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Histoplasma panniculitis in a patient with systemic lupus erythematosus*
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Abstract: Histoplasmosis	usually	presents	primarily	as	lung	infection.	Occasionally,	mainly	in	immunocompromised	hosts,	
it	can	spread	and	cause	systemic	manifestations.	Skin	lesions	have	been	reported	in	10	to	15	percent	of	cases	of	disseminated	
histoplasmosis,	and	panniculitis	has	been	described	as	an	unusual	form	of	presentation	in	affected	patients.	We	present	the	
case of a patient with systemic lupus erythematosus who presented cellulitis due to disseminated histoplasmosis.
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A	48-year-old	woman	with	 systemic	erythematosus	 lupus	
presented	with	a	six-month	history	of	ill-defined,	painful,	erythem-
atous,	edematous	plaques	on	the	left	thigh	and	leg.	She	was	on	treat-
ment with prednisone 5mg/day and mycophenolate mofetil 4 g/
day.	Stains	and	cultures	for	bacteria,	mycobacteria,	and	fungi	from	a	
skin	biopsy	were	negative.	Pathological	examination	revealed	sep-
tal and lobular panniculitis. Lupus panniculitis was suspected and 
prednisone	30mg/day	was	prescribed,	without	improvement.	One	
month	later	she	presented	with	fever	and	the	erythema	worsened;	
piperacillin-tazobactam	plus	vancomycin	were	commenced.	A	new	
set	of	skin	and	blood	cultures	and	a	Histoplasma capsulatum urinary 
antigen	were	negative;	the	pathological	examination	revealed	cuta-
neous mucinosis.

Subsequently,	 the	 dermatosis	 progressed,	 and	 she	 devel-
oped	haemophagocytic	syndrome	(Figure	1).	A	third	skin	biopsy	re-
vealed septal and lobular panniculitis with oval and narrow-based 
budding	yeasts	 observed	with	 the	PAS	 staining	 (Figure	 2).	White	
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mold	 colonies	 grew	 in	 the	 Sabouraud	 agar	 media	 from	 the	 skin	
and	bone	marrow	samples;	the	direct	examination	with	cotton-blue	
staining	 showed	 septate,	 hyaline	 hyphae,	 and	 tuberculate	macro-
conidia compatible with Histoplasma capsulatum	(Figure	3).	Liposo-
mal	amphotericin	B	was	commenced	with	improvement	of	the	skin	
lesions.	Unfortunately,	she	developed	nosocomial	pneumonia	and	
died	a	few	weeks	later.

Histoplasmosis is a common endemic mycosis that is usu-
ally asymptomatic but occasionally results in severe illness. His-
toplasmosis	 and	 its	 causative	 agent,	 Histoplasma capsulatum,	 are	
found	worldwide	but	particularly	 in	North	and	Central	America.	
Histoplasmosis	 usually	 presents	 primarily	 as	 lung	 infection,	 and	
occasionally,	mainly	 in	 immunocompromised	hosts,	 it	 can	 spread	
and	cause	 systemic	manifestations.	Among	 the	endemic	mycoses,	
it	is	the	most	common	cause	for	hospitalization.1 Histoplasmosis is 
a	major	cause	of	opportunistic	infection	in	several	Latin	American	
countries.2	 Skin	 lesions	have	been	 reported	 in	 10	 to	 15	percent	of	
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FIgure 1: Ill-de-
fined,	painful,	
erythematous 
and edematous 
plaques	on	the	
left thigh and leg

FIgure 3: A - Sabouraud dextrose agar culture at 25°C showing whi-
te,	cotton-like	colonies	of	Histoplasma	capsulatum.	B - Hyaline and 
septate	hyphae	with	abundant	tuberculate,	thick-walled	macroconi-
dia	(Lactophenol	cotton	blue	stain	x40)

FIgure 2: Skin	
biopsy.	PAS	
staining showing 
oval  yeasts (2-to 
4µm),	some	with	
narrow-based 
budding	(x100)
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cases of disseminated histoplasmosis. It has been described that the 
skin	 involvement	 is	 considerably	 more	 frequent	 in	 immunosup-
pressed	patients,3 especially	 in	patients	 living	with	HIV.	The	char-
acteristic	lesions	include	nodules,	papules,	plaques,	ulcers,	vesicles,	
pustules,	abscesses,	and	generalized	dermatitis.3,4

Panniculitis	is	an	inflammatory	disease	of	the	subcutaneous	
fat that can be secondary to a broad spectrum of causes (e.g. infec-
tion,	external	insults,	malignancy).	It	is	a	relatively	uncommon	con-

dition	that	usually	presents	with	inflammatory	nodules	or	plaques.5 
Given	 the	 non-specific	 clinical	 presentation	 of	 the	 panniculitides,	
the clinician must have a high index of suspicion to exclude an in-
fectious	etiology	based	on	the	patients’	risk	factors	and	the	associat-
ed clinical manifestations.

Panniculitis has been described as an unusual form of pre-
sentation in histoplasmosis.6,	7	 In	two	studies,	stains	for	fungi	per-
formed	on	skin	biopsy	specimens	revealed	the	organism	in	86	to	100	
percent	 of	 cases	 of	HIV-associated	disseminated	histoplasmosis.3,8 
Classically,	 organisms	 are	 observed	 intracellularly,	 however,	 they	
may	primarily	 be	 seen	 extracellularly,	making	 it	more	difficult	 to	
suspect the diagnosis.9	Granulomas	are	uncommon;	more	character-
istic	is	the	presence	of	an	infiltrate	composed	of	macrophages	full	of	
H. capsulatum yeasts.9	These	lesions	respond	well	to	therapy,	usually	
resolving	within	a	few	weeks.8 

Lupus panniculitis was initially suspected based on SLE 
history,	histological	findings	in	the	first	and	second	skin	biopsy	and	
in	the	absence	of	microbiological	isolates;	however,	the	immunosup-
pression caused by an increase in the dose of prednisone generated 
progression	 of	 the	 dermatosis	 and	 clinical	 deterioration,	 despite	
broad-spectrum antibiotic treatment which was initiated because of 
the	suspected	infectious	etiology.	All	this	led	to	a	third	biopsy	and	
skin	 culture,	 where	 finally	 the	 infectious	 agent	 was	 documented	
and	 the	antifungal	 treatment	 started.	As	previously	 reported,	his-
toplasmosis	could	be	misdiagnosed	as	a	consequence	of	connective	
tissue diseases.10

The evolution in this clinical case is relevant and reinforc-
es the need to include fungal agents in the differential diagnosis of 
panniculitis in the context of immunosuppressed patients. q 
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