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Congenital self-healing reticulohistiocytosis with spontaneous regression*
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Abstract: Congenital	self-healing	reticulohistiocytosis	is	a	rare,	benign,	self-limiting	variant	of	Langerhans	cell	histiocytosis	
(LCH).	LCH	encompasses	a	group	of	idiopathic	disorders	characterized	by	the	clonal	proliferation	of	Langerhans	cells.	Con-
genital	self-healing	reticulohistiocytosis	typically	appears	at	birth	or	in	the	neonatal	period	as	isolated	cutaneous	lesions,	often	
appearing	as	multiple	crusted	papules	with	no	systemic	findings.	Although	clinical	features	seem	aggressive,	the	lesions	tend	
to	involute	spontaneously	within	weeks	to	a	few	months	leaving	residual	hypo	or	hyperpigmented	macules.	Timely	diagnosis	
with	histology,	immunocytochemistry,	and	electron	microscopic	studies	will	eliminate	unnecessary	therapeutic	interventions.	
Although	mostly	self-resolving,	it	carries	a	variable	clinical	course	in	some	patients	with	cases	of	extracutaneous	involvement	
and/or	recurrences.	Hence,	reassurance	and	long-term	follow-up	play	key	roles	in	the	management	of	this	disease.
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INTRODUCTION
Langerhans-cell	 histiocytosis	 (LCH)	 encompasses	 a	 group	

of	idiopathic	disorders,	previously	described	under	the	rubric	“his-
tiocytosis	X.”	LCH	is	now	recognised	as	a	clonal	proliferative	dis-
order	of	Langerhans	cells	 juxtaposed	against	a	backdrop	of	hema-
topoietic	cells,	including	T-cells,	macrophages,	and	eosinophils.	1	A	
congenital,	self-healing	form	of	histiocytosis	was	first	described	by	
Hashimoto	and	Pritzer	in	1973.2	It	is	a	rare,	benign	variant	of	LCH,	
typically	seen	at	birth	or	in	the	neonatal	period,	characterized	by	the	
presence	 of	 skin	 lesions	with	no	 internal	 organ	 involvement.	The	
mucous membrane is also spared. Lesions regress spontaneously 
within	weeks	to	a	few	months,	leaving	residual	hypo	or	hyperpig-
mentation. 

CASE REPORT
A	four-month-old	baby	girl	was	brought	to	our	clinic	with	

multiple crusted red-brown papules distributed throughout her 
body,	 including	 the	scalp.	Multiple	hypopigmented	macules	were	
also	present	(Figure	1).	She	was	a	healthy,	full	term	infant	born	to	
a 28-year-old primigravida by normal vaginal delivery. History re-
vealed	that	her	lesions	on	the	torso	existed	from	birth,	while	lesions	
on	the	legs	erupted	a	few	days	later.	Her	mother	recalled	that,	by	
the	end	of	third	month,	some	of	the	lesions	begin	to	regress	spon-

FIgure 1: Crusted reddish-brown papules distributed throughout 
the	 body,	 including	 the	 scalp.	 Multiple	 hypopigmented	 macules	
were also noted
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taneously.	She	was	diagnosed	in	other	hospitals	as	eczema	and	was	
treated	with	 some	 traditional	 drugs,	which	 proved	 to	 be	 of	 little	
benefit.	 Physical	 examination	 revealed	 the	 distribution	 of	 hemor-
rhagic crusts throughout her body. New lesions continued to appear 
while	the	older	ones	had	subsided,	leaving	behind	hypopigmented	
lesions. The mucous membrane was not involved. No hepatomeg-
aly,	splenomegaly,	or	lymph	node	enlargement	was	observed.	Her	
weight and growth were within normal percentiles.

Complete	 blood	 count,	 serum	 urea,	 creatinine,	 bilirubin,	
and	liver	enzymes	were	within	normal	limits.	Skeletal	survey,	chest	
radiography,	 and	 abdominal	 ultrasound	 seemed	 unremarkable,	
and	a	biopsy	was	requested.	Histopathology	revealed	focal	erosion	
and	crusting	of	the	epidermis.	Within	the	dermis,	there	was	a	dense	
infiltrate	 of	 large	 and	 round	 mononuclear	 cells,	 some	 of	 which	
contained	folded	nuclei	and	eosinophilic	cytoplasm,	suggestive	of	
histiocytes	(Figure	2).	The	nuclei	were	of	various	shapes	and	sizes,	
from	irregularly	round	to	oval	or	kidney-shaped	without	atypia.	In	
immuno-histochemistry,	these	cells	were	CD1a		and	S-100	positive,	
consistent	 with	 LCH.	 Direct	 immunoflouroscence	 demonstrated	
an	intact	dermoepidermal	junction	(Figure	3).	Electron	microscopy	
was not performed. The patient’s clinical course with spontaneous 
resolution	 at	 the	 time	 of	 presentation	 confirmed	 the	 diagnosis	 of	
CSHRH. We followed the “wait and watch” approach and the ba-
by’s	family	members	were	reassured.	After	three	months,	all	of	the	
lesions,	except	 those	on	the	scalp,	were	completely	cured,	 leaving	
areas	of	hypopigmentation	(Figure.4).	The	patient	was	called	again	
after three months for follow-up.

DISCUSSION
The	working	 group	 of	 the	Histiocyte Society has divided 

histocytic	disorders	 into	 3	groups:	 (A)	dendritic	 cell	 histiocytosis,	
(B)	 macrophage-related	 disorders,	 and	 (C)	 malignant	 histiocyto-
sis. 3 LCH is a rare condition that occurs in 3-5 children per million 
per year. LCH belongs in group 1 and encompasses a spectrum of 
diseases,	 including	Letterer-Siwe	disease,	eosinophilic granuloma,	

Hand-Schüller-Christian	 disease,	 and	 a	 congenital	 self-healing	
form.	It	is	a	disorder	of	the	antigen-processing	cells	known	as	his-
tiocytes	or	Langerhans	cells.	The	etiology	of	LCH	is	unknown,	but	
neoplasia,	 immune	 stimulation,	 and	dendritic	 cell	 disorders	 have	
been implicated in its pathogenesis. 4 It mainly affects children and 
is	commonly	recognized	as	a	sporadic	disorder.

Congenital	 self-healing	 reticulohistiocytosis	 (CSHRH)	 or	
Hashimoto-Pritzker	 disease	 is	 a	 congenital	 self-healing	 form	 of	
LCH,	 manifesting	 as	 cutaneous	 eruptions	 at	 birth	 or	 during	 the	
early postnatal period. There are a multitude of presentations with 
CSHRH,	but	it	typically	presents	as	a	scattered	cutaneous	eruption	
of	multiple,	firm,	painless,	red,	pink,	violaceous,	or	brownish	pap-
ules and nodules that may develop crusts and vesicles. The vesicles 

FIgure 2: Histology	 revealed	 a	 diffuse	 dermal	 infiltrate	 of	 large	
histiocytes with reniform nuclei and scattered eosinophils 
(Hematoxylin	&	eosin,	X40)

FIgure 3: Immunohistochemistry shows CD1a expression by histio-
cytes	(Hematoxylin	&	eosin	X200)

FIgure 4: After	
three	months,	
almost all of the 
lesions regressed 
spontaneously,	
leaving residual 
hypopigmenta-
tion.
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may be pseudovesicular and often develop central ulceration.5 Un-
usual	variants	may	appear	as	hemorrhagic	bullae,	urticarial	plaques	
with	 a	 positive	 Darier	 signs,	 “blueberry	 muffin”-like	 lesions,	 or	
even	molluscum-like	papules.	2,6,7	In	rare	cases,	solitary	lesions	are	
also reported. 8 Solitary	CSHRH	 seems	 to	 represent	 about	 20-25%	
of	the	patients	among	all	cases	of	CSHRH	(5).	The	lesions	usually	
involute	 spontaneously,	within	an	average	of	 3	months,	but	have	
been	reported	to	take	up	to	1.5	years,	leaving	residual	post-inflam-
matory hyper- or hypopigmentation.9	In	most	cases,	the	infants	are	
otherwise healthy with no evidence of systemic involvement. How-
ever,	symptoms	of	organ	involvement	with	or	without	spontaneous	
regression and relapses have been reported. Clinical relapses may 
involve	skin,	mucosa,	bone,	thymus,	and	the	pituitary	gland. 8 Dia-
betes insipidus has also been reported during follow-up. 9

The differential diagnosis of a newborn with hemorrhagic 
papulovesicles is broad and includes numerous infections and neo-
plastic disorders. Infectious disorders to consider would include 
HSV,	 varicella,	 cytomegalovirus,	 syphilis,	 toxoplasmosis,	 rubella,	
congenital	 candidiasis,	bullous	 impetigo,	and	 listeriosis.	Neoplas-
tic disorders to consider in a newborn with papulovesicles are 
congenital	leukemia,	LCH,	and	neuroblastoma.	Also	in	the	clinical	
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differential of erythematous papulovesicles are neonatal pustular 
melanosis,	erythema	toxicum	neonatorum,	incontinentia	pigmenti,	
neonatal	hemangiomatosis,	and	extramedullary	hematopoiesis,	as	
well	 as	 non-LCH,	 including	 juvenile	 xanthogranulomas,	 general-
ized	eruptive	histiocytoma,	and	indeterminate	cell	histiocytoma. 10

Initial	 clinical	 and	 histopathological	 findings	 cannot	 dif-
ferentiate	 between	 the	 spectrum	 of	 LCH	 disorders.	 Hence,	 an	
extensive	 systemic	evaluation,	 including	 routine	blood	 tests	 and	
radiological	examinations,	needs	to	be	conducted	to	rule	out	 the	
fulminant variants. Topical or systemic therapies are generally 
not	required	in	CSHRH.	Timely	diagnosis	with	histology,	 immu-
nocytochemistry,	and	electron	microscopic	studies	will	eliminate	
unwanted therapeutic interventions. Due to shorter follow-up pe-
riods	in	most	of	the	reported	cases,	the	relapse	and	mortality	rates	
in	CSHRH	are	underestimated.	Thus,	a	more	consistent	follow-up	
is	required.	Most	of	the	reported	relapses	occurred	during	the	first	
year of life.5 Hence,	a	monthly	follow-up	is	advised	during	the	first	
year.	 To	 conclude,	 reassurance	 and	 long-term	 follow-up	 are	 rec-
ommended to monitor for relapse or progression into a systemic 
disease	for	skin-only	LCH.	q


