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Erythema Multiforme: Extremely Rare Side Effect of Pyrazinamide
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Abstract

Background: There are various types of cutaneous drug reactions with anti-tubercular
therapy (ATT), and probably each and every first line ATT can manifest these reactions.
Erythema multiforme (EM) is one of the extremely rare, acute hypersensitivity reaction
to various drugs including pyrazinamide. Case Report: We report a case of 19 years old
female with pulmonary tuberculosis who developed biopsy proven EM 45 days after
initiation of ATT, as an adverse effect of pyrazinamide. Conclusion: Physicians must be
aware of this rare side effect of pyrazinamide.
Keywords: Drug-Related Side Effects and Adverse Reactions, Erythema Multiforme,
Pyrazinamide, Tuberculosis.

Introduction

followed up every 15 days and was improving
clinically and radiologically. After 45 days of
treatment, she complained of acute onset extremely
pruritic maculopapular rashes over abdomen and
lower limbs, mostly on extensor surfaces with
target lesions with extreme burning sensations
[Fig.2a,2b]. Total leukocyte count was mildly
raised by 12000 cells/mm3, differential of
neutrophils 38, lymphocytes: 20, eosinophils:
40, basophils: 2; hemoglobin: 9.5 gm%, absolute
eosinophils count: 2000 cells/mm3. Peripheral blood
picture showed mild hypochromic with plenty of
scattered eosinophils [Fig.3]. HIV screening was
found to be negative, other conditions causing skin
rashes like autoimmune disorders, environmental
toxins, infections and insect bites were ruled out.
Skin biopsy taken by dermatologist revealed
eosinophils and neutrophilic infiltration at dermoepidermal junction with a focus of intra-epidermal
abscess suggestive of erythema multiforme [Fig.4].
ATT drugs were discontinued by dermatologist and
40 mg/day prednisolone started for 7 days. She
improved clinically and rashes slowly subsided
with brown scaly exfoliations [Fig.5]. ATT was
restarted after one week serially with ethambutol,
then isoniazid, then rifampicin and pyrazinamide.

Drug eruptions can present with variety of
dermatological manifestations, among them most
common are pruritus, urticaria, angioedema,
photosensitivity, ﬁxed drug eruptions, erythema
multiforme (EM), and life threatening Stevens
Johnson syndrome [1]. EM is an acute inﬂammatory
hypersensitivity reaction characterized by reddish
edematous maculopapular and bullous lesions of
the skin [2].

Case Report
A 19-year-old female from low socioeconomic
status presented to us with complaints of severe
cough with yellowish expectoration, fever, loss of
appetite and weight since last one month. X-ray
chest revealed infiltration in left upper and mid
zone with underlying cavitations, and sputum
testing for acid-fast bacillus (AFB) was positive.
Anti-tubercular therapy (ATT) was started under
directly observed treatment, short course (DOTS)
category I according to her weight 38 kg. X-ray
chest [Fig.1] showed persistent lesions and daily
regimens of HRZE according to weight were
started with antiemetic and antacids. Patient
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Fig.4: Skin biopsy showing eosinophilic and neutrophilic
infiltrates and focus of abscess.
Fig.1: X-ray chest: left upper and mid zone infiltrates with
cavitation.

(a)

(b)

Fig.2(a): Maculopapular rashes over extensor surface of
lower limb. (b): Sharply defined target lesions.

Fig.5: Healing lesion with dry scaly exfoliation.

After day one of starting pyrazinamide,
patient again presented with extreme pruritus
without fresh lesion, pyrazinamide was stopped
again, and only HRE continued with good
compliance. As patient had completed almost two
month of intensive phase of ATT, only HRE was
continued. The patient is improving well clinically
and radiologically.

Fig.3: Blood picture showing scattered eosinophils.
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Discussion

The common adverse effects of
pyrazinamide are nausea, vomiting, hyperuricemia, hepatotoxicity, arthralgia, and flushing.
Cutaneous reactions are rare includes rashes
and photosensitivity [10]. Due to these reactions
patients becomes non-adherent with ATT which
may be a cause of treatment failure.

EM is a self limiting disease characterized by
mild or no prodromal symptoms [3]. Symptomatic
patients mainly presents with rapid producing
numerous sharply demarcated bright red or pink
macules and papules with hot burning sensation
along with pruritus [4,5] within 72 hours of drug
intake or insult [6] with crusting or blistering
sometimes occurs in the centre known as “target”
or “iris” lesion [7]. EM resolves spontaneously in
three to five weeks without sequelae. Diagnosis
is usually clinical but skin biopsy needed to
confirm diagnosis which reveals eosinophilic
and lymphocytic infiltration and ballooning
degeneration in the dermo-epidermal junction,
dermal perivascular monocytic infiltration in the
upper dermis, edema in the dermal papilla, mixed
epidermal changes (vacuolar degeneration of the
basal layer, satellite cell necrosis), and dermal
changes (perivascular lymphocytic infiltration) [8].

Conclusion
Physicians must aware of this extremely rare side
effect i.e. due to pyrazinamide for proper adherence
with ATT, regardless of time of presentation of
adverse effect after starting ATT, as in our case
presentation can be very late.
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