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Rezumat

Pemfigoidul de mucoase (PM) reprezinti fenotipul
clinic al unui grup de maladii buloase subepidermice
cronice autoimune care afecteazd predominant mucoasele si
ocazional pielea. Boala afecteazd mai mult femeile decit
barbatii, cu un raport de 2:1 iar vdrsta medie de aparitie
este intre 60 si 80 de ani.

Prezentdm cazul unei paciente virstnice care se
interneazd in clinica noastrd pentru leziuni la nivelul
mucoaselor orald si oculard. Debutul bolii a avut loc in
urmd cu 3 ani prin leziuni in cavitatea bucald; pe baza
examenului clinic, examenului histopatologic si a
imunofluorescentei directe, s-a stabilit diagnosticul de
pemfigoid de mucoase. Pacienta a urmat doar tratament
topic cu dermatocorticoizi, boala evoludnd cu simblefaron si
ocluzia aproape completd a fantei palpebrale stingi.
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Summary

Mucous Membrane Pemphigoid (MMP) is the clinical
phenotype of a group of chronic autoimmune subepidermal
bullous diseases that predominantly affects the mucous
membranes and occasionally the skin. The disease affects
women motre than men, with an incidence ratio of 2 to 1.
The average incidence age is between 60 and 80 years.

We present the case of an elderly female patient that
was admitted in our clinic with oral and ocular mucous
lesions. The disease onset took place over 3 years ago
through lesions in the oral cavity. Based on the clinical
examination, on the histopathogenical examination and on
direct immunofluorescence, the diagnostic of mucous
membrane pemphigoid was set. The patient followed only a
topical treatment with dermatocorticosteroids and the
disease evolved with symblepharon and with the almost
complete occlusion of the left eyelid.

Key-words: mucous membrane pemphigoid, ocular
afection, treatment.
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Introducere

Pemfigoidul de mucoase (cunoscut in trecut
ca pemfigoid cicatriceal) este o dermatoza bu-
loasa, cronicd, autoimund, cu leziuni subepite-
liale, caracterizatd prin prezenta autoanticorpilor
indreptati impotriva unor proteine structurale de
la nivelul membranei bazale epiteliale. Boala se

Introduction

The mucous membrane pemphigoid (also
known as cicatricial pemphigoid) is a bullous,
chronic, autoimmune dermatosis with subep-
ithelial lesions, characterized by the presence of
autoantibodies that are directed against certain
structural proteins of the epithelial basement
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caracterizeaza clinic prin aparitia unor bule la
nivelul mucoaselor, leziunile fiind cel mai
frecvent situate la nivel oral si ocular. Alte
localizari mai putin intalnite sunt reprezentate de
mucoasa nasofaringiand, esofagiana, laringiana si
genitald. In lipsa unui diagnostic in stadiul
incipient si a unui tratament corespunzator,
leziunile progreseazd spre formarea cicatricilor.

Pemfigoidul de mucoase este o boald rard, ce
apare mai frecvent la femei si la pacientii
varstnici (Intre 60-80 ani), fard a avea o predilectie
geograficd sau rasiala [1].

Prezentare de caz

Prezentam cazul pacientei In varsta de 78 de
ani, din mediul rural, pensionard, cu HTA
primard, controlatd terapeutic. Debutul leziunilor
a fost In urma cu aproximativ 3 ani, cu leziuni de
tip bulos situate pe mucoasele nazald si orald,
lasand eroziuni dureroase si trenante. S-au
efectuat biopsie din mucoasa bucald cu examen
histopatologic si IFD, stabilindu-se diagnosticul
de pemfigoid de mucoase. Pacienta nu a fost
dispensarizatd si a urmat doar tratament cu
dermatocorticoizi la nivelul cavitatii bucale, fara
ameliorare. La 2 ani de la debutul leziunilor orale
au apdrut leziunile oculare care au dus la
pierderea acuitdtii vizuale motiv pentru care s-a
prezentat la un consult oftalmologic. Dupd
efectuarea examenului specific, medicul oftal-
molog a indrumat pacienta cdtre clinica noastra
pentru tratament.

Fig. 1. Hex10 - evidentierea bulei subepidermice
Fig. 1. Hex10 the evidence of the subepidermal blister

membrane. The disease is clinically characterized
by the occurrence of blisters on the mucous
membranes, with lesions frequently present on
the oral and ocular mucous membranes. Other
less frequent membranes where the disease is
localized are those of the nasopharynx, the
esophagus, the larynx and the genitals. Without a
diagnostic at an early stage and appropriate
treatment, the lesions progress to scar formation.

Mucous membrane pemphigoid is a rare
disease, which affects mostly women and
elderlies (between 60 and 80 years of age),
without a geographic or racial predilection [1].

Case presentation

We present the case of a 78 year-old retired
woman from the rural area suffering from
primary hypertension who is therapeutically
controlled. The lesions onset took place
approximately 3 years ago, with bullous lesions
located on the nasal and oral mucous
membranes, leaving painful and lasting erosions.
Oral mucous membrane biopsy with histopath-
ogenical examination and direct immuno-
fluorescence was performed and the diagnostic of
mucous membrane pemphigoid was made. The
patient was not directly observed and followed
only a dermatocorticosteroid treatment in the
oral cavity, without any improvement. Two years
after the onset ocular lesions occurred, which
resulted in the loss of the visual acuity, which was
the reason why the patient had an opthalmologic
visit. After performing the specific examination,

Fig 2. IFD - evidentierea C3c-ului, moderat granular la
nivelul membranei bazale
Fig 2. IFD - Direct immunofluorescence showed granular
deposits of C3c
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Fig. 3. IFD - prezenta anticorpilor de tip IgG — intens si fin Fig. 4. Prezenta eroziunilor la nivelul mucoasei gingivale
granular in membrana bazald la internare
Fig. 3. IFD intense deposits of IgG in basal membrane at Fig. 4. The presence of erosions on the gingival mucous
direct immunofluorescence membrane at the hospital admission

Fig 5. Diminuarea eroziunilor gingivale la 3 sdptdmani de Fig 6. Leziuni erozive prezente pe mucoasa bucald si
la initierea terapiei gingivald inainte de tratament
Fig. 5. Reducing the erosions on the gingival mucous Fig. 6. The presence of the erosions on gingival and cheek
membrane 3 weeks after the therapy start mucous membrane before treatment

Fig. 7. La 3 siptdmani de la terapie, ameliorarea eroziunilor Fig. 8. Prezenta sinechiilor conjunctivale ireversibile
Fig. 7. The amelioration of the erosions 3 weeks after Fig. 8. The presence of irreversible subconjunctival fibrosis
therapy
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Fig. 9. Simblefaron la nivelul ochiului drept, fird
opacifierea corneei

Fig. 9. Total symblepharon without corneal opacification
at the right eye

Antecedentele personale patologice pun in
evidenta diagnosticul de limfom non-Hodgkin cu
celule B centrocitic stadiul III A, in urma cu 30 de
ani, tratat in clinica de hematologie a Spitalului
Clinic Fundeni. In 1992, pacienta a avut o
recddere cu obtinerea unei remisiuni complete in
luna septembrie a aceluiasi an. Ultimul control
efectuat in 2014 cu stare generald bund, pacienta
fiind In remisiune completa.

La examenul clinic la internare am constatat o
pacientd normoponderald (IMC-19 kg/m?),
echilibratd cardio-respirator, T.A — 130/70mmHg,
orientatd temporo-spatial, restul examenului
clinic fiind necaracteristic. Examenul local in
momentul interndrii evidentiaza eroziuni post-
buloase eritemato-violacee, mari, dureroase,
Nikolsky pozitive, diseminate gingival simetric,
mucoasa obrajilor, palatul dur cu extindere pe
pilieri, in profunzime, pacienta acuzand disfagie.
La nivel ocular prezintd hiperemie conjunctivald
bilaterald si simptomatologie de ochi uscat, fara
edem si necrozd; la ochiul drept, leziuni avansate
cu simblefaron cu pierderea aproape completd a
acuitatii vizuale, fard entropion si fara opacifierea
corneei, iar la ochiul sting prezenta aderentelor/
sinechiilor conjuctivei palpebrale incipiente; in
prezent fard leziuni cutanate sau la nivelul altor
mucoase.

Examenul histopatologic efectuat in 2014 din
mucoasa cavitatii orale a decelat epiteliu partial
ulcerat, acoperit de detritus fibrinoleucocitar, cu
hiperplazie pseudoepiteliomatoasa, pard ulce-
ratie si partial acantozic, acoperit de parakera-
tozd; vacuolizare a joctiunii dintre epiteliu si
corionul subiacent, insotitd de limfocite si cateva
neutrofile, cu formarea unei bule subepiteliale;
corionul prezintd un infiltrat abundent cu lim-
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the ophthalmologist guided the patient for
treatment to our clinic.

Previous medical history highlights the
diagnosis of B-cell non-Hodgkin centrocytic
lymphoma at stage III A, which was treated 30
years ago at the Clinic for Hematology at the
Fundeni Clinic Institute. 1992, the patient had a
relapse, followed by a complete remission in
September of the same year. The last inves-
tigation was performed in 2014 and showed a
good general condition and that the patient was
in complete remission.

At the hospital admission clinical exam-
ination we observed a normal weight (BMI of 19
kg/m?2 or 450 1b/ft2), cardiorespiratory balanced,
with a BP of 130/ 70 mmHg, temporal and spatial
oriented patient. The rest of the clinical
examination was uncharacteristic. The local
examination at the hospital admission highlights
large, painful, post-bullous, erythematous
purplish, Nikolsky- positive erosions localized
symmetrically on the gingival and cheeks
mucous membranes, on the hard palate
extending in-depth on the pillars. The patient
accused dysphagia. Bilateral conjunctival
hyperemia and symptoms of dry eye, without
edema or necrosis are present. At the right eye
there are advanced lesions with symblepharon
with the almost complete loss of the visual acuity,
without entropion and without corneal
opacification. At the left eye there are adhesions/
synechies of the early eyelid conjunctiva;
currently without skin lesions or in other mucous
membranes.

The histopatological examination performed
in 2014 on mucous membrane of the oral cavity
distinguished a partially ulcerated, partially
acanthotic epithelium, covered by fibrino-
leukocytary detritus with pseudo-epithe-
liomatous hyperplasia and para ulceration and




focite de aspect normal, plasmocite si histiocite
pe alocuri cu formare de centri germinativi, zona
cicatriceald la nivelul corionului cu aspectul unei
cicatrici postinterventionale.

Imunofluorescenta directd (efectuatd in 2014
la Institutul “Dr. Victor Babes” din Bucuresti) a
pus in evidentd prezenta anticorpilor de tip IgG —
intens si fin granular in membrana bazald,
precum si C3c -moderat granular in membrana
bazald; Ac de tip IgA si IgM negativi.

Pentru pacienta noastra aspectul clinic,
histopatologic si IFD stabileste diagnosticul de
pemfigoid de mucoase, forma severa cu afectarea
orala si oculara. Criteriile de diagnostic pentru
pemfigoid de mucoasd au fost stabilite la primul
Consens International din 2002 si anume:
aspectul clinic si imunofluorescenta directa
(depozit linear de IgG, IgA si/sau C3 de-a lungul
membranei bazale).

S-a instituit terapia sistemicd cu Prednison 60
mg/zi, asociatd terapiei cu Ciclofosfamida 50
mg/zi; s-au controlat sdptamanal in prima luna
de tratament, hemograma, functia hepaticd si
renald, cu valori normale, fara niciun fel de reactii
adverse clinice si paraclinice pand in prezent.
S-au administrat creme/gel cu dermatocorticoizi
potenti la nivel bucal si picdturi oftalmice cu
vitamina A, pacienta avand o evolutie favorabila
a bolii, din punct de vedere clinic, fara aparitia de
leziuni noi de mucoasd, reducerea celor vechi
bucale si stagnarea leziunilor oculare (calmarea
hiperemiei conjunctivale si a simptomatologiei
de ochi uscat, leziunile oculare ireversibile fiind
stationare). Pacientei i s-a indicat o igiena bucala
riguroasd, consult stomatologic, detartraj.

Pacienta raméane in evidenta clinicii de
dermatologie si oftalmologie pentru monito-
rizarea terapiei si a evolutiei bolii. S-a reco-
mandat efectuarea unui consult hematologic
(preventiv) tindnd cont de antecedentele pato-
logice de limfom non-Hodgkin asociate, precum
si de terapia imunosupresoare nou-instituitd
pacientei.

Discutii

Pemfigoidul de mucoase (PM) reprezinta
fenotipul clinic al unui grup de maladii buloase
subepidermice cronice autoimune care afecteaza
predominant mucoasele si ocazional pielea. Boala
mai este cunoscuta si sub denumirea de
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partially covered by parakeratosis. The
vacuolation of the junction between the
epithelium and the underlying chorion is
accompanied by lymphocytes and a few
neutrophils and showed the formation of
subepitelial blisters. The chorion shows an
abundant liquid with lymphocytes of normal
appearance, plasma cells and histiocytes, with
sporadic formation of germinal centers. The
cicatricial area of the chorion has the appearance
of postintervention cicatrix.

The direct immunofluorescence investigation
(performed in 2014 at the , Dr. Victor Babes”
Institute Bucharest) highlighted the presence of
the intense and finely granulated IgG antibodies
and of moderately granulated C3c in the
basement membrane. IgA and IgM antibodies
were not present.

For our patient the clinical and histo-
patopathogenical examinations and the direct
immunofluorescence investigation establish the
diagnostic of a severe form of mucous membrane
pemphigoid with oral and ocular incidence. The
diagnostic criteria for mucosal pemphigoid were
established in 2002 at the First International
Consensus, namely: clinical appearance and
direct immunofluorescence (linear deposit of
IgG, IgA and/ or C3 along the basement
membrane).

The systemic therapy was initialized with 50
mg daily dose of prednisone and 50 mg daily
dose of cyclophosphamide. In the first month of
treatment, the hemogram and the liver and renal
functions were weekly investigated, all
characterized by normal values, without any
clinical or paraclinical side-effects so far.
Dermatocorticosteroid gels were applied in the
oral cavity and eye drops with vitamin A were
used for the eye treatment. The patient had a
clinically favorable evolution of the disease,
without the appearance of new lesions of the
mucous membrane, with the decrease of the old
oral lesions and with a stagnation of the eye
lesions (amelioration of the conjunctival
hyperemia and of the dry eye symptoms,
whereas the irreversible ocular damage is
stationary). A rigorous oral hygiene, dental visits
and dental cleaning were recommended to the
patient.

The therapy and the disease evolution are
monitored by the Clinic for Dermatology and
Ophthalmology. A hematological investigation
was preventively recommended, given the
medical history of non-Hodgkin lymphoma and
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pemfigoid cicatricial (PC), pemfigoid oral sau
pemfigoid ocular cicatricial [2]. Desi mucoasele
orald si oculara sunt cele mai frecvent afectate,
nazofaringele, esofagul, laringele si regiunea ano-
genitald pot fi implicate. Pemfigoidul de mucoase
este o boald rard, a cdrei incidentd reald nu este pe
deplin cunoscutd. Un studiu din Marea Britanie a
ardtat cd PM este responsabil de 61% dintre
cazurile nou diagnosticate de conjunctivita
cicatriciald iar incidenta maladiei buloase este
consideratd a fi 0.8 la un milion de persoane [3].
Boala afecteaza mai mult femeile decat barbatii,
cu un raport de 2:1 iar varsta medie de aparitie
este intre 60 si 80 de ani. Distributia acestei
afectiuni  dermatologice este universald,
neexistand o preponderentd geograficd sau
rasiala [4].

Patogenia PM este complexd. Autoanticorpii
de tip Ig G si/sau Ig A impotriva structurilor
membranei bazale din serul pacientilor cu PM
indicad faptul cd aparitia acestei afectiuni este
mediatd de un raspuns imun umoral [5]. Prin
tehnici de immunoblotting si imunoprecipitare
diverse structuri din membrana bazald au fost
identificate ca tinte ale anticorpilor in PM: BPAg1
sau BP230, BPAg2 sau BP180, laminina 5,
laminina 6, laminina 332, o6-integrina, P4-
integrina, colagenul VII. Desi nu existd dovezi
suficiente care sa lege anumite antigene cu
expresia unui fenotip clinic specific, un studiu a
demonstrat cd serul pacientilor cu afectare
oculara cicatriciald si forma generalizatd de PM
contine anticorpi impotriva p4-integrinei iar
serul acelora cu PM oral contine anticorpi
impotriva o6-integrinei [6]. BP230 este o proteina
intracelulard in timp ce BP180 si a6/ P4-
integrinele sunt proteine transmembranare.
Laminina 5 este consideratd a fi principalul
ligand intre proteinele transmembranare si
filamentele de ancorare. Filamentele de ancorare
sunt compuse din colagen de tip VII si sunt
localizate mai profund in lamina densa [7].
Aceste autoantigene nu sunt exclusive pentru
PM. Anticorpi impotriva BP180 si BP230 sunt
prezenti si in pemfigoidul bulos iar anticorpi
impotriva colagenului VII pot fi gésiti si in
epidermoliza buloasa dobandita [8]. Legarea
anticorpilor de structurile proprii membranei
bazale induce un proces inflamator ce pare ca are
un rol esential in separarea subepidermica.
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the newly established immunosuppressive
therapy.

Discussion

Mucous Membrane Pemphigoid (MMP) is
the clinical phenotype of a group of chronic
autoimmune subepidermal bullous diseases that
predominantly affects the mucous membranes
and occasionally the skin. The disease is also
known as cicatricial pemphigoid (CP), oral
pemphigoid or ocular cicatricial pemphigoid [2].
Although the oral and the ocular mucous
membranes are the most frequently affected, the
nasopharynx, esophagus, larynx and anogenital
region may be involved. The mucous membrane
pemphigoid is a rare disease whose real
incidence is not yet completely understood. A
British study showed that MMP is responsible for
61% of the newly diagnosed cases of cicatricial
conjunctivitis and that the incidence of the
bullous disease is 0.8 per million people [3]. The
disease affects women more than men, with an
incidence ratio of 2 to 1. The average incidence
age is between 60 and 80 years. The distribution
of this dermatological disease is universal, as
there is no geographical or racial predominance
[4].

The MMP pathogenicity is complex. The IgG
and/ or IgA autoantibodies against the basement
membrane structures from the serum of the
patients suffering of MMP indicate that the
development of this disease is mediated by a
humoral immune response [5]. Through
immunoblotting and immunoprecipitation
techniques various basement membrane
structures were identified as targets of the
antibodies in MMP: BPAg1 or BP230, BPAg2 or
BP180, laminin 5, laminin 6, laminin 332, o6-
integrin, B4-integrin, collagen VII. Although
there is insufficient evidence linking certain
antigens with the expression of a specific clinical
phenotype, a study demonstrated that the serum
from the patients with cicatricial ocular lesions
and a generalized form of MMP contains
antibodies against B4-integrin, while the serum of
the patients suffering of oral MMP contains
antibodies against 06- integrin [6]. BP230 is an
intracellular protein, whereas BP180 and the 06-
and P4-integrins are transmembranar proteins.
Laminin 5 is considered to be the main ligand
between the transmembranar proteins and the
anchoring filaments. The anchoring filaments are
composed by type VII collagen and are localized




Aceastd interactiune va induce, in final, migrarea
limfocitelor, eozinofilelor, neutrofilelor si a
mastocitelor spre membrana bazald. Separarea
epiteliului de membrana bazald rezultd fie din
actiunea citotoxicd directd fie din efectul
enzimelor proteolitice lizozomale [10].

Existd o variabilitate considerabila in
prezentarea clinicdi a pemfigoidului mucos.
Pacientii pot avea afectatd o singurd mucoasa sau
oricare combinatie a posibilelor localizari ale
bolii. Majoritatea pacientilor cu pemfigoid mucos
prezintd leziuni orale precum bule, eroziuni,
gingivita descuamativa care, rar, pot progresa
spre aparitia cicatricilor reziduale. Complicatiile
oculare ale bolii rezultd din eroziunile
conjunctivale si cicatricile  subsecvente.
Conjunctiva palpebrald poate fuziona cu cea
bulbard producand simblefaron sau aderente
intre pleoape si globul ocular. Afectarea oculara
poate duce la cecitate in 25% dintre cazuri [9]. Pe
langa simblefaron, principala manifestare
oculard, pot apdrea entropion, trichiaza si
opacifierea corneald.

Eroziunile pot cuprinde, in ordinea des-
crescdtoare a frecventei, mucoasa nazala,
faringele, laringele si esofagul. Acest tip de
pemfigoid poate fi fatal dacd la nivelul esofagului
sau traheei se dezvoltd stenoze importante.
Afectarea laringeald constd, cel mai frecvent, in
bule si eroziuni la nivelul epiglotei. Pacientii
prezinta disfonie, odinofagie si dispnee
progresiva. Leziunile cutanate sunt observate in
10 pana la 30% dintre pacienti si sunt
reprezentate de bule In tensiune, similare celor
din pemfigoidul bulos, uneori cu cicatrici
restante. Cele mai frecvente localizdri sunt fata,
scalpul, gatul, pliurile inghinale si membrele [4].

Din punct de vedere clinic cazul nostru se
incadreazd in prezentarea clasicd a bolii, si anume
pacient de sex feminin cu varstd Inaintatd, cu
debut la nivelul cavitdtii bucale. Mentionam ca
durata de evolutie a leziunilor in cavitatea bucala
a fost lungd, de circa 3 ani pana la aparitia
leziunilor oculare; evolutia a urmat cursul firesc
al maladiei in lipsa unui tratament specific.
Leziunile oculare au evoluat concomitent cu
leziunile bucale incd un an pana la diagnostic si
instituirea unei terapii corespunzatoare.

Diagnosticul pemfigoidului mucos se
bazeazda pe aspectul clinic si investigatii
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deeper in the dense lamina [7]. These
autoantigenes are not exclusively for MMP.
Antibodies against BP180 and BP230 are also
present in the bullous pemphigoid and
antibodies against type VII collagen can be also
found in epidermolysis bullosa acquisita [8].
Binding of the antibodies on the structures of the
own basement membrane induces an
inflammatory process that seems to be essential
in the subepidermic separation. This interaction
will finally induce the migration of lymphocytes,
eosinophils, neutrophils and of the mastocytes
towards the basement membrane. The separation
of the epithelium from the basement membrane
results either through the direct cytotoxic action,
or through the effect of proteolytic lysosomal
enzymes [10].

There is a considerable variety in the clinical
appearance of the mucous pemphigoid. The
patients can have a single mucous membrane
affected or any combination of the possible
locations of the disease. Most of the MMP
patients show oral lesions such as blisters,
erosions or desquamative gingivitis that in rare
cases can progress towards the appearance of
residual cicatrices. Ocular complications of the
disease result from the conjuctival erosions and
their subsequent cicatrices. Eyelid conjunctiva
can merge with bulbar conjunctiva generating
symblepharon or adhesions between the eyelid
and eyeball. Ocular affection leads in 25% of the
cases to blindness [9]. Besides symblepharon,
which is the main form affecting the eye,
entropion, trichiasis and corneal opacification can
occur.

According to the decrease in frequency, the
erosions can occur as follows: in the nasal,
pharyngeal, laryngeal and esophageal mucous
membranes. This pemphigoid type can be lethal
if important stenoses develop along the
esophagus or the trachea. The larynx is mostly
affected through blisters and erosions at the
epiglottis. The patients show hoarseness, sore
throat and progressive dyspnea. Cutaneous
lesions are observed at 10 to 30% of patients and
are represented by fluid-filled blisters, similar to
the ones in the bullous pemphigoid, sometimes
with resistant cicatrices. The most common sites
are the face, the scalp, the neck, the groin folds
and the limbs [4].

From the clinical point of view, our case
matches the classical description of the disease,
namely an elderly female patient, with onset in
the oral cavity. We note that evolution period of
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paraclinice care cuprind: examenul histo-
patologic, imunofluorescenta directd, dozarea de
anticorpi impotriva structurilor membranei
bazale. Examinarea histopatologica evidentiaza
acantoliza subepidermicd si infiltrat inflamator
cu eozinofile, limfocite si neutrofile, modificari
similare cu cele intalnite in pemfigoidul bulos.
Imunofluorescenta directd (IFD), realizatd in
tesut perilezional, aratd, in mod tipic, depozit
linear de IgG, C3 sau uneori de IgA de-a lungul
membranei bazale. Imunofluorescenta indirecta
(IIF), utilizatd pentru a detecta autoanticorpii
circulanti, se realizeaza pe un substrat epitelial
precum esofag de maimutd sau piele umana.
Studiile mai vechi nu au reusit sd& demonstreze
asocierea dintre titrul de anticorpi circulanti si
activitatea PM, insa Setterfield et al au
demonstrat ca titrul de autoanticorpi de tip IgG
si IgA determinat prin IIF se coreleaza cu
severitatea bolii. Tehnica salt-split poate
imbundtati sensibilitatea atat pentru IFD cat si
pentru cea indirectd [8]. De asemenea, se poate
folosi tehnica ELISA pentru detectarea
anticorpilor impotriva BP180 sau BP230.

In literatura de specialitate exista raportari ce
descriu asocierea intre PM cu anticorpi impotriva
lamininei-332 (lam-332) si neoplazii. Un studiu
tip cohorta a demonstrat un risc crescut pentru
aparitia cancerului la pacientii cu PM anti lam-
332. Zece dintre cei 35 de pacienti inclusi in
studiu au avut cancere solide, cu debut la
aproximativ 14 luni de la instalarea dermatozei
buloase [11]. Pacienta noastrd a fost diagnosticata
in 1984 cu limfom non Hodgkin cu celule B
centrocitic tratat in clinica de hematologie a
Spitalului Fundeni. In 1992 boala hematologica a
recidivat, pacienta urmand din nou tratament
chimioterapic, cu obtinerea remisiei. La ultimul
control, in 2014, s-a constatat evolutie favorabils,
pacienta fiind in remisie completd. Mentiondm ca
pacienta a fost indrumatd cdtre clinica de
hematologie Fundeni pentru reevaluare.

Diagnosticul PM este, in multe cazuri,
intarziat din cauza absentei semnelor clinice
specifice in stadiile incipiente si a unui aspect
histopatologic necaracteristic. ~Diagnosticul
diferential al PM se face, in primul rand, cu alte
maladii  buloase subepidermice precum
pemfigoidul bulos (PB), epidermoliza buloasa
dobandita, lupusul eritematos sistemic bulos.
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the oral cavity lesions was long, of approximately
three years, until the appearance of the ocular
lesions. The disease evolved according to its
natural pathway in the absence of a specific
treatment. The ocular lesions evolved
simultaneously with the oral lesions for another
year until the disease was diagnosed and the
appropriate therapy was initiated.

Mucous membrane pemphigoid diagnosis is
based on clinical appearance and paraclinical
investigations including: histopathogenical
examination and direct immunofluorescence,
with dosing the antibodies against basement
membrane structures. The histopathogenical
examination reveals subepidermal acantholysis
and inflammatory liquid with eosinophils,
lymphocytes and neutrophils, changes that are
similar to those found in bullous pemphigoid.
The direct immunofluorescence that was
performed in the perilesional tissue typically
shows a linear deposit of IgG, C3 and sometimes
of IgA along the basement membrane. The
indirect immunofluorescence (ITF), that is used to
detect the circulating autoantibodies, is
performed on an epithelial substrate, such as
monkey esophagus or human skin. The older
studies failed to demonstrate the association
between the levels of circulating antibodies and
the activity of MMP, but Setterfield et al. showed
that the level of IgG and IgA autoantibodies
determined by IIF correlates with the severity of
the disease. The salt split technique can improve
the sensitivity for both direct and indirect
immunofluorescence [8]. The ELISA technique
can be implied as well to detect the antibodies
against BP180 or BP230.

The scientific literature reports the
association between MMP with antibodies
against laminin-332 (lam-332) and naoplasia. A
cohort study showed an increased risk for cancer
appearance at patients with anti lam-332 MMP.
Ten out of the 35 patients included in the study
had solid cancers with onset 14 months after the
incidence of the bullous dermatitis. 1984, our
patient was diagnosed with B-cell non-Hodgkin
centrocytic lymphoma and was treated at the
Clinic for Hematology at the Fundeni Clinic
Institute. 1992, the hematological disease had a
relapse, the patient followed again a
chimiotherapy treatment and obtained the
remission. The last investigation was performed
in 2014 showing a good general condition and
that the patient was in complete remission. We




Desi IFD este importantd in stabilirea
diagnosticului PM, aceasta nu poate diferentia
afectiunile anterior enumerate, pentru realizarea
diagnosticului diferential fiind necesare teste
imunologice complexe corelate cu aspectele
clinice sugestive. Principala entitate care trebuie
exclusd atunci cand realizam diagnosticul
diferential al PM este pemfigoidul bulos.
Diferentierea celor doud boli este dificild doar
prin intermediul IFD sau IFI, in ambele cazuri
fiind prezent antigenul BP180. Astfel, au fost
concepute teste imunologice specifice ce au
demonstrat ca in cazul pacientilor cu PM
autoanticorpii se leagd de un epitop specific al
portiunii C-terminale a antigenului BPAg2, in
timp ce In cazul pacientilor cu PB autoanticorpii
se leaga de domeniul NC16A al aceluiasi antigen.
Aceste rezultate demonstreaza cd anticorpii sunt
specifici pentru un anumit epitop. PM poate fi
diferentiat de alte afectiuni cutaneo-mucoase
precum eritemul polimorf, lichenul plan, lupusul
eritematos pe baza examenului histopatologic
[12].

Abordarea multidisciplinara este esentiald in
managementul PM. Diagnosticul cat mai rapid al
bolii si initierea precoce a terapiei pot scddea
riscul de aparitie a complicatiilor aferente acestei
patologii. Alegerea agentilor terapeutici in PM se
face in functie de localizarea leziunilor,
severitatea acestora si gradul de progresie a bolii.
Se recomandd impartirea pacientilor In grupuri
cu “risc scazut” si grupuri cu “risc crescut” in
functie de localizarea leziunilor. Cei cu “risc
scazut” sunt pacientii care au doar afectare a
mucoasei orale si/sau afectare cutanatd, iar din
grupul cu “risc crescut” fac parte pacientii cu
afectare oculard, genitald, nazofaringiand,
esofagiand si/sau laringiana [13]. Pentru formele
usoare de boald tratamentul recomandat este
Dapsona 25-50 mg/zi, cu o crestere saptamanala
de 25 mg pand la obtinerea remisiunii clinice.
Dozarea de glucozo-6-fosfat dehidrogenaza (g-6-
pd) trebuie realizata inainte de initierea terapiei
deoarece pacientii cu deficit de g-6-pd au un risc
mai mare de hemoliza. Monitorizarea atentd pe
parcursul tratamentului cu Dapsond este
necesard in vederea descoperirii potentialelor
efecte adverse precum anemia hemoliticd,
methemoglobinemia, agranulocitoza si hepatita
toxica [14].
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note that the patient was redirected to the
Fundeni Clinic for Hematology for reevaluation.

The MMP diagnosis takes place late in most
of the cases because there are no specific clinical
signs in the incipient stages and there is an
uncharacteristic histopathogenica appearance.
The differential diagnosis of MMP is firstly set
along with other subepidermal bullous maladies,
such as bullous pemphigoid (BP), epidermolysis
bullosa acquisita or bullous systemic lupus
erythematosus. Although direct immuno-
fluorescence is important in setting the MMP
diagnostic, it cannot distinguish among the
previously mentioned conditions. In order to set
a differential diagnostic, complex immunologic
tests have to be correlated with the specific
clinical aspects. The main entity that must be
excluded when setting the differential diagnosic
of MMP is the bullous pemphigoid (BP).
Distinguishing between the two diseases is
difficult exclusively by direct or indirect
immunofluorescence because in both cases the
BP180 antigene is present. Thus, specific
immunologic tests were designed and they
demonstrated that in the case of MMP patients
the autoantibodies bind a specific epitope of the
C-terminus of the BPAg2 antigene, whereas in the
case of BP patients, the autoantibodies bind the
NC16A domain of the same antigene. These
results demonstrate that the antibodies are
specific for a certain epitope. MMP can be
differentiated from other mucocutaneous
disorders such as erythema multiforme, lichen
planus or erythematosus lupus based on the
histopathogenical examination [12].

A multidisciplinary approach is essential in
the management of MMP. A fast diagnosis and an
early therapy start can decrease the risk of
developing the complications that are
characteristic to this disease. The therapeutic
agents in MMP are chosen depending on the
location of lesions, their severity and the extent of
disease progression. Depending on the location
of the lesions, it is recommended that patients are
classified in ,low risk” and ,high risk” groups.
The , low risk” patients have only the oral cavity
and/or the skin affected, whereas the ,high risk”
patients have ocular, genital, nasopharingeal,
esophageal and/or laryngeal affections [13]. For
the mild forms of the disease the recommended
treatment is a daily doses of 25-50 mg dapsone,
with a weekly increment of 25 mg until the
clinical remission is obtained. Dosing the
glucose-6-phosphate dehydrogenase (g-6-pd) has
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Formele severe de boald sau cu progresie
rapidd necesitd corticoizi sistemici asociati cu un
imunosupresor ca adjuvant In mentinerea pe
termen lung a terapiei. De prima intentie se vor
administra Prednison in doze intre 1-1.5
mg/kg/zi si Ciclofosfamida intre 50-200 mg/zi.
Alti agenti imunosupresori care se pot administra
ca alternativé la Ciclofosfamida sunt Azatioprina,
Micofenolatul mofetil, Metotrexatul sau
Ciclosporina. Tratamentul de lunga durata poate
duce la aparitia reactiilor adverse, atat ale
corticoizilor sistemici, precum hipertensiune
arteriald, osteoporoza, ulcer gastric, tulburari
psihice cat si ale terapiei imunosupresoare:
anemie, agranulocitoza, infectii, hepatita toxica,
cistita hemoragicd, infertilitate. De aceea,
monitorizarea atentd si utilizarea masurilor
preventive sunt extrem de importante.

Terapia anti CD-20 cu Rituximab (RTX),
utilizatd n ultimii ani in tratamentul
dermatozelor buloase autoimune, pare a avea
succes si In tratamentul pemfigoidului cicatricial.
Un studiu retrospectiv pe 49 de pacienti publicat
in 2016 a demonstrat cd Rituximabul in
combinatie cu terapia imunosupresoare con-
ventionald este o alternativd mai eficientd decat
utilizarea imunosupresoarelor In monoterapie.
Pentru toti cei 24 de pacienti din grupul RTX s-a
obtinut controlul bolii fatd de doar 10 (40%) din
grupul de terapie conventionala care a cuprins 25
de pacienti. Timpul mediu de obtinere a
controlului bolii a fost de 10.17 luni pentru
grupul RTX, de aproximativ trei ori mai rapid
fata de grupul conventional, unde timpul mediu
a fost de 37.7 luni. In schimb rata de recidere la
intreruperea terapiei cu RTX a fost usor mai mare
fata de cea din grupul cu tratament conventional
si anume de 42% fatd de 33% [15]. Rituximabul
pare a fi un agent promitdtor in tratamentul PM
insd, sunt necesare studii prospective pentru a
putea evalua corespunzétor eficacitatea acestuia,
dozele necesare, terapia adjuvantd si efectele
adverse.

Formele de boald refractare la tratament pot
beneficia de terapie intravenoasd cu imuno-
globuline, administrate in doza de 400 mg/kg/zi,
5 zile consecutive, o datd pe luna. Acestea
actioneaza prin blocarea complementului, inhi-
barea limfocitelor B, clearance-ul anticorpilor
circulanti. Asocierea imunoglobulinelor cu RTX
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to be performed before the therapy start because
the patients with a g-6-pd deficit have a higher
hemolysis risk. Careful monitoring during the
dapsone treatment is mandatory in order to
discover the potential adversary effects such as
hemolytic ~ anemia, = methemoglobinemia,
agranulocytosis and toxic hepatitis [14].

Severe forms of the disease with fast
progression  require  systemic  corticoids
associated with an immunosuppresant as
adjuvant for the long-term maintenance of the
therapy. Initially, prednisone doses of 1-1.5
mg/kg/day and cyclophosphamide doses of 50-
200 mg/day will be administered. Other
immunosuppressant agents that can be
alternatively administrated to cyclophosphamide
are azathioprine, mycophenolate mofetil,
methotrexate or cyclosporine. Long-term
treatment can cause side effects, both of the
systemic corticoids, such as hypertension,
osteoporosis, gastric ulcer, mental disorders, and
of the immunosuppressant agents: anemia,
agranulocytosis, infections, toxic hepatitis,
hemorrhagic cystitis, infertility. This is the reason
why careful monitoring and preventive measures
are extremely important.

Anti CD-20 Rituximab (RTX) therapy that
was used in the past years to treat autoimmune
bullous dermatoses seems to be successful in the
treatment of cicatriceal pemphigoid. A
retrospective study on 49 patients published in
2016 showed that rituximab is in combination
with conventional immunosuppressive therapy a
more  effective  alternative  than  the
immunosuppressant alone. For all 24 patients in
the RTX group the therapy was successful,
whereas this was the case for only 10 of the 25
patients (40%) in the conventional therapy group.
The average time for obtaining the control of the
disease was 10.17 months for the RTX group,
approximately three times faster compared to the
conventional group, where the average was 37.7
months. However, the remission rate after
interrupting the RTX therapy was slightly higher
(42%) than that of the conventional treatment
(33%) [15]. Rituximab seems to be a promising
agent in the treatment of MMP. However,
prospective studies are needed to properly assess
its effectiveness, the doses necessary, the
adjuvant therapy and the side-effects.

The forms of the disease that are non-
responsive towards the treatment may benefit
from intravenous therapy with immunoglobulins
administered at a dose of 400 mg/kg/ day for 5




poate preveni pierderea totald a vederii la
pacientii cu pemfigoid ocular cicatricial rezistent
la tratament [17].

In PC tratamentul topic reprezints, de cele
mai multe ori, o mdsurd adjuvantd terapiei
sistemice si doar ocazional se poate folosi ca
monoterapie la pacientii cu forme limitate de
boald. Au fost folosite cu succes In tratamentul
local al leziunilor orale corticoizi cu potenta
mare, tacrolimus si ciclosporina [16]. In ceea ce
priveste afectarea oculard, terapia locald desi
amelioreazd simptomele nu poate opri evolutia
bolii. Au fost raportate utilizari topice de
inhibitori de calcineurina, ciclosporina A,
tacrolimus si mitomicina C [6].

Nu in ultimul rand, pentru Imbunatitirea
calitatii vietii pacientilor, terapiei farmacologice
se pot asocia interventii chirurgicale pentru a
rezolva eventualele complicatii severe ale bolii:
stenoze esofagiene sau ale cailor respiratorii,
stricturi anogenitale.

In cazul nostru, desi are o varstd inaintats,
pacienta a tolerat bine tratamentul, fard efecte
adverse pana in prezent.

Concluzii

Pemfigoidul de mucoase este o patologie
rard, heterogend cu morbiditate importantd, fiind
de cele mai multe ori diagnosticata tardiv.
Dermatoza are o evolutie cronicd indelungata cu
perioade de remisiune si de agravare chiar si sub
tratament corespunzator. Prognosticul este
influentat de momentul stabilirii diagnosticului
si al instituirii tratamentului, dar si de rdspunsul
la terapie sau de patologia de fond a pacientului.
Gravitatea bolii este datd, in principal, de
afectarea mucoasei oculare ce poate conduce la
pierderea vederii. Pemfigoidul de mucoase
rdméane In continuare o provocare atat pentru
pacient cat si pentru clinician din cauza
complicatiilor produse de boald in sine, sau de
tratamentul acesteia, precum si din cauza
evolutiei imprevizibile pe care aceastd maladie o
poate avea.

De subliniat in cazul pacientei noastre sunt
antecedentele patologice de tip limfom non-
Hodgkin tratat, precum si prezenta complicatiilor
oculare avansate datoritd debutului tardiv al
tratamentului de specialitate. Forma prezentata
de pemfigoid cicatriceal reprezintd o formd
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consecutive days once a month. These act by
blocking the complement, by inhibiting the B
cells and by clearing the circulating antibodies.
Associating immunoglobulins with RTX can
prevent blindness at patients with cicatricial
ocular pemphigoid resistant towards treatment
[17].

In the cicatricial pemphigoid the topic
treatment represents an auxiliary measure to the
systemic therapy and only occassionaly a form of
therapy for the patients with mild forms of the
disease. Highly potent corticoids, tacrolimus and
cyclosporine, were successfully used for the local
treatment of lesions [16]. Regarding the ocular
lesions, although the local therapy improves the
symptoms, it cannot stop the disease. Topic usage
of calcineurin, cyclosporine A, tacrolimus and
mitomycin C inhibitors was reported [6].

Last but not least, to improve the patients life
quality, surgery that can resolve severe
complications of the disease, such as esophageal
and nasal stenosis or anogenital strictures, can be
associated to the pharmacological therapy.

In our case, although the patient is elderly,
she tolerated the treatment well, without any sign
of side-effects so far.

Conclusions

Mucous pemphigoid is a rare, heterogeneous
pathology, with a significant morbidity rate, that
is most often lately diagnosed. Dermatosis has a
long-term chronic evolution remission and
worsening periods even under proper treatment.
The prognosis is influenced by the moment of
diagnosis and treatment start, but also by the
response towards the therapy or the patient’s
pathology background. The disease severity is
mainly given by the affection of the ocular
mucous membranes, that can lead to blindness.
Mucous membrane pemphigoid remains a
challenge for both the patient and the clinician
because of the complications caused either by the
disease itself, or by its treatment, and because of
its unpredictable evolution.

It is important to highlight that our patient’s
medical history includes a treated non-Hodgkin
lymphoma, and also advanced ocular
complications due to the late initiation of the
treatment. The present form of cicatricial
pemphigoid represents a severe classic form with
two affected mucous membranes, without
cutaneous affection. Because of the ocular
complications, it was decided to initiate the
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clasica, severd cu afectare la nivelul a doui
mucoase, fara afectare cutanati. Datorita
complicatiilor oculare s-a decis instituirea de

systemic corticosteroid therapy associated with
another immunosuppressant, namely cyclophos-
phamide. Clinically and paraclinically, the

evolution is positive, without any side-effects so
far. The patient responds to therapy and is under
monitoring.

prima intentie a corticoterapiei sistemice asociate
unui alt imunosupresor, Ciclofosfamida. Clinic si
paraclinic, evolutia este buna, fara reactii adverse
pana in prezent, pacienta rdspunzand la terapie si
ramanand in evidenta clinicii.
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