repeated-measures analysis of variance
showed that there were statistically significant differences in the point-in-time, between-group, and between-group
interactions of CA125 levels among three groups ( P<0.05). Results of the two comparisons showed that there was no
statistically significant difference in CA125 levels among three groups before treatment ( P>0.05), and the CA125
level in treatment group 3 after treatment was lower than that in treatment group 2 and treatment group 1, with
statistically significant differences (P<0.05). The CA125 levels of three groups after treatment were significantly lower
than those of the same group before treatment, and the differences were statistically significant ( P<0.05). There was
no significant difference in the incidence of adverse drug reactions among three groups ( P>0.05). Kaplan-Meier

survival analysis showed that the progression-free survival time of treatment group 3 was longer than that of treatment
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group 2 and treatment group 1, the difference was statistically significant (X* =18.552, P<0.05). CONCLUSIONS;

Apatinib mesylate combined with etoposide has better efficacy in the treatment of platinum-resistant recurrent ovarian

cancer, which can effectively reduce the CA125 levels, without increasing the risk of adverse drug reactions.

KEYWORDS Platinum-resistant recurrent ovarian cancer; Apatinib mesylate; Etoposide; Monotherapy; Combination

therapy; Efficacy; Safety
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W], W31 O S AL T B E R, 2 90% [N £ 25 Tt 25 T BT
B BEAEBFITLE AR MG A U R R kTR
{1 T2 DR 3R, B0 AL A AR T R M R IR R
PR PR 9] P e e L 242 94 LA PN B A PR 1 32 4 2 L)
TR 22 SR 2 B A B R e T B IR IR T, LAY
25 R WAL LA YT T R B RAFRICR Y, AT
S 0 M JE A S IR 24, 2 — D S A e T4 5 7
W R V2 107 T B LR (7R 971 P BT R P
TEPEARAEF  (HX T 280007 R W) 2 R VR B0 S, B 2536
T RCEBAR 3T, AW T0HE R BT 1 5 JE 454
FEIRH ISR 7 25 52 % B0 S, O 55 W RR R Bl iy ¢ Je 5

WRFCIATE 2538 7 UEA T ) %) BRI 5, 5 A 24630 HP 0t 15R oT hy
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1.1 #ERRRE

HBEVELER 2018 4F 1 A & 2021 4 12 A R BRI B4ATH
25 RN B LIS BRI 5, N A bR - 400 B ik
Jed A AR KR 5 6 B 28 25 W Ah 9T 5 PP A R 0 20 R s AE A
/0 14N =10 mm ATESRAL 38 R U9 S W AR
Wi>3 A H B ARG R B Bkt 15, HEBRbRE .
HIZZGALS Y R DO AR > 6 A H 5 I AE A i 25 4
IRYT S I T Re ™ B E 7 O IEROR X TS 2 )
A2 530 1A A2 FAR BT silE KRR 25 Y67 % 5
INHIBERR ANRERCA AR , FBHLECT R0 B # N8
I7 14 AT 2 AAYTY 3 4, =4l R 4RI G BRI K [ i
RN (FIGO) 55— B gt B W] Lk, L3R 1, A
Y07 RAFAME RS By 2T At v (HLVE S HZKY-PJ-2022-46)

®1 ZHBE-RABLEE

Tab 1 Comparison of general data among three groups

o /= ) T — (| E— o
9T 1 4(n=38) 52.61+8.20 11(28.95) 21(71.05) 30(78.95) 8(21.05) 19(50.00) 19(50.00)
AT 241 (n=38) 52.81+8.13 10(26.32) 28(73.68) 28(73.68) 10(26.32) 20(52.63) 18(47.37)
9T 34 (n=39) 52.33+8.07 13(33.33) 26(66.67) 29(74.36) 10(25.64) 22(56.41) 17(43.59)
A 0.034 0.108 0.073 0.053

P 0. 967 0.742 0.787 0.818

1.2 FHik

(1)IRYT 1 AR F IR P e e 2 JE e [ RS . 2 BT iy
R (C,HyuyN,0) 3 0.25 ¢],1 ¥ 850 mg, 1 H 1 3%, B K%
IR V69T 6 AN JE WL, (2) 1697 2 A 83 1 RIS IH 7 3O 2
(HUFE .50 mg),1 YK 100 mg, 1 H 1 ¥, Frge 0k 14 d, 1524
1,3 EN LA IEYT 6 AR, (3) i 3 ABRESLT
FH it R BT DA 25 JE Bk B AR HEIH HIR T - H R R T IE 2 JE e (LA
] ) WA 4 253004y 250 me/d, 1 A 1K, BEZEIRA 1 UG HR
PR AU B O IR 7 o, B KA AN 3T 500 mg/d; H R
AT, 1 H 50~75 mg, 1 H 1R, 8 0]k 14 d, 42
25 18,3 FRh 1 AR IR97 6 AR,
1.3 IR

(1) FhIBUE B IR IT 05 I & K 3 mL, B0 43 B B
W ARROAARRN 8 RGeS ikl CA125
A KPR 0 AR TFRAE Y R E R AR, (2) B
Vi, 105 B ok R A A, ot R AR A I iR T T IR s

PEERTZS M S8 2022 4E45 22 55 11 1]

RSB R AT, (3) LA A B E IR T I RN ROV &
AN L, $4 55 1B B R e 5T i FH B MEARE 3. 0 WRaIFAT T —
VAT,
1.4 FTREERRAE

IBIT 6 R G HEAT AR S B A 4 IR T RO Al
e e P b v U AT RO S . I UE R (PD) LR AE
H) R K AR B AIE N >20% s R 16 Fa 8 (SD) - SELR M5 kL AR 4k ; 35
IYERAR(PR) - BARIA k: BLAR 2 A B 28 905 kL 45 /N> 30% 5 5¢E
S (CR) T A H b5 b 3535 255 I R 38 %45 % (CBR) =
( PR B HI55+CR 54155 +SD S 41550 / B Bl 5 x 100% , 5 %%
f# 2 (ORR) = (PR % BI50+CR TR BIE0) /M5 Bl 5 < 100% .
1.5 SHitEFE

NFH SPSS 22. 0 #RAF HEAT RS 0BT 97 80 A R OB AF T
BRI (%) Fm ATXC K5 BRI 475 & IE A4 4 19
THE PRV xas 7R, A8 KA P9 LU 0 AT ST B XS REAS ¢
g, AN ] B () A 3 St B ORE R 2 B D A 22 40 0, SR
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Kaplan-Meier B2 Joilt A A7 12k P<0. 05 S22 7
FE X,
2 #R
2.1 ZHABETHEER

SRR IR SE R Bon | S BTN E BTS2
B (X*=15.789,P<0.05) , HIAJT 3 4 H# W CBR.ORR Hi
WETIWHRIT 1H RIF 2 H X 43918 7.546,11.871, P<
0.05), 5% 2,

HA%

2.2 ZABREEBTIEMEREDKFELRE

LM T 220 85 1 BoR, 4L E CA125 K F By i
ML B S A R 2 HAE IR, 25 R A St R L
(P<0.05),UL5% 3, Wi LA 45 R B, VAT AT, = R
CA125 /KA LA, 22 R eG4 L (P>0.05) 53R97 )5, iR
7 3 B CALS K RARFIRYT 2 41 JAYT 1 L, 25 F
Gt L (P<0.05) ; —AUEFERITIE 1Y CA125 K-8 Rl 40
TRYT AT RAIG , 2 R A G2 L (P<0.05) , W3 3,

®2 ZABETRLE[6I(%)]

Tab 2 Comparison of efficacy among three groups [ cases ( %) ]

401 CR PR S PD CBR ORR

97 1 41(n=38) 1(2.63) 9(23.68) 20 (52.63) §(21.05) 30 (78.95) 10(26.32)
I 241(n=38) 1(2.63) 4(10.53) 22(57.89) 11(28.95) 27 (71.05) 5(13.16)
7 341(n=39) 6(15.38) 13(33.33)% 18 (46.15) 2(5.13) ** 37(94.87) “* 19 (48.72) **
X2 15.789 7.546 11.871

P <0.001 0.017 0.002

8P LI, * P<0.05; 53877 2 LA, *P<0. 05

Note:s. treatment group 1, * P<0.05; us. treatment group 2, *P<0.05

R3I ZHABERTEIGMEREYKFELLE (xes)
Tab 3 Comparison of tumor marker levels among three
groups before and after treatment (x=s)

3 - _ CA125/(U/mL)

TRYT R gl F P
BT 18 (n=38)  167.56+61.81  110.52433.77  Fyp=146.617 Py, <0. 001
W2 (n=38)  168.79£64.96  128.91£33.70% Fum=3949  Py=0.02
M7 34(n=39) 168.50£63.80  80.82+27.79%% Frey=6.941 Py =0.001
! 0.004 22.3%
P 0.9% <0.001

AT 1AL,
Note:vs. treatment group 1,
2.3 ZHBEARREEZEBRILE
BB Z 7 R B A SR BN & AR
IR, 2R LGIE L (P>0.05), L% 4,
2.4 :ﬂ%\%%ﬁﬁiﬁ%}ﬂttﬁ
FEVIARZ 2022 4E 4 H | BETIE] 4~52 4 H VRY7 1 4
HICIRAELF A (6.67+2.05) A H , Fh A7 JC 1t 1 A= 77 301
6. 740 ™ 1697 2 AL A Tk R A A R (6.0322.10) M A,
T T R AEAE AN 6. 084 N 5IRYT 3 4L E TC i R A A7
H(7.90=1.81) A~ H, o4 ¢ ik & A A7 W1k 7.900 A~ A
Kaplan-Meier £ f753 8T S, VAYT 3 418835 09 JC i i 2 A7 301
BRFHRIT2HEIT 14, LRWARIT¥E XX =
18.552,P<0.05) , W& 5 K 1,
3 itig
BT 25 78 R A ARZE 2R T I e SR AR a2
HAERZ3897 6 A WA K BT 24 52 % P B0 51930 5 I_FH_
%%4’5%6‘3*”"“ Wil A= 2 R 1) 25 W A R BOR 5 AT AN W 52
3, R AT 259 B B AR 7 S B R i g vz v
?A&@H*@E’amﬂ THICHF R 45 R B R MR 2 h
F O U | 2000 1 Jre 55 P i e A Y 10 A7 AR R RS G R
Y 400 ) 04 A RN R 1) S B Sy BELIBT 148 PN B AR IR 32
R 2 5 5m i PR AR BT JE A T RN A I A A
A, AT A R T A N R A K R TSR 2 IR =B

* P<0.05; 53497 2 4LH 8, *P<0. 05
*P<0.05; vs. treatment group 2, *P<0.05
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R4 ZHBETREEEZEBREE[F( %) ]
Tab 4 Comparison of adverse drug reactions among three
groups [ cases ( %) ]

i 4 1% 1% IES V4
Zh WP 14(n=38)  7(18.42)  4(10.53)  2(5.26) 0(0)
W24 (n=38) 14(36.84)  8(21.05)  0(0) 0(0)
W34 (n=39)  10(25.64)  6(15.38)  2(5.13)  0(0)
FiLHE znrlrﬁm 38)  8(21.05)  7(18.42)  1(2.63) 0(0)
WP 24(n=38)  5(13.16)  5(13.16)  0(0) 0(0)
WIF3M(n=39)  7(17.95)  7(17.95)  3(7.69)  0(0)
il iéak‘ﬁmn:a ) 9(23.68)  7(18.42)  5(13.16)  0(0)
T 24 (n=38)  5(13.16)  5(13.16)  0(0) " 0(0)
WT3MA(r=39)  10(25.64)  7(17.95)  6(15.38)* 0(0)
AL T 14 (n=38) 14(36.84)  5(13.16)  3(7.89)  0(0)
W24 (n=38)  20(52.63)  9(23.68)  6(15.79)  0(0)
HWIF3H(n=39)  18(46.15)  6(15.38)  4(10.26)  0(0)
EHR W1 (n=38)  10(26.32)  5(13.16)  1(2.63)  0(0)
WP 2H(n=38)  7(18.42)  8(21.05)  3(7.89) 0(0)
W3 (n=39)  8(20.51)  6(15.38)  2(5.13)  0(0)
MEEER W7 14(n=38)  5(13.16)  4(10.53)  0(0) 0(0)
Wr24(n=38)  3(7.89)  3(7.89) 3(7.89)  0(0)
i‘éﬁﬂﬂ(n 39)  4(10.26)  3(7.69) 1(2.56)  0(0)
FFshigEmtln BT 14 (n=38)  3(7.89)  2(5.26) 0(0) 0(0)
WP 4 (n=38)  5(13.16)  4(10.53)  1(2.63)  0(0)
mrarﬁm 39)  4(10.53)  3(7.69) 1(2.56)  0(0)
MM AP 14(n=38)  11(28.95)  4(10.53)  0(0) 0(0)
mJ“Zfﬁ(n /) 3(7.89)*  5(13.16)  0(0) 0(0)
W34 (n=39)  9(23.08)  5(12.82)  2(5.13)  0(0)
KA BIF 141(n=38)  13(34.21)  5(13.16)  3(7.89) 1(2.63)
iﬁﬁzrﬁm 38)  14(36.84)  5(13.16)  3(7.89) 3(7.89)
WF3M(n=39)  16(41.03)  8(20.51)  4(10.26)  2(5.13)

T SIRST LA,

Note:vs. treatment group 1,

P<0.05; 53477 2 4LH 8, *P<0. 05
*P<0.05; vs. treatment group 2, *P<0. 05
R5 ZHBERHREFEBERILE
Tab 5 Comparison of progression-free survival among

three groups

i : %ijké’#ﬁ%ﬁ%ﬂ”ﬁ Log Rank
i FRfER 95%CICFIR~ER)  x? P

IT 1 (n=38) 6.740 0.329 6.095~7.385 18.55  <0.001

BT 2 4 (n=38) 6.084 0.341 5.416~6.752

BT 3 4(n=39) 7.900 0.290 7.332~8.468
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Fig 1 Kaplan-Meier chart of progression-free survival
among three groups
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