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The impact of single nucleotide polymorphism in donors and recipients on the
development of graft steatohepatitis after liver transplantation.

Uebayashi, Elena Yukie
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This study aimed to identify the genetic risk factors from donors or
recipients that contribute to post-liver transplantation (LT) steatotic liver disease (SLD),
focusing on the genetic risk score (GRS) based on single nucleotide polymorphisms in SLD patients.
Genotyping of PNPLA3, TM6SF2, and HSD17B13 was performed, and the combined GRS was calculated. The
relationship between the GRS and the incidence of post-transplant SLD was also evaluated. Donor risk

alleles of PNPLA3, TM6SF2, and HSD17B13, rather than recipient risk alleles, have been implicated
in thEngxglopment of post-transplant SLD. A high donor GRS was an independent risk factor for
post- ;
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26.8% (Younossi ZM, et al. Hepatology.
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NAFLD GWAS
(genome-wide association study) PNPLA3 (patatin-like
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member 2) NAFLD
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(Kawaguchi T, et all. PLoS One. 2018)
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DNA
TagMan SNP Genotyping Assay PCR
CrRmeEe Statistical analysis
n=14,129
PNPLA3 5/17/33 7135/13 recipient vs. donor: P=0.003
(0.75) (0.55) (0.46)  recipient vs. control: P<0.001  Genotyp
donor vs. control: P= 0.055 (A1AL/A1A2/A2A2)
TM6SF2 41/14/0 45/9/1 recipient vs. donor: P=0.672
(0.13) (0.10) (0.08) recipient vs. control: P=0.077
donor vs. control: P= 0.478 A2
HSD17B13  3/16/36 5/20/30 recipient vs. donor: P=0.267
(0.80) (0.73) (0.67) recipient vs. control: P=0.003

donor vs. control: P=0.223

PNPLA3 TM6SF2 HSD17B13



_ Graft steatosis Graft steatohepatitis

PNPLA3
7 3 (42.9%) 2 (28.6%)
35 27 (77.1%) 21 (60.0%)
13 12 (92.3%) 9 (69.2%)
TM6SF2
45 33 (73.3%) 25 (55.6%)
8 (88.9%) 6 (66.7%)
1 (100%) 1 (100%)
HSD17B13
5 2 (40.0%) 0 (0%)
1 20 16 (80.0%) 10 (50%)
30 24 (80.0%) 22 (73.3%)

Baseline variables

(95%Cl) P (9B5%Cl) P

GRS (<3 vs. 23) 0.64 (0.12-2.83) 0.742
(<60 vs. 260) 0.37 (0.09-1.43) 0.128

( vs. ) 1.68 (0.46-6.72)  0.402 4.16 (1.03-21.42)  0.061

BMI (<25 vs. 225) 0.66 (0.19-2.23) 0.581 0.72 (0.20-2.62) 0.616

(s ) 0.71 (0.20-2.53) 0.577 0.55 (0.13-2.17) 0.399

( vs. ) 1.85 (0.36-12.49)  0.494 4.29 (0.74-32.78)  0.125
(Alcoholic cirrhosis vs. NASH) 0.52 (0.14-1.93) 0.376

GRS (<3 vs. 23) 452 (1.28-17.48) 0.012 6.76 (1.84-30.78)  0.007
(<50 vs. 250) 0.91(0.26-3.24) 1.000
( Vs. ) 0.47 (0.13-1.61) 0.261
BMI (<25 vs. 225) 0.49 (0.06-3.26) 0.431
Graft steatosis ( Vs. 1.53 (0.28-10.59) 0.720
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Combination of risk alleles of <i>PNPLA3</i>, <i>TM6SF2</i>, and <i>HSD17B13</i> of donors can 2024
predict recurrence of steatotic liver disease after liver transplantation
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Risk Alleles of PNPLA3, TM6SF2, and HSD17B13 of Donors are Closely Related to Graft Steatosis and Steatohepatitis After
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