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Rezumat

Introducere. Date recente susfin cd pielea are
conexiuni cu sindromul metabolic in diferite condifii
morbide, inclusiv in lichenul plan.

Material si metode. Am realizat un studiu controlat
pe un lot de 36 pacienti (18 cu lichen plan oral si 18 cu alte
dezordini orale) cu scopul de a evalua prevalenfa
sindromului metabolic. Au fost analizate urmdtoarele
variabile: virsta, sexul pacientilor, formele clinice de lichen
plan oral, profilul lipidic, glicemia bazald, insulinemia a
jeun si s-a estimat rezistenta perifericd la insulind prin
calculul HOMA-IR, precum si indicele aterogen Castelli.

Rezultate. Dislipidemia a fost prezentd la 88,8 %
dintre pacienti. Prevalenta ei la pacientii cu LPO a fost de
50% (9 cazuri) iar la cei din grupul martor de 38,8 % (7
cazuri). Diabetul zaharat tip 2 si hiperglicemia bazald au

Summary

Introduction. Recent data says that the skin has links
with metabolic syndrome in various morbid conditions,
including lichen planus.

Material and methods. We conducted a controlled
study on a group of 36 patients (18 with oral lichen planus
and 18 with other oral disorders) in order to assess the
prevalence of metabolic syndrome. Following variables
were analyzed: age, sex of patients, clinical forms of oral
lichen planus, lipid profile, basal glucose, fasting
insulinemia and the peripheral insulin resistance was
estimated by calculating HOMA-IR and Castelli
atherogenic index.

Results. Dyslipidemia was present in 88.8% of
patients. Its prevalence in patients with LPO was 50% (9
cases) and the control subjects 38,8% (7 cases). Type 2

*  UME “Gr. T. Popa” lasi, Facultatea de Medicind Dentara, Disciplina Dermatologie orala.
U.ME. “Gr. T. Popa” lasi, Faculty of Dentistry, Department of Oral Dermatology.

** UME. “Gr. T. Popa” lasi, Facultatea de Medicina, Disciplina Dermatologie.
UME. “Gr. T. Popa” lasi, Faculty of Medicine, Department of Dermatology.

**#*  Universitatea “Lucian Blaga” Sibiu, Facultatea de Medicind, Disciplina Dermatologie.
“Lucian Blaga” Sibiu, Faculty of Medicine, Department of Dermatology.

*** U.M.E. “Carol Davila” Bucuresti, Facultatea de Medicind, Disciplina Dermatologie.
U.M.E. “Carol Davila” Bucharest, Faculty of Medicine, Department of Dermatology.

*#x UM.E. “Gr. T. Popa” lasi, Facultatea de Medicina, Departamentul de Biochimie.
UME. “Gr. T. Popa” lasi, Faculty of Medicine, Department of Biochemistry.

249




DermatoVenerol. (Buc.), 59: 249-255

fost prezente in 5 cazuri (27,7%) cu LPO, fatd de doar 3
cazuri (16,6%) cu hiperglicemie a jeun in grupul martor.
Valoarea insulinemiei a fost modificatd la 3 pacienti cu LPO
(16,6%) si la 1 pacient (5,5%) din grupul control.Indicele
aterogen Castelli a fost patologic la 11,1%(2 cazuri) din
pacientii cu LPO si la 55% (1 caz) dintre pacientii
grupului martor iar rezistenta perifericd la insulind,
calculatd prin raportul HOMA-IR a avut valori patologice
> 3,80 la 3 pacienti cu LPO (16,6%) vs. 1 pacient (5,5%)
in lotul martor.

Concluzii. Studiul confirmd date anterior raportate in
literatura de specialitate privind o prevalentd mai mare a
sindromului metabolic la pacientii cu lichen plan oral si in
consecinfd, un risc mai mare pentru morbiditatea cardio-
vasculard.

Cuvinte cheie: sindrom metabolic, dislipidemie,
indice aterogen, risc cardio-vascular.
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diabetes and basal hyperglycemia were present in 5 cases
(27.7%) with LPO, compared to only 3 cases (16.6%) with
fasting hyperglycemia in the control group. Insulinemia
value was amended in 3 LPO patients (16.6%) and 1
patient (5.5%) in the control group. Castelli index was
pathological in 11.1% (2 cases) of patients with LPO and
5.5% (1 case) of patients of the control group and the
peripheral resistance to insulin, HOMA-IR measured have
pathological values > 3.80 to 3 LPO patients (16.6%) vs. 1
patient (5.5%) in the control group.

Conclusions. The study confirms previously reported
data in the literature on a higher prevalence of metabolic
syndrome in patients with oral lichen planus and therefore
a higher risk for cardiovascular morbidity.

Keywords: metabolic syndrome, dyslipidemia,
atherogenic index, cardiovascular risk.
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Introducere

Lichenul plan este o conditie morbida
comunad, recunoscutd de sute de ani dar incom-
plet inteleasd din punct de vedere etiopatogenic,
care intereseazd 0,4-1,9% din populatia generala
[1]. Afectarea mucoasei orale survine la 70-77%
din pacientii cu lichen plan cutanat si constituie
uneori singura expresie clinici a bolii. Studii
recent raportate conchid asupra unei potentiale
legdturi patogenice intre LPO si sindromul
metabolic. Astfel, dislipidemia, pare sd aibad o
prevalentd mai mare la pacientii cu LPO[3,4,5].
Asocierea rard dintre lichenul plan oral, diabetul
zaharat tip 2 si hipertensiunea arterialad
(sindromul Grinspan)raportatd pentru prima
datd in 1963 si confirmatd ulterior de mai multi
autori, poate fi consideratd, aldturi de toleranta
scazutd la glucozd, semnalata deasemenea la
pacientii cu leziuni orale de lichen,incd o dovada
a corelatiei intre aceasta dermatoza si sindromul
metabolic[6,7,8]. Studiile ce au drept scop
demonstrarea si elucidarea mecanismului conex
intre lichenul plan cutaneo-mucos sau solitar al
membranelor mucoase orale si riscul cardio-
vascular, sunt putine, neconcludente si
controversate. Ele vizeaza in principal corelatiile
dintre lichenul plan oral si dislipidemii,
anomaliile metabolismului glucidic si, intr-o
masura mult mai micd, markerii inflamatiei
sistemice, avand ca scop argumentarea ideei ca
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Introduction

Lichen planus is a common morbid condition
recognized for hundreds of years but incom-
pletely understood in terms of etiopathogenics
that interest from 04 to 1.9% of the general
population [1]. Oral mucosa damage occurs in 70-
77% of patients with cutaneous lichen planus and
is sometimes the only clinical expression of the
disease. Recent reported studies conclude on a
potential pathogenetic links between LPO and
the metabolic syndrome. Thus, dyslipidemia,
seems to be more prevalent in patients with LPO
[3,4,5]. Rare association between oral lichen
planus, type 2 diabetes and hypertension
(Grinspan syndrome) reported for the first time
in 1963 and subsequently confirmed by several
authors, may be considered, along with the
impaired glucose tolerance, also reported in
patients with oral lesions of lichen, further proof
of the correlation between this dermatosis and
metabolic syndrome [6,7,8]. Studies aimed at
demonstrating and elucidating the mechanism
connected between cutaneous-mucous lichen
planus or solitary of oral mucous membranes and
cardiovascular risk are scarce, inconclusive and
controversial. They mainly concern correlations
between oral lichen planus and dyslipidemia,
glucose metabolism abnormalities and, to a much
lesser extent, markers of systemic inflammation,
aiming the argumented idea that mucocutaneous




lichenul plan cutaneo-mucos, ca si psoriazisul
vulgar, ar putea fi privit ca un factor de risc
independent pentru sindromul metabolic si,
implicit, pentru morbiditatea cardio-vasculara.
Aceasta ar constitui o justificare in plus pentru
monitorizarea pacientilor cu leziuni orale de
lichen care sunt considerate leziuni cu potential
de transformare maligna.

Material si metode

Pacienti

Studiul a inclus 36 pacienti consultati in
perioada august 2014 - ianuarie 2015 in Clinica
Dermatologica a Spitalului CF lasi, 18 cu lichen
plan cutaneo-mucos sau solitar al cavitatii orale si
18 constituind un grup martor cu alte dezordini
orale. Criteriile de includere au fost: varsta peste
18 ani, indeplinirea criteriilor OMS de diagnostic
clinic si histopatologic al lichenului plan si
acordul prin consimtamant informat de parti-
cipare la studiu. Criteriile de excludere au fost
constituite de prezenta leucokeratozelor displa-
zice, tratamente anterioare cu corticosteroizi,
derivati de acid retinoic, imunosupresoare,
leziuni lichen-like asimetrice sau invecinate cu
material de restaurare dentara. Pacientii din lotul
martor prezentau leziuni orale de candidoza
eritematoasd acutd si cronica, glositd migratorie,
aftoza vulgara, herpangind, eritem polimorf
bulos, mucocel, disestezie oralid. Datele demo-
grafice (varstd, sex),istoricul, antecedentele
patologice precum si rezultatele examenului fizic
general si clinic local au fost consemnate in fisa
de observatie clinicd individuala. Studiul a fost
aprobat de Comisia de Eticd a UMF” Gr. T. Popa”
Tasi.

Metode

Au fost evaluati urmatorii parametri ai
sindromului metabolic: TA, colesterolul total,
trigliceridele, HDL-C, LDL-C, glicemia si
insulinemia a jeune. Pentru determindrile
parametrilor biochimici s-au prelevat mostre de
sange venos dimineata, pe nemancate. Prezenta
dislipidemiei a fost considerata in cazul valorilor
> 150 mg/dl pentru trigliceride, > 200 mg/dl
pentru colesterolul total, > 130mg/dl pentru
LDL-C, < 40 mg/dl pentru HDL-C. Hiper-
glicemia bazald semnificd valori ale glucozei
serice > de 110mg/dl iar insulinemia patologica e

DermatoVenerol. (Buc.), 59: 249-255

lichen planus, like psoriasis vulgaris, could be
viewed as an independent risk factor for
metabolic syndrome and thus cardiovascular
morbidity. This would be a further justification
for monitoring patients with oral lesions of lichen
that are considered as lesions with potentially
malignant transformation.

Material and methods

Patients

The study included 36 patients consulted in
the period August 2014 - January 2015
Dermatological Clinic Hospital CF Iasi, 18 with
cutaneous-mucosal lichen planus or solitary oral
cavity and 18 constituting a control group with
other oral disorders. Inclusion criteria were: age
over 18 years, the OMS criteria for clinical and
histopathological diagnosis of lichen planus and
Agreement Informed Consent to participate in
the study. Exclusion criteria were established by
the presence of dysplastic leucokeratosis, previous
treatment with corticosteroids, retinoic acid
derivatives, immunosuppressant, and lichen-like
lesions asymmetric or adjacent dental restorative
material. Patients in the control group have oral
lesions of acute and chronic erythematous
candidiasis, migratory glossitis, vulgar aftosis,
herpangina, bullous erythema multiform,
mucocels, and oral dysesthesia. Demographic
data (age, sex), history, medical history and
general physical examination and clinical local
outcomes were recorded in clinical history
individual. The study was approved by the
Ethics Committee ,Gr. T. Popa” Iasi.

Methods

The following parameters of metabolic
syndrome were evaluated: BP, total cholesterol,
triglycerides, HDL-C, LDL-C, blood glucose and
fasting insulinemia. For biochemical meas-
urements were taken venous blood samples in
the morning on an empty stomach. Dyslipidemia
presence was considered if the values > 150
mg/dl for triglycerides, > 200 mg/dl for total
cholesterol, > 130mg/dl for LDL-C, < 40 mg/dl
for HDL-C. Basal hyperglycemia mean serum
glucose values > of 110mg/dl and pathological
insulinemia is > 20uU/ml. Castelli atherogenic
index (total cholesterol/HDL-C) has pathological
values = 5,1 in males and = 4,5 in females.
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> 20pU/ml. Indicele aterogen Castelli (colesterol
total/HDL-C) are valori patologice 2 5,1 la sexul
masculin si = 4,5 la sexul feminin.

Rezultate

Cei 36 pacienti inclusi in studiu aveau varste
cuprinse intre 21 si 78 ani, varsta medie fiind de
55,21ani. Au predominat pacientii de sex
feminin- 24 (66,6%),15 (41,6%) in lotul pacientilor
cu LPO si 9 (25%) in grupul control. Formele
clinice de lichen plan la pacientii studiati au fost
dominate de cele non-keratozice-55,5% (eroziv-5
cazuri si atrofo-eroziv-5 cazuri); celelalte 8
cazuri(44,4%) prezentau leziuni reticulare (5
cazuri) si leziuni in placi (3 cazuri). Un caz de
sindrom Grinspan si un altul de sindrom vulvo-
vagino-gingival au fost prezente in lotul celor cu
LPO. Asocierea hepatopatiei cronice cu VHC a
fost decelata la 4 (22,2%) dintre pacientii cu LPO.
In ceea ce priveste parametrii sindromului
metabolic urmadriti am constatat urmadatoarele:
- HTA ( valori ale tensiunii arteriale > 130/85

mm Hg) sau tratament specific pentru HTA au
fost inregistrate la 8 (44,4%) dintre pacientii cu
LPO vs. 6 pacienti (33,3%) in grupul martor;

- dislipidemia a avut o prevalentd mai mare la
pacientii cu LPO-9 cazuri (50%) vs 7 cazuri
(38,8%) la grupul control;

- hipertrigliceridemia a fost decelatd la 6
pacienti cu LPO (33,3%) vs. 3 pacienti (16,6%)
din grupul control;

- hiperglicemia bazala si DZ tip 2 au avut o
prevalentd mai mare la pacientii cu LPO-5
cazuri (27,7%) vs. 16,6% (3 pacienti) la grupul
martor.

Indicele aterogen Castelli a inregistrat o
valoare patologicd in 2 din cele 9 cazuri de
dislipidemie (11,1%), ambele de sex feminin si cu
leziuni atrofo-erozive ale mucoasei bucale, labiale
si linguale. Calculul indicelui rezistentei la
insulina HOMA-IR [(insulinemia a jeune X
glicemia bazald): 405] a relevat valori > 3,80,
definitorii pentru acest status in 3 cazuri (16,6%)
de LPO cu valori ale insulinemiei > 28,4uUI/ml
(valori normale: 5-28,4 pUI/ml) vs. 1 caz (5,5%) in
grupul martor.

Discutii

Patologia cardio-vasculard ramane prima
cauzd de deces pe plan mondial. Studii recente
documenteazd ideea contributiei inflamatiei

252

Results

The 36 patients included in the study were
aged between 21 and 78 years, average age of
55,21ani. Sex predominated feminine - 24 patients
(66.6%), 15 (41.6%) in the group of patients with
LPO and 9 (25%) in the control group. The clinical
forms of lichen planus patients studied were
dominated by the non-keratotic - 55.5% (5 erosive
cases and 5 atrofo-erosive cases); the other 8 cases
(44.4%) had reticular lesions (5 cases) and plaque
lesions (3 cases). A case of Grinspan syndrome
and another vulvae-vagino-gingival syndrome
were present in the group of the LPO. The
association of chronic HCV liver disease was
detected in 4 (22.2%) patients with LPO.
Regarding the metabolic syndrome parameters
were noted:

- Hypertension (blood pressure values > 130/85
mm Hg) or specific treatment for hypertension
was recorded in 8 (44.4%) patients with LPO
vs. 6 patients (33.3%) in the control group;

- Dyslipidemia was more prevalent in patients
with LPO - 9 cases (50%) vs 7 cases (38.8%) in
the control group;

- Hypertriglyceridemia was detected in 6
patients with LPO (33.3%) vs. 3 patients
(16.6%) in the control group;

- Basal hyperglycaemia and type 2 diabetes had
a higher prevalence in patients with LPO - 5
cases (27.7%) vs. 16.6% (3 patients) in the
control group.

Castelli atherogenic index registered a
pathological value in 2 of the 9 cases of
dyslipidemia (11.1%), both female and with
atrofo-erosive lesions of the oral mucosa, labial
and lingual. Counting the HOMA-IR insulin
resistance index [(fasting insulinemia X basal
glycaemia): 405] revealed values > 3.80, defining
this status in 3 cases (16.6%) of LPO with
insulinemia values > 28, 4uUI / ml (normal
values: 5-28.4 pUI/ml) vs. 1 case (5.5%) in the
control group.

Discussions

Cardiovascular pathology remains the main
cause of death worldwide. Recent studies
document the idea of chronic inflammation extra
vascular contribution to individual risk for




cronice extravasculare la riscul individual pentru
boli cardio-vasculare[9]. Exemple bine argumen-
tate regdsite in literatura de specialitate sunt:
inflamatia cronicd bacteriand periodontald,
inflamatia cronicd imunomediatd din piele (in
psoriazis) si procesele inflamatorii articulare[9].
Aceste dezordini au fost asociate cu inflamatia
sistemicd, disfunctiile endoteliale din atero-
scleroza subclinicd care contribuie la riscul si
prevalenta crescutda a morbiditatii si mortalitatii
prin boli cardio-vasculare[9]. Conform cerce-
tarilor din ultimul deceniu, conditii morbide
cronice cutanate sau cutaneo-mucoase variate
(psoriazis, alopecia androgenogenetica, acneea
inversd, hidradenita supurativd, lupusul eri-
tematos sistemic, fibroamele moluscum,
acanthosis nigricans, cancerul cutanat, lichenul
plan) se pot asocia unor factori de risc
cardiovascular precum scdderea tolerantei la
glucoza, dislipidemiile, HTA, obezitatea,
hiperinsulinemia[9,10]. Aproximativ 1/3 din
populatia adultd din tdrile in curs de dezvoltare
indeplineste criteriile de incadrare in sindromul
metabolic, adicd 3 din cele 5 stabilite de
Programul National al SUA de educatie pentru
colesterol: valori ale tensiunii arteriale mai mari
de 130/85 mm Hg, obezitate abdominala
(circumferinta abdominala > 102 cm la barbat si >
de 88 cm la femeie),valori ale glicemiei a jeune
peste 110 mg/dl, concentratii serice sub 1,04
mmol/1 la barbat si sub 1,29 mmol/I la femeie ale
HDL-C si valori ale nivelului seric al
trigliceridelor peste 1,69 mmol/1[11,12]. Dupa
Reaven, sindromul metabolic ar fi cauzat de
rezistenta receptorilor periferici la insulind, ceea
ce duce la hiperinsulinemie care poate fi privita
ca o cauzd a dislipidemiei secundare, hiper-
tensiunii, perturbarilor hemostazei (alterarea
fibrinolizei), aterosclerozei [13]. De aceea s-a
propus addugarea la criteriile definitorii ale
sindromului metabolic a rezistentei la insulina
apreciatd prin calcularea indicelui HOMA-IR
(Homeostasis Model Assessment of Insulin
Resistance)[14].

Rezultatele studiului prezent confirma
observatiile recente din literatura de specialitate
referitoare la conexiunea dintre LPO si sindromul
metabolic.Toleranta scazuta la glucoza este
raportatd in corelatie cu LPO de mai multe
decenii. Datele privitoare la anomaliile meta-
bolismului lipidic in aceastd dezordine
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cardiovascular diseases [9]. Well argued
examples found in the literature are: periodontal
bacterial chronic inflammation, chronic
inflammation skin immune-mediated (in
psoriasis) and joint inflammation process [9].
These disorders have been associated with
systemic inflammation, endothelial dysfunction
in subclinical atherosclerosis that contributing to
high prevalence and risk of morbidity and
mortality through cardiovascular diseases [9].
According to last decade researches, skin or
chronic mucocutaneous  varied morbid
conditions (psoriasis, androgen-genetic alopecia,
reverse acne, hidradenitis suppurativa, systemic
erythematosus lupus, moluscum fibroids,
acanthosis nigricans, skin cancer, lichen planus)
can be associated to cardiovascular risk factors as
impaired glucose tolerance, dyslipidemia,
hypertension, obesity, hyper insulinemia [9,10].
Approximately 1/3 of the adult population in
developing countries match criteria for
classification in metabolic syndrome, 3 of 5 set by
the US National Programme of Education for
Cholesterol: blood pressure values higher than
130/85 mm Hg, abdominal obesity (waist
circumference > 102 cm in men and > 88 c¢m in
women), fasting glucose values above 110 mg/dl,
HDL-C serum concentrations below 1.04 mmol/1
in men and less than 1.29 mmol/] in woman and
triglyceride serum level above 1.69 mmol/l
[11,12]. After Reaven, metabolic syndrome would
be caused by the resistance of the peripheral
receptor to insulin, resulting in hyper insulinemia
which can be regarded as a cause of secondary
dyslipidemia, hypertension, disturbances of
homeostasis  (fibrinolysis  altered), and
atherosclerosis [13]. It was therefore proposed to
add to the metabolic syndrome criteria the
insulin resistance assessed by HOMA-IR index
calculation (Homeostasis Model Assessment of
Insulin Resistance) [14].

The present study results confirm the recent
observations from the literature on the
connection between LPO and metabolic
syndrome. Impaired glucose tolerance is
reported in conjunction with the LPO for
decades. Data on lipid metabolism abnormalities
in this chronic inflammatory disorder are latest
and insufficient to be conclusive. A quasi-
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inflamatorie cronicd sunt mai recente si
insuficiente pentru a fi concludente. O observatie
quasiconstantd 1Insd, in ceea ce priveste
dislipidemia asociatd LPO, este prevalenta
crescutd a hipertrigliceridemiei mai ales in
formele clinice erozive, cele mai cronice si dificil
vindecabile[2].Parametrii sindromului metabolic
interrelationeaza la conturarea riscului cardio-
vascular, astfel Incdt un screening de rutina
pentru decelarea modificarilor lor la pacientii cu
lichen plan oral ar constitui o mdsura preventiva
pentru patologia cardio-vasculara.

Concluzii

Depistarea persoanelor cu risc cardio-
vascular crescut reprezinta o masura de preventie
primard. 40% din accidentele coronariene survin
insd la persoane cu nivel seric al colesterolului
sub valoarea medie din populatia generald si
deasemenea, la persoane catalogate cu risc
intermediar[9]. Se impune deci, depistarea de noi
factori cu semnificatie pentru inexplicabila
variabilitate a riscului cardio-vascular pe langa
necesitatea identificarii indivizilor cu risc actual
crescut si care ar beneficia de strategii terapeutice
precoce pentru reducerea acestui risc .Unele
dintre studiile recente aratd cd pacientii cu lichen
plan prezintd o probabilitate crescutd de infarct
miocardic, hipertensiune arteriald si angina
pectorald [2]. Rezultatele studiului prezent nu
sunt concludente pentru considerarea lichenului
plan oral ca factor copatogen al morbiditatii
cardio-vasculare prin asocierea frecventd a
sindromului metabolic. Sunt necesare studii mai
ample implicand un numdr mai mare de pacienti
si 0 perioadd lunga de urmarire. El se aldturd insa
incercdrilor anterioare de a gasi modalitdti de
cuantificare a riscului cardio-vascular la pacientii
cu dermatoze cronice inflamatorii.
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