
J Korean Rheum Assoc. 2009 Mar;16(1):16-22. Korean.
Published online March 31, 2009.  https://doi.org/10.4078/jkra.2009.16.1.16

Copyright © 2009 The Korean Rheumatism Association



Hepatotoxicity of Combination Treatment with Leflunomide and Methotrexate in RA Patients

Je Ho Chang,1Eun Sook Jung,1Ju Hyun Lee,1Bo Young Yoon,[image: image]1Chan Hee Lee,2
 and Yun Woo Lee3


1Department of Internal Medicine, College of Medicine, Inje University, Goyang, Korea.

2Department of Internal Medicine, NHIC Ilsan Hospital, Goyang, Korea.

3Withus Medical Clinic, Goyang, Korea.

[image: image]Email: byyoon@paik.ac.kr

Received August 09, 2008; Accepted  March 06, 2009.

Abstract
ObjectiveLeflunomide is the newest disease-modifying anti-rheumatic drug (DMARD) that is known to have an equivalent clinical efficacy and tolerability to methotrexate (MTX). Previous studies reported that a co-treatment with MTX and leflunomide can induce additive clinical improvements in RA patients. However, a previous study also demonstrated a reversible elevation of the transaminase levels in up to 63% of patients administered a combination treatment of leflunomide and MTX. This study examined the hepatotoxicity of a combination treatment of MTX and leflunomide.

MethodsFrom March, 2004, to February, 2006, 203 patients who had been treated in 3 rheumatology clinics, Goyang city, South Korea, were reviewed retrospectively. The data showed that 38.92% of patients scored higher than grade 1 hepatotoxicity and 6.90% of patients scored higher than grade 2 according to the NCI/NIH (National Cancer Institute/National Institutes of Health) Common Toxicity Criteria.

ResultsThe median onset time of hepatotoxicity was 5.91 months after treatment. Leflunomide administration was stopped in 39 patients due to several adverse reactions. Among the 39 patients, hepatotoxicity was observed in only 20.51%, suggesting that the hepatotoxicity was not more frequent than expected. Hepatotoxicity did not increase in proportion to the dose of leflunomide and MTX, age, gender, and disease activity.

ConclusionThese results indicate that a combined treatment of leflunomide and MTX can be used safely by monitoring the liver enzyme, particularly in the first six months.
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  Onset of hepatotoxicity in patients given leflunomide and MTX combination therapy.
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  NCI/NIH* Common Toxicity Criteria

*NCI/NIH: national cancer institute/national institutes of health, †WNL: within normal limit, ‡ULN: upper limit of normal, §LLN: lower limit of normal
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  The characteristics of the patient groups

*TJC: tender joint count, †SJC: swollen joint count, ‡n=194, §n=128
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  Incidence of hepatotoxicity according to the NCI/NIH Common Toxicity Criteria
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  Comparisons in according to the dosage of leflunomide and MTX
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  Causes of leflunomide withdrawal
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