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IN BRIEF

A Potentially Fatal Immune Reaction 
to Lamotrigine
The FDA has warned that the antiepileptic and mood-
stabilizing drug lamotrigine (Lamictal, and generics) can 
rarely cause hemophagocytic lymphohistiocytosis (HLH), 
a serious and potentially fatal immune-related reaction.1

HLH, which can be familial, occurs most often in infants, but 
can occur at any age. Often induced by Epstein-Barr Virus 
infection (HIV infection and non-Hodgkin’s lymphoma 
are other common triggers), HLH is characterized by an 
unremitting activation of CD8+ T cells and macrophages.2 

If untreated, it causes organ damage, particularly in the 
liver, bone marrow, and CNS; organ failure and death occur 
within months after onset.3 Clinical features can include 
fever and rash, splenomegaly, hepatitis, cytopenias, 
elevated triglyceride levels or low fi brinogen levels, 
hyperferritinemia, hemophagocytosis, decreased or absent 
natural killer cell activity, and elevated blood CD25 levels.4 

The optimal treatment for drug-induced HLH is unclear. 
Treatment of HLH generally involves use of corticosteroids 
and blood products, sometimes augmented by aggressive 
immunosuppression with the cytotoxic drug etoposide 
(Toposar, and generics). The anti-CD52 antibody 
alemtuzumab (Lemtrada) can be added in refractory HLH 
cases,5 and allogeneic hematopoietic cell transplantation 
has been used in genetic cases.

Since lamotrigine fi rst became available in 1994, fi ve 
confi rmed and three suspected cases of HLH associated 
with its use have been reported. All of these cases 
occurred within 24 days of starting treatment and required 
hospitalization. One death was reported; in the other 
cases, improvement occurred after discontinuation of 
lamotrigine and treatment of HLH. Because initial signs 
and symptoms of HLH are nonspecifi c, the condition can 
be confused with Drug Reaction with Eosinophilia and 
Systemic Symptoms (DRESS), another potentially fatal, 
multiorgan, immune-related adverse reaction associated 
with lamotrigine use.1,6

Patients being treated successfully with lamotrigine should 
continue taking it. Clinicians should monitor patients taking 
lamotrigine for signs and symptoms of HLH, especially 
during the fi rst few  weeks after starting the drug.  ■
1.  FDA Drug Safety Communication: FDA warns of serious immune 
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DrugSafety/ucm605470.htm. Accessed June 7, 2018.

2.  M Ramos-Casals et al. Adult haemophagocytic syndrome. Lancet 
2014; 383:1503.

3.  SA Parikh et al. Prognostic factors and outcomes of adults with 
hemophagocytic lymphohistiocytosis. Mayo Clin Proc 2014; 89:484.

4.  JI Henter et al. HLH-2004: Diagnostic and therapeutic guidelines for 
hemophagocytic lymphohistiocytosis. Pediatr Blood Cancer 2007; 
48:124.

5.  RA Marsh et al. Salvage therapy of refractory hemophagocytic 
lymphohistiocytosis with alemtuzumab. Pediatr Blood Cancer 2013; 
60:101.

6.  SH Kardaun et al. Drug reaction with eosinophilia and systemic 
symptoms (DRESS): an original multisystem adverse drug reaction. 
Results from the prospective RegiSCAR study. Br J Dermatol 2013; 
169:1071.

Follow us on Twitter Like us on Facebook 

http://medicalletter.org/CMEstatus
https://twitter.com/MedicalLetter
https://www.facebook.com/TheMedicalLetter


106106

The Medical Letter   
® June 18, 2018    Vol. 60 (1549)

PRESIDENT: Mark Abramowicz, M.D.; VICE PRESIDENT AND EXECUTIVE EDITOR: Gianna Zuccotti, M.D., M.P.H., F.A.C.P., Harvard Medical School; EDITOR IN CHIEF: Jean-Marie Pflomm, 
Pharm.D.; ASSOCIATE EDITORS: Susan M. Daron, Pharm.D., Amy Faucard, MLS, Corinne Z. Morrison, Pharm.D., Michael P. Viscusi, Pharm.D.; CONSULTING EDITORS: Brinda M. Shah, 
Pharm.D., F. Peter Swanson, M.D. 

CONTRIBUTING EDITORS: Carl W. Bazil, M.D., Ph.D., Columbia University College of Physicians and Surgeons; Ericka L. Crouse, Pharm.D., B.C.P.P., C.G.P., F.A.S.H.P., F.A.S.C.P., 
Virginia Commonwealth University; Vanessa K. Dalton, M.D., M.P.H., University of Michigan Medical School; Eric J. Epstein, M.D., Albert Einstein College of Medicine; 
David N. Juurlink, BPhm, M.D., Ph.D., Sunnybrook Health Sciences Centre; Richard B. Kim, M.D., University of Western Ontario; Franco M. Muggia, M.D., New York University 
Medical Center; Sandip K. Mukherjee, M.D., F.A.C.C., Yale School of Medicine; Dan M. Roden, M.D., Vanderbilt University School of Medicine; Esperance A.K. Schaefer, M.D., M.P.H., 
Harvard Medical School; F. Estelle R. Simons, M.D., F.R.C.P.C., F.R.S.C., University of Manitoba; Neal H. Steigbigel, M.D., New York University School of Medicine; Arthur M. F. Yee, 
M.D., Ph.D., F.A.C.R., Weill Medical College of Cornell University

MANAGING EDITOR AND DIRECTOR OF CONTENT OPERATIONS: Susie Wong; ASSISTANT MANAGING EDITOR: Liz Donohue

FULFILLMENT AND SYSTEMS MANAGER: Cristine Romatowski; SITE LICENSE SALES: Elaine Reaney-Tomaselli; EXECUTIVE DIRECTOR OF MARKETING AND COMMUNICATIONS: 
Joanne F. Valentino; VICE PRESIDENT AND PUBLISHER: Yosef Wissner-Levy

Founded in 1959 by
Arthur Kallet and Harold Aaron, M.D.

Copyright and Disclaimer: The Medical Letter, Inc. is an independent nonprofi t organization that provides healthcare professionals with unbiased drug prescribing recommendations. The edito-
rial process used for its publications relies on a review of published and unpublished literature, with an emphasis on controlled clinical trials, and on the opinions of its consultants. The Medical 
Letter, Inc. does not sell advertising or receive any commercial support. No part of the material may be reproduced or transmitted by any process in whole or in part without prior permission in 
writing. The editors do not warrant that all the material in this publication is accurate and complete in every respect. The editors shall not be held responsible for any damage resulting from any 
error, inaccuracy, or omission.

Subscription Services
Address: Customer Service: Permissions: Subscriptions (US): Site License Inquiries:
The Medical Letter, Inc. Call: 800-211-2769 or 914-235-0500 To reproduce any portion of this issue, 1 year - $159; 2 years - $298;  E-mail: SubQuote@medicalletter.org 
145 Huguenot St. Ste. 312 Fax: 914-632-1733 please e-mail your request to: 3 years - $398. $65 per year  Call: 800-211-2769  
New Rochelle, NY 10801-7537 E-mail: custserv@medicalletter.org permissions@medicalletter.org for students, interns, residents, and Special rates available for bulk  
www.medicalletter.org   fellows in the US and Canada. subscriptions.
   Reprints - $25/article; $35/issue 
    Copyright 2018. ISSN 1523-2859Get Connected:

The
Medical
Letter

https://twitter.com/MedicalLetter
https://www.facebook.com/TheMedicalLetter

