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Abstract: Proliferative	nodules	can	occasionally	arise	on	congenital	and	acquired	melanocytic	nevi.	At	first	sight	their	clinical	
and	pathologic	features	cause	alert	to	both	dermatologist	and	dermatopathologist.	However,	proliferative	nodules	are	typical-
ly	benign,	regression	is	common	and	there	is	minimum	risk	of	malignization.	We	present	a	new	case	of	proliferative	nodule	in	
melanocytic nevi with features of deep penetrating nevus.
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INTRODUCTION
The histological interpretation of proliferative nodules 

(PNs)	arising	on	congenital	or	acquired	nevi	can	represent	a	diag-
nostic challenge for pathologists. The presence of atypical histolog-
ical	features	is	not	uncommon,	making	their	distinction	from	mela-
noma problematic.¹

CASE REPORT

A	29-year-old	woman	 followed-up	 in	 the	unit	of	pigmen-
tary	 lesions	due	to	multiple	melanocytic	nevi,	showed	changes	 in	
a nevus on the left scapular region during dermoscopic examina-
tion.	A	new	polychromatic	nodule	not	present	in	the	previous	der-
moscopy	was	observed	after	one	year	(Figure	1).	Given	the	clinical	
suspicion of melanoma the lesion was completely excised. Histopa-
thology examination revealed a large and well-circumscribed nod-
ule with cells gathered in small and well-formed uniform nests. Mi-
totic activity was almost null. Large pale cells with hyperchromatic 
nuclei,	 vacuolated	 cytoplasm,	 and	dusty-appearing	melanin	were	
present	(Figure	2,	3A	and	3B).	Melan	A	was	positive	and	HMB-	45	
was	negative	(Figures	4A	and	4B).	Ki67	was	less	than	1%	(Figure	5).	
The patient has been in good health and there has been no sign of 
recurrence after 2 years of follow-up.

DISCUSSION
Proliferative	nodules	(PNs)	can	occasionally	arise	in	congen-

ital	and	acquired	melanocytic	nevi.	They	typically	appear	in	young	
children,	but	congenital	cases	and	cases	in	adults	have	been	report-
ed.2-4	Clinically,	PNs	are	presented	as	papules,	nodules,	or	plaques	
that can protrude or be situated deeply into the nevus. The changes 
in	nevi	morphology	produced	by	PNs	can	be	subtle	making	difficult	

FIgure 1: Dermoscopy shows a polychromatic nodule 
in compound nevus

FIgure 2: Well-circumscribed nodule. HE 10x
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to	identify	them	in	a	bare	eye	examination,	thus	dermoscopic	exam-
ination and follow-up has a key value to diagnose this entity.2,3 Their 
etiology	 is	unclear;	 it	 is	 hypothesized	 that	 they	 are	 a	monoclonal	

proliferation of melanocytic cells.4 Generally PNs exhibit a darker 
pigmentation compared with the nevus of origin and usually have 
the	same	texture.	On	their	natural	history,	a	progressive	reduction	
on	consistency,	texture,	and	pigmentation	is	observed.5

PNs can show diverse histological patterns including fea-
tures	of	well-known	types	of	nevi,	like	cellular	nevus,	blue	nevus,	
Spitz	nevus,	 forms	with	neural	or	other	mesenchymal	differentia-
tion or deep penetrating nevus.5 Like	 in	our	case-report,	 intensely	
pigmented	PNs	developing	in	a	congenital	or	an	acquired	melano-
cytic nevus have a close morphological resemblance with a deep 
penetrating nevus. Deep penetrating nevi are benign lesions in 
which	fascicles	of	oval	melanocytes	exhibit	deep	infiltration	into	the	
dermis.	Their	histological	pattern	can	be	quite	alarming,	showing	
cells with vesicular or hyperchromatic nuclei in the center of which 
a large eosinophilic nucleolus might be present. In spite of these 
findings,	the	distinction	from	melanoma	can	be	made	based	on	the	
sharp	circumscription,	the	vertical	orientation	and	symmetry	of	the	
lesion,	 the	 scarcity	of	mitoses,	 the	presence	of	 small	nests	of	 cells	
rather	than	sheets	of	cells,	and	the	absence	of	necrosis.	The	regular-
ity	 in	 the	distribution	of	 the	pigment	contained	 in	melanophages,	
evenly	scattered	throughout	the	lesion	in	a	chessboard	pattern,	also	
confirms	the	benignity	of	the	lesions.5

Typically,	 the	 most	 helpful	 features	 to	 diagnose	 PNs	 are	
the	presence	of	maturation,	low	mitotic	rate,	low-grade	cytological	
atypia,	absence	of	necrosis	and	absence	of	inflammatory	infiltrate.	
However,	it	is	important	to	keep	in	mind	that	in	a	small	subset	of	
cases,	benign	PNs	can	be	large,	highly	cellular	and	may	have	atyp-
ical	melanocytes,	mitoses,	zones	of	necrosis	and	even	ulceration.6

We	present	a	new	case	of	PN	in	acquired	melanocytic	nevi	
with deep penetrating nevus-like features. This entity can clinical-
ly and histologically be confused with a malignant transformation. 
Therefore,	a	thorough	histological	evaluation	is	needed	to	rule	out	
the presence of a melanoma. q

FIgure 3: A. Cells	 in	 small,	 well-formed	 nests	 that	 are	 approx-
imately	 of	 the	 same	 size	 and	 shape.	HE	 100x.	B.	 Cells	 in	 small,	
well-formed	 nests	 that	 are	 approximately	 of	 the	 same	 size	 and	
shape. HE 200x

FIgure 5: Ki67<1	%	in	PN;	400x

FIgure 4: A. Melan	A	positive	 in	PN;	200x.	B. HMB- 45 negative 
in	PN;	100x
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