2024

Paris Hybrid PHC 2024 International Conference
Hepatoloey | Institut Pasteur - Paris on the Management of Liver Diseases
CONFERENCE March 18-19 Organised by Patrick Marcellin & Laurent Castera — Association for the Promotion of Hepatologic Care (APHC)

MASH
#P28 - PNPLA3 rs738409 polymorphisms clinical profile
in a MAFLD Mexican cohort

A.L. LADRON DE GUEVARA CETINA', J..M.P. PALMAR-BARRETO', G.T.M.C.H. TORRES-MENDOZA', O.M.B. MARTINEZ-BAROCIO',
D. LEON-SAUCEDO', A. LEON-CARDONA', B. HIDALGO-HERNANDEZ', D.J. DANIELS 2, J. BLAU?

(1) Centro De Investigacion Y Gastroenterologia - Mexico (Mexico)
(2) Astra Zeneca Early Cvrm - Cambridge (United States)
(3) Astra Zeneca Early Cvrm - Gaithersburg (United States)

Background & Aims

MAFLD Genetic knowledge advances allows identify individuals at risk or estimate severe histological risk and outcomes,
including MASH and MASH-fibrosis. PNPLA3 rs738409 is the most studied genetic marker, however there are not studies that
evaluate the allele epidemiologic behavior and clinical association in Mexicans. The aim of this study is to identify PNPLA3
rs738409 polymorphisms and clinical profile in a Mexican MAFLD Cohort

Methods

Ninety five MAFLD adult volunteers participated. Self-reported data included demographic,medical history and physical
evaluation. Liver and lipid profile, platelets, Glucose, and PNPLA3 rs738409 genotyping using commercially available testing
provided by LabCorp. MAFLD diagnosis was done using FibroScan® (Echosens, Paris, France) . Patients were stratified into risk
groups according to published cut-offs (low risk <0.35, high risk >0.67) and evaluated using clinical and genetic profile.

Results

68.4% were females, mean of 52+12 years. The PNPLA3 rs738409 homozygous GG polymorphism was the most prevalent in
43.2%, following the CG polymorphism 41.1% and CC polymorphism 15.8%. PNPLA3 rs738409 homozygous GG polymorphism
showed AST mean 34.76+£18.49 U/L, ALT 46.78+32.15 and FAST-Score 0.39+0.47 higher than the other polymorphism and
a intermediate risk FAST (57.1%) and high risk FAST (66.7%) compared to CG polymorphism (38.1% and 33.3%) and CC
polymorphism (4.8%) and no high risk FAST.

Conclusions

PNPLA3 rs738409 GG homozygous was the higher prevalence polymorphism,showing higher levels of liver enzymes and FAST
Score and Intermediate or High Risk of MASH-Fibrosis according to the FAST risk stratification, the early identification of the
patient with this genotype could help to early diagnosis of MAFLD or MASH.
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Male 8 53.3% 13 3133 9 20
Family of
MAFLD/MASH(n/%)
No 9 60.0 2% 6.7 28 63.4
Yes 6 40.0 13 133 15 366
IMO{Kg/m2) 2.9 674 425 677 34 673
Waist Circumference (cm) 110,13 17.63 109.41 15.05 107.4 15.74
CAP(dB/m) 32060 27.96 336.79 3870 316,95 3145
Transient Elastography{kPa} 5.65 148 6.40 1.70 6.54 198
Plavelets (10%3l) 314.07 8492 262.57 £9.76 269.02 68.16
AST (UL) 2.4 8.11 30.87 18.02 34.76 18.49
ALT (UL) 2853 15.77 4117 33.66 46.78 32.15
Trighycerides(mo/dl) 164.35 62.85 184.17 120.08 156.01 703
Toral Cholesterol(ma/dl) 195.88 52.87 180.27 44.76 178.55 44.07
C-HDL(mg/dl) 47.32 12.10 45.35 11.35 46,07 10.32
Glucose{mgidi) 117.98 .79 107.70 40.50 92.10 10.14
HbA1c(%) 6.49 161 6.32 1.47 6.11 0.82
F1B-4 Score. 072 024 113 0.57 0.57 0.52
F1E-4 MASH-Fibrosis Risk
Stratification (n/%6)
Low Risk 14 175 3 413 3 413
Intermediate Risk 0 0 4 364 7 636
High Risk [ 0 3 6.7 1 333
FAST MASH-Fibrosis Risk
Suatification (/%)
Low Risk 14 206 2 426 25 368
Intermediate Risk 1 48 8 381 12 57.1
High Risk 0 L] 2 333 4 667
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