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Abstract

Objectives: To determine the prevalence of MTX-DILI and identify associated risk factors among
psoriasis patients receiving MTX at Phaholpolpayuhasena Hospital, Kanchanaburi, Thailand.
Methods: This retrospective observational study reviewed medical records of psoriasis patients
treated with MTX between October 2023 and September 2024. A total of 165 patients were
identified, of whom 115 met the calculated sample size. The collected data included
demographics, clinical characteristics, cumulative MTX dose, folic acid supplementation,
comorbidities, health behaviors (alcohol and smoking), and liver function tests (ALT, AST, ALP,
bilirubin). Descriptive statistics were used to summarize baseline characteristics and to estimate
the prevalence of MTX-DILI. Multivariate analysis was performed to evaluate associations
between potential risk factors and MTX-DILI.

Results: Among 115 patients, the prevalence of MTX-DILI was 5.22% (6 patients with ALT or
AST > 120 U/L). The misdiagnosis rate was 10.43%. Cumulative dose was significantly associated
with MTX-DILI. Compared with patients receiving a low cumulative dose (<1.5 g), those in the
high-dose group (=3.5 ¢) had a significantly increased risk (adjusted OR = 6.21, 95% Cl 1.01-38.2;
p=0.048). Alcohol consumption was not significantly associated with MTX-DILI (p=0.107).
Folic acid supplementation was also not significantly associated with MTX-DILI; however,
patterns of folic acid prescription differed significantly between clinics (p < 0.001).

Conclusions: The observed prevalence of MTX-DILI aligns with previously reported rates (2-8%),
A clear association between cumulative methotrexate dose and the risk of liver injury was
observed, highlighting the importance of risk assessment and regular monitoring of liver function

in all patients, both before treatment initiation and during follow-up by dermatology specialists.
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Demographics

e Age
= Sex
* BMI / Obesity

Clinical Factors

« MTX Duration & Dose Methotrexate-Induced

« Folic Acid Supplement \ Liver Injury

= Comorbidities (Diabetes, HBV, HCV)

Health Behaviors

« Alcohol Use
= Smoking

«ALT / AST Elevation

« Hepatotoxic Drugs » Liver Damage

Lab Results

« ALT Levels
« AST Levels
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Table 1. Characteristics of Sample and Methotrexate-induced Liver Injury (MTX-DILI)

Total MTX-DILI No MTX-DILI
Characteristics (n=115) (n=6) (n=109) p-value
No. % No. % No. %
Total 115 100 6 5.2 -
Age (yr), 52.0 58.0 52.0 ]
Median (Q1-Q3) (39.5-63.5) (53.8-63.8) (39.0-63.0) 002
Sex
Male 62 539 3 50 59 54.1 1.OOOb
Female 53 46.1 3 50 50 45.9
BMI (kg/m?2), 23.5 247 234 R
Median (Q1-Q3) (21.2-26.9) (23.5-25.9) (20.7-27.2) 076
Comorbidities
Diabetes mellitus (DM) 9 7.8 0 0 9 83 1.OOOb
Hypertension (HT) 18 157 1 16.7 17 15.6 1.OOOb
Dyslipidemia (DLP) 14 12.2 1 16.7 13 11.9 0.550b
Obesity (BMI 225 kg/m?) a4 38.3 2 333 42 38.5 1.OOOb
Hepatitis B/C 0 0 0 0 0 0 -
Alcohol drinking
Yes 16 139 2 333 14 12.8 0.124b
No 82 71.3 2 333 80 73.4
NA 17 14.8 2 333 15 13.8
Smoking
Yes 17 14.8 0 0 17 15.6 1.OOOb
No 81 70.4 a4 66.7 7 70.6
NA 17 14.8 2 333 15 13.8
Cumulative MTX dose (g), 27.5 195.0 2.8 0.442°
Median (Q1-Q3) (0.0-862.5) (105.0-255.0) (0.0-902.5)
Low (1.5 ¢) 51 44.3 1 16.7 50 459
Moderate (1.5-3.5 ¢) 5 a3 0 0 5 4.6
High (>3.5 ¢) 58 50.4 5 83.3 53 48.6
Folic acid supplementation
Yes 49 42.6 2 333 a7 43.1 0.698b
No 65 56.5 a4 66.7 61 56
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Table 1. Characteristics of Sample and Methotrexate-induced Liver Injury (MTX-DILI) (continue)

Total MTX-DILI No MTX-DILI
Characteristics (n=115) (n=6) (n=109) p-value
No. % No. % No. %
Clinic type
Dermatology clinic 48 4a1.7 2 333 46 42.2 1.000°
Other clinics 67 58.3 a4 66.7 63 57.8

Abbreviation: BMI, Body Mass Index; MTX, Methotrexate; NA, not applicable.
aAnalyzed with Mann-Whitney U test’ Analyzed with Fisher's Exact Test
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Table 2. Factors associated with methotrexate-induced hepatotoxicity in patients with psoriasis (n=115)

Factors Adjusted Odds Ratio 95% ClI p-value
Alcohol drinking 4.72 0.60-36.94 0.140
Cumulative MTX dose
Low (<1.5¢) 1.00 reference -
Moderate (1.5-3.5 ¢) 2.85 0.42-19.40 0.280
High (>3.5 ¢) 6.21 1.01-38.20 0.048
Folic acid supplementation 1.89 0.35-10.20 0.460

Abbreviation: MTX, Methotrexate.
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