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Abstract

Lamivudine is an antiviral used for the treatment of chronic hepatitis B. Several studies have reported various mutations that are induced by lamivudine therapy. These mutations in the tyrosine-methionine-aspartate-aspartate (YMDD) motif are necessary and sufficient to confer high-level lamivudine resistance. During treatment with lamivudine, mutations develop in the YMDD motif of the hepatitis B virus (HBV) polymerase gene and lamivudine cannot prevent the replication of the mutant form. The virulence strain of developed mutation in the polymerase gene is lower than the original virus and they are susceptible to treatment with some other nucleoside analogs except lamivudine. Entecavir and tenofovir are potent HBV inhibitors and they can be confidently used as first line monotherapies. We read the article written by Tan et al that lamivudine therapy improved the clinical course in HBV patients with natural YMDD mutations. We think that lamivudine use for this patient group is not appropriate. These patients should use YMDD mutant form-effective drugs such as adefovir, tenofovir.
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Core tip: Lamivudine is a nucleoside analogue that has been used in treatment of chronic hepatitis B. The only drawback of lamivudin is drug resistance during the treatment. Entecavir and tenofovir are potent hepatitis B virus inhibitors with a high barrier to resistance . They can used as first-line monotherapies. The main problem of lamivudine treatment is development of mutation in the tyrosine-methionine-aspartate-aspartate (YMDD) motif. Treatment with lamivudine may cause exacerbation of hepatitis in patients with YMDD mutation. These patients should use YMDD mutant form-effective drugs.

TO THE EDITOR

We read the article entitled “Natural YMDD-motif mutants affect clinical course of lamivudine in chronic hepatitis B” by Tan et al[1] with great interest. However, we think that some points about the study need to be clarified. High resistance barrier drugs (e.g., tenofovir, entecavir) are recommended in chronic viral hepatitis in many countries. The explanations of the authors about the reason of administering lamivudine to the patients under risk are necessary for readers, since administering lamivudine to patients with high viral load and possible tyrosine-methionine-aspartate-aspartate (YMDD) resistance mutation is risky. Therefore, we need to explain to such patients with high viral load (mean HBV-DNA: 6.67 ± 2.47 log10 genome equivalents) regarding the reason for the use of lamivudine. Current guidelines suggest that more potent drugs such as tenofovir or entecavir should be used in this patient group[2]. If a patient has YMDD mutation, we think that lamivudine use for this patient group is not appropriate. Use of lamivudine in these patients will select resistant mutants and treatment of the patient will be more difficult. Adefovir or tenofovir would be more appropriate in such a patient. If the viral load is low in the YMDD mutation patient group, interferon could be also used. We think that readers of this article will understand it more clearly were authors to explain this subject more fully.

REFERENCES

1
Tan YW, Ye Y, Ge GH, Zhao W, Gan JH, Zhao Y, Niu ZL, Zhang DJ, Chen L, Yu XJ, Yang LJ. Natural YMDD-motif mutants affect clinical course of lamivudine in chronic hepatitis B. World J Gastroenterol 2015; 21: 2089-2095 [PMID: 25717242 DOI: 10.3748/wjg.v21.i7.2089]

2
European Association For The Study Of The Liver. EASL clinical practice guidelines: Management of chronic hepatitis B virus infection. J Hepatol 2012; 57: 167-185 [PMID: 22436845 DOI: 10.1016/j.jhep.2012.02.010]

FOOTNOTES

Conflict-of-interest statement: There is no conflict of interest in this study.

Open-Access: This article is an open-access article which was selected by an in-house editor and fully peer-reviewed by external reviewers. It is distributed in accordance with the Creative Commons Attribution Non Commercial (CC BY-NC 4.0) license, which permits others to distribute, remix, adapt, build upon this work non-commercially, and license their derivative works on different terms, provided the original work is properly cited and the use is non-commercial. See: http://creativecommons.org/licenses/by-nc/4.0/

Peer-review started: April 21, 2015

First decision: June 19, 2015

Article in press: October 13, 2015

P- Reviewer: Long QX    S- Editor: Yu J    L- Editor: Filipodia    E- Editor: Zhang DN

PAGE  

