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Since 1989, once the virus has been 
dis covered, infection with hepatitis C 
vi rus (HCV) has become a serious pu-
blic health problem worldwide. The 
number of infected people gradually 

increased to some 130-170 million cases 
world wide, affecting approximately 3% of the 
world population and still another 3-4 million 
people get infected each year (1). HCV infec-
tion is one of the major causes of chronic hepa-
titis but if it is untreated, 15-30% of chronic 
HCV infections progress to cirrhosis or hepato-
cellular carcinoma over the next 30 years (2). 
Moreover, several extrahepatic disorders may 
be associated with chronic HCV infection: 

mixed cryoglobulinemia, diabetes, porphyria 
cu  tanea, non-Hodgkin lymphoma. Among the 
ge  neral complications associated with HCV in-
fec tion there are also dermatological disorders 
such as lichen planus (2).

There is certain percentage of patients with 
oral lichen planus who associate chronic hepa-
titis with C virus. The presence of hepatitis is 
often completely unknown to the patient, be-
ing discovered by chance during diagnostic 
pro tocol for lichen planus. Prevalence of chro-
nic hepatitis C in patients with oral lichen pla-
nus varies between 0.5-35% as reported by dif-
ferent authors for different geographical areas 
(3). This important difference resides also in the 

ABSTRACT
The relationship between chronic hepatitis C virus infection (HCV) and oral lichen planus (OLP) is 

a current topic in the field of oral medicine. Many studies of this association have been made over time. 
The geographic variation of the hepatitis C prevalence proved to be an important factor influencing the 
statistical results of the studies analyzing the association of the oral plan lichen with the hepatitis C 
virus. Approaching this issue is not to be neglected. Treatment outcomes in patients with oral lichen 
planus associated with chronic hepatitis C virus are often unsatisfactory compared to patients suffering 
from idiopathic oral lichen planus. Also, the evolution of oral lesions is often fluctuating, with repeated 
periods of relapse according to the degree of liver function decompensation. Background therapy for liver 
disease itself may influence lichen planus lesions. Thus, during therapy with interferon and ribavirin 
oral lesions may appear or become acute.

Keywords: hepatitis C virus, oral lichen planus



ASSOCIATION OF ORAL LICHEN PLANUS WITH CHRONIC C HEPATITIS. REVIEW OF THE DATA IN LITERATURE

99Maedica   A Journal of Clinical Medicine, Volume 9 No.1 2014

way hepatitis C virus incidence varies in differ-
ent parts of the world.

Oral lichen planus (OLP) is a muco-cutane-
ous dermatosis of unknown nature that may 
occur either as a single condition of oral mu-
cosa or in association with characteristic lesions 
in the skin, genital mucosa, scalp or nails (4). 

This disease is estimated to affect between 
0.2 and 2.3% of the general population and 
represents about 0.6% of all diseases that den-
tists frequently meet (4). In Romania there is no 
study on the incidence of oral lichen planus in 
general population. In a hospital based-popu-
lation of the Oral Medicine department in Bu-
charest the incidence of oral lichen planus is 
12.31% (5). According to some authors it is re-
ally one of the most common diseases affecting 
the oral mucosa (4). Oral lichen planus is spre-
ad worldwide and equally affects all racial gro-
u ps, but it is most common in middle-aged 
adult females (6). 

Although the etiopathogenic mechanism of 
oral lichen planus is not fully elucidated, recent 
research suggests that immunological mecha-
nisms play an important role, this disease being 
considered as having auto-immune nature, 
me diated by T CD 8 + cells, macrophages and 
Langerhans cells. Langerhans cells and macro-
phages in the basal epithelial layer provide an-
tigenic information for T CD 8 + cells activated 
against basal layer (6). Cell destruction is done 
through immune mechanisms that trigger 
apop tosis, resulting in the appearance of char-
acteristic histological changes (6).

The clinical aspect of OLP is mostly poly-
morphic. Keratotic lesions such as papules, re-
ticular or plaque-like lesions are associated 
with atrophic, erosive-ulcerative or bullous lesi-
ons (6) (Figure 1A, Figure 1B). The erosive form 
is accompanied by various symptoms from 
mild discomfort to serious function distur ban-
ces affecting the quality of life. Usually, lesions 
are located on the posterior buccal mucosa, 
bilaterally. Other sites can also be affected: the 
dorsal tongue (Figure 2), labial mucosa or gin-
giva. The involvement of gingival mucosa is re-
garded as a particular clinical entity named 
desquamative gingivitis (Figure 3) (4,6).

An important aspect of oral lichen planus is 
its association with chronic hepatitis C in cer-
tain groups of the population and in variable 
proportions (2).

Globally, the prevalence of HCV infection 
shows regional variations with an average of 

3%, which is very likely to be underestimated 
(7). The incidence and prevalence of HCV in-
fection varies by geographic region. It is high in 
Africa and the Eastern Mediterranean and low 
in Western Europe and North America. The 
highest prevalence was reported in Egypt, 
where approximately 20% of blood donors had 
HCV- Antibodies (World Health Organization). 
Across Europe there is a North-South gradient 
(prevalence of 0.5% in the north compared to 
2% in the south) and an east-west gradient, 
with a lower prevalence among Western coun-
tries. Although the prevalence of infection in 
the general population is not well known, the 
following endemic areas can be identified (7):

• Low (below 1.5%) North America, Nor-
th ern Europe;

• Medium (1.5-3.5%): South Asia, sub-
Saharan Africa, Central and Latin Ameri-
ca, the Caribbean, Oceania, Australia, 
Cen tral and Eastern Europe, Western Eu-
rope;

FIGURE 1A, B. Polymorphic lesions of oral lichen planus – reticular 
keratosis, atrophy and ulcers involving bilateral buccal mucosa.
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• High (over 3.5%): Central and Eastern 
Asia, Middle East, North Africa.

In 1994, Molnar and collaborators assessed 
the prevalence of infections with hepatitis vi-
ruses in Romania, reporting a 4.9% prevalence 
of the infection with C virus. He also reported 
variations between urban and rural areas (8). 
These figures place our country in the group of 
countries with an average prevalence of chron-
ic HCV hepatitis.

Another study, more recently conducted in 
our country, reported a prevalence rate of hep-
atitis C virus infection in the adult Romanian 
population of 3.23%, with relevant differences 
between major geographic regions. The results 
of this nationwide survey showed a maximum 
prevalence in Moldova (4.25%), while the low-
est values were found in Transylvania - Banat 
area (2.63%). In Muntenia and Dobrogea re-

gions, prevalence was 3.35%, very close to that 
found nationwide (9).

Chronic hepatitis with HCV affects not only 
the liver, but is a metabolic disorder that has 
effects throughout the whole body, general 
findings including the following (10):

• Mixed Cryoglobulinemia associated with 
lymphoproliferative diseases.

• Membrano-proliferative glomeruloneph-
ritis.

• Porphyria cutanea tarda.
• Oral or cutaneous lichen planus.
Although the association of oral lichen pla-

nus with chronic hepatitis C virus is well docu-
mented, pathogenesis remains unclear. There 
are currently several hypotheses that may ex-
plain this association:

• Hepatitis C virus triggers an auto-im-
mune process, and the association of a 
lichen planus with other auto-immune 
diseases such as vitiligo, myasthenia gra-
vis or diabetes supports this hypothesis 
(10).

• HCV interferes directly on cellular repli-
cation and produces immunological 
chan ges having a role in the occurrence 
of muco-cutaneous lesions of lichen pla-
nus (11).

• In chronic hepatitis C virus, immunologi-
cal changes and circulating autoantibod-
ies can appear: anti-nuclear autoanti-
bodies (ANA), anti-cardiolipine anti bo-
di es (ACL), anti-smooth muscle anti bo -
di es (ASMA), anti-mitochondria anti bo-
di es (AMA), anti-thyroperoxydase anti-
bo di es (ATPO) and rheumatoid factor 
(RF). Se ro lo gical auto-immune manifes-
ta tions were explained by the lym pho-
tro pism of hepatitis C virus (12).

Arguments in favor of lichen planus associa-
tion with chronic liver disease are:

• Presence of chronic hepatitis and spe-
cific markers in a much higher propor-
tion in patients with lichen planus than 
in the general population (3,11,13).

• The occurrence of antibodies directed 
against basal keratinocytes was found in 
chronic hepatitis (11).

• Several cases were reported when li-
chenoid eruptions or oral lichen planus 
lesions occurred after hepatitis B vacci-
nation (14).

The association of the lichen planus with 
the chronic liver disease has been known since 
1980. The prevalence of the chronic hepatitis 

FIGURE 2. Dorsal tongue mucosa with atrophyc aspect.
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in the patients with lichen planus has been 
found to be between 0.5-35% in studies con-
ducted in various geographic areas (2,3). In 
1991, Monki and collaborators reported the 
first case of histologically confirmed lichen pla-
nus in a patient with chronic active CV hepati-
tis, suggesting an association between the two. 
Since then, more research has been conducted 
that supported this connection. The reported 
data showed a prevalence of chronic active 
hepatitis with C virus between 16 and 55% for 
the study groups and between 0.17 and 4.7% 
for controls (3).

A study conducted by Lodi and collabora-
tors (2004) investigated the presence of HCV- 
Ab in a group of 581 patients, of whom 303 
were diagnosed with oral lichen planus based 
on clinical and histopathological criteria. The 
remaining 278 subjects, who did not have sug-
gestive clinical oral lesions, were included in 
the control group. The results of the study 
show ed that 19.1% of the patients diagnosed 
with lichen planus had HCV Ab versus only 
3.2% of the controls (13).

Imhof and collaborators, in a study con-
ducted in 1996 in a region of Germany, found 
HCV Antibodies in 16% of patients diagnosed 
with oral lichen planus compared to 1.1% in 
the control group (15). This percentage is lower 
than the results from the research in the Medi-
terranean areas, due to the reduced incidence 
of chronic HCV in this country.

In a study by Bellman and collaborators 
from Miami, on a group of patients with oral 
lichen planus, HCV Antibodies were found in 
23% of the study group compared to only 4.8% 
of the control group (16).

Mignona, in a large study on 263 patients 
with oral lichen planus, found anti-HCV Anti-
bodies in 29% of the subjects, compared to the 
control group where the proportion was only 
3% (17).

In a meta-analysis of retrospective studies 
conducted since 1990 till now, we can find a 
pre valence of chronic hepatitis C virus 3-9 
times higher in patients with oral lichen planus 
com pared to controls (3). Depending on the 
geographic areas in which research was con-
ducted, the prevalence of hepatitis C virus on 
patients diagnosed with oral lichen planus var-
ies quite widely - 25.7% (Lodi, Campisi, Caro-
zzo, Mignon) in Italy (13,17-19), 19% (Sancez-
Perez Gimenez-Garcia) in Spain (20-22), 5.8% 
(Denli, Harman, Karavelioglu, KirtaK) in Turkey 

(23-27). These values are higher than the re-
ported prevalence of chronic hepatitis C virus 
in the general population of these countries.

A follow-up study conducted in Japan on a 
group of patients diagnosed with hepatitis C 
showed an incidence of oral lichen planus of 
12.5%, while other studies have not shown any 
connection between the two conditions. Op-
posing results were reported by Nagao, who 
found HCV antibodies in 68% of patients with 
lichen planus (28).

Comparing oral lichen planus patients who 
associate various liver diseases and those with-
out significant general pathology, several differ-
ences and observations were noted. Thus re-
garding clinical form at the time of presentation, 
the evolution during follow-up and therapeutic 
it was observed that patients who associate a 
form of chronic liver disease generally show ex-
tensive forms of oral lichen planus, with fre-
quent periods of exacerbation of clinical le-
sions and symptoms refractory to treatment, 
which is in line with the severity of liver disease 
(29-32).

Inconsistencies between the results of these 
observational studies can be explained by the 
different prevalences of hepatitis C virus in the 
general population. Specifically, the prevalence 
of lichen planus tends to reach a peak in adult-
hood. In addition, hepatitis C prevalence varies 
by age in endemic areas (3). Therefore, the as-
sociation between the two disorders may be 
due to the fact that patients with lichen planus 
are usually middle-aged adults, generally older 
than subjects in control groups, thus more like-
ly to be infected with Hepatitis C virus (3). An-
other explanation of the very different results 
reported in literature may be the small size of 
the study groups, resulting in a low statistical 

FIGURE 3. Descumative gingivitis with keratosis and atrophy.
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value (1). Some authors remarked that research 
conducted in countries where the prevalence 
of hepatitis C virus is high, such as Southern 
Europe and subtropical areas, showed a signifi-
cant association with oral lichen planus, while 
studies conducted in regions where the preva-
lence of hepatitis C is low, such as Northern 
Europe , had insignificant or even negative re-
sults (33). However, these regional variations 
suggest that other factors than patient’s age and 
prevalence of hepatitis C virus are involved in 
the etiology of the lichen planus and could be 
responsible for the inconsistent results of the 
observational studies. Studies conducted in 
countries with different lifestyles and behav-
ioral habits could help research on this hypoth-
esis.

Thus, in a study that took place in Iran, a 
country with a totally different lifestyle from 
Western countries and in which the prevalence 
of hepatitis with C virus is very low, only 1%, 
Ghaderi and Makhamalbaf found an associa-
tion of only 1.4% of hepatitis C in patients diag-
nosed with oral lichen planus (34).

In another study conducted by Henerson 
and collaborators in 2001 which examined the 
patients infected with hepatitis C virus during 
regular dental check-ups found evident clinical 
signs suggestive for the oral lichen planus diag-
nosis in 20% of these patients (3). Since the in-
ci dence of hepatitis C in the UK population is 
only 1%, the authors of this study concluded 
that there is a direct proportion between the 
pre valence of hepatitis C and oral lichen planus 
(3).

The topic of this article is interesting and 
useful as it is connected to the regular follow-
up of the patients for both the oral disease and 
the liver involvement. Often the acute, erosive 
form of lichen planus is associated with chronic 
hepatitis C virus in an active stage which is bio-
chemically releaved by elevated levels of se-
rum transaminases and accelerated viral repli-
ca tion. In this situation it is necessary to in  ves  -

tigate the hepatitis and an interdisciplinary co-
lla bo ration with specialists of infectious di  sea-
ses for balancing the underlying and the app ro-
pria te therapy. Another important aspect is the 
need to test all patients diagnosed with oral li-
chen planus for the presence of hepatitis C vi-
rus as this liver disease has often a long time 
asy mpto matic evolution and goes undiagno s-
ed.  

CONCLUSIONS

• Chronic HCV is a disease with multiple 
social implications and response throu-
ghout the whole body, having many ex-
trahepatic manifestations.

• Association of oral lichen planus with 
chronic hepatitis C may result in a longer 
evolution of oral lesions of lichen planus, 
with repeated exacerbations according 
to the degree of liver function decom-
pensation.

• The type of lichen planus frequently as-
sociated with chronic hepatitis C is the 
erosive-ulcerative type, accompanied by 
acute symptoms with significant func-
tional disorders and affecting the pa-
tient’s quality of life.

• Results of studies in literature have 
shown that the prevalence of hepatitis C 
in patients with oral lichen planus is hi-
gher compared to the general popula-
tion; these values vary to a great extent 
because chronic HCV has a worldwide 
distribution which is different from one 
geographical region to another.
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