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O Espectro da Papulose Fibroelastolitica:
Revisdo Retrospetiva

Nélia Cunha, Joana Cabete, Alexandre Jodo, André Lencastre
Servico de Dermatologia e Venereologia, Hospital de Santo Anténio dos Capuchos - Centro Hospitalar de Lisboa Central, Lisboa,
Portugal

RESUMO - Introducéo: Existe sobreposi¢@o entre as caracteristicas clinicas e histolégicas da elastélise da derme papilar seme-
Ilhante a pseudoxantoma eldstico (EDP-PXE) e a papulose fibrosa branca do pescogo (PFBP). A interpretacdo destas duas enti-
dades dentro do espetro de uma Unica doencga, designada de papulose fibroelastolitica, foi sugerida previamente. No entanto,
muitos autores continuam a diferencid-las. Métodos: Realizou-se um estudo retrospetivo dos casos de papulose fibroelastolitica
confirmados por exame histolégico num periodo de 2,5 anos. Resultados: Identificaram-se cinco casos. Todos os doentes eram
do sexo feminino, com idades compreendidas entre os 63 e os 78 anos, apresentando pdpulas assintomdticas isoladas ou con-
fluentes, brancas a amarelas, acantonadas na regido cervical. Duas das doentes tinham também envolvimento extra-cervical.
Em todos os casos a histopatologia demonstrou auséncia ou diminuicdo marcada do plexo eléstico da derme papilar, infiltrado
linfocitico perivascular superficial ligeiro e escassos melanéfagos na derme papilar sem alteracées de interface. Adicionalmente,
verificou-se diminuigdo nas fibras eldsticas da derme reticular superior em quatro casos, espessamento dos feixes de colagénio
em trés casos, vasos da derme superficial dilatados em trés casos e atrofia epidérmica ligeira num caso. Concluséo: Considera-
mos que a diferenciagéo entre a EDP-PXE e a PFBP é frequentemente causadora de confuséo e baseada em diferencas clinicas e
histolégicas discretas e ndo significativas. Na nossa opinido, estes termos deverdo ser abandonados em favor da denominacéo
comum de papulose fibroelastolitica.

PALAVRAS-CHAVE - Dermatopatias Papuloescamosas; Doencas do Tecido Conjuntivo; Pescoco; Tecido Eldstico.

The Spectrum of Fibroelastolytic Papulosis:
A Retrospective Case Series

ABSTRACT - Introduction: There is an overlap between clinical and pathological features of the entities known as pseudoxan-
thoma elasticum-like papillary dermal elastolysis (PXE-PDE) and white fibrous papulosis of the neck (WFPN). Although the term
fibroelastolytic papulosis has been used to encompass both entities as spectrum variants of a one and only disease, many authors
still differentiate the two. Methods: Cases of fibroelastolytic papulosis confirmed by histopathologic examination were retros-
pectively reviewed within a time frame of 2.5 years. Results: Five cases of fibroelastolytic papulosis were identified. All patients
were females aged between 63 and 78 years, presenting with an asymptomatic eruption of isolated or coalescing white to yellow
papules on the neck. Two of the patients also had involvement of other anatomical areas. In all cases histology demonstrated a
significantly decreased or absent papillary dermal elastic plexus, a mild superficial perivascular lymphocytic infiltrate and sparse
melanophages in the papillary dermis, without interface changes. A decrease in upper reticular dermal elastic fibers was noted in
four cases and thickening of dermal collagen bundles in three cases. Dilated superficial dermal vessels were present in 3 cases and
mild epidermal atrophy in one case. Conclusion: We find the differentiation of PXE-PDE and WFPN to be somewhat theoretical,
often confusing, and based on non-significant subtle histological and clinical differences. In our opinion, we should not continue
to use these terms, but favor the common term of fibroelastolytic papulosis.
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INTRODUCTION

Pseudoxanthoma elasticum-like papillary dermal elas-
tolysis (PXE-PDE) and white fibrous papulosis of the neck
(WFPN) were classically described as two separate acquired
elastolytic and fibrotic disorders, usually affecting the neck,
each one representing a unique entity and imposing diffe-
rential diagnosis between them.' Due to overlap between
clinical and pathological features,*¢ the two entities were
later proposed as spectrum variants of a single disease: fi-
broelastolytic papulosis (FEP).> Nevertheless, many authors
still differentiate the two. We aimed to retrospectively review
clinical and pathological features of histologically confirmed
cases of FEP

METHODS

Histopathologically confirmed cases of FEP diagnosed
within a 2.5-year period in the Dermatology Department of
Hospital de Santo Anténio dos Capuchos, Centro Hospitalar
de Lisboa Central, were included. Clinical and pathological
features of the cases were analyzed.

Previously published literature was reviewed by sear-
ching the terms "white fibrous papulosis", "papillary dermal
elastolysis" and “fibroelastolytic papulosis" in PubMed. One
published Portuguese case not indexed in PubMed was addi-
tionally included.

RESULTS

Five cases of FEP were identified. All five patients were
females aged between 63 and 78 years (mean 67.8), pre-
senting with an asymptomatic eruption on the neck consis-
ting of whitish skin-colored to yellow non-follicular papules

(Fig. 1). Lesions had appeared one month to nine years be-
fore. In all patients there were discrete and confluent le-
sions, and two of the patients also had involvement of other
anatomical areas (Table 1). Four patients had important co-
-morbidities, though none related with PXE.

In all cases, histology demonstrated significant decrease
or absence of the papillary dermal elastic plexus (Fig. 2),
mild superficial perivascular lymphocytic infilirate, and spar-
se melanophages in the papillary dermis without interface
changes (Table 1). A decrease in the upper reticular dermal
elastic fibers and substantial or mild thickening of dermal
collagen bundles were observed respectively in four and
three cases. Dilated superficial dermal vessels were present
in three cases and mild epidermal atrophy in one case. No
calcification or elastosis were observed.

DISCUSSION

WFPN was originally described in 32 Japanese patients,
aged 39 to 79 years, 26 (81%) of whom were male, presen-
ting with multiple discrete small whitish non-follicular papu-
les, usually asymptomatic, scattered on the posterior aspect of
the neck.! Histologically, there were circumscribed areas with
thickened collagen bundles in the papillary and mid-reticular
dermis and, in 40% of the specimens, also a slight decrease
in elastic tissue in those areas. PXE-PDE was first reported
in two 60-year-old women as yellow or skin-colored non-
-follicular papules coalescing into large cobblestone plaques
affecting the latero-cervical and supraclavicular regions.?2 On
histological examination, band-like papillary dermal elastoly-
sis was the main feature, with a mild reduction in number of
reticular elastic fibers, and no dermal fibrosis.

Figure 1 - Clinical presentation in cases 2 (A) and 4 (B). Whitish-yellow (A) to whitish skin-colored (B), discrete and confluent, non-follicular papules

on the neck.
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Table 1 - Cases of fibroelastolytic papulosis reviewed.
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PATHOLOGY
Elastic fibers
CLINICAL Melano Superficial Dermal
PRESENTATION Epidermis h ) Infiltrate dermal collagen Papillary Upper
phages vessels bundles d : reticular
ermis .
dermis
Skin-colored MSPL
Neck, Axillae, (+ some eosinophils) . . Complete .
1 Abdomen, Normal Yes RSy - - Dilated Thickened loss Slightly +
Thighs phocytes)
Whitish-yellow
Neck, Axillae, Mildly A .
2 Antecubital Normal Yes MSPL Normal thickened Significantly ¥ Slightly +
fossae
Whitish-yellow . Mildly o aR .
3 Neck Normal Yes MSPL Dilated thickened Significantly + Slightly +
Whitish skin-
4 colored Normal Yes MSPL Dilated Normal Significantly ¥ | Significantly ¥
Neck
Whitish skin- Mild epidermal
5 colored atrophy Yes MSPL Normal Normal Significantly ¥ Normal
Neck Mild hyperkeratosis

MSPL: mild superficial perivascular lymphocytic infiltrate.

Figure 2 - Histological examination of case 4. A mild superficial perivascular lymphocytic infiltrate and dilated superficial dermal vessels could be
observed in hematoxilin-eosin staining (A, x40). Significant reduction of papillary and reticular dermal elastic fibers was observed with orcein staining

(B, x40; C, x100).
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Rongioletti et al first classified these entities as two fi-
broelastolytic syndromes.” Some years later, Balus et al* re-
viewed all the cases published in the meantime (12 and four
additional cases of WFPN and PXE-PDE) and their own 20
cases, and observed a significant clinical and pathological
overlap, proposing that these two entities could be variants
of a single disease: FEP of the neck. The simpler term of
FEP was proposed by Jagdeo et al in 2004, when reporting
six additional cases with overlapping features, highlighting
additional anatomical areas sometimes involved.®> However,
several authors still differentiate and perpetuate the terms of
WFPN and PXE-PDE, and some only recognize the term FEP
for cases with clear overlapping features, as an additional
clinicopathological entity.81°

Concerning pathogenesis, although a prominent role
has been attributed to intrinsic aging, it remains poorly un-
derstood and is probably multifactorial.¢®'" The most im-
portant differential diagnosis is PXE, caused by a mutation
in the ABCCé gene and associated with systemic complica-
tions. Skin lesions are very similar, but calcified fragmented
dermal elastic fibers observed after staining with von Kossa
stain and the beginning of the lesions during the first or
second decade of life support the difference. FEP is not as-
sociated with systemic complications and usually appears
late in life. This should be recognized to avoid unnecessary
investigations.® Moreover, the correct histological diagnosis
requires clinicopathological correlation with special micros-
copic stains (elastic tissue and calcium salts) as the routine
hematoxylin-eosin stain is not specific.®

Until this moment/ At present, a total of 55,49101221
54,2228 gnd 3244293 cases were reported as WFPN, PXE-
-PDE and FEP respectively. Concerning WFPN, 60% of the
reported patients are males and cases in other countries in
Asia, Europe, Middle East and South America have been re-
ported. Additional features beyond the ones originally des-
cribed are the presence of confluent lesions,*'® involvement
of the inferior axillae, upper arms, the trunk's upper third,
central mid-back, and abdomen, 34?1819 o higher loss of
papillary and reticular elastic tissue including the complete
absence of oxytalan and elaunin fibers in some lesions and
smaller fragmented reticular elastin fibers,®*1"1? decrease of
epidermal melanin,'® slight epidermal atrophy,’? and mild
hyperkeratosis.’® In cases of PXE-PDE, lesions may be more
pale than originally described,'"? discrete,'?* and involve
the flexor aspect of the forearms, axillae, the lower abdomen,
and the inframammary folds.3>" All patients were female,
three younger than 40 years-old. Additional histological fea-
tures reported in some cases are epidermal atrophy, mild su-
perficial perivascular lymphocytic infiltrate, papillary dermal
melanophages, papillary dermal fibrosis and/or papillary
dermal telangiectasia.®*8'" Therefore, dermal fibrosis has
also been reported in PXE-PDE, and important loss of elastic
tissue has also been reported in WFPN. Lesions in PXE-PDE
may sometimes be paler and more discrete.

Considerable overlap and variation of clinical and histo-
logical features is also observed in our series. All the patients
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presented pale (whitish, yellowish, flesh-coloured) papules
and plaques, confluent and discrete at different areas in the
same patient. Thickened collagen bundles, a classic feature
of WFPN, were observed in cases with features mostly repor-
ted in PXE-PDE like important elastic tissue loss in papillary
dermis, mild superficial perivascular lymphocytic infiltrate
and dilated superficial vessels (cases one to three). There
were no clear clinical differences between cases with or wi-
thout dermal fibrosis, and two of those three cases were the
only cases with additional involvement of other anatomical
areas, a feature, in its turn, described for PXE-PDE.

Reflecting this overlap, FEP, as defined by Jagdeo et al,®
is characterized by whitish-yellow papules that may coalesce
into cobblestone plaques and may involve the neck, supra-
clavicular region, scalp, axillae, lower aspect of the abdo-
men/inguinal region, and antecubital fossa. Histologically
there may be normal, decreased, or absent elastic fibers in
the papillary dermis, sometimes accompanied by a thicke-
ning of collagen fibers.*> In 2009,%* yet another term was
coined and described in a case having similar features, but
presenting alternating areas of elastic fiber clumping and
loss of these fibers — papillary dermal elastosis. In our opi-
nion, this is not a novel elastic tissue disorder, but another
spectrum variant of FEP. Recently, Patterson et al® reported a
single case with histopathologic findings of PXE-PDE, WFPN
and papillary dermal elastosis, further supporting the theory
that these entities are spectrum variants of FEP

Thus, we find the differentiation of PXE-PDE and WFPN to
be somewhat theoretical, oftentimes confusing, and based on
non-significant subtle histological and clinical differences. In
our opinion, we should try to favor the common term of FEP
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