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Rezumat

Pemfigusul vegetant reprezintd o patologie cronicd
autoimund in cadrul afectiunilor cutanate buloase, fiind
una dintre cele mai rare variante clinice de pemfigus
vulgar. Datoritd potentialului fatal pe care il prezintd,
managementul terapeutic al pacientilor cu pemfigus
vegetant necesitd intotdeauna o abordare multidisciplinard,
in special prin prisma caracterului imprevizibil dat de
statusul imunitar hiperactiv. Aceastd prezentare de caz
vizeazd o pacientd ce s-a prezentat in clinica noastrd cu
plici vegetante intertriginoase, cu grupdri de pustule
periferice, cu ameliorare clinicd dupd administrarea unor
doze mici de prednison. Pacienta revine ulterior pentru
recurenta patologiei buloase, de aceastd datd leziunile fiind
compatibile clinic cu forma de pemfigqus vulgar clasic.
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Summary

Pemphigus vegetans represents a chronic autoimmune
pathology within the bullous skin disorders, being one of
the rarest clinical variants of pemphigus vulgaris. Due to
its potentially fatal nature, the therapeutic management of
patients with pemphigus vegetans always requires a
multidisciplinary approach, especially due to the
unpredictable nature given by the hyperactive immune
status. This case presentation concerns a patient presenting
to our clinic with intertriginous vegetative plaques with
peripheral pustular clusters, with clinical improvement
after administration of low-dose prednisone. The patient
subsequently returns for recurrence of the bullous
pathology, the lesions being clinically compatible with the
classic form of pemphigus vulgaris, on second presentation.
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Introducere

Pemfigusul vegetant este considerat a fi o
variantd rard de pemfigus vulgar, constituind
aproximativ 1-2% din totalitatea formelor de
pemfigus.[1] Se diferentiazd de alte forme prin
prezenta de pldci vegetante, verucoase, in special
in zonele intertriginoase, iar mucoasa orala este
de obicei afectata. Varsta debutului este de 40-60
ani, fiind mai frecvent intilnit la femei.[2] Acesta
poate fi impdrtit din punct de vedere clinic, in
2 subtipuri: Hallopeau si Neumann. Leziunile
cutanate din forma Hallopeau sunt reprezentate
de grupari de pustule care erodeaza si formeaza
placi hipertrofice. Este consideratd o forma de
severitate mai redusd, cu rdspuns prompt la
tratament si prognostic bun. Varianta Neumann,
are un debut similar cu al pemfigusului vulgar,
cu aparitia de bule friabile si eroziuni, zone pe
care ulterior se formeaza pldci vegetante,
exudative In evolutie.[1, 3] Prognosticul este mai
slab, inducerea remisiunii necesitd doze mai mari
de tratament corticosteroid, iar recidivele sunt
frecvente.[4]

Prezentare de caz

Pacientd in varstd de 57 de ani, fuméatoare, in
tratament cu itraconazol per os pentru onico-
micoza membrelor inferioare, fird alte antece-
dente patologice personale semnificative, se
prezintd la clinica noastrd pentru multiple pléci
intertriginoase, vegetante eritemato-violacee. Din
punct de vedere subiectiv, leziunile erau insotite
de senzatie dureroasa moderata, avand caracter
de arsurd. Anamnestic, pacienta raporteaza
debutul leziunilor cu o lund anterior prezentarii
la spital, sub formad de pustule ce ulterior
conflueazd si erodeazd. La domiciliu urmeaza
tratament local cu antiseptic si cicatrizant, fard
ameliorarea simptomatologiei.

La examenul clinic obiectiv s-au observat
pléci vegetante, verucoase, exudative, cu depo-
zite purulente si grupari de pustule milimetrice
in periferia leziunilor, diametru variabil de aprox.
5-20 cm, localizate sub faldul adipos abdominal,
inghinal, axilar bilateral si submamar. De ase-
menea, la nivel cefalic, suboccipital, retroauri-
cular, precum si la nivelul mucoasei jugale,
pacienta prezenta multiple eroziuni rotund
ovalare, bine delimitate, cu diametrul de aproxi-
mativ 1-2 cm.
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Introduction

Pemphigus vegetans is considered to be a
rare variant of pemphigus vulgaris, constituting
approximately 1-2% of all forms of pemphigus.
[1] It differs from other forms of pemphigus by
the presence of vegetative, warty plaques,
especially in the intertriginous areas, as well as
involvement of the oral mucosa. Age of onset is
usually 40-60 years, and it is more common in
women.[2] It can be clinically divided into 2
subtypes: Hallopeau and Neumann. Skin lesions
of the Hallopeau form are represented by clusters
of pustules that erode and form hypertrophic
plaques. It is considered a less severe form with
prompt response to treatment and good
prognosis. The Neumann variant, has an onset
similar to pemphigus vulgaris, with the
appearance of friable bullae and erosions, areas
on which subsequently form vegetative, exuda-
tive plaques in evolution.[1, 3] Prognosis is
poorer in the latter form, induction of remission
also requires higher doses of corticosteroid
treatment, and relapses are more common.[4]

Case presentation

A 57-year-old female patient, smoker, on
systemic treatment with itraconazole for ony-
chomycosis, with no other significant personal
pathological history, presents to our clinic for
multiple intertriginous, vegetative erythematous-
violaceous plaques. Subjectively, the lesions were
accompanied by moderate painful sensation with
a burning character. Anamnestically, the patient
reports the onset of lesions one month prior to
presentation to the hospital, in the form of
pustules that subsequently converge and erode.
At home she underwent local treatment with
antiseptic and hydrating creams, without
improvement of the symptoms.

The objective clinical examination showed
vegetative, verrucous, exudative plaques with
purulent deposits and clusters of millimetric
pustules in the periphery of the lesions, variable
diameter of the lesions approx. 5-20 c¢m, located
under the abdominal, inguinal, bilateral axillary
and submammary fold. Also, in the cephalic,
suboccipital, retroauricular and jugal mucosa, the
patient had multiple well-demarcated, round-
oval erosions of about 1-2 cm in diameter.




Figura 1. Placd vegetantd la nivelul faldului adipos
abdominal cu grupdri de pustule periferice, tratatd local cu
solutie pe bazd de fucsind.

Figure 1. Vegetating plaque localised under the
adipous abdominal pannus and peripherally arranged
pustular clusters. Lesions are treated with fuchsin-based
solution.

La momentul interndrii, paraclinic se evi-
dentiaza leucocitozd cu neutrofilie moderatd si
markeri inflamatori elevati, fara alte modificari
ale constantelor biologice. Pacienta refuza efec-
tuarea unei biopsii, diagnosticul de etapd de
pemfigus vegetant Hallopeau fiind stabilit pe
considerente clinice in aceste conditii. Se initiaza
tratament sistemic cu prednison 0.5 mg/kgc/zi si
antibioterapie sistemicd cu amoxicilind si acid
clavulanic, pand la normalizarea hemogramei.
Local leziunile au fost toaletate cu solutie pe baza
de fucsina si acid boric 3%, de 2 ori pe zi. In urma
evolutiei favorabile din punct de vedere clinic si
paraclinic, pacienta se externeaza, cu monito-
rizarea tratamentului sistemic in ambulator.
Examinarea clinici de control efectuatd la o
sdptdmand de la externare aratd remisia pustu-
lelor, precum si eroziuni in proces de reepiteli-
zare, cu zone de hiperpigmentare postinfla-
matorie incipientd, fara alte acuze din punct de
vedere subiectiv.

Pacienta revine dupa o lund de la externare in
clinica noastrd cu noi leziuni de tip bulos, cu
semn Nikolsky pozitiv, alaturi de eroziuni post-
buloase confluente. La nivelul toracelui, circum-
ferential, precum si palmo-plantar, se remarca
bule flasce rotund-ovalare pe fond eritematos, cu
perete subtire, friabil, de aproximativ 1-2 cm
diametru, cu continut clar. Eroziunile post-
buloase au prezentat caracter confluent, aviand
dimensiuni variabile, fiind sangerande spontan si
la atingere, cu suprafata acoperitd sporadic de
material purulent. De asemenea, au fost prezente
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Figura 2. Placard usor papilomatos cu
hiperpigmentare postinflamatorie, flanc stdng.
Figure 2. Hypertrophic plaque with postinflammatory
hyperpigmentation, left iliac region.

At the time of admission, the patient was
found with moderate neutrophilia and elevated
inflammatory markers, without any other
changes in the biological constants. The patient
refused to undergo a biopsy, and in these
circumstances, the stage diagnosis of Hallopeau'’s
pemphigus vegetans was established on clinical
grounds. Systemic treatment with prednisone
0.5mg/kgc/day and systemic antibiotic therapy
with amoxicillin and clavulanic acid is initiated
until normalisation of the haemogram. Locally,
the lesions were cleansed twice daily with
fuchsin-based solution and boric acid 3%.
Following a favourable clinical and paraclinical
evolution, the patient was discharged with
outpatient monitoring of the systemic treatment.
Follow-up clinical examination one week after
discharge showed remission of the pustules, as
well as re-epithelialization of the erosions with
areas of incipient post-inflammatory hyper-
pigmentation, without other subjective com-
plaints.

The patient comes back one month after
discharge to our clinic with new bullous lesions
with positive Nikolsky sign, along with confluent
postbullous erosions. Circumferentially thoracal,
as well as palmo-plantar, round-oval flaccid
bullae were present on an erythematous back-
ground, thin-walled with clear fluid, friable,
approximately 1-2 ¢m in diameter. The post-
bullous erosions were confluent, variable in size,
spontaneously bleeding, with the surface
sporadically covered with purulent material.
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eroziuni si la nivelul mucoasei jugale bilateral. La
nivelul scalpului (aproximativ 90% din supra-
fatd) se observd multiple cruste aderente, greu
detasabile. Subiectiv, pacienta acuzd senzatie
dureroasd de intensitate mare, cu caracter de
arsurd, exacerbata la palpare si la consumul de
alimente. In zonele intertriginoase s-a observat
hiperpigmentare restantd, cu tegument neted, de
aspect normal, fird prezenta de noi leziuni.

Bilateral jugal mucosal erosions were also
present. The scalp (approximately 90% of the
surface) showed multiple adherent, hardly
removable crusts. Subjectively, the patient
described intense pain with a burning character,
exacerbated on palpation and when eating. In the
intertriginous areas there was residual hyper-
pigmentation, with smooth, normal-looking
tegument, without the presence of new lesions.

B C

Figura 3. A) Eroziuni postbuloase confluente - torace anterior. B) Eroziuni postbuloase - torace posterior C) Eroziuni la nivelul
mucoasei jugale si buzei inferioare.
Figure 3. A) Confluated postbullous erosions - anterior thorax. B) Confluated postbullous erosions — posterior thorax C)
Multiple erosions located on the lower lip vermilion and jugal mucosa.

In vederea sustinerii diagnosticul de etapa de
pemfigus vulgar formda clasicd, pacienta a
acceptat biopsierea unei bule integre de la nivelul
toracelui posterior. Examenul histopatologic a
relevat prezenta clivajului suprabazal, cu infiltrat
inflamator dermic limfocitar, cu rare neutrofile si
eozinofile, perivascular si interstitial, confirmand
astfel natura patologiei buloase.

S-a initiat tratament sistemic cu prednison
1 mg/kgc/zi si antibioterapie conform antibio-
gramei. Local, eroziunile postbuloase exsudative
au fost ingrijite de 2 ori pe zi cu solutie pe baza de
acid boric 3% si fucsind. La nivelul crustelor,
dupd umectarea cu solutie salind, s-au aplicat
preparate pe bazd de metilprednisolon aceponat.
Pacienta a dezvoltat pe parcursul internarii
diabet cortizonic, glicemia fiind reechilibrata prin
administrarea de insulind conform schemei

In order to support the stage diagnosis of
pemphigus vulgaris classic form, the patient
agreed to biopsy an intact bulla from the
posterior chest. Histopathological examination
revealed the presence of suprabasal cleavage,
with lymphocytic dermal inflammatory infiltrate,
with rare neutrophils and eosinophils, located
perivascular and interstitial, thus confirming the
nature of bullous pathology.

Systemic treatment with prednisone 1 mg/
kgc/day and antibiotic therapy according to the
antibiogram was initiated. Locally, exudative
postbullous erosions were treated twice daily
with 3% boric acid and fuchsin solution. After
moistening the crusts with saline solution
methylprednisolone aceponate-based prepara-
tions were applied. During hospitalisation, the
patient developed cortisone diabetes, and
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stabilite de medicul diabetolog. Evolutia a fost glycaemia was rebalanced by insulin admi-
lent favorabild pe parcursul a 6 siptamani, cu nistration according to the scheme established by
formare de cruste la nivelul eroziunilor si ulterior the diabetologist. The evolution was slowly
reepitelizarea tegumentului. favourable over 6 weeks, with crusting of the

erosions and subsequent re-epithelialization of
the tegument.

Figura 4. Elemente histopatologice: Clivaj intraepidermal suprabazal. Hematoxilind-eozind.
Figure 4. Histopathological features: Intraepidermal suprabasal cleft. Hematoxylin & Eosin.

Figura 5. Tegument reepitelizat in % toracicd superioard. Eroziuni post-buloase acoperite de cruste,  inferioard a toracelui.
Figure 5. Re-epithelialization of the tegument > upper back. Postbullous erosions %2 lower back
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Discutii

Pemfigusul este o dermatozd autoimuna
buloasd intalnitd global, cu potential fatal, fiind
impartitd In 4 mari categorii: vulgar (cel mai
frecvent), foliaceu, paraneoplazic si forma cu IgA.
[5] Forma vegetantd este consideratd un subtip
rar al pemfigusului vulgar, avand o prevalenta
mai mare in randul femeilor aflate in decada a IV-
VI-a de varsta.[6] Etiopatogeneza bolii implicd
anti-corpi de tip IgG anti-desmogleina 3 si anti-
desmogleina 1, precum si anticorpi anti-
desmocolina 1 si 2, suplimentar formei clasice de
pemfigus vulgar.[7] Printre factorii care stau la
baza declansarii rdspunsului autoimun se
numadrd infectiile virale, dieta, alergenii de
contact sau consumul de medicamente, in special
a celor cu grupare sulfhidril si amidic precum
captopril, alti IECA sau diclofenac.[8] Clinic,
pemfigusul vegetant este caracterizat de placi
hipertrofice localizate in special intertriginos, cu
grupadri de pustule dispuse periferic.[9] Asocierea
cu leziuni la nivelul mucoasei bucale, deseori
reprezintd modalitatea de debut a bolii. Meca-
nismul formadrii vegetatiilor nu este suficient
inteles, fiind corelat in prezent cu proliferarea
epiteliald si chemotaxia eozinofilica, aparute in
urma stimuldrii anti-genice puternice.[2] Histo-
patologic, se descrie acantolizd suprabazald,
caracteristica fiind hiperplazia epidermald, papi-
lomatoza si abcesele eozinofilice intraepidermale.[4]
Diagnosticul se stabileste In baza aspectului
clinic, examenului histopatologic si prezenta
autoanticorpilor.[7] Standardul terapeutic curent
se bazeazd iIn linii mari pe imunosupresia
sistemicd, fie clasic prin corticosteroizi, fie cu aza-
tioprind, dapsond sau metotrexat si ciclofosfa-
mid3 ca si alternative viabile.[8] In prezent s-a
demonstrat eficacitatea administrarii terapiei
biologice in pemfigus, respectiv tratamentul cu
Rituximab, anticorp monoclonal anti-CD20, care
scade necesarul administrarii de corticosteroizi,
sau a altor imunosupresoare.[10]

Cazul nostru a reprezentat o provocare din
prisma dificultdtilor de diagnostic, a evolutiei
bolii, precum si a managementului terapeutic.
Initial, leziunile au fost compatibile clinic
subtipului Hallopeau din pemfigusul vulgar, cu
raspuns prompt la doze mici de tratament
corticosteroid si remisiune rapidd. Evolutia bolii
in urma scaderii treptate a corticoterapiei a fost
insa una atipicd, leziunile dezvoltand caracter
clinic de pemfigus vulgar clasic cu rdspuns lent la
corticoterapie sistemicd in doze mari. Afectarea
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Discussions

Pemphigus is a globally occurring, poten-
tially fatal, bullous autoimmune dermatosis
divided into 4 major categories: vulgaris (most
common), foliaceous, paraneoplastic and the IgA
form.[5] The vegetative form is considered to be a
rare subtype of pemphigus vulgaris, with a
higher prevalence among women in their 4-6'
decade of age.[6] The etiopathogenesis of the
disease involves anti-desmoglein 3 and anti-
desmoglein 1 IgG antibodies, as well as anti-
desmoglein 1 and 2 antibodies.[7] Factors
triggering the autoimmune response include
viral infec-tions, diet, contact allergens or
medication, especially those with sulfhydryl and
amide groups such as captopril, other ACE
inhibitors or diclofenac.[8] Clinically, pemphigus
vegetans is characterised by hypertrophic
plaques located mainly intertriginous, with
peripherally arranged pustular clusters.[9] Oral
lesions often represent the mode of onset of the
disease. The mechanism of vegetation formation
is poorly understood and is currently linked to
epithelial proliferation and eosinophilic chemo-
taxis following strong anti-genic stimulation.[2]
Histopathologically, besides suprabasal acan-
tholysis, characteristic of this form is the presence
of epidermal hyperplasia, papillomatosis and
eosinophilic abscesses.[4] Diagnosis of the vege-
tant form is established on the basis of clinical
appearance, histopathological examination and
the presence of autoantibodies.[7] The current
therapeutic standard is broadly based on
systemic immunosuppression, either classically
with corticosteroids or with azathioprine,
dapsone or methotrexate and cyclophosphamide
as viable alternatives.[8] It has been shown that
the administration of biological therapy, spe-
cifically treatment with Rituximab, a monoclonal
antibody against CD20, is effective in pemphigus,
reducing the need for corticosteroid or other
immunosuppressive treatments.[10]

Our case was challenging in terms of
diagnostic difficulties, disease progression, and
therapeutic management. Initially, the lesions
were clinically compatible with the Hallopeau
subtype of pemphigus vulgaris, with prompt
response to low-dose corticosteroid treatment
and rapid remission. The evolution of the disease
following gradual tapering of corticosteroid
therapy, however, was atypical, the lesions
developing the clinical character of classic
pemphigus vulgaris with slow response to high-




palmoplantard in decursul celui de-al doilea
puseu relevd de asemenea caracterul neobisnuit
al tranzitiei clinice intre forme si subtipuri de
pemfigus vulgar.

Concluzii

Tranzitia atipica de la forma rard de pemfigus
vegetant Hallopeau cétre cea clasicd de pemfigus
vulgar pune in evidentd asadar natura dinamica
a dermatozelor autoimune si ridicd problema
deslusirii mecanismului imunologic de la baza
patologiei, al cdrui control reprezintd cheia succe-
sului terapeutic. Aceasta prezentare de caz releva
totodatd importanta monitorizarii atente a
pacientilor pe termen lung, in vederea depistarii
precoce oricdrei modificdri ce ar putea schimba
incadrarea clinicd a unei patologii, instituind
astfel precoce si cu succes o terapie adecvata, prin
prisma colaborérii multidisciplinare dermatolog-
infectionist-imunolog.
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dose systemic corticosteroid therapy. The palmo-
plantar involvement during the second flare also
reveals the unusual character of the clinical
transition between forms and subtypes of
pemphigus vulgaris.

Conclusions

The atypical transition from the rare form of
Hallopeau’s pemphigus vegetans to the classic
form of pemphigus vulgaris highlights the
dynamic nature of autoimmune dermatoses and
raises the question of unravelling the immuno-
logical mechanism underlying the pathology, the
control of which is the key to therapeutic success.
This case presentation also reveals the impor-
tance of careful long-term monitoring of patients
in order to detect erly any changes that could
change the clinical classification of a pathology,
thus instituting promptly and successfully
an appropriate therapeutic protocol through
a multidisciplinary dermatologist-infectionist-
immunologist collaboration.
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