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ABSTRACT

Lichen planus is one of the most common chronic relapsing diseases of skin and oral mucosa.
Stress is considered to be an important factor for oral lichen planus development and flare-up.
An association of oral lichen planus with hepatitis has also been shown. A 59-year-old male pa-
tient hospitalized in the hepatology department was referred to a dentist with the complaints of
oral mucosa pain, burning sensation and dry mouth. The hyperemia of buccal and lingual mu-
cosa, multiple whitish popules merging into reticular pattern and painful erosions were deter-
mined. The dental diagnosis was oral lichen planus, combination of papular, reticular and ero-
sive forms (flare-up). Associated conditions were hepatic cirrhosis of viral etiology, multinodular
euthyroid goiter and stress. Systemic therapy included: pancreatic enzymes, antidepressant,
hepatoprotective, bactericidal, antibacterial broad spectrum and other drugs. The topical ther-
apy included: Bluem oral rinse, vitamin A, kenalog orabase, solcoseryl dental adhesive paste.
After 21 days oral mucosa was of pale pink color. Whitish papules, regionally merging into a
characteristic pattern were identified on the buccal mucosa, on the tongue dorsum several pap-
ules were defined. The 6-months follow-up demonstrated no worsening. This case report demon-
strates the possibility of achieving of significant improvement with prolonged remission period
of oral lichen planus in patient with hepatitis C with the use of topical corticosteroids and epi-
thelial agents in conjunction with the treatment provided by hepatologist and psychotherapist.

Keyworps: lichen planus, oral mucosa pain, burning sensation and dry mouth, Bluem oral rinse, cortico-

steroids and epithelial agents.

INTRODUCTION

Lichen planus (LP) is one of the most common
chronic autoimmune diseases of skin and oral mu-
cosa. In recent years, the prevalence of LP has in-
creased significantly [Rabinovich O, Rabinovich I,
2016]. The rarely encountered and difficult to diag-
nose forms of it, as well as flare-ups due to stress,
have been recorded [Rabinovich O et al., 2016;
Bakhtiari S et al., 2017; Nosratzehi T 2018]. An
immune-mediated pathogenesis is recognized in li-
chen planus, although the exact etiology is un-
known. The associations with somatic diseases such
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as hepatitis C, diabetes mellitus, gastrointestinal
tract diseases, etc was reported [Al-Hashimi | et al.,
2007; de Mattos Camargo Grossmann S et al.,
2007; Nosratzehi T, 2018]. Dysfunctions of the liver
and digestive tract are thought to be of particular
importance in the onset of this pathology [Nagao Y
etal., 1995; Asaad et al., 2005; de Mattos Camargo
Grossmann S et al., 2007; Lodi G etal., 2010; Ger-
ayliTetal., 2015; Misaka K et al., 2016; Nosratzehi
T, 2018; Zaslansky R et al., 2018].

The course of the disease, as well as the severity
of clinical manifestations, depend on concomitant
diseases, the presence of inducing factors, such as
psychological stress and infectious diseases in anam-
nesis. In addition, lichenoid reactions associated with
chronic trauma, side effects of drugs, intolerance to
gluten, oral galvanism may be observed on the oral
mucosa. But most often lichen planus occurs as a re-

67



ArzukANYAN A. V. et al.

THE NEw ARMENIAN MEDICAL Journat, VOI.14 (2020), No 1, p. 67-73

sult of chronic stress and severe commotion. This
form is the one most difficult to treat [Kalkur C et
al.,2015; Rekha V et al., 2017; Nosratzehi T, 2018].

According to the previous studies [Asaad T, Sam-
dani A, 2005; Al-Hashimi I. et al., 2007; Rabinovich
O etal., 2016; Nosratzehi T, 2018], stress plays a sig-
nificant role in the development of OLP. It was estab-
lished that stress, through the system of neurohu-
moral factors, exerts a systemic effect on the patient’s
organism suffering with LP, influencing the adaptive
structures of the central nervous system, psycho-
emotional status, immunity, aggravating the clinical
course and obviously worsening the prognosis. Treat-
ment of such patients requires complex approach in-
volving specialists of different profiles [Kalkur C et
al.,2015; Rekha V et al., 2017; Nosratzehi T, 2018].

The following clinical case demonstrates the
ulcerative form of OLP (flare-up), associated with
hepatitis C and stress experience.

A 59-year-old male patient was observed in the
hepatology department of university clinical hos-
pital No2 of the Sechenov First Moscow State
Medical University and was refered for the consul-
tation to the Department of Therapeutic Dentistry
of the university with the complaints of pain and
burning sensation in the oral mucosa and dry
mouth.

During questioning it was found that the diag-
nosis of LP was stated 2 years ago, but no specific
therapy was performed that 2 months ago the pa-
tient suffered from severe commotion and experi-
enced constant psychological stress.

Medical history represented: a gunshot injury of
thorax, which required the resection of the right lung,
the revision of the abdominal cavity, and blood trans-
fusion (1997), hepatitis C (diagnosed in 2002). The
patient received symptomatic therapy with a positive
effect. Antiviral therapy was not prescribed. In 2017
he was hospitalized in the department of hepatology
with a diagnosis: a hepatic cirrhosis of viral ethiology
(virus C), class-A according to Child-Pugh score;
multinodular euthyroid goiter, F43 Reaction to se-
vere stress, and adjustment disorders.

MATERIAL AND METHODS

Clinical examination

A complete dental examination was performed.
The Simplified Oral Hygiene index was 3.0 corre-
sponding to poor oral hygiene.

The buccal mucosa and tongue dorsum were
hyperemic, edematous. Multiple whitish papules
were determined on the buccal mucousa and
tongue, sometimes merging into a characteristic
reticular pattern (Wickham’s Striae). When scrap-
ing, the papules were not removed. There was a
painful erosion 5x6 mm in diameter, covered with
fibrinous plaque on the left buccal mucosa in the
projection area of the tooth 3.7, the Kebner symp-
tom was positive. There were also several erosions
and ulcers covered with fibrinous plaque on the
tongue mucosa (Fig.1).

b

Ficure 1. Ulcerative form of oral lichen planus.
() - buccal mucosa and (b) - the tongue.
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Clinical signs of xerostomia were identified:
stick test (dental mirror sticks to the buccal mu-
cosa and offers resistance while withdrawing)
[Makeeva | et al., 2013; Al-Janaby H et al., 2017],
dryness and discomfort throughout the day, the
need for drinking water with food, rough mucosa.
The rate of mixed unstimulated salivation in ml/min
was determined by spitting method [Makeeva | et
al., 2013; Arakelian M et al. 2016]. The rate of
salivation in the patient was 0.2 ml/min, which in-
dicated the presence of moderate hyposalivation.

The pH of the oral liquid was assessed using
test strips. The pH value was within the normal
range (6.6).

Laboratory tests:

Blood cell count: hemoglobin - 154 g¢/l, RBC
-5 x 10712/1, hematocrit 47.3%, CI. 0,91, leuko-
cytes - 6.3 x 109 |, neutrophils - 56.2%, lympho-
cytes - 32%, eosinophils - 2.2%, basophils - 0.3%,
monocytes - 7.2%, ESR - 20 mm/h. Platelets - 125
x 10 ~ 9/1.

Biochemistry blood test: iron - 14.5 umol/I, al-
kaline phosphate - 164 units/l, triglycerides - 0.87
mmol/l, total cholesterol - 6.24 mmol/l, HDL cho-
lesterol - 95 mmol/l, GGT - 73 U/l, AST - 30 U/I,
ALT - 39 U/I, general protein - 72.7 g/L, albumin
- 42.5 g/l, creatinine - 1.07 mg/dL, glucose - 5.5
mmol/l, total bilirubin 5.5 umol/L, direct bilirubin
1.4 umol/L, sodium 144 mmol/L, potassium 4.5
mmol/L, LDL-cholesterol 5.12 mmol/l, VLDL -
cholesterol - 0.17, Al - 5.57, amylase - 129.1 U/I.

Oral mucosa microbiological test was per-
formed to exclude oral candidiasis. Single Candida
spp and Leptotrix buccalis, significant gram-posi-
tive cocci and neisseria spp were found.

The dental diagnosis was confirmed as: Oral li-
chen planus, combination of papular, reticular and
erosive forms (flare-up).

The patient was also consulted by psychothera-
pist. The level of anxiety was 36 points according to
the scale by J Teylor in T Nemchin modification.

Treatment

The treatment was performed by dermatologist,
psychotherapist, hepatologist and dentist. The spe-
cial diet was prescribed, excluding fried, smoked,
fatty meat, seafood, spicy dishes, fresh bread, fatty
dairy products (Table 1).

Dental treatment

Dental treatment included prescription of oral
hygiene protocol, including soft toothbrush Cura-
prox, mono-tuft toothbrush, Curapprox Enzycal
toothpaste, and topical application of the following
drugs (Table 2).

During first 14 days topical treatment was per-
formed in dental office by a dentist 3 times a day
according to following protocol:

1. Bluem oral rinse

2. Gentle soft plaque removal with manual mono-
tuft toothbrush

3. Vitamin A application for 10 minutes using ster-
ile gauze swabs

4. Kenalog orabase application for 10 minutes

5. Solcoseryl dental adhesive paste

After the epithelization of erosions, profes-
sional dental deposits removal was performed and
the same topical treatment protocol was continued,
excluding Solcoseryl dental adhesive paste.

Spray Neolactoferrin-Denta was recommended for
self-use during all treatment period 4-5 times a day.

The overall treatment period was 21 days. After
the treatment a complete dental examination was
repeated.

REsuLTS

Oral mucosa status after treatment:

The Simplified Oral Hygiene index was 0.5.
Oral mucosa was of pale pink color. Whitish pap-
ules, regionally merging into a characteristic pat-
tern were identified on the buccal mucosa (reticu-
lar type of OLP). The mucous membrane of the
tongue was pale pink, the regeneration of the pa-
pillae filiformes was noted, and several papules
(papular type of OLP) were defined. The symptom
of Kebner was negative. The 6 months follow-up
demonstrated no worsening.

The current dental diagnosis was confirmed as:
Oral lichen planus, combination of papular and re-
ticular types (remission).

Discussion

Oral lichen planus is a chronic disorder with the
primary role of immune system [Manousaridis | et
al., 2013]. Since OLP is an immune-related disor-
der, stress and anxiety and other factors in relation
with immune system can be causative factors
which probably trigger this disease [Thongprasom
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TaBLE 1
Drugs for systemic therapy, treatment period 21 days
- . ATX Code and
Drug name Manufacturer, Country  Active ingredient Therapeutic category Dosage
Solvay Pharmaceuticals, . A09AA02 25 000 units
Kreon Germany Pancreatin Digestive enzymes 3 times a day
. . . . A03AA05 200 mg
Trimedat, Life Pharma, Lebanon Trimebutine Spasmolytic agent 3 times a day
. Solvay Pharmaceuticals, .. . . A07AAll
Alfa normix Germany Rifaximin Miscellaneous antibiotic 1200 mg.
AO03FA03
. Vero Pharm 8 . : 10 mg
Motilak A A Domperidone Antiemetic agent ]
Russian Federation Prokinetic agent 3 times a day
A16AA02
\Vero Pharm, Lo Antidepressant
Heptor Russian Federation Ademetionine Hepatoprotector 400 mg.
Antirheumatic agent
- Pharmstandart, Glycyrrhizic acid A05BA
Fliesnogly Russian Federation + Phospholipides Hepatoprotector 25
N Dalchimpharm, A A11DAO01
Vitamin B1 Russian Federation Thiamine Vitamin
S Pharmstandart, e A11HAO02
Vitamin B6 g ssian Federation Pyridoxine Vitamin
A02BA02
Aciloc Cadila, India Ranitidine Gastric acid secretion inhibitor 50 mg.
Histamine H_-receptor antagonist
Proteine-free
Valeant Pharma, BO5ZA
siollegeenl Switzerland Eﬁgﬂ o Gl Tissue metabolism activator 2 il
. ICN, . PO1BAO1
Delagil Czech Republic Chloroquine Antiprotozoal agent: Antimalarial 0.25
. RO6AX13
Claritin Hg;ﬁ;t'ss\?v?tgzlﬂgﬁg Loratadine Antiallergic agent 1 tilngzba{ec;a
' Histamine H1-receptor antagonist y
. . L . C10ADO02 0.05
Vitamin PP Nicotinic acid Vitamin 2 times a day
TaBLE 2
Drugs for topical application
Product name and Ao ] ATX Code and Treatment
manufacturer LY U s Therapeutic category Lloseifs period
Retinol acetat Retinol Al11CA01 3.44% 21 days
A01AD11
Solcoseryl dental Proteine-free extract of calf blood, Cytoprotective,
: . L . 14 days
adhesive paste Lauromacrogol antihypoxic, regenerative,
angioprotective effect
Kenalog orabase Triamcinolone H02ABO08 0.1% 21 days
Bluem oral rinse Mel, Sodium Perborate, Sodium 21 davs
Methylparaben, Lactoferrin. y
Neolactoferrin-Denta 21 days
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K et al., 2008]. OLP predominantly occurs among
women and involves 2-5% of the general popula-
tion. The onset is possible in the 4-5th decade of
life. While erosive form is rare and extremely dif-
ficult to treat, it causes substantial worsening of
the patient’s quality of life.

The exact etiology of OLP has not been discov-
ered, and it is mostly considered to be a multifac-
torial process with different triggers such as me-
chanical, electrochemical, traumatic and psycho-
logical, infectious factors, malnutrition, stress,
overworking and allergy, as well as endocrine dis-
orders, salivary gland disorders, genetic suscepti-
bility and immunological illnesses [Vincent S et
al., 1990; Torrente-Castells E et al., 2010; Bom-
beccari G et al., 2011].

Since OLP is an immune deficiency disease, it
might be influenced by other diseases affecting
immunity. Hepatitis C is an infectious disease
caused by the hepatitis C virus that primarily af-
fects the liver. Hepatitis associated with immune
system disorders, and has been considered as po-
tential disease which might enhance the risk of
OLP occurrence. The association between oral LP
(OLP) and HCV infection has been reported fre-
quently [Nagao Y et al., 1995; Asaad T et al., 2005;
Mattos Camargo Grossmann S et al., 2007]. The
risk of OLP development in patients with hepatitis
B and C infection is 2-fold greater than in healthy
individuals, while there is no significant relation
with diabetes mellitus. However, the incidence of
hepatitis C in LP patients was highly variable in
different countries, ranging from 8.3% in France to
62% in Japan. Many studies have shown that
2.4-8% of patients who suffer from chronic he-
patic diseases (associated with hepatitis C) have
LP, too with different infection rates in different
countries [Nagao Y et al., 1995; Asaad T et al.,
2005; Lodi G et al., 2010; Nosratzehi T et al.,
2018].The patient in the present clinical case was
diagnosed with hepatitis C 7 years prior to the oc-
currence of the first symptoms of OLP.

The treatment of OLP should be complex and
include sedatives, antihistamines, anti-inflamma-
tory, antifungal drugs, hypnotics, corticosteroids,
as well as retinoids, cyclosporine, and photother-
apy in addition to other treatment modalities [Pi-
gatto P et al., 2011; Nosratzehi T et al., 2018].

Corticosteroids are common drugs to treat OLP,
however their combination with other agents can
be the most effective [Jiménez Palop M et al.,

2006; Al-Janaby H et al., 2017; Bakhtiari S et al.,
2017]. A systematic review of clinical trials
showed that topical corticosteroids are often effec-
tive in the management of symptomatic OLP [Ji-
ménez PM, 2006; Al-Hashimi I et al.,2007; Make-
eva |l et al., 2013; Bakhtiari S et al., 2017; Zaslan-
sky R et al., 2018]. Systemic corticosteroids should
be only considered for severe widespread OLP and
for lichen planus involving other mucocutaneous
sites [Eisen D, 1993; Jiménez P et al., 2006; Al-
Hashimi | et al., 2007; Nosratzehi T, et al., 2018;
Zaslansky R et al., 2018 ].

Antimalarials may be useful for the treatment of
oral erosive lichen planus according to the study by
Rivas-Tolosa N and co-autors (2016). They are eas-
ily administered and affordable, with few adverse
effects [Rivas-Tolosa N et al. 2016]. The mechanism
by which antimalarial drugs are effective in the
treatment of OELP is unknown. Their usefulness is
probably due to the anti-inflammatory effects of sta-
bilizing lysosomal membranes and inhibition of
prostaglandin synthesis and other hydrolytic en-
zymes [Bondeson J Jiménez Palop M 1998; Rivas-
Tolosa N et al., 2016]. Moreover, it appears that an
immune dysfunction mediated by T cells can play a
crucial role in the development of oral lichen pla-
nus, and increased regulatory T cells in the blood
and tissues of patients with oral lichen planus are
significantly higher than in healthy controls; anti-
malarial treatment decreases the expression of these
regulatory T cells, which constitute a new therapeu-
tic target in this disease [Bondeson J et al., 1998]. In
our clinical case the patient was prescribed a Dela-
gili 0.25 twice a day during 1 month.

Folic acid and variants of vitamin B are also po-
tential treatments, since they target hematological
abnormalities [Lavanya N et al., 2011]. Antioxidants
such as vitamins are widely used in treatment of OLP,
because vitamin A and E inhibits the lipid peroxida-
tion of cell membrane, whereas vitamin C plays as a
cofactor for many OLP enzymes with collagen struc-
ture stabilization role and also help Vitamin E repro-
duction Yang L et al., 2006; [Lavanya N et al., 2011;
Azizi Aetal., 2012; Yang H et al., 2016].

Also, with the erosive form, it is possible to use
antiseptics to prevent secondary infection. In our
case we used Bluem, which contains oxygen in the
active form and lactoferrin, which possess anti-in-
flammatory and antimicrobial properties.

Immunosuppressors are also widely used in the
treatment of lichen planus, but for hepatitis C these
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medications are not recommended because of ad-
verse effects on the liver [Sharma S et al., 2008].

Many patients with oral lichen planus report
triggers of flares, some of which overlap with trig-
gers of other oral diseases, including oral allergy
syndrome and oral contact dermatitis. According
to the study by Chen H and co-authors (2017) the
emotional stress was the most commonly reported
trigger. Therefore, the prescription of sedative
therapy is also very important in the complex treat-
ment of OLP [Yang H et al., 2016]. As the patient
in this case experienced severe stress which was
considered to be a trigger of OLP exacerbation,
psychotherapist could have positive effect on pre-
vention of future exacerbations.

According to the results of the study by Bom-
beccari Gand co-authors (2017), AST and ALT
concentrations were elevated in association with
exacerbation of OLP [Bombeccari G et al., 2011].
There fore it’s important to monitor the condition
of liver and to control the level of liver enzymes.
In our patient the condition of liver was checked
each 6 months by hepathologist and the treatment
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