CAZURI CLINICE

CLINICAL CASES

CARCINOM METATIPIC DE PIRAMIDA NAZALA LA UN
PACIENT CU EPIDERMODISPLAZIE VERUCIFORMA
LEWANDOWSKY- LUTZ SI LIMFOM HODGKIN CU
CELULARITATE MIXTA

METATYPICAL CARCINOMA NASAL PYRAMID IN A
PACIENT WITH LEWANDOWSKY- LUTZ VERRUCIFORMIS
EPIDERMODISPLASYA AND HODGKIN LYMPHOMA
MIXED CELLULARITY
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Rezumat

Introducere: Imunosupresia reprezintd un parametru
fundamental pentru aparitia si dezvoltarea carcinoamelor
cutanate. Carcinomul metatipic reprezintd aproximativ 5%
din aceste tumori. Epidermodisplazia veruciforma
Lewandowsky-Lutz (EV) este o afectiune rard, care
predispune la infectii cutanate cu HPV, unele tipuri fiind
implicate in etiopatogenia carcinoamelor cutanate.

Limfomul Hodgkin (LH) reprezintd proliferarea
malignd a sistemului limfocito-histiocitar, insotit de reactie
inflamatorie granulomatoasd caracterizatd prin prezenta
celulelor Reed-Sternberg.

Prezentdm un bolnav cu EV si LH care a dezvoltat un
carcinom metatipic pe piramida nazald.

Caz clinic: pacient in vdrstd de 62 ani, cunoscut cu
EV de 25 ani si LH cu celularitate mixtd din anul 1989, s-
a prezentat pentru o formatiune tumorald ulceratd,
acoperitd partial de o crustd hematicd, cu un diametru de
1,5 cm, localizatd la nivelul piramidei nazale. Tumora
evolua de un an. La examenul dermatologic s-au decelat
papule si tumori rotund ovalare de culoarea tequmentului,
unele cu suprafata keratozicd, cu diametrul cuprins intre
0,4-1,6 cm, localizate pe mdini si dosul picioarelor. S-a
efectuat excizia chirurgicald a formatiunii tumorale de la

Summary

Introduction: Immunosuppression is a fundamental
parameter for the emergence and development of skin
carcinomas.

Metatypical carcinoma represents approximately 5%
of these tumors.

Lewandowsky-Lutz verruciformis epidermodisplasya
is a rare condition that predisposes to skin infections with
HPYV, some of types are involved in the etiopathogenesis of
skin carcinomas.

Hodgkin lymphoma (HL) is a malignant proliferation
limfocito-histiocytic system, accompanied by granulo-
matous inflammation characterized by presence of Reed-
Sternberg cells.

We present a patient with EV and HL which developed
a metatypical carcinoma on nasal pyramid.

Clinical case: A 62-year old man, known with EV for
25 years and HL since 1989, presented for a circular ulcer,
cover by hemorrhagic crust with 1.5cm diameter, located on
nasal pyramid appeared one year ago. Dermatological
exam: circular ulcer, cover by hemorrhagic crust with
1.5cm diameter, located on nasal pyramid, papules and
tumors  firms skin-colored, hiperkeratotic surface,
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nivelul piramidei nazale, iar examenul histopatologic a
evidentiat un carcinom metatipic. Examenul histopatologic
al unei leziuni acrale a confirmat EV.

Discutii: EV, prin imunosupresia cunoscutd, si
tulburdrile imunologice intdlnite in LH, plus tratamentul
efectuat pentru afectiunea limfo-histiocitard proliferativd
au contribuit la dezvoltarea carcinomului metatipic la
bolnavul nostru.

Concluzie: Bolnavii cu EV si LH trebuie examinati
periodic de dermatolog, avind in vedere riscul dezvoltirii
de cancere cutanate.

Cuvinte cheie: carcinom metatipic, Epidermo-
displazie veruciformd Lewandowsky-Lutz, limfom
Hodgkin.

dimensions between 0,4-1,6 cm located on the dorsa of the
hands and feet. We performed surgical excision of tumor
from nose and biopsy from a distal lesion and histological
findings were metatypial carcinoma and verruca.

Discussions: EV, through immunosuppresion well
known and immunological disorders seen in HL plus
treatment for this disease, we believe have contributed to the
development of the metatypical carcinoma.

EV and HL pacients should be examined by
dermatologist given the risk of developing skin cancers

Key words: metatypical carcinoma, Lewandowsky-
Lutz  wverruciformis  epidermodisplasya, — Hodgkin
lymphoma.
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Epidermodisplazia veruciformd Lewan-
dowsky-Lutz (EV) este o afectiune rard, cu
transmitere de obicei autozomal recesivd, care
predispune pacientii la infectii cu HPV si la
dezvoltarea de carcinoame cutanate. Au fost
descrise si unele cazuri cu transmitere autozomal
dominanta.

Carcinomul metatipic reprezinta cca. 5% din
carcinoamele cutanate. El este localizat indeosebi
pe tegumentul fotoexpus si nu imbracd aspecte
clinice particulare, diagnosticul fiind strict
histopatologic.

Limfomul Hodgkin este o boald maligna a
sistemului limfocito-histiocitar insotitd de reactie
inflamatorie granulomatoasd caracterizatd prin
prezenta celulelor Reed-Sternberg. Clinic se
manifestd prin hipertrofierea organelor limfoide
cu visceralizare ulterioard, insotitd sau nu de
fenomene de tip general (febrd, scadere pon-
derald, prurit etc.).

Noi prezentdam un bolnav cu Epidermo-
displazie veruciformd Lewandowsky-Lutz si
limfom Hodgkin cu celularitate mixta, care a
dezvoltat pe piramida nazald un carcinom
metatipic.

Caz clinic

Pacient in varstd de 62 ani, pensionar, s-a
prezentat pentru o formatiune tumorala ulcerata
localizatd pe piramida nazala. AHC au fost
nesemnificative. Din antecedentele personale
patologice retinem: limfom Hodgkin cu celu-
laritate mixtd din 1989 (pentru care a efectuat
chimioterapie - ciclofosfamida, vincristing,
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Epidermodysplasia verruciformis (EV) is a
rare disease, is most commonly inherited in an
autosomal recessive manner, which predisposes
to skin infections with HPV, some of types are
involved in the etiopathogenesis of skin
carcinomas. It has been descripted some types
autosomal dominant.

Metatypical carcinoma represents approx-
imately 5% from skin carcinomas. It’s located on
sun-exposed areas and doesn’t have typical
features, the diagnosis is strictly histological.

Hodgkin lymphoma (HL) is a malignant
proliferation  limfocito-histiocytic ~ system,
accompanied by granulomatous inflammation
characterized by presence of Reed-Sternberg
cells.

Clinical manifests with enlargement of one or
more lymph nodes, with or without systemic
symptoms( fever, weight loss, pruritus etc)

We present a patient with Lewandowsky-
Lutz verruciformis epidermodisplasya and
Hodgkin lymphoma mixed cellularity, which
developed metatypical carcinoma on nasal
pyramid.

Clinical case

A 62 year-old man, retired, presented for a
tumor ulcerated located on nasal pyramid. His
family history was irrelevant. His personal
history: Hodgkin lymphoma mixed cellularity
since 1989 (chemotherapy with - cyclophos-
phamide vincristine prednisone - and radio-




prednison- si radioterapie), fibrilatie atriala
permanentd, hipertensiune arteriald si adenom
de prostata.

Anamnestic, formatiunea de la nivelul
piramidei nazale a apdrut in urma cu un an, iar
leziunile verucoase de 25 de ani.

Examenul clinic general: pacient supra-
ponderal (IMC 26,31), cifozd toracica, dureri
usoare la mobilizarea articulatiilor mari
periferice, arie precordiald de aspect normal,
zgomote cardiace aritmice, tranzit intestinal
incetinit (1 scaun la 2-3 zile), poliurie, nicturie.

La examenul dermatologic s-a decelat o
formatiune tumorald ulceratd, acoperita de o
crustd hematicd, cu marginile infiltrate, cu
diametrul de 1,5 cm, localizata la baza piramidei
nazale (fig. 1, 2) si multiple papule si tumori
rotund ovalare de culoarea tegumentului, cu
suprafata keratozicd, cu dimensiuni cuprinse
intre 4 si 16mm, localizate pe dosul mainilor (fig.
3) si dosul picioarelor (fig. 4), care au apdrut in
urma cu 25 de ani.

Am efectuat excizia in toto a formatiunii
tumorale de la nivelul piramidei nazale ( fig. 5) si
am recoltat o formatiune de la nivelul mainii
drepte pentru examen histopatologic. Rezultatul
a relevat carcinom metatipic (carcinom scuamos
bine diferentiat si carcinom bazocelular solid)
pentru tumora de la nivelul piramidei nazale (fig.
6, 7, 8) si aspect tipic de verucd (fig. 9) pentru
leziunea de la nivelul mainii drepte: acantoza
papilard, hiperkeratozd marcatd, cu prezenta

Fig. 1. Carcinom metatipic piramida nazald.
Epidermodisplazie veruciformi.
Metatypical carcinoma nasal pyramid. Lewandowsky-Lutz
verruciformis epidermodisplasya
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therapy), Permanent atrial fibrillation, HTN,
Benign prostatic hyperplasia.

History the tumor from nasal pyramid
appeared one year ago and the warts 25 years
ago.

Clinical examination: overweight patient
(BMI 26,31), cervical kyphosis, slight pain in
peripheral large joints on mobilization, normal
aspect chest area, arrhythmic heart sounds,
slowed intestinal transit (1 stool every 2-3 days),
polyuria, nocturia.

Dermatologic examination revealed: tumor
ulceration, cover by hemorrhagic crust, infil-
trated with 1.5 cm diameter, located on nasal
pyramid (fig 1,2) and many papules and tumors
round, skin-colored, hiperkeratotic surface,
dimensions between 4-15 mm located on the
dorsa of the hands (fig. 3) and feet (fig. 4)
appeared 25 years ago.

We performed surgical excision of tumor
from nose (fig. 5) and biopsy from a lesion of
right hand. The result was: metatypical
carcinoma (squamous cell carcinoma, well
differentiated and solid basal cell carcinoma) for
nasal lesion (fig. 6, 7, 8) and typical lesion of
verruca for lesion on right hand (fig. 9): papillary
achantosis, hyperkeratosis, marked with the

Fig. 2. Carcinom metatipic piramida nazald. Papiloame
Metatypical carcinoma nasal pyramid. Papillomas
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Fig. 3. Epidermodisplazie veruciformd- leziuni la nivelul
mdinilor
Verruciformis epidermodisplasya- lessions on hands

Fig. 5. Aspectul dupd excizia carcinomului metatipic
Appearance after excision of metatypical carcinoma

paracheratozei in grade variabile, astfel ca se pot
observa numerosi nuclei in stratul cornos . Se
observa o vacuolizare distinctd a celulelor din
portiunea superioara a stratului spinos si sunt
prezente numeroase mitoze.

Pe baza examenului clinic si examenului
histopatologic am stabilit urmatoarele diagnos-
tice: Carcinom metatipic piramida nazala;
Epidermodisplazia veruciformd Lewandowsky-
Lutz; Limfom Hodgkin cu celularitate
mixta.

54

Fig. 4. Epidermodisplazie veruciformd- leziuni la nivelul
piciorului
Verruciformis epidermodisplasya- lesions on foot

Fig. 6. HE X 4- Carcinom metatipic: arii de carcinom
scuamos bine diferentiat si arii de carcinom bazocelular
solid
Metatypical carcinoma: areas of squamous cell carcinoma
well diferentiated and solid basal cell carcinoma

presence varying degrees of parakeratosis, so that
you can detect numerous nuclei in the stratum
corneum. There is a distinct vacuolization of cells
in the upper portion of the layer and numerous
mitoses are present.

Based on history, clinical examination and
laboratory investigations we established these
diagnosis of certitude: Metatypical cell carcinoma
on nasal pyramid, Lewandowsky-Lutz verru-
ciformis epidermodisplasya, Hodgkin lym-
phoma mixed cellulary.
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Fig. 7. HE X 20- Componenta scuamoasd a carcinomului
metatipic. Se observd prezenta unei perle de keratind in
centrul insulelor tumorale
Squamous component of metatypical carcinoma. Notice the
presence of keratin pearls in the center of tumor islands

Fig. 8. HE X 20- Componenta bazocelulard (detaliu CBC
solid) a carcinomului metatipic
Solid basal cell component of metatypical carcinoma

Fig. 9. HE- Aspectul unei veruci vulgare
Histopathological aspect of verruca vulgaris

Discutii

Carcinomul metatipic este o formd rard de
carcinom, care are trasituri atat de carcinom
bazocelular, cat si de carcinom scuamos. Prezinta
asemanari clinice cu cele doud forme din care este
compus. Aspectele carcinomului bazo-scuamous
si prezenta zonelor intermediare de diferentiere
ale acestei tumori au fost subliniate de catre unii
autori [1,2] . Acestia au sugerat cd un carcinom
bazocelular metastatic si carcinomul metatipic
pot fi aceeasi tumord. Aceastd tumord ar trebui sa

Discussions

Metatypical carcinoma is a rare form of
carcinomas, which shares the features of both the
basal and squamous cell carcinoma. The aspects
of basosquamous and the presence of inter-
mediate differentiated areas of this tumors were
cited by some authors [1,2]. They suggested that
metastatic basal cell carcinoma and metatypical
carcinoma may be the same tumor. This tumor
should be considered as another skin cancer, with
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fie consideratd ca un alt tip de cancer de piele cu
caracteristicile sale speciale, cum ar fi
comportamentul clinic si particularititile
histologice. Histopatologic, include aspecte de
carcinom bazocelular ce coexista cu arii de
carcinom scuamos, acestea putdnd avea o
tranzitie netd intre ele sau putdnd fi intricate.

Ariile de carcinom scuamos se caracterizeazd
prin prezenta unor insule sau cordoane de celule
tumorale asemdndtoare celor din stratul
malpighian, in care celulele carcinomatoase au
formd poligonala, citoplasma abundentd,
eozinofila, iar nucleii au talie si colorabilitate
variabile. In formele diferentiate, celulele
tumorale evolueazd cdtre maturare si
cheratinizare, dispunandu-se sub forma unor
structuri lamelare concentrice, rotund-ovalare,
numite perle cheratozice.

Avriile de carcinom bazocelular prezinta tipic
celule carcinomatoase cu aspect similar celor din
stratul bazal al epidermului, fiind celule de talie
micd, cu citoplasma redusd cantitativ, bazofila si
cu nuclei hipercromi. Celulele sunt dispuse in
insule sau plaje, avand o distributie caracteristica
la periferia acestora, anume palisadicd,
perpendiculard pe stroma tumorala.

Deoarece este o tipologie intermediard intre
carcinom bazocelular si carcinom cu celule
scuamoase, carcinomul metatipic simuleazd din
punct de vedere clinic un bazocelular, dar in
comparatie cu acesta este mai agresiv si
predispus la metastaze [3]. Dupa Bowman si
colab.,[ citat de 4] carcinomul metatipic este
agresiv si metastatic, cu rate de metastaze
raportate pand la 7,4%. Conform studiului [4]
efectuat de Mauro Tarallo si colab. , dupd o
excizie chirurgicald cu margini de 3-5 mm, rata
recidivei a fost de 10%. In ceea ce priveste
tratamentul carcinomului metatipic nu s-a ajuns
la un consens. Totusi carcinomul metatipic
necesitd un management diferit de carcinomul
bazocelular. In special cand formatiunea
tumorald are un istoric de crestere rapidda ar
trebui efectuatd o excizie mai largd, asemandtoare
interventiei pentru carcinomul scuamos.

Epidermodisplazia veruciformd Lewan-
dowsky-Lutz este o afectiune rard, cu
transmitere de obicei autozomal recesivd, care
predispune pacientii la infectii cu HPV si
dezvoltarea de carcinoame cu celule scuamoase

its own particular characteristics, such as behav-
iour and histological features. Histopathological,
includes aspects of basal cell carcinoma areas,
which coexist with squamos cell carcinoma ones
and they can have a clear transition between
them, or may be intricate.

The areas of squamous cells carcinoma is
characterized by the presence of islands or cords
of tumor cell similar to those of the malpighian
layer, with polygonal cells, abundant cytoplasm
and eosinophilic nuclei which have a patchy
stain. In differentiated forms, tumor cells develop
into maturation and keratinization, being set in
keratotic pearls.

The areas of basal cell carcinoma present typical
tumor cells with similar appearance to those of
the basal layer of the epidermis: small cells with
low quantity basophilic cytoplasm and
hiperchromatic nuclei. The cells are arranged in
typical islands, having a characteristic palisade
arrangement ay the periphery, perpendicular on
the tumor stroma.

Because it is an intermediate typology
between basal cell carcinoma and squamous cell
metatypical carcinoma be clinically simulates a
basal cell, but in comparison it is more aggressive
and prone to metastasis [3]. After Bowman et al.,
[Cited 4] metatypical carcinoma is aggressive and
metastatic with reported metastatic rates to 7,4%.
According to the study [4] conducted by Mauro
Tarallo et al. after a surgical excision with
margins of 3-5 mm, relapse rate was 10%. In the
treatment of metatypical carcinoma not reached a
consensus. However metatypical carcinoma
requires a different management than basal cell
carcinoma. Especially when the tumor has a
history of rapid growth should be made a wider
excision, similar intervention for squamous cell
carcinoma.

Lewandowsky-Lutz  verruciformis epi-
dermodisplasya is a rare disease, most commonly
inherited in an autosomal recessive manner,
disorder that predisposes patients to widespread
human papillomavirus (HPV) infection and
cutaneous squamous cell carcinomas [5, 6].
Although epidermodysplasia verruciformis is
most commonly inherited in an autosomal
recessive manner, an autosomal dominant
inheritance have been described. Patients with
EV are usually infected with multiple types of
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[5, 6].Desi EV este cel mai frecvent mostenita
autozomal recesiv, au fost descrise si forme
transmise autozomal dominant. Pacientii cu EV
sunt de obicei infectati cu multiple tipuri de HPV.
Sunt implicate mai mult de 30 tipuri HPV.
Tipurile 4, 5a, 5b, 8, 9, 12, 14, 15, 17, 19-25, 36-
38, 47 si 50, au fost identificate in leziunile de
EV. Tipurile HPV-5 si HPV-8 au fost izolate in mai
mult de 90% din leziunile de EV asociate
carcinoamelor scuamoase.
Etiopatogenia EV este legatd de un defect al
imunitatii celulare, cu producerea unor mutatii
la nivelul genelor EVER1 si EVER2 (bandal7q25),
rezultand proteine modificate ale membranei
reticulului endoplasmatic. Desi rolul genelor
EVER1 si EVER2 in EV ramane neclar, o
ipotezd se referd la faptul ca ele sunt implicate in
controlul infectiei keratinocitelor cu HPV, sau
joacd un rol in raspunsul imun la infectia in sine.
Acest deficit imunitar, genetic sau castigat, se
caracterizeazd prin inhibitia activitdtii Natural
Killer si a activitatii citotoxice a celulelor T [7].
Majoritatea cazurilor de EV apar in asociere cu
imunosupresia, cum ar fi infectia cu HIV,
transplantul de organe sau limfopenia idiopatica.
Au fost identificate defecte in functia pro-
teinelor Fas (CD95, receptorul pentru apoptoza),
impreund cu variatii genetice ale perforinelor,
sugerand cd aceastd combinatie a dus la
sensibilitate crescutad la infectia cu HPV. Rolul
HPV in dezvoltarea cancerului este sustinut
de identificarea ADN-ului viral in cadrul
tumorilor maligne intalnite la bolnavii cu EV.
Cofactorii cancerigeni, precum ultravioletele si
radiatiile X, sunt foarte probabil implicati in
progresia verucilor si dezvoltarea de carcinoame.
Anumite studii au aratat ca interactiunile au loc
intre HPV oncogenice si proteine antioncogene,
cum ar fi p53 si pRb, perturband repararea ADN-
ului, apoptoza etc. La pacientii cu EV s-au
descoperit [8] si niveluri scazute de IL 10.
Manifestdri clinice ale EV sunt reprezentate de
papule keratozice similare verucilor si macule
eritematoase sau hiper/hipopigmentate, uneori
usor atrofice, localizate pe genunchi, coate si
trunchi. Leziunile asemdndtoare verucilor
vulgare apar de obicei in copildrie localizate pe
dosul mainilor, fatd si gat. Leziunile pot
progresa si forma pldci verucoase, noduli, sau se
pot transforma 1In carcinoame spino-celu-
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HPV. Types 4, 5a, 5b, 8, 9, 12, 14, 15, 17, 19-25, 36-
38,47, and 50, have been identified in EV lesions.
HPV-5 and HPV-8 have been isolated in more
than 90% of EV associated squamous cell
carcinomas.

Etiopathogenesis is linked to defective cell-
mediated immunity, with elucidation of
mutations in EVER1 and EVER2 genes (band
17925) and their gene products are integral
membrane proteins localized to the endoplasmic
reticulum. Although the role of EVER1 and
EVER2 genes in the pathogenesis of EV remains
unclear, one hypothesis is that they are involved
in the control of HPV infection within
keratinocytes, or they play a role in the immune
response to the infection itself. This genetic or
won immune deficiency is characterized by
inhibition of Natural Killer activity and the
cytotoxicity of T cell [7]. Most of EV appear in
association with immunosuppression as HIV
infection, organ transplant, idiopathic
lymphopenia.

Defective Fas protein function (CD95,
apoptosis receptor) was identified along with
perforin gene variations, suggesting that this
combination resulted in increased susceptibility
to HPV infection owing to defective viral
clearance. The role of HPV in development of
cancers is supported by the identification of viral
DNA in tumors of EV patients. Carcinogenic
cofactors, such as ultraviolet and x-ray
irradiation, are probably involved in the
progression from benign warts (verrucae) to
cancer. Studies have shown that interactions
occur  between oncogenic HPVs and
antioncogene proteins, such as p53 and pRb,
DNA repair, and the execution of programmed
cell death (apoptosis). In patients with EV were
found [8] and low levels of IL 10.

Clinical findings of EV are represented by
papules keratotic warts like, macules ery-
thematous or hyper / hypopigmented slightly
atrophic sometimes located on the knees, elbows
and trunk. Injuries like warts usually appear in
childhood located on the dorsa of the hands, face
and neck. Lesions may progress and form warty
plaques, nodules, or can become invasive
squamous cell carcinoma. Sometimes lesions are
similar to seborrheic keratoses that can confuse.
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lare invazive. Uneori leziunile sunt asemandtoare
keratozelor seboreice cu care se pot confunda.

Tumorile maligne ale pielii, In special
carcinomul scuamos (in situ sau invaziv), se pot
dezvolta frecvent la acesti pacienti (30-70%).
Adesea, localizarea cancerelor este pe zonele
expuse la soare, incepand cu varsta de 30 ani. De
asemenea se pot dezvolta carcinoame bazo-
celulare si boala Bowen.

Pentru prevenirea dezvoltdrii de cancere
cutanate, bolnavii cu EV trebuie si evite
expunerea la UV-B, UV-A si la radiatii X.

Tratamentul leziunilor cutanate din EV se
face cu imiquimod, 5-fluorouracil topic sau prin
terapie fotodinamicd [9]. Crioterapia si electro-
cauterizarea acestora sunt alte modalitati
terapeutice. Pe cale sistemicd se pot folosi
retinoizi sau interferon. La cazurile complicate cu
precancere si cancere cutanate, tratamentul de
electie ramane excizia chirurgicala.

Revenind la cazul nostru, evolutia dupa
excizia tumorii a fost favorabild. Pentru celelalte
leziuni cutanate am practicat crioterapie, reusind
o ameliorare discretd. Pentru surprinderea unor
eventuale noi precancere si cancere cutanate,
bolnavul va fi supravegheat in continuare
dermatologic, in timp ce limfomul Hodgkin va fi
monitorizat de catre hematolog.

Concluzie

Bolnavii cu EV si LH trebuie examinati
periodic de dermatolog, avand in vedere riscul
dezvoltdrii de cancere cutanate.

Intrat in redactie: 16.12.2011
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risk of developing skin cancers.
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