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A Meta Analysis of rh-Endostatin Combined with Chemotherapy

for Advanced Small Cell Lung Cancer
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Abstract: [ Objective | To evaluate the efficacy and safety of rh-endostatin plus chemotherapy in the
treatment of advanced small cell lung cancer(SCLC). [Methods | The randomized controlled trials on rh-
endostatin combined chemotherapy for advanced SCLC were searched from PubMed , EMbase , Cochrane
library , CNKI, Chinese biomedical literature database and Wanfang database. RevMan 5.3 software was
used to analyze studies that met the inclusion criteria. [Results] Nine clinical trials involving 661 pa-
tients with advanced SCLC were included. Meta analysis results suggested that the objective response
rate and disease control rate of the rh-endostatin combined with chemotherapy was higher than that of
chemotherapy alone group (RR=1.37,95%Cl:1.21 ~1.55,P<0.001;RR =1.14,95% C1:1.06 ~1.22, P=
0.0007 , respectively). It increased the PFS for half a year(RR=1.83,95% CI:1.12~3.01, P=0.02) and the
PFS for 1-year(RR=3.67,95%Cl:1.72~7.86, P=0.0008). The 2-year OS was extended(RR=3.53,95%ClI :
1.74~7.14, P=0.0005),but there was no significant difference in 1-year OS (RR=1.26,95%CI.0.86~
1.86,P=0.24). There were no significant differences between the two groups in the occurrence of
leukopenia , thrombocytopenia, hemoglobin reduction, liver and kidney function damage and gastrointesti-
nal reactions. [ Conclusion] rh-Endostatin plus chemotherapy in the treatment of advanced small cell
lung cancer is safe and effective.
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Table 1 General characteristics of included studies
No.of patients Treatment method
Stud i Cycle Ind
udy Control group Experimental group Control I gyl pelke ek
(average age)  (average age) group
Dai XL 20125 50(52.3+£3.7) 50(52.3+£3.7) EP  EP+endostatin 15mg/d,d, 2 ORR.DCR.AE
Chen JH 2013 19(56.0+1.8) 24(57.0£2.3) EC  EC+endostatin 15mg/d,d; 4 2 ORR.DCR.AE
Xiao Y 2017 41(52.3£5.1) 47(56.1+4.7) P [P+endostatin 15mg/d,d;., 2 ORR.DCR.OS.PFS . AE
Wang F 2016 31(52.3£5.1) 37(56.1+4.7) P [P+endostatin 15mg/d,d,., 2 ORR.DCR.OS.PFS AE
Su L 2011" 25(-) 22(-) EP  EP+endostatin 15mg/d,d,_, 2  ORR.DCR.AE
Hu HT 20111 44(57.8+11.9) 45(56.6x12.2) TP TP+endostatin 15mg/d,d,_, 2 ORR.DCR
Wang ZJ 20111 20(57.2) 20(56.0) EP  EP+endostatin 15mg/d,d, 2  ORR.DCR.AE
Li KY 201012 24(-) 24(-) EP  EP+endostatin 15mg/d,d, 2 ORR.DCR.AE
Shun Lu 2015™ 69(58.2+7.8) 69(57.7+8.4) EC  EC+endostatin 7.5mg/m?,d,_, 4~6 ORR .DCR.OS.PFS

EP:etoposide + cisplatin; EC:etoposide + carboplatin;IP:irinotecan + cisplatin; TP :topotecan + cisplatin; ORR :objective response rate ; DCR : disease

control rate ; PFS: progress free survival ; OS:overall survival ; AE :adverse event; “~":not given
Experimental Control Risk ratio Risk ratio

Study or subgroup  Events  Total Events Total Weight M-H.Fixed,95%CI M-H . Fixed .95%CI
Shun Lu 2015 52 69 46 69 269%  1.13(0.91~1.40)
Dai XL 2012 32 50 19 50 11.1%  1.68(1.12~2.54) *
Li KY 2010 19 24 14 24 82% 1.36(0.91~2.02) T
Wang Z] 2011 14 20 9 20 53% 1.56(0.89~2.73) T
Wang F 2016 22 37 15 31 9.6% 1.23(0.78~1.93) S
Xiao Y 2017 28 47 18 41 11.3%  1.36(0.89~2.06) T
Hu HT 2011 38 45 27 44 16.0%  1.38(1.05~1.80) =
Su L 2011 15 22 10 25 5.5% 1.70(0.98~2.98) I
Chen JH 2013 16 19 12 24 62%  1.68(1.08~2.63)
Total(95%CI) 333 328 100.0%  1.37(1.21~1.55) ¢+
Total events 236 170
Heterogeneity : Chi’=5.92 ,df=8 (P=0.66) ; P=0% i I f 1

. 0.01 0.1 1 10 100
e ey Favours[experimental|  Favours|control]

Figure 2 Meta-analysis result of objective response rate
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Experimental Control Risk ratio Risk ratio
Study or subgroup  Events  Total Events Total Weight M-H.Fixed,95%CI M-H ., Fixed.,95%CI
Shun Lu 2015 57 69 58 69 232% 0.98(0.85~1.14) L
Dai XL 2012 37 50 30 50 12.0% 1.23(0.93~1.63) 1=
Li KY 2010 22 24 19 24 7.6% 1.16(0.91~1.47) ™
Wang 7] 2011 15 20 14 20 5.6% 1.07(0.73~1.57) -
Wang F 2016 37 37 25 31 11.1%  1.24(1.04~1.48) =
Xiao Y 2017 42 47 31 41 132% 1.18(0.97~1.44) ™
Hu HT 2011 42 45 36 44 14.6% 1.14(0.97~1.34) il
Su L 2011 17 22 15 25 5.6% 1.29(0.87~1.91) e
Chen JH 2013 18 19 20 24 71%  1.14(0.92~1.40) T™
Total(95%CI) 333 328 100.0%  1.14(1.06~1.22) '
Total events 287 248
Heterogeneity : Chi’=5.51 ,df=8(P=0.70) ; P=0% = = = =
Test for overall effect:Z=3.39(P=0.0007) U il . ! 10 1oy

Favours[experimental] ~ Favours|control]
Figure 3 Meta-analysis result of disease control rate

Experimental Control Risk ratio Risk ratio

Study or subgroup  Events  Total Events Total Weight M-H,Random,95%CI M-H,Random,95%CI
6m-PFS
Shun Lu 2015 41 69 32 69 31.0% 1.28(0.93~1.76) il
Wang F 2016 21 37 7 31 20.2% 2.51(1.24~5.11)
Xiao Y 2017 27 47 10 41 23.3% 2.36(1.30~4.26)
Subtotal(95%CI) 153 141 74.4% 1.83(1.12~3.01) >
Total events 89 49
Heterogeneity : Tau’=0.12; Chi’=5.31,df=2(P=0.07) ; P=62%
Test for overall effect:7=2.39(P=0.01)
lyear-PFS
Wang F 2016 13 37 3 31 11.6% 3.63(1.14~11.59) I —
Xiao Y 2017 17 47 4 41 14.0% 3.71(1.36~10.13) S
Subtotal(95%CI) 84 72 256%  3.67(1.72~7.86) -
Total events 30 7
Heterogeneity : Tau’=0.00 ; Chi’=0.00 , df=1(P=0.98) ; P=0%
Test for overall effect:Z=3.36(P=0.0008)
Total(95%CI) 237 213 100.0%  221(1.37~3.58) >
Total events 119 56 ) ) ) )
Heterogeneity : Tau’=0.17 ; Chi’=10.20,df=4(P=0.04 ) ; P=61% ! ) J '
Test for overall effect:2=3.24(P=0.001) 0.0lFavourslg;i)erimemalj l l“avourS[colr?lrolJ t
Test for subarouo differences : Chi’=2.26,df=1(P=0.13) ; P=55.7%
Figure 4 Meta-analysis result of progress free survival
633




Journal of Chinese Oncology,2020,Vol.26,No.7

o AR 8 TS HGE T /N AR U 1 15
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2.26,P=0.26) (Figure 7)
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(RR=1.51,95%CI:0.79~2.90, P=0.21) (Figure 8),
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Test for overall effect:Z=0.63 (P=0.53)

Experimental Control Risk ratio Risk ratio
Study or subgroup  Events ~ Total Events Total Weight M-H,Random,95%CI M-H,Random,95%CI
1-year OS _J_
Shun Lu 2015 35 69 38 69 27.1%  0.92(0.67~1.26)
Wang F 2016 23 37 12 31 22.8%  1.61(0.96~2.67) =
Xiao Y 2017 28 47 16 41 242%  1.53(0.97~2.39) i
Subtotal(95%CI) 153 141 741%  1.26(0.86~1.83) -
Total events 86 66
Heterogeneity : Tau’=0.07 ; Chi’=5.07 ,df=2(P=0.08 ) ; P=61%
Test for overall effect:Z=1.19(P=0.24)
2-year OS
Wang F 2016 14 37 3 31 11.1% 3.91(1.24~12.37) —_—
Xiao Y 2017 19 47 5 41  149%  3.31(1.36~8.09) =m—
Subtotal(95%CI) 84 72 259%  3.53(1.74~7.14) .
Total events 33 8
Heterogeneity : Tau’=0.00 ; Chi’=0.05 , df=1(P=0.82) ; P’=0%
Test for overall effect:Z=3.50(P=0.0005)
Total(95%CI) 237 213 100.0% 1.68(1.04~2.71) >
Total events 119 74 ) . ) )
Heterogeneity : Tau’=0.19 ; Chi’=14.50 , df=4 (P=0.006 ) ; ’=72% 0'01 0 '1 1 1'0 160
Test for overall effe.ct :2:2'12(P2,9'03) Favours[experimental]  Favours[control]
Test for subarouo differences : Chi’=6.27 ,df=1(P=0.01) ; ’=84.1%
Figure 5 Meta-analysis result of overall survival
Experimental Control Risk ratio Risk ratio

X - i %C1 M-H, Fixed ,95%CI
Shun Lu 2015 20 69 15 69 30.9% 1.33(0.75~2.38) T
Dai XL 2012 8 50 7 50 14.4% 1.14(0.45~2.91) e
Li KY 2010 3 24 3 24 6.2% 1.00(0.22~4.47) - 1T
Wang Z] 2011 2 20 3 20 6.2% 0.67(0.12~3.57) —
Wang F 2016 8 37 5 31 11.2% 1.34(0.49~3.68) =
Xiao Y 2017 8 47 9 41 19.8% 0.78(0.33~1.82) e [
Su L 2011 4 22 3 25 5.8% 1.52(0.38~6.04) - 1
Chen JH 2013 2 19 3 24 55% 0.84(0.16~4.54) o
Total(95%CI) 288 284 100.0% 1.12(0.79~1.58) >
Total events 55 48
Heterogeneity : Chi’=1.86,df=7(P=0.97) ; F=0% F t t i

0.01 0.1 1 10 100

Favours[experimental|  Favours|control]

Figure 6 Meta-analysis result of leukopenia
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Experimental Control Risk ratio Risk ratio
Study or subgroup  Events  Total Events Total Weight M-H,Fixed,95%CI M-H, Fixed,95%CI
Shun Lu 2015 13 69 13 69 582%  1.00(0.50~2.00) o
Dai XL 2012 3 50 2 50 9.0%  1.50(0.26~8.60)
Li KY 2010 2 24 2 24 9.0%  1.00(0.15~6.53)
Wang ZJ 2011 2 20 2 20 9.0%  1.00(0.16~6.42) .
Wang F 2016 3 37 0 31 2.49% 5.89(0.32~109.91) :
Xiao Y 2017 4 47 0 41  2.49% 7.88(0.44~142.02) Lt
Su L 2011 2 22 1 25 42% 2.27(0.22~23.38)
Chen JH 2013 0 19 1 24 6.0%  0.42(0.02~9.69)
Total(95%ClI) 288 284 100.0%  1.35(0.80~2.26) -
Total events 29 21
Heterogeneity ; Chi’=4.06 , df=7 (P=0.77) ; P=0% F t t i
Test for overall effect: Z=1.13 (P=0.26) 0.01 0.1 1 10 100

Favours[experimental]  Favours[control]
Figure 7 Meta-analysis result of thrombocytopenia

Experimental Control Risk ratio Risk ratio
Study or subgroup  Events  Total FEvents Total Weight M-H.Fixed,95%CI M-H. Fixed ,95%CI S
Shun Lu 2015 11 68 769 51.8%  1.59(0.66~3.87) e
Wang F 2016 5 37 3 31 24.3% 1.40(0.36~5.38) s
Xiao Y 2017 5 47 3 41 23.9% 1.45(0.37~5.71) i
Total(95%Cl) 152 141 100.0%  1.51(0.79-2.90) -
Total events 21 13
Heterogeneity : Chi*=0.03 , df=2(P=0.98) ; P=0% F t o 1
Test for overall effect:Z=1.25(P=0.21) 0.01 0.1 . 1 10 100

Favours[experimental|  Favours|control]
Figure 8 Meta-analysis result of hemoglobin reduction

Table 2 Comparison of liver and kidney function damage and gastrointestinal response in two groups

included N n N P P method RR(95%ClI) P
Liver function damage 7 10 219 9 215 0% 100 M-H,Fixed  1.15049~272)  0.74
Renal function damage 7 8 219 2 215 0% 097 M-H,Fixed 3.060.86~10.95)  0.09
Gastrointestinal response 5 10 149 8 145 0% 085 M-H,Fixed 1.28(0.51~3.30) 0.59
o SE(LogRR]) ‘ 110 240 i PR AT A0 < e g A ) A
A RLEEZ TR A 0 A ) A Bk A i 4 N B
ol o P Zyuomaes, Barc ) TG IR . HAEH
fol L] =2 230 3490 1) PN 200 L S % i 490 o) e 2 i
ol 80 A LA A K LT e R 20 1 SR AR 4 AT K
HELH S0 f1 g s R AEAL R H B, R A R
sl [ e VBRI OB, (05T S R 0 0 TE
{ § \ R AR i 88 ZH 40 VEGF 2 ik 7K 17181
oul N T
A FHF AR /N M P D0 R0 B 1 5k
- . R S RR | oo [ i R JHE LA 26 2
001 o1 : 10 1001 e bty ELA B A (9 B IR 281 7l /N 2
P 1 T390 ol PR 3 v 20 LR R B NP 7 8 (K
Figure 9 Funnel plot of all studies on DCR in meta-analysis LR A A ) X L 24l NP 7 22 3607 W 301 1F
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/N4 it s 7 A8 5 2E R IS ] (time to progression,
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