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# 1

Mean age Male (%) Sample size
Study, year Nation Case Control Case Control Case/Control
Morgan (2006)*® GBR 55(24-80) 56 (49-64) 36 (40.0%) 2720 (100%) 91/2612
Slowik (2006)*9 POL 49.9+12.7 50.4+124 99 (42.9%) 99 (42.9%) 231/231
Fontanella (2007)” ITA 54.1+14.0 534+142 56(32.8%) 70 (48.6%) 171/144
Fontanella (2008)" ITA 53.7+14.1 537+140 58(32.4%) 50 (32.1%)) 179/156
Sun (2008)*7 CHN 452+11.7 41.8+9.0 104 (43.3%) 116 (48.3%) 240/240
Fontanella (2010)'? ITA 55.0+ 145 53.7+14.0 74 (34.4%) 50 (32.3%) 215/155
Zhang (2011)* CHN 36.0+4.2 33.0+4.5 103 (56.6%) 95 (52.2%) 182/182
Li (2012)% CHN  53.1+13.1 50.0+89  60(36.6%) 108 (41.9%) 164/258
Liu (2012)* CHN 474+113 456+10.7 95(43.2%) 103 (46.8%) 220/220
Bayri (2015)” TUR - - - - 120/120
Sathyan (2015)* IND 512+114 - 123 (55.9%) - 226/244
Hendrix (2017)'? USA* 54.9£12.5  50.6£18.6  35(23.5%) 18 (36.0%) 149/50
Borges (2018) BRA 54.0+£9.0 52.0+6.0 - 38 (46.9%) 33/81
Xu (2021)* CHN 57.1£10.6 665+121 117(30.5%) 117 (30.5%) 384/384
Hong (2022)"% KOR 59.3+£0.8 52.1+£1.0 104 (41.6%) 142 (48.0%) 250/296

BRA, Brazilian; CHN, Chinese; GBR, Great Britain; IND, Indian; ITA, Italian; POL, Polish; TUR, Turkish; USA,
United States of America

Age 1s described as mean age with ranges or standard deviation.

" This study includes various ethnicities including white, African-American, and other.

I IL-1a, IL1B, IL-6, IL-12B, TNF-a % HMGB1¥} #-& A% ## F4xe & 177 WolAlo] th3gh
%, EAF(Effect Allele Frequency), 343 WX 2 95% CI19] ORl tigt EA &oFS vehdict. 1671
olAl= 7zt Aol AR EE Bl g3 2d o3 Ay ANE BoFoen | o e A=
A A B2ES AR IAT EH%EW@X} TE 57 a9 2d HAEw ARSSHA @okth. whEbA] rs2249825
locus(HMGB1)oll W3l WE}EA & F AFE o] gdlo] $ARURE 3}, o] F AFE rs22498252]
HAAp el A FdE &) %ﬂé YERI AR s di)GdA @Al 4318 wdEs WE(S, 0.150
o 0.887)5 HAFAULE.
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T L
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R )
SEX A SNP Position | P-value | SNP &I/AHEAIFAAEE X
NEHS 1:
20766246 [3.24%107° ATGGCCAGGC located within
/L6 7p15.3 _ AGTTCTACAA the promoter
S1800796 | (g1g) [(forEast|  caGCCIG/CITCAC  [region of the /4
Asian) AGGGAGAGCC gene
AGAACACAGA
M-S 2: 2KB upstream
0.0492 TACCTTGGGT from the IL-1B
113594867
=18 B GCTGTTCTCT gene (near 5-
2q13 rs16944 (hg19) |(for Fast GCCTCIA/GIGAGC -
Asian) TCTCTGTCAA untranslated
TTGCAGGAGC region [UTR])
AgEBS
0.0413 TTATAGTTCA
158744352 located on the
IL-12B _ AGGTAAAAAT ) .
5033.3 | rs2195940 (hg19) |(for East CACGIT/CIAAACT Etrﬁn_gggm of
Asian) CTTAGCAAGT  [1® gene
CTTTAGCACA
AEBS 4: 2KB upstream
31543031 0.0413 GAGGCAATAG from the TNF-a
TNF-a - GTTTTGAGGG gene (near 5-
6021.33 | 151800629 | (hg19) ~(for multi-l o xraaaiAlca i
ethnicity) GGGTTCAGCC untranslated
TCCAGGGTCC region [UTR])
=9
Aol 1A Welol Felahs AIF 7]AL ofx BIASHW AvnAoR dF AXTE 1Ae] e, A D 9
of 83 & st Zoz IdHA vt gdger G5 A WHolA FolA B Ao A rs1800796(1L6) ]

A(0R = 0.75, 95% CI: 0.67-0.85, p = 1.81x10 )3} &7 74 2 AA4 §94
| A7 & 4 v}, o] AE 31238ty 93l funnel plot

Aol A& AFE A9t oA WEHEAS FIHIIUTHE 2). AYE
%’%Eﬂ Ro] 0.87(95% CI: 0.76-0.99) o w o 43| rs18007963} 1A A}

< HAFIT. ATl w39 21§ A4S T o A9 §E AdTFEY FokAl
of QA u EWITt. weEbA rs1800796 WHEF AL 53| ofAolddA A= [A9te] AR E

-6 w7l 9% A&+ monocyte chemoattractant protein-1(MCP-1), matrix metallopeptidase 9(MMP-9), T
elper 17(Th17), WAAE 2 g3+ 3 {o] FAsE T3 1A S . 1A 34 2 FdA IL-69
Aol digk A= F2 1A AXF EAA FaAEAt. 22y o) AFdAE IL-67F 1A B34 2 gl
gk 918 840X e BHE 84U gig] EFAoR olofX= A AEEe AAE HAFJUT. ol

R:r'_‘
.2

:i a1
AR A (miR)-219 FAHALE [L-69 =719 87 c-Jun N-ZT¢ Z|vobA| (INK) A5 AR-wj7] dAZF9 A=
< EOH A 34 2 J‘r%ﬂ/] 8-S TUMAIATE. 7€ AFAES [AdA IL-6 FAI7F o /1Y § 27454
478k g gl (-6 A 7F oW EX &2 Ayl ozt Aol g

of Wzl 1A FrkolA fre
Wl A IL-6 SNP7} Z=AL9

iih)
:,_
N
Y
B
A
O
ﬁ
0
SO
X
1:1
o
)
ru;E i
ey
°
\r
r

H A - T
3 B, 6&{1, IL-6 FAx HdL I A (Ragl) vh§-20l 4 ofAE vhg-2
Al Z7rske] 1A FAONIA IL-69 HE S vepdch. 1Ad] did §14 &9l
T8 xHAL. 7|E AFAELS 2F G572C thE Aol Bt Rugrh. =3
IL-6 A2 G174C THPAL 3719 A7 BA T [A Ao e B3I 3 Btk o] HEHIA A
rs1800796(IL-6)2] C tE-FHAE 1A Ao e BE &35 1Sl 9 ¢ EFdAE 1A 988 Z71A
Aok, FAHoR [AE ofyAIt -174 G/C P4 (IL-6)S A3 A3} 66 FAAFo] CC FAAFel vls) v
A A gkake] EAAAS o 4 Aol

filo Jlnl
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1

T

ol A rs16944(1L-18), rs2195940(1L-12B) 2 rs1800629(INF-a)&] Al 7}x] W&ol 1AS} EAH o= o
AT e Btk IL-18 FxxF 8ol d5A FAF T AH] e #24S vygo=z [1-1
Ayt SR Ao oist AUt WaE ok, IL-18 % IL-1R lco}x -0 thEwe o
Aol EZEL B mjE s g2 2 oluA 9 wdo] 7hAdh zoR JEiwth. 7|E AFAES IL-18
511 C/T B84 (rs16944) 9] TT frzlAtg o] tizwtel] nlal] oA SAHO] f1gS FofstAl S7HAIXItaL Baig)
. HlER A AR rs16944(1L-18)7F [A9] 18-S ZF7HA71= AHo=2 YERTH(OR =1.13, 95% CI: 1.01-
1.28; p = 0.0390). IL-12B& XA 5¢33.3°] HAsc}. 7|E AFAES rs3212227(1L-12B) 9] AC/CC FHA}
P C dHFHAA7E AA FHAE T A EFAARG A 98-S 9 S/ Bagdn, 53], R
dol Al Azkdol o FElshAl yebRth. e o] o] HERTA YA = rs3212227(1L-12B) thE A 1A Alo]

™

oN '@ g iz
>

oL :10 o% i
2l
59
Lo

APRAE Folslx] B, 14 53 = 529 53 29SS AR 479 AFE B3 Fox o]y o
A4S A B, 6&33 rs2195940(1L-12B) o] §lo] 1A Aol fos RE a3E BITHOR = 0.65,
95% CI: 0.43-0.98; p = 0.0413). MNF-a &= & <HZ ALSTA AolEFlQleltt. 7] AFAES TNF-a o}

4 o e B4 DE-a S ANAD oA b dErEd 1 94 o HE BaEe felo
A Ggkein wasth INF-a nRNASH whule] BT Ztsleh

Boalgo = [A9F ##E HMGB1 SNPE= #4131}, 71& AFAEL SAH Aol A rs22498252] G alleleo] A<
A H3d8e Y3e SV Rastodch, a3y gz e o (A9 #EE {F3AE REdE fe

HlE Aelzh glgivh. et EE rs22498257F S22k BAG A5 B wolA FelA 1A 9L A Bol F
ANRSAE Brekn 14 &v v 1Ak ojul g dwhdel S-S WRHUCTHOR = 1.47, 956 CI:
0.98-2.22; p = 0.0645).

Ae

Ade|Ex wWEl Ao w2 rs1800796(1L6) FFAAFE 1AS DA AaEo] gJon E3] Folao} ¢l
A 1IN A o B3 aE AFdd. wd, 39 F7F o ¥ ol A (rs16944(IL-18),
rs2195940(1L-12B) ¥ rs1800629(INF-a ))& 3 2 ofAlo} Q1G9 1A FAA 7Hsd FH4 d#AHES 714
I Q).
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| Included ” Eligibility JL Screening ” Identiﬁcationl

PubMed (n=264); EMBASE
(n=402); Web of Science (n=142)

I

Records after duplicates
removed (n=683)

I

Records screened
by title and abstract (n=683)
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Records excluded (n=653)
due to basic research, review,
case report, and irrelevant topics

Full-text articles assessed
for eligibility (n=30)

v

Articles included
quantitative synthesis (n=15)

Articles excluded (n=15) due to
overlapped (n=5), meta-analysis (n=2),
review (n=5), and unavailable data (n=3),
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= Sgn / LiuHong @ y
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S 0.2 / \
G / \
) / Bavri \
g az" Fontanella, ~ Morgan
} ¢ % ®  Zhang
0.3- -
L L) L) L] Ll T
-1.5 -1.0 -0.5 0.0 0.5 1.0
In(OR)
B
Study Year OR L95 U95 Case,N Control, N
Fontanellaetal. 2008 1.11 065 188 179 156
Livetal. 2012 068 050 092 220 220 . -
Bayri et al. 2015 064 038 108 120 120 —
Sathyanetal. 2015 095 073 123 220 244 B r——
Xuetal. 2021 102 075 138 384 384 — -
Hong et al. 2022 090 067 120 250 296 : _
Fixed effect 087 076 099 1373 1420 g Heterogeneity = 34.13%
Random effect 087 075 101 1373 1420 Q value =0.1157
L] L] 1 1
0.0 0.5 1.0 1.5 2.0
QOdds ratio
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