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Rezumat

Introducere: Boala Behcet este o afectiune multi-
sistemicd inflamatorie de etiologie incomplet elucidatd.
Manifestdrile clinice cele mai frecvente cuprind ulceratii
dureroase ale mucoasei orale, mucoasei genitale, leziuni
cutanate si leziuni oculare. Prezenta HLA-B51 reprezintd
un factor de risc recunoscut. In etiopatogenia bolii sunt
implicati factori bacterieni, virali si de mediu.

Prezentarea cazului: Raportdm cazul unei paciente
in varstd de 24 de ani, din mediul urban, care se adreseazi
clinicii noastre pentru aparitia unor leziuni cutaneo-
mucoase polimorfe si dureroase. Examenul local
dermatologic a pus in evidentd atdt la nivelul muicoasei
genitale, cit si la nivelul mucoasei orale ulceratii multiple,
dureroase, precum si pustule la nivelul fetei anterioare a
toracelui si noduli subcutanati pretibiali. Examenul
oftalmologic a identificat hiperemie conjunctivald, edem
palpebral drept si fotofobie. Examindrile paraclinice au
decelat leucocitozd cu neutrofilie, trombocitozd, limfopenie,
vitezd de sedimentare a hematiilor (VSH) crescutd si factor
reumatoid (FR) pozitiv. Examenele bacteriologice si mico-
logice efectuate din ulceratii au fost negative. Explordrile
serologice au decelat anticorpi IgM anti virus herpetic 1
(Ac IgM anti HSV-1) si IgM anti virus herpetic 2 (Aclg M
anti HSV-2) pozitivi. Pacienta a urmat tratament sistemic
cu antiinflamatoare nesteroidiene (AINS) si tratament
local, cremui in combinatie dermatocorticoid-antibiotic. Sub
tratamentul instituit, evolutin generald si locald a fost
favorabild, cu remiterea completd a leziunilor intr-o
saptamand.
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Summary

Introduction: Behcet's disease is a multisystemic
inflammatory condition, with unknown etiology. Most
common clinical manifestations include painful oral
mucosa ulcerations, painful genital mucosa ulcerations,
cutaneous lesions and ocular lesions. Positive HLA-B51
antigen is a well-known risk factor. The etiopathogenesis of
the disease includes bacterial, viral and environmental
factors.

Case report: We report the case of a 24-year-old
female patient, from urban area, who presented to our clinic
for painful polymorphic cutaneo-mucosal lesions. Skin
assessment revealed multiple painful oral and genital
mucosa ulcerations, as well as upper chest pustules and
pretybial bilateral subcutaneous nodules. Ophtalmological
examination identified conjunctival hyperemia, right
palpebral edema and photophobia. Laboratory findings
revealed leukocytosis with neutrophilia, elevated erythrocite
sedimentation rate (ESR) and positive rheumatoid factor
(EFR). Bacteriological and micological tests performed from
the lesions were negative. Serological tests were performed
and IgM anti herpes simplex virus type 1 (Ig M anti HSV-
1) and IgM anti herpes simplex virus type 2 (IgM anti
HSV-2) were identified. The patient followed systemic
treatment with nonsteroidal anti-inflammatory drugs
(NSAIDs) and local treatment with a combination of
steroidal and antibiotic cream. Clinical evolution was
favorable, with complete resolution of lesions in
approximatively 1 week.
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Concluzii: Posibila etiologie virald a bolii Behcet
reprezintd un subiect indelung investigat. Evaluarea
completd si multidisciplinard a acestor pacienti este
primordiald in abordarea acestor cazuri.

Cuvinte cheie: Belcet, ulceratii, eritem nodos, uveitd
anterioard, herpes simplex.
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Conclusions: The possible viral etiology of Behcet's
disease is a long investigated topic. Complete evaluation
and multidisciplinary follow-up of these patients is vital in
the approach of these cases.
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Introducere

Boala Behcet reprezintd o afectiune multi-
sistemicd inflamatorie de etiologie incomplet
elucidata. Manifestarile clinice cele mai frecvente
cuprind ulceratii dureroase ale mucoasei orale,
mucoasei genitale, leziuni cutanate (eritem
nodos, leziuni acneiforme, pustule, pseudo-
foliculitd, rar ulceratii cutanate) si leziuni oculare
(panuveita, uveitd anterioard). Simptomele mai
rare ale bolii sunt reprezentate de probleme
gastrointestinale (dureri abdominale, greturi,
vdrsdturi), articulare (artralgii, artrita, sinovita) si
neurologice (cefalee, disartrie, ataxie). in evolutia
bolii se succed perioade de exacerbare si remi-
siune. Varsta medie de debut a bolii este in
decada a treia de viatd, patologia fiind mai
frecventa la sexul masculin [1]. Prezenta HLA-
B51 reprezintd un factor de risc recunoscut.
Etiologia bolii rdméane incomplet elucidatd si
presupune implicarea factorilor genetici si de
mediu. Anumiti agenti bacterieni (Streptococi,
Helicobacter Pylori), virusurile herpetice, anu-
mite chimicale si metale grele sunt incriminate in
patogeneza acestei afectiuni [2]. Acest articol are
drept scop prezentarea unui caz rar de boala
Behcet la o pacientd tandrd, declansata de o
infectie virala.

Prezentarea cazului

Prezentam cazul clinic al unei paciente in
varstd de 24 de ani, din mediul urban care s-a
adresat clinicii noastre pentru aparitia unor
leziuni cutaneo-mucoase polimorfe si dureroase.

La examenul clinic local dermatologic s-au
evidentiat ulceratii ale mucoasei genitale,
ulceratii ale mucoasei orale, noduli subcutanati
pretibiali si pustule la nivelul fetei anterioare a
toracelui. Multiple ulceratii orale dureroase au
fost identificate pe mucoasa bucald si gingivala,

Introduction

Behcet’s disease is a multisystemic inflam-
matory condition, with unknown etiology. Most
common clinical manifestations include painful
ulcerations of the oral mucosa, painful
ulcerations of the genital mucosa, cutaneous
lesions (erythema nodosum, acneiform lesions,
pustules, pseudofolliculitis, rarely cutaneous
ulcerations) and ocular lesions (panuveitis,
anterior uveitis). Uncommon symptoms of the
disease include gastrointestinal (abdominal
pains, nausea, vomiting), articular (arthralgias,
arthritis, synovitis) and neurological problems
(headache, dysarthria, ataxia). The clinical
evolution is characterised by recurrent attacks
and disease-free periods. The mean age of onset
is in the 3™ decade of life, males being more
prone to Behcet’s disease than females [1].
Positive HLA-B51 antigen is a well-known risk
factor. The ethiopathogenis of the disease is not
completely known and involves genetical and
environmental triggering factors. Bacterial agents
(Streptococci, Helicobacter pylori), viral agents,
some chemicals and heavy metals are linked to
this disease [2]. This article aims to present a rare
case of Behcet’s disease in a young female patient
triggered by a viral infection.

Case report

We report the case of a 24 year-old female
patient, from urban area, who was admitted to
our clinic for painful polymorphic cutaneo-
mucosal lesions.

Dermatological examination revealed oral
mucosa ulcerations, genital mucosa ulcerations,
subcutaneous pretybial nodules and upper chest
pustules. Multiple painful oral ulcerations were
identified on the buccal and gingival mucosa and
were characterised by well-defined borders,
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Figura 1. Aspectul leziunilor inainte de tratament.
Figure 1. Lesions appearance before the treatment.

Figura 2. Aspectul leziunilor dupd tratament.
Figure 2. Lesions appearance after the treatment.

101



DermatoVenerol. (Buc.), 65(2): 99-106

caracterizate prin margini bine delimitate, eritem
perilezional si pseudomembrane de culoare alba.
Doud ulceratii genitale cu un diametru sub 1 cm
si una cu diametrul peste 1 cm au fost observate
la nivelul vulvei, cu margini clar definite si cu un
depozit gri-gdlbui pe fundul ulceratiilor. La
nivelul toracelui anterior a fost observata o placa
eritematoasd, cu pustule pe suprafatd. Pretibial
bilateral au fost decelati noduli subcutanati
eritematosi, indurati si durerosi. Leziunile au
debutat In urma cu 5 zile.

La examenul clinic general s-au decelat: stare
generald usor alteratd, slabiciune moderata in
musculatura membrelor superioare si inferioare,
hiperemie conjunctivala si edem palpebral la
nivelul ochiului drept. Pacienta a acuzat foto-
fobie, durere oculard si vedere incetosatd. Nu
prezenta febra sau limfadenopatie.

Examindrile paraclinice au decelat leuco-
citoza cu neutrofilie (14.26 x 103/uL, VN: 4-10 x
103/uL; 81.28%, VN: 40-75%), limfopenie (11.45%,
VN: 20-45%), trombocitoza (504.70 x 103/ uL, VN:
150-400 x 103/uL), VSH accelerat (80 mm/h, VN:
0-12 mm/h) si FR pozitiv. Testele serologice
efectuate au detectat anticorpi IgM anti HSV-1
(26.82 unitati U, VN:0-9 VU), precum si Ig G anti
HSV-1 (4592 U, VN: 0-9 U) si IgM anti HSV-2
(12.76 U, VN:0-9 U). Examenele bacteriologice si
micologice efectuate din ulceratii au fost nega-
tive. Bolile transmisibile sexual au fost excluse pe
baza analizelor de laborator si a examenului
ginecologic. A fost ridicatd suspiciunea de boala
Behcet.

Examinarea oftalmologicd a stabilit dia-
gnosticul de uveitd anterioard a ochiului drept.
Examenul ginecologic nu a decelat modificari
patologice la nivelul organelor genitale interne.

Criteriile Internationale de Diagnostic ale
bolii Behcet (ICBD) din 2014 au fost utilizate.
Pentru leziunile oculare, ulceratiile genitale si
orale au fost atribuite cate 2 puncte, in vreme ce
pentru fiecare tip de leziune cutanatd (pustule,
noduli subcutanati) cate un punct. A fost calculat
un scor final de 8 puncte, care sustine dia-
gnosticul de boalad Behcet.

Activitatea bolii a fost cuantificatd folosind
sistemul de notare din Behcet Disease Current
Activity Form. Cate un punct a fost atribuit
fiecdrui semn cutaneo-mucos (ulceratii genitale,
orale, eritem, pustule) si simptomelor generale,
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perilesional erythema and white pseudo-
membranes. Two genital ulcerations with under 1
cm in diameter and one larger than 1 cm in
diameter were observed on the genital mucosa,
characterised by punched-out aspect and yellow
exudate covering the base of the ulcerations. On
the upper chest, an erythematous plaque
presenting with pustules was identified. Painful
and tender bilateral erythematous subcutaneous
nodules were found on pretybial areas. The
lesions have been present for 5 days.

Clinical examination revelead slightly altered
general condition, moderate weakeness in arms
and legs muscles,conjunctival hyperemia and
right palpebral edema. The patient complained of
photophobia, ocular pain and slightly blurred
vision. No lymphadenopathy or fever were
detected.

Laboratory findings revealed leucocytosis
with neutrophilia (14.26 x 10%/uL, normal range:
4-10 x 103/pL; 81.28%, NR: 40-75%), lym-
phopenia (11.45%, NR: 20-45%), trombocitosis
(504.70 x 103/pL, NR: 150-400 x 103/pL), ele-
vated ESR (80 mm/h, NR: 0-12 mm/h) and
positive rheumatoid factor (FR). Serological tests
were performed and IgM anti HSV-1 (26.82 units
U, NR: 0-9 U), as well as IgG anti HSV-1 (4592 U,
NR: 0-9 U) and IgM anti HSV-2 (12.76 U, NR: 0-9
U) were identified. Bacteriological and mico-
logical tests performed from the lesions were
negative. Sexually transmited diseases were also
excluded based on the laboratory tests per-
formed. A suspicion of Behcet disease was raised.

The ophtalmology exam established the
diagnosis of right eye anterior uveitis. Gyneco-
logical examination did not detect any patho-
logical findings at the assessment of internal
genitalia.

The International Criteria for Behcet’s
Disease (ICBD) from 2014 was used for positive
diagnosis. Ocular lesions, genital mucosa ulce-
rations and oral mucosa ulcerations were each
assigned 2 points, whereas 1 point was assigned
to each of skin lesions (pustules, subcutaneous
nodules). A final score of 8 points was calculated,
which supports the diagnosis of Behcet’s disease.

Disease activity was assessed using Behcet’s
Disease Current Activity Form. One point was
given to each cutaneo-mucosal manifestation
(genital ulcerations, oral ulcerations, erythema,




iar afectarea oculard (hiperemie conjunctivald,
durere oculara) a fost cuantificata cu un punct. A
fost calculat un scor total de 7 puncte si un scor
transformat in functie de interval de 11 puncte.
Pe baza aspectului clinic si al investigatiilor
paraclinice, al scorului total de 8 puncte in
conformitate cu criteriile ICBD si dupa efectuarea
diagnosticului diferential a fost stabilit dia-
gnosticul de boala Behcet indusa de reactivarea
HSV-1 si activarea HSV-2. Pacienta a urmat
tratament sistemic cu AINS in dozd de 400 mg de
doud ori pe zi si tratament topic cu o crema
combinatie dermatocorticoid-antibiotic (acetat de
hidrocortizon+acid fusidic) 2 aplicdri pe zi. Sub
tratamentul instituit, evolutia locald si generald a
fost favorabild, cu remiterea completd a leziunilor
cutaneo-mucoase intr-o saptdamana.

Discutii

Boala Behcet, definitd in 1937 de dermato-
logul turc Hulusi Behcet, reprezintd o afectiune
multisistemicd, inflamatorie, in aparitia cdreia
concurd factori genetici si de mediu. Carac-
terizatd prin ulceratii orale, genitale, leziuni
cutanate, oculare si afectare nervoasd, aceasta
patologie este mai frecvent intalnitd in Orientul
Mijlociu si Asia de Est, dar cazuri sporadice sunt
intalnite si in alte zone geografice. Evolutia bolii,
cu alternanta perioadelor de exacerbare cu cele
de remisiune diferentiazd boala Behcet de
celelalte vasculite.

In literatura de specialitate, numeroase studii
pun in discutie rolul factorilor infectiosi si de
mediu in patogeneza bolii Behcet. O posibila
etiologie virald a fost descrisd pentru prima data
de Behcet in 1937. Dintre agentii virali, HSV-1
este principalul virus pentru care o asociere a fost
observatd. Alti agenti virali, precum virusul
Epstein Barr [3], virusul varicelo-zoosterian,
parvovirusul B19 [4] sau virusul hepatitic C [5]
pot juca un rol in etiologia bolii Behcet. Dintre
agentii bacterieni, sunt mentionate diferite specii
de Streptococ [6,7], Micobacterii, Helicobacter
Pylori [8] si Escherichia Coli, in vreme ce
compusii organici ai clorului, ai fosforului sau
pulberea de cupru anorganic sunt mentionati ca
si posibili factori chimici declansatori [9].

Nivele serologice crescute ale anticorpilor
anti HSV-1 si anti-HSV-2 au fost descrise intr-o
proportie semnificativ statistic mai mare in cazul
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pustules) and to the general signs, whereas the
ocular involvement was assigned 1 point. A total
score of 7 points was calculated and a trans-
formed index score on interval scale of 11 points.
Taking into consideration the clinical and
laboratory findings, as well as the total score of 8
points according to the ICBD criteria and after
carefully considering the most likely differential
diagnoses, we established the diagnosis of
Behcet’s disease triggered by HSV-1 reactivation
and HSV-2 activation. The patient followed
systemic treatment with NSAIDs 400 mg b.i.d
and topical treatment with a combination of
corticosteroid and antibiotic cream (hydro-
cortisone acetate + fusidic acid) b.i.d. Under
treatment, general and local evolution were
favorable, with complete remission of all
cutaneo-mucosal lesions in one week.

Discussions

Behcet’s disease, described in 1937 by the
Turkish dermatologist Hulusi Behcet, represents
a multsystemic inflammatory condition, whose
ethipathogenesis is linked to genetical and
environmental triggering factors. Characterised
by oral mucosa ulcerations, genital mucosa
ulcerations, cutaneous and ocular lesions, this
pathology is more often found in the Middle and
Far East, but sporadic cases are encountered in
other regions as well. Its clinical evolution, with
periods of relapse and remission distinguishes
Behcet’s disease from other vasculitides.

Clinical studies take into consideration the
role of infectious and environmental factors in
the pathogenesis of the disease. A possible viral
etiology was first postulated by Behcet in 1937.
Among the viruses, HSV-1 is the main virus for
which an association has been observed. Other
viral agents, such as Epstein-Barr virus [3],
varicella zoster virus, parvovirus B19 [4] and
hepatitis C virus [5] may have a role in triggering
this disease. Bacterial agents, such as various
species of Streptococcus [6,7], Mycobacteria,
Helicobacter Pylori [8] and Escherichia Coli and
organic chlorine compounds, organic phosp-
shorus compunds and inorganic copper powder
[9] are also mentioned as possible triggering
factors.

Elevated levels of anti HSV-1 and anti HSV-2
antibodies have been described in several studies
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pacientilor cu boala Behcet comparativ cu
cazurile control [10,11].

Studiile experimentale utilizeazd soricei de
laborator pentru inducerea simptomelor bolii
Behcet, in urma inoculdarii HSV-1. Ulcerele
cutaneo-mucoase, leziunile oculare si articulare,
precum si modificirile histopatologice au fost
similare cu cele observate la pacientii cu boala
Behcet [12].

Sugata et al. [13] a relatat in 2007 cazul unei
paciente de sex feminin care a dezvoltat boala
Behcet, forma incompletd, pe fondul unei
reactivari a virusului HSV-1. In probele recoltate
de la nivelul leziunilor a fost identificat un numar
crescut de copii virale pentru HSV-1. O
observatie similara a fost facuta de Ju et al. [14]
care a notat asocierea dintre IgM anti HSV-2 si
aparitia simptomelor bolii Behcet. In cazul de
fata, am observat asocierea dintre IgM anti HSV-
1 si IgM anti HSV-2 si aparitia simptomelor bolii
Behcet.

Criteriile ICBD [15], utilizate incepand cu
2014 pentru diagnosticul bolii Behcet, presupun
atribuirea unui anumit numar de puncte pentru
fiecare manifestare a bolii. Astfel, se atribuie cate
doud puncte pentru leziunile oculare, ulceratiile
genitale si ulceratiile orale, In timp ce fiecare tip
de leziune cutanatd, manifestdrile neurologice,
cele vasculare si testul de patergie pozitiv sunt
cuantificate cu cate un punct. Un scor total mai
mare sau egal cu 4 puncte permite stabilirea
diagnosticului pozitiv. Principalul avantaj al
acestor criterii constd in faptul cd permit
diagnosticul timpuriu al cazurilor, iar efectuarea
si obtinerea unui test de patergie pozitiv nu mai
este obligatorie pentru diagnostic.

Datele existente privitoare la tratamentul
cazurilor de boald Behcet cu factor trigger viral
sunt reduse. Tratamentul cu aciclovir pare sd nu
afecteze evolutia ulceratiilor orogenitale [16], dar
famciclovir s-a dovedit a fi eficient in ameliorarea
simptomelor si prevenirea recdderilor [17].
Pacienta din cazul de fatd a raspuns favorabil la
tratamentul cu antiinflamatoare.

Referitor la afectarea oculard, Tugal-Tuktun
[18] mentioneazd cd desi majoritatea pacientilor
prezintd panuveitd nongranulomatoasa si
vasculitd retiniand, un numar redus de pacienti,
in special de sex feminin, pot prezenta doar
uveitd anterioara unilaterala. In plus, in cazul in
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in a significantly higher proportion in patients
with Behcet’s disease compared to controls
[10,11].

Experimental studies use laboratory mice to
induce the symptoms of Behcet’s disease.
Cutaneous-mucosal ulcers, eye and joint lesions,
and histopathological changes after HSV-1
inoculation were similar to those seen in patients
with Behcet’s disease [12].

Sugata et. al [13] reported in 2007 the case of
a female patient who developed the incomplete
form of Behcet’s disease, triggered by the
reactivation of HSV-1 virus. An increased
number of HSV-1 viral copies was identified in
samples collected from the lesions. A similar
observation was made by Ju et al. [14] who noted
the association between anti HSV-2 antibodies
and the onset of Behcet’s disease. In our case, we
observed the association between IgM antibodies
against HSV-1 and IgM antibodies against HSV-2
and the occurence of Behcet’s disease symptoms.

The ICBD criteria [15], used since 2014 for the
diagnosis of Behcet’s disease, involve assigning a
certain number of points for each manifestation
of the disease. Thus, two points are given for
ocular lesions, genital ulcerations and oral
ulcerations, whereas one point is assigned for
each type of skin lesions, as well as for
neurological and vascular manifestation. If the
patthergy test is conducted and the result is
positive, an additional point is added. A total
score higher or equal to 4 points is necessary to
establish the diagnosis. The main advantage of
these criteria is that they permit the early
diagnosis and a positive pattergy test is no longer
mandatory for diagnosis.

Existing data on the treatment of Behcet’s
disease with a triggering viral factor are limited.
Acyclovir treatment does not affect the evolution
of orogenital ulcerations [16], but famciclovir has
proved to be effective in improving symptoms
and preventing relapses [17]. Our patient
responded favorably to treatment with NSAIDs.

Regarding the ocular damage, Tugal-Tuktun
[18] mentions that although most patients
present with nongranulomatous panuveitis and
retinal vasculitis, a small number of patients,
especially females, may develop strictly
unilateral anterior uveitis. In addition, if the
patient presents with strictly anterior uveitis, the




care pacientul prezintd strict uveitd anterioars,
prognosticul leziunilor oculare este mai bun si nu
necesitd terapie sistemicd. Aceasta observatie este
in concordanta cu leziunile prezentate de cétre
pacienta din cazul de fata.

Aspectul clinic, prin prezenta ulceratiilor
orale, genitale, a leziunilor oculare si cutanate, si
scorul ICBD de 8 puncte permit incadrarea
cazului ca boala Behcet. Titrul crescut al IgM si
IgG anti HSV-1, IgM anti HSV-2, precum si
raspunsul favorabil la tratamentul instituit sustin
ipoteza conform cdreia infectia herpeticd cu
herpes simplex virus reprezintd un factor trigger
al bolii Behcet in cazul de fata.

Concluzii

Posibila etiologie viralda a bolii Behcet
reprezintd un subiect indelung investigat.
Optiunile de tratament in aceastd afectiune sunt
limitate, astfel incat o mai buna intelegere a
patogenezei ar putea oferi strategii terapeutice
mai eficiente.
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prognosis of eye lesions is better and systemic
therapy is not requiered. This observation is
consistent with the lesions presented by our
patient.

The clinical appearance, with the presence of
oral and genital wulcerations, ocular and
cutaneous lesions, and the ICBD score of 8 points
allow the presented case to be classified as
Behcet’s disease. The increased titer of IgM and
IgG anti HSV-1 antibodies, IgM anti HSV-2
antibodies, as well as the favorable outcome to
the established treatment support the hypothesis
that herpes simplex virus infection is a trigger of
Behcet’s disease in our case.

Conclusions

The viral etiology of Behcet’s disease is a
long-investigated topic. Treatment options for
this condition are limited, therefore a better
understanding of the pathogenesis could provide
more effective therapeutic strategies.
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