Table IS. The types of antidiabetic medication included in the study and the corresponding drug codes

Antidiabetic medication type Drug Names Drug Codes
GLP-1 agonists dulaglutide, exenatide, semaglutide, d08290, d05529, d08688, d07466,
liraglutide, lixisenatide d08311, d08501
SGLT2 inhibitors dapagliflozin, canagliflozin, d08275, d08344, d08384, d07928,
empagliflozin, ertugliflozin d08245, d08080, d08280, d08689,
d08692
Thiazolidinedione pioglitazone d07965, d05674, d05635, d04820,

d04442, d04434, d04122




Table IIS. Mediation effect of T2DM and T2DM-related biomarkers on the association between MASLD and

fibrosis

Indirect effect Direct effect Total effect Prop. p-value
Mediators Mediated

Bindirect (95%Cl) Bairect (95%Cl) Brotal (95%CI) %
T2DM 0.009 (0.006,0.010) 0.077 (0.062,0.090) 0.086 (0.071,0.100) 10.10 <0.001
Fasting 0.008 (0.005,0.010) 0.068 (0.046,0.090) 0.075 (0.053,0.100) 9.99 <0.001
glucose
HbAlc 0.008 (0.006,0.010) 0.072 (0.057,0.090)  0.080 (0.064,0.100) 10.50 <0.001
Insulin 0.005 (0.002,0.010) 0.074 (0.052,0.100)  0.079 (0.057,0.100) 5.98 <0.001
HOMA-IR  0.006 (0.002,0.010) 0.073 (0.051,0.100)  0.078 (0.056,0.100) 7.28 <0.001

T2DM, type 2 diabetes mellitus; MASLD, metabolic dysfunction-associated steatotic liver disease; HbAlc,

hemoglobin Alc; HOMA-IR, homeostatic model assessment for insulin resistance; Prop. Mediated, proportion

mediated.Mediation analyses adjusted for age, gender, race/ethnicity, BMI.



Table HlIS. Mediation effect of T2DM on the association between MASLD and fibrosis by age, BMI and antidiabetic
medication group stratification

Indirect effect Direct effect Total effect Prop. p-value
Mediated
Bindirect (95%Cl) Bairect (95%Cl) Brotal (95%Cl) %

Stratification by age
18-44 0.004 (0.001,0.010) 0.062 (0.040,0.090) 0.065 (0.043,0.090) 5.47 0.006
45-64 0.015 (0.009,0.020) 0.100 (0.073,0.120)  0.114 (0.088,0.140) 12.63 <0.001
=65 0.007 (0.002,0.010) 0.061 (0.026,0.100) 0.068 (0.033,0.100) 10.17 0.002
Stratification by BMI
<24.9 0.001 (-0.003,0.010)  0.004 (-0.022,0.040) 0.004 (-0.023,0.040) 4.18 0.730
25-29.9 0.008 (0.003,0.010) 0.034 (0.011,0.060)  0.041(0.018,0.070) 17.74 <0.001
230 0.013 (0.008,0.020) 0.145(0.118,0.170)  0.158(0.131,0.190)  8.40 <0.001
Stratification by antidiabetic medication
Yes -0.001 (-0.033,0.020) 0.172(0.021,0.310) -0.171 (0.019,0.310) 0.02 0.984
No 0.008 (0.005,0.010) 0.076 (0.061,0.090)  0.084 (0.068,0.100) 9.42 <0.001

MASLD, metabolic dysfunction-associated steatotic liver disease; T2DM, type 2 diabetes mellitus; BMI, body mass index.
Mediation analyses adjusted for age, gender, race/ethnicity, BMI.
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Table IVS .Mediation effect of T2DM and T2DM-related biomarkers on the association between MASLD (CAP>274
dB/m) and fibrosis

Indirect effect Direct effect Total effect Prop. p-value
Mediators Mediated

Bindirect (95%CI) Bairect (95%CT) Brotal (95%CT) %o
T2DM 0.008 (0.005,0.010) 0.069 (0.055,0.080) 0.077 (0.063,0.090) 10.22 <0.001
Fasting 0.007 (0.004,0.010) 0.066 (0.045,0.090) 0.072 (0.051,0.090) 9.21 <0.001
glucose
HbAlc 0.007 (0.005,0.010) 0.065 (0.051,0.080) 0.072 (0.057,0.090) 9.92 <0.001
Insulin 0.004 (0.002,0.010) 0.070 (0.050,0.090) 0.074 (0.053,0.100) 5.25 <0.001
HOMA-IR 0.005 (0.002,0.010) 0.069 (0.049,0.090) 0.074 (0.053,0.100) 6.25 <0.001

MASLD, metabolic dysfunction-associated steatotic liver disease; T2DM, type 2 diabetes mellitus; HbAlc, hemoglobin
Alc; HOMA-IR, homeostatic model assessment for insulin resistance; Prop. Mediated, proportion mediated.

Mediation analyses adjusted for age, gender, race/ethnicity, BMI.
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Table VS. Mediation effect of T2DM and T2DM-related biomarkers on the association between NAFLD and fibrosis

Indirect effect Direct effect Total effect Prop. Mediated  p-value
Mediators

Bindirect (95%Cl) Bairect (95%Cl) Brotal (95%Cl) %
T2DM 0.009 (0.006,0.010) 0.078 (0.063,0.090) 0.086 (0.071,0.100)  9.95 <0.001
Fasting 0.008 (0.005,0.010) 0.068 (0.046,0.090)  0.075(0.053,0.100) 9.99 <0.001
glucose
HbAlc 0.008 (0.006,0.010) 0.072 (0.057,0.090)  0.081 (0.065,0.100) 10.36 <0.001
Insulin 0.005 (0.002,0.010) 0.074 (0.052,0.100)  0.079 (0.057,0.100)  5.98 <0.001
HOMA-IR 0.006 (0.002,0.010) 0.073 (0.051,0.100) 0.078 (0.056,0.100) 7.28 <0.001

T2DM, type 2 diabetes mellitus; NAFLD, non-alcoholic fatty liver disease; HbAlc, hemoglobin Alc; HOMA-IR,

homeostatic model assessment for insulin resistance; Prop. Mediated, proportion mediated.

Mediation analyses adjusted for age, gender, race/ethnicity, BMI.





