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Supplement figure 1. ALP levels in PBC patients treated with UDCA versus UDCA+FF.
Abbreviations: ALP, alkaline phosphatase; UDCA, ursodeoxycholic acid; FF, fenofibrate; SD, standard deviation; IV, inverse-variance; CI, confidence interval; df, degrees of freedom.
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Supplement figure 2. GGT levels in PBC patients treated with UDCA versus UDCA+FF.
Abbreviations: GGT, gamma-glutamyl transferase; UDCA, ursodeoxycholic acid; FF, fenofibrate; SD, standard deviation; IV, inverse-variance; CI, confidence interval; df, degrees of freedom.
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Supplement figure 3. ALT levels in PBC patients treated with UDCA versus UDCA+FF.
Abbreviations: ALT, alanine aminotransferase; UDCA, ursodeoxycholic acid; FF, fenofibrate; SD, standard deviation; IV, inverse-variance; CI, confidence interval; df, degrees of freedom.

[image: ]
Supplement figure 4. AST levels in PBC patients treated with UDCA versus UDCA+FF.
Abbreviations: AST, aspartate aminotransferase; UDCA, ursodeoxycholic acid; FF, fenofibrate; SD, standard deviation; IV, inverse-variance; CI, confidence interval; df, degrees of freedom.
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Supplement figure 5. IgM levels in PBC patients treated with UDCA versus UDCA+FF.
Abbreviations: IgM, immunoglobulin M; UDCA, ursodeoxycholic acid; FF, fenofibrate; SD, standard deviation; IV, inverse-variance; CI, confidence interval; df, degrees of freedom.
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Supplement figure 6. TG levels in PBC patients treated with UDCA versus UDCA+FF.
Abbreviations: TG, triglycerides; UDCA, ursodeoxycholic acid; FF, fenofibrate; SD, standard deviation; IV, inverse-variance; CI, confidence interval; df, degrees of freedom.
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Supplement figure 7. TBIL levels in PBC patients treated with UDCA versus UDCA+FF.
Abbreviations: TBIL, total bilirubin; UDCA, ursodeoxycholic acid; FF, fenofibrate; SD, standard deviation; IV, inverse-variance; CI, confidence interval; df, degrees of freedom.
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Supplement figure 8. CRE levels in PBC patients treated with UDCA versus UDCA+FF.
Abbreviations: CRE, creatinine; UDCA, ursodeoxycholic acid; FF, fenofibrate; SD, standard deviation; IV, inverse-variance; CI, confidence interval; df, degrees of freedom.

[image: ]
Supplement figure 9. Effects of UDCA versus UDCA+FF on pruritus in patients with PBC.
Abbreviations: UDCA, ursodeoxycholic acid; FF, fenofibrate; M-H, Mantel-Haenszel; CI, confidence interval; df, degrees of freedom.
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Supplement figure 10. Adverse events in PBC patients treated with UDCA versus UDCA+FF.
Abbreviations: UDCA, ursodeoxycholic acid; FF, fenofibrate; M-H, Mantel-Haenszel; CI, confidence interval; df, degrees of freedom.
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Supplementary figure 11. Liver histology, representative photomicrograph (the scale is 50um) under haematoxylin-eosin staining. A, Baseline biopsy. B, After 5 years of UDCA+FF therapy.
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Mean Difference

Mean Difference

Study or Subgroup _ Mean _ SD_Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% Cl
Dohmen, 2004 1929 675 9 2558 859 9 34% -62.90 [-134.27,8.47) i

Lewy, 2011 283 148 20 454 323 20 07% -171.00[-326.71,-15.29]

Liberopoulos, 2010 12 64 6 65 68 4 25% -53.00[-137.04,31.04) —
Ohira, 2002 102 78 7 18 87 7 23% -116.00[-202.56,-29.44] —

Walker, 2009 210 20 16 290 20 16 91.0%  -80.00[-93.86,-66.14] .

Total (95% CI) 58 56 100.0%  -80.24[-93.46,-67.02] *
Heterogeneity: Chi*= 2.59, df= 4 (P = 0.63), F= 0%

Test for overall effect: Z= 11.89 (P < 0.00001)
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UDCA+FF uDca
Study or Subgroup __Mean _ SD_Total Mean SD Total Weight

Dohmen, 2004 126 05 9 192 03 9 19.9%
Han, 2012 1.47 067 22 209 085 22 141%
Lewy, 2011 091 033 20 119 043 20 51.2%

Liberopoulos, 2010 1.08 035 6 122 035 4 147%

Total (95% CI) 57 55 100.0%
Heterogeneity: Chi*= 4.97, df=3 (P=0.17), F= 40%
Test for overall effect Z= 4.42 (P < 0.0001)
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UDCA+FF UDCA Mean Difference Mean Difference
Study or Subgroup _ Mean SD_Total Mean SD_Total Weight IV, Fixed, 95% C1 IV, Fixed, 95% CI
Dohmen, 2004 6 5 9 7 7 9 228% -1.00[-6.62, 4.62) -
Han, 2012 2216 1745 22 275 3443 22 28% -534[21.47,1079] _
Lewy, 2011 1026 1796 20 1026 1069 20 86% 0.00-9.16,9.16] I
Liberopoulos, 2010 6.4 29 6 6.5 24 4 B659% -0.10[-3.40,3.20)
Total (95% CI) 57 55 100.0%  -0.44[-3.12,2.24]
Heterogeneity: Chi*= 0.44, df= 3 (P = 0.93); F= 0% L g 3 & Fr

Test for overall effect Z=0.32 (P = 0.75)
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UDCA+FF UDCA Mean Difference Mean Difference
Study or Subgroup _ Mean SD_Total Mean SD_Total Weight IV, Fixed, 95% C1 IV, Fixed, 95% CI
Cheung 2016 64 8 46 64 1 74 0.0% 0.00 [-3.41,3.41]
HegadeV,S. 2016 78.85 18.69 23 68.92 14869 23 347% 9.93[0.21,19.65] Il
Liberopoulos, 2010 79 12 6 82 13 4 129% -3.00[-18.95,12.95] T
Weijia, 2018 803 186 26 675 107 39 525% 12.80[4.90,20.70) -
Total (95% CI) 55 66 100.0%  9.77 [4.05, 15.49] *
it Chiz= - - R= + + + +
Heterogeneity: Chi*= 3.03, df= 2 (P = 0.22); F= 34% .50 -25 0 25 50

Test for overall effect: Z= 3.35 (P = 0.0008)
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Study or Subgrouy Events Total Events Total Weight

Odds Ratio
M-H, Fixed, 95% CI

Odds Ratio
M.H, Fixed, 95% CI

Cheung 2016 1 46 0 74 143%
Han, 2012 1 22 0 22 17.9%
Lewy, 2011 5 20 0 20 141%
Liberopoulos, 2010 1 6 1 4 382%
Ohira, 2002 1 7 0 7 155%
Total (95% Cl) 101 127 100.0%
Total events 9 1

Heterogeneity: Chi*= 2.20, df= 4 (P = 0.70); F= 0%
Test for overall effect: Z= 210 (P = 0.04)

4.91(0.20,123.16)
314(0.12,81.35]
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UDCA+FF UDCA Odds Ratio 0dds Ratio
Study or Subgroup _ Events Total Events Total Weight M.H, Fixed, 95% CI M.H, Fixed, 95% Cl
Cheung 2016 6 46 0 74 43.0% 23.91[1.31,435.38) . —
Dohmen, 2004 0 9 0 9 Not estimable
Han, 2012 0 22 0 22 Not estimable
Lewy, 2011 2 20 0 20 57.0% 5.54[0.25,123.08) ——
Liberopoulos, 2010 0 ] 0 4 Not estimable
Ohira, 2002 0 7 0 7 Not estimahble
Total (95% CI) 110 136 100.0% 13.44[1.70, 105.98] —eeniiR—
Total events 8 0
Heterogeneity: Chi*= 0.47, df= 1 (P = 0.50); F= 0% YT Py ™ pr

Test for overall effect Z= 2.47 (P = 0.01)
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UDCA+FF UDCA Mean Difference Mean Difference
Study or Subgroup __Mean __ SD Total Mean _ SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% C1
Cheung 2016 184 a8 46 274 172 74 62%  -90.00[138.35,-41.65] I
Dohmen, 2004 1869 76.2 9 285 1148 9 18% -98.10-188.12,-8.08)
Han, 2012 1243 449 22 237 113 22 56% -112.70[-163.51,-61.89] D
HegadeV,S. 2016 179.4 1188 23 3134 1169 23 31% -134.00[-202.12,-65.88] e
Lewy, 2011 199 94 20 426 168 20 2.0% -227.00([-311.37,-142.63]
Liberopoulos, 2010 132 70 6 245 81 4 15% -113.00[-210.15,-15.85]
Ohira, 2002 32 1105 7 275 120 7 Not estimable
Walker, 2009 62 89 16 110 87 16 39% -48.00[-108.98,12.98] i
Weijia, 2018 120 215 26 215 3525 39 759%  -95.00[-108.81,-81.19] | |
Total (95% CI) 168 207 100.0%  -98.08 [-110.11, -86.06] +

Heterogeneity: Chi*= 13.34, df= 7 (P = 0.06), F= 48%

Test for overall effect. Z= 15.98 (P < 0.00001)
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UDCA+FF ubca Mean Difference Mean Difference

Study or Subgroup Mean SD_Total Mean SD_Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Dohmen, 2004 125 1103 9 14986 143 9 232% -24.60[-142.58,93.39] —
Han, 2012 180.97 11868 22 32868 201.71 22 338% -147.71[-245.50,-49.92] —
Liberopoulos, 2010 8 ag [ 2 12 4 17.8% -34.00 [-168.89,100.89] s
Ohira, 2002 15 106 7 82 110 7 252% -67.00[-180.17,46.17] I
Total (95% CI) a4 42 100.0% -78.57[-135.42,-21.72] -
Heterogeneity: Chi*= 3.18, df= 3 (P = 0.36), F= 6%
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Study or Subgroup _ Mean SD_Total Mean SD_Total Weight

Mean Difference
IV, Fixed, 95% CI

Mean Difference

Cheung 2016 44 28 46 53 27 74
Dohmen, 2004 469 283 9 299 81 9
Han, 2012 57.39 3339 22 71.22 2882 22
Lewy, 2011 42 2275 20 52 30 20

Liberopoulos, 2010 4 19 6 37 1" 4

Total (95% CI) 103 129
Heterogeneity: Chi*=7.75, df= 4 (P = 0.10); F= 48%
Test for overall effect Z=1.42 (P=0.16)
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