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LETTER TO THE EDITOR

Rechallenge with Amoxicillin in a Patient
with Previous Mononucleosis-Associated
Allergic Reaction to Ampicillin 

A 44-year-old man presented with empyema. After a few
days of IV therapy with cefotaxime and metronidazole, the
medication was stepped down to oral amoxicillin–clavulinic
acid. The patient’s chart indicated that he had an ampicillin
allergy in the form of a rash. In a discussion with the patient
to clarify his allergy status, he reported that a fine, 
maculopapular rash had developed over his entire body 
when he received ampicillin while he had infectious 
mononucleosis 28 years ago. The patient had not received 
any aminopenicillins since then. 

Maculopapular rash associated with aminopenicillins 
during infectious mononucleosis is well documented,1-3 but 
a brief review of the literature suggested that there is little 
information on the risk of recurrence in the absence of 
infectious mononucleosis. We found just one unreferenced
text, which suggested that aminopenicillins may be safely
readministered.4 A search of MEDLINE and EMBASE yielded
several reports of uneventful rechallenge with amoxicillin.5-7

The patient described here was given amoxicillin–clavulinic
acid, and no rash developed after 2 days of treatment. The
patient was discharged with a prescription for amoxicillin–
clavuinic acid to complete the course of therapy. 

This case suggests that a patient who has experienced 
a rash with aminopenicillin therapy while infected with
Epstein-Barr virus will be able to tolerate aminopenicillins

once the viral infection has resolved. Moreover, this case
emphasizes the importance of pharmacists clarifying allergy
information with their patients.

References
1. Levy M. Role of viral infections in the induction of adverse drug

reactions. Drug Saf 1997;16:1-8.
2. Haverkos H, Ansel Z, Drotman D. Adverse virus–drug interactions.

Rev Infect Dis 1991;13:697-704.
3. Pauszek ME. Making a rash diagnosis: amoxicillin therapy in 

infectious mononucleosis. Indiana Med 1990;83:330-1.
4. Beaulieu BL, Sullivan JL. Clinical manifestations and treatment of

Epstein-Barr virus infections. In: UpToDate [database on the 
Internet]. Wellesley (MA): UpToDate; c2004 [updated 2004 
Aug 23]. Available from: http://www.utdol.com/application/
topic.asp?file=viral_in/13539&type=A&selectedTitle=1~114.
Accessed 2005 Jan 5. Database available by subscription only.

5. Nazareth IJ. Ampicillin and mononucleosis. BMJ 1971;3:48.
6. Haider SA. Ampicillin and mononucleosis. BMJ 1971;4:364.
7. Leung AK, Rafaat M. Eruption associated with amoxicillin in a

patient with infectious mononucleosis. Int J Dermatol 2003;42:553-5.

Ruth Law, BScPhm
Pharmacy Resident 2004/05
London Health Sciences Centre
London, Ontario

Acknowledgement
The author would like to acknowledge review of this manuscript by
Charles D. Bayliff, PharmD.


