Supplementary

Hazard Ratio
Study or Subgroup __log[Hazard Ratio] SE Weight [V, Random, 95% CI

Hazard Ratio
IV, Random, 95% Cl

2.2.1 all patients were initial metastases

Huang T 2020 -0.92 013 121% 0.40[0.31,0.51]
Hui L 2013 -1.08 018  9.8% 034 [0.24,0.48]
MaJ 2010 -097 04  3.8% 038[0.17,0.83]
Sun 2019 -0.27 013 121% 0.76 [0.59, 0.98]
Sun xS 2019 -0.73 023 78% 0.48[0.31, 0.76]
TianYH 2016 -0.46 019 94% 0.63[0.44,0.92]
YWang CT 2019 -06 037 43% 0.55(0.27,1.13]
Zeng L2014 -0.73 018 98% 0.48 [0.34, 0.69]
Subtotal (95% CI) 69.2% 0.49 [0.39, 0.62]

Heterogeneity: Tau®= 0.07; Chi*= 20.33, df= 7 (P = 0.005); F= 66%
Testfor overall effect: Z= 5.93 (P < 0.00001)

2.2.2 partial patients were initial metastases

Chen 2013 -0893 013 121% 0.39[0.31, 0.51]
Chen 2018 -083 032 52% 0.39(0.21,0.74]
LuT 2016 -0.71 033 50% 0.49[0.26, 0.94]
¥u 2011 -1.5 056  2.2% 0.22[0.07, 0.67]
Zheng W 2016 -053 028 62% 0.59[0.34,1.02]
Subtotal (95% CI) 30.8% 0.42[0.34, 0.51]

Heterogeneity: Tau®= 0.00; Chi*=3.22, df= 4 (P=0.52), F= 0%
Test for overall effect: £=8.47 (P < 0.00001)

2.2.3 Unknown
PanY 2018 -0.3 0.25 Mot estimable
Subtotal (95% CI) Not estimable

Heterogeneity: Not applicable
Test for overall effect: Not applicable

Total (95% CI) 100.0% 0.47 [0.40, 0.56]
Heterogeneity. Tau®= 0.05; Chi*= 26,10, df=12 (P = 0.01), F=54%

Test for overall effect Z=8.41 (P <0.00001)

Test for subaroun differences: Chi*F=1.17. di=1 P =0.28). F=14.7%

Figure S1 Forest plots of subgroup analysis according to initial metastases.
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Table S1 Result of quality assessment by using the methodological index for non-randomized studies (minors) for involved studies

Endpoints Unbiased Follow-up
Inclusion of Prospective . period Loss to Prospective Baseline Adequate
A clearly stated ) . appropriate to  assessment of ) . An adequate ~ Contemporary ) L
Study o consecutive collection of ) appropriate to  follow up less  calculation of ; equivalence of statistical Score
aim . b . the aim of the the study ; ., control group groups ;
patients data d . e the aim of the than 5%° the study size groups’ analyses
study endpoint ¢
study
Cao et al. 1 2 0 1 1 0 2 0 2 2 1 2 14
2011; (20)
Chen et al. 2 2 0 1 1 1 1 0 1 2 1 2 14
2013; (21)
Chen et al. 1 2 0 1 1 0 2 0 1 2 1 2 13
2018; (22)
Guetal. 1 2 0 1 1 1 2 0 2 2 1 2 15
2020 (23)
Huang et al. 2 2 0 2 1 0 2 0 1 2 1 2 15
2020; (24)
Lin et al. 2 2 0 2 1 2 2 0 2 2 1 2 18
2013; (25)
Lu et al. 1 2 0 1 1 1 2 0 1 2 1 2 14
2016; (26)
Ma et al. 2 2 0 2 1 2 2 0 1 2 1 2 17
2010; (27)
Pan et al. 2 2 0 1 1 0 2 0 1 2 1 2 14
2018; (28)
Sun et al. 1 2 0 1 1 1 2 0 1 2 1 2 14
2019; (29)
Sun et al. 1 2 0 1 1 1 2 0 2 2 1 2 15
2019; (30)
Tian et al. 1 2 0 1 1 0 2 0 1 2 1 2 13
2016; (31)
Wang et al. 1 2 0 1 1 2 2 0 1 2 0 2 14
2009; (32)
Zeng et al. 2 2 0 1 1 1 2 0 2 2 1 2 16
2014; (33)
Zeng et al. 2 2 0 1 1 2 2 0 1 2 1 2 16
2016; (34)
The items are scored 0 (not reported), 1 (reported but inadequate) or 2 (reported and adequate). ?, if the aim of the study was definite and to compare LRT + CT and CT alone, the item was scored 2; if not, the item

was scored 1. °, if the period of recruiting patients was consecutive, the item was scored 2; if not, the item was scored 1; if not reported, the item was scored 0. °, if all data were collected proactively, the item was
scored 2; if partial data were collected proactively, the item was scored 1. ¢, the adequate endpoints meant the study should have two endpoints, including PFS and OS, to evaluate the efficacy. If the study only
had one endpoint, the item was scored 1. °, if author declared explicitly assessment was blind and mutually independent, the item was scored 2. If assessment was only conducted independently between the
researchers, the item was scored 1. If the detail of assessment wasn’t reported, the item was scored 0. ', if median follow-up duration was not less than 36 months, the item was scored 2; if median follow-up duration was
less than 36 months, the item was scored 1; if the information of follow-up wasn’t reported, the item was scored 0. 9, if the rate of lost to follow-up was less than 5%, the item was scored 2; if not, the item was scored 1; if the
rate of lost to follow-up wasn’t reported, the item was scored 0. ", if the authors calculated the study size in advance and mentioned in the paper, the item was scored 2; if the authors mentioned the anticipated size, but didn’t
demonstrated the detail, the item was scored 1., an adequate control group meant the same disease, adequate size, same treatment (except LRT) compare to research group. If the control group didn’t meet all requirements, the item was
scored 1. If the control group wasn’t reported in the study, the item was scored 0., if the baseline of recruited patients between control and research group had no significant difference, the item was scored 2; if not, the item was scored 1;
if the baseline wasn’t reported, the item was scored 0.
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Study or Subgroup log[Hazard Ratio]

Hazard Ratio

SE_Weight IV, Random, 95% CI

Hazard Ratio
IV, Random, 95% CI

2.1.1 all patients had single metastatic or
Chen 2018 -0.93
LuT2016 -0.71
MaJ 2010 -0.97
Sun S 2019 -0.73
#u 2011 1.5
Subtotal (95% CI)

gan
0.32
0.33

0.4
0.23
0.56

5.2%
5.0%
3.8%
7.8%
2.2%
24.1%

0.39[0.21, 0.74]
0.49 [0.26, 0.94]
0.38[0.17, 0.83]
0.48[0.31, 0.76]
0.22 [0.07, 0.67]
0.43[0.32, 0.57)

Heterogeneity: Tau®= 0.00; Chi*=1.95,df=4 (P=0.74); F=0%
Test for overall effect: £=5.85 (P < 0.00001)

2.1.2 not all patients had single metastatic organ

Chen 2013 -0.93
Huang T 2020 -0.92
HuiL 2013 -1.08
Sun 2019 -0.27
Tian ¥YH 2016 -0.46
Wang CT 2019 -0.6
Zeng L2014 -0.73
Zheng W 2016 -0.53

Subtotal (95% CI)

013
013
018
013
019
0.37
018
0.28

12.1%
121%
9.8%
12.1%
9.4%
4.3%
9.8%
6.2%
75.9%

0.39[0.31, 0.51]
0.40[0.31, 0.51]
0.34 [0.24, 0.48]
0.76 [0.59, 0.98]
0.63 [0.44, 0.92]
0.55[0.27,1.13]
0.48 [0.34, 0.69]
0.59 [0.34,1.02]
0.49 [0.39, 0.62]

Heterogeneity: Tau® = 0.07; Chi*= 23.39, df= 7 (P = 0.001); F= 70%
Test for overall effect Z= 6.16 (P < 0.00001)

2.1.3 unknown

PanYy 2018 -0.3
Subtotal (95% CI)

Heterogeneity: Mot applicable

Test for overall effect: Mot applicable

Total (95% CI)

0.25

100.0%

Not estimable
Not estimable

0.47 [0.40, 0.56]

Heterogeneity: Tau®= 0.05; Chi*= 2610, df=12 (P = 0.01), F= 54%
Test for overall effect: Z= 8.41 (P < 0.00001)
Test for subaroun differences: Chi*=0.63. df=1(P=043).F=0%

Figure S2 Forest plots of subgroup analysis according to single metastatic organ.
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Hazard Ratio Hazard Ratio

Study or Subgroup  log[Hazard Ratio] SE Weight [V, Random, 95% CI IV, Random, 95% Cl
2.3.2 partial patients received local treatment

Chen 2013 -083 013 11.2% 0.39[0.31, 0.51] -

Chen 2018 -083 032 50% 0.39[0.21,0.74] -
Huang T 2020 -082 013 11.2% 0.40[0.31, 0.51] -
LuT2016 -0.71 033 48% 0.49[0.26, 0.94] -
MadJ 2010 -087 04 36% 0.38[0.17,0.83] -
Sun XS 2019 -0.73 023 7.3% 0.48[0.31, 0.76] -
TianYH 2016 -046 019 B87% 0.63[0.44,0.92) -
Wang CT 2019 -06 037 41% 0.55([0.27,1.13] B
Zheng W 2016 -053 028 59% 0.59[0.34,1.02) -]
Subtotal (95% CI) 61.8% 0.45[0.39, 0.51] L 2

Heterogeneity: Tau®= 0.00; Chi*= 6.79, df = 8 (P = 0.56); F= 0%
Test for overall effect: Z= 11.64 (P < 0.00001)

2.3.3 no patient received local treatment

HuiL2013 -1.08 018 91% 0.34 [0.24, 0.48]
PanY 2018 -03 025 67% 0.74 [0.45,1.21] —
Sun 2019 -0.27 013 11.2% 0.76 [0.59, 0.98]
Hu 2011 15 056  21% 0.22[0.07, 0.67)
Zeng L 2014 -0.73 018 91% 0.48 [0.34, 0.69]
Subtotal (95% CI) 38.2% 0.51[0.34, 0.75]

Heterogeneity: Tau®= 0.14; Chi*= 18.05, df= 4 (P = 0.001); F= 78%
Test for overall effect: Z= 3.39 (P = 0.0007)

N ) *||

Total (95% CI) 100.0%  0.49[0.41,0.58)
Heterogeneity: Tau®= 0.05; Chi*= 28.98, df= 13 (P = 0.007); IF= 55%

Test for overall effect: Z= 8.21 (P < 0.00001)

Test for subaroun differences: Chi*= 0.35. df = 1 (P = 0.55). F= 0%

01 02 05 1 2 5 10
Favours [CT+LRT] Favours [CT]

Figure S3 Forest plots of subgroup analysis according to local treatment.
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Hazard Ratio

Study or Subgroup log[Hazard Ratio] SE Weight IV, Random, 95% CI

2.4.1 recruitment period earlier than 2010

Chen 2013 -093 013
Chen 2018 -0.93 0.32
HuiL 2013 -1.08 018
LuT2016 -0.71 0.33
MaJ 2010 -097 0.4
Sun XS 2019 -0.73 0.23
Tian¥YH 2016 -0.46 019
Wang CT 2019 -06 0.37
Xu 2011 -15 056
Zeng L 2014 -0.73 018
Zheng VW 2016 -0.53 0.28
Subtotal (95% CI)

11.2%
5.0%
91%
4.8%
36%
7.3%
8.7%
41%
21%
91%
5.9%

70.9%

Hazard Ratio
IV, Random, 95% CI

0.39 [0.31, 0.51]
0.39[0.21, 0.74]
0.34 [0.24, 0.48]
0.49 [0.26, 0.94]
0.38[0.17, 0.83]
0.48[0.31, 0.76)
0.63 [0.44, 0.92)
0.55[0.27,1.13)]
0.22 [0.07, 0.67)
0.48 [0.34, 0.69]
0.59 [0.34, 1.02]
0.44[0.39, 0.51]

Heterogeneity: Tau®= 0.00, Chi*=10.05,df=10{P=0.44), F= 0%

Test for overall effect: Z=11.86 (P =< 0.00001)

2.4.2 recruitment period later than 2010

Huang T 2020 -0.92 013
PanY 2018 -0.3 0.25
Sun 2019 -0.27 013

Subtotal (95% Cl)

11.2%

6.7%
11.2%
29.1%

0.40 [0.31, 0.51]
0.74 [0.45, 1.21]
0.76 [0.59, 0.98]
0.60 [0.37, 0.96]

Heterogeneity: Tau®= 0.15; Chi*= 13.73, df= 2 (P = 0.001); F= 85%

Test for overall effect: Z= 212 (P = 0.03)

Total (95% CI)

100.0%

0.49[0.41, 0.58]

Heterogeneity: Tau®= 0.05; Chi*= 28.98, df= 13 (P = 0.007); F= 55%

Test for overall effect: £=8.21 (P < 0.00001)

Testfor subaroun differences: Chi*=1.40.df=1(P=024) F=28.8%

Figure S4 Forest plots of subgroup analysis according to recruitment period.
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