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A Meta-analysis of Concurrent 3-DCRT Plus S-1 in Treatment of

Elderly Patients with Esophageal Cancer in Chinese Population
QIU En-yi',ZHAO Xi-yue?,JIN Zhang', et al.

(1. Dingli Clinical Institute of Wenzhou Medical College , Wenzhou Central Hospital , Wenzhou
325000,China;2. The First Affiliated Hospital of Wenzhou Medical College ,Wenzhou 325000,China)

Abstract: [Purpose | To evaluate the efficacy and safety of concurrent three-dimensional confor-
mal radiotherapy (3-DCRT) plus S-1 vs 3-DCRT in elderly patients with esophageal cancer in
Chinese population.[ Methods ] We searched the relevant decade data(2005.1~2014.1) from domestic
and foreign relevant databases (PubMed,Medline,Cochrane Library, Wanfang Data,Chinese Journal
Database , VMIS) ,meeting the conditions of the clinical randomized controlled trials,and evaluated
the quality of each document according to the Cochrane Review’s handbook 5.0.We used Meta-
analysis method to analysis the published literatures about clinical randomized controlled trials,
which were concurrent three-dimensional conformal radiotherapy plus S-1 in treatment of elderly
patients with esophageal cancer.RevMan5.1 statistical analysis software was used to analyze corre-
sponding research index.[Resulis] Eight separate clinical randomized controlled trials including
540 cases were enrolled in the Meta-analysis. The overall response (CR+PR) rates, 1-year overall
survival rate and 2-year overall survival rate of cCRT group were superior to RT group(P<0.05).The
RR values were 1.39 (95%CI:1.25~1.54 ),1.35(95%CI:1.17~1.56),1.61 (95%CI.1.26~2.07)
respectively.But the 3-year overall survival rates were no statistically significant differences (P>
0.05).The grade 3~4 gastrointestinal adverse reactions were relatively rare and manageable.The
grade 3~4 neutropenia were more severe in the cCRT group than that in the RT group (P<0.05),
the RR was 6.14 (95%CI:1.63~23.12).But the grade 3~4 gastrointestinal adverse reactions and
radiation esophagitis were no statistically significant differences(P>0.05).There were no grade 3~4
radiation bronchitis or pneumonitis in both groups.The funnel plot showed no significant publica-
tion bias in each indexes. [ Conclusions ] The short-term response rates and survival rates of pa-
tients with esophageal cancer treated by ¢cCRT are superior to RT,but at the cost of manageable

BRMEE: L F EHEEF, ¥ BMNERAFEREEREFRBOTH, HLE
WM K A 32 5 (325000) ; E-mail : jieshen 1 11@gmail.com
75 HHB . 2014-12-21 ;& [E H #§:2015-02-25

MEF2eF 2015 4% 21 5% 10 #

819



Journal of Chinese Oncology,2015,Vol.21,No.10

increasing acute adverse reactions.

Subject words: esophageal neoplasms;elder;three-dimensional conformal radiotherapy;S-1;Meta analysis
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in analysis

Figure 1 Flow chart showing the selection of the trails

Table 1 Summary of studies included in the Meta-analysis

Studies Radiotherapy ~ Chemotherapy Groups N ?};j{ 1(-(7(3)8 2(;2)8 3(:7(0))8 GAR RE RBP Np
Wang XQ"'  56~64Gy IMRT S-1 60mg/m* d, ., q3w C 30 833 767 567 NR O 1 0 0
None R 30 600 533 300 NR O O O O
Wang GM™  60~70Gy S-140~60mg/m* d, _;, q3w C 40 87.5 800 575 NR O O O O
None R 34 677 588 353 NR O O O O
Jiang XD 60Gy IMRT S-1 60mg/m* d, 6w C 40 900 743 NR NR O 5 0 5
None R 40 700 591 NR NR O 5 0o 0
Yang JC!" 56~62Gy S-140mg bid d,_,, q3w C 30 900 NR NR NR NR 6 0 2
None R 30 667 NR NR NR O 1 0o 0
Li XY 60Gy S-1 50mg bid d, . q3w C 38 895 81.6 579 NR 3 6 0 3
None R 40 70.0 575 350 NR 2 4 O 1
Gao LI 56~60Gy S-1 80mg/m? d;_,, q3w C 26 60.0 769 577 420 0 NR NR NR
None R 20 31.3 750 550 40.0 0 NR NR NR
Zhang YX8'  50.4Gy/28F S-1 60mg bid d, .14 q3w C 40 85.0 75.0 50.0 32.5 9 11 0 NR
None R 40 65.0 525 285 125 6 8 0 NR
Zhang XQ™  50.4Gy/28F S-1 80 mg/m* d; _s5_15,15-20.22 26 GOW C 39 720 NR NR NR 2 3 0 6
None R 23 40 NR NR NR O 1 0o 0

Note: C:CCRT;R:RT;ORR :overall response (CR+PR) rate;0S: overall survival;NR :no report; GAR : Grade 3~4 gastrointestinal adverse reactions;
RE:Grade 3~4 radiation esophagitis ; RBP: Grade 3~4 radiation bronchitis or pneumonitis ; Np : Grade 3~4 neutropenia.
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P A R, 3 5 8 B 9% ,3 f C 94 (Table 2).,
8 T SCHR ¥4 B BEHL AT HEAHTY A 3 R $8 J o )2 X4
S BEALE A ik A 3 e R R B A (R

DIBR IR BE V7 83 1 A7 05 B AR IR FE T 1)) o
2.2 Meta BER
221 R F 507 M I A R E

2257 PER IS, PAE N 0.93,12=0% , MCR FH 1 32
RN AT 5341 . Meta 43 H7 s | [A) 20 20 3 ) A 280 %
T4, RR R 1.39(95%C1:1.25~1.54) (P<0.00001)
(Figure 2) . U=} R & WG 53 A1 LA KT FR (Figure
3).

Table 2 Literature quality of studies included in the Meta-analysis

Studies Random Allocation concealment ~ Double blind ~ Withdrawal Follow up Assessment
Wang XQ 2013 Number NR NR n=3 95.0% B
Wang GM 2013 Number NR NR No 100.0% B
Jiang XD 2012 NR NR NR n=7 91.3% B
Yang JC 2013 NR NR NR NR NR C
Li XY 2013 NR NR NR n=4 95.0% B
Gao L. 2013 NR NR NR NR Yes ©
Zhang YX 2012 Stratification NR NR n=3 95.0% B
Zhang X 2013 NR NR NR NR NR C
CCRT RT Risk Ratio Risk Ratio
Study or subgroup Events Total Events Total Weight M-H,Fixed,95%CI M-H, Fixed,95%CI
Gao L. 2013 24 26 12 20 82% 1.54[1.06,2.24] —
Jiang XD 2012 36 40 28 40 168%  1.29[1.02,1.61] ™
Li XY 2013 34 38 28 40 164%  1.28[1.02,1.61] =
Wang GM 2013 35 40 23 34 15.0% 1.29[1.00,1.68] ™
Wang XQ 2013 25 30 18 30 10.8% 1.39[1.00,1.94] ™
Yang JC 2013 27 30 20 30 12.0% 1.35[1.02,1.79] ™
Zhang XQ 2013 28 39 10 23 7.6% 1.65[1.00,2.74] —
Zhang YX 2012 34 40 22 40 13.2% 1.55[1.13,2.11] e
Total(95%CI) 283 257 100.0% 1.39[1.25,1.54]| ‘
Total events 243 161
Heterogeneity ; Chi>=2.44 , df=7(P=0.93) ; ’=0% = = = =
Test for overall effect : Z=6.08(P<0.000001) 001 01 1 10 100
Favours experimental ~ Favours control
Figure 2 Forest plot displaying the results of Meta-analysis of overall response rate
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Figure 3 Funnel plot of all studies comparing the results of Meta-analysis of overall response rate
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TROTH, MW RS %2 5% RR N 1.83(95%
CI:0.87~3.85)(P=0.11),
232 RFAEEKFME 3~4 B EHAFIERE X
FAR I PR 3~4 G 2t S 4 R (Figure
7), % FAER K, P=0.77 ,1°=0% , $0 % FH [ 5 20
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CCRT RT Risk Ratio Risk Ratio
Study or subgroup Events Total Events Total Weight M-H,Fixed,95%CI M-H, Fixed,95%Cl
Gao L. 2013 20 26 15 20 147% 1.03[0.74,1.43] T
Jiang XD 2012 24 40 19 40 16.5% 1.26[0.84,1.91] ™
Li XY 2013 31 38 23 40 19.5% 1.42[1.04,1.93] ™
Wang GM 2013 32 40 20 34 18.8% 1.36[0.99,1.87] i
Wang XQ 2013 23 30 14 30 122% 1.64[1.07,2.53] I
Zhang YX 2012 30 40 21 40 18.3% 1.43[1.01,2.02] ™
Total(95%CI) 214 204 100.0% 1.35[1.17,1.56] \
Total events 160 112 | | | '
Total e ! ' j '
otal events 001 0.1 1 10 100

Heterogeneity : Chi*=3.80 , df=5(P=0.58) ; I’=0%
Test for overall effect :Z=4.09(P<0.00001)

Favours control ~ Favours experimental

Figure 4 Forest plot displaying the results of Meta-analysis of 1-year overall survival

CCRT RT Risk Ratio Risk Ratio

Study or subgroup Events Total Events Total Weight M-H,Fixed,95%CI M-H, Fixed,95%Cl
Gao L 2013 15 26 11 20 21.4% 1.05[0.63,1.76] T
Li XY 2013 22 38 14 40 235% 1.65[1.00,2.73] -
Wang GM 2013 23 40 12 34 223% 1.63[0.96,2.76] =
Wang XQ 2013 17 30 8 30 13.8% 2.13[1.09.4.16] .
Zhang YX 2012 20 40 11 40 18.9% 1.82[1.01,3.28] —
Total(95%CI) 174 164 100.0% 1.61[1.26,2.07] L4
Total events 97 56

weneity : Chi’= =4(P=048); I’= ; } { !
Heterogeneity : Chi’=3.50, df=4(P=0.48) ; ’=0% 00l 01 | o 100

Test for overall effect:Z=3.79(P=0.0002)

Favours experimental ~ Favours control

Figure 5 Forest plot displaying the results of Meta-analysis of 2-year overall survival
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CCRT RT Risk Ratio Risk Ratio
Study or subgroup Events  Total Events Total Weight M-H,Fixed,95%CI M-H, Fixed,95%CI
Gao L 2013 2 26 0 20 5.8%  3.89[0.20,76.74]
Jiang XD 2012 0 40 0 40 Not estimable
Li XY 2013 3 38 2 40 20.2% 1.58[0.28,8.94] =
Wang GM 2013 0 40 0 34 Not estimable
Wang XQ 2013 0 30 0 30 Not estimable
Yang JC 2013 1 30 0 30 5.2%  3.00[0.13,70.83]
Zhang XQ 2013 2 39 0o 23 6.5%  3.00[0.15,59.89]
Zhang YX 2012 9 40 6 40 623%  1.50[0.59,3.82] —il—
Total(95%CI) 283 257 100.0% 1.83]0.87,3.85] <
Total events 17 8
Het ity : Chi’=0.65 , df=4(P=0.96) ; ’=0% = f = !
eterogeneity ; Chi ( ) o o ai 1 b 100

Test for overall effect:Z=1.59(P=0.11)

Favours experimental ~ Favours control

Figure 6 Forest plot displaying the results of Meta-analysis of 3~4 gastrointestinal adverse reaction

CCRT RT Risk Ratio Risk Ratio
Study or subgroup Events Total Events Total Weight M-H, Fixed,95%CI M-H, Fixed,95%CI
Jiang XD 2012 5 40 5 40 254% 1.00[0.31,3.19] 1
Li XY 2013 6 38 4 40 198%  1.58[0.485.16] T
Wang GM 2013 0 40 0 34 Not estimable
Wang XQ 2013 1 30 0 30 25%  3.00[0.13,70.83]
Yang JC 2013 [§ 30 I 30 51%  6.00[0.77,46.87] T -
Zhang XQ 2013 3 39 1 23  64% 1.77[0.20,16.03] - 1
Zhang YX 2012 11 40 8 40 40.7% 1.38[0.62,3.06] T
Total(95%CI) 257 237 100.0% 1.62[0.96,2.73] e
Total events 32 19
Heterogeneity : Chi’=2.54 , df=5(P=0.77) ; ’=0% b f f 1
Test for overall effect :Z=1.82(P=0.07) 0.01 0.1 1 10 100

Favours experimental ~ Favours control

Figure 7 Forest plot displaying the results of Meta-analysis of grade 3~4 radiation esophagitis

CCRT RT Risk Ratio Risk Ratio

Study or subgroup Events Total Events Total Weight M-H,Fixed,95%CI M-H, Fixed,95%CI
Jiang XD 2012 5 40 0 40  19.2% 11.00[0.63,192.56] >
Li XY 2013 3 38 1 40 37.5% 3.16[0.34,29.05] — T
Wang GM 2013 0 40 0 34 Not estimable

Wang XQ 2013 0 30 0 30 Not estimable
Yang JC 2013 2 30 0 30 19.2% 5.00[0.25.99.95]
Zhang XQ 2013 6 39 0 23 24.0% 7.80[0.46,132.38] & +
Total(95%CI) 217 197 100.0% 6.14[1.63,23.12] s
Total events 16 1

Heterogeneity : Chi*=0.54 ,df=3(P=0.91) ; ’=0% 6 o1 051 510 100=

Test for overall effect:7Z=2.88(P=0.007)

Favours experimental ~ Favours control

Figure 8 Forest plot displaying the results of Meta-analysis of grade 3~4 neutropenia
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