Supplement Table 1. Quality assessment of the included randomized controlled trials according to the
Cochrane Handbook for Systematic Reviews of Interventions.

Study (year) Sequence Allocation Blinding of | Blinding of | Blinding of Study
generation of concealment patients personnel outcome quality
randomization assessment
Izumi (1994) YES NO Unknow Unknow Unknow Moderate
LiJ (1995) YES NO Unknow Unknow Unknow Moderate
Ewards (1998) YES NO Unknow Unknow Unknow Moderate
Li (2006) YES NO Unknow Unknow Unknow Moderate
LiQ(2012) YES NO Unknow Unknow Unknow Moderate
Peng (2009) YES YES Unknow Unknow Unknow High
Zhong (2009) YES YES Unknow Unknow Unknow High
Wei (2018) YES YES Unknow Unknow Unknow High
Wang Z (2018) YES YES Unknow Unknow Unknow High

Supplement Table 2. Quality assessment of the included non-randomized controlled trials based on the
Newcastle-Ottawa scale.

Study (year) Selection star | Comparability star | Outcome star | Total star Study quality
Tanaka (1999) 2 2 1 5 Moderate
Ren (2004) 2 2 2 6 High
XiT (2012) 2 2 1 5 Moderate
Li K (2012) 2 1 1 4 Moderate
Chen (2012) 3 2 2 7 High
Liu H (2012) 3 2 3 8 High
Li F (2014) 2 1 1 4 Moderate
Sun J (2015) 3 2 2 7 High
Jiang J (2015) 3 3 2 8 High
Liu W (2016) 2 2 2 6 Moderate
QiY (2016) 3 2 2 7 High
Bai (2016) 2 2 1 5 Moderate
Liu C (2016) 2 2 1 5 Moderate
Tong Y(2017) 3 2 2 7 High
Ye (2017) 3 2 2 7 High
Wang Y (2018) 3 2 2 7 High




Supplement Figure 1. Funnel plot of the included studies.
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Supplement Figure 2A. Forest plots comparing survival rates in all studies.

Supplement Figure 2A. (RCT)
Adjuvant TACE  Surgery alone

1-year overall survival

lzumi 1994 3 23 5 27
Li J 1995 1 70 19 70
Peng 2009 25 51 35 53
Wang Z 2018 11 57 25 58
Wei 2018 10 116 39 118
Zhong 2009 3 140 8 140
Subtotal (95% CI) 457 466
Total events 53 131

Heterogeneity: Chi? = 8.10, df = 5 (P = 0.15); I* = 38%
Test for overall effect: Z = 6.50 (P < 0.00001)

3-year overall survival

lzumi 1994 10 23 13 57
Li J 1995 21 70 45 70
Peng 2009 34 51 44 53
Wang Z 2018 38 57 47 58
Wei 2018 54 116 67 118
Zhong 2009 38 140 58 140
Subtotal (95% CI) 457 496
Total events 195 274

Heterogeneity: Chi? = 15.17, df = 5 (P = 0.010); I =67%
Test for overall effect: Z = 4.45 (P < 0.00001)

5-year overall survival

lzumi 1994 11 23 19 27
Peng 2009 40 51 48 53
Wang Z 2018 44 57 48 58
Wei 2018 69 116 84 118
Zhong 2009 121 140 128 140
Subtotal (95% CI) 387 396
Total events 285 327

Heterogeneity: Chi? = 1.16, df =4 (P = 0.88); I> = 0%
Test for overall effect: Z = 3.19 (P = 0.001)
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Test for subaroup differences: Chi? = 9.49. df = 2 (P = 0.009). |12 = 78.9%

Odds Ratio

0.66 [0.14, 3.12]
0.04 [0.01, 0.30]
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Supplement Figure 2B. Forest plots comparing survival rates in RCTs.

Supplement Figure 2B. (NRCT)

Adjuvant TACE Surgery alone Odds Ratio Odds Ratio
i .H. Ei o H. Fi o
1-year overall survival
Bai 2016 14 31 41 51 3.5% 0.20 [0.07, 0.54]
Chen 2012 175 766 463 1158 59.0% 0.44 [0.36, 0.55] L]
Jiang J 2015 3 61 8 61 1.6% 0.34 [0.09, 1.36] [~
Li F 2014 7 26 14 34 1.8% 0.53[0.17, 1.59] s
LiK 2012 4 35 9 41 15% 0.46 [0.13, 1.65] -
QiY 2016 3 91 11 109 2.0% 0.30 [0.08, 1.12] =
Ren (1) 2014 3 108 12 190 1.8% 0.42[0.12, 1.54] [
Ren (2) 2014 10 77 52 174  5.8% 0.35[0.17, 0.73] —
Sun J 2015 8 137 39 185 6.5% 0.23 [0.10, 0.51] e
Tanaka 1999 0 24 4 41 0.7% 0.17 [0.01, 3.30] by
Tong Y 2017 0 83 2 83  0.5% 0.20[0.01,4.13] *
Wang Y 2018 3 57 10 57 2.0% 0.26 [0.07, 1.01] - = |
Xi T 2012 5 145 11 576 8.9% 0.15[0.06, 0.37] = =
Ye (1) 2017 4 72 2 187 0.2% 5.44 [0.97, 30.39] [— =
Ye (2) 2017 6 86 33 174 4.2% 0.32[0.13, 0.80]
Subtotal (95% CI) 1799 3121 100.0% 0.39 [0.33, 0.46] ¢
Total events 245 811
Heterogeneity: Chi? = 19.84, df = 14 (P = 0.14); I2 = 29%
Test for overall effect: Z = 11.13 (P < 0.00001)
3-year overall survival
Bai 2016 21 31 48 51 1.8% 0.13[0.03, 0.53] .
Chen 2012 391 766 695 1158 41.7% 0.69 [0.58, 0.84] =
Jiang J 2015 14 61 16 61 1.9% 0.84[0.37, 1.91] s
Li F 2014 13 26 30 34 2.0% 0.13 [0.04, 0.49] b
Li K 2012 1 35 17 41 1.7% 0.65 [0.25, 1.67] - B
Liu H(1) 2012 48 112 64 138  5.0% 0.87 [0.52, 1.43] =
Liu H(2) 2012 37 66 81 112 4.1% 0.49 [0.26, 0.92] =
Ren (1) 2014 32 108 46 190 3.6% 1.32[0.78, 2.24] T
Ren (2) 2014 30 77 87 174 5.0% 0.64 [0.37, 1.10] v
Sun J 2015 73 137 122 185 7.5% 0.59 [0.37, 0.93] o |
Tanaka 1999 2 24 1" 41 1.1% 0.25[0.05, 1.23] B
Tong Y 2017 T 83 13 83 1.8% 0.50[0.19, 1.31] I
Wang Y 2018 17 57 23 57 2.5% 0.63 [0.29, 1.36] ==l
Xi T2012 44 145 290 576 12.5% 0.43[0.29, 0.63] T
Ye (1) 2017 9 72 32 187 2.4% 0.69 [0.31, 1.53] -1
Ye (2) 2017 23 86 72 174 5.4% 0.52[0.29, 0.91] -
Subtotal (95% CI) 1886 3262 100.0% 0.63 [0.56, 0.72] U
Total events 772 1647
Heterogeneity: Chi? = 27.39, df = 15 (P = 0.03); I> = 45%
Test for overall effect: Z = 7.30 (P < 0.00001)
5-year overall survival
Chen 2012 496 766 827 1158  40.7% 0.74 [0.60, 0.89] =
Li F 2014 20 35 24 41 1.7% 0.94 [0.38, 2.35] - 1
LiK 2012 20 35 24 41 1.7% 0.94 [0.38, 2.35] -1
Liu W 2016 83 162 146 205 11.0% 0.42[0.28, 0.65] T
QiY 2016 10 91 26 105 3.8% 0.38[0.17, 0.83] e
Ren (1) 2014 41 108 93 190 7.3% 0.64 [0.39, 1.03] ==
Ren (2) 2014 43 77 109 174 5.2% 0.75 [0.44, 1.30] =
Sun J 2015 89 137 129 185 6.7% 0.80 [0.50, 1.29] -
Tanaka 1999 2 24 15 41 1.8% 0.16 [0.03, 0.77] = & _
Tong Y 2017 14 83 18 83 2.6% 0.73 [0.34, 1.59] -1
Wang Y 2018 22 57 33 57 3.6% 0.46 [0.22, 0.97] I
XiT2012 64 145 353 576 13.9% 0.50[0.35, 0.72] =
Subtotal (95% Cl) 1720 2856 100.0% 0.64[0.56, 0.73] ¢
Total events 904 1797
Heterogeneity: Chi? = 15.47, df = 11 (P = 0.16); I = 29%
Test for overall effect: Z = 6.76 (P < 0.00001)
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Supplement Figure 2C. Forest plots comparing survival rates in NRCTs.

Supplement Figure 2C. (All studies)

Adjuvant TACE Surgery alone Odds Ratio Odds Ratio
i .H. Fi o .H. Fi o

1-year overall survival
Bai 2016 14 31 41 51 2.9% 0.20 [0.07, 0.54]
Chen 2012 175 766 463 1158 48.6% 0.44[0.36, 0.55] L
lzumi 1994 3 23 5 27 0.7% 0.66 [0.14, 3.12] T
Jiang J 2015 3 61 8 61 1.3% 0.34 [0.09, 1.36] [
Li F 2014 7 26 14 34 1.5% 0.53[0.17, 1.59] = i 1 T
Li J 1995 1 70 19 70  3.2% 0.04[0.01,030)
LiK 2012 4 35 9 41 1.3% 0.46 [0.13, 1.65] i
Peng 2009 25 51 35 53  3.0% 0.49 [0.22, 1.09] ]
QiY 2016 3 91 11 109  1.7% 0.30[0.08, 1.12] e
Ren (1) 2014 3 108 12 190  1.4% 0.42 [0.12, 1.54] S
Ren (2) 2014 10 77 52 174 47% 0.35[0.17, 0.73] "
Sun J 2015 8 137 39 185 53% 0.23[0.10, 0.51] ==
Tanaka 1999 0 24 4 41 0.6% 0.17[0.01,3.30] *
Tong Y 2017 0 83 2 83 0.4% 0.20[0.01, 4.13] *
Wang Y 2018 3 57 10 57 1.6% 0.26 [0.07, 1.01] ]
Wang Z 2018 3 140 8 140  1.3% 0.36 [0.09, 1.39] [
Wei 2018 10 116 39 118 6.0% 0.19[0.09, 0.41] e
XiT 2012 5 145 11 576  7.4% 0.15[0.06, 0.37] o=
Ye (1) 2017 4 72 2 187  0.2%  5.44[0.97, 30.39] — =
Ye (2) 2017 6 86 33 174 3.5% 0.32[0.13, 0.80] — e
Zhong 2009 1 57 25 58 3.4% 0.32[0.14, 0.73] — %=
Subtotal (95% Cl) 2256 3587 100.0% 0.37 [0.31, 0.43] ¢
Total events 298 942

Heterogeneity: Chi? = 29.38, df = 20 (P = 0.08); I? = 32%
Test for overall effect: Z = 12.79 (P < 0.00001)

3-year overall survival

Heterogeneity: Chi? = 36.54, df = 21 (P = 0.02); I> = 43%
Test for overall effect: Z = 8.72 (P < 0.00001)

5-year overall survival

Bai 2016 21 31 48 51 1.5% 0.13[0.03, 0.53]
Chen 2012 391 766 695 1158  34.1% 0.69 [0.58, 0.84] -
Izumi 1994 10 23 13 27 0.8% 0.83 [0.27, 2.53] = -
Jiang J 2015 14 61 16 61  1.5% 0.84[0.37, 1.91] T T
Li F 2014 13 26 30 34 1.6% 0.13 [0.04, 0.49]
LiJ 1995 21 70 45 70 4.0% 0.24[0.12, 0.48] -
LiK 2012 1 35 17 41 1.3% 0.65 [0.25, 1.67] =
Liu H(1) 2012 48 112 64 138  4.1% 0.87 [0.52, 1.43] i
Liu H(2) 2012 37 66 81 112 33% 0.49 [0.26, 0.92] = 7
Peng 2009 34 51 44 53 1.8% 0.41[0.16, 1.03] S
Ren (1) 2014 32 108 46 190 2.9% 1.32[0.78, 2.24] Bl
Ren (2) 2014 30 77 87 174 4.1% 0.64 [0.37, 1.10] =
Sun J 2015 73 137 122 185  6.1% 0.59[0.37, 0.93] |
Tanaka 1999 2 24 11 41 0.9% 0.25 [0.05, 1.23] - = _ Il
Tong Y 2017 7 83 13 83 1.5% 0.50[0.19, 1.31] [
Wang Y 2018 17 57 23 57  2.0% 0.63 [0.29, 1.36] =
Wang Z 2018 38 140 58 140  53% 0.53[0.32, 0.87] % |
Wei 2018 54 116 67 118 4.5% 0.66 [0.40, 1.11] ==
XiT 2012 44 145 290 576 10.2% 0.43 [0.29, 0.63] -
Ye (1) 2017 9 72 32 187  2.0% 0.69 [0.31, 1.53] 0l
Ye (2) 2017 23 86 72 174 4.4% 0.52[0.29, 0.91] —
Zhong 2009 38 57 47 58 2.0% 0.47 [0.20, 1.10] S |
Subtotal (95% Cl) 2343 3728 100.0% 0.61 [0.54, 0.68] ¢
Total events 967 1921

=

Chen 2012 496 766 827 1158  36.2% 0.74 [0.60, 0.89]

Izumi 1994 11 23 19 27 1.4% 0.39[0.12, 1.23] [
LiK 2012 20 35 24 41 1.5% 0.94 [0.38, 2.35] =
Liu W 2016 83 162 146 205 9.8% 0.42 [0.28, 0.65] -
Peng 2009 40 51 48 53 1.6% 0.38[0.12, 1.18] B
Qi Y 2016 10 91 26 105  3.3% 0.38[0.17, 0.83] o
Ren (1) 2014 41 108 93 190  6.5% 0.64 [0.39, 1.03] EA
Ren (2) 2014 43 77 109 174 4.6% 0.75 [0.44, 1.30] I
Sun J 2015 89 137 129 185  6.0% 0.80 [0.50, 1.29] =
Tanaka 1999 2 24 15 41 1.6% 0.16 [0.03, 0.77] - =
Tong Y 2017 14 83 18 83 2.3% 0.73 [0.34, 1.59] =
Wang Y 2018 22 57 33 57  3.2% 0.46 [0.22, 0.97] — = |
Wang Z 2018 121 140 128 140  2.7% 0.60 [0.28, 1.28] — T
Wei 2018 69 116 84 118  53% 0.59 [0.34, 1.02] =
XiT2012 64 145 353 576 12.4% 0.50 [0.35, 0.72] .
Zhong 2009 44 57 48 58 1.7% 0.711[0.28, 1.77] T
Subtotal (95% CI) 2072 3211 100.0% 0.63 [0.55, 0.71] ]
Total events 1169 2100

Heterogeneity: Chiz = 16.39, df = 15 (P = 0.36); I? = 8%
Test for overall effect: Z =7.50 (P < 0.00001)
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Supplement Figure 3. Funnel plot of the included studies.
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Supplement Figure SA. Forest plots comparing disease-free survival rates in all studies.

Supplement Figure 5A. (RCT)

Adjuvant TACE Surgery alone Odds Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Fixed. 95% Cl
1-year disease-free survival
Ewards 1998 15 30 11 36  4.0% 2.2710.83, 6.22]
lzumi 1994 9 23 15 27  6.8% 0.511[0.17, 1.59]
Li 2006 5 39 6 45  3.9% 0.96 [0.27, 3.41]
Li Q 2006 9 35 18 37 10.5% 0.37[0.14, 0.99]
Wang Z 2018 26 140 48 140 31.5% 0.44 [0.25, 0.76]
Wei 2018 48 116 67 118 31.4% 0.54 [0.32, 0.90]
Zhong 2009 40 57 50 57  12.0% 0.33[0.12, 0.87]
Subtotal (95% Cl) 440 460 100.0% 0.55[0.41, 0.73]
Total events 152 215
Heterogeneity: Chi? = 10.74, df = 6 (P = 0.10); I> = 44%
Test for overall effect: Z = 4.06 (P < 0.0001)
2-year disease-free survival
Ewards 1998 19 30 17 36  4.6% 1.93[0.72, 5.19]
lzumi 1994 10 23 21 27 8.9% 0.22[0.06, 0.75]
Li 2006 9 39 15 45 8.7% 0.60 [0.23, 1.58]
Li Q 2006 19 35 30 37 10.8% 0.28 [0.10, 0.80]
Wang Z 2018 50 140 72 140 37.5% 0.52[0.33, 0.85]
Wei 2018 64 116 82 118 29.5% 0.54[0.32,0.92]
Subtotal (95% Cl) 383 403 100.0% 0.55[0.41, 0.73]
Total events 171 237
Heterogeneity: Chiz = 10.02, df =5 (P = 0.07); I* = 50%
Test for overall effect: Z = 4.07 (P < 0.0001)
3-year disease-free survival
Ewards 1998 25 30 22 36 31%  3.18[0.99, 10.26]
lzumi 1994 16 23 24 27 6.3% 0.29 [0.06, 1.27]
Li 2006 15 39 23 45 12.3% 0.60 [0.25, 1.43]
Wang Z 2018 73 140 94 140 42.2% 0.53[0.33, 0.87]
Wei 2018 71 116 87 118 31.4% 0.56 [0.32, 0.98]
Zhong 2009 52 57 56 58  4.6% 0.37 [0.07, 2.00]
Subtotal (95% Cl) 405 424 100.0% 0.61 [0.45, 0.83]
Total events 252 306

Heterogeneity: Chiz = 9.35, df =5 (P = 0.10); I?=47%

Test for overall effect: Z = 3.18 (P = 0.001)

Test for subaroun differences: Chi2=0.34. df =2 (P = 0.84). ?=0%
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Supplement Figure 5B. Forest plots comparing disease-free survival rates in RCTs.

Supplement Figure 5B. (NRCT)

Adjuvant TACE Surgery alone Odds Ratio Odds Ratio

Study or Subgroup  Events Total Events Total Weight M-H. Fixed. 95% Cl M-H. Fixed. 95% CI
1-year disease-free survival

Bai 2016 22 31 46 51  85% 0.27[0.08, 0.89]

Li K 2012 8 35 16 41 9.5% 0.46[0.17,1.27] - T
QiY 2016 33 91 59 109 28.7% 0.481[0.27, 0.85] G
Tong Y 2017 8 83 10 83 7.6% 0.78[0.29, 2.08] e
Wang Y 2018 19 53 29 53 15.6% 0.46[0.21, 1.01] -
XiT2012 29 145 11 576  30.0% 1.05 [0.66, 1.65] ——
Subtotal (95% Cl) 438 913 100.0% 0.65 [0.49, 0.87] L 4
Total events 119 271

Heterogeneity: Chi? = 8.66, df =5 (P = 0.12); I = 42%

Test for overall effect: Z =2.93 (P = 0.003)
2-year disease-free survival

QiY 2016 66 91 74 109 44.6% 1.25[0.68, 2.30]

Tong Y 2017 30 83 36 83 554% 0.74 [0.40, 1.38]

Subtotal (95% Cl) 174 192 100.0% 0.97 [0.63, 1.49]

Total events 96 110

Heterogeneity: Chi? = 1.39, df = 1 (P = 0.24); I> = 28%

Test for overall effect: Z=0.16 (P = 0.88)
3-year disease-free survival

LiK 2012 19 35 25 41 7.2% 0.76[0.30, 1.90] el
QiY 2016 69 91 91 109 13.7% 0.62[0.31, 1.25] = r
Tong Y 2017 40 83 42 83 14.9% 0.91[0.49, 1.67] —
Wang Y 2018 33 53 42 53 10.8% 0.43[0.18, 1.03] |
XiT2012 65 145 353 576 53.5% 0.51[0.36, 0.74] L3
Subtotal (95% CI) 407 862 100.0% 0.60 [0.46, 0.77] L 2
Total events 226 553

Heterogeneity: Chiz = 3.29, df =4 (P = 0.51); 1= 0%

Test for overall effect: Z=3.91 (P < 0.0001)

0.01 0.1 1 10 100
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Test for subaroup differences: Chiz = 3.56. df =2 (P = 0.17). I? = 43.8%



Supplement Figure 5C. Forest plots comparing disease-free survival rates in NRCTs.

Supplement Figure 5C. (All studies)

Adjuvant TACE  Surgery alone

Study or Subgroup __Events Total Events Total Weight
1-year disease-free survival

Bai 2016 22 31 46 51  4.2%
Ewards 1998 15 30 11 36  21%
lzumi 1994 9 23 15 27 3.5%
Li 2006 5 39 6 45  2.0%
LiK 2012 8 35 16 41 47%
Li Q 2006 9 35 18 37  53%
QiY 2016 33 91 59 109 14.1%
Tong Y 2017 8 83 10 83 3.7%
Wang Y 2018 19 53 29 53 7.6%
Wang Z 2018 26 140 48 140 16.1%
Wei 2018 48 116 67 118  16.0%
XiT2012 29 145 111 576  14.7%
Zhong 2009 40 57 50 57  6.1%
Subtotal (95% CI) 878 1373 100.0%
Total events 27 486

Heterogeneity: Chi? = 20.14, df = 12 (P = 0.06); I* = 40%
Test for overall effect: Z = 4.92 (P < 0.00001)

2-year disease-free survival

Ewards 1998 19 30 17 36

lzumi 1994 10 23 21 27  6.9%
Li 2006 9 39 15 45  6.7%
Li Q 2006 19 35 30 37 8.4%
QiY 2016 66 91 74 109 11.6%
Tong Y 2017 30 83 36 83 14.4%
Wang Z 2018 50 140 72 140 29.1%
Wei 2018 64 116 82 118 22.9%
Subtotal (95% ClI) 527 559 100.0%
Total events 248 330

Heterogeneity: Chi? = 11.02, df =6 (P = 0.09); I> = 46%
Test for overall effect: Z = 3.93 (P < 0.0001)

3-year disease-free survival

Ewards 1998 25 30 22 36 1.3%
lzumi 1994 16 23 24 27 27%
Li 2006 15 39 23 45 52%
Li K 2012 19 35 25 41 42%
QiY 2016 69 91 91 109  7.9%
Tong Y 2017 40 83 42 83 8.6%
Wang Y 2018 33 53 42 53  6.3%
Wang Z 2018 73 140 94 140 17.8%
Wei 2018 7 116 87 118  13.2%
XiT2012 65 145 353 576 31.0%
Zhong 2009 52 57 56 58  1.9%
Subtotal (95% Cl) 812 1286 100.0%
Total events 478 859

Heterogeneity: Chi? = 12.63, df = 10 (P = 0.24); I?=21%
Test for overall effect: Z = 5.03 (P < 0.00001)

Test for subaroup differences: Chi2 = 0.01. df =2 (P =1.00). I? = 0%

Odds Ratio

M-H. Fixed, 95% ClI

Odds Ratio
M-H. Fixed. 95% CI

0.27 [0.08, 0.89]
2.27[0.83,6.22]
0.51[0.17, 1.59]
0.96 [0.27, 3.41]
0.46 [0.17, 1.27]
0.37 [0.14, 0.99]
0.48 [0.27, 0.85]
0.78 [0.29, 2.08]
0.46 [0.21, 1.01]
0.44 [0.25, 0.76]
0.54 [0.32, 0.90]
1,05 [0.66, 1.65]
0.33[0.12, 0.87]
0.60 [0.49, 0.73]

Not estimable
0.2210.06, 0.75]
0.60 [0.23, 1.58]
0.28[0.10, 0.80]
1.25[0.68, 2.30]
0.74[0.40, 1.38]
0.52[0.33, 0.85]
0.54[0.32, 0.92]
0.61[0.47, 0.78]

3.18 [0.99, 10.26]
0.29 [0.06, 1.27]
0.60 [0.25, 1.43]
0.76 [0.30, 1.90]
0.62[0.31, 1.25]
0.91[0.49, 1.67]
0.43[0.18, 1.03]
0.53 [0.33, 0.87]
0.56 [0.32, 0.98]
0.51[0.36, 0.74]
0.37 [0.07, 2.00]
0.60 [0.49, 0.73]
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Supplement Figure 6. Funnel plot of the included studies.

Supplement Figure 6.
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PRISMA 2009 Checklist

Section/topic # Checklist item repEice
on page #

TITLE

Title 1 | Identify the report as a systematic review, meta-analysis, or both. 1

ABSTRACT

Structured summary 2 | Provide a structured summary including, as applicable: background; objectives; data sources; study eligibility criteria, | 3
participants, and interventions; study appraisal and synthesis methods; results; limitations; conclusions and
implications of key findings; systematic review registration number.

INTRODUCTION

Rationale 3 | Describe the rationale for the review in the context of what is already known. 4

Objectives 4 | Provide an explicit statement of questions being addressed with reference to participants, interventions, comparisons, | 5§
outcomes, and study design (PICOS).

METHODS

Protocol and registration 5 | Indicate if a review protocol exists, if and where it can be accessed (e.g., Web address), and, if available, provide NA
registration information including registration number.

Eligibility criteria 6 | Specify study characteristics (e.g., PICOS, length of follow-up) and report characteristics (e.g., years considered, 5-6
language, publication status) used as criteria for eligibility, giving rationale.

Information sources 7 | Describe all information sources (e.g., databases with dates of coverage, contact with study authors to identify 6
additional studies) in the search and date last searched.

Search 8 | Present full electronic search strategy for at least one database, including any limits used, such that it could be 6
repeated.

Study selection 9 | State the process for selecting studies (i.e., screening, eligibility, included in systematic review, and, if applicable, 6
included in the meta-analysis).

Data collection process 10 | Describe method of data extraction from reports (e.g., piloted forms, independently, in duplicate) and any processes 6
for obtaining and confirming data from investigators.

Data items 11 | List and define all variables for which data were sought (e.g., PICOS, funding sources) and any assumptions and 6
simplifications made.

Risk of bias in individual 12 | Describe methods used for assessing risk of bias of individual studies (including specification of whether this was 6-7

studies done at the study or outcome level), and how this information is to be used in any data synthesis.

Summary measures 13 | State the principal summary measures (e.g., risk ratio, difference in means). 7

Synthesis of results 14 | Describe the methods of handling data and combining results of studies, if done, including measures of consistency 7

(e.g., 1> for each meta-analysis.
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Section/topic # Checklist item
on page #

Risk of bias across studies 15 | Specify any assessment of risk of bias that may affect the cumulative evidence (e.g., publication bias, selective 7
reporting within studies).

Additional analyses 16 | Describe methods of additional analyses (e.g., sensitivity or subgroup analyses, meta-regression), if done, indicating | NA
which were pre-specified.

RESULTS

Study selection 17 | Give numbers of studies screened, assessed for eligibility, and included in the review, with reasons for exclusions at | 8
each stage, ideally with a flow diagram.

Study characteristics 18 | For each study, present characteristics for which data were extracted (e.g., study size, PICOS, follow-up period) and | 8
provide the citations.

Risk of bias within studies 19 | Present data on risk of bias of each study and, if available, any outcome level assessment (see item 12). 8-9

Results of individual studies 20 | For all outcomes considered (benefits or harms), present, for each study: (a) simple summary data for each 9
intervention group (b) effect estimates and confidence intervals, ideally with a forest plot.

Synthesis of results 21 | Present results of each meta-analysis done, including confidence intervals and measures of consistency. 9-11

Risk of bias across studies 22 | Present results of any assessment of risk of bias across studies (see Item 15). 9

Additional analysis 23 | Give results of additional analyses, if done (e.g., sensitivity or subgroup analyses, meta-regression [see Item 16]). NA

DISCUSSION

Summary of evidence 24 | Summarize the main findings including the strength of evidence for each main outcome; consider their relevance to 11-13
key groups (e.g., healthcare providers, users, and policy makers).

Limitations 25 | Discuss limitations at study and outcome level (e.g., risk of bias), and at review-level (e.g., incomplete retrieval of 13-14
identified research, reporting bias).

Conclusions 26 | Provide a general interpretation of the results in the context of other evidence, and implications for future research. 14

FUNDING

Funding 27 | Describe sources of funding for the systematic review and other support (e.g., supply of data); role of funders for the 14

From: Moher D, Liberati A, Tetzlaff J, Altman DG, The PRISMA Group (2009). Preferred Reporting Items for Systematic Reviews and Meta-Analyses: The PRISMA Statement. PLoS Med 6(7): e1000097.

doi:10.1371/journal.pmed1000097

For more information, visit: www.prisma-statement.org.
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