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Rezumat

Termenul de ,,lupus eritematos (LE)” se referd la un
spectru de boli cu evolutie si prognostic variabile. Existd
trei forme majore de LE precum: lupus eritematos cutanat
cronic, lupus eritematos cutanat subacut (LECS) si lupus
eritematos sistemic.(1) LECS implicd, in primul rdnd,
epidermul si dermul superior si este asociat cu anticorpi
anti-Ro/SSA si fotosensibilitate; majoritatea pacientilor nu
au afectare sistemicd semnificativd.(2) Lichenul plan (LP)
este o boald idiopaticd inflamatorie a pielii, parului,
unghiilor si mucoaselor ce afecteazd, in general, adultii de
vdrstd medie.(13) Hepatita cu virus C (HVC) reprezintd o
problemd majord de sindtate publicd, fiind principala cauzd
a bolilor hepatice cronice, a cirozei si a carcinomului
hepatocelular. In ultimii ani, a devenit cunoscut ci VHC
induce un spectru larg de manifestdri extrahepatice,
inclusiv manifestdri cutanate, precum LP.(15)

Prezenta LP cutanat si a LP oral poate fi utilizatd ca
marker al infectiei cu VHC la pacientii asimptomatici, ceea
ce poate duce la un diagnostic corect, un tratament precoce
si, eventual, un prognostic mai bun al infectiei cu VHC.
Sindromul de suprapunere LE/LP este o afectiune rard ce
combind aspecte clinice, histologice si imunopatologice atit
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Summary

The term ,Lupus erythematosus” (LE) refers to a
spectrum of diseases that wvary in their course and
prognosis. The three major forms of LE are: chronic
cutaneous lupus erythematosus, subacute cutaneous lupus
erythematosus (SCLE) and systemic lupus erythematosus.
(1) SCLE involves primarily the epidermis and upper
dermis and is associated with anti-Ro/SSA autoantibodies
and photosensitivity; the majority of patients do not have
significant systemic disesase. (2) Lichen planus (LP) is an
idiopathic inflammatory disease of the skin, hair, nails and
mucous membranes, seen most commonly in middle-aged
adults. (13) Hepatitis C virus (HCV) represents a major
public health problem as a causative agent in developing
chronic hepatitis, cirrhosis, and hepatocellular carcinoma.
In recent years it has become known that HCV induces a
broad spectrum of extrahepatic manifestations, including
some cutaneous ones such as LP. (15) The presence of
cutaneous LP and oral lichen planus can potentially be
used as a marker of HCV infection in asymptomatic
patients, leading to proper diagnosis and early treatment
and, possibly, a better prognosis of chronic hepatitis C.
Lupus erythematosus/lichen planus overlap syndrome is a
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ale LE cit si ale LP. Majoritatea cazurilor apar la pacienti
cu vdrste cuprinse intre 25-45 de ami, cu o usoard
predominantd a sexului feminin.(29,30) Etiologia este in
mare parte necunoscutd, dar existd in discutie cauze
autoimune, virale, genetice si/sau medicamente care pot
induce sindromul de suprapunere LE/LP precum:
izoniazida, procainamida si acebutolol.(30) Prezentdm
cazul unei paciente in virstd de 54 de ani diagnosticatd cu
LECS (2000), LP (2012) si HVC (2012). Aspectele clinice,
optiunile terapeutice si evolutia sunt prezentate in articol.

Cuvinte cheie: lupus eritematos cutanat subacut,
lichen plan, lichen plan oral, hepatiti cu virus C.

Intrat in redactie: 10.10.2013
Acceptat: 2.12.2013

rare disorder combining the clinical, histological and
immunopathological features of both LE and LP. This is an
infrequently reported condition, the majority of cases
occurs between the ages of 25 to 45 with a slight female
predominance. (29,30) The etiology is largely unknown,
but its possibilities include an autoimmune, viral, and/or
genetic cause. Drugs that may induce LE/LP overlap
syndrome are isoniazide, procainamide, and acebutolol. (30)
We present the case of a 54 years old female diagnosed with
SCLE (2000), LP (2012) and HCV (2012). Clinical aspects,
therapeutic choices and course are presented in the article.

Key words: subacute cutaneous lupus erythematosus,
lichen planus, oral lichen planus, hepatitis C virus.
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l. Lupus eritematos cutanat subacut
1. LUPUS ERITEMATOS - GENERALITATI

Termenul de ,lupus eritematos (LE)” se
referd la un spectru de boli cu evolutie si
prognostic variabile.! Lupusul eritematos este o
boald multisistemicd ce afecteazd, in principal,
pielea, dar poate determina si afectdri grave,
multiviscerale, cu prognostic rezervat.2 In ceea ce
priveste distributia pe sexe, se observd o
predominantd a bolii la femei (raport femei/
barbati =9/1).3

Cauza bolii nu este pe deplin inteleasa.
Patogeneza lupusului eritematos cutanat este
interconectatd cu cea a lupusului eritematos
sistemic (LES).> Cei mai importanti factori
etiopatogenici incriminati sunt: genetici,
hormonali si de mediu.

Factori genetici. Forme familiale de LES apar
la 10% din pacienti.* Exista citate multiple
asocieri cu antigene ale complexului major de
histocompatibilitate, mai frecvent cu HLA BS,
DRw52, DQw1, DQw2, DR2 si DR3.

Factori hormonali. Aratd predominanta bolii
in randul femeilor. S-au constatat nivele crescute
ale metabolitilor estrogenilor, ale prolactinei si o
metabolizare acceleratd a testosteronului.
Administrarea anticonceptionalelor orale sau
terapia de substitutie cu estrogeni creste riscul
dezvoltarii bolii la persoanele predispuse genetic,
in timp ce administrarea de androgeni are efect
benefic asupra bolii.”
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I. Subacute cutaneous lupus erythematosus
1. LUPUS ERYTHEMATOSUS - GENERAL

The term of “lupus erythematosus” (LE)
refers to a spectrum of diseases that vary in their
course and prognosis.'Lupus erythematosus is a
multisystemic disease affecting primarily the
skin, but may also cause severe multivisceral
disorders, with reserved prognosis.? In terms of
gender distribution, there is a predominance of
the disease in women (female/male ratio = 9/1).3

The cause of the disease is not fully
understood. The pathogenesis of cutaneous
lupus erythematosusis interconnected with that
of systemic lupus erythematosus (SLE).> The
most important etiopathogenic factors that are
incriminated are: geneticc, hormonaland
environmental.

Genetic factors. Family forms of SLE occur in
10% of patients.* There are quoted multiple
associations with antigens of the major
histocompatibility complex, most frequently with
HLA B8, DRw52, DQw1, DQw2, DR2 and DR3.

Hormonal factors. They show the predom-
inance of the disease in women. High levels of
estrogen metabolites, prolactin and accelerated
metabolism of testosterone have been found.
Administration of oral contraceptives or estrogen
replacement therapy increases the risk of
developing the disease in genetically predis-
posed persons, while administration of
androgens has a beneficial effect on the disease.

Environmental factors: ultraviolet rays
(especially UVB, but also UVA), infections (viral




Factori de mediu: razele ultraviolete (in
special UVB, dar si UVA), infectii (virale si
bacteriene), medicamente (hidralazina, procaina-
midd, izoniazida, IECA, statine, IFN-a, D-
penicilamind, o-metildopa, terbinafine, etaner-
cept si minociclina), fumatul (un studiu caz-
control efectuat recent a raportat ca fumatorii au
un risc mai mare de a dezvolta LES fatd de
nefumatori sau fosti fumitori).3

Conform clasificarii lui Jim Gilliam, lupusul
eritematos asociat cu leziuni cutanate se imparte
in: lupus eritematos cutanat acut, lupus eri-
tematos cutanat subacut si lupus eritematos
cronic cu variantele discoid, discoid verucos/
hipertrofic, lupusul profund, lupus eritematos al
mucoasei, lupus tumidus si chilblains lupus.®
Lupusul eritematos poate afecta multiple organe
si sisteme, cel mai frecvent intdlnim afectarea
articulatiilor, a tegumentului, hematologicd,
pulmonars, renala si a sistemului nervos central 2

Asociatia Americand de Reumatologie (ARA)
a propus un set de criterii clinice si de laborator
pentru diagnosticul lupusului eritematos
sistemic®: rash malar (eritem fix, macula-papulos,
malar, respectd pliurile nazolabiale), rash discoid
(placi eritematoase cu scuame aderente si dopuri
foliculare, cicatrici atrofice in leziunile vechi),
fotosensibilitate (rash indus de lumina), ulceratii
orale (ulceratii orale sau nazofaringiene
nedureroase), artrita (artritd neeroziva, afectand
cel putin doud articulatii), serozita (pleuritd sau
pericarditd), afectare renald (proteinurie
persistenta peste 0,5 g/zi sau cilindri celulari
hematici, granulari, tubulari, micsti), afectare
neurologica (convulsii sau psihozd), afectare
hematologica (anemie hemoliticd sau leucopenie
<4000/ML sau limfopenie <1500/pL sau
trombocitopenie <100000/pL), modificari imuno-
logice (anticorpi anti ADNdc sau anticorpi anti
Sm sau anticorpi antifosfolipide evidentiati prin:
nivel anormal anticorpi anticardiolipind IgG sau
IgM, test pozitiv anticoagulant lupic, test fals
pozitiv pentru lues cu duratd de cel putin 6 luni
confirmat prin teste de referintd), anticorpi
antinucleari (titru anormal de anticorpi anti-
nucleari in absenta medicamentelor care pot
induce sindromul ,,1upus—like”).7
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and bacterial), drugs (hydralazine, procainamide,
isoniazid, ACE inhibitors, statins, IFN-a, D-
penicillamine,  4-methyldopa, terbinafine,
etanercept and minocycline), smoking (a recent
case-control study reported that smokers have a
higher risk of developing SLE compared to non-
smokers or ex-smokers).?

According to Jim Gilliam’s classification,
lupus erythematosus associated with skin lesions
is divided into: acute cutaneous lupus
erythematosus, subacute cutaneous lupus
erythematosus and chronic lupus erythematosus
with  the following subtypes: discoid,
verrucous/hypertrophic discoid, lupus profun-
dus, lupus erythematosus of the mucous
membrane, lupus tumidus and chilblain lupus.®
Lupus erythematosus can affect multiple organs
and systems, the most common being joint, skin,
blood, lung, kidney and central nervous system
disorders.?

The American Rheumatology Association
(ARA) proposed a set of clinical and laboratory
criteria for diagnosing systemic lupus
erythematosu56: malarrash (fixed, maculo-
papular, malar erythema, sparing thenasolabial
folds), discoid rash (erythematous plaques with
adherent scales and follicular plugging, atrophic
scarring in old lesions), photosensitivity(light-
induced rash), mouth ulcers (painless oral or
nasopharyngeal ulcers), arthritis (nonerosive
arthritis, affecting at least two joints), serositis
(pleuritis or pericarditis), kidney disorder
(persistent proteinuria over 0.5 g/day or hematic,
granular, tubular, mixed cylinders), neurological
disorder (convulsions or psychosis), haema-
tological disorder (haemolytic anaemia or
leukopenia <4000/uL or lymphopenia < 1500/uL
or thrombocytopenia < 100000/pL), immuno-
logical modifications (anti-dsDNA antibodies or
anti-Sm antibodies or antiphospholipid anti-
bodies evidenced by: abnormal level of IgG or
IgManticardiolipin antibodies, positive test for
lupus anticoagulant, false positive test for
syphilis for at least 6 months confirmed by
reference tests), antinuclear antibodies (ab-
normal titre of antinuclear antibodies without
medication that can induce “lupus-like”
syndrome).”
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2. LUPUSUL ERITEMATOS CUTANAT
SUBACUT (LECS)

Definitie:

LECS este o variantd a lupusului eritematos
(LE) ce ocupd o pozitie intermediara intre
lupusul eritematos discoid (LED) si lupusul
eritematos sistemic (LES). !

Lupusul cutanat subacut implicd, in primul
rand, epidermul si dermul superior si este asociat
cu anticorpi anti-Ro/SSA, artralgii si
fotosensibilitate. Majoritatea pacientilor nu au
afectare sistemica semnificativa.?

Epidemiologie:

LECS este mai putin comun decat LED sau
LES. Se caracterizeaza printr-o predominantd a
sexului feminin, iar varsta de debut este, de
obicei, intre 30-40 de ani. Boala poate debuta si
dupa decada a VI-a de viatd, in special cand este
indusd medicamentos.

Aspecte clinice:

LECS se caracterizeaza , initial, prin macule
si/sau papule eritematoase transformandu-se
apoi in leziuni papulo-scuamoase psoriaziforme
sau pldci inelare/policiclice. O parte din pacienti
pot dezvolta elemente ale ambelor variante
morfologice. Leziunile in LECS apar, pre-
dominant, la nivelul zonelor expuse la soare (ex.
partea superioard a toracelui posterior, umeri,
brate, V-ul decolteului si, mai putin comun, fata).
Acestea se vindecd, de obicei, cu hipopigmentari
sau depigmentdri reziduale, fara cicatrici si fara
hiperkeratoza foliculara (principalele trasaturi
care il deosebesc de lupusul eritematos cutanat
cronic). Leziunile
nu sunt indurate deoarece se caracterizeaza
printr-un infiltrat inflamator superficial si rar.

Histopatologie:

Modificdrile sunt mai putin pronuntate decat
in LED. La nivelul epidermului se poate observa
atrofie minima si modificdri vacuolare, iar la
nivelul dermului se remarcd un infiltrat
inflamator limfocitar rar.

Teste de laborator:

Anticorpii anti-Ro, caracteristici acestei forme
de lupus, sunt prezenti intr-o proportie de 60%-
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2. SUBACUTE CUTANEOUS
LUPUS ERYTHEMATOSUS (SCLE)

Definition:

SCLE is an intermediary form of lupus
erythematosus (LE) between discoid lupus
erythematosus (DLE) and systemic lupus
erythematosus (SLE).!

Subacute cutaneous lupus involves primarily
the epidermis and the upper dermis and is
associated with anti-Ro/SSA antibodies,
arthralgia and photosensitivity. Most patients do
not present significant systemic disorders.?

Epidemiology:

SCLE is less common than DLE or SLE. It is
predominant in females, and the onset age
usually ranges from 30 to 40 years. The disease

can also appear after the age of 60, especially
medication-induced.

Clinical aspects:

SCLE is initially characterised by erythe-
matosus patches and/or papules that turn to
psoriasi form papulosquamous lesions or
annular/polycyclic plaques. Some patients can
develop elements of both morphological forms.
SCLE lesions occur mainly on sun-exposed areas
(e.g. upper part of posterior thorax, shoulders,
arms, V neckline and, less common, on the face).
They wusually heal with residual hypo-
pigmentation or depigmentation, without
scarring and without follicular hyperkeratosis
(main characteristics distinguishing it from
chronic cutaneous lupus erythematosus). Lesions
are not indurated as they are characterised by
superficial and rare inflammatory infiltrate.

Histopathology:

Modifications are less evident than in DLE.
The epidermis shows minimal atrophy and
vacuolar modifications and the dermis shows
rare lymphocytic inflammatory infiltrate.

Laboratory tests:

Anti-Ro antibodies, which are characteristic for
this form of lupus, are present at a rate of 60%-90%.
Antinuclear antibodies (ANA) are positive in 60%-
80% of patients, in 40% of patients anti-




90%. Anticorpii antinucleari (ANA) sunt pozitivi
la 60%-80% dintre pacienti, la un procent de 40%
dintre pacienti pot sd apard anticorpi anti-La si
anticorpi anti-ADNdc (de obicei in titru foarte
mic). Factorul reumatoid este prezent la 20%
dintre pacienti. Cei cu boald activa pot prezenta
semne ale inflamatiei (protein C reactivd,
cresterea vitezei de sedimentare a hematiilor,
hipergamaglobulinemie). De asemenea, se poate
observa pe hemoleucogramad: anemie, leucopenie
si trombocitopenie.!

Evolutie si prognostic:

Evolutia bolii nu este foarte clard, se pare ca
10-15% dintre pacienti dezvolta afectare
sistemica.®

Se stie cd ac. anti-Ro apar si in sindromul
Sjogren, motiv pentru care unii pacienti cu LECS
pot prezenta caracteristici ale ambelor boli, ba
mai mult unii pot avea manifestdri interne
serioase ale sindromului Sjogren precum afectare
pulmonara si neurologica.’

Pe langa sindromul Sjogren, LECS se poate
suprapune si cu alte boli autoimune precum:
artrita reumatoida si tiroidita Hashimoto. Exista
cateva date iIn literaturd care vorbesc despre o
asociere intre LECS si diferite malignitati
(neoplasme mamare, pulmonare, gastrice,

uterine, hepatocelulare sau limfom
Hodgkin).1

Diagnostic diferential:

Psoriazis-ul, tinea corporis si dermatita
seboreicd sunt frecvent confundate cu lupusul
eritematos cutanat subacut. De asemenea, se mai
poate face diagnostic diferential cu dermato-
miozita si cu toate formele de fotosensibilitate.

Tratament:

Réaspunsul la tratamentul cu antimalarice este
mai putin pozitiv decat in LED. ! De obicei,
corticosteroizii sunt mai eficienti, in special cand
existd si afectare sistemicd. De ajutor este si
combinatia de antimalarice cu corticosteroizi. in
formele severe, de tranzitie citre LES sunt utile:
azatioprina, metotrexatul si ciclofosfamida. Ca
medicatie topicd se folosesc corticosteroizii si
inhibitorii de calcineurind in asociere cu creme
ecran solar cu protectie pentru UVB si UVA.
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Laantibodies and anti-dsDNA antibodies can
appear (usually a very small titre). The rheumatoid
factor is present in 20% of patients. Persons with
active disease may present signs of inflammation
(C-reactive  protein, increased erythrocyte
sedimentation rate, hypergammaglobulinemia).
Complete blood count may also show: anaemia,
leukopenia and thrombocytopenia.!

Evolution and prognosis:

The evolution of the disease is not very clear,
it appears that 10-15% of patients develop
systemic involvement.®

It is known that anti-Ro antibodies appear in
the Sjogren’s syndrome, which is why some
patients suffering from SCLE can present
characteristics of both diseases, moreover, some
can show severe internal manifestations of
Sjogren’s syndrome, such as pulmonary and
neurological disorders.’

Apart from Sjogren’s syndrome, SCLE can
overlap other autoimmune diseases, such as:
rheumatoid  arthritis and  Hashimoto’s
thyroiditis. There are some literature data
mentioning an association between SCLE and
various malignancies (breast, lung, stomach,
uterine, liver cancer or Hodgkin’s lymphoma).!

Differential diagnosis:

Psoriasis, tineacorporis and seborrheic der-
matitis are frequently mistaken for subacute
cutaneous lupus erythematosus. A differential
diagnosis with dermatomyositis and all forms of
photosensitivity can also be performed.

Treatment:

The reaction to the treatment with anti-
malarial medication is less positive than in
DLE.!'Usually corticosteroids are more effective,
especially when there is a systemic disorder. The
combination of antimalarial medication with
corticosteroids is beneficial. In severe forms of
transition to SLE the following are useful:
azathioprine, methotrexate and cyclophos-
phamide. As topical medication, corticosteroids
and calcineurin inhibitors are wused in
combination with UVB and UVA sunscreens.
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Il. Asociere lichen plan-hepatita C
1. LICHENUL PLAN (LP)

Termenul de lichen plan a fost introdus
pentru prima datd de Erasmus Wilson in 1869
pentru a descrie afectiuni denumite anterior de
Hebra ,leichen ruber”“.!?2 LP este o boald
idiopatica inflamatorie a pielii, parului, unghiilor
si mucoaselor ce afecteazd, In general, adultii de
varstd medie. Etiologia si patogeneza nu sunt
cunoscute pe deplin, LP a fost asociat cu infectii
virale, boli autoimune, medicamente, vaccinuri,
materiale dentare. '3 Existd mai multe forme
clinice de LP: inelard/rotundd, buloass,
hipertroficd, inverstd, liniard, ulcerativd,
vulvovaginald-gingivald, indusd medicamentos
si foliculara.”?

Lichenul plan se caracterizeaza prin aparitia
unor papule plate, unele ombilicate, mici,
violacee, forma poligonald, pruriginoase, cu
suprafata usor lucioasa sau transparentd, cu o
retea formata din linii albe ,striurile Wickham”,
papulele pot conflua intr-o placd mare. Prin
grataj pot fi induse noi leziuni, dispuse liniar-
fenomenul Koebner. Vindecarea se face cu
hiperpigmentari reziduale, care pot persista luni
sau ani. Localizdrile predilecte sunt: zona
flexoare a antebratelor si a incheieturii mainii,
fata dorsald a mainilor, regiunea anterioard a
gambelor, gt si aria presacrata. Leziunile
cutanate din LP afecteazd aproximativ 1% din
populatia adulta, iar leziunile orale se regdsesc la
1-4% din populatie.!? Nu exista o predispozitie in
functie de rasa sau sex.

Boala are in general o evolutie autolimitata.
Lichenul plan oral este mai recalcitrant decat cel
cutanat. La 15-20% dintre pacienti remisiunea
initiald a bolii este urmata de recurente, mai
frecvente in cazul lichenului plan familial.'?

Histologic, leziunile din LP, se caracterizeaza
prin prezenta unui infiltrat limfocitar in bandd,
dens la nivelul unui epiderm acantotic, cu
distrugerea stratului de celule bazale si
hipergranuloza.

Tratamentul LP constd in aplicarea locald de
corticosteroizi cu potentd mare (+/- ocluziv) sau
corticosteroizi intralezional, tacrolimus, pimecro-
limus, PUVA. Tratamentul sistemic este
reprezentat de medicamente de prima linie
precum: corticosteroizi (30-80 mg/zi), etretinate
(10-75 mg/zi), acitretin (30 mg/zi), isotretinoin
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Il. Association of lichen planus and hepatitis C
1. LICHEN PLANUS(LP)

The term of lichen planus was first
introduced by Erasmus Wilson in 1869 to
describe disorders previously referred to as
“leichenruber”by Hebra.l’LP is an idiopathic
inflammatory disease of the skin, hair, nails and
mucous membranes mainly affecting middle-
aged persons.The etiology and pathogenesis are
not fully known, and LP has been associated with
viral infections, autoimmune diseases, drugs,
vaccines, dental materials.!® There are several
clinical forms of LP: annular/round, bullous,
hypertrophic, inversus, linear, ulcerative,
vulvovaginal-gingival, = drug-induced and
follicular.!?

Lichen planus is characterised by the
appearance of flat-topped, some umbilicated,
small, purple, polygonal, pruritic papules, with
slightly shiny or transparent surface, with a
network of white lines called the “Wick-
hamstriae”; papules can unite into a large plaque.
Scratching may induce new lesions, in a linear
shape-Koebner phenomenon. Healing results in
residual hyperpigmentations which may persist
for months or years. Usual sites of occurrence:
flexor area of the forearms and wrists, dorsal area
of the hands, the shins, the neck and presacral
area. Skin lesions in LP affect approximately 1%
of the adult population, and oral lesions are
found in 1-4% of the population.!? There is no
predisposition according to race or gender.

The disease generally has a self-limited
evolution. Oral lichen planus is more resilient
than the cutaneous one. In 15-20% of patients,
initial remission of the disease is followed by
relapses, more frequent in the case of family
lichen planus.?

In terms of histology, LP lesions are
characterised by the presence of a thick band-like
lymphocytic infiltrate, anacanthotic epidermis,
with destruction of the basal cell layer and
hypergranulosis.

LP treatment consists in topical application of
high potency corticosteroids (+/- occlusive) or
intralesional corticosteroids, tacrolimus, pime-
crolimus, PUVA. Systemic treatment is represented
by the first-line therapy, such as: corticosteroids
(30-80 mg/day), etretinate (10-75 mg/day), acitretin
(30 mg/day), isotretinoin (20-40 mg/day) and the
second-line therapy, such as: cyclosporine (3-10




(20-40 mg/zi) si medicamente de linia a Il-a
precum: ciclosporind (3-10 mg/kg/zi), dapsona
(200 mg/zi), hidroxicloroching (200-400 mg/zi).!*

2. HEPATITA C

Virusul hepatitei C (VHC) este un virus ARN
si reprezintd principala cauza a bolilor hepatice
cronice, a cirozei si a carcinomului hepatocelular,
dar si indicatie pentru transplantul de ficat.

Virusul hepatitei C a fost prima data
recunoscut ca o cauzd a hepatitei in anul 1975.

In 1999 World Health Organization a
raportat 169,7 milioane de cazuri de hepatita cu
virus C in lume.’®

Céile de transmitere sunt reprezentate de
expunere parenterald la material infectat prin
transfuzii de sange sau injectii cu ace nesterile,
comportamentul sexual, perinatal, tatuaje.!®
VHC nu este citopatic, dar raspunsul imun al
gazdei In incercarea de a combate virusul
reprezintd cauza leziunilor hepatice ca urmare a
unei inflamatii de lunga durata.'” Cei mai multi
pacienti cu infectie acutd si cronicd sunt
asimptomatici. Infectia cronica se dezvoltd in 43-
86% din cazuri.!® Pacientii si medicii pot sd nu
detecteze nicio manifestare a conditiei pentru
perioade lungi de timp, insd infectia hepatica
cronicd si hepatita activa cronicd sunt boli lent
progresive ce determind morbiditate severa.

Trecerea de la hepatitd acuta la cirozd este, de
cele mai multe ori, asimptomaticd, se produce
intr-o perioadd de timp cuprinsd intre 20-40 de
ani, la aproximativ 5-25% dintre pacientii
infectati cu VHC.

Evolutia cétre cirozd este produsa de fibroza
hepaticd progresivd, aceasta reprezentand un
factor de prognostic principal in evolutia bolii.
Pacientii cu transaminaze crescute si activitate
necro-inflamatorie la biopsia hepaticd sunt mult
mai susceptibili sa dezvolte fibroza. Progresia
fibrozei este mai rapidd la barbati si la Afro-
Americani, precum si iIn cazul celor cu diabet,
consumatorilor de alcool, celor cu hepatitd B sau
HIV. 1 Carcinomul hepatocelular apare la 1-4%
dintre pacientii cu hepatita C.

Dezvoltarea infectiei cronice nu este
semnalatd de dezvoltarea simptomelor. Aproxi-
mativ 40-74% dintre pacientii cu VHC dezvolta
cel putin o manifestare extrahepatica. (Tabel I)
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mg/kg/day), dapsone (200 mg/day), hydroxy-
chloroquine (200-400 mg/day).1

2. HEPATITIS C

Hepatitis Cvirus (HCV)is a RNA virus and
represents the main cause of chronic liver
diseases, cirrhosis and hepatocellular carcinoma,
but also an indication for liver transplant.

Hepatitis C virus was first recognised as
cause for hepatitis in 1975.

In 1999, the World Health Organization
reported a number of 169.7 million cases of
hepatitis C worldwide.!®

The disease is transmitted by parenteral
exposure to infected material through blood
transfusions or infections with non-sterile
needles, sexual behaviour, perinatal, tattoos.!
HCYV is not cytopathic, but the immune response
of the patient in an attempt to fight the virus
represents the cause of hepatic lesions following
long-term inflammation.””Most patients with
acute and chronic infection are asymptomatic.
Chronic infection develops in 43-86% of cases.!8
Patients and doctors may not detect any
manifestation of the condition for long periods of
time, however chronic hepatic infection and
chronic active hepatitis are slowly progressing
diseases that cause severe morbidity.

The transition from acute hepatitis to
cirrhosis is most often asymptomatic and takes
from 20 to 40 years, in approximately 5-25% of
the patients infected with HCV.

The evolution to cirrhosis is caused by
progressive hepatic fibrosis, representing a main
prognosis factor in the evolution of the disease.
Patients with elevated transaminases and
necroinflammatory activity on liver biopsy are
more likely to develop fibrosis. Progression of
fibrosis is faster in males and Afro-Americans, as
well as in the case of diabetics, alcohol users,
persons infected with hepatitis B or HIV."
Hepatocellularcarcinoma occurs in 1-4% of
patients with hepatitis C.

The development of chronic infection is not
signalled by development of symptoms.
Approximately 40-74% of patients with HCV
develop at least one extrahepatic manifestation.
(Table I).

The diagnosis of hepatitis C is based on the
presence of serum antibodies (anti-HCV).
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Tabel 1. Manifestdrile extrahepatice ale hepatitei cu virus C

Crioglobulinemie

Limfom malign

Glomerulonefritd membranoproliferativa

Artritd reumatoida cronica

Porphyria cutanea tarda

Tiroiditd cronica

Lichen plan

Diabet zaharat

Sindrom Sjogren

Pneumonie interstitiala

Miozita Cancer oral

Miocardiopatie Ulcer cornean Mooren
Table 1. Extrahepatic manifestations of hepatitis C virus

Cryoglobulinemia Malignant lymphoma

Glomerulonephritis membranoproliferative

Chronic rheumatoid arthritis

Porphyria cutanea tarda

Chronic thyroiditis

Lichen planus

Diabetes

Sjogren’s syndrome

Interstitial pneumonia

Myositis

Oral cancer

Cardiomyopathy

Mooren corneal ulcer

Diagnosticul hepatitei cu virus C se bazeaza
pe prezenta anticorpilor serici (anti-VHC).
Detectarea anticorpilor anti-HCV nu permite insa
diferentierea infectiei acute/cronice de o infectie
in antecedente; pentru aceasta se utilizeaza
determinarea HCV-ARN. in infectia recenti
HVC, HCV-RNA se detecteazd de obicei, la
putine saptaméni de la invazia virald (primul
marker serologic al infectiei HVC) si precede cu
sdptdmani, luni, seroconversia imunologica (apa-
ritia anti-VHC).

In remisiunea spontana a infectiei HCV
recente (acutd), HCV-RNA se negativeazd de
obicei, dupa 4-6 luni. Infectia cronica HCV se
considerd prezentd daca HVC-RNA rdamane
detectabil pentru o perioadd de cel putin 12 luni.
Concentratia HCV-RNA fluctueazd pe parcursul
evolutiei infectiei cronice; temporar, concentratia
poate scadea sub nivelul de detectie. De aceea, un
rezultat negativ HCV-RNA nu exclude prezenta
infectiei cronice sau a infectivitatii serului. Numai
dacd detectarea HCV-RNA rdméne negativa la 3
determindri consecutive, la interval de 1 an, se
poate presupune vindecarea infectiei HCV.

Detectarea HVC-RNA este esentiald nu
numai in diagnosticul infectiei acute sau cronice
HCV, dar si in stabilirea indicatiei de tratament cu
interferon a hepatitei cronice HVC si in
monitorizarea rdspunsului la tratament. 2
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However, detection of anti-HCV antibodies does
not allow for differentiation of acute/chronic
infection in the historyfor which HCV-RNA
determination is used. In cases of recent infection
with HVC, HCV-RNA is usually detected in a few
weeks after viral invasion (the first serologic
marker of HVC infection) and precedes
immunological seroconversion (occurrence of
anti-HCV)by weeks or months.

In spontaneous remission of recent (acute)
HCV infection, HCV-RNA wusually becomes
negative after 4-6 months. Chronic HCV infection
is considered present if HVC-RNA remains
detectable for at least 12 months. HCV-RNA
concentration fluctuates during the evolution of
chronic infection; the concentration can
temporarily drop below the detection level.
Therefore, a negative HCV-RNA result does not
exclude the presence of chronic infection or
serum infectivity. Only when HCV-RNA
detection remains negative in 3 consecutive
determinations, at 1l-year intervals, it may be
assumed that HCV infection is healed.

HVC-RNA detection is essential not only in
diagnosing acute or chronic HCV infection, but
also in establishing the treatment with interferon
of chronic HVC hepatitis and in monitoring the
response to treatment.?’




3. ASOCIEREA LICHEN PLAN-HEPATITA C

Primul raport ce indicd o asociere intre bolile
hepatice cronice si lichenul plan a fost publicat in
197821 Dupa identificarea genomului VHC in
1989, mai multe studii au raportat coexistenta
intre hepatita cronica cu virus C si lichenul plan,
in special cu lichenul plan oral, avand o
prevalentd cuprinsd intre 1-4% in populatia
generald.?? Cu toate acestea, relatia dintre
hepatita cu virus C si lichenul plan raméane un
subiect controversat. Utilizdnd cuvintele cheie
hepatitd si lichen plan intr-o cdutare
computerizatd in baza de date MEDLINE, au fost
gasite 263 de citate din 1966 pana in 2003.2% De la
primul raport pe aceastd temd, mai mult de 80 de
lucrari din intreaga lume au sugerat o asociere
intre lichenul plan si VHC.

Desi nu este clar cum VHC afecteaz sistemul
imunitar al gazdei ce va dezvolta LP se considerd,
totusi, ca acesta joacd un rol important in
dezvoltarea LP la pacientii purtdtori de virus
hepatic C.2* Deoarece diagnosticarea infectiei cu
VHC in stadii incipiente este importanta, aparitia
LP poate avea un rol esential in acest sens, avand
in vedere cd pielea si cavitatea orald sunt mai
usor de observat.

Prezenta LP cutanat si a LP oral poate fi
utilizatd ca marker al infectiei cu VHC la pacientii
asimptomatici, ceea ce poate duce la un
diagnostic corect, un tratament precoce si, even-
tual, un prognostic mai bun al infectiei cu VHC.

Ill. Prezentare caz clinic

Prezentam cazul unei paciente D.C., in varsta
de 54 de ani, fumdtoare, pensionard, normopon-
derald (IMC=20,36 kg/m?), cu un istoric familial
de accident vascular cerebral ischemic si un
istoric medical de histerectomie (1995). Aceasta a
fost diagnosticatd cu lupus eritematos cutanat
subacut (2000), lichen plan cutanat (2012) confir-
mat histopatologic si hepatita cu virus C (2012).

Boala lupica a debutat cu fatigabilitate,
artralgii, fotosensibilitate si cu o eruptie
diseminata la nivelul fetei, toracelui anterior (V-
ul decolteului) si toracelui posterior, distribuitad
simetric, polimorfd, pruriginoasd, alcatuitd din
macule si papule eritemato-scuamoase, cu
dimensiuni variabile, intensificatd semnificativ la
expunerea la soare, cu evolutie de 1 an.(Fig. 1)
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3. ASSOCIATION OF LICHEN PLANUS
AND HEPATITIS C

The first report indicating an association
between chronic hepatic diseases and lichen
planus was published in 1978 2!After identifying
the HCVgenome in 1989, several studies reported
the coexistence of chronic hepatitis C and lichen
planus, especially oral lichen planus, with a
prevalence ranging from 1 to 4% of the overall
population.”?However, the relation between
hepatitis C and lichen planus remains a contro-
versial subject. Using the keywords hepatitis and
lichen planus in a computer search in the
MEDLINE database, 263 quotes were found from
1966 to 2003.2* Since the first report on the matter,
more than 80 papers worldwide suggest an
association between lichen planus and HCV.

Although it is not clear how HCV affects the
immune system of the patient who develops LP,it
is however assumed that it plays an important
part in developing LP in patients with hepatitis C
virus.2Since diagnosing HCV infection in the
early stages is important, occurrence of LP may
have an essential role in this regard, given that
the skin and the mouth are easier to observe.

The presence of cutaneous LP and oral LP can
be used as marker of HCVinfection in
asymptomatic patients, which may lead to
accurate diagnosis, early treatment and, possibly,
a better prognosis of HCV infection.

lll. Presentation of clinical case

We present the case of a patient D.C., aged 54,
smoker, retired, with a normal weight (BMI
=20.36 kg/m?), with a family history of ischemic
stroke and a medical history of hysterectomy
(1995). She was diagnosed with subacute
cutaneous lupus erythematosus (2000), cutaneous
lichen planus (2012), histopathologically con-
firmed, and hepatitis C (2012).

Lupus started with fatigue, arthralgia,
photosensitivity and a disseminated rash on the
face, anterior thorax (V neckline) and posterior
thorax, symmetrically distributed, polymorphic,
pruritic, consisting of erythematous-squamous
macules and papules of various sizes, signifi-
cantly intensified by sun exposure, with 1-year
evolution. (Picture 1)
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Fig. 1. Macule eritemato-scuamoase la nivelul toracelui
anterior (V-ul decolteului)
Fig. 1. Squamos erythemato macules to the anterior thorax
V neckline

In tot acest timp, pacienta a urmat tratamente
sistemice cu corticoizi (Prednison, Medrol) si
antimalarice de sintezd (Plaquenil), iar local cu
dermatocorticoizi cu potentd micd si medie si
folosirea cremelor ecran solar cu factor de
protectie 50*. Sub tratament evolutia a fost
favorabild, remarcandu-se ameliorarea pand la
disparitia leziunilor cutanate, iar testele
imunologice s-au mentinut relativ constante in
toti acesti ani. Dintre criteriile ARA, pacienta
prezinta: fotosensibilitate, artritd, afectare hema-
tologica si ANA pozitivi.

In anul 2012 s-a observat aparitia unei eruptii
diseminate la nivelul gétului, decolteului, fetei,
trunchiului, antebratelor bilateral, monomorfs,
intens pruriginoasa, alcituitd din papule discret
violacee, unele solitare, altele cu tendintd la
confluare, forma poligonald, dimensiuni varia-
bile, margini regulate, suprafatd lucioasa cu o
retea formatd din linii albe ,,striurile Wickham®”,
cu evolutie de 6 luni. (Fig. 2) Eruptia a debutat in
lunile de vard, In urma unui stres emotional
major negativ, pe fondul intreruperii bruste a
terapiei cortizonice si antimalarice, urmata de
expunere solard. Terapia fusese instituitd in urma
cu peste 2 luni.

Sub anestezie locala cu xilind 2%, s-a practicat
punch biopsia unei leziuni localizate la nivelul
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Fig. 2. Lichen plan cutanat antebraf sting
Fig. 2. Lichen planus cutaneous left forearms

During this time the patient was under
systemic therapy with corticoids (Prednison,
Medrol) and synthetic antimalarials(Plaquenil),
and topical treatment with dermatocorticoids of
low and medium potency, as well as the use of
sunscreen with SPF 50".Under treatment, the
evolution was favourable, with improvement to
the disappearance of the skin lesions, the
immunological tests remaining relatively
constant over the years. From among ARA
criteria, the patient showed: photosensitivity,
arthritis, haematological disorder and positive
ANA.

In 2012, a disseminated eruption occurred on
the neck, V neckline, face, thorax, both forearms,
monomorphic, highly pruritic, consisting of
slightly purple papules, some isolated, others
tending to fuse, of polygonal shape and variable
sizes, with regular edges, shiny surface, with a
network of white lines - the “Wickhamstriae” and
with an evolution of 6 months. (Picture 2) The
eruption started in the summer, after a major
negative emotional stress, and on a background
of the sudden interruption of corticoid and
antimalarial therapy, followed by sun exposure.
The therapy had been started 2 months before.

Under local anaesthesia with lidocaine 2%, a
lesion on the right forearm was punch biopsied,




antebratului drept, urmatd de suturd cu fire
neresorbabile si pansament steril. Piesa excizatd a
fost trimisa in serviciul de Anatomo-Patologie, in
vederea efectudrii examenului histopatologic, iar
aspectul histopatologic a fost compatibil cu
diagnosticul de lichen plan.

Pentru aceastd afectiune dermatologicd,
pacienta a primit tratament local cu corticoizi cu
potentd medie si mare, iar sistemic cu anti-
histaminice. In timp pruritul s-a ameliorat
semnificativ, iar leziunile cutanate au disparut in
aproximativ un an de la debut.

Este demn de retinut cd pacienta a prezentat
valori anormal de mari ale transaminazelor chiar
de la prima prezentare in clinica noastra, in 2000,
dar investigatiile repetate pentru depistarea
markerilor hepatitelor virale au fost negative. S-a
stabilit diagnosticul de colecistopatie In urma
investigatiilor medicale, fapt care ar fi explicat
partial, in opinia noastra, valorile de doud ori mai
mari ale transaminazelor fatd de intervalul
normal, valori care au variat foarte putin pe
parcursul a peste 10 luni de urmadrire a pacientei.
Aceasta prezenta relativ frecvent varsaturi,
senzatie de greatd, durere sub rebordul costal
drept, crize care se repetau la intervale de
aproximativ 4-6 luni. Pacienta nu era consu-
matoare de alcool.

In urma diagnosticului de lichen plan, s-a
decis repetarea unor investigatii: markerilor
hepatici virali (antigenul HBs si anticorpii anti-
HCV). Se depisteazd acticorpii anti-HCV
pozitivi. Ulterior, pacienta a fost indrumatd intr-
un serviciu de Boli Infectioase, unde a primit
tratament cu Interferon si Ribavirind timp de 1
an, fiind in continuare dispensarizata.

Testele de laborator efectuate includ: hemo-
grama fard modificdri majore (usoard leocopenie,
limfopenie si trombocitopenie), cresterea
transaminazelor si a colesterolului. Testele
imunologice au decelat: anticorpi anti ADN
negativi, anticorpi antinucleari pozitivi, anticorpi
anti Ro negativi, anticorpi anti Sm negativi, celule
lupice absente, prezenta corpilor in rozetd,
complexe imune circulante negative, comple-
ment seric fractiunea C, in limite normale.

Examenul histopatologic a evidentiat carac-
teristicile principale ale lichenului plan: fragment
de tegument cu moderatd hiperortokeratoza si
hipergranulozd; atrofie epidermald cu stergerea
reliefului dermului papilar; marcat infiltrat
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followed by suturing with non-absorbable
sutures and sterile dressing. The excised piece
was sent to Anatomopathology for histopatho-
logical testing, and the histopathological aspect
was compatible to the diagnosis of lichen planus.

For this dermatological disorder, the patient
received topical treatment with medium and high
potency corticoids and systemic treatment with
antihistamines. In time the pruritus improved
significantly and the skin lesions disappeared
approximately one year after onset.

It is worth mentioning that the patient
presented abnormally high transaminases from
the very first presentation to our clinic in 2000,but
repeated investigations to detect viral hepatitis
markers were negative. Medical investigations
led to the diagnosis of cholecystopathy, which, in
our opinion, partially explained the twice as high
transaminases compared to the normal values,
which showed little variations over more than 10
months of patient follow-up. She presented
relatively frequent vomiting, nausea, pain under
the right costal margin, crises that occurred
repeatedly at 4 to 6-month intervals. The patient
was not an alcohol drinker.

After being diagnosed with lichen planus, it
was decided to repeat certain investigations of
the viral hepatic markers (HBsantigen and anti-
HCV antibodies). Anti-HCV antibodies were
found positive. After that, the patient was sent to
the department of Infectious Diseases, where she
received treatment with Interferon and Ribavirin
for 1 year, and remained under dispensary
observation.

Laboratory tests included: complete blood
count without major modifications (slight
leukopenia, lymphopenia and thrombocy-
topenia), increased levels of transaminases and
cholesterol Immunological tests detected:
negative dsDNA antibodies, positive antinuclear
antibodies, negative antiRo antibodies, negative
anti-Sm antibodies, absent lupus cells, presence
of ring forms, negative circulating immune
complexes, normal C3 fraction of complement.

Histopathological tests showed the main
characteristics of lichen planus: skin fragment
with moderate hyperorthokeratosis and hyperg-
ranulosis; epidermal atrophy with loss of rete
ridges of papillary dermis; marked lymphocytic
inflammatory infiltrate with melanophages in the
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inflamator limfocitar cu melanofage la nivelul
dermului subiacent, cu interesarea jonctiunii
dermo-epidermice (dispozitie ,in bandd”);
frecventi corpi Civatte predominant in epidermul
inferior si in infiltratul inflamator.

IV. Discutii si concluzii

Infectia cu virus C nu reprezinta doar o cauza
frecventd de boald hepaticd cronicd precum:
hepatitd, ciroza sau carcinom hepatocelular, dar
este implicatd si In patogeneza unor boli
autoimune (ex. lichen plan). Desi nu este clar cum
VHC afecteaza sistemul imunitar al gazdei ce va
dezvolta LP se considerd, totusi, cd acesta joaca
un rol important in dezvoltarea LP la pacientii
purtatori de virus hepatic C.2*

Boli precum: lichenul plan, prurigo nodu-
laris, sindrom Sjogren, psoriazis, urticaria si
limfomul cu celule B sunt frecvent intalnite in
randul pacientilor cu hepatitd C.

Datele din literatura ce aratd o legaturd intre
VHC si lichenul plan sunt inconstante; in timp ce
unele studii indica o relatie intre aceste doud boli,
altele o neagd.?® De asemenea, existd date ce aratd
cd localizarea orald a lichenului plan este mai
frecvent asociatd cu hepatita C.%/

Deoarece tratamentul cu antimalarice poate
la unii pacienti sa inducd o eruptie lichenoids,
mai ales in conditiile expunerii la soare, a fost
importantd efectuarea unei biopsii cutanate
pentru transarea diagnosticului. In momentul
declansdrii eruptiei lichenoide/lichen plan,
pacienta era sub tratament cu antimalarice.

Pentru tratamentul bolilor autoimune sunt
necesari glucocorticoizi sau imunosupresoare
administrate pe cale sistemicd, nsd acest
tratament Inrdutateste evolutia hepatitei C, motiv
pentru care este importantd introducerea
agentilor antivirali.

Formele de lupus eritematos ce prezinta
clinic leziuni specifice de LED si LESA sunt
considerate variante mai blande de boald, cu
evolutie si prognostic in general bune. LESA
evolueazd cel mai adesea cu remisiuni si
recurente. Aproximativ 50% dintre pacienti
indeplinesc criteriile ARA de LES, dar in general
au un prognostic mai bun pe termen lung.?

In literaturd existd citate si cateva cazuri de
lupus eritematos (LE) suprapus cu lichenul plan
cutanat (LP). Aceasta este o afectiune raportata
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underlying dermis, with involvement of the
dermoepidermal junction (“band-like” distribu-
tion); frequent Civatte bodies in the lower
epidermis and in the inflammatory infiltrate.

IV. Discussions and conclusions

C virus infection is not only a common cause of
chronic hepatic disease, such as: hepatitis, cirrhosis
or hepatocellular carcinoma, but it is also involved
in the pathogenesis of certain autoimmune diseases
(e.glichen planus). Although it is not clear how
HCV affects the immune system of the patient who
develops LPit is however assumed that it plays an
important part in developing LP in patients with
hepatitis C virus.2

Diseases such as lichen planus, prurigon-
odularis, Sjogren’s syndrome, psoriasis, urticaria
and B cell lymphoma are common in patients
with hepatitis C.?

Literature data showing a connection
between HCV and lichen planus are inconsistent;
while some studies show a connection between
these two diseases, others deny it.2° Also, there
are data showing that oral lichen planus is more
commonly associated with hepatitis C.%

Since antimalarial treatment may induce
lichenoid eruption in some patients, especially
when exposed to the sun, it was essential to
perform a skin biopsy to establish the diagnosis.
Upon onset of lichenoid eruption/lichen planus,
the patient was under antimalarial treatment.

Autoimmune diseases require treatment with
glucocorticoids or immunosuppressive medica-
tion with systemic administration; however, this
treatment worsens the evolution of hepatitis C,
which is why it is important to introduce
antiviral agents.

The forms of lupus erythematosus presenting
specific clinical lesions of DLE and SCLE are
considered milder forms of the disease, with a
generally good evolution and prognosis. SCLE
usually evolves with remissions and relapses.
Approximately 50% of patients fulfil the ARA
criteria of SLE, but generally have a better
prognosis in the long run.?8

The literature also quotes several cases of
overlapped lupus erythematosus (LE) and
cutaneous lichen planus (LP). It is a rarely
reported disorder, such as only a subset of
published  cases presented histological




rar, in care numai un subset de cazuri publicate
au prezentat caracteristici histologice ale ambelor
boli.?’ Majoritatea cazurilor apar la pacienti cu
varste cuprinse intre 25-45 de ani, cu o usoara
predominantd a sexului feminin. Leziunile
cutanate afecteaza In principal bratele, membrele
inferioare, fata si trunchiul. Implicarea palmo-
plantard este consideratd caracteristicd in cazul
acestui sindrom de suprapunere.® Etiologia este
in mare parte necunoscutd, dar existd in discutie
cauze autoimune, virale, genetice si/sau
medicamente care pot induce sindromul de
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characteristics of both diseases.”” Most cases
occur in patients aged 25-45, with a slight pre-
dominance in females.Skin lesions mainly affect
the arms, legs, face and torso. Palmoplantar
involvement is considered characteristic in the
case of this overlap syndrome.®® Etiology is
largely unknown, but may include autoimmune,
viral and genetic causes,and/or medication that
can induce the LE/LP overlap syndrome, such as:
isoniazid, procainamideand acebutolol.3

suprapunere LE/LP precum: izoniazida,

pro-

cainamida si acebutolol.®
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