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Figure S1. Pooled analysis of mTOR rs2295080 via the allele comparison. (A) Forest
plot of subgroup analyses by cancer type. (B) Begg’s test. (C) Sensitivity analysis.
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Figure S2. Pooled analysis of mMTOR rs2295080 via the dominant comparison. (A) Forest
plot of subgroup analysis by cancer type. (B) Begg’s test. (C) Sensitivity analysis.
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Figure S3. Pooled analysis of mMTOR rs2295080 via the recessive comparison. (A) Forest
plot of subgroup analysis by cancer type. (B) Begg’s test. (C) Sensitivity analysis.
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Figure S4. Pooled analysis of mTOR rs2295080 via the carrier comparison. (A) Forest
plot of subgroup analysis by cancer type. (B) Begg’s test. (C) Sensitivity analysis.
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Figure S5. Forest plot of subgroup analyses of mMTOR rs2295080 by control source. (A)
Allele; (B) homozygote; (C) heterozygote; (D) dominant; (E) recessive; (F) carrier.
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Figure S6. Forest plot of subgroup analyses of mMTOR rs2295080 by genotyping
method. (A) Allele; (B) homozygote; (C) heterozygote; (D) dominant; (E) recessive; (F)
carrier.
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Figure S7. Pooled analysis of mTOR rs2536 via the homozygote comparison. (A) Forest
plot of subgroup analyses by control source. (B) Begg’s test. (C) Sensitivity analysis.
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Figure S8. Pooled analysis of mTOR rs2536 via the heterozygote comparison. (A) Forest
plot of subgroup analysis by control source. (B) Begg’s test. (C) Sensitivity analysis.
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Figure S9. Pooled analysis of mTOR rs2536 via the dominant comparison. (A) Forest
plot of subgroup analysis by control source. (B) Begg’s test. (C) Sensitivity analysis.
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Figure S10. Pooled analysis of mMTOR rs2536 via the recessive comparison. (A) Forest
plot of subgroup analysis by control source. (B) Begg’s test. (C) Sensitivity analysis.
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Figure S11. Pooled analysis of mTOR rs2536 via the carrier comparison. (A) Forest plot
of subgroup analysis by control source. (B) Begg’s test. (C) Sensitivity analysis.



(A) (B) (€)

sudy "

sty " sy %
s allele oR@mC)  wWen " R _— © R oR@sMC) e
homozygote H y
Tacptan . Tagpion
Cao 2012) 083(064,108) 113 coof20t2) 140 78 cas2012) 080(060,108) 1176
Chan 2012) 0s 087,195 1080 Cran o) 190480 788 Chen 012) osoe2 1 a7
o o1y L0s2 ) 1524 v o) 12030 0o Ho @013) 116091140 1418
Huang 2012) 03 0e0127) 796 Fuang a0tz amoenios  son Huong (20121 om0s8 115 a7
U ——————> tumie e s amom2m 1 U —————— sasisy 168
Laaone) 0s@s 1) tarz o o1 o om0 120 1M
Subtotal (squared = 55.4%, p = 0.047) < 103084114 7695 ‘Subtoal (-squared = 0.0%, p = 0.686) < 1207172 788t B 100(082,121) 7538
Secuenom MessARRAY Fm—— Seduencm MessARRAY
2ne0 2016) 119080158 81 2200 018) s e 740 2o a01e) 115085157 1083
‘Subtotal (-squared = %,p= ) —_———— inosism) e Subotal (Hsquared = %.p= ) —_——— imosmes 74 Subtoal (-aquared = %,p = ) —_ 11508515 1083
" " ™
o 105084130 1473 P o2 68 20 108088130 1379
Subtotal (-squared = %,p = ) —_]—— 105084,130) 1473 Subtotal (1squared = %,p= ) —_ 101035288 180 Subtotal (squared = %,p= ) _ 108084134 1370
Oueral (-squsred = 422%, .= 0.057) < 105087.134) 10000 [p— <> 600,169 10000 SO ——— - 103088198 10000
T T T T = .
o0 i 120 w5 ' 04 nm T e
suy % cuy * suty %
"
i ne)  wein © " R weent © oREEC)  wed
P dominant oRmoNCY i recessive
Toan T Toaan
{ d B — 1o e
Cao (2012) —_— 081(061,107) 1159 Ceo (2012) _— 107027, 4.30) 749 Cao (2012) 084(063,1.10) 1145
. on 0587 (066, 1.16) 10867
Chen@012) _ oss084118 113t crn o) _ o e G e Chen2012) anin
- ol 112(0.
Ho @1y —t—— 1150214 U o 2013 R P imesam Ho@01) e
Huang (2012) - 087(082,121) 981 Huang (2012) 268 (0.67.10.78) ass oy (2012) 133(108,167) 1362
P P —_—
U (2013) —— 142(113,178) 1400 U1 0.84(0.33.2.13) 850 Li@013) (
Lot 097,128 1483 U aore) os@utsm 280 w@ns) = omam iz
1 E 1 1 1) 78 ubtotal uared = 49.2%, p = ) 114
‘Sublotal (Hsquared = 84.5%, p = 0.018) s 101(085,120) 7544 Subtotal (-squared = 0.0%. p =0.820) <> eI TS ‘Subtotal (1squared = 49.2%, p = 0.080 = I
pE—— Seqenom MassARRAY
Saquanon MassARRAY Sequenon s
B oo 115015 a3
2o @018) 118087,180) 1087 w0 a0te) issem 7 200 2016) ! i
Sublotal (Hsquared = %,p= ) e —— R T 4 Subtotal (squared = %.p ) — 183050629 785 Subtotal (1squared = %,p = ) —_—
" e "
2013 0wz s o) [T RIS
a0y 108084139 1388 2 s
r (- =%.p [T 1 1 ubtotal (I-squared = %, p = 105(083,1.32) 1487
Subtotal (vaquarsd = 35, p = ) _ 108084139 1388 Subteal (-squared = %.p ) —_— mowsase  1as Subtoa (s ) —_—
r HPTR —— i ot Owal (o= 24%, 0 0189} < 1ok0s5. 138 10000
Overai (vaquared = 526%,p = 0.036) S 104091,118) 10000 uwral (Faquared = 00%,p = 0.856) << 115080, 168) s >
NOTE: Waighs s fom rndom fectsaniyis . . T T
I u 23 il 5% 187
61 78 082 1 08

Figure S12



Figure S12. Forest plot of subgroup analyses of mMTOR rs2536 by genotyping method.
(A) Allele; (B) homozygote; (C) heterozygote; (D) dominant; (E) recessive; (F) carrier.



(A)

(B)

()

- . Sty “ sy N N
o OR (95% CI) Weight w eterozygote OREENC) W
© oRame) e
allele homozygote
Urinaey system tumor Uy wustom fvsy eyt
oo smos im0 a0 (2012) 103(026,4.16) 767 —_— os00m, 100 1170
. o chen (2012) 129035484 760 _ osom i e
. >rPaoqisg B Li@o13) 089(035.226) 1840 LI 0
_ TSN Subtotal (\-squared = 0.0%, p = 0.901) _ 101(052.198) 372 Subiotal -sqared = 54 8%, p = 0001) —_— T —— 00w e
Digestive system tumor Digestive system tumor Dwstiv o g
Horaors) Los 2 He 2013 126045340 1307 oy P oo
L one) oseoen 1o e L 2014) —_— 093(043,199) 2704 wany — omemiz s
Zhu 201 105084130 1473 Zhu (201: 101(035,288) 1360 —— _—1 Vo -
St (s =008 520012 P 1os0m 1 w00 Sublotal (-squared =0.0%,p = e 102081,178) 5371 S s -00%, - oz aw
s AL "
Je— Eonbisy i Huang (2012) 25000841043 508 om0z _ omwsmi 0w
Sttt (-squares = %,p= ) —_ — omEemm 7o Subtotal (vsquared = %, p = ) —_— e ————— 250064, 1043) 508 ‘St gsqued= % p=) e wmesi  am
J—— Breastcancer St
Zecie T & Zhao (2016) 188055648 749 2mare) — b . emm wm
ublo 0-cqumed = %.p= ) 1190915 831 ‘Subtotal (isquared = %, p= )  ee—— 188(055,646) 749 Subiotl 0-sqered= %.= ) e e s s
v sy = 28, 5-0087 <> tosom 10 000 Overal (squared = 0.0%, p = 0.916) <> 116080, 169) 10000 ES——. S om0
T T T T T T
o B 059 i 104 A i
o OR (85% 1) Weight (€ J . o i OR 5% 1) Wi
. carrier L) e
[— Urinary system tumor Uy ysem amor
Cao (2012) 0810061,107 15 Canipiia) RSNy i co0 @012 08406 110) 1145
oty et Vidh Chen (2012) 13303498 750 =t
ncort) o
s [N Ggeots) oaom 2 180 i e rmmm me
ol (st =839, p=0009 —_—T Tooss, 18 Subttal (1squared = 0.0%,p = 0.847) I 100051108 3380 L
o oom 1 %0 T 51199 s f——— — smpmem
Digestie sysem anor Digestive system tumor Diget
T TN e o) e et o
iy omom iz s L 204 — 093(044,199) 2650 et o
i Frir e Zhu 2013) 100035, 288 1357 e e
[ b s a2t Subtotal (I-squared = 0.0%, p = 0.915) = 102(060,172) 5361 =" = fasiee o
= o120 < S <00, 0711 — w0 w
- [ Huang (2012) 268067, 1078) 495
I gy omaes 120 ar
Subtotal (Lo = %,p = 087(062,121) 1 ‘Sublotal (l-squared = %, p = ) —_—t T Je8(067,1078) 495 =
« D o Subtca (1 svared = %,p= ) —_— osmes 120 797
pre— Breastcancer
Zhao 2010 [T TAT T Zhao (2016) CelsaE T fr—
Subbt (s = % p = —_————— isemim 0w Subtotl (hsquared = %,p= ) —H———— (mosem s it m reamm
[ —_———— semiw e
T -t T Overal (-sauared = 0.0%, p =0.898) <> 115080, 169) 10000 B
= T v (1sques= 24550 19) <= oo 110w
NOTE e ot aocs s
; T T T
o H i os27 10s T T

Figure S$13




Figure S13. Forest plot of subgroup analyses of mTOR rs2536 by cancer type. (A)
Allele; (B) homozygote; (C) heterozygote; (D) dominant; (E) recessive; (F) carrier.
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Figure S14. Trial sequential analysis of the association between mTOR rs2295080 and
urinary system tumor risk via the dominant comparison.
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Figure S15. Trial sequential analysis of the association between mTOR rs2295080 and
leukemia risk via the recessive comparison.
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Figure S16. eQTL analysis of mTOR rs2536 in selected cells or tissues within the GTEx
database. (A) EBV_transformed_lymphocytes; (B)
Esophagus_Gastroesophageal Junction; (C) Esophagus_Mucosa; (D)
Esophagus_Muscularis; (E) Prostate; (F) cultured_fibroblasts; (F) Stomach; (H) whole
blood.



Table S1. Database search terms.

(1) PubMed database

#1 #2 #3 #4

(((((((Neoplasms) OR Neoplasia) | ((MTOR) OR Mammalian | (((((((((Polymorphism) OR | ((((MTOR) OR Mammalian target of
OR Neoplasias) OR Neoplasm) | target of rapamycin) OR | Polymorphism, Genetic) OR | rapamycin) OR FRAP) OR FKBP12-rapamycin
OR Tumors) OR Tumor) OR | FRAP) OR | Polymorphisms, Genetic) OR Genetic | complex-associated protein)) AND
Cancer) OR Cancers FKBP12-rapamycin Polymorphisms) OR Genetic | ((((((((Neoplasms) OR  Neoplasia) OR

complex-associated protein

Polymorphism) OR Polymorphism
(Genetics)) OR Polymorphisms
(Genetics)) OR Polymorphisms) OR
rs2536) OR rs2295080

Neoplasias) OR Neoplasm) OR Tumors) OR
Tumor) OR Cancer) OR Cancers)) AND
((((((((((Polymorphism) OR  Polymorphism,
Genetic) OR Polymorphisms, Genetic) OR
Polymorphisms) OR
Polymorphism) OR Polymorphism (Genetics))
OR Polymorphisms (Genetics)) OR
Polymorphisms) OR rs2536) OR rs2295080)

Genetic Genetic

4,553,668 45,424 341,334 233

(2) Embase database

#1 #2 #3 #4
‘neoplasms'/exp OR 'neoplasms' | 'mtor'/exp OR 'mtor' OR | ‘polymorphism'/exp OR ‘polymorphism' | #1 AND #2 AND #3
OR 'neoplasia‘/exp OR | 'mammalian target of | OR 'polymorphisms' OR ‘'genetic

‘neoplasia’ OR 'neoplasias’ OR | rapamycin'/exp OR | polymorphisms' OR ‘genetic

'neoplasm’/exp OR 'neoplasm' | 'mammalian target of | polymorphism'/exp OR ‘genetic

OR 'tumors'/exp OR 'tumors’' OR | rapamycin' OR ‘frap’ OR | polymorphism' OR 'rs2536' OR

OR
OR

'tumor'/exp OR  'tumor'

‘cancer'/exp OR ‘cancer'

‘cancers'/exp OR 'cancers'

'fkbpl2-rapamycin
complex-associated protein'

'rs2295080'




6,343,682 | 78,916 | 521,258 | 848
(3) Cochrane
#1 #2 #3 #4
('mTOR'") OR (‘Mammalian target | (‘Polymorphism’) OR (‘Genetic | (Neoplasia) OR (‘Neoplasm") OR | #1 and #2 and #3
of rapamycin) OR (‘FRAP") | Polymorphism') OR (‘rs2536") | (‘Tumor) OR (‘Cancer) (Word
(Word variations have been | OR  ('rs2295080") (Word | variations have been searched)
searched) variations have been
searched)
1,436 8,689 196,203 8

(4) WANFANG

MTOR and Polymorphism and cancer

25




Table S2. Quality assessment score.

Representativeness | Representativeness | Ascertainment Control Genotyping Total sample
Study ) T HWE . Score
of case of control of case selection examination size
Cao, 2012 1 1 2 2 1 1 3 11
Chen, 2012 1 1 2 1 2 1 3 11
Chen, 2019 1 3 2 0 1 1 2 10
He, 2013 1 3 1 2 1 1 3 12
Huang, 2012 1 1 2 2 1 1 2 10
Li, 2013 1 3 2 1 1 1 3 12
Liu, 2017 1 1 2 1 1 1 3 10
Liu, 2014 1 1 0 2 2 1 3 10
Qi, 2017 1 1 2 2 0 1 3 10
Wang, 2015 1 1 2 2 1 1 3 11
Wen, 2017 1 3 2 2 2 1 3 14
Xu, 2015 1 1 2 2 1 1 3 11
Xu, 2013 1 1 2 2 2 1 3 12
Zhao, 2017 1 3 2 2 1 1 2 12
Zhao, 2015 1 1 2 2 1 1 2 10
Zhao, 2016 1 1 2 2 0 1 3 10
Zhu, 2015 1 3 2 2 1 1 3 13
Zhu, 2013 1 3 2 2 1 1 3 13
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