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[ Abstract] Objective: To systematically evaluate the efficacy and safety of paclitaxel dose-dense chemotherapy in primary

epithelial ovarian cancer. Methods: Conference-related abstracts and relevant articles were searched and manually retrieved

from Cochrane Library, Pubmed, Embase, Medline, CINK,
[ EH] 2018-11-16 [fEEEH] 2018-12-15 VIP, Wanfang, and CBM databases. We applied the

[(EE€TH] " ZHREAFZETRBEIITRITE (455 :  Cochrane bias risk assessment tool (version 5. 1) to evaluate
16040804010 the risk of bias, and meta-analysis was conducted by RevMan
[EiEE] “B A, E-mail: victorzhao@ 163. com 5.3 software. Results; A total of 11 randomized control trials
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(4,590 patients) were included. Meta-analysis showed that there was no statistically significant difference between the ex-
periment group and the control group in progression free survival (PFS) (HR =0.89,95% CI0.77 ~1.04,P =0.14) and
overall survival (OS) (HR =0.94,95% CI10.82 ~1.07,P =0.35). Patient survival rate, objective response rate (ORR)
and disease control rate (DCR) were not improved (P >0.05) , while the incidence of progressive disease (PD) reduced
(OR=0.5495% CI0.29 ~0.99,P =0.05). Subgroup analysis showed that dose-dense chemotherapy prolonged PFS in
elderly patients ( =60 years) and FIGO stage III-IV patients (P <0.05). Safety analysis showed that dose-dense chemo-
therapy increased the incidence of anemia (OR =2.35, 95% CI 1.38 ~3.99,P =0.002) and diarrhea (OR =1.74,95%

CI1.01 ~2.74,P=0.02) above grade 3. There were no statistically significant differences in other adverse reactions above

grade 3 (P >0.05). Conclusion; Dose-dense chemotherapy does not improve PFS, OS, ORR, DCR and survival rate in

patients with primary epithelial ovarian cancer, and may increase incidence of anemia, diarrhea above grade 3. However, it

may prolong PFS in elderly and advanced patients, and reduce the incidence of PD.
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Table 1. Basic Characteristics of Included Trials
Number of
First author/ Country Study  FIGO  patients Chemotherapy regimen Outcome indicator
Year type stage (weekly vs.
Every 3 weeks)
Every 3 weeks: ¢3W T 175mg/m* + q3W Car
AUC 5/6mg/mL/min
A. R. Clamp/ 1, 566 (522: Weeklyl:q1W T 80mg/m* + q3W Car AUC 5/ PFS, Grade 3 or above
2017017 Furopean RCT IC-1V 522.522) 6mg/mL/min adverse reactions
Weekly2: q1W T 80mg/m*> + qIW Car AUC
2mg/mlL/min
Every 3 weeks: ¢(3W T 175mg/m* + q3W Car
AUC 6mg/mlL/min
Weekly: qIW T 80mg/m> + ¢3W Car AUC
6mg/mL/min L e o
PFS, 08, Survival rate
. K. Chan/ : . wi i- P ’
J " han US, Canada, RCT IV 692 (346:346) Subgroup: Every 3 weeks(57) : without bevaci Grade 3 or above ad-
2016 South Korea zumab .
. . verse reactions
Weekly(55) : without bevacizumab
Every 3 weeks (225) ; with bevacizumab 15g/
kg
Weekly(219) :with bevacizumab 15g/kg
2
Shenbs Dy ine(l;y; week;/; q?:W T 180mg/m~ + q3W Car CR.PR.SD. PD., Grade
o) China RCT  ILIV  221(109.112) mg/mL./min s 3 or above adverse re-
2015 Weekly: qIW T 80mg/m~ + q3W Car AUC actions
6mg/ml/min T
Every 3 weeks: (3W T 175mg/m* + (3W Car
Li He/ ; > P -
lnyu[rzlo] e China RCT M-V 46(23:23) AUC unclear . C.R, PR, SD, PD, Sur
2015 Weekly: q1W T 70mg/m? + ¢3W Car AUC the vival rate
same dose as the control group
7 . o, 2 &
Sandro Pigna- E‘Sgﬁ?, g/eek[?/. q'3W T W G PFS, 08, Survival rate,
oY laly,France  RCT  IC-IV 810(406:404) memm . Grade 3 or above ad-
ta/2014 Weekly: q1W T 60mg/m~ + qlW Car AUC -
Smg/ml/min verse reactions
Every 3 weeks: (3W T 175 mg/m* + ¢3W Cis
75 mg/m?, or Car AUC 6mg/mL/min PES, 05, C.R’ PR, 5D,
van der Burg/ E ) RCT BV 267(133:134) 1 ) R PD, Survival rate,
2014122 uropean - : ere y:q1W T 90 mg/m +.q1W CIS.70 mg/ Grade 3 or above ad-
m”, or Car AUC 4mg/mL/min( both with three verse reactions
or six extended q3w cycles therapy)
7 . o, 2 Tve .
Noriyuki Kat- E\f,/r) 3 weeks: T 180mg/m~ + Car AUC 6 mg/ zgs ,P(F){S ,SSI)Ulr\l/)l]\;al(;iti,
sumata/ Japan RCT IV 631(312:319) —/m" ) PO, T, brade
2013123 Weekly:q1W T 80mg/m* + Car 3W AUC 6 3 or above adverse re-
mg/mL/min actions
Every 3 weeks: ¢3W T 175mg/m* + q3W Car
Wei  Chen/ i S Sur-
el " e China RCT LIV 78(39:39) AUC 5mg/mL/min . CIR, PR, SD, PD, Sur
2013 Weekly: qIW T 70mg/m* + q3W Car AUC  vival rate
Smg/mL/min
2
Dongmei ine(l;y; W;sek;/. q;’:W T 180mg/m” + q3W Car CR, PR, SD, PD., Sur-
Zhang/ China RCT M-IV 89(45:44) W me lm r;nm ) A vival rate, Grade 3 or
20132 Weekly: q W 80mg/m™ + q3W Car AUC above adverse reactions
6mg/mlL/min
o 2 c
Yunjun Liv/ E‘[]Je(gys ‘gv/eek[?/. q'3W 1 180me/m > G3W Car CR, PR, SD, PD, Sur-
J[%] China RCT -1V 65(32:33) g/ mb/min ) vival rate, Grade 3 or
2013 Weekly: qIW T 80mg/m~ + q3W Car AUC o
. above adverse reactions
6mg/mL/min
Every 3 weeks: (3W T 175mg/m2 + q3W Car
Ken  Shen/ AUC 5 mg/ml/min
hi T II-1 125(51.74 ival rate
200527 China RC v S(51:74) Weekly: qIW T 60 — 80mg/m? + (W Car Urvival rate

AUC 5 mg/mL/min

T Taxol ; Car:; Carboplatin ; Cis ; Cisplatin ; PFS ; Progression free survival ; OS ; Overall survival ; CR : Complete response ; PR ; Partial response; SD:Stable dis-

ease; PD ; Progressive disease
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Hazard Ratio Hazard Ratio

Study or Subgroup log[Hazard Ratio] SE Weight IV, Random, 95% CI IV, Random, 95% Cl
AR.Clamp/2017 0.0198 D047 31.8% 1.02[0.94,1.11]

JK.Chan/2016 -0.478 0.2236 83.6% 0.62 [0.40, 0.96]

Mariyuki Katsumatal2013 -0.2744 01039 211% 0.76[0.62, 0.93] s

Sandro Pignata/2014 -0.0408 0083 229% 0.96[0.80,1.158]

van der Burg/2014 -0.0619 D1432 155% 0.94[0.71,1.24]

Total (95% CI) 100.0% 0.89 [0.77, 1.04]

Heterogeneity, Tau®=0.02; Chi*=11.00, df=4 (F=0.03); F=64%
Testfor overall effect: Z=148 (P=0.14)
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Figure 4. Meta Analysis of PFS by Dose-dosen Chemotherapy and Three-week Chemotherapy
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Table 2. Meta Analysis of PFS by Dose-dosen Chemotherapy and Three-week Chemotherapy: A Comparison between

Subgroups
Result of
Subgroup siodics iwioded  patcats L o swe %% -
I
Cycle of Car/Cis
qlW T +@3W Car/Cis 302123 2,367 80% <0.01 Random  HR=0.82  0.63 ~1.08 0.16
qIW T +qlW Car/Cis 32123 2,121 0% 0.70 Fixed HR=1.01  0.93~1.09 0.82
Age
<60y 312123] 1,171 62% 0.07 Random  HR=0.94  0.72~1.22 0.62
=60y 302123 537 0% 0.54 Fixed HR=0.78  0.64 ~0.96 0.02
FIGO stage
IC-TI 302123 255 0% 0.67 Fixed HR=0.97 0.57~1.65 0.92
-1V 3[2123] 1,453 48% 0.10 Fixed HR=0.87 0.77~0.99 0.03
Residual disease
= lcm 302123 468 52% 0.12 Random  HR=0.92 0.63~1.33 0.64
>lem 312123] 550 58% 0.09 Random  HR=0.78  0.60 ~1.03 0.08
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Total {95% CI) 100.0% 0.94 [0.82, 1.07]

Heterogeneity. Chi*=4.99 df=3(F=017); F=40% 'EI.D1 Df1 1' 1'0 1EIEII

Test for overall effect Z=0.94 (P = 0.29)
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Figure 5. Meta Analysis of OS by Dose-dosen Chemotherapy and Three-week Chemotherapy
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Dongmei Zhangl2013 42 45 39 14 a49% 1.79(0.40,8.01] T

Limyun Hef2015 20 23 20 23 8% 1.00[0.18, 5.56]

Moriyuki Katsumatai2009 125 147 114 135 399% 1.05 [0.55, 2.00] —a—

van der Burgi2014 121 123 118 123 43%  2.56([0.49 13.47] ]

Wei Chenf2013 38 a8 a7 38 21% 205[0.18 23.63]

Yunjun Liw2013 13 32 11 33 144% 1.37 [0.50, 3.76] —

Zhenhua Du/2015 95 109 g7 112 275% 1.05[0.48, 2.249] T

Total (95% CI) 518 509 100.0%  1.22[0.82,1.81]

Total ewents 454 436
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Figure 6. Meta Analysis of ORR(CR + PR) by Dose-dosen Chemotherapy and Three-week Chemotherapy
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Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI

Dongmei Zhangl2013 42 45 39 44 A9% 1.79[0.40,8.01]

Limyun Hef2015 20 23 20 23 8% 1.00(0.18, 5.56]

Moriyuki Katsumatar2009 125 147 114 135 39.9% 1.05 [0.55, 2.00] —a—

van der Burgi2014 121 123 118 123 43% 2.56([0.49 13.47] T

Wei Chenf2013 3B 38 37 3/ 21%  205[018, 23.63)

Yunjun Liw2013 13 32 11 33 144% 1.37 [0.50, 3.76] — -

Zhenhua Duf2015 95 109 g7 112 27.5% 1.05[0.48, 2.249] T

Total (95% CI) 518 509 100.0%  1.22[0.82,1.81]

Total events 454 436

Heterogeneity: Chi®=1.66, df= 6 (P =095); F=0% ID.D1 D!1 ] 1'0 1DDI

Testfor overall effect Z= 0898 (F=0.32)
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Figure 7. Meta Analysis of DCR(CR + PR + SD) by Dose-dosen Chemotherapy and Three-week Chemotherapy
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Events Total Evenis

three weekly

Total

Weight M-H, Fixed, 95% CI

Dongmei Zhangi2013 g 446 L] 44 16.2%
Linyun Hef2015 g 23 3 23 9.0%
Moriyuki Katsurmatar2009 4 147 g9 1358 31.4%
van der Burgi2014 2 123 L] 123 16.9%
Wei Chenf2013 1 38 2 ] B.7%
Yunjun Liu2013 1 32 2 33 B.6%
Zhenhua Dur2015 3109 4 112 13.2%
Total (35% CIj 518 509 100.0%
Total events 17 30

Heterogeneity: Chi*=113, df=6(P=098); F=0%
Testfor overall effect: 2= 2.00 (P = 0.09)
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Figure 8. Meta Analysis of PD by Dose-dosen Chemotherapy and Three-week Chemotherapy
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Table 3. Meta Analysis of Survival Rate by Dose-dosen Chemotherapy and Three-week Chemotherapy

Number of pa-

Result of

Survival rate Number of studies in- tients ( weekly peterogeneity test ~ Effect I%ffect 959% CI 4
cluded vs Every 3 2 model size value
weeks ) I P
1-year survival rate 6[18:2021,23-24.27] 1,177/1,205 0% 0.85 Fixed OR =1.05 0.83 ~1.33 0.70
2-year survival rate 6[18.2124.27] 1,287/1,316 7% 0.37 Fixed OR=1.10 0.93 ~1.31 0.27
3-year survival rate 6118,2021,23,25:26] 1,164/1,169 0% 0.28  Fixed OR=1.10 0.91~1.33  0.34
4-year survival rate 4018,21-23] 1,197/1,103 0% 0.87 Fixed OR=1.23 0.95~1.59 0.12
5-year survival rate 2[20.22] 335/342 0% 0.36 Fixed OR=1.18 0.87 ~1.60 0.30
2.3.5 3Z/ALRRERE 8 Iy =2.35,95%CI 1.38 ~3.99,P =0.002) .} 75 (OR
X3 UL BN ROV AT T HRE 3 4 341 Z B =1.74,95%CI1.01 ~2.74,P =0. 02) K/EH, %57
B A RPE RN L D RO TS 2 IS dRbRdl,  AGiHEE o AR 3 LD AN RV Ak A

B RTFE AL S B , e [ 5 SR A A, HAx 4%
WFFEHEAR U AE S T, 18 T BEALAOM A L . Meta
OIMTAE R R AR AT i 3 L B AL (OR

PERLZR LI | A PR AR D | MRS G |
MR | P 22 7 P 2H 22 S e e i i (P >
0.05),0W.%4,

x4 ECEFEFENTE=ANT 3 U LETR R LER Meta S4TiL &2

Table 4. Meta Analysis of Grade 3 or above Adverse Reactions by Dose-dosen Chemotherapy and Three-week Chemo-

therapy
Number of Result of
v R o L
Every 3 weeks) r P
Anemia 6118,2123,25.20] 1,261/1,268 77% <0.01 Random  OR=2.35 1.38~3.99 <0.01
Febrile neutropenia 7117-19,21-23.26] 2,371/1,858 16% 0.31 Fixed OR =0.95 0.71 ~1.26 0.71
Neutropenia 4118.21.23.26] 1,083/1,090 2%  0.01 Random  OR=0.81 0.51~1.29  0.37
Thrombocytopenia 5018.2123.26] 1,216/1,224 79% <0.01 Random  OR=1.03  0.53 ~2.01 0.93
Peripheral sensory neuropathy ~ 4L17-18.23,20] 1,728/1,212 71%  0.02 Random  OR=0.79 0.39~1.57  0.49
Nausea 6L 18:19,21:23,20] 1,325/1,336 64%  0.02 Random  OR=1.39 0.73-~2.64  0.31
Vomiting 6118-19.21-23.26] 1,325/1,336 55% 0.05 Random OR=1.50 0.69 ~3.24 0.30
Diarrhea 6118:19.21-23,20] 1,325/1,336 29%  0.22 Fixed OR=1.74 1.10~2.74  0.02
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Figure 9. Egger’s Test for PFS and OS and Funnel Plot of ORR

A PFS Egger’s test; B: OS Egger’s test; C; Funnel plot of ORR
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