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Rezumat

Papuloza bowenoidd este o afectiune caracterizatd
prin leziuni genitale displazice si multicentrice sub formda
de papule izolate sau confluate in placarde. Histologic
imaginea este de carcinom epidermoid in situ, papuloza
bowenoidd  putdnd fi consideratdi o mneoplazie
intraepiteliald. [n etiologia bolii sunt incriminate papiloma
virusurile umane cu ,risc crescut” (HPV 16, 18, 31, 33,
39) dar evolutia spontand a bolii este spre regresie.
Tratamentul papulozei bowenoide constd in distrugerea
medicald sau chirurgicald a leziunilor.In pozele anexate
texului prezentdm un caz clinic de papulozd bowenoidd
tipicd la un bdrbat, un caz clinic similar la o femeie cu
aspectul  rar de papulozd  bowenoidd  difuzd,
eritroleucoplazicid si pigmentatd si imaginea histologicd
corespunzdtoare ultimului caz clinic ( colectia prof.
Dr.A.Oanti ).

Cuvinte cheie: papuloza bowenoidd, papiloma
virusuri, neoplazie intraepiteliald.

Summary

Bowenoid papulosis is a disease characterized by
dysplastic multicentric genital papules, isolated or
coalesced into plaques. The histological appearance is that
of epidermoid carcinoma in situ, therefore Bowenoid
papulosis may be considered an intraepithelial neoplasia.
Although high-risk human papillomaviruses (HPV 16, 18,
31, 33, 39) are responsible for its etiology, most lesions are
benign and regress spontaneously. The treatment of
Bowenoid papulosis consists in the medical or surgical
removal of the lesions. The images accompanying the text
show typical Bowenoid papulosis in a male patient and a
rare case of diffuse, erythroleukoplastic, pigmented
Bowenoid papulosis in a female patient plus the
corresponding histological image (courtesy of Professor A.
Oantd, MD, PhD).
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Denumirea de papulozd bowenoida (PB) a
fost introdusa de Wade si Ackerman in 1978
pentru descrierea de leziuni clinice si evolutive
asemandtoare condiloamelor acuminate dar
avand aspect histologic de neoplazie intra-
epitelialda boweniana (NIE), identic cu al bolii
Bowen [1]. Initial afectiunea a fost cunoscuta si
sub alte denumiri precum boala Bowen (BB)
multicentricd [2], papule pigmentate ale
penisului [3], acantoza cu displazie, displazie
boweniand, atipie vulvara reversibild [4],
carcinom in situ vulvar. Denumirea de PB a fost
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The name Bowenoid papulosis (BP) was first
introduced by Wade and Ackerman in 1978 to
describe clinical lesions similar to acuminate
condyloma but with the histological appearance
of intraepithelial neoplasia (IEN), identical to that
of Bowen’s disease [1]. The disease was initially
known under various names such as multicentric
Bowen’s disease (BD) [2], pigmented penis
papules [3] acanthosis with dysplasia, Bowenoid
dysplasia, reversible vulvar atypia [4] or vulvar
carcinoma in situ. BP was considered to be the
appropriate term as it describes the papule type,
the multicentric character and location of the
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consideratd acceptabild descriind tipul papulos,
caracterul multicentric si localizarea leziunilor
precum si atipiile histologice ale acestora. La fel
ca in BB, PB este datd de un HPV oncogen.

Epidemiologie

Nu exista studii epidemiologice privind PB,
dar leziunile apar mai frecvent la subiectii
imunodeprimati indeosebi la pacientii HIV
pozitiv.

Aspect clinic

Papuloza bowenoidad afecteazd indeosebi
pacienti tineri, pruritul fiind simptomul revelator
intr-o treime din cazuri. Leziunea elementara este
o maculd sau o papuld pland sau mamelonats,
uneori verucoasd, de culoare brund (fig. 1).
Leziunile sunt in general multiple, dispuse
simetric, izolate dar uneori confluate in placarde
cu pdstrarea individualitatii, localizate la nivelul
organelor genitale externe. La femei si la pacientii
HIV pozitiv leziunile se pot extinde pe regiunea
perineald, perianald sau chiar in canalul anal.

In afara acestui aspect clasic, PB poate lua
aspecte polimorfe de papule plane rosii sau
violacee localizate pe versantul mucos al
organelor genitale externe, de papule translucide
pe gland, de papule veruciforme fdra caracter
acuminat sau de papule hemisferice asema-
natoare leziunilor de moluscum contagiosum. La
femei poate exista o forma difuza, ,in panzd”,
eritroleucoplazica si pigmentata afectand vulva
in totalitate (fig. 2), cu extindere pe perineu si
prinderea uneori si a pliurilor interfesiere,
inghinale si coapse. Aceste leziuni extinse nu
prezinta tendintd de remitere si exceptional pot
deveni invazive.

Histologic

Aspectul histologic al PB, la fel ca si al BB,
este de NIE bowenoida sau nediferentiata (PIN 3
in literatura anglo-saxonad). NIE se caracterizeaza
histologic prin hiperplazie epitelialda mai mult
sau mai putin marcatd, un strat cornos adesea
parakeratozic, o maturare anormala a keratino-
citelor care pastreazad un aspect bazofil evident pe
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lesions as well as their atypical histological
appearance. BP, similar with BD, is caused by an
oncogenic HPV.

Epidemiology

There are no epidemiological studies on BP;
however, the lesions occur more frequently in
immunocompromised subjects, especially HIV-
positive patients.

Clinical aspect

Bowenoid papulosis mainly affects young
individuals, itching being the telling symptom in
one third of the cases. The primary lesion is either
a macula or a plain or mamillated papule,
sometimes verrucous and brown-colored (Fig. 1).
The lesions are usually multiple, symmetrical,
isolated or coalesced into individual plaques
located on the external genitalia. In female and
HIV-positive patients, the lesions may spread to
the perineal and perianal region or even the anal
canal.

Besides this classical appearance, BP may
present as polymorphic red or purple flat papules
located on the mucous membranes of the external
genitalia, translucent papules on the glans penis,
non-acuminate verrucous papules or hemi-
spherical papules resembling moluscum
contagiosum. In women, a diffuse, “cobweb”,
erythroleukoplastic and pigmented form may
completely affect the vulva (Fig. 2) and spread to
the perineum, possibly even to the buttock or
groin skin folds and thighs. Such extended
lesions are not prone to remission and may
exceptionally become invasive.

Histology

The histological appearance of BP, similar
with that of BD, is of Bowenoid or non-
differentiated intraepithelial neoplasia (IEN)
(PIN 3 in Anglo-Saxon literature). Histologically,
IEN is characterized by more or less marked
epithelial hyperplasia, a corneous layer usually
displaying parakeratosis and an abnormal
maturation of keratinocytes that maintain a
noticeable basophilic appearance on the entire
height of the epithelium (Fig. 3). The following
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Figura 1. Papule pigmentate la nivelul regiunii pubiene si tecii penisului.

Figqure 1. Pigmented papules in the pubic area and penis sheath.

Figura 2. Papuloza boweniand forma difuzd (,,in pdnzd”) a
mucoasei vulvare.

Figqure 2. Bowenoid papulosis diffuse form (in cloth) vulvar
mucosa.

toatd indltimea epiteliului (fig. 3). La aceste
imagini se asociaza dezorganizarea arhitecturald,
atipii citonucleare severe, cu prezenta uneori de
mitoze si celule diskeratozice prezente pe toata
suprafata epiteliului precum si koilocite.
Displaziile severe din PB si BB sunt prezente
pe toatd inaltimea epidermului, deosebindu-se de
displaziile bazale din lichenul scleros (atipii
citonucleare limitate la straturile bazal si

Figura 3. Aspect histopatologic al papulozei boweniene.
Figure 3. Histopathological aspects of papulozei boweniene.

can also be observed: architectural dis-
organization, severe cytonuclear atypia, possible
mitosis and dyskeratosis on the entire surface of
the epithelium as well as koilocytes.

Severe dysplasia in BP and BD occurs on the
entire height of the epidermis thus differentiating
itself from the basal dysplasia in lichen sclerosus
(cytonuclear atypia limited to the basal and
suprabasal layers). In 60-90% of cases it is also
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suprabazale) si fiind asociate In 60-90% din cazuri
unei infectii cu HPV cu ,risc crescut” (HPV 16,
18, 31, 33, 39) [5, 6]. in PB, HPV 6 si 11 care sunt
asociate condiloamelor acuminate nu sunt gasite
decét exceptional. HPV oncogene sunt regasite si
in boala Bowen si in cateva cancere vulvare si ale
penisului precum si In neoplaziile intraepiteliale
si invazive cervicale [6, 7] sugerand ca modifi-
cdrile histologice ale acestor afectiuni corespund
unei etiologii comune (tabelul I).

associated with high-risk HPV infections (HPV
16, 18, 31, 33, 39) [5, 6]. HPV 6 and 11, which are
associated with acuminate condyloma, are only
exceptionally found in BP. Oncogenic HPVs can
be involved in Bowen’s disease, a few vulvar and
penile cancers as well as intraepithelial and
invasive cervical neoplasia [6,7], thus suggesting
the common etiology of the histological changes
present in these diseases (Table I).

Tabelul I — Asocierea tipului HPV si leziunile cutaneo-mucoase

Afectiune

Genotip HPV

Condilomatoza giganta Buschke-Lowenstein

6,11

Papuloza boweniana

18, 31, 32, 33, 34, 35, 39, 42, 45, 48, 51, 52, 53, 54 (rar 6 si 11)

Boala Bowen

2,3,5,16,18,20, 31, 33, 34, 54, 56, 58, 61, 62, 73

Neoplazie intraepiteliald vulvara (NIV)

16 (ocazional 6 si 11)

Neoplazie intraepiteliald a penisului (NIP)

16, 18

Neoplazie cervicald intraepiteliala (NCI)

16, 18, 31, 33, 35, 39, 42, 43, 44, 45, 51, 52, 56

Table I - HPV type association and mucocutaneous lesions

Afections

HPYV Genotip

Buschke-Lowenstein giant Condilomatoza

6,11

Bowenoid papulosis

18, 31, 32, 33, 34, 35, 39, 42, 45, 48, 51, 52, 53, 54 (rar 6 si 11)

Bowen disease

2,3,5,16,18, 20,31, 33, 34, 54, 56, 58, 61, 62, 73

Vulvar intraepithelial neoplasia (VIN)

16 (occasionally 6 and 11)

Penile intraepithelial neoplasia (PIN)

16, 18

Cervical intraepithelial neoplasia (CIN)

16, 18, 31, 33, 35, 39, 42, 43, 44, 45, 51, 52, 56

Diagnosticul diferential

Aspectul clinic este adesea apropiat de cel al
condiloamelor acuminate, cele doud afectiuni
putdnd sa se confunde mai ales in cazul
condiloamelor plane si leziunilor maculoase de
PB. Severitatea atipiilor citologice si arhitecturale
permit diagnosticul diferential al PB de
condiloamele acuminate iritate prin tratamentul
prealabil aplicat. Uneori cele doud afectiuni pot
coexista. Papiloamele pigmentate intalnite la
femei se pot asemana cu PB. Talia si absenta
caracterului simetric pot orienta pe clinician dar
uneori numai biopsia poate stabili diagnosticul.
Psoriazisul, lichenul plan, veruca seboreica si
nevul nevocelular pot fi luate de asemenea in
discutia diagnosticului diferential.
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Differential diagnosis

The clinical aspect resembles that of
acuminate condyloma, the two diseases being
sometimes mistaken for one another especially in
the case of flat condyloma and macular BP
lesions. The severity of cytological and
architectural atypia makes the differential
diagnosis of BP with acuminate condyloma
irritated by previous treatment. The two diseases
sometimes coexist. Pigmented papilloma
occurring in female patients may resemble BP.
Size and asymmetry could guide the clinician;
however, the biopsy remains crucial for the
diagnosis. Psoriasis, lichen planus, seborrheic
verruca and nevocellular nevus may also be
considered for a differential diagnosis.




Evolutie si prognostic

In ciuda imaginii histologice nelinistitoare
evolutia leziunilor de PB nu prezinta nici la
femeie, nici la barbat, potential invaziv putand
regresa spontan sau dupa excizia catorva leziuni.
Durata medie de persistentd a papulelor este de
2,6 ani [8]. Totusi in literaturd au fost publicate
cateva cazuri de transformare a PB in carcinom
invaziv [9], aceastd evolutie fiind mai frecventa la
pacientii HIV pozitiv [10]. Astfel este confirmata
utilitatea termenului histologic de neoplazie
intraepiteliald pentru aceastd afectiune in sensul
de a aminti clinicianului acest risc imprevizibil.
Antecedentele de condiloame reprezinta un
factor cert de aparitie a unui carcinom
epidermoid [11], leziunile invazive neaparand pe
condiloamele benigne ci avadnd ca punct de
plecare o coinfectie cu un HPV oncogen care
poate fi latenta.

Conduita

Diagnosticul clinic de PB, stabilit pe baza
varstei tinere a pacientului si caracterului
multiplu si multifocal al leziunilor, impune
indiferent de forma clinicd efectuarea biopsiei
pentru efectuarea examenului histopatologic care
evidentiazd aspectul de NIE. Uneori este necesara
efectuarea mai multor biopsii daca leziunile sunt
polimorfe, in special pe zonele mai verucoase,
indurate si ulcerate, pentru excluderea unei
evolutii invazive.

Cdutarea HPV si tipajul acestora nu sunt
necesare pentru stabilirea diagnosticului.
Examenul colposcopic al organelor genitale
externe de asemenea nu este necesar neexistand o
corelatie intre aspectul colposcopic si imaginea
histologica [12], fiind suficientd doar examinarea
cu acid acetic 3-5%. Examinarea partenerei este
necesard impunand efectuarea examenului
ginecologic, frotiului cervico-vaginal, colpo-
scopiei si anuscopiei in caz de raporturi sexuale
genito-anale. Tratamentul partenerei nu modifica
rata de recidiva si astfel nu modifica nici evolutia
infectiei cu HPV la pacient [13]. Prezervativul nu
ofera decat o protectie incompletd in cazul
infectiilor genitale cu HPV [14, 15].

La fel ca si in cazul altor boli cu transmitere
sexuald este necesara efectuarea serologiei pentru
HIV, hepatita C, TPHA-VDRL.
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Evolution and prognosis

Despite a worrying histological image, BP is
not potentially invasive and may spontaneously
regress in both male and female patients after the
removal of a few lesions. The average duration of
the papules is of 2.6 years [8]. However, a few
cases of BP transformed into invasive carcinoma
were mentioned in the literature [9], especially in
HIV positive patients [10]. The histological term
of intraepithelial neoplasia thus proves its
usefulness as it reminds the clinician of this
unpredictable risk. A history of condyloma
represents a certain risk factor for epidermoid
carcinoma [11] since invasive lesions do not occur
in benign condyloma but are caused by a
coinfection with a possibly latent oncogenic HPV.

Management

The clinical diagnosis of BP, which is based
on the young age of the patient and the multiple,
multifocal lesions detected, requires a biopsy for
the histological determination of IEN, regardless
of the clinical form. Several biopsies might be
needed if the lesions are polymorphic, especially
in verrucous, hardened or ulcerated areas in
order to exclude an invasive evolution.

The detection of HPV types is not required
for making a diagnosis. A colposcopic
examination of the external genitalia is also not
needed since there is no correlation between
colposcopic findings and histological image [12];
therefore, 3-5% acetic acid examination is
sufficient. However, the examination of a male
patient’s partner is required and includes
gynecological ~examination, cervicovaginal
smears, colposcopy and anuscopy in case of
genital and anal intercourse. The treatment of the
partner does not influence the recurrence rate or
the evolution of the HPV infection in the patient
[13]. Condoms only offer incomplete protection
in cases of genital infections with HPV [14,15].

As in the case of other sexually-transmitted
diseases, serologic tests for HIV, hepatitis C and
TPHA-VDRL are required.

179




DermatoVenerol. (Buc.), 56: 175-181

Tratament

In primul rand se utilizeazid o terapie
neagresivd leziunile putdnd fi doar urmadrite
pand la disparitia spontand. Tratamentele locale
utilizate in condiloamele acuminate precum
crioterapia, podofilotoxina sunt putin eficiente
[16]. Topicul cu 5-fluorouracil reduce doar talia
leziunilor, regresia fiind partiald si tranzitorie,
doar 10% din femeile tratate cu aceasta metoda
fiind complet vindecate. Distrugerea leziunilor
poate fi efectuatd prin electrocauterizare sau
laserterapie (laser CO,, argon sau Nd:YAG) [17].
Dacd leziunile sunt putin numeroase si relativ
bine grupate, distrugerea se poate face sub
anestezie locald, in schimb in cazul leziunilor
difuze este necesara anestezia generala.

Recidivele sunt frecvente mai ales cand
leziunile sunt numeroase, extinse in suprafats,
multifocale si in cazul pacientilor imuno-
deprimati. Rezultate bune s-au obtinut in PB cu
leziuni limitate prin aplicatii locale de crema
imiquimod 5% [18, 19]. De asemenea imiqui-
modul poate fi utilizat si in alte doud situatii:
tratament adjuvant pentru prevenirea recidivelor
dupa distrugerea leziunilor prin electro-
cauterizare sau laser, sau in cazurile cu leziuni
numeroase initial pentru reducerea numarului de
leziuni Inaintea distrugerii acestora iar apoi
pentru preintdmpinarea recidivelor.

Pacientii cu PB trebuie supravegheati si
datorita recidivelor cauzate de imposibilitatea
elimindrii terapeutice a HPV care poate persista
cu atat mai mult cu cét este vorba de un HPV
oncogen [20]. De asemenea este necesara
urmdrirea partenerei, HPV putand persista la
acesta sub forma latentd la nivelul mucoasei
genito-anale [21]. Pacientii imunodeprimati
trebuie examinati de mai multe ori pe an existand
riscul frecvent al recidivelor, dar si posibilitatea
evolutiei invazive a leziunilor verucoase,
infiltrate sau ulcerate [22].
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Treatment

Non-aggressive treatment is applied as
lesions can only be monitored until their
complete disappearance. Local treatments for
acuminate condyloma such as cryotherapy or
podophyllotoxin have shown reduced effective-
ness [16]. Topically applied 5-fluorouracil
reduces only the size of the lesions, which regress
partially or temporarily. Only 10% of women
treated with this method are completely cured.
Lesions may be destroyed by electrocauterization
or laser therapy (CO,, argon or Nd:YAG laser)
[17]. If the lesions are less numerous and
relatively well grouped, the destruction takes
places under local anesthesia, while general
anesthesia is required in diffuse lesions.

Recurrences are frequent especially when
lesions are numerous, spread and multifocal or in
immunocompromised patients. Local applica-
tions of 5% imiquimod cream have shown good
results in BP with limited lesions [18,19].
Imiquimod may also be used in two other
situations: as adjuvant treatment for preventing
recurrences after lesion destruction by
electrocauterization or laser, or in cases with
numerous lesions for initially reducing their
number before destruction and then for
preventing recurrences.

Patients with BP must be followed-up for
recurrences since oncogenic HPV cannot be
therapeutically eliminated [20]. The patient’s
partner must also be followed-up as HPV may
persist latently on the genital and anal mucosa
[21]. Immunocompromised patients must be
examined several times a year due to their
increased risk of developing recurrences and the
possible invasive evolution of verrucous,
infiltrated or ulcerative lesions [22].
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