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*mTOR rs2295080 under the homozygote model (GG vs. TT)

Study ID OR(95%) Weight%
Cao, Q. (2012) =T 0.81(0.52, 1.28) 14.15
Chen, JW. (2012) — =T 0.75(0.45, 1.25) 10.99
Huang, L. (2012) ——— 1.52(0.82, 2.81) 7.66
Li, Q.X. (2013) = 0.73(0.47,1.11) 15.83
Xu, M. (2013) — = 0.50(0.30,0.81) 11.85
Xu, M. (2015) — 0.63(0.39, 1.03) 12.54
Zhao, P. (2015) —*— 3.18(1.42,7.14) 440
Zhao, P, (2015) ——+— 3.20(1.11,9.25) 2.56
Zhao, Y. (2016) L 0.45(0.23,0.91) 5.88
Zhang, J. (2016) —_—= 0.81(0.52, 1.28) 14.15
Overall (?=69.2%, P=0.001) <> 0.89(0.65,1.22) 100.00
0.108 1.000 9.250
*pTEN rs701848 under the homozygote model (CC vs. TT)
Study ID OR(95%) Weight%
Zou, L.F. (2006) - T 0.82(0.33,2.06) 1.48
Qu, Y. (2009) T T 248(0.70,8.74) 0.78
Liu, B. (2008) — & 0.64(0.28, 1.44) 1.87
Song, Z.X. (2013) - 0.68(0.33,1.41) 2.38
Ding, J. (2011) - 0.93(0.48, 1.82) 2.80
Cao, Q. (2012) - 1.42(1.06,1.90) 14.50
Liu, N. (2015) y— 1.56(0.89, 2.74) 3.91
Chen, JW. {2012) - 1.15(0.85,1.58) 12.81
Jang, Y. (2013) - 1.79(1.16, 2.77) 6.60
Tang, Q.5. (2014) . 1.48(1.13,1.93) 17.59
TU)E {égi?) . 2.14(1.22,3.77) 3.91
ZI:;n.g . (2016) * 1.54(1.15, 2.07) 14.23
o e —
Song, 2.X. (2009) : 1.42(1.06,1.90) 14.50
shi, G.L. (2009) * | 0.33(0.11,0.96) 1.06
: 0.57(0.24,1.39) 1.58
Overall (2=48.1%, P=0.019) o 1.35(1.21,1.51) 100.00
0.110 1.000 9.070
*AKT1 rs2494752 under the homozygote model (GG vs. AA)
Study ID OR(95%) Weight%

Wang, MY. (2016)
Zhu, J.H. (2016)
Tang, Q.5. (2014)

Overall (?=0.0%, P=0.412)

-

—

) 1.24(0.91, 1.68) 31.89

0.97(0.70, 1.33) 28.68

1.26(0.96, 1.66) 39.42

1.16(0.96, 1.38)

100.00

F

*mTOR rs2295080 under the heterozygote model (TG vs. TT)

Study ID OR(95%) Weight%
Cao, Q. (2012) —_— 0.76(0.61,0.95) 12.50
Chen, JW. (2012) — 0.78(0.62,0.97) 11.69
Huang, L. (2012) e 1.08(0.82, 1.42) 6.80
Li, Q.X. (2013) —a 0.77(0.64,0.93) 17.52
Xu, M. (2013) — T 0.83(0.67,1.03) 13.25
Xu, M. (2015) —_— 0.78(0.63,0.98) 12.61
Zhao, P. (2015) T 1.15(0.74,1.77) 259
Zhao, P. (2015) 0.81(0.41,1.61) 1.27
Zhao, Y. (2016) — = 0.91(0.72,1.17) 9.28
Zhang, I. (2016) = 0.76(0.61,0.95) 12.50
Overall (2=0.0%, P=0.465) <> 0.82(0.76,0.89) 100.00
0.406 1.000 2.460
*pTEN rs701848 under the heterozygote model (TC vs. TT)
Study ID OR(95%) Weight%
Zou, J.F. (2006) —_— 0.73(0.33,1.58) 1.20
Qu, Y. (2009) 1.69(0.56,5.07) 0.60
Liu, 8. (2008) _— 0.75(0.39, 1.45) 1.65
Song, Z.X. (2013) —_— 0.77(0.43,1.40) 2.04
Ding, J. (2011) —— 0.87(0.54,1.42) 3.02
Cao, Q. (2012) T 1.20(0.95,1.51) 1351
Liu, N. (2015) L 1.98(1.32,2.98) 4.34
Chen, JW. (2012) — 1.03(0.81, 1.31) 1267
Jang, Y. (2013) §—— 1.89(1.35, 2.64) 6.49
Tang, A.5. (2014} —— 1.25(1.01, 1.55) 16.02
f”f tégi?] - 1.19(0.90, 1.56) 9.41
"~ S 1.31(1.03, 1.65) 12.85
Zhang, J. (2016)
T 1.20(0.95, 1.51) 1351

Song, Z.X. (2009) _
Shi, G.L. (2009) — 0.92(0.43,1.94) 1.27

—_— 0.91(0.45,1.85) 1.43
Overall (12=40.9%, P=0.050) & 1.21(1.11,1.32) 100.00

0.197 1.000 5.070

*AKT1rs2494752 under the heterozygote model (AG vs. AA)
Study ID OR(95%)  Weight%
Wang, M. (2016) ——————————  1.20(1.01,143) 36.43
zhu, J.H. (2016) 1.00(0.83,1.19) 35.87
Tang, Q.5. (2014) L . 122(099,148) 27.71
Overall (12=32.4%, P=0.228) 1.13(1.01,1.25) 100.00

0.594

1.000

1.680

0.673 1.000 1.480

Figure S1. Forest plots of cancer risk with polymorphism of mTOR rs2529080 (A,B), pTEN

rs701848 (C,D) and AKTL1 rs2494752 (E,F) assessing by overall analysis under the homozygoute

model (A,C,E), heterozygote model (B,D,F).The estimates of OR(95%CIs) are plotted with a box

and a horizontal line for each study. <, pooled ORs (95% ClIs).



A *mTOR rs2295080 under the dominant model (GG/TG vs. TT) B *mTOR 152295080 under the recessive model (GG vs. TG/TT)

Study ID OR(95%) Weight% Study ID OR(35%) Weight%
Cao, Q. (2012) _i-°_ 0.77(0.62,0.95) 12.17 Cao, Q. (2012) ; I 0.90(0.58, 1.40) 11.42
Chen, JW. (2012) o 0.77(0.62,0.96) 11.32 Chen, IW. (2012) Tl 0.82(0.49, 1.36) 10.47
Huang, L. (2012) —_—T E 1.13(0.87,1.46) 7.83 Huang, L. (2012) : - 1.48(0.81, 2.72) 9.04
i, Q.X. (2013) —?—‘—— 0.76(0.64,0.91) 16.85 Li, Q.X. (2013) _?*__ 0.80(0.52,1.22) 11.78
Xu, M. (2013) — 0.78(0.64, 0.96) 13.23 Xu, M. (2013) - 0.53(0.33,0.86) 10.75
Xu, M. (2015) — = 0.76(0.62,0.94) 12.36 Xu, M. (2015) —_—— 0.58(0.36,0.91) 11.21
Zhao, P. (2015) —_— 1,34(0.89,2.03) 3.18 Zhao, P. (2015) —*—' — 0.64(0.35,1.19) 9.00
Zhao, P. {2015) - 1.04(0.56,1.94) 1.39 Zhao, P. (2015) _?'—_ 0.73(0.30, 1.80) 5.82
Zhao, Y. (2016) ——o:— 0.86(0.68, 1.09) 9.50 Zhao, Y. (2016) ——— : 0.21(0.11,0.39) 8.69
Zhang, J. (2016) —--— 0.77(0.62,0.95) 12.17 Zhang, J. (2016) —.— 1 0.67(0.44,1.03) 11.81
Overall (=36.9%, P=0.113) < 0.£2{0.76,0.83) 100.00 Overall (R=62.7%, P=0.004) <> 0.67(0.5,0.5%) 100.00
T . T T : T
0.493 1.000 2.030 0.110 1.000 9.100

*pTEN rs701848 under the dominant model (CC/TCvs. TT) D *pTEN rs701848 under the recessive model (CC vs. TC/TT)

Study ID OR(95%) Weight% Study ID OR(95%) Weight%
Zou, J.F. (2006) —— 0.76(0.37, 1.56) 124 Zou, L.F. (2006) _— 1.00(0.45,2.20) 153
Qu, Y. (2009) : 1.92(0.68,5.44) 0.60 Qu, Y. (2009) ———+————  173(0.64,470) 095
Liu, B. (2008) — 0.71(0.38, 1.33) 1.65 Liu, B. (2008) —_— 0.77(0.38, 1.54) 1.96
Song, Z.X. (2013) — 0.75(0.42,1.31) 2.04 Song, ZX. (2013) —_— 0.81(0.44, 1.48) 2.56
Ding, J. (2011) —— 0.89(0.56, 1.41) 2.97 Ding, J. (2011) —_— 1.02(0.56, 1.84) 2.71
Cao, Q. (2012) —_— 1.26(1.01, 1.57) 13.78 Cao, Q. (2012) F—— 1.27(0.98, 1.65) 14.08
Liu, N. {2015) — 1.87(1.27,2.74) 437 Liu, N. (2015) —_— 1.07(0.64,1.80) 358
Chen, JW. (2012) — 1.06(0.85, 1.33) 12.69 Chen, JW. (2012) —_— 1.13(0.86,1.49) 12.48
Jang, Y. (2013) —_— 1.86(1.36, 2.55) 6.61 Jang, Y. (2013) e 1.26(0.85,1.86) 6.27
Tang, Q5. (2014) —_ 1.31(1.07, 1.60) 15.83 Tang, Q5. (2014) — 1.28(1.02,1.60) 18.66
Xu, X. (2015) —_— 1.28(0.98, 1.68) 9.13 )L("" T_ (égi?) — 1.99(1.15,3.45) 3.14
;'h" L-(imzi’]’ls —_— 137(1.09,1.71) 12.68 Z‘f’:;n. 1. (2018] y B 1.29(1.01, 1.66) 15.24

ang, J. (2016) == | 1.26(1.01, 1.57) 13.78 8 % e 1.27(0.98, 1.65) 14.08
Song, Z.X. (2009) . 0720035, 1.50) 1.23 Song, ZX. (2009) o o 035(0.13,0.90) 1.05
Shi, G.L. (2009) : I ’ Shi, G.L. (2009) 135(0.13, 0. .

R e 0.80(0.41, 1.58) 1.41 —_— 0.61(0.29, 1.28) 1.72
Overall (?=49.9%, P=0.015) Q 1.25(1.15,1.36) 100.00 Overall (#=24.9%, P=0.179) 1.20(1.09,1.32) 100.00
0.184 1.000 5.440 0.133 1.000 7.500
*AKT1 rs2494752 under the dominant model (GG/AG vs. AA) *AKT1rs2494752 under the recessive model (GG vs. AG/AA)
Study ID OR(95%) Weight% Study ID OR(95%) Weight%
- . Wang, M.Y. (2016, : 3
Wang, MY. (2016) ; 1.21(1.02, 1.43) 36.56 g, M. (2016) : > 1.14(0.85, 1.54) 30.02
: zhu, 1.H. (2016)

Zhu, 1.H. (2016)

S S

Tang, Q.S. (2014)

0.99(0.84, 1.17) 35.90

1.23(1.01, 1.48) 27.54

1.13(1.02,1.25) 100.00

Tang, Q.5. (2014)

Overall (2=0.0%, P=0.704)

0.97(0.71, 1.33) 26.69
1.12(0.88, 1.44) 43.29

1.08(0.92,1.28) 100.00

Overall (>=46.0%, P=0.157)

<

0.674 1.000 1.480 0.649 1.000 1.540

Figure S2. Forest plots of cancer risk with polymorphism of mTOR rs2529080 (A,B), pTEN
rs701848 (C,D) and AKT1 rs2494752 (E,F) assessing by overall analysis under the dominant
model (A,C,E) and recessive model (B,D,F). The estimates of OR(95%CIs) are plotted with a box

and a horizontal line for each study. <, pooled ORs (95% ClIs).



Table S1. Meta-analysis of the association between genetic polymorphisms of PTEN/AKT/mTOR pathway and cancer risk

Vari No. of " Homozygous et 12 - Heterozygous T

ariables cases/ P OR (95%Cl) P (%) P OR (95%Cl) P %)
controls

MTOR rs2295080 GGvs. TT TGvs. TT

Urinary system cancer’ 4203/4392 0.070 0.832(0.681,1.015) 0.787 0.0 0.030 0.832(0.705,0.982) 0.011 69.4

Blood system cancer® 5971/1146 0.003 2.250(1.327,3.815) 0.264 24.8 0.574 1.065(0.855,1.327) 0.691 0.0

Digestive system cancer 1 3605/3747 0.169 0.777(0.542,1.113) 0.059 59.6 0.785 0.972(0.795,1.189) 0.005 76.3

Overall 8965/9868 0.449 0.913(0.722,1.155) 0.001 62.6 0.104 0.915(0.821,1.019) 0.001 64.5

PTEN rs701848 CCvs.TT TCvs. TT

Oral cavity cancer® 331/356 0.452 0.831(0.512,1.347) 0.312 16.0 0.292 0.823(0.572,1.183) 0.603 0.0

Digestive system cancer 2418/2662 0.387 1.191(0.802,1.769) 0.000 77.6 0.108 1.235(0.955,1.598) 0.001 73.3

Urinary system cancer 2086/2228 0.001 1.331(1.120,1.582) 0.561 0.0 0.049 1.145(1.000,1.310) 0.593 0.0

Overall 5882/6284 0.098 1.180(0.970, 1.435) 0.000 62.6 0.030 1.154(1.014,1.313) 0.010 51.1

* P% the sigznificance of the pooled OR was determined by Z-test, and P<0.05 was considered as statistically significant.
# P"" and 1° were calculated by Chi square-based Q-test.
tUrinary system cancer: renal cancer, prostate cancer; § Blood system cancer: acute lymphocytic leukemia, acute myeloid leukemia; fDigestive system cancer: gastric cancer, ESCC,

hepatocellular cancer, colorectal cancer; ¥Oral cavity cancer: laryngo cancer; $Reproductive system cancer: endometrial cancer.



Table S2. Meta-analysis of the association between genetic polymorphisms of PTEN/AKT/mTOR pathway and cancer risk by recessive
and dominant models

. Recessive 12# Dominant 12#
Variables pz* OR (95%Cl) Phet# (%) Pz* OR (95%Cl) Phet# %)
MTOR rs2295080 GG/TGvs. TT GG vs. TG/TT
Urinary system cancerf 0.225 0.885(0.727,1.078) 0.953 0.0 0.118 0.699(0.446,1.095) 0.000 96.3
Blood system cancer§ 0.004 2.253(1.300,3.904) 0.227 326 0.142 1.169(0.949,1.440) 0.722 0.0
Digestive system cancer | 0.111 0.788(0.588,1.056) 0.168 40.6 0.014 0.491(0.279,0.865) 0.000 97.6
Overall 0.574 0.939(0.756,1.168) 0.005 57.7 0.020 0.707(0.527,0.948) 0.000 96.1
PTEN rs701848 CC/TCvs. TT CCvs. TC/TT
Oral cavity cancer¥ 0.674 0.924(0.639,1.336) 0.568 0.0 0.250 0.818(0.581,1.152) 0.409 0.0
Digestive system cancer 0.195 1.106(0.950,1.288) 0.008 65.7 0.160 1.215(0.926,1.594) 0.000 78.4
Urinary system cancer 0.008 1.229(1.054,1.432) 0.784 0.0 0.006 1.195(1.053,1.357) 0.476 0.0
Overall 0.003 1.154(1.051,1.267) 0.039 42.2 0.042 1.156(1.005,1.328) 0.001 62.0

*Pz: the significance of the pooled OR was determined by Z-test, and P<0.05 was considered as statistically significant.

# Phet and |12 were calculated by Chi square-based Q-test.
tUrinary system cancer: renal cancer, prostate cancer; § Blood system cancer: acute lymphocytic leukemia, acute myeloid leukemia; Digestive system cancer: gastric cancer, ESCC,
hepatocellular cancer, colorectal cancer; ¥Oral cavity cancer: laryngo cancer; $Reproductive system cancer: endometrial cancer.



