CAZURI CLINICE

CLINICAL CASES

ASPECTE CLINICE SI HISTOPATOLOGICE
ALE DERMATOFIBROMULUI ANEURISMAL
IN CONTEXTUL LIMFOMULUI NON-HODGKIN

CLINICAL AND HISTOPATHOLOGICAL ASPECTS
OF ANEURYSMAL DERMATOFIBROMA IN THE CONTEXT
OF NON-HODGKIN LYMPHOMA

ANDREEA-RALUCA SZOKE*, MARIA-CATALINA POPELEA*, MIHAELA COVACIUC*, CARMEN
BEATRICE PATRICIA FRICIU**, SILVIU-HORIA MORARIU***,**** OVIDIU S. COTOI* ***** 1

Rezumat

Introducere: Dermatofibromul aneurismal este o
tumord benignd a pielii, de origine mezenchimatoasd,
reprezentdnd sub 2% din totalitatea tipurilor de
dermatofibroame, cu predilectie pentru sexul feminin si cu
localizarea cea mai frecventd la nivelul membrelor
inferioare. Etiologia nu este pe deplin cunoscutd, insi
asocierea cu trauma si infepdturile de insecte sugereazd un
proces reactiv drept mecanism fiziopatologic. Cu toate
acestea, datele citogenetice recente, precum si prezenta
leziunilor generalizate in cadrul populatiei expuse
imunosupresiei, pledeazid pentru originea neoplazici a
dermatofibroamelor.

Prezentarea de caz: Pacientd in vdrstd de 71 de ani,
se prezintd cu o formatiune nodulard, eritematoasd si
ulceratd, situatd la nivelul gambei stingi, cu dimensiunea

Summary

Introduction: Aneurysmal dermatofibroma is a
benign mesenchymal tumor of the skin, representing < 2%
of all histologic types of dermatofibromas, with a
predilection for women and mostly occurring on the legs.
The etiology is still unknown, but the association with local
trauma and insect bites suggests a reactive process.
However, recent cytogenetic data and multiple dermato-
fibromas in immunosuppressed population are arguments
for a neoplastic origin.

Case report: A 71-year-old woman presented with an
erythematous and ulcerated nodule of 14 mm in diameter
on the left calf following an insect bite 5 years ago. The
lesion was treated with local antibiotics and antihistaminic
drugs, but with no favorable results. The medical history of
the patient revealed insulin-dependent diabetes mellitus,
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de 14 mm, care a apdrut in urma unei infepdturi de insectd
in urmd cu 5 ani. Leziunea a fost tratatd cu antibiotice si
antihistaminice locale, insd fard un rdspuns terapeutic
favorabil. Istoricul medical relevd diabet zaharat insulino-
necesitant, hipertensiune arteriald esentiald si cardiopatie
ischemicd cronicd. In anul 2009, pacienta a fost
diagnosticatd cu limfom non-Hodgkin, abordat prin
chimioterapie standard pand in anul 2016. Examinarea
histopatologicd a nodulului situat la nivelul gambei relevi
un dermatofibrom aneurismal, caracterizat prin prezenfa
de spatii hemoragice nerequlate, care mimeazd vasele
sanguine, dar care nu sunt tapetate de endoteliu. Tumora
este alcdtuitd din celule fusiforme, dispuse in fascicule si
storiform, fird atipii cito-nucleare. La nivelul dermului
papilar se observi zona Grenz. Coloratia Perls cu Albastru
de Prusia evidentiazd in verde depozitele de hemosiderind
intra- si extracelulare.

Concluzii: Particularitatea cazului constd in prezenta
a doi posibili factori etiologici (intepdtura de insectd,
imunosupresia in contextul limfomului non-Hodgkin),
aflati in opozitie din punct de vedere al mecanismelor
fiziopatologice incriminate in aparitia dermatofibromului
(reactiv si neoplazic). Evaluarea completd si abordarea
multidisciplinard este necesard, avind in vedere subtipul
histologic aneurismal, cu tendintd crescutd de recidivd
locald, precum si posibilitatea aparitiei generalizate a
dermatofibroamelor in contextul imunosupresiei.

Cuvinte cheie: dermatofibrom aneurismal, imuno-
supresie, intepdturd de insecte, limfom non-Hodgkin.
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arterial hypertension, and ischemic heart disease. In 2009,
the patient was diagnosed with non-Hodgkin’s lymphoma
and treated with standard chemotherapy until 2016. The
histopathological examination of the excisional biopsy of the
left calf nodule demonstrated an aneurysmal dermato-
fibroma, characterized by cleft-like hemorrhagic spaces
within the dermis, that mimic vessels but lack an
endothelial lining. The composite lesional cells were seen in
fascicles and storiform arrangement, with no cytonuclear
atypia. The Grenz zone (sparing of the superficial papillary
dermis) was observed. Perls’ Prussian Blue staining
highlighted in green intra- and extracellular hemosiderin
depositions.

Conclusions: The particularity of the case is the
presence of both possible and in opposition etiological
factors - insect bite and immunosuppression, in the context
of non-Hodgkin’s lymphoma, in an old woman patient.
Complete evaluation and multidisciplinary approach of
these patients is necessary, considering the aneurysmal
histologic subtype of the dermatofibroma, associated with a
higher risk of local recurrence, and the possibility of the
appearance of multiple dermatofibromas in immuno-
suppressed populations.

Keywords: aneurysmal dermatofibroma, immuno-
suppression, insect bites, non-Hodgkin’s lymphoma.
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Introducere

Dermatofibromul (histiocitomul fibros)
reprezintd una dintre cele mai frecvente tumori
cutanate benigne de origine mezenchimald, care
poate apdrea la orice varstd, dar este mai frecvent
in decadele 3 si 4 de viatd. Prezintda o usoara
predilectie pentru sexul feminin si majoritatea
leziunilor sunt localizate la nivelul membrelor
inferioare, urmate de membrele superioare si
trunchi [1,2].

Patogeneza nu este pe deplin cunoscuts, fiind
incd dezbdtutd originea dermatofibromului -
reactivd sau neoplazicd. Dermatofibroamele au
fost raportate frecvent dupd traume locale si
intepaturi de insecte, aceste asocieri sugerand un
mecanism fiziopatologic reactiv [3]. Pe de alta
parte, datele citogenetice recente au evidentiat o
modificare a activitdtii izoformelor protein-

Introduction

Dermatofibroma (fibrous histiocytoma, DF)
represents one of the most common benign
cutaneous soft tissue tumors, which can arise at
any age, but is more frequent in the third and
fourth decades of life. It shows a slightly female
predominance, and the majority of lesions are
located on the legs, followed by arms and trunk
[1,2].

The pathogenesis is still unknown, being
controversial if dermatofibroma is a reactive or
neoplastic condition. The lesions were reported
to arise after local trauma and insect bites, these
associations suggesting a reactive patho-
mechanism [3]. Recently, cytogenetic data
revealed an alteration of protein C kinase
isoforms activity and chromosomal ab-
normalities, which are arguments for a neoplastic
origin [4,5]. Moreover, disseminated dermat-
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kinazei C, precum si anomalii cromozomiale, care
sunt argumente pentru natura neoplazica [4,5].

Caracteristicile clinice ale histiocitomului
fibros sunt cele ale unei leziuni papulare/
nodulare izolate, bine delimitate, simetrice si
asimptomatice, de obicei cu diametrul de < 1 cm.
Pielea supradiacentd leziunii tumorale poate fi
eritematoasd sau hiperpigmentatd, cu margini
maronii [7].

Dermatofibroamele prezintd aspecte histo-
patologice heterogene, fiind descrise multiple
variante histologice. Varianta aneurismala
reprezintd mai putin de 2% din totalitatea
histiocitoamelor fibroase si se caracterizeaza
printr-o crestere, de obicei rapidd, din cauza
hemoragiei intralezionale, fiind frecventa con-
fuzia clinicd cu o tumora vasculari [8]. In plus,
aceasta variantd prezintd un risc mai mare de
recurentd locald si, rareori, poate metastaza in
ganglionii limfatici regionali sau In plamani [9].

Obiectivul articolului este de a descrie
histiocitomul fibros anuerismal la o pacientd cu
limfom non-Hodgkin, o leziune rara si dia-
gnosticatd frecvent gresit de clinicieni drept o
tumord maligna. Acest subtip histologic este
asociat cu un risc mai mare de recurenta locala si
metastazare, In comparatie cu dermatofibroamele
histologice comune.

Prezentare de caz

Pacientd in varstd de 71 de ani, se prezintd la
Sectia de Dermatologie pentru un nodul
eritematos, ulcerat, cu diametrul de 14 mm, situat
pe gamba stangd, care a apdrut In urma unei
intepaturi de insectd, in anul 2016. Leziunea a fost
tratatd cu antibiotice si antihistaminice locale, dar
firad rezultate terapeutice favorabile. In plus,
leziunea a prezentat o crestere lentd in ultimii 5
ani. Pacienta a raportat sangerare lezionald in
ultimele 3 zile si durere discretd la palparea ferma
a nodulului.

Istoricul medical al pacientei a relevat diabet
zaharat insulino-dependent, hipertensiune arte-
riala esentiald si boala cardiaca ischemica. De
asemenea, in anul 2009, pacienta a fost dia-
gnosticatd cu limfom non-Hodgkin, tratat prin
chimioterapie standard pand in anul 2016.

Examenul clinic evidentiaza o stare generala
buna, murmur vezicular prezent bilateral, fara
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fibromas are associated with immuno-
suppressive disorders like HIV, autoimmune
diseases, and immunosuppressive drugs [6].

The clinical features of fibrous histiocytoma
are those of an isolated, well-circumscribed,
symmetrical, and asymptomatic papular/
nodular lesion, typically < 1 cm in diameter. The
overlying skin may be erythematous or hyper-
pigmented with brown borders [7].

Dermatofibromas have heterogeneous histo-
pathological aspects, with multiple variants
described. The aneurysmal variant represents
less than 2% of fibrous histiocytomas and it is
characterized by usually rapid growth, due to
intralesional hemorrhage, and clinical confusion
with a vascular tumor [8.] Furthermore, this
variant presents a higher risk of local recurrence
and, rarely, it can metastasize in regional lymph
nodes or lungs [9].

The article aims to describe this rare
aneurysmal subtype of fibrous histiocytoma in a
patient with non-Hodgkin’s lymphoma, a lesion
frequently misdiagnosed by clinicians as a
malignant tumor, with a higher risk of recurrence
and metastasis, in comparison with common
histological dermatofibromas.

Case report

A 71-year-old woman was admitted to the
Dermatology Department for an erythematous
and ulcerated nodule of 14 mm diameter on the
left calf, following an insect bite in 2016. The
lesion was treated with local antibiotics and
antihistaminic drugs, but with no favorable
results, moreover, the lesion had slow enlarging
in size over the last 5 years. She reported bleeding
in the last 3 days, but no pain unless firmly
palpated.

The patient’s medical history revealed
insulin-dependent diabetes mellitus, arterial
hypertension, and ischemic heart disease. Also,
in 2009, the patient was diagnosed with non-
Hodgkin’s lymphoma, treated with standard
chemotherapy until 2016.

The general clinical examination demon-
strated a good current health status, clear lung
sounds, with equal aeration bilaterally, without
rales. On evaluation, the patient was
normotensive, with sinus rhythm, normal heart
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Figura 1. Aspectul clinic al dermtofibromului

aneurismal. Biopsie excizionald.
Figure 1. Clinical aspect of aneurysmal dermatofibroma.
Excisional biopsy.

Figura 2. Aspectul clinic al dermatofibromului aneurismal.
Biopsie excizionald.
Figure 2. Clinical aspect of aneurysmal dermatofibroma.
Excisional biopsy.

raluri pulmonare decelabile steatacustic. La
prezentare, pacienta a fost normotensiva, in ritm
sinusal, cu frecventa cardiacd normald, fara
sufluri cardiace si vasculare. Evaluarea dermato-
logicd a relevat tegumente cu aspect normal, fara
alte leziuni macroscopice, cu exceptia nodulului
descris anterior. Nu s-a observat adenopatie
regionald, iar pacienta nu descrie antecedente
familiale de afectiuni cutanate maligne.

A fost efectuatd o biopsie excizionald a
nodulului, In anestezie locald, care a servit si
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Figura 3. Aspectul clinic al dermatofibromului aneurismal.
Biopsie excizionald.
Figure 3. Clinical aspect of aneurysmal dermatofibroma.
Excisional biopsy.

rate, and no detectable murmur. The dermato-
logical evaluation revealed a well-perfused skin,
good turgor, with no other macroscopic lesions,
except the nodule described previously. There
was no family history of cutaneous malignancy
and no regional adenopathy was noted.

An excisional biopsy of the nodule, in local
anesthesia, was performed, which served as a
treatment in the presented case. The ellipse of
full-thickness skin and subcutaneous adipose




drept tratament in cazul pacientei. A fost prelevat
un lambou cutanat de forma eliptica, cu
dimensiunea de 33x24 mm si tesut subcutanat de
9 mm, ce prezintd pe suprafatd un nodul de
formd rotundd, cu diametrul de 14 mm.
Examenul histopatologic evidentiazd un
fragment de tegument tapetat de epiteliu
pavimentos stratificat keratinizat, pe alocuri
ulcerat, focal cu hiperkeratoza de tip para-
keratozic, acantozd si creste epidermale alungite.
Central, la nivelul dermului mijlociu si profund,
se remarca o formatiune tumorald alcituitd din

Figura 4. Aspect histologic dermatofibrom aneurismal.
Coloratie Hematoxilin-Eozind, x5.
Figure 4. Histologic aspect of aneurysmal dermatofibroma.
Hematoxylin-Eosin staining, x5.

Figura 6. Aspect histologic dermatofibrom aneurismal.
Coloratie Hematoxilin-Eozind, x5.
Figure 6. Histologic aspect of aneurysmal dermatofibroma.
Hematoxylin-Eosin staining, x5.
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tissue was measured 34x24x9 mm, with an
overlying nodule of 14 mm in diameter.

The histopathological examination of the left
calf nodule demonstrated a lesion centered in the
mid-reticular dermis, with irregular cleft-like
hemorrhagic spaces, that mimic vessels, but
without an endothelial lining. The composite
lesional cells were seen in storiform and
fascicular patterns, with no cytonuclear atypia.
At the periphery, collagen was trapped forming
collagen balls. The Grenz zone (sparing of the
superficial papillary dermis) was observed. Perls’

Figura 5. Aspect histologic dermatofibrom aneurismal.
Coloratie Hematoxilin-Eozind, x5.

Figure 5. Histologic aspect of aneurysmal dermatofibroma.

Hematoxylin-Eosin staining, x5.

e S e
Figura 7. Depozite de hemosiderind evidentiate prin
coloratia Perls cu Albastru de Prusia, x20.
Figure 7. Hemosiderin deposits in Perls’ Prussian Blue
staining, x20.
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celule fusiforme, dispuse storiform si in fascicule,
fard atipii cito-nucleare. Intratumoral, se observa
spatii hemoragice neregulate, netapetate de
endoteliu. Coloratia Perls cu Albastru de Prusia
evidentiazd In verde prezenta depozitelor de
hemosiderind intra- si extracelulare. La nivelul
dermului papilar este prezenta zona Grenz.
Leziunea este complet excizatd chirurgical, lateral
si profund. Hipodermul si anexele cutanate
prezintd structurda histologica normala. Arhi-
tectura microscopica in coloratia hematoxilina-
eozind a fost in concordantd cu diagnosticul de
histiocitom aneurismal benign, excizat in limite
de sigurantd chirurgicala.

Péand in acest moment, plaga chirurgicald s-a
vindecat si pacienta va fi reevaluata la 3 luni.

Discutii

Diagnosticul unui dermatofibrom clasic este
facil, insd exista subtipuri histologice mai putin
comune - dermatofibrom cu celule atipice, aneu-
rismal, celular, clar, etc., care pot complica
diagnosticul clinic si histopatologic. Varianta
aneurismald a histiocitomului fibros prezinta
dimensiuni crescute si o ratd mai mare de
recurentd, pana la 19%, comparativ cu dermato-
fibroamele comune, cu o rata < 2% [10].

Etiologia exactd a dermatofibroamelor nu
este cunoscutd, dar intr-un procent important de
cazuri, acestea au fost asociate cu un proces
reactiv, cu debut in urma traumelor locale sau a
intepdturilor de insecte [3]. Analiza citogenetica
recentd a evidentiat aberatii genetice si rearanjari
genice ale protein-kinazei C, in ceea ce priveste
histiocitomul aneurismal [4,12].

In plus, leziunile diseminate au fost descrise
in cadrul populatiei expuse imunosupresiei, in
infectia HIV sau secundar terapiei imuno-
supresoare [6], aceste constatdri sustindnd teoria
originii neoplazice a dermatofibromului aneu-
rismal. Cazul prezentat reuneste doi posibili
factori etiologici (intepdtura de insecte si
imunosupresia, In contextul chimioterapiei
pentru limfomul non-Hodgkin) si doua
mecanisme patogenice diferite (inflamator si
neoplazic).

Histologic, dermatofibromul aneurismal se
caracterizeaza prin spatii hemoragice neregulate,
imitdnd vasele sangvine, dar care nu sunt
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Prussian Blue staining highlighted in green intra-
and extracellular hemosiderin depositions. The
epidermis overlying the lesion exhibited para-
keratotic hyperkeratosis, with elongated rete
ridges and acanthosis. The hypodermis was
tumor-free and the perilesional skin appendages
microscopically normal. The overall microscopic
architecture in hematoxylin-eosin staining was
consistent with the diagnosis of benign
aneurysmal fibrous histiocytoma, excised in
safety surgical margins.

As of this paper’s submission, the surgical
site healed and the patient will be reevaluated at
3 months.

Discussions

When a classical dermatofibroma is
identified, the diagnosis is usually straight-
forward, but non-common histologic subtypes
exist - atypical, aneurysmal, cellular, clear cell,
etc.

Aneurysmal fibrous histiocytoma variant is
larger in size and has a higher rate of recurrence,
up to 19%, compared with common dermat-
ofibromas with a rate <2% [10]. Also, aneurysmal
DF’s capacity of invasion in the subcutaneous
tissue is noticeable, Alves et al. describing 81.8%
invading aneurysmal histiocytomas in their
study [11]. Moreover, in rare cases with cyto-
genetic aberration, the aneurysmal DF has the
potential to metastasize in regional lymph nodes
or lungs [9].

The exact etiology of DFs is unknown, but in
an important percentage of reported cases, they
were associated with a reactive process following
previous local trauma or insect bites [3]. Recent
cytogenetic analysis revealed genetic aberrations
in aneurysmal histiocytoma and protein kinase C
gene rearrangements [4,12]. Furthermore,
disseminated lesions were described in
immunosuppressive populations, secondary HIV
infection, or immunosuppressive therapy [6].
These findings support the theory of the
neoplastic origin of aneurysmal DF. The
presented case reunites two possible etiological
factors (insect bites and immunosuppression in
the context of chemotherapy for non-Hodgkin’s
lymphoma) and two different pathomechanisms
(inflammatory and neoplastic).




tapetate de endoteliu. Histiocitomul aneurismal
nu trebuie confundat cu tumorile maligne,
precum melanomul, sarcomul nodular Kaposi,
angiosarcomul sau  histiocitomul fibros
angiomatoid [13]. Acesta din urmd este un
neoplasm subcutanat cu simptome sistemice,
care contine celule monomorfice, desmin-
pozitive. Angiosarcomul cutanat este reprezentat
de vase cu celule endoteliale atipice si numeroase
mitoze, in timp ce sarcomul nodular Kaposi
progreseazd de la pete la faza nodulard si nu
prezintd celule fibrohistiocitare [14]. In cele din
urmd, studiul imunohistochimic ajutd la
diferentierea acestor tumori maligne de dermato-
fibromul de tip aneurismal [15,16]. In cazul
prezentat, coloratia Perls si aspectul microscopic
al leziunii in hematoxilind-eozind au fost
caracteristice, iar imunohistochimia nu a fost
necesard pentru diagnosticul diferential. Trata-
mentul de electie este excizia chirurgicald, insd,
din cauza ratei ridicate de recurentd, este
necesard urmadrirea clinicd regulatd a pacientilor
cu histiocitom fibros aneurismal [17].

Concluzii

Histiocitomul fibros aneurismal este o
variantd rard de dermatofibrom, adesea
confundat de clinicieni cu o afectiune maligna
din cauza aspectului sidu macroscopic. Parti-
cularitatea acestui caz constd in subtipul
histologic de dermatofibrom, care apare in
contextul unei intepaturi de insectd, la o pacienta
varstnicd, diagnosticatd cu limfom non-Hodgkin
si imunosupresie postterapeuticd. Evaluarea
completd si abordarea multidisciplinara este
necesard, avand in vedere tendinta crescutd de
recidiva locald, precum si posibilitatea aparitiei
generalizate a dermatofibroamelor aneurismale
in contextul imunosupresiei.

Articolul este o lucrare originald, iar manuscrisul final
nu a fost publicat inainte, in format tipdrit sau electronic.
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The diagnosis of aneurysmal DF is estab-
lished by histopathological evaluation. Histo-
logically, it is characterized by hemorrhagic
irregular cleft-like spaces mimicking vessels, but
without endothelial lining. Aneurysmal DF
should not be confused with malignant tumors,
such as melanoma, nodular Kaposi sarcoma,
angiosarcoma, or angiomatoid fibrous histio-
cytoma [13]. The latter is a subcutaneous
neoplasm with systemic symptoms, containing
monomorphic, desmin-positive cells. Cutaneous
angiosarcoma is represented by vessels with
atypical endothelial cells and numerous mitosis,
while nodular Kaposi sarcoma progresses from
patch and plaque to nodular phase and does not
have fibrohistiocytic cells [14]. Finally, immuno-
histochemistry study helps in differentiating
these malignant tumors from aneurysmal DF
[15,16]. In the presented case, Perls’s staining and
the microscopic aspect of the lesion in hemato-
xylin-eosin were clear and immunohisto-
chemistry was not necessary for the differential
diagnosis.

The gold-standard treatment is surgical
excision, but because of a high rate of recurrence,
regular clinical follow-up of the patients with
benign aneurysmal fibrous histiocytoma is
necessary [17].

Conclusions

The aneurysmal fibrous histiocytoma is a rare
subtype of dermatofibroma, often confused by
clinicians with malignant conditions because of
its malignant-like macroscopic appearance. In the
presented case, this particular dermatofibroma
affects a woman with an insect bite, in the 7th
decade of life, diagnosed with non-Hodgkin
lymphoma and immunosuppressive status.
Given the high rate of recurrence and the
possibility of multiple lesions in the context of
immunosuppression, long-term reevaluation is
mandatory.

The article is an original work and the final form was
not published before, printed or electronically.
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