www.impactjournals.com/oncotarget/

Clinicopathological significance of CHFR promoter methylation

Oncotarget, Supplementary Materials

in gastric cancer: a meta-analysis

SUPPLEMENTARY MATERIALS

GC Normal Gastric Mucosa Odds Ratio Odds Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Gao 2008 [1] 9 20 1] 20 42%  33.87[1.80,636.88] —_—*
Hiraki 2010 [2] K| 49 15 439 156% 3.80[1.68, 9.05] —
Hiraki 2011 [3] 13 20 1 20 64%  35.29[3.87 321.593] e —
Hamma 2005 [4] 18 52 4 52 127% 6.35[1.97, 20.45] —
Honda 2004 [5] 25 71 4 34 129% 4.081[1.28,12.89] e —
Hu 2010 [6] 34 70 16 70 167% 319[1.54, 6.61] —
Kang 2008 [7] 11 25 i] 25 42%  40.45([2.22 737.497] —_—
Koga 2006 [8] 24 46 2 46 100%  24.00([519,110.890] —_—
Marioka 2006 [9] 9 38 0 38 4.3%  24.80[1.39, 443.49] —_—
Satah 2003 [10] 24 61 i] 44 44%  5B8.15([3.42 988.73] EEE——
Wang 2014 [11] 11 25 i] 25 42%  40.45([2.22 737.497] —_—
Yoshida 2006 [12] 15 41 0 41 4.4%  48.55([2.79, 846.03] .
Total (95% CI) 518 464 100.0% 1012 [5.17,19.79] .
Total events 224 42
Heterogeneity: Tau®= 0.57; Chi*= 21.86, df= 11 (P = 0.03); F= 50% 30 o1 0*1 130 1005
Test for averall effect: Z=6.76 (P =< 0.00001) GC Normal Gastric Mucosa
GC Normal Gastric Mucosa Odds Ratio Odds Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Hiraki 2010 [2] K| 49 15 49 16.4% 3.80[1.68, 9.05] L
Hiraki 2011 [3] 13 20 1 20 B6%  35.29([3.87, 321.93] I —
Hamma 2005 [4] 18 52 4 82 133% 6.35[1.97, 20.45] e —
Haonda 2004 [5] 25 71 4 34 134% 4.081[1.29,12.89] e —
Hu 2010 [6] 34 70 16 T0O17.4% 319[1.54, 6.61] —
Kang 2008 [7] 11 28 0 25 44%  40.45([2.22, 737.497] _—
Koga 2006 [8] 24 46 2 46 104%  24.00([519,110.590] s a——
Marioka 2006 [9] 9 38 i] 38 45%  24.80[1.39, 443.49] e —
Satoh 2003 [10] 24 61 i] 44 46% 5B8.15([3.42 98873 E———
Wang 2014 [11] 11 25 0 25 44%  40.45([2.22 737.497] _—
Yoshida 2006 [12] 15 41 0 41 45% 4855279, 846.03] EEEE———
Total (95% CI) 498 444 100.0% 9.58 [4.84,18.97] B
Total events 215 42
Heterogeneity: Tau®= 0.56; Chi®= 20.46, df=10 (P =0.03); F=51% :U o1 0?1 150 1005
Testfor averall effect. Z=6.48 (P = 0.00001) GC Normal Gastric Mucosa
GC Normal Gastric Mucosa Odds Ratio Odds Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Gao 2008 [1] 9 20 0 200 53%  33.87[1.80,636.88] —_—*
Hiraki 2011 [3] 13 20 1 200 T8%  35.29([3.87, 321.93] e —
Hamma 2005 [4] 18 52 4 52 146% 6.35[1.97, 20.45] e
Haonda 2004 [5] 25 71 4 34 148% 4.081[1.28,12.89] —
Hu 2010 [6] 34 70 16 70 184% 319[1.54, 6.61) —
Kang 2008 [7] 11 25 0 25 54%  40.45([2.22 737.497] _—
Koga 2006 [8] 24 46 2 46 11.8%  24.00([5.19,110.90] —_—
Marioka 2006 [9] 9 38 1] 38 54%  24.80[1.39, 443.49] —_—
Satah 2003 [10] 24 61 i 44  56% 5B8.15([3.42 988.73] E——
Wang 2014 [11] 11 25 i 25 54%  40.45([2.22 737497 _—
Yoshida 2006 [12] 15 41 0 41 55% 4855279, 846.03] —_—*
Total (95% CI) 469 415 100.0% 12.73 [5.87, 27.58] -
Total events 193 27
Heterogeneity: Tau®=0.71; Chi*=19.97 df=10 (P =0.03); F=50% T 01 0 100

Test for averall effect: Z=6.45 (P = 0.00001)
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GC Normal Gastric Mucosa Odds Ratio Odds Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Gao 2008 [1] 9 20 a 20 52%  33.87[1.80 636.88) ———
Hiraki 2010 [2] 3 49 15 49 16.8% 3.80[1.68,9.09) —
Hiraki 2011 [3] 13 20 1 20 7.7%  35.28[3.87 321.93) e —
Honda 2004 [45] 25 71 4 34 143% 4.08([1.29,12.89] e —
Hu 2010 [6] 34 70 16 0177 % 319([1.54, 6.61] —
Kang 2008 [7] 11 28 a 25 53%  40.45[2.22 737.97] —_—*
Koga 2006 [8] 24 46 2 46 11.58%  24.00[5.19,110.90] e a—
Morioka 2006 [9] 9 38 0 38 53%  24.80[1.39 443.49] e —
Satoh 2003 [10] 24 1 a 44 5A8% AB15[3.42 88873 ——
Wang 2014 [11] 11 25 a 25 53%  40.45[2.22 737.497) —_—
Yoshida 2006 [12] 15 41 a 41 54% 4855([2.79 846.03] _—
Total (95% CI) 466 412 100.0% 11.64 [5.38, 25.22] -
Total events 206 38
Heterogeneity: Tau*=0.74; Chi*=2202, df=10{P=0.02); F=55% ID 01 051
Testfor overall effect Z=6.23 (P = 0.00001} GC Normal Gastric Mucosa
GC Normal Gastric Mucosa Odds Ratio Odds Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Gao 2008 [1] q 20 a 20 51%  33.87[1.80,636.88) S —
Hiraki 2010 [2] H 49 15 49 17.0% 3.80[1.68, 9.049] e —
Hiraki 2011 [3] 13 20 1 20 7.7%  35.289[3.87 321.93) —
Homma 2004 [4] 18 52 4 52 14.3% B.35[1.97,20.458] e —
Hu 2010 [6] 34 70 16 70 18.0% 319([1.54, 6.61] —
Kang 2008 [7] 11 25 a 25 52%  4045[2.22 737.97] —_—
Kaoga 2006 [8] 24 46 2 46 11.58%  24.00[5.19, 110.90] S
Marioka 2006 [9] 9 38 a 38 53%  24.80[1.39 44349 e —
Satoh 2003 [10] 24 61 I 44 54% 5B8.15[3.42,988.73] I——
Wang 2014 [11] 11 28 a0 28 52%  4045[2.22 737.97] —_—*
Yoshida 2006 [12] 15 41 a 41 53% 4855([2.79 846.03] E—
Total (95% CI) 447 430 100.0% 12.25[5.72, 26.25] -
Total events 199 38
Heterageneity: Tau®=0.70; Chi*= 2134 df=10{F=0.02); F=53% :D 0 051
Test for overall effect: Z=6.44 (P = 0.00001) GC Normal Gastric Mucosa
GC Normal Gastric Mucosa Odds Ratio Odds Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Gao 2008 [1] g 20 I 20 48%  33.87[1.80,636.88] _—
Hiraki 2010 [2] Kl 49 14 49 19.5% 3.80[1.68, 9.09] —
Hiraki 2011 [3] 13 20 1 20 7A%  35.289[3.87 321.93] ———
Homma 2004 [4] 18 52 4 52 156% 6.35[1.97,20.45] s —
Handa 2004 [5] 25 71 4 34 158% 4.08([1.29 12.88] D —
Kang 2008 [7] 11 25 a 25 49%  40.45[2.22 737.97) E———
Koga 2006 [8] 24 46 2 46 120%  24.00[5.19,110.90] e a—
Marioka 2006 [9] g 38 a 38 50%  24.80[1.39 44349 _—
Satoh 2003 [10] 24 1 a 44 51%  AB.15[3.42 88873 EE——
Wang 2014 [11] 11 25 a 25 49%  4045[2.22 737.97) —_——*
Yashida 2006 [12] 15 41 a 41 50% 4855([2.79, 846.03] —
Total (95% CI) 448 394 100.0% 12.37 [6.08, 25.17] -
Total events 190 26
Heterogeneity: Tau®=0.49; Chi*=16.47, df=10 (P =0.08); F= 39% =D o1 051

Test for overall effect: Z=6.94 (P = 0.00001)
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GC Normal Gastric Mucosa Odds Ratio Odds Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% Cl
Gao 2008 [1] g 20 ] 20 43%  33.87[1.80,636.89] —_—
Hiraki 2010 [2] K| 49 15 49 16.5% 3.80[1.68, 9.09] e —
Hiraki 2011 [3] 13 20 1 20 BE%  3529[3.87 32183 e —
Homma 2005 [4] 18 52 4 52 133% 6.35[1.97, 20.45] s —
Honda 2004 [5] 25 7 4 34 135% 4.08[1.29,12.89] .
Hu 2010 [6] 34 70 16 70 176% 3149[1.54, 6.61] —
Koga 2006 [8] 24 46 2 46 10.4%  24.00[5.19,110.80] .
Marioka 2006 [9] g 38 0 38 4.4%  2480[1.39, 443.49] _—
Satoh 2003 [10] 24 61 1] 44 45%  58.15[3.42 98873 .
Wang 2014 [11] 11 25 il 25 44%  4045([2.22 737.497] ———
Yoshida 2006 [12] 15 41 il 41 45% 48.55[2.79, 846.03] _—
Total (95% CI) 493 439 100.0% 9.41[4.78,18.52] e
Total events 213 42
Heterogeneity: Tau®= 0.54; Chi*= 20.05, df=10 (P = 0.03); F=50% :El 0 011 150 100’
Testfor overall effect: 2= 6.49 (P < 0.00001) GC Normal Gastric Mucosa
GC Normal Gastric Mucosa Odds Ratio Odds Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Gan 2008 [1] 9 20 i 20 45%  33.87[1.80,636.88] _—
Hiraki 2010 [2] K| 49 15 43 17.8% 3.80[1.68, 9.09] —
Hiraki 2011 [3] 13 20 1 20 B.9%  35.29[3.87 321.93] e
Homma 2005 [4] 18 52 4 52 143% 6.35 [1.97, 20.45] e —
Honda 2004 [4] 25 7 4 34 14.4% 4.081[1.29,12.89] e —
Hu 2010 [6] 34 70 16 70 191% 319[1.54, 6.61] —
Kang 2008 [7] 11 25 a 25 45%  4045[2.22 737.497] —
Marioka 2006 [9] ] 38 1] 38 46%  24.80[1.39, 443.49] R
Satoh 2003 [10] 24 61 1] 44 47% 5815[3.42 988.73] E—
Wang 2014 [11] 11 25 a 25 45%  4045[2.22 737.497] —_—*
Yoshida 2006 [12] 15 41 a 41 47%  48.55[2.79 846.03) _—
Total (95% Cl) 472 418 100.0% 8.93 [4.50,17.72] -
Total events 200 40
Heterogeneity: Tau?= 0.50; Chi*=18.74, df=10 (P = 0.04); F= 47% :U 0 0;1 150 100:
Testfor overall effect 2= 6.26 (P < 0.00001) GC Normal Gastric Mucosa
GC Normal Gastric Mucosa Odds Ratio Odds Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Gao 2008 [1] g 20 a 20 4.4%  33.87[1.80, 636.88] —_—
Hiraki 2010 [2] ki 49 15 49 16.3% 3.80[1.68, 9.09] a
Hiraki 2011 [3] 13 20 1 20 B.7%  35.29[3.87,321.93] e —
Homma 2005 [4] 18 52 4 52 13.3% 6.35[1.97, 20.45] e —
Honda 2004 [5] 25 7 4 34 13.4% 4.081[1.29,12.89) D ——
Hu 2010 [6] 34 70 16 7O O17.3% 319[1.54,6.61] —
Kang 2008 [7] 11 25 a 25 45%  4045[2.22 737.97] .
Koga 2006 [8] 24 46 2 46 10.4%  24.00[5.19,110.90] —_—
Satoh 2003 [10] 24 61 i 44 47% 58.15([3.42 98873 I
Wang 2014 [11] 11 25 a 25 45%  4045[2.22 737.47] S
Yoshida 2006 [12] 15 41 a 41 46% 48.55[2.79, 846.03] EE—
Total (95% Cl) 480 426 100.0% 9.78 [4.90,19.53] s
Total events 214 42
e = — . i = - — R - I 1 1 1
Heterogeneity: Tau®= 0.58; Chi*= 2085, df =10 (P=0.02); F=52% T 0 10 100

Test for overall effect. Z=6.47 (P = 0.00001)
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GC Normal Gastric Mucosa Odds Ratio Odds Ratio

Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Gao 2008 [1] 9 20 a 200 41%  33.87[1.80,636.88)] S —
Hiraki 2010 [2] 31 49 18 49 17.0% 3.80[1.68, 9.09] —
Hiraki 2011 [3] 13 20 1 20 6.4%  35.29[387, 321.83 .
Homrma 2005 [4] 18 52 4 52 135% B.35[1.97, 20.45] -
Honda 2004 [5] 25 7 4 3 136% 4.08[1.29,12.89] —
Hu 2010 [6] 34 70 16 70 183% 3.19[1.54, 6.61] —
Kang 2008 [7] 11 25 0 25 42%  40.45[2.22,737.97) _—
Koga 2006 [8] 24 4B 2 46 10.3%  24.00[5.19,110.90] e
Morioka 2006 [9] 9 38 ] 38 42%  24.80([1.39, 44349 _—
YWang 2014 [11] 11 25 a 28 42%  4045[2.22 73797 _—
Yoshida 2006 [12] 15 41 0 41 4.3%  48.55[2.79, 846.03) _—
Total (95% CI) 457 420 100.0% 8.97 [4.66, 17.25] .
Total events 200 42
Heterogeneity: Tau?= 0.47, Chi*=18.79, df= 10 (P = 0.04); F= 47% ln o1 n=1 1{13 mul
Test for overall effect: Z=6.58 (P = 0.00001) GC Normal Gastric Mucosa

GC Normal Gastric Mucosa Odds Ratio Odds Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Gao 2008 [1] 3 20 0 20 4.3%  33.87 [1.80, 636.89) _—
Hiraki 2010 [2] h | 49 15 49 16.5% 3.90[1.68, 9.05] —
Hiraki 2011 [3] 13 20 1 200 BE%  35.29[3.87 32183 S
Homrma 2005 [4] 18 52 4 52 133% B.35[1.97, 20.45] B
Honda 2004 [5] 25 71 4 34 135% 4.08[1.29,12.89] —_—
Hu 2010 [6] 34 T0 16 0O17.6% 3.19[1.54, 6.61] —
Kang 2008 [7] 11 25 0 25 44%  40.45[2.22,737.97) _—
Koga 2006 [8] 24 46 2 46 104%  24.00([5.19,110.80] —_—
Morioka 2006 [9] 9 38 a 38 44%  24.80([1.39, 443,49 _
Satoh 2003 [10] 24 61 i] 44 45%  5B15[342,88877 E—
Wang 2014 [11] 11 258 1] 25 40.45[2.22, 737.97] E—
Yoshida 2006 [12] 15 41 1] 41 45% 48.585[2.79, 846.03]

-

Total (95% CI) 493 439 100.0% 9.41[4.78,18.52]
Total events 213 42 I t t |
Heterogeneity: Tau®= 0.54; Chi®= 2004, df=10 (P = 0.03); F= 50% o o1 GC Normal G;sgtric Muc!)gﬂa
Test for overall effect: Z= 6.49 (P = 0.00001)

GC Normal Gastric Mucosa Odds Ratio Odds Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% ClI M-H, Random, 95% ClI
Gao 2008 [1] 9 20 0 20 4.2%  33.87 [1.80, 636.88) _—
Hiraki 2010 [2] 31 49 18 49 16.7% 3.80[1.68, 9.04] —
Hiraki 2011 [3] 13 20 1 20 B.5%  35.29[3.87 32193 S —.
Homrma 2005 [4] 18 a2 4 52 134% 6.35[1.97, 20.45] -
Honda 2004 [3] 24 71 4 34 136% 4.08[1.29,12.89] s —
Hu 2010 [A] 34 70 16 70 17.8% 3189[1.54, 6.61] —
Kang 2008 [7] 1 25 0 25 43%  40.45[2.22,737.97) _—*
Koga 2006 [3] 74 4B 2 46 10.4%  24.00[5.19,110.90] —_—
Morioka 2006 [4] g 38 0 38 4.3% 24.801[1.39, 443.49] —_—*
Satoh 2003 [10] 24 61 i} 44 4.5% 58.15[3.42,988.73) E——
YWang 2014 [11] 11 25 0 25 43%  4045[2.22 73797 E——
Total (95% CI) 477 423 100.0% 9.20 [4.72,17.91] il
Total events 209 42
Heterogeneity: Tau®= 0.51; Chi®=19.46, df=10 (P = 0.03); F= 43% lﬂ o1 051 150 100:
Test for overall effect: Z=6.53 (P = 0.00001) GC Normal Gastric Mucosa

Supplementary Figure 1: Sensitivity analysis for CHFR promoter methylation in GC and normal gastric tissue.



High grade Low grade Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Gao 2008 [1] ] 14 a 6 1.0% 22.45[1.05, 479.93] R —
Haonda 2004 [5] 12 kil 13 40 27.9% 1.31[0.49, 3.49] — T
Hu 2010 [6] 26 45 g 25 17.4% 2.91[1.04,813] =
Li2015[13] 26 73 ] 29 33.3% 1.23[0.49, 3.09] B
Mitsuno 2007 [14] 10 26 3] 12 203% 0.63[0.16, 2.48] I
Total (95% CI) 189 112 100.0% 1.64 [1.00, 2.68] ‘
Total events 83 36
Heterogeneity: Chi*=6.45 df=4 {P=0.17), F= 38% I + t d
o - 0.01 0.1 10 100
Testfor overall effect: Z=1.95 (P = 0.05) High grade Low grade
High grade Low grade Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Honda 2004 [5] 12 kil 13 40 282% 1.31[0.49, 3.49] —
Hu 2010 [8] 26 45 g 25 17.6% 2.91[1.04,813] T
Li2015[13] 26 73 ] 29 337% 1.23[0.49, 3.09] —
Mitsuno 2007 [14] 10 26 B 12 205% 0.63[0.16, 2.48] I —
Total (95% CI) 175 106 100.0% 1.42[0.85, 2.38] -
Total events 74 36
Heterogeneity: Chi*= 3.35, df= 3 (P = 0.34); F=10% ) t t |
T N 0.01 0.4 10 100
Testfor averall effect Z=1.35(P=0.18) High grade Low grade
High grade Low grade Odds Ratio Odds Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Gan 2008 [1] 9 14 1] B 1.4% 22.45([1.05 479.93]
Hu 2010 [6] 26 45 g 25 24.2% 2.91[1.04,813]
Li20151[13] 26 73 9 29 46.2% 1.23[0.49, 3.09]
Mitsuno 2007 [14] 10 26 B 12 28.2% 0.63[0.16, 2.48] —
Total (95% Cl) 158 72 100.0% 1.76 [0.99, 3.13] o
Total events 71 23
Heterogeneity: Chi*=6.32, df=3 (P=0.10); F=53% ) t t {
o - 0.01 0.1 10 100
Test for averall effect Z=1.93 (P =0.05) High grade Low grade
High grade Low grade Odds Ratio Odds Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Gao 2008 [1] 9 14 a 6 1.2% 22.45[1.05, 479.93] I —
Honda 2004 [5] 12 kil 13 40 33.9% 1.31[0.49, 3.49] —
Li2015[13] 26 73 ] 29 404% 1.23[0.49, 3.09] —
Mitsuno 2007 [14] 10 26 B 12 246% 0.63[0.16, 2.48] B E—
Total (95% Cl) 144 87 100.0% 1.37[0.77, 2.41] -
Total events a7 28
Heterogeneity: Chi*=4.50, df=3 (P = 0.21); F= 33% I + t |
T . 0.01 0.1 10 100
Testfor overall effect: Z=1.08 (P =0.28) High grade Low grade
High grade Low grade Odds Ratio Odds Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Gan 2008 [1] 9 14 1] 3} 1.8% 22.45([1.05,479.593]
Haonda 2004 [5] 12 i 13 40 41.9% 1.31[0.49, 3.49]
Hu 2010 [6] 26 45 8 25 26.2% 2.91[1.04,813] -
Mitsuno 2007 [14] 10 26 B 12 30.4% 0.63[0.16, 2.48] —
Total (95% Cl) 116 83 100.0% 1.84[1.02, 3.31] s
Total events a7 27
Heterogeneity: Chi*=6.13,df=3 (P=0.11); F=51% ) + t |
o v 0.01 0.1 10 100
Testfor overall effect. Z=2.04 (P=0.04) High grade Low grade
High grade Low grade Odds Ratio Odds Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% Cl
Gao 2008 [1] ] 14 0 6 1.3% 22.45[1.05 479.93) R
Honda 2004 [5] 12 31 13 40 351% 1.31[0.49, 3.49] —
Hu 2010 [6] 26 45 8 25 21.9% 2.91[1.04,813] I
Li2015[13] 26 73 ] 29 41.8% 1.23[0.49, 3.09] ——
Total (95% CI) 163 100 100.0% 1.89 [1.11, 3.23] L
Total events 73 a0
ity: Chi#= = = = L t + |
Heterogeneity: Chi*= 4.56, df= 3 (P =0.21); F= 34% 001 01 10 100

Test for overall effect Z= 233 (P=0.02)

High grade Low grade

Supplementary Figure 2: Sensitivity analysis for CHFR promoter methylation in different grade of GC.



Subserosa (+)  Subserosa(-) Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight WM-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Gao 2008 [1] 7 15 2 5 B.4% 1.31[017 10.26] EE—
Hiraki 2010 [2] 7 11 11 200 11.4% 1.43[0.32, 6.49) —
Homma 2005 [4] 7 20 11 32 222% 1.03[0.32,3.32) —
Li20158[13] 28 a9 7 13 33.7% 0.39[0.12,1.28] —
Oki 2008 [15] 12 36 8 23 26.2% 0.94 [0.31, 2.82] . E—
Total (95% CI) 171 93 100.0% 0.85[0.48,1.52] ’
Total events 61 39
?et?;ogenemflzl C;I T;fnﬂ gfg:;EPuzsclg.Ba); F=0% o 01 1 100
estfor overall effect 2= 0.53 (P = 0.59) Subserosa (+) Subserosa(-)
Subserosa (+) Subserosa (-) Odds Ratio Odds Ratio
Study or Subgroup  Events  Total Events  Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Hiraki 2010 [2] 7 11 11 20 12.2% 1.43[0.32, 6.49)]
Homma 2005 [4] 7 20 11 32 237%  1.03[0.32,3.37 —
Li2015[13] 28 a9 7 13 36.1% 0.39[0.12,1.28] — &
Oki 2008 [15] 12 36 g 23 28.0% 0.94 [0.31, 2.82) —_—
Total (95% CI) 156 88 100.0%  0.82[0.45,1.50] -
Total events 54 ar
Heterogeneity: Chi*= 2.21, df= 3 (P = 0.53); F= 0% p f t |
2T - 0.01 0.1 10 100
Test for averall effect Z= 063 (P=0.53) Subserosa (+) Subserosa (o)
Subserosa (+)  Subserosa (-) Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Gao 2008 [1] 7 15 2 5 73%  1.31[017 10.26] EE—
Homma 2005 [4] 7 20 11 32 250% 1.03[0.32,3.32) —
Li2015[13] 28 a9 7 13 381% 0.391[0.12,1.28] — &
Oki 2008 [15] 12 36 8 23 296% 0.94 [0.31, 2.82) —
Total (95% CI) 160 73 100.0% 0.78 [0.42,1.46] "
Total events 54 28
Heterogeneity: Chi*=1.86, df= 3 (P = 0.60); F= 0% k t t |
o v 0.01 0.1 10 100
Testfor averall effect Z=0.78 (P=0.44) Subserosa (+) Subserosa(-)
Subserosa (+)  Subserosa (-) Odds Ratio 0Odds Ratio
Study or Subgroup Events Total Events Total Weight WM-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Gao 2008 [1] 7 15 2 5  83% 1.31[017 10.26] —
Hiraki 2010 [2] 7 11 1" 20 147% 1.43[0.32, 6.49] ]
Li2015[13] 28 89 7 13 43.3% 0.39[0.12,1.28] ——
Oki 2008 [15] 12 36 8 23 337% 0.94 [0.31, 2.82) —
Total (95% CI) 151 61 100.0%  0.81[0.42,1.56] -
Total events 54 28
it ChiE= - - R I + t d
?et?;ogenenyl.l C;I ;;ETD g;-PBEPU-Sg.SZ), F=0% 001 01 10 100
estfor overall effect Z=0.64 (F = 0.52) Subserosa (+) Subserosa (-)
Subserosa (+) Subserosa (-) Odds Ratio Odds Ratio
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Supplementary Figure 3: Sensitivity analysis for CHFR promoter methylation in different invasion status of GC.
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Supplementary Figure 4: Sensitivity analysis for CHFR promoter methylation in GC stage III/IV and stage I/I1.
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Supplementary Figure 5: Sensitivity analysis for CHFR promoter methylation in different status of lymph node metastasis.
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