Supplementary

Table S1 Quality assessment of included studies by Jadad quality scale

ltems
Studies total score
Randomization Concealment of allocation Double blinding Withdrawals and dropouts

Pimentel 2019 2 2 2 0 6
Nanni 2019 2 1 0 1 4
Li 2019 2 2 2 1 7
Arrieta 2019 2 1 0 1 4
Marrone 2018 1 1 1 0 3
Zhao 2017 1 1 0 1 3
Sayed 2015 1 1 0 1 3
Kordes 2015 2 2 2 1 7
Reni 2016 2 1 1 1 5
Kim 2019 2 2 2 0 6

Study Overall survival o,

D HR (95% CI) Weight

1000mg Daily |

Nanni 2019 0.81 (0.50, 1.30)  18.67

Li2019 1.15(0.79, 1.68)  29.95

Marrone 2018 0.81 (0.06, 10.47) 0.65

Subtotal (I-squared = 0.0%, p = 0.522) 1.00 (0.75,1.35)  49.27

500mg Daily

Arrieta 2019 —— 0.50(0.28,0.90) 12.51
Zhao 2017 1.10 (0.50,2.40) 6.93
Sayed 2015 0.58 (0.15,2.27) 229
Kordes 2015 1.06 (0.72, 1.55)  29.00

Subtotal (I-squared =41.3%, p =0.164) 0.86 (0.64, 1.15)  50.73

Heterogeneity between groups: p = 0.466

Overall (I-squared = 13.6%, p = 0.326) 0.93 (0.75, 1.14)  100.00
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Figure S1 Subgroup analysis of metformin plus standard treatment on overall survival based on metformin doses. HR, hazard ratio.



Study Progression free survival %

D HR (95% CI) Weight
1000mg Daily :|
Nanni 2019 —— 1.09 (0.75, 1.58)  21.06
Li2019 - 1.04 (0.75,1.45) 22.58
Marrone 2018 & > ; 0.11(0.02, 0.66) 2.67
Subtotal (I-squared = 67.1%, p = 0.048) <> 0.90 (0.53, 1.52) 46.31
500mg Daily :
Arrieta 2019 —— 0.60 (0.40,0.94) 19.18
Zhao 2017 — 1.20(0.70,2.10) 1543
Kordes 2015 = 1.18(0.77,1.82) 19.08
Subtotal (I-squared = 66.8%, p = 0.049) < 0.93(0.59,1.49) 53.69
Overall (I-squared = 59.9%, p = 0.029) <> 0.93 (0.69,1.27) 100.00
NOTE: Weights are from random effects analysis E
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Figure S2 Subgroup analysis of metformin plus standard treatment on progression free survival based on metformin doses. HR, hazard

ratio.
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Figure S3 Results of publication bias analysis.



