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Risk Ratio
M.H, Random, 95% CI

High FBG Normal FBG Risk Ratio

(a) _Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI
4.1.1 Cohort
Kabat 2012 CC/NCEP-ATP Il 22 1682 43 3204 24% 0.97 [0.59,1.62]
Kabat 2012 CRC [NCER-ATP 11l 35 1685 48 3207 32% 1.44[083,223]
Kim 2012 CC A NCEP-ATP Il 123 420 1163 5538  96% 1.38[1.19,182
Kim 2012 RC f NCEP-ATP Il 13 310 133 4503 21% 142[0.81,248]
Lin 2014 CRC [ NCEP-ATP Il () 147 246 129 230 97% 1.07[0.91,1.24]
Lin 2014 CRC [ NCEP-ATP Il () 141 m 8 118 47% 260 [1.86, 3.62]
Subtotal (95% CI) 4574 16801  31.6% 1.41[1.08, 1.84]
Total events 481 1949

Heterngeneity: Tau?= 0.08; Chi*= 26.39, df= & (P < 0.0001), F=81%
Testfar overall effect: Z=2.49 (P = 0.01)

4.1.2 Non-Cohort

Aleksandrova 2011 CCF NCEP-ATP 11l (M) 178 37 134 307 96% 1.20[1.10,1.61]
Aleksandrova 2011 CC P NCEP-ATP I1 (W) 178 303 184 451 10.2% 1.33[116,1.53]
Aleksandrova 2011 RC/ NCEP-ATP 11l (M) M6 218 103 220 86% 114[0.54,1.37]
Aleksandrova 2011 RC I NCEP-ATP I1] (W) 83 148 kel 272 81% 1.30[114,1.70]
Jeon 2014 CCfOther 149 31§ 15 349 8.4% 1.4401.19,1.74]
Jeon 2014 RC ¥ Other 104 270 82 316 BA% 1.48[117,1.89]
Shen 2010 CRC [ Other 147 248 360 7B 10.7% 1.26[1.11,1.43
Stocks 2008 CRCJ Other ekl 82 174 540 B.3% 1.48([114,1.81]
Subtotal (95% CI) 1901 3171 68.4% 1.32[1.24, 1.40]
Total events 1000 1263

Heterogeneity: Tau®= 0.00; Chi*= 572, di=7 (P=0.57), F= 0%

Testfor overall effect 7= 8 83 (F = 0.00001)

Total (95% CI) 6475 19972 100.0% 1.35[1.23,1.47]
Total events 1481 2812

Heterogeneity: Tau®= 0.01; Chi*= 31,66, df= 13 (P = 0.003); F=59%
Testior overall effect Z=6 81 (P = 0.00001)

Testfor subdroup differences: Chi*=0.21, df= 1 (P = 0.64), F= 0%
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Supplementary Figure 1.2 Additional analyses
for the association between FBG and CRC
incidence: (a) Funnel plot after adjustment to
publication bias with the trim and fill method. Two
simulated negative studies were added (hollow
circles) to the pooled estimates from the meta-
analysis (solid circles). The adjusted RR decreased
from (1.35; 95% Cl 1.23-1.47) in the initial
analysis to (1.29; 95% ClI 1.17-1.43) after
adjustment. (b) Baujat plot: indicates that the 6th
dataset (that falls to the top right quadrant of the
Baujat plot which corresponds to (Lin 2014 CRC /
NCEP-ATP Il (W))) has contributed to the overall
heterogeneity and result. (c) Influence plot: as
there are one marked datasets (which corresponds
to (Lin 2014 CRC / NCEP-ATP Ill (W))), this dataset
has met the criteria as an influential study.
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Supplementary Figure 1.1 Association between
FBG and CRC incidence: (a) Forest plot; (b)
Funnel plot.

CC colon cancer, Cl confidence interval, CRC
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Hypertension  Normal Blood Pressure Risk Ratio Risk Ratio
Study or Subgroup Events  Total Events Total Weight M-H, Random, 95% C1 M-H, Randorn, 95% CI
1.1.1 Cohort
Huang 2013 CRAJNCEP-ATP 11l 86 337 130 1185 4.0% 2.33[1.82,287] I
Kim 2012 AASNCEP-ATP Il 731451 13 3402 35% 1.51[1.14,207) e
Kim 2012 CRA NCEP-ATP Il 687 2056 1083 4382 B.2% 1.34[1.24,1.45) -
Lin 2014 CRAJ NCEP-ATP 11l (M) 517 621 3T 473 B4% 1.04[0.89,1.11] [~
Lin 2014 CRASNCEP-ATP Il () 353 436 253 339 6.2% 1.08[1.00,1.17] [~
Shapero 2017 A4 Other 32 446 67 1187 24% 1.27[0.85,1.81] -1
Shapero 2017 CRAJ Other 134 548 249 1369 4.8% 1.34[112,1.62] —_—
Subtotal (95% Cl) 5895 12337 33.5% 1.34[1.13,1.59] >
Total events 1882
Heterogeneity. Tau?= 0.04, Ch®= 84.81, df =6 (P < 0.00001); F=93%
Testfor overall effect Z= 333 (P =0.0007)
1.1.2 Non-Cohort
Fliss-Isakow 2017 CRAS Other 215 408 132 346 51% 1.38[1.17,1.63] I
Harima 2013 CRAJ Other (M) 14 208 168 268 5.6% 1.04[0971,1.18) T
Harima 2013 CRA/ Other (W) B4 136 a7 234 40% 1.27[0.89,1.62] —
Hu 2011 CRAJ NCEP-ATP Il 178 1021 219 2085 4.9% 1.66[1.38,1.99) -
Hwang 2010 CRATNCEP-ATP Il 68 323 473 2678 4.3% 1.16[0.92,1.44] 1T
Kang 2010 CRA 7 NCEP-ATP IIl 302 729 730 1815 B1% 1.12[1.02,1.22 I~
Kim 2007 CRA | NGEP-ATP Ill 153 458 572 2073 5.4% 1.26[1.09,1.45) -
Lee 2014 AT NCEP-ATP 11l 8 13 23 478 0.9% 1.47 [0.68,3.20 I
Lee 2014 CRA [ NCEP-ATP Il e 142 "7 572 3% 1.27[0.82,1.76] T . . .
LiJeKaZ[IHCRA/OMEV 100 a3 67 348 36% 121 (0.92,155) T Supplemenfury FIgUI’e 2.1 Association between BP and CRA
Morita 2005 CRAYIDF 463 1481 287 1061 57% 116[1.03,1.32) I
Oh 2008 CRA/IDF 17 38 36 165 21% 2.23[1.42,3.48] 1 . .
Gato 2011 CRASHarmaonized 80 336 181 627 4.2% 0.82[0.66,1.04] R formatlon' (q) ForeST p|°1" (b) Funnel p|°T'
Tsilidis 2010 CRAJ Othg 59 170 73 222 36% 1.06[0.80,1.40) T . .
V:L\‘Q‘ZSUW CRA/NCEPETATP\H(M) 05 232 a0t 624 51% 1.2401.05,1.47) — AA advanced qdenomas, Cl confidence mTervol, CRA
Yang 2016 CRAJNGEP-ATP III (W) 25 76 126 582 2 39? 1.52[1.06,2.17] *
i a0y IR e iz colorectal adenoma, df degree of freedom, IDF International
Heterogeneity: Tau®= 0.02; Chi®= 44 53, df= 15 (P < 0.0001), F= 66% . .
Testfor overal effect Z= 4 85 = <0.00001) Diabetes Foundation, M men, M-H Mantel-Haenszel, NCEP-
eniving T 200 AL . ATP [l National Cholesterol Education Program-Adult
Heterogeneity. Tau?= 0.02, Ch®= 12097, df=22 (P < 0.00001}; F=82% 05 07 15 3
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Supplementary Figure 2.2 Additional analyses for
.
the association between BP and CRA development: § A :
(a) Funnel plot after adjustment to publication bias 061 1 165 272
with the trim and fill method. Six simulated negative Risk Ratio (log scale)
studies were added (hollow circles) to the pooled ®)
estimates from the meta-analysis (solid circles). The © ] ;
o
adjusted RR decreased from (1.26; 95% CI 1.17- _
=1
1.36) in the initial analysis to (1.17; 95% CI 1.08- & =
1.26) after adjustment. (b) Baujat plot: indicates that &
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the 1st dataset (that falls to the top right quadrant é 24
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of the Baujat plot which corresponds to (Huang 2013 &
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Hypertension

Normal Blood Pressure

Ratio

Risk Ratio

(a) _Studyor Subgroup Events Total _Events Total_Weight M.H, Random, 95% CI M-H, Random, 95% CI
24 Soor
Sowers 2005 G/ oer 155 temnz % e s 1ospenise —
Bowers 2006 RC/ Other 122 16799 81 11947 2.8% 1.42[1.05,1.93]
Kim 2012 CC/NCEP-ATP Il 492 1870 800 4089 6.6% 1.34[1.22,1.48]
Kim 2012 RC/NCEP-ATP Il 52 1430 94 3383 25% 1.31[0.94,1.83] m
Liang 2017 CCJNCEP-ATP IIl 48 1885 40 3183 1.9% 2.03[1.34,3.07]
Liang 2017 CRC / NGEP-ATP Ill 63 1885 51 3183 22% 2.09[1.45,3.00]
Lin 2014 CRC / NCEP-ATP IIl (M) 181 285 85 191 51% 1.28[1.08,1.51]
Lin 2014 CRC/ NCEP-ATP IIl (/) 110 193 60 146 39% 1.33[1.10,1.74]
Bhin 2017 CRC / Gther 1833 118512 3275 290419 7.3% 1.37 [1.30,1.45]
Subtotal (95% CI) 159671 328539 358% 1.37 [1.26, 1.48]
Total events. 3036 4568
Heterogeneity: Tau?= 0.00; Chi*=13.45, df= 8 (P=0.10); F= 41%
Test for owerall effect Z=7.76 (P < 0.00001)
2.1.2 Non-Cohort
Aleksandrava 2011 CCJ NCEP-ATP IIl (M) 718 426 84 198 50% 1.08[0.91,1.28] T
Aleksandrava 2011 CCJ NCEP-ATP IIl (A 224 429 163 326 66% 1.11[0.96,1.28] e
Aleksandrava 2011 RC/ NCEP-ATP IIl (M) 162 299 67 139 4.4% 1.06(0.86,1.29] e
Aleksandrava 2011 RC/ NCEP-ATP IIl (A 108 213 76 167 43% 1.06[0.86,1.30] -
Jeon 2014 CCf Other 169 316 106 348 46% 167 [1.37,2.02] D
Jeon 2014 RCf Other 120 77 BB 309 36% 2.03[1.58,2.61] e
Jung 2014 RC f Other 12 8314 89 49505 1.0% 0.80[0.44,1.47] —
Kontou 2012 CRC / NCEP-ATP III 102 178 148 322 5.0% 1.25[1.05,1.48]
Pelucehi 2010 CC fIDF (M) 102 581 588 2563 58% 1.44[1.26,1.88]
Pelucehi 2010 CC /IDF (W) 133 597 456 2298 5.0% 1.12[0.95,1.33]
Pelucehi 2010 RC fIDF (M) 107 496 423 2398 47% 1.22[1.01,1.48] . . .
P;:iih:zmnﬂc/\DF(W) 70 53 278 211 3% 1.00(0.78,1.27] —_— Supplemeniclry Flgure 2.3 Association between BP and CRC
Pya 2016 RC { Other 18 7054 B4 45631 1.3% 1.390.83,2.30] ]
Sl 2005 CRC Over Moo awoum o g I incidence: (a) Forest plot; (b) Funnel plot.
Subtotal (95% CI) 20433 107224 64.2% 1.23[1.12,1.35] <
T e 003 P 4639, 14 00001, P35 CC colon cancer, Cl confidence interval, CRC colorectal
Test for overall effect 7= 4.45 (P < 0.00001) . .
o e85 — wstes o0 121130.130 . cancer, df degree of freedom, IDF International Diabetes
Totlovenis 567 .
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HighTG  Normal TG Risk Ratio Risk Ratio
(a) _Study or Subgroup Events Total Events Total Weight M.H,Random,95% CI M.H, Random, 95% CI
5.1.1 Cohort
Kim 2012 A& T NCEP-ATP I 65 1018 121 3835 7% 202[1.61,271] I
Kim 2012 CRAJNGEP-ATP Il 543 1501 1223 4837 101%  147[1.36.160) -
Lin2014 CRA/NCEP-ATPIIGN) 233 262 681 812 103%  1.01[095 108 t
Lin 2014 CRA T NCEP-ATP 11l (W) 170 215 436 560 101% 1.02([0.94,1.10] T
Tilidis 2010 GRAJ Giher 8 200 B4 183 73%  083[070,123] —Z
Subtotal (95% CI 3225 10327 450% 1221096, 154] -
Total events 1084 2505
Heterogeneity: Tau?= 0.06; ChiF= 99,41, o= 4 (P < 0.00001); F= 96%
Testfor overall effect 2= 164 (P = 0.10)
5.1.2 Non-Cohort
Hong 2015 GRA/ Otfier 68 1076 892 3950 99% 1350122150 -
Hu 2011 GRA!NCEP-ATP I 162 926 235 2180 68%  182[135.185) —
Kim 2007 CRATNCEF-ATP Il 301 833 430 163 7% 1280114145 -
Lee 2014 A4/ NCEP-ATP Il 15153 18 438 20%  2623[1.36,530
Lee 2014 CRA/NCEP-ATP Il B4 202 80 512 74%  180[137,238 —_—
Morta 2005 CRAY IDF 265 815 481 1682 97%  142(088.1.17) —
St (o £ o ¥ w7 oesn seow  Asctideien - Supplementary Figure 3.1 Association between TG and CRA
Total events 1204 2384 .
Heterogeneity: Tau*= 0.03; Chi*= 25,54, df= & (P = 0.0003); F= 77% formation: (G) Forest p|0f; (b) Funnel p'Of.
Testior overall effect 2= 4.24 (P = 0.0001)
Total (95% C) 12 21178 1000% 1300113, 149] - AA advanced adenomas, C/ confidence interval, CRA
Total events 2288 1389 . . .
Hetsrogeneity: Taur= 0.05; O = 137 65, of= 11 (P < 0.00001); F = 82% colorectal cancer, IDF International Diabetes Foundation, M

Testfor overall effect: Z= 3.76 (P = 0.0002)
Testfor subgroup diferences: Chi= 0.61, df= 1 (P = 0.44), "= 0%
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High TG Normal TG Risk Ratio Risk Ratio
(a) _Study or Subgroup Events Total Events Total Weight MH, Random, 95% CI M.H, Random, 95% C1
6.1.1 Cohort
Kim 2012 CC I NCEP-ATP Il 382 1335 910 4624 108% 1.45[1.31,1.61] -
Kim 2012 RC/MNCEP-ATP Il 44 997 102 3816 6.0% 1.6501.17,2.331
Lin 2014 CRC f MCEP-ATP Il (W) el 147 178 320 5.0% 1.23[1.06,1.43] i
Lin 2014 CRC f NCEP-ATP Il (/) 54 54 M6 240 8.4% 113[0.90,1.41] I
Subtotal {95% Cl) 2578 9009  35.1% 1.33[1.15, 1.54] E =
Total events a7e 1308
Heterogeneity. Tau?= 0L01; Chi*= 7.56, df= 3 (P = 0L0B); F= 60%
Test for overall effect Z= 391 (P = 0.0001)
6.1.2 Non-Cohort
Aleksandrova 2011 CC fNCEP-ATP Il () 81 150 231 474 §.4% 111[0.93,1.32] T
Aleksandrova 2011 CC FNCEP-ATP Il (/) 70 123 307 631 9.5% 117 [0.98,1.39 —
Aleksandrova 2011 RC fNCEP-ATP IIl (M) 72 133 147 306 5.0% 1.12[0.82,1.36] T
Aleksandrova 2011 RC [ NCEP-ATP Il (A) 22 48 183 322 B.3% 0.91 [0.65,1.25] I
Jeon 2014 CC 1 Other 67 202 197 462 0.4% 0.78[0.62,0.97] I
Jeon 2014 RC ¥ Other 46 181 140 406 1% 0.74 [0.66,0.88] —
Jung 2014 RC ¥ Other 32 12815 B3 45004 4.9% 163[1.07, 248
Shen 2010 CRC /7 Oth 125 218 382 796 10.2% 1.19701.04,1.37] — H 1 H
Sulerro(al (95% Cl) * 13870 18399 64.9% 1.04[0.91, 1.20] - Supplemenfury Flgure 3.3 Association between
Total events 15 1836 . .
Heterogeneity: Taur= 0.03; Chi*= 23.87, df= 7 (P = 0.001); I*= 71% TG and CRC incidence: (G) Forest p'OT; (b) Funnel
Test for overall effect Z= 060 (P = 0.55) p|01'
Total (95% CI) 16448 57408 100.0% 1.14[1.01, 1.28] > : . .
Total events 1003 902 CC colon cancer, Cl confidence interval, CRC
Heterogeneity: Tau®= 0.03; Chi*= 4046, df=11{P < 0.00001}, *= 7&% 05 07 15 2
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High WC Normal WC Risk Ratio Risk Ratio
(a) _study or Subgroup Events Total Events Total Weight M-H,Random, 95% CI M-H, Random, 95% CI
7.1.1 Cohort
Kim 2012 A4 NCEP-ATP Il 91 2087 95 2766 5.9% 1.27 [0.96, 1.68] T
Kim 2012 CRA{NCEP-ATP Il 853 2840 018 3580 12.9% 1.17 [1.08,1.27] -
Subtotal (95% CI) 4936 6355  18.8% 1.1811.09, 1.27] *
Total events 944 1013
Heterogeneity: Taw?= 0.00; Chi*= 0.30, df= 1 (P = 0.59); = 0%
Testfor overall effect Z= 4.20 (P = 0.0001)
7.1.2 Non-Cohort
Fliss-Isakav 2017 CRAJ Other 253 487 88 267 8.7% 1.61[1.33,1.85] _—
Hong 2010 A4/ Other 28 634 28 1127 15% 1.84[1.11,3.07]
Hong 2010 GRA Other 138 B34 200 1127 8% 1.24 [1.02,1.50] —
Hong 2015 CRA Other 550 1649 708 2977 12.4% 1.40 [1.28, 1.54] -
Hu 2011 CRA{NCEP-ATP Il 205 1784 182 1832 B.9% 1.52[1.26,1.82] —
Kin 2007 GRA{NGEP-ATP Il 300 B44 431 1687 11.3% 1.39[1.23,1.57] —
Lee 2014 A5 NCEP-ATP Il 9 om0 22 3| 13% 0.60 [0.28, 1.28] —
Lee 2014 CRATNGEP-ATP Il 60 291 94 423 58% 0.3 [0.70, 1.24] —_—
Morita 2005 CRAIDF 379 1086 37 1411 11.4% 1.29[1.15, 1.48] -
Oh 2008 CRA{IDF 3108 17 85 16% 1.82[1.16,3.18]
Sato 2011 CRA § Harmonized 101 373 160 580 7.O% 1.00 [0.81,1.24] —
Subtotal (95% C1) 7637 1877 81.2% 1.32[1.19, 1.46] L
Total events 2067 237
Heterogeneity: Tau®= 0.02; Chi*= 28.02, df= 10 (P = 0.001); F= B6%
Testfor overall effect Z= 5.34 (P < 0.00001)
Total (95% CI) 12573 18232 100.0% 1.30[1.19, 1.42] <>
Total events 3011 3330
Heterogeneity: Tau®= 0.01; Chi*= 37.56, df= 12 (P = 0.0002); = 68% o =t

Testfar gverall effect Z=5.72 (P < 0.00001)
Testfor subaroup differences: Chi*=311.df=1 (P= 0.08). F= 67.9%

Dacrease CRArisk Increase CRATisk

Supplementary Figure 4.1 Association between WC
and CRA formation: (a) Forest plot; (b) Funnel plot.

AA advanced adenomas, Cl confidence interval, CRA
colorectal cancer, M-H Mantel-Haenszel, NCEP-ATP |l
National Cholesterol Education Program-Adult
Treatment Panel lll, WC waist circumference.
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Supplementary Figure 4.2 Additional analyses b ; ‘ ‘ -
for the association between WC and CRA 061 1 1.65 272
development: (a) Funnel plot after adjustment to Risk Ratio {log scale)
publication bias with the trim and fill method. No
. . . . (b)
studies were estimated missing. (b) Baujat plot: 9
o 13
indicates that the 9% dataset contributed to the  _
= o
overall heterogeneity, the 39 and the 13t é S 3 10
datasets contributed to the overall result, and the 3 =
10"  dataset contributed to both overall % °
heterogeneity and result (which corresponds to g E 2
(Lee et al., 2014), (Fliss-lsakov 2017 CRA / AHA), & 0
(Sato 2011 CRA / Harmonized)). (c) Influence £ < 8 ° 4 " ?
plot: as there is no marked study, no study has met § n
. . . . T T T
the criteria as an influential study. 0 2 3
Squared Pearson Residual
(c)
rstudent dffits
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High We Normal WC Risk Ratio Risk Ratio

(a) _Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
8.1.1 Cohort
Kim 2012 GG TNGEP-ATP Il 620 2825 BB3 3334 11.2% 1.20[1.09,1.33] -
Kim 2012 RC ] NCEP-ATP II 65 2061 g1 2752 54% 1.07 [0.78,1.48] T
Subtotal (95% CI) 4686 6086 16.6% 1.19[1.09, 1.31] <>
Total events 694 T4
Heterogeneity: Taw?= 0.00; Chi*= 0.47, df=1 (F = 0.48); F= 0%
Testfor overall effect 7= 3.75 (P = 0.0002)
8.1.2 Non-Cohort
Aleksandrova 2011 GG /IDF () 208 33 104 351 BT 1.88 1 56, 2.26] —_—
Aleksandrova 2011 CC /IDF () 230 429 147 325 98% 1.19[1.02,1.38] —
Aleksandrova 2011 CC { NCEP-ATP lll (M) 106 173 208 451  9B% 1.34[1.15,1.67] —
Aleksandrova 2011 GG { NGEP-ATP lll () 125 233 252 52 98% 1.11[0.96,1.29] —
Aleksandrova 2011 RC fIDF (M) 141 3z 78 186 B3% 1.10[090,1.34] -
Aleksandrova 2011 G /IDF () 98 {98 BT 172 B.2% 0.98 [0.80,1.20] —
Aleksandrova 2011 RC fNCEP-ATP IIl (My 73134 146 34 B5% 1.13[093,1.38] -—
Aleksandrova 2011 RC / NCEP-ATP lll (W) 54 98 131 272 78% 1.14[082,1.47] -
Kontou 2012 GRG  NGEP-ATP Il 97 203 153 297 E.8% 0.93[0.77,1.11] —
Py 2016 RC J Other 41 17834 50 219231 40% 1.34[0.89,2.03] -
Subtotal (95% CI) 19947 32000 83.4% 1.191.05, 1.34] >
Total events 1173 1354
Heterogeneity: Taw = 0.03; ChF = 39.04, df = 9 (P < 0.0001); F=77%
Testfor overall effect: Z=2.69 (F = 0.007)
Total (95% C1) 24633 38176 100.0% 118[1.07, 1.31] <>
Total events 1867 2008
Heterogeneity: Taw= 0.02; ChF = 39.40, df= 11 (P < 0.0001); F=72%

Test for averall effect 7= 330 (F = 0.0010)
Test for subaroup differences: Chi*=0.00, df= 1 (P =0.85), *=0%
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Supplementary Figure 4.3 Association between
WC and CRC incidence: (a) Forest plot; (b) Funnel
plot.

CC colon cancer, Cl confidence interval, CRC
colorectal cancer, IDF International Diabetes
Foundation, M men, M-H Mantel-Haenszel,
NCEP-ATP Il National Cholesterol Education
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Supplementary Figure 4.4 Additional analyses _
™
for the association between WC and CRC o T \ T \ \
incidence: (a) Funnel plot after adjustment to 0.82 ! 122 149 182
publication bias with the trim and fill method. Risk Ratio (log scale)
Three simulated positive studies were added
. . (B)
(hollow circles) to the pooled estimates from the 3
o~
meta-analysis (solid circles). The adjusted RR = -
increased from (1.18; 95% Cl 1.07-1.31) in the & 2
initial analysis to (1.25; 95% CI 1.13-1.38) after £ 2
=
adjustment. (b) Baujat plot: indicates that the 3¢ € @
o
dataset (that falls to the top right quadrant of the & <
Baujat plot which corresponds to (Aleksandrova 2
E o 1
2011 CC / IDF (M))) has contributed to the overall - : 8
@2
heterogeneity and result. (c) Influence plot: as < 2 \ \ \
there are one marked datasets (which 0 2 4 6
corresponds to (Aleksandrova 2011 CC / IDF Squared Pearson Residual
(M))), this dataset has met the criteria as an © student difs
influential study. M|
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LowHDL-C  Normal HDL-C Risk Ratio Risk Ratio
(a) _Study or Subgroup Events Total Events Total Weight M-H,Random,95% Cl M-H, Random, 95% CI
9.1.1 Cohort
Kim 2012 A& NCEP-ATP Il 8 582 158 4371 47% 1.30 [0.88, 1.93] —
Kim 2012 CRA{ NCEP-ATP [I 334 788 1537 5850 14.0% 1.09 [0.97,1.23] ™
Lin 2014 CRA(NCEP-ATP IIl (M) 83 375 G101 719 16.2% 0.89 [0.83, 0.95] -
Lin 2014 CRA[ NCEP-ATF Ill () 357 363 M9 421 157% 0.88 [0.81, 0.95] -
Subtotal (95% C1) 2098 11062 50.7% 0.97 [0.85, 1.11] -
Total events 802 2655

Heterogeneity: Tau®= 0.01; Chi= 18.42, tf= 3 (P = 0.0004); F= 84%
Testfor overall effect: 7= 0.45 (P = 0.65)

9.1.2 Non-Cohort

Hu 2011 CRAJ NCEP-ATP Ill 101 B84 296 2422 9.9% 1.21[0.88,1.49]
Kim 2007 CRATNCEP-ATP II| 13 376 618 2155 118% 1.05 [0.85,1.24]
Lee 2014 AATNCEP-ATP Il 12 245 19 346 18% 0.29[0.44,1.80]
Lee 2014 CRANCEP-ATP Il 75 308 78 406 F4% 1.25[0.95, 1 85]
Marita 2005 CRA/IDF 54 200 702 2307 88% 089[070,112]
Sato 2011 CRA Y Harmonized 107 388 154 A74 08% 1.03[0.83,1.27]
Subtotal (95% CI) 2202 8210 49.3% 1.06 [0.96, 1.17]
Total events 462 1868

Heterogeneity: Tau®= 0.00; Chi*= 5.38, =5 (P = 0.37), F=T%
Testfor overall effect Z=1.24 (P = 0.23)

Total (95% CI) 4300 19272 100.0% 1.02 [0.92, 1.12]

Total events 1264 4623
Heterogeneity. Tau®= 0.01, Chi*= 24,62, df= 0 (P = 0.0001) F=74%
Testfor overall effect Z=0.31 (P = 0.75)

Testfor subaroup differences: Chi*=1.20,df=1 (P =027\, F=16.7%
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Supplementary Figure 5.1 Association between HDL-C
and CRA formation: (a) Forest plot; (b) Funnel plot.

AA advanced adenomas, Cl confidence interval, CRA
colorectal cancer, HDL-C high-density lipoprotein-
cholesterol, M men, M-H Mantel-Haenszel, NCEP-ATP
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Supplementary Figure 5.2 Additional analyses sk Ratio (log scale)
for the association between HDL-C and CRA
development: (a) Funnel plot after adjustment to E , 4
publication bias with the trim and fill method. One = § e
simulated negative study was added (hollow ¢ - 5
circle) to the pooled estimates from the meta- g &
analysis (solid circles). The adjusted RR slightly % | 5 :
decreased from (1.02; 95% Cl 0.92-1.12) inthe 8 < |
initial analysis to (1.00; 95% Cl 0.92-1.09) after é < 9 1
adjustment. (b) Baujat plot: indicates that the 3rd, —
[T 67
4t and 5™ datasets contributed to the overall ° P T T T
heterogeneity and result, and the 8t contributed 00 05 10 15
to the overall heterogeneity (which corresponds to Squared Pearson Residual
(Lin et al., 2014), (Hu 2011 CRA / NCEP-ATP Ill), (@
rstudent dffits

and (Lee 2014 CRA / NCEP-ATP IIl)). (c) Influence
plot: as there are two marked datasets (which
corresponds to Lin et al., 2014), this study has met
the criteria as an influential study.
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Low HDL-C Normal HDL-C Risk Ratio Risk Ratio
(a) _Study or Subgroup Events _Total Events  Total Weight M.H, Random, 95% CI M.H, Random, 95% CI
10.1.1 Cohort
Bowers 2008 ©C / Other 204 25058 23 3T 6.6% 1.22[0.86, 2.03] ]
Bowers 2008 RC / Other 166 26010 28 3746 B.O% 0.83[0.56,1.24] - 1
Kim 2012 CC ¥ NCEP-ATP Il 174 728 1118 523 9.4% 112087, 1.29] ™
Kim 2012 RC ¥ NCEP-ATP Il Ml 575 125 4238 6.3% 1.24 [0.79, 1.95] B —
Lin 2014 CRC ¥ NCEP-ATP [11 (M) 94 186 182 290 9.2% 0.81 [0.68,0.95] -
Lin 2014 CRC ¥ NCEP-ATP [11 i) 69 165 101 174 87% 0.72 [0.58, 0.90] _—
Subtotal (95% CI) 51723 17420 47.0% 0.95[0.77,1.17] -
Total events mr 1877
Heterogeneity. Tau®= 0.04; Chi*=18.80, df= 5 (P = 0.001); = 75%
Testfor overall effect Z=0.49 (P=062)
10.1.2 Non-Cohort
Aleksandrava 2011 GC 7 NCEP-ATP Il (M) 72 120 240 504 1% 1.26 [1.06, 1.50] -_
Aleksandrowa 2011 CC f NCEP-ATP Il (W) 104 192 73 562 93% 112 [0.95,1.30] ™
Aleksandrova 2011 RC 7 NCEP-ATP Il (M) 43 86 176 352 86% 1.00 [0.79,1.27] -
Aleksandrova 2011 RC F NCEP-ATP Il (A) 35 73 150 291 82% 086 [0.66,1.13] I
Jeon 2014 CCJ Other 13 191 161 473 a1% 185 [1.66, 2.21] -
Jeon 2014 RCJ Other 24 162 102 424 B27% 216 [1.72 2.70] -
Subtotal (95% CI) 830 2606 53.0% 1.31[1.01, 1.70] >
Bty Taue= 010: Chit= 5214, = & (P < 000012 a6 Supplementary Figure 5.3 Association between HDL-C
Testforoverall effect 7= 2.00 (P = 0.05) . .
B e s 000 1131085, 131 - and CRC incidence: (a) Forest plot; (b) Funnel plot.
T e 10, 10208 e 11 e 20001 CC colon cancer, Cl confidence interval, CRC colorectal
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Supplementary Figure 5.4 Additional analyses
I Risk Ratio (log scale
for the association between HDL-C and CRC (log scale)
incidence: (a) Funnel plot after adjustment to
A . . . . (b) 12
publication bias with the trim and fill method. One
= =
simulated positive study was added (hollow circle) 2 <
. . x
to the pooled estimates from the meta-analysis = « | "
T 3
. . . . @
(solid circles). The adjusted RR increased from 3z
. . el . c o™
(1.13; 95% CI 0.93-1.37) in the initial analysisto 5 < 6
3
(1.18; 95% Cl = 0.79-1.43) after adjustment. (b) 5 _
. . . = o 7
Baujat plot: indicates that the 12 dataset (that E 10
falls to the top right quadrant of the Baujat plot S | gad
o
T T T
which corresponds to (Jeon 2014 RC / Other)) has 0 2 3
contributed to the overall heterogeneity and result.
. Squared Pearson Residual
(c) Influence plot: as there is no marked study, no
- . . (c)
study has met the criteria as an influential study. student diits
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