
Sir,

The use of highly active antiretroviral therapy (HAART) has had 
an important impact on the course and treatment of disease and 
disease-related morbidity of HIV-infected patients, increasing 

1their lifespan and quality of life.  However, these advantages 
have been accompanied with a marked increase in the number of 
adverse drug reactions, both minor and serious cutaneous 

2adverse drug reactions . Of all the drugs nevirapine is commonly 
responsible for cutaneous reactions and Lamivudine is 

3considered relatively safer . We are here present a case with 
cutaneous adverse drug reaction in a female patient with 
lamivudin.

A 40 year old immunocompromised female, receiving 1st line 
anti retroviral therapy i.e zidovudine, lamivudine & nevirapine 
(ZLN),within 10 days of initiation of therapy, she developed 
diffuse erythematous maculopapular pruritic rash which was 
first noticed by the patient on the abdomen then progressed to 
involve the chest, extremities and back (Fig. 1).

Figure 1: diffuse erythematous maculopapular pruritic rash 

Mucosa was however spared and there were no constitutional 
symptoms. Systemic examination was also unremarkable. 
Laboratory investigations including complete hemogram, liver 
and renal function tests, urine examination were normal. 
Because of significant itching, all medications were stopped and 
she was given antihistamines like cetirizine and topical mid 
potent steroid with emolients. Within 1 week, patient became 
comfortable and rash disappeared. Two weeks later, zidovudine, 
lamivudine & efaverinz (ZLE) was initiated at the ART centre 
assuming nevirapine to be the offending agent, but within 48 hrs, 

patient redeveloped similar type of rash. Again ART was stopped 
and antihistamines were given. Once the rash completely 
subsided (within 2 weeks ) we decided to hospitalize the patient 
for oral drug provocation test to find the offending agent. We 
suspected zidovudine and lamivudine to be the culprit drugs as 
they were common in both the regimen. Using the method 

4described by Ramam et al  the patient was provocated first with 
half dose of Zidovudine followed by full dose on the next day. 
There was no reaction. On giving half dose of Lamivudine, she 
developed itching and faint rash over trunk within 12 hours and 
on giving full dose on the next day she developed diffuse 
maculopapular pruritic rash over trunk and extremities. Biopsy 
from the representative lesion showed sparse to moderately 
dense perivascular lymphocytic infiltrate in upper dermis, no 
eosinophils and interface changes. Spongiosis and parakeratosis 
were seen. The histopathology was suggestive of superficial 
perivascular dermatitis. Routine laboratory investigations were 
normal. There were no mucosal and systemic symptoms. But due 
to severe itching lamivudine was withdrawal  and antihistamines 
were introduced leading to subsidence of rash with in 2days. 
Because the grade of the reaction was mild and controlled with 
antihistamines, she was continued on the same regimen i.e ZLE 
along with antihistamines. Patient is doing well since then.

HAART is effective and had lead to significant reduction in 
5mortality and morbidity from HIV . However each of these 

drugs has a potential to cause adverse cutaneous reactions 
including both minor and serious side effects. Skin reactions are 
the most common manifestation of drug hypersensitivity. These 
may present with exanthem without systemic symptoms or drug 
hypersensitivity syndromes typically manifesting as an 
erythematous, maculopapular confluent rash with constitutional 

6features . It is routine to consider the NNRTI component as the 
culprit agent when the patients are initiated simultaneously with 
zidovudine/stavudine, lamivudine, and nevirapine/efavirenz 
and cutaneous reaction appears. Nevirapine can cause skin rash 

7in 17% to 32% of patients,13% of these are mild rashes.[ ] 
Efavirenz can cause mild skin rash, with severe eruptions such as 
SJS, TEN and erythema multiforme being reported in 0.1% of 

8patients . However, the next common drug group suspected are 
the NRTIs. Zidovudine and lamivudine have been reported to be 
associated with skin rash very rarely. An extensive literature 
search revealed only a few case reports of drug allergy to 
lamivudine alone. Reaction of lamivudine was first reported in a 
49 year old man, who developed an anaphylactoid reaction 
within 30 minutes of  the first dose of lamivudine (150 mg). 
Withdrawal of the drug was followed by full recovery within the 

9next 24 hours.  A case of contact dermatitis has been reported in a 
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healthcare worker taking lamivudine for post exposure 
10prophylaxis.  There is another reported incident of severe skin 

eruption caused by lamivudine that needed discontinuation in a 
11patient with chronic hepatitis B.  A case series of four patients 

has recently been published in which two patients developed 
SJS/TEN and other two developed  maculopapular purpuric rash 

3with Lamivudine.

Since lamivudine is an effective, safe, and widely used 
antiretroviral drug, clinicians must be aware of the possibility of 
such severe adverse reactions to lamivudine, which requires 
drug cessation and administration of supportive treatment. Also, 
because lamivudine constitutes a part of all the first line ART 
regimens in India, a reaction to lamivudine warrants for higher 
centre referral and 2nd line medications which are associated 
with severe systemic side effects. 
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