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Exposure QOutcome No. of IVs Methods Beta SE (95%Cl) P
PBC Osteoporosis 32 MR Egger 0.068 0.043 1.071 (0.984~1.165) 0.121
Weighted median 0.044 0.021 1.045 (1.002~1.089) 0.038
vw 0.047 0.016 1.049 (1.017~1.082) 0.002
Simple mode 0.077 0.053 1.080 (0.974~1.199) 0.155
Weighted mode -0.015 0.063 0.985 (0.872~1.114) 0.815

PBC, primary biliary cholangitis; IV, instrumental variables; VW, inverse variance weighting; SE, standard error; OR, odds ratio; CI, confidence interval.

P <0.05 was considered statistically significant.
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Egger's test Begg's test

Genetic type Coefficient Standard error P value 95%Cl of intercept z P value
5361525

A-allele vs. G-allele [ 0622 1.045 06 0564 (-1.678- 2.923) [ 0.18 [ 0855

AG vs. GG 1239 1.083 114 0277 (-1.146- 3.624) 067 0502
AA+AG vs. GG 1357 1125 121 0253 (-1.119- 3.833) 0.67 0502

‘ 152430561 ‘

A-allele vs. T-allele 0692 3815 0.18 0861 (-9.712- 8.328) 031 | 0.754

AT vs. TT 0709 1.221 058 058 (-3.597- 2.179) 1.36 0.175
AA+AT vs. TT 0.409 1.552 026 08 (-4.079- 3.261) 094 0348
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A r ‘ear Coul Case SOC HWE Genotype
15361525
Bernal 1999 UK Caucasian 98 93 PB 0.051 PCR PBC
Pastor 2005 Spain Caucasian 65 90 PB 0.534 PCR ALC
Gordon 1999 UK Caucasian 91 205 PB 0.706 PCR-RFLP PBC
Sghaier 2016 Tunisia African 36 200 PB 0.371 PCR-RFLP HBV
Osterreicher 2005 Austria Caucasian 55 94 HB 0.708 PCR-RFLP HBV/HCV
Nguyen-Khac 2008 France Caucasian 45 47 PB 0.473 PCR-RFLP ALC
Niro 2009 Ttaly Caucasian 107 141 HB 0.776 PCR-SSP PBC
Jones 1999 UK Caucasian 168 145 HB 0.667 PCR PBC
Zhang 2008 China Asian 80 61 HB 0.804 AS-PCR HBV
Li 2014 China Asian 30 40 HB 0.805 PCR-RFLP HBV
Fan 2004 China Asian 57 160 HB 0.763 PCR-RFLP PBC
Zhang 2013 China Asian 28 50 HB 0.943 PCR-RFLP HBV
Ma 2009 China Asian 163 132 HB 0.009 PCR-RFLP HBV

152430561

[ Bahgat 2015 | Egypt African 50 25  HB 0.298 allele-specific PCR HCV
Sun 2015 China Asian 126 173 HB 0.087 SSP-PCR HBV
Wu 2008 China Asian 32 50 HB 0.276 PCR HBV
Ma 2009 China Asian 150 141 HB 0.491 PCR HBV
Bouzgarrou 2011 Tunisia African 58 42 HB 0.002 PCR-RFLP HCV
Sheneef 2017 Egypt African 50 50 HB 0.004 PCR-RFLP HCV
Talaat 2022 Egypt African 69 106 PB <0.001 SSP-PCR HCV
Tang 2015 China Asian 58 56 HB 0.002 PCR-RFLP HBV
Gao 2010 China Asian 24 74 PB <0.001 PCR HBV/HCV

HB, hospital-based; PB, population-based; SOC, source of control; PCR-RELP, polymerase chain reaction followed by restriction fragment length polymorphism; SSP, sequence specific primer;
AS, allele specific primer; HWE, Hardy-Weinberg equilibrium of control group; PBC, primary biliary cirrhosis; ALC, alcoholic liver cirrhosis; HBV, hepatitis B virus; HCV, hepatitis C virus.
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Variables

Case/

Control

Allelic contrast

OR(95%Cl) P, P 2

Heterozygote comparison

OR(95%Cl) P, P I?

Dominant model

OR(95%Cl) P, P P

15361525
Total
Ethnicity
Asian
Caucasian
SOC

HB

PB
Disease type
PBC

ALC

HBV
s2430561
Total
Ethnicity
Asian
Afican
SOC

HB

PB
Disease type
HCV

HBV

3

4

4

1023/1458

358/443

629/815

688/823

335/635

521/744

110/137

337/483

617/717

390/494

227/223

524/537

93/180

227/223

366/420

1.22(0.98-1.52)0.233 0.081 20.9%

1.24(0.80-1.92)0.325 0.326 14.0%

1.12(0.83-1.51)0.135 0.441 38.6%

1.15(0.84-1.58)0.571 0.369 0.0%

1.24(0.75-2.04)0.059 0.406 56.0%

0.91(0.65-1.28)0.250 0.592 25.7%

1.86(1.03-3.34)0.420 0.040 7.1%

1.44(1.00-2.06)0.404 0.047 0.3%

1.03(0.71-1.47)0.000 0.891 73.4%

1.45(1.13-1.86)0.197 0.00333.6%

0.65(0.40-1.07)0.023 0.091 68.5%

0.98(0.60-1.57)0.000 0.920 79.5%

1.20(0.84-1.72)0.779 0.326 0.0%

0.65(0.40-1.07)0.023 0.091 68.5%

1.48(1.13-1.93)0.116 0.004 9.2%

1.14(0.88-1.47)0.392 0.338 5.4%

1.38(0.86-2.22)0.379 0.186 4.8%

1.01(0.72-1.41)0.272 0.952 0.6%

1.15(0.82-1.62)0.585 0.423 0.0%

1.12(0.75-1.67)0.131 0.594 3.6%

0.85(0.59-1.24)0.454 0.410 0.0%

1.60(0.82-3.14)0.242 0.16827.1%

1.50(0.93-2.43)0.465 0.598 0.0%

1.26(0.91-1.76)0.270 0.16419.5%

1.43(0.93-2.18)0.463 0.380 0.0%

1.05(0.62-1.78)0.219 0.86932.2%

1.26(0.88-1.80)0.410 0.213 1.9%

1.07(0.18-6.21)0.050 0.93974.0%

1.05(0.62-1.78)0.219 0.86932.2%

1.61(1.03-2.52)0.694 0.038 0.0%

1.18(0.92-1.52)0.299 0.195 14.5%

1.32(0.83-2.10)0.343 0.242 11.0%

1.07(0.78-1.47)0.190 0.679 31.2%

1.16(0.83-1.61)0.583 0.389 0.0%

1.19(0.67-2.11)0.080 0.563 51.9%

0.88(061-1.26)0.344 0.490 10.9%

1.78(0.93-3.39)0.323 0.080 0.0%

1.52(0.96-2.41)0.433 0.073 0.0%

1.14(0.84-1.54)0.048 0.404 1.8%

1.57(1.05-2.35)0.046 0.028 0.0%

0.72(0.45-1.16)0.112 0.173 49.9%

1.02(0.60-1.73)0.044 0.935 53.7%

1.42(0.61-3.31)0.111 0.410 60.5%

0.72(0.45-1.15)0.112 0.073 49.9%

1.73(1.13-2.64)0.718 0.011 0.0%

Py, value of Q-test for heterogeneity test; P, Z-test for the statistical significance of the OR; HB, hospital-based; PB, population-based; SOC, source of control; PBC, primary biliary cirrhosis; ALC,
alcoholic liver cirrhosis; HBV, hepatitis B virus; HCV, hepatitis C virus.

The bold values stand for the significant relationships.
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Exposure QOutcome Heterogeneity Horizontal pleiotropy

Cochran's Q Egger intercept SE
PBC Osteoporosis 4127 0.103 -0.0057 0.0110 0.610
Osteoporosis PBC 1434 0.921 0.1067 0.0994 0.342

PBC, primary biliary cholangitis.
P < 0.05 was considered statistically significant.
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Exposure No. of IVs Methods Beta SE (95%Cl) P
Osteoporosis PBC 6 MR Egger -1.168 1035 0.311 (0.041~2.363) 0.322
Weighted median -0.070 0.112 0.932 (0.748~1.161) 0.530
vw -0.061 0.093 0.941 (0.783~1.129) 0.511
Simple mode -0.065 0.162 0.937 (0.682~1.287) 0.703
Weighted mode -1.168 1.035 0.311 (0.041~2.363) 0.322

PBC, primary biliary cholangitis; IV, instrumental variables; VW, inverse variance weighting; SE, standard error; OR, odds ratio; CI, confidence interval.

P <0.05 was considered statistically significant.
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Variables Without HH

N =491

Sex (male/female) n 339/153 358/129 2.599 0.107
Age n (%) 0.015 0472
<40 41 (8.3%) 43 (8.8%)

40-60 271 (55.1%) 284 (58.3%)

>60 180 (36.6%) 160 (32.9%)

Etiology 1 (%) 4.205 0.756
HBV 357 (75.0%) 349 (73.5%)

HCV 10 (2.1%) 8 (1.7%)

PBC 18 (3.8%) 20 (4.2%)

AIH 7 (1.5%) 6 (1.3%)

Alcoholic liver 49 (10.3%) 51(10.79%)

Unknown reason 50 (10.4%) 53 (10.9%)

Complication/combination disease n (%)

Hypertension 89 (18.1%) 108 (22.2%) 2.544 0111
Diabetes 84 (17.1%) 79 (16.2%) 0128 0.721
UGIB 35 (7.1%) 54 (11.1%) 4678 0.031
EGV 144 (29.3%) 165 (33.9%) 2.149 0.542
HE 35(7.1%) 38 (7.8%) 0.168 0.682
Bacterial peritonitis 237 (48.29%) 229 (47.0%) 0014 0.565
Portal vein thrombosis 62 (12.8%) 79 (16.7%) 0037 0.155

Another clinical character n (%)

History of spleen surgery 24 (4.9%) 53 (10.9%) 0.122 0.000
MELD Score 1 (%) 6529 0.038
<15 291 (59.4%) 258 (53.1%)

15-18 72 (14.7%) 100 (20.6%)

>18 127 (25.9%) 128 (26.3%)

CTP score M (IQR) 9.00 (8.00, 10.00) 9.00 (8.00, 11.00) —1.806 0.071
Child-Pugh score n (%) 3233 0.199
A 30 (6.1%) 26 (5.3%)

B 264 (53.9) 238 (49.0%)

C 196 (40.0) 222 (45.7%)

HH, hepatic hydrothorax; 7 (%), the frequency with percentage for categorical variables; M, median; IQR, Interquartile range; UGIB, Upper gastrointestinal bleedings EGV, Esophageal and
gastric fundal varices; HE, Hepatic encephalopathy; History of spleen surgery, splencctomy or splenic embolization. The bold values indicate a statistically significant p-value for their analysis
of that variable (p < 0.05).
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Indicators Normal range Without HH (N = 491) HH (N = 487)

N (%) N (%)
ALT (U/L) 0-40 0783 0376
<40 264 (53.8%) 276 (56.7%)
>40 227 (46.2%) 211 (43.3%)
AST (U/L) 0-40 2.544 0111
<40 157 (32.0%) 180 (37.0%)
>40 334 (68.0%) 307 (63.0%)
GGT (U/L) 12-64 2738 0.098
<64 258 (52.5%) 281 (57.7%)
>64 233 (47.5%) 307 (42.3%)
ALB (g/L) 35-55 0058 0.809
=35 86 (17.5%) 88 (18.1%)
<35 405 (82.5%) 399 (81.9%)
TG (mmol/L) 0.56-1.70 1.535 0215
>0.56 415 (84.5%) 399 (81.9%)
<0.56 76 (15.5%) 88 (18.1%)
TC (mmol/L) 2.60-6.19 10.015 0.002
>2.60 381 (77.6%) 336 (69.0%)
<2.60 110 (22.4%) 151 (31.0%)
HDL (mmol/L) 1.03-1.78 27.811 <0.001
>1.03 287 (58.5%) 202 (41.5%)
<1.03 204 (41.5%) 285 (58.5%)
Cr (mmol/L) 50.4-98.1 1378 0240
<98.1 462 (94.1%) 449 (92.2%)
>98.1 29 (5.9%) 38 (7.8%)
WBCx10°/L. 4-10 1.378 0240
<10 462 (94.1%) 449 (92.2%)
>10 29 (5.9%) 38 (7.8%)
Nx10°/L 0.8-4 2276 0.131
<4 382 (77.8%) 359 (73.7%)
>4 109 (22.2%) 128 (26.3%)
Hb (g/L) F:110-150 M:120-160 11.053 0.001
=110 (F)/120 (M) 232 (47.3%) 179 (36.8%)
<110 (F)/120 (M) 259 (52.7%) 308 (63.2%)
PLTx10°/L 100-300 5588 0.018
>100 323 (65.8%) 203 (41.7%)
<100 168 (34.2%) 284 (58.3%)
PTA (%) 70-130 13311 <0.001
>70 196 (39.9%) 141 (29.0%)
<70 295 (60.1%) 346 (71.0%)
D-dimer (mg/L) 0-05 26.764 0.000
<05 121 (24.6%) 58 (11.9%)
>05 370 (75.4%) 429 (88.1%)
1gG (g/L) 7-16 6346 0.012
<16 136 (27.7%) 171 (35.1%)
>16 355 (72.3%) 316 (64.9%)
1L-6 (pg/mL) 0-7 1.857 0.173
<7 27 (5.5%) 18 (3.7%)
>7 464 (94.5%) 469 (96.5%)
SAA (mg/L) 0-10 2.896 0.089
<10 197 (40.1%) 170 (34.9%)
>10 294 (59.9%) 317 (65.1%)
CRP (ng/L) 0.068-8.2 11.860 0.001
<82 252 (51.3%) 197 (40.5%)
>82 239 (48.7%) 290 (59.5%)
PVW (mm) 6-10 7.927 0.005
<13 386 (78.6%) 345 (70.8%)
>13 105 (21.4%) 142 (29.2%)

HH, hepatic hydrothorax; ALT, alanine aminotransferase; AST, aspartate aminotransferase; GGT, y-glutamyl transpeptidase; ALB, albumin; TG, triglyceride, TC, total cholesterol; HDL, high-
density lipoprotein cholesterol, Cr, creatinine, WBC, white blood cell count; N, neutrophil; Hb, hemoglobin; PLT, platelet count, PTA, prothrombin activity; IgG, immunoglobin G; 1L-6,
interleukin-6; CRR, C reactive protein; SAA, serum amyloid A; PVW, the width of the portal vein. The bold values indicate a statistically significant p-value for their analysis of that variable
(p < 0.05).





OPS/images/fmed-10-1165604/fmed-10-1165604-t003.jpg


OPS/images/fmed-10-1165604/crossmark.jpg
(®) Check for updates





OPS/images/fmed-10-1165604/fmed-10-1165604-g001.gif
G ket G 457 (rr——
oot o ey oo sheson 21T
St oson phisionon | \Bibwil poval son 17






OPS/images/fmed-10-1165604/fmed-10-1165604-g002.gif





OPS/images/cover.jpg
& frontiers | Research Topics

Treatment and prognostic
assessment of liver
cirrhosis and its
complications






