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ABSTRACT

Cutaneous adverse reactions are a common complication of anti-retroviral therapy. Tenofovir
is a newer anti-retroviral drug belonging to the nucleotide reverse transcriptase inhibitor group.
Systemic adverse effects like nausea, vomiting, diarrhea, hepatotoxicity and renal toxicity
are common with tenofovir but cutaneous adverse effects are rare. Lichenoid drug eruptions
are a common adverse effect seen with a large variety of drugs including antimalarials,
antihypertensives, nonsteroidal anti-inflammatory drugs and diuretics. Lichenoid drug eruption
is a rare cutaneous adverse effect of tenofovir with only a single case reported till date.
Here, we report a case of tenofovir induced lichenoid drug eruption in a 54-year-old human

immunodeficiency virus affected male who presented with generalized lichenoid eruption after
6 weeks of initiation of tenofovir and complete clearance on cessation of the drug.
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INTRODUCTION

Lichenoid drug eruptions are a common adverse effect seen
with inhalation, contact or systemic administration of large
variety of drugs including antimalarials, antihypertensives,
nonsteroidal anti-inflammatory drugs (NSAIDs), diuretics
and gold salts.!"! Tenofovir is a newer anti-retroviral drug
belonging to the nucleotide reverse transcriptase inhibitor
group. Systemic adverse effects like nausea, vomiting,
hepatotoxicity, renal toxicity are common with tenofovir but
cutaneous adverse effects are rarely reported. Lichenoid drug
eruption is a rare cutaneous adverse effect of tenofovir with
only a single case reported till date.”) Herein we report a case
of generalized lichenoid drug eruption in a 54-year-old human
immunodeficiency virus (HIV) affected male after initiation
of tenofovir, which resolved after cessation of the drug.

CASE REPORT

A 54-year-old male, a known case of HIV infection for
the last 2 years, presented to us with a 2 weeks history of
generalized itchy skin eruption. On evaluating the available
records of the patients, it was found that patient had a CD4
count of 326 cells/mm® and the patient was being managed
on aregimen of zidovudine, lamivudine and nevirapine for

the last 8 months but 8 weeks back was shifted to a tenofovir,
lamivudine and nevirapine regimen in view of the decreasing
haemoglobin levels. Another drug history of the patient
included a proton pump inhibitor that he had been taking
intermittently for the last 2 years and oral anti-histamines
for the eruption. After 6 weeks of initiation of tenofovir,
the patient started developing itchy papular eruption that
started over the trunk but gradually over the next 3 weeks
became generalized and involved the extremities also. On
examination, there was a lichenoid eruption involving the
trunk and extremities but the face, palms and soles and the
mucosae were relatively spared [Figure 1]. There was no
associated lymphadenopathy, and the systemic examination
was also normal. Laboratory investigations revealed
haemoglobin 8 mg/dl and eosinophilia but no lymphopenia
or atypical lymphocytes were seen on peripheral blood
smear. Liver and renal function tests were within normal
limits, as were the chest X-rays and electrocardiography.
Skin biopsy was performed which revealed epidermal
hyperplasia, focal hypergranulosis, hydropic degeneration
of the basement membrane zone and lichenoid lymphocytic
infiltrate in the papillary dermis [Figure 2].

A diagnosis of lichenoid drug eruption secondary to
tenofovir was made and the patient was started on oral
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Figure 1: Lichenoid eruption involving the trunk

corticosteroids at a dose of 30 mg/day of prednisolone along
with topical corticosteroids (mometasone furoate 0.1%
cream twice daily), emollients and oral anti-histamines.
Tenofovir was replaced by zidovudine while lamivudine
and nevirapine were continued, and the patient was kept
under follow-up. After 1-week of cessation of tenofovir
and initiation of oral steroids, the lesions had subsided, so
the oral steroids were gradually tapered oft over the next
3 weeks. At 4 weeks’ follow-up, the lesions had cleared
completely and only residual hyperpigmentation was left.
Re-challenge test was advised but was refused by the patient
in view of the generalized nature of eruption.

Discontinuation of tenofovir led to gradual improvement in
pigmentation and there was no recurrence of the lichenoid
eruption during an 8 months follow-up period.

Causality assessment was carried out using the Naranjo's scale
and the World Health Organization-Uppsala Monitoring
Centre Criteria after which we came to a conclusion that
tenofovir was the “probable” (Naranjo's score 5) cause of
this adverse drug reaction.**

DISCUSSION

Lichenoid drug eruptions are a common cutaneous
adverse effect usually associated with gold, antimalarials,
thiazides, sulfonylurea, heavy metals, anti-tubercular drugs,
NSAIDs and phenothiazines etc.!!! The pathogenesis of
lichenoid drug eruptions is thought to be T-cell mediated
autoimmune damage to basal keratinocytes that are altered
by the drug. Resolution of the rash occurs once these
altered keratinocytes are cleared.” Lichenoid drug eruptions
usually occur in the elderly with a latent period ranging from
a few weeks to a few months. Although the morphology of
lichenoid drug eruption resembles lichen planus but certain

Figure 2: Histopathology showing focal hypergranulosis, hydropic degeneration
of the basement membrane zone and lichenoid lymphocytic infiltrate in the
papillary dermis

features like sparing of mucosae and nails, the absence
of Wickham’s striae, photodistribution and a temporal
association with drug intake help to differentiate the two.
Histologically, all the features of lichen planus can be
seen in lichenoid drug eruptions, but some findings are
more common in lichenoid drug eruptions that include
eosinophilia, focal parakeratosis, colloid bodies at the
dermoepidermal junction and exocytosis of lymphoid
cells into the upper epidermal layers.!*”) Cessation of the
causative drug remains the mainstay of the treatment for
lichenoid drug eruption. Mild cases may be managed by
topical corticosteroids and systemic anti-histamines while
in severe cases, administration of systemic corticosteroids
may be required.

Tenofovir is a novel nucleotide reverse transcriptase inhibitor
which is commonly used as a part of anti-retroviral therapy
and is usually used as first line drug in treatment naive
patients. It has a half-life of 14-17 h and is administered
in a single daily dose of 300 mg. It is a relatively safe drug,
but adverse effects include gastrointestinal disturbance,
hepatotoxicity, renal toxicity, pancreatitis, Fanconi’s anemia
and diabetes insipidus have been reported. Cutaneous
adverse effects to tenofovir have been rarely reported
with only a few reports of maculopapular rash, urticaria,
vesiculo-pustular lesions and tenofovir hypersensitivity
syndrome.® Lichenoid drug eruption is a rarely described
cutaneous adverse effect of tenofovir with only a single case
reported till date.™

CONCLUSION

Based on the time-event relationship, morphology,
distribution and histopathological findings and the
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Monitoring Centre; 2005. Available from: who-umc.org/Graphics/24734.
pdf.

rapid response on withdrawal of the drug, we conclude
that our patient developed a lichenoid drug eruption to : n ) ) ,
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