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Necrolytic acral erythema: a rare skin disease associated with hepatitis C 
virus infection*
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Abstract: Necrolytic acral erythema is a rare skin disease associated with hepatitis C virus infection. We report a case of a 
31-year-old woman with hepatitis C virus infection and decreased zinc serum level. Physical examination revealed scaly, li-
chenified plaques, well-demarcated with an erythematous peripheral rim located on the lower limbs. After blood transfusion 
and oral zinc supplementation the patient presented an improvement of lesions.
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INTRODUCTION
Necrolytic acral erythema is a rare skin disease associated 

with hepatitis C virus infection.1 It is characterized, in the initial 
phases, by erythematous or violaceous papules, bullae and erosions. 
In the late phase, there is onset of well-delimited plaques with ery-
thema on their outer rim, lichenification, secondary hyperpigmen-
tation and fine desquamation on the surface.2 Topical treatments are 
ineffective. Some studies show improvement of lesions after treat-
ment for hepatitis C virus infection  and zinc supplementation.3

CASE REPORT
Female patient, 31 years old, reported on her first consulta-

tion lesions on her legs for the previous four months, initially pru-
ritic and later painful. She associated the onset of lesions to insect 
bite. She reported history of atopy and drug-induced hepatitis due 
to use of contraceptive.

At the dermatological examination, she presented licheni-
fied plaques, well-delimited, with erythema on outer rim and des-
quamation on the surface, located on the legs and on third left toe 
(Figure 1). The histological examination showed excoriated psoria-
siform dermatitis. A topical corticosteroid was prescribed, and the 

Figure 1: Lichenified plaques, well-delimited, with erythema on 
their outer rims and desquamation in the surface, located on the legs



patient	had	periods	of	partial	improvement	during	one	year.	After	
one	year	and	half	of	 follow-up,	 the	patient	was	hospitalized	with	
digestive	 hemorrhage,	 and	was	 diagnosed	with	 hepatitis	 C	 virus	
infection	 .	 She	 received	 blood	 transfusion	 during	 hospitalization,	
and the cutaneous lesions regressed. Considering the diagnosis of 
infection	by	hepatitis	C	virus	and	clinical	aspect	of	lesions,	the	pos-
sibility of diagnosing it as necrolytic acral erythema was raised. The 
patient	underwent	histological	 examination	 again,	which	 showed	
acanthosis,	 psoriasiform	 hyperplasia,	 papillomatosis	 with	 hyper-
keratosis	and	superficial	perivascular	lymphocytic	infiltrate	(Figure	
2).	Dosage	of	zinc	serum	level	was	at	0.26	mg/ml	(0.50–1.10).	After	
confirmation	of	necrolytic	acral	erythema	diagnosis,	the	patient	re-
ceived	zinc	oral	supplementation	at	a	dose	of	220	mg	twice	a	day,	
without	relapses	of	cutaneous	lesions.	(Figure	3).
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FIgure 2: Histology	-	Acanthosis,	psoriasiform	hyperplasia,	papillo-
matosis	with	hyperkeratosis	and	superficial	perivascular	 lympho-
cytic	infiltrate	(HE,	100x)

FIgure 3: 
Patient without 
lesions	 after	 zinc	
supplementation

DISCUSSION
Chronic hepatitis C virus infection affects approximately 

170 millions of people worldwide. Hepatic cirrhosis and hepatic 
carcinoma are the most severe complications related to chronic in-
fection,	however	associated	extra-hepatic	manifestations	may	occur,	
such	as	 cryoglobulinemia,	porphyria	 cutanea	 tarda,	 lichen	planus	
and necrolytic acral erythema.4

Necrolytic acral erythema was described in 1996 in seven 
Egyptian	patients	as	a	specific	cutaneous	manifestation	of	infection	
by hepatitis C virus.5	A	 study	 recently	published	 showed	a	prev-
alence of 1.7% for necrolytic acral erythema among patients with 
infections caused by hepatitis C virus.1 The most common location 
of	 lesions	 is	 the	back	of	 feet	and	toes,	but	 they	can	also	affect	 the	
surface	of	 the	Achilles	 tendon,	 the	malleolus,	 legs	and	knees.	As-
sociated	 symptoms	 are	 pruritus,	 pain,	 burning	 and	 dysesthesia.6 

In	the	case	reported,	the	patient	presented	lesions	with	compatible	
morphology,	 location	and	histology	and	also	 reported	pain	at	 the	
sites of lesions.

The	histological	findings	are	not	pathognomonic,	therefore	
it	is	necessary	clinical	suspicion	for	the	diagnosis.	Among	the	his-
tological	changes,	we	can	observe,	in	the	initial	phases,	acanthosis,	
spongiosis	and	superficial	perivascular	infiltrate.	In	the	late	phase,	
the lesions present psoriasiform hyperplasia and intense papillo-
matosis	with	parakeratosis.	It	is	possible	to	observe,	in	some	cases,	
subcorneal	pustule	and	necrotic	keratinocytes	in	chronic	lesions.7

Patient received blood transfusion and the lesions re-
gressed,	probably	due	to	zinc	present	in	the	transfused	blood.	Later,	
oral	therapy	with	zinc	was	prescribed,	and	patient	remained	with-
out	lesions,	even	though	she	was	not	treating	the	infection	by	hep-
atitis C virus. The pathogenesis of necrolytic acral erythema is un-
known,	nevertheless	it	is	believed	that	the	metabolic	change	caused	
by hepatitis C virus may cause an alteration in the regulation of 
zinc.	Moneib	et al published a study which showed serum levels of 
zinc,	lesional	and	perilesional	levels	all	diminished	in	patients	with	
necrolytic acral erythema.8	Although	some	studies	show	improve-
ment	after	zinc	supplementation,	other	authors	do	not	report	any	
gain	from	this	treatment.	Thus,	there	are	controversies	regarding	the	
association	between	necrolytic	acral	erythema	and	zinc	deficiency.9

Necrolytic	 acral	 erythema	 may	 mimic	 other	 dermatoses,	
such	as	psoriasis,	pellagra,		acrodermatitis	enteropathica	and	necro-
lytic migratory erythema.6	Thus,	when	these	diagnoses	are	suspect-
ed	in	patients	with	infection	by	the	hepatitis	C	virus,	the	dermatolo-
gist	must	be	alert	regarding	the	possibility	of	this	specific	cutaneous	
manifestation	linked	to	such	viral	infection.q
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