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Rezumat

Lichenul plan este o conditie morbidd inflamatorie
cronicd cu etiologie neprecizatd si cu manifestdri cutanate
sifsau mucoase, mucoasa orald fiind cel mai frecvent
interesatd. Patogenia, partial elucidatd, constituie subiect
de dezbateri si temd actuald de cercetare. Ipotezele acceptate
privesc implicarea fiziopatologicd a mecanismelor antigen-
specifice, a unor mecanisme nespecifice si a autoimunititii.
Rezultatele cercetarilor recente documenteazd natura
imunologicd complexd a bolii dar si potentiala relatie dintre
aceasta si inflamatia sistemicd, sindromul metabolic si
riscul cardiovascular.
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Summary

Lichen planus is a morbid chronic inflammatory
condition of unknown etiology and has skin manifestations
and/or mucous, the oral mucosa is most frequently
concerned. Pathogenesis, partially elucidated, is the subject
of debate and a current research topic. Accepted
assumptions concerning pathophysiological involving of
antigen-specific mechanisms, some nonspecific mechanisms
and of autoimmunity. The results of recent research
documenting complex immunological nature of the disease
but also the potential relationship between it and systemic
inflammation, metabolic syndrome and cardiovascular risks.
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Introducere

Lichenul plan este o dermatoza inflamatorie
cronicd cu etiologie neelucidata care se manifestd
prin leziuni cutanate caracteristice si/sau leziuni

Introduction

Lichen planus is a chronic inflammatory
dermatosis unexplained etiology manifested by
characteristic skin lesions and/or lesions more or
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mai mult sau mai putin sugestive la nivelul
mucoaselor, mai ales orald si genitald. Lichenul
plan oral (LPO) este forma clinicd cea mai
frecventd a lichenului plan al mucoaselor,
afecteazd persoanele adulte preponderent intre
40 si 60 de ani si de sex feminin (1,4:1) si se
localizeaza predilect pe mucoasa bucald, linguala
si gingivala. Poate evolua solitar sau concomitent
cu eruptia papuloasd cutanatd dar are o evolutie
mai indelungatd decadt aceasta, cu perioade
de latentd si perioade de exacerbare. Dupa
Andreasen [1] variantele clinice de LPO sunt
reprezentate de: forma papuloasd, reticulatd, in
pléci, atrofica, eroziva si buloasd. Se estimeaza ca
afectiunea intereseaza 1-2% din populatia
adulta.[2,3,4] Atingerea orald poate fi parte a
unui sindrom vulvo-vagino-gingival (sindromul
Hewitt-Pelisse), considerat o variantd neobis-
nuita, severd, a lichenului plan sau parte a
sindromului Grinspan in care se asociaza diabe-
tului zaharat tip II si hipertensiunii arteriale.Desi
asupra mecanismului patogenic existd inca
nelamuriri si controverse, cercetdri recente sustin
natura imunologicd complexd a dezordinii,
precum si posibila relatie cu inflamatia sistemica.

Ipoteze patogenice

Plecand de la observatii epidemiologice
(incidenta mai mare a afectiunii in anumite
perioade ale anului, asocierea cu hepatopatia cu
virus C, (semnificativd statistic mai ales pentru
forma clinicd eroziva a LPO si in anumite areale
geografice) si de la trasdturile histologice carac-
teristice ale bolii (degenerescenta de lichefactie a
zonei bazale epiteliale si infiltratul dens
limfocitar cu dispozitie in banda subepiteliala), se
considerd cd in patogenia LPO, ar interveni
mecanisme imune antigen-specifice si procese
inflamatorii nespecifice.[5,6] Toate cele trei com-
ponente principale ale sistemului imun (fagoci-
toza, imunitatea umorala si imunitatea mediata
celular) sunt modificate la pacientii cu LPO.[6]

1. Mecanisme antigen-specifice

Antigenul tintd nu este incd identificat dar se
presupune existenta unei reactivitdti incrucisate
intre diverse antigene ambientale (micro-
organisme bacteriene, virale, fungice, medica-
mente) si autoantigene epiteliale. Cascada

imunologicd ce duce la aparitia infiltratului
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less suggestive of mucosal, oral and genital
especially. Oral lichen planus (OLP) is the most
common clinical form of lichen planus of the
mucous membranes, affecting mostly adults
between 40 and 60 years and females (1.4: 1) and
locate favorite buccal mucosa, lingual and
gingival. Can evolve solitary or simultaneous
skin papular rash while but has a much longer
evolution than this, with latency periods and
periods of exacerbation. After Andreasen, OLP
clinical variants are: papular form, reticulated
plaque, atrophic, erosive and bullous. It is
estimated that condition may interest 1-2% of the
adult population. Oral touching can be part of a
vulvas-vaginal-gingival-vagino syndrome
(Hewitt-Peli’s syndrome), considered an unusual
variant, severe, of lichen planus or part of a
Grinspan syndrome that is associated with type Il
diabetes and hypertension. Although, over the
pathogenic mechanism are still doubts and
controversies, recent research supporting
complex immunological nature of the disorder
and the possible relation with systemic
inflammation.

Assumptions pathogenic

Based on epidemiological observations (the
higher incidence of the disease in certain periods
of the year, the association with hepatopathy C
virus (statistically significant especially for
erosive clinical form of OLP and in certain
geographical  areas) and  characteristic
histological features of the disease ( liquefaction
degeneration of the basal area and dense
lymphocytic infiltration with epithelial and
available in sub epithelial band), it is considered
that the pathogenesis OLP would intervene
antigen-specific immune mechanisms and
nonspecific inflammatory process. All three main
components of the immune system
(phagocytosis, humoral immunity and cell
mediated immunity) are altered in patients with
OLP.

1. Mechanisms of antigen-specific

Target antigen is not yet identified but is
suspected of cross-reactivity between the various
environmental antigens (bacterial microor-
ganisms, viral, fungal, medicines) and epithelial
auto antigens. Immunological waterfall leads to




limfocitar subepitelial debuteaza cu expresia sau
demascarea de cauza necunoscutd a unui antigen
pe suprafata keratinocitard. Se speculeaza c4,
acest auto-antigen ar fi o proteind “self” sau o
proteind de soc caloric.[7,8] Limfocitele T (CD8+
si CD4+)migreaza spre keratinocitele bazale,
activarea lor datorandu-se fie Intdlnirii cu
antigenul in cursul procesului de supraveghere
imunologicd, fie interventiei unor chemokine[8].
Astfel, s-a demonstrat cd in lichenul plan oral
existd o expresie crescutd a moleculelor de
adeziune la suprafata celulelor endoteliale ale
plexului vascular subepitelial (CD62E, CD54,
CD106) sub influenta unor citokine ca TNFa,
IFNy si IL1 derivate din macrofage, celule
Langerhans (activate si in numar mare), limfocite
si keratinocite. Limfocitele infiltratului exprima
la randul lor receptori CD1la fatd de aceste
molecule de adeziune vasculara.[7,8,9] Initial
infiltratul inflamator este constituit din limfocite
CD4+ si, ulterior, domind limfocitele CD8+ ceea
ce semnifica modificarea raspunsului imun pe
parcursul bolii.[10] Cascada imunologica continua
cu activarea limfocitelor Th1l autoreactive care,
prin secretia de IFNy, induc expresia patologica a
HLA-DR si a receptorilor pentru ICAM-1 si Fas-L
pe suprafata keratinocitelor. ICAM-1 asigurd
conexiunea cu proteina superficiala de pe
limfocitul T(LFA-1), rezultatul final al acestor
interactiuni fiind apoptoza keratinocitelor
bazale.[10] Supraproductia de IFNy de citre
limfocitele CD4+ in leziunile de LPO ar induce si
un dezechilibru intre acesta si TGFB1 al carui
consecintd ar fi inhibarea, pe de o parte, a
efectului imunosupresor al TGFB1 si, pe de altd
parte, stimularea expresiei clasei II MHC pe
suprafata keratinocitelor, precum si activarea
celulelor T citotoxice CD8+ cu inducerea
consecutiva a apoptozei.[2,6,7,11.] Un alt element
ce contribuie la apoptoza keratinocitard este
granzima B secretatd de limfociteleT care
patrunde intrakeratinocitar via perforine prin
porii membranari.[5,8]

2. Mecanisme nespecifice

in zona bazali subepiteliald, keratinocitele
viabile contribuie la integritatea membranei
bazale prin secretia de colagen 4 si laminina. La
randul ei, membrana bazald este sursa sem-
nalelor ce impiedicd apoptoza, asigurand
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sub epithelial lymphocytic infiltration begins
with expression or unmasking of unknown cause
or a keratinocyte surface antigen. It is speculated
that the antigen as ,self” protein or a caloric
shock protein. T lymphocytes (CD8 + and CD4 +)
migrate to the basal keratinocytes, their
activation is due to the encounter with the
antigen in the process of immunological
surveillance or intervention of chemokines. Thus,
it was demonstrated that oral lichen planus there
is increased expression of adhesion molecules on
endothelial cells surface of the vascular plexus
sub epithelium (CD62, CD54, CD106) under the
influence of cytokines TNFa, IFNy and IL1-
derived macrophages, Langerhans cells
(activated and in large numbers), lymphocytes
and keratinocytes. Lymphocytes infiltrate
expressing CD1la receptors to these vascular
adhesion molecules. Initially, the inflammatory
infiltrate consists of CD4 + lymphocytes and then
dominate the CD8 + lymphocytes which means
modification of the immune response during the
disease. Immunological cascade continues with
the self-reactive Thl cell activation witch by
secreting delFNy induce pathological expression
of HLA-DR and receptor of ICAM-1 and Fas-L on
the surface of keratinocytes. ICAM-1 provides the
connection with the T (LFA-1) lymphocyte
surface protein, the final result of these
interactions is the basal keratinocyte apoptosis.
Overproduction of IFN y by CD4 + lymphocytes
in the lesions of the OLP it induces an imbalance
between it and the TGFp1, the consequence of
which would be the inhibition of, on one hand,
the immunosuppressant effects of TGFf1 and, on
the other hand, stimulation of expression of class
II MHC on the keratinocytes surface and
activation of CD8 + cytotoxic T cells with the
subsequent induction of apoptosis. Another
element that contributes to keratinocyte
apoptosis is B granzyme secreted by T
lymphocytes cells penetrating intra keratinocyta
via perforating through membrane pores.

2. Mecanisme nonspecific

In the sub epithelial basal area, viable
keratinocytes contribute of basement membrane
integrity to the secretion of collagen 4 and
laminin. In return, the basal membrane is the
signal source that prevents apoptosis, ensuring
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supravietuirea keratinocitelor. Alterarea acestei
relatii de interdependenta in LPO creeaza un cerc
vicios ce explicd, partial, caracterul cronic al
bolii.[2,7,11] La lezarea membranei bazale
participa de asemenea MMP9, gelatinaza a carei
supraproductie este stimulatd de celulele T din
infiltratul subepitelial si care cliveaza colagenul
4.[12,13]

Un alt element implicat patogenic in LPO este
RANTES din familia chemokinelor CC, cu rol in
recrutarea limfocitelor T si in recrutarea si
degranularea mastocitelor eliberatoare de media-
tori proinflamatori precum triptaza, chimaza si
TNFa prin intermediul carora este stimulata
expresia moleculelor de adeziune vasculara
(CD62E, CD54, CD106) si implicit, aderarea
limfocitelor la endoteliul vascular si extravazarea
lor. In plus, chimaza este un activator al MMP9,
contribuind astfel la lezarea membranei bazale.
[5,13] Studiile aratd ca 60% din mastocite sunt
degranulate in leziunile de LPO, fatd de doar 20%
in mucoasa normald.[8]

3. Autoimunitatea

Caracterul de boald autoimuna este sustinut,
in principal, de cronicitatea dezordinii, de
asocierea cu alte boli autoimune, de deficitul
reactiilor imune supresoare si de prezenta
celulelor T autocitotoxice in leziunile de lichen
plan.[8]

Mimetismul antigenic si dispersia epitopilor-
factori patogenici in LPO.

In 1976 Shapiro a lansat ipoteza ca existenta
unor similitudini Intre molecule de naturi diferite
ar putea constitui cauza autoimunitatii si a creat
conceptul de “mimetism molecular”.[15] Datorita
tehnicilor avansate de producere si analizd a
biomoleculelor, precum si datoritd computerelor
de putere inaltd si retelelor informatice, in
ultimul deceniu cercetarile In acest domeniu s-au
dezvoltat semnificativ.[16]

Specificitatea rdspunsului imun se datoreaza
complementaritatii fizice si chimice dintre com-
plexul MHC-Ag de pe suprafata celulelor pre-
zentatoare de antigene si receptorul (TCR) de pe
suprafata celulei T. Un antigen insd, posedd un
numidr de 10'2-10'° fragmente, iar mdirimea
repertoriului celulei T este de aproximativ 108. De
aceea, o clond de celule T poate recunoaste mai
multe antigene ce prezintd caracteristici comune.
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the survival of keratinocytes. Interdependence
alteration of this in OLP creates a vicious circle
which partly explained chronic nature of the
disease. On basal membrane damage also
participate MMP9,  gelatinase =~ whose
overproduction is stimulated of T cells from sub
epithelial infiltrate and cleave collagen 4.

RANTES is another pathogenic element
involved in OLP from CC chemokines family,
with involving role in the recruitment of T
lymphocytes and mast cell degranulation
proinflammatory mediators releaser such as
tryptase, chymase and TNFa through which
stimulated the expression of vascular adhesion
molecules (CD62, CD54 , CD106) and implicit the
adherence to vascular endothelium and their
extravasations. In addition, chymase is an
activator of MMP9, thus contributing to the basal
membrane damage. Studies show that 60% of
mast degranulates in OLP lesions, compared to
only 20% in normal mucosa.

3. Autoimmunity

The autoimmune disease character is
supported mainly by the chronic disorder,
association with other autoimmune diseases,
deficiency immune suppressor reactions and the
presence of T cells in lesions of lichen planus.

Antigenic mimicry and dispersion of
pathogenic epitopes factors in OLP.

In 1976 Shapiro released the assumption that
the existence of similarities between molecules of
different nature could be due to autoimmunity
and created the concept of ,, molecular mimicry”.
Due to the advanced production techniques and
bio molecules analysis, and because high power
computers and computer networks in the last
decade research in this field has grown
significantly.

The immune response specificity is due to
physical and chemical complementarities of Ag-
MHC complex on the surface of antigen
presenting cells and the (TCR) receptor of a T cell
surface. However, an antigen has a number of
10'2 to 10' pieces, and the size of the T cell
repertoire is about 108. Therefore, a T cell clone
may recognize several antigens that have
common characteristics. Thereby, recognition of
antigens is flexible and efficient in case of
microbial antigens mutations inducing an




in felul acesta, recunoasterea antigenelor este
flexibild si eficientd si in cazul unor mutatii ale
antigenelor microbiene,ea inducand un raspuns
imun Impotriva tuturor agentilor patogeni care
posedd antigene similare.[16] Aceastd flexibilitate
a sistemului de recunoastere a antigenelor poate
determina reactii autoimune prin intermediul
mimetismului molecular. Mimetismul molecular
a fost putin studiat ca factor trigger in bolile
autoimune dermatologice: in sclerodermie, pso-
riazis, urticarie, boala Behget, lupus eritematos
sistemic, pemfigus, boala grefd contra gazda, sdr.
Vogt-Koyanagi-Harada, eritemul polimorf post-
herpetic, sarcoidoza, lepra.[16,17]

Antigenele bacteriene, virale, fungice, medi-
camentele, pot genera reactii autoimune prin
mimetism antigenic. Legdtura etiopatogenica
intre LPO si hepatopatia cu virus C, dovedita
epidemiologic mai ales in anumite arii geo-
grafice, desi controversatd, s-ar baza pe faptul cd
metaplazia hepatocitard ar induce un raspuns
imun mediat de celulele T care ar reactiona
incrucisat cu elemente structurale ale pielii
inducand aparitia infiltratului inflamator.
Studiile au demonstrat prezenta limfocitelor
CD4+ si CD8+ specifice VHC la nivelul acestui
infiltrat subepitelial, ceea ce sugereaza cd acesta
este directionat impotriva celulelor infectate cu
VHC.Ar fi vorba de un mimetism antigenic de
naturd primitiv exogend, virald. Eliminarea
focarului infectios ar trebui sd conduca deci la
remisiunea leziunilor de lichen plan [18,19].
Persistenta unui factor inductor al mimetismului
antigenic determind o persistentd a clonelor de
celule T si ar explica agravarea prognosticului
bolii pacientului tratat cu imunosupresoare
(corticosteroizi) la scidderea dozei sau la intre-
ruperea acestora, prin instalarea unor modificari
ireversibile ale homeostaziei tisulare.[18]

Fenomenul de dispersie a epitopilor este un
eveniment patogenic secundar in LP si se
defineste ca declansarea unor reactii imune fata
de epitopi diferiti de antigenul tintd principal, cu
care nu reactioneaza Incrucisat.[10] El este
documentat in lichenul plan bulos, in sindromul
vulvo-vagino-gingival, in lichenul plan pem-
figoid.[10,20] Procesul inflamator local duce la
demascarea si expunerea unor noi antigene care
stimuleaza reactiile imune mediate de celulele B.
Intervin deci reactii autoimune antigen-specifice
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immune response against pathogens that have
similar antigens. This flexibility in the recognition
system of antigens can cause autoimmune
reactions through molecular mimicry. Molecular
mimicry has been little studied as trigger factor in
skin autoimmune diseases: in scleroderma,
psoriasis, urticaria, Behget’s disease, systemic
lupus erythematosus, pemphigus, graft versus
host disease, Vogt Koyanagi-Harada syndrome,
postherpetic erythema multiform, sarcoidosis,
leprosy.

Bacterial antigens, viral, fungal, drugs, can
cause autoimmune reactions through antigenic
mimicry. Ethiopathogenical link between OLP
and C virus hepatopathy, epidemiological proven
especially in certain geographic areas, although
controversial, would be based on the fact that
hepatocyte metaplasia would induce an immune
response mediated by T cells that cross-react with
the structural skin elements inducing the
inflammatory infiltrate appearance. Studies have
demonstrate the presence of CD4+ and CD8+
lymphocyte HCV specific on this sub epithelium
infiltrate, suggesting that it is directed against
HCV-infected cells. This could be about an
antigenic mimicry of primitive exogenous nature,
viral. Infectious source removal should therefore
lead to remission of lichen planus lesions.
Persistence of an antigenic mimicry inducer
factor causes a persistence of T cell clones and
would explain the worsening prognosis patients
treated with immunosuppressive agents
(corticosteroids) to dose reduction or discon-
tinuation by installing the irreversible changes in
tissue homeostasis.

The leakage of pathogenic epitopes is a
secondary event in LP and is defined as the onset
of immune response against different epitopes of
the main target antigen with which does not cross
react. It is documented in bullous lichen planus,
in syndrome vulvo- vagino-gingival in
pemphigoid lichen planus. The local
inflammatory process leading to the unmasking
and the exposure of new antigens which
stimulate mediated immune reactions by B cells.
Therefore, the specific antigen autoimmune
reactions extended / dispersed occurs to different
epitopes of the same protein (intermolecular
dispersion of epitopes), or to epitopes on other
structural proteins (epitopes intermolecular

171




DermatoVenerol. (Buc.), 59: 167-175

extinse/dispersate fatd de epitopi diferiti ai unei
aceleiasi proteine (dispersie intramoleculard a
epitopilor) sau fatd de epitopi ai altor proteine
structurale (dispersie intermoleculara a epi-
topilor).[10] Inductorii imunogenici ai mime-
tismului antigenic sunt capabili sad initieze si
fenomenul de dispersie a epitopilor, fapt care
explica dificultatea de a diagnostica sindroamele
overlap.[10]

Infectiile subclinice precum candidoza
vaginald, infectiile uro-genitale cu E. coli,
Klebsiella, Enterobacter, bronsitele cronice cu
germeni Gram-negativi ar putea juca un rol
etiopatogenic In LPO. Evolutia lor cronicd in
absenta unei terapii adecvate determina
mimetism antigenic cu consecinte importante
asupra homeostaziei tisulare, iar un tratament
doar patogenic si nu etiologic ar explica
recurentele bolii la intreruperea acestuia.[10]
Formele clinice severe de LPO evolueazi, in
prezenta unor focare infectioase netratate, spre
manifestari mai grave, diseminate sau ulcerative,
precum lichenul plan exantematic, lichenul plan
ulcerat, keratosis lichenoides chronica, sindromul
Little-Picardi, sindromul vulvo-vagino-gingival,
rezistente la tratamentul sistemic cu retinoizi,
corticosteroizi, PUVA-terapie.[10]

4. LPO-marker al inflamatiei sistemice?

Cercetdri efectuate in ultimul deceniu au
relevat faptul cd variate dezordini inflamatorii
dermatologice sunt asociate factorilor de risc
cardiovascular cum ar fi sindromul metabolic sau
componentele sale (scdderea tolerantei la
glucoza, dislipidemie, hipertensiune arteriald,
obezitate, hiperinsulinemie[21]). Mecanismul
conex intre lichenul plan cutaneo-mucos sau
solitar oral si sindromul metabolic si implicit
riscul cardiovascular este neelucidat incd si putin
explorat. Existd studii care vizeazad corelatia
dintre lichenul plan cutaneo-mucos si
dislipidemie, modificarea tolerantei la glucoza,
markerii inflamatiei sistemice si care incearca sa
documenteze ideea cad lichenul plan cutaneo-
mucos sau mucos ar putea fi privit ca factor de
risc independent pentru sindromul metabolic si
implicit pentru morbiditatea cardiovasculara.
Incad din 1963 Grinspan raporta 23 cazuri de
lichen plan oral asociat cu diabet zaharat si
HTA [22] Toleranta anormald la glucoza a fost
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dispersion). Immunogenic inducers of antigenic
mimicry are able to initiate the dispersion of
epitopes phenomenon which explains the
difficulty to diagnose overlap syndromes.

Subclinical infections such as vaginal
candidosis, uric-genital infections with E. coli,
Klebsiella, Enterobacter, chronic bronchitis with
Gram-negative germs could play an
etiopathogenic role in OLP. Their chronic
evolution in the absence of an adequate therapies
leads to antigenic mimicry with important
consequences for tissue homeostasis and
pathogenesis and pathogenic treatment and not
only etiologic could explains disease relapse
following discontinuation of treatment. OLP
severe clinical forms evolving in the presence of
untreated infectious source, to more serious
manifestations, disseminated or ulcerative such
as exanthema lichen planus, ulcerated lichen
planus, keratosis lichenoides chronica, Little-
Picardi syndrome, vulvo-vaginal-gingival
syndrome, resistant to systemic treatment with
retinoid, corticosteroids, PUVA therapy.

4. OLP-Marker of systemic inflammation?

Conducted research over the past decade
have revealed that various inflammatory skin
disorders associated to cardiovascular risk factors
such as metabolic syndrome or its components
(glucose tolerance decrease, dyslipidemia,
arterial hypertension, obesity, hyper insulinemy).
Related mechanism between cutaneous-mucous
lichen planus or oral solitary and metabolic
syndrome and implicit the cardiovascular risk is
unclear and least explored. There are studies
aimed correlation between cutaneous-mucosal
lichen planus and dyslipidemia, abnormal
glucose tolerance, systemic inflammation
markers and trying to document the idea that
cutaneous-mucous lichen planus or mucosal
could be regarded as an independent risk factor
for metabolic syndrome and thus for
cardiovascular morbidity. Since 1963 Grinspan
report 23 cases of oral lichen planus associated
with diabetes and hypertension. Abnormal
glucose tolerance was later reported to be
associated with oral lichen planus by several
authors. Chronic systemic inflammation is the
result of pro inflammatory cytokines release in
immune cells and chronic activation of the innate




ulterior raportata ca fiind asociata lichenului plan
oral de mai multi autori.[23,24,25] Inflamatia
sistemicd cronicd este rezultatul eliberdrii de
citokine proinflamatorii din celulele imune si a
activérii cronice a sistemului imun Inndscut sub
actiunea unor factori externi (agenti biologici,
chimici) sau a unor factori interni (mutatii,
variatii genice). Chiar nivele joase de inflamatie
sistemicd pot constitui un mediu ambiant
permisiv pentru morbiditdti cardiovasculare.
Mediatori potential protectori (antiinflamatori)
sunt leptina, adiponectina, IL10 iar mediatorii
proinflamatori (proaterogeni) sunt, printre altii,
proteina S100, TNFa, IL1, IL6, IFNy, MMP9,
CRP.[26] Citokinele eliberate de keratinocitele
apoptotice joacd un rol proinflamator important
prin recrutarea selectivd a celulelor T in zona
subepiteliald. Celulele T sunt la randul lor sursa
unor nivele crescute de chemokine si citokine
precum IL2, IL6, IL10, TNFa, TGFp care
promoveazd inflamatia. [SIMAR] Unele cai
celulare si moleculare ale inflamatiei pot fi deci
declansate in piele, implicind ulterior structuri
potential inductoare ale riscului cardiovascular.
Ajunse in circulatia sistemicd, citokine precum
IL1, IL6, TNFa, sunt capabile sa altereze functia
hepaticd, a celulelor vasculare, plicile de aterom,
functionalitatea leucocitelor si astfel sa inducd, pe
langa riscul cardiovascular, comorbiditati asociate
acestuia.[27] Dezordini documentate a fi corelate
cu inflamatia sistemicd sunt inflamatia cronica
bacteriand periodontald, psoriazisul, unele procese
inflamatorii articulare.Ele sunt recunoscute deja
ca markeri ai inflamatiei sistemice, disfunctiei
endoteliale aterosclerotice subclinice care
constituie factori de risc pentru morbiditatea/
mortalitatea prin boli cardiovasculare.[21]

Implicatii clinice/concluzii

1. Monitorizarea focarelor de infectie sau a
altor surse imunogene (farmacologice de exemplu)
ca si monitorizarea markerilor inflamatiei
sistemice In LPO sunt importante pentru
controlul evolutiei bolii.

2. Documentarea unor eventuale corelatii
pozitive intre eliminarea focarelor infectioase
si/sau schimbarea medicatiei la pacienti cu
comorbiditati si polipragmazie necesita studii pe
cohorte mai mari de pacienti si pe perioade mai
lungi de timp.
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immune system under the external factors action
(biological agents, chemical) or internal factors
(mutations, gene variations). Even low levels of
systemic inflammation may be a permissive
environment for cardiovascular morbidity.
Potential ~ protective mediators (anti-
inflammatory) are leptin, adiponectin, IL-10 and
pro inflammatory mediators (pro-atherogenic)
are, among others, 5100 protein, TNFa, IL1, IL6,
IFNy, MMP9, CRP. [26] The cytokines released by
apoptotic keratinocytes plays a pro inflammatory
important T cells selective recruitment role in the
sub epithelial. T cells are also a source of elevated
levels of chemokines and cytokines such as IL2,
IL6, 1L10, TNFa, TGFB that promote
inflammation. [SIMAR] Some inflammation
cellular pathways and molecular can therefore be
triggered in the skin involving potentially induce
structures further cardiovascular risk. Once in the
systemic circulation, cytokines such as IL1, IL6,
TNFa are able to alter the liver function, vascular
cells, atheroma plaque, leucocytes functionality
and thus inducing in addition to cardiovascular
risk, the associated co morbidity. Documented
disorders correlated with systemic inflammation
are chronic periodontal bacterial inflammation,
psoriasis, some joints inflammatory processes.
They are already recognized as systemic
inflammation markers, endothelial dysfunction
subclinical atherosclerotic which are risk factors
for cardiovascular disease morbidity / mortality.

Clinical implications / conclusions

1. Monitoring the source of infection or other
sources of immunogens (e.g. pharmacological) as
well as markers of systemic inflammation
monitoring in the OLP are important to control
the disease progression.

2. Documentation of any positive correlation
between the infectious source removal and/or
medication changing in patients with co
morbidities and polypharmacy require studies on
larger cohorts of patients and longer periods of
time.

3. OLP recurrences on dose reduction or
stopping immunosuppressive therapy can be
explained by immune cascades enhancing and in
this way potentiating of exogenous antigenic
determinants responsible for molecular mimicry
and epitopes dispersion.
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3. Recurentele LPO la scaderea dozei sau la
stoparea tratamentului imunosupresor pot fi
explicate prin intensificarea cascadei imune si
prin potentarea pe aceasta cale a determinantilor
antigenici exogeni responsabili de mimetismul
molecular si de dispersia epitopilor.

4. Intelegerea mecanismului patogenic in
LPO este esentiald pentru instituirea trata-
mentului precoce adecvat care sd diminueze
morbiditatea corelabila cu boala (sindromul
metabolic asociat inflamatiei sistemice, carci-
nomul scuamocelular dezvoltat mai ales pe
leziuni atrofo-erozive si apreciat la o ratd a
incidentei Intre 0,2 si 2%) si sd prevind totodata
evolutia spre forme clinice severe, greu res-
ponsive la tratament, ca formele clinice ulcerative
sau diseminate.

5. Analiza mecanismelor implicate in patogenia
bolii sugereazd cd blocarea farmacologicd a
activitatii IL12, IFNy, TNFa, RANTES, MMP9 sau
stimularea TGFP1 ar putea avea valoare tera-
peuticd in viitor.
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