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INTRODUCTION

Relevance and importance of the research. Oral mucosal lesions (OML) are defined as
any abnormality or change in the surface or color of the oral mucosa, inflammation, or loss of
surface integrity, which can result from local pathology or secondary lessions of systemic diseases
[3, 9, 13]. The prevalence of oral mucosal conditions (OMC) varies significantly worldwide,
depending on the region, country, and data source, ranging from 4.9% to 84.0% [3, 4]. Despite
estimates that around 90% of the global population experiences some type of oral disease at some
point in their lives, these lesions often receive inadequate attention in public health policies [8].

Extrahepatic manifestations (EHMs) associated with hepatitis C virus (HCV) and hepatitis
B virus (HBV) infections can affect various organ systems, resulting in significant morbidity and
mortality. EHMs are common and polymorphic, with up to 74-75% of patients with chronic HCV
infection displaying at least one EHM, most frequently involving the oral cavity. Approximately
68.0% of HCV-infected patients are diagnosed with lichen planus (LP), and up to 87.5% of those
with chronic viral hepatitis exhibit other autoimmune-mediated conditions (AIMCs). Given the
often asymptomatic or mild nature of chronic hepatitis B and C, EHMs may serve as the first or
only clinical sign or symptom of infection in approximately 70% of patients [1, 7, 11].

Chronic viral hepatitis is a significant public health concern in the Republic of Moldova.
Although the incidence of acute viral hepatitis has declined, the prevalence of chronic viral
hepatitis remains high and continues to rise. The prevalence of chronic hepatitis B (HBV)
increased from 206.4 cases per 100,000 population in 2000 to 820.0 cases per 100,000 in 2020,
and chronic hepatitis C (HCV) cases rose from 43.4 to 421.1 cases per 100,000 population over
the same period [12].

Furthermore, despite earlier epidemiological studies indicating a high prevalence of OMLs
in certain countries, especially among the elderly and geriatric populations (40.0-84.0%), there is
currently a limited amount of global research on the prevalence and distribution of OMLs.
Additionally, there is a lack of data on the association of these conditions with HCV and HBV
infections in European countries [9].

Thus, awareness and recognition of EHMs, including OMLs, are significantly important not
only for facilitating the early diagnosis and management of these lesions but also for identifying
HCV or HBV infections and implementing appropriate measures to prevent their transmission.

The purpose of the study is to conduct a comprehensive analysis of oral mucosal disorders
associated with chronic viral hepatitis B and C and to develop an optimal plan for the prophylactic
therapy and dynamic monitoring of these patients.

Research objectives:

1. To investigate the implications of oral mucosal conditions in individuals with chronic viral
hepatitis B and C.

2. To develop a diagnostic protocol suitable for detecting oral mucosal conditions in patients at
various stages of clinical observation, both with and without chronic viral hepatitis B and C.

3. To compare diagnostic outcomes of oral mucosal conditions between patients with chronic
viral hepatitis B and C and those without hepatitis.

4. To develop therapeutic guidelines for managing oral mucosal conditions in patients with
chronic viral hepatitis B and C.

5. To design a monitoring and prevention program for oral mucosal conditions in patients with
chronic viral hepatitis B and C.



Scientific novelty and originality. The study highlighted the diagnostic, clinical, and
histopathological peculiarities in patients with OMLs associated with HBV and HCV infections.
Specific markers of chronic viral hepatitis B and C were identified in patients with OMCs.

Theoretical significance of the study. This research outcomes are aimed to deepen the
understanding and confirm the unique clinical manifestations in patients suffering from OMCs
associated with HBV and HCV infections. Therapeutic management was determined and the
implications of OMCs were explained at various stages of clinical monitoring in patients with
HBV and HCV infections.

The practical significance of this study lies in the development and implementation of a
diagnostic protocol for OMC in patients with chronic hepatitis B and C. By integrating this
protocol into clinical practice, it will enable faster diagnosis of patients, reduce the progression
rate of OMCs in chronic viral hepatitis patients, and improve treatment outcomes economically by
reducing disease recurrence and temporary disability duration.

Approval of Ph.D. thesis results: The study results were presented and discussed at the
following national and international scientific forums: The 8th International Medical Congress for
Students and Young Doctors. Chisinau, Republic of Moldova, September 24-26, 2020; Congress
commemorating the 75th anniversary of Nicolae Testemitanu State University of Medicine and
Pharmacy in the Republic of Moldova. Chisinau, Republic of Moldova, October 21-23, 2020;
XXIX International Online Symposium “Innovative Technologies in Dentistry”. Omsk, Russia,
March 3-4, 2021; National Scientific Conference with International Participation "Personalized
Surgery in Adults and Children — Surgery of the Future". Chisindu, Republic of Moldova, March
24-25, 2022; The 37th Balkan Medical Week "Perspectives of Balkan Medicine in the Post-
COVID-19 Era". Chisinau, Republic of Moldova, June 7-9, 2023; Scientific Conference "Digital
Technologies in Multidisciplinary Dentistry". Chisinau, Republic of Moldova, September 9-10,
2023.

Keywords: oral mucosal conditions, lichen planus, oral lichen planus, chronic viral hepatitis
B, chronic viral hepatitis C, hepatitis B virus, hepatitis C virus, extrahepatic manifestations.

1. ORAL MUCOSAL CONDITIONS IN PATIENTS WITH CHRONIC VIRAL
HEPATITIS

Hepatitis C virus (HCV) is frequently associated with oral mucosal conditions (OMCs) that
have potential for malignant transformation or are already malignant. HCV serves as a triggering
factor for some of these lesions, or can at least influence their progression. The association is
notably strong with oral lichen planus (OLP), and recent epidemiological data strongly suggest
links with Sjogren's syndrome (SS) and oral squamous cell carcinoma (OSCC) [6].

OLP is a chronic inflammatory condition marked by alternating periods of remission and
flare-ups, with a potential risk of malignancy.lIt represents a cell-mediated response to various
external antigens, modified autoantigens, or superantigens. The etiology and pathogenesis of this
disease are intricate and incompletely understood, requiring further research, especially given the
risk of malignant transformation [4, 10]. OLPs exhibit distinctive clinical morphology and
distribution patterns, yet they manifest in wide range of forms. Therefore, early diagnosis and
treatment, coupled with regular patient monitoring, are imperative [5, 10].

There is strong evidence relating HCV to OLP and suggesting its probable involvement in
its pathogenesis, although this association may vary in significance across different geographical

regions [2, 6]. Conversely, HCV infection is often asymptomatic, largely underdiagnosed, and can
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lead to serious consequences. Comprehensive prospective population-based studies using rigorous
sampling methods are necessary to elucidate the relationship between HCV and OLPs and ensure
the findings are representative [2].

These findings emphasize the need for regular oral examinations for patients with both HCV
and HBV, as well as for a routine screening for HCV and HBV infections in individuals with OLP
[2, 8, 10].

2. MATERIALS AND METHODS

2.1 General characteristics of the research methodology

This study is a prognostic cohort investigation designed to: 1) evaluationt of oral
manifestations in OMCs among patients with chronic viral hepatitis B and C; 2) highlight the
impact of OMC in patients with chronic viral hepatitis B and C at various stages of clinical
monitoring; 3) develop a comprehensive diagnostic and treatment protocol for OMC in patients
with chronic viral hepatitis B and C.

The sample included 150 adult patients of both sexes, aged over 18 years, with OMC
associated or not associated with both chronic viral hepatitis B (HVB) and C (HVC) at different
stages of disease progression. Patients were randomly divided into two groups: 75 patients OMC
-associated HVB or HVC (study group — SG) and 75 patients with OMC without chronic viral
hepatitis (control group — CG) (Figure 1).

For better research accuracy, several inclusion and exclusion criteria were strictly followed,
thereby delineating the study and focusing on a representative cohort. The inclusion criteria for the
study were as following:

1. Patients with chronic viral hepatitis B or C in the phases of immunotolerance (minimal
activity), immune clearance (immunoactivity), immune control (inactive carrier), and
immune reactivation (immune escape).

2. Patients with OMLs: oral candidiasis, oral lichen planus, recurrent chronic aphthous
stomatitis, herpetic stomatitis, erythema multiforme, oral lichenoid lesions (OLL), burning
mouth syndrome, leukoplakia, benign and malignant tumors.

3. Adult patients (>18 years).

4. Patients who have provided informed consent.

Exclusion criteria from the study comprised:
Age <18 years.
Patients with acute viral hepatitis B or C.
Patients with advanced liver failure or hepatocellular carcinoma.
Patients with a history of surgery, administration of medications and dental restorative
materials, or conditions that could affect the oral mucosa.
Patients with recent maxillofacial trauma.
Patients administering antiviral treatment for any other systemic conditions.
Patients undergoing radiotherapy or chemotherapy.
Patients who do not adhere to oral hygiene and prophylaxis conditions.
Pregnant or breastfeeding women.
10 Patients who did not consent to participate in the study.

Howbdhpe
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PROSPECTIVE, CROSS-SECTIONAL, OBSERVATIONAL COHORT
STUDY
Study cohort - 150 patients aged >18 years, with oral mucosa conditions
associated or not with HBV and/or HCV
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mucosa, type of oral lesion, epithelialization, and recurrence of oral
mucosa lesions
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-Comparative assessment of treatment outcomes in patients with oral mucosal
conditions, based on the presence or absence of chronic viral hepatitis B or C.
-Improvement the treatment and prophylaxis algorithms.

-Practical conclusions and recommendations.
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Figure 1. Study design

For all patients included in the study, detailed medical history was taken, clinical examinations
were conducted, and relevant investigations were performed as needed. The final diagnosis was
confirmed based on clinical criteria, cytological analysis, and histopathological examination.



2.2. Investigation and treatment methods and diagnostic criteria

All patients underwent a thorough survey and oral examinations to detect OMCs. For some
oral lesions, the clinical diagnosis was definitive, and biopsy was not necessary. When necessary
(unclear diagnosis based on clinical criteria or suspicion of malignancy), the biopsy of the oral
mucosa with histopathological analysis was performed to confirm the clinical findings.
Furthermore, the clinical presentations of certain oral lesions, including OLP and OLL, were found
to be indistinct. The definitive diagnosis of these lesions was established based on biopsy results,
allergy tests (patch tests), and consideration of medication histories that may induce OLL.

The patient’s age, sex, medical history (including comorbidities), allergies, smoking, alcohol
use, lesion locations, associated symptoms, prescribed treatments, and diagnostic investigations
were recorded. Response to treatment was also recorded when follow-up was available.

Recurrent aphthous stomatitis, acute or chronic herpetic stomatitis, oral candidiasis,
exudative polymorphous erythema, oral lichen planus, oral lichenoid lesions, burning mouth
syndrome, leukoplakia, benign and neoplastic oral tumors were clinically (in typical forms) and
histologically (in atypical forms) diagnosed.

The diagnosis of OMCs in patients with HBV or HCV involves five consecutive stages: 1)
assessing the patient's local and overall health status; 2) correlating primary signs and symptoms
with their current medical history; 3) establishing clinico-pathological correlations; 4) conducting
a physical examination and reviewing medical records; 5) establishing a differential diagnosis.

The positive diagnosis of oral lichen planus (OLP) was made using criteria proposed by van
der Meij and van der Waal, as well as the guidelines from the American Academy of Oral and
Maxillofacial Pathology, based on:

1. Minimum clinical criteria including at least these criteria: symmetrical reticular keratosis,
found bilaterally on the buccal mucosa in posterior regions, either alone or associated with
other types of lesions.

2. The most widely accepted histopathological criteria concurrently present: a) chronic
inflammatory cell infiltration, limited to the surface of the connective tissue, appearing as a
dense and distinct "band,” primarily composed of lymphocytes; b) hydropic (vacuolar)
degeneration of the basal layer of keratinocytes; c) absence of epithelial dysplasia. [4, 5]

Clinically, six classic types of oral lichen planus (OLP) have been identified (Andreasen J,
1968):

1. Reticular or typical keratotic form.

2. Plaque-like form.

3. Atrophic, erythematous, or exudative-hyperemic form.

4. Erosive (ulcerative) form.

5. Papular form.

6. Bullous form [10].

Patients with multiple concurrent lesion types were classified by clinical severity, with the
erosive form considered the most severe.

To accommodate larger patient cohorts, two additional classifications of OLP have been
used. Silverman S (1985) categorized OLP into three types:

1. Reticular form — encompassing reticular, papular, and plaque-like forms.

2. Atrophic, erythematous form.

3. Erosive form — including erosive, ulcerative, and bullous forms [5].

Pindborg J (1997) proposed a two-type classification of OLP:
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1. "Non-erosive" or "predominantly white" lesions — including reticular, papular, and plaque-

like forms.

2. "Erosive"” or "predominantly red" lesions — comprising atrophic, erosive, ulcerative, and

bullous forms.

Chronic viral hepatitis B is characterized by the presence of hepatitis B surface antigen
(HBsAgQ) for a duration of six months or longer. Diagnosis of HBV infection is confirmed based
on established clinical, biochemical, and serological criteria (detectable HBSAg in serum via
ELISA and HBV DNA through reverse transcription polymerase chain reaction) [11].

Chronic viral hepatitis C is defined as the persistence of HCV for 6 months or longer,
accompanied by biochemical and histological changes, which can lead to severe complications
such as liver cirrhosis and hepatocellular carcinoma. Diagnosis of HCV infection is based on
accepted clinical presentation, biochemical criteria (e.g., Aspartate Aminotransferase, Alanine
Aminotransferase), and serological criteria (presence of anti-HCV antibodies in serum and HCV
RNA in serum, detected by reverse transcription polymerase chain reaction) [7, 11].

Clinical methods. All study participants underwent assessment using the survey
methodology.

Primary data collection involved completing a specially designed structured clinical
questionnaire for the present Ph.D. thesis, extracting data from medical records, documenting
results from both initial and follow-up visits, clinical investigations, instrumental and laboratory
findings before and after treatment.

The structured clinical questionnaire, specifically developed, comprised 48 questions
covering socio-demographic details, concurrent chronic conditions, initial assessments, and
subsequent ones at intervals of over 2 weeks, 3 and 6 months post-treatment, depending on the
presence or absence of HBV and/or HCV: symptoms, affected OM region, and type of oral lesion,
epithelialization, and recurrence of OMLSs.

Histopathological examination of biopsy specimens taken from the oral mucosa was
conducted at the Department of Pathology, Faculty of Medicine No. 2, Public Institution
University of Medicine and Pharmacy "Nicolae Testemitanu".

The tissues were fixed in 10% neutral buffered formalin for 24-48 hours and subsequently
embedded in paraffin wax. Histological sections were cut to a thickness of 3 um. Standard staining
techniques were applied, including Carazzi's hematoxylin and eosin, and van Gieson's
picrofuchsin. The histopathological assessment was performed by anatomical pathologists.

Treatment methods. The treatment approach included the following methods:

1. Symptomatic Treatment:

* Oral cavity debridement (removal of hard and soft deposits from dental surfaces using
ultrasonic scaling and brushing).

* Oral mucosa cleansing with antiseptic solutions (3% hydrogen peroxide, 0.06-0.12%
chlorhexidine).

» Topical gels and sprays containing local anesthetics such as Lidocaine or Benzocaine for
pain relief and discomfort.

« Anti-inflammatory ointments with corticosteroids to reduce inflammation.
Analgesic medications to alleviate pain and inflammatory symptoms.

2. Recommendations:
Avoidance of irritant foods: Patients are advised to avoid foods and beverages that may
worsen symptoms, such as spicy, acidic, or hot foods.
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* Hydration: Maintaining adequate hydration helps prevent oral mucosa dryness and
worsening symptoms.

» Proper oral hygiene: Good oral hygiene practices, including brushing and flossing, can
help prevent infections and maintain oral health.

« Consultation with specialized physicians as needed to monitor general conditions.

» Consultting an oncologic dentists in cases of suspected benign or malignant tumor
conditions, including those at high risk of malignancy such as leukoplakia [10].

2.3. Statistical data processing methods

The initial study materials were inputted into an electronic database and processed using the
functionalities and modules of SPSS version 16.0 for Windows (SPSS Inc., Belmont, CA, USA,
2008), alongside Microsoft Office Excel 2019 on a personal computer via descriptive and
inferential statistical procedures. Absolute and relative frequencies were calculated for nominal or
categorical variables, while means, standard errors, and standard deviations of the mean were
computed for quantitative or continuous variables (interval or ratio scale). The tests used included
Pearson's ¥2, %> with Yates' correction, or Fisher's exact test for discrete variable comparisons.
Normality of interval-scaled variables was assessed using the Kolmogorov-Smirnov test.
Statistical differences in mean values between groups were determined using the "t test or non-
parametric tests. One-way analysis of variance with post-hoc tests and the non-parametric Kruskal-
Wallis test were employed to assess multiple mean differences among study groups. Correlation
analysis (Pearson's r, Spearman's p, Kendall's 1) evaluated the strength and direction of statistical
relationships. Significance was attributed to differences with bilateral p-values <0.05.

3. CLINICAL AND EPIDEMIOLOGICAL ANALYSIS OF ORAL MUCOSAL
CONDITIONS IN PATIENTS WITH CHRONIC VIRAL HEPATITIS B AND C

3.1. Clinical characteristics of oral mucosal conditions

The general study cohort included 150 patients aged 18 years or older (mean age 54.68 +
12.8; Md - 56.0, IQR: 46.8-64.0 years), diagnosed with OMCs, comprising 27.3%; 95% CI: 20.7-
34.8 of male patients and 72.7%; 95% CI: 65.2-79.3 of female patients.

Most commonly observed conditions among patients were OLP (38.0%; 95% CI: 35.0-45.9),
burning mouth syndrome 21.3%; 95% ClI: 15.4-28.4, recurrent chronic aphthous stomatitis 16.7%;
95% CI: 11.4-23.2, and oral candidiasis 11.3%; 95% ClI: 7.0-17.1 (Figure 2). Overall, 88.7%; 95%
Cl: 82.9-93.0 of patients presented with a single condition, while 11.3%; 95% CI: 7.0-17.1
exhibited two concurrent diseases.

The most commonly affected sites of OM were the buccal mucosa in 76 patients (69.7%;
95% CI: 60.7-77.7), followed by the lips in 54 patients (49.5%; 95% CI: 40.3-58.8), the retromolar
area in 53 patients (48.6%; 95% CI: 39.4-57.9), and the mucosa of the lateral tongue surfaces in
42 cases (38.5%; 95% CI: 29.8-47.9). Less frequently affected sites included the dorsal tongue
surface in 20 patients (18.3%; 95% CI: 12.0-26.4), the gums in 18 patients (16.5%; 95% CI: 10.5-
24.3), the hard palate in 9 patients (8.3%; 95% CI: 4.2-14.5), the buccal floor mucosa in 7 patients
(6.4%; 95% CI: 2.9-12.2), the soft palate and uvula in 5 patients (4.6%; 95% CI: 1.8-9.8), and the
pharyngeal mucosa in 2 participants (1.8%; 95% CI: 0.4-5.8) within the study cohort (Figure 3).
Regarding the number of OMLs, 39.4% (95% CI: 30.6-48.8) of patients had 1 lesion, 37.6% (95%
Cl: 28.9-46.9) had 2 lesions, 18.4% (95% CI: 12.0-26.4) had 3 lesions, and 4.6% (95% CI: 1.8-

9.8) had 4 lesions.
10
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Figure 2. Distribution of patients with OMCs based on diagnosis (%6).
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Figure 3. Distribution of patients with OMCs based on the affected area (%o)

The dynamic assessment at 2 weeks and 3 months of follow-up treatment of patients
diagnosed with OMCs showed notable finding, such as clinical improvement, reduced impaired
regions of OMLs, epithelialization, and reduced OML number. However, an increased recurrence
rate of OMCs (5.0%; 95% CI: 1.9-10.5 at 3 months post-treatment and 35.3%; 95% CI: 24.7-47.1
at 6 months post-treatment contributed to a higher incidence of OMLs at 6 months post-treatment.

3.2. Clinical characteristics of oral mucosal conditions in patients without chronic viral
hepatitis B and C

The study included 75 patients with OMCs, aged 18 years or older, who did not present
chronic viral hepatitis B or C (mean age 52.76+14.3; Md — 54.0, IQR: 44.0-65.0 years). Of these,
24.0%; 95% CI: 15.4-34.5 were mals, and 76.0%; 95% CI: 65.5-84.6 were females.

The most frequently diagnosed conditions were OLP (38.7%; 95% CI: 23.2-56.2), followed
by burning mouth syndrome (18.7%; 95% CI: 11.1-28.6), oral candidiasis (14.7%; 95% CI: 8.1-
23.9), and recurrent aphthous stomatitis (13.3%; 95% ClI: 7.1-22.4). Overall, 89.3%; 95% CI: 80.9-
94.8 of patients had only 1 condition, while 10.7%; 95% CI: 5.2-19.1 had 2 concurrent conditions.
Regarding the number of OMLs, 46.4%; 95% CI: 33.8-59.4 of patients had 1 lesion, 33.9%; 95%
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Cl: 22.6-46.9 had 2 lesions, 16.1%; 95% ClI: 8.3-27.3 had 3 lesions, and 3.6%; 95% CI: 0.7-11.0
had 4 lesions.

Dynamic assessment at 2 weeks and 3 months post-treatment of patients with OMCs
revealed significant outcomes: improvement in clinical presentation, reduction in affected OML
areas, decreased rates of OMLs, and increased healthy OM areas.

However, the rise in OMCs recurrence rates (2.4%; 95% CI: 0.3-10.6 at 3 months post-
treatment and 18.9%; 95% CI: 8.9-33.6 at 6 months) contributed to a statistically insignificant
increase in the frequencies of affected OM regions (buccal mucosa and retromolar area), involving
3 OM areas, various types of OMLs (aphthae, ulcerations, plaques), 2 OML s, 3 OML lesions, and
a statistically significant increase in erosion rates at 6 months post-treatment compared to those
expected in subsequent periods.

3.3. Clinical characteristics of oral mucosal conditions in patients with chronic viral
hepatitis B and C

The study included 75 patients aged 18 years and older (mean age years), with OMCs
associated with chronic viral hepatitis B and C, including 30.7%; 95% CI: 21.1-41.7 males and
69.3%; 95% CI: 258.3-78.9 females.

The most commonly observed conditions were oral lichen planus (OLP) (37.3%; 95% CI:
27.0-48.6), burning mouth syndrome (24.0%; 95% CI: 15.4-34.5), and recurrent aphthous
stomatitis (20.0%; 95% CI: 12.2-30.1). Overall, 88.0% (95% CI: 79.2-93.9) of patients presented
with a single condition, while 12.0% (95% CI: 6.1-20.8) had two conditions concurrently.
Concerning the number of OMC lesions, 32.1% (95% CI: 20.7-45.3) of patients had only 1 lesion,
41.5% (95% CI: 29.0-54.9) had 2 lesions, 20.8% (95% CI: 11.6-33.0) had 3 lesions, and 5.7%
(95% CI: 1.6-14.3) had 4 lesions.

Dynamic assessment at 2 weeks and 3 months post-treatment of patients with OMCs
revealed significant negative outcomes, viz. a statistically significant reduction in the OM pain
relief improvement rate, a statistically significant increase in the frequency of OM pain and lacking
dry sensation at 3 months post-treatment compared to 2 weeks, with a subsequent statistically
significant decrease at 6 months compared to 3 months. Although the OML absence rate showed
a consistent increasing trend, it did not reach statistical certainty, while the rate of non-significant
epithelialization of OMLs decreased significantly at 3 months compared to 2 weeks post-treatment,
followed by a subsequent genuine increase. The rate of epithelialization of OMLs increased
significantly at 3 months compared to 2 weeks post-treatment, with a subsequent statistically
significant decrease.

The increase in OMC recurrence rate (7.9%; 95% CI: 2.3-19.6 at 3 months post-treatment
and 54.8%; 95% CI: 37.5-71.3 at 6 months) contributed to the rise in frequency of most affected
OM regions (oral mucosa of lips, cheeks, retromolar area, dorsal and lateral surfaces of the tongue,
gums, soft palate, and uvula) and the number of regions with 3 and 4 affected OM areas, as well
as the number of OMLSs (erosions, white striae, aphthae, ulceration, and plaques): with 2, 3, and 4
OMLs.

3.4 Comparative analysis of treatment outcomes in patients with oral mucosal
conditions associated or not with chronic viral hepatitis B and C

The study groups included 75 patients per each, aged 18 years or older, with OMCs
associated or not with chronic viral hepatitis B (HVB) and C (HVC). Patients in both study groups

were similar in terms of mean age (56.60£11.0; Md- 57.0, IQR: 50.0-64.0 years old in the study
12



group (SG) and 52.76+14.3; Md — 54.0, IQR: 44.0-65.0 years old in the control group (CG),
respectively), sex, living environment, frequency of complaints, concomitant chronic conditions,
OMC diagnosis, type and number of OMLSs, as well as in patient rates assessed dynamically at 2
weeks, 3 months, and 6 months of follow-up.

However, significantly fewer patients aged 18-39 years were included in the SG (5.3%; 95%
confidence interval [CI]: 1.8-12.2) compared to the CG (17.3%; 95% CI: 10.1-27.1; p<0.05). The
rates of most complaints, concomitant chronic conditions, presence of OMLs, severe OML types
(erosions, whitish striae, aphthae, ulcerations), and a higher number of concurrent OM signs (2, 3,
and 4) were recorded in SG. The rates of other types of OMLs (plaques, growths), a lower number
of concomitant OMLs (1), and the absence of lesions were found higher in the CG, although these
differences did not reach a statistical significance.

The study of the affected regions in patients with OMCs revealed significant mucosal
involvement of the lips (62.3%; 95% CI: 48.8-74.4 and 37.5%; 95% CI: 25.7-50.5, respectively;
p<0.05) and the retromolar area (60.4%; 95% CI: 46.9-72.7 and 37.5%; 95% CI: 25.7-50.5,
respectively; p<0.05) more frequently in SG. Although other affected regions were more common
in SG cases, these differences did not reach statistical significance. SG patients exhibited a higher
concurrent involvement of multiple regions: the incidence of lesions in 1 OM region (25.0%; 95%
Cl: 15.1-37.4 and 7.5%; 95% CI: 2.6-17.0, respectively; p<0.05) and in 2 OM regions (42.9%;
95% CI: 30.5-55.9 and 20.8%; 95% CI: 11.6-33.0, respectively; p<0.05) was significantly greater
in CG. Similarly, involvement in 3 OM regions (47.2%; 95% CI: 34.2-60.5 and 23.2%; 95% CI.
13.7-35.4, respectively; p<0.01) and in 4 to 6 regions (24.5%; 95% CI: 14.5-37.2 and 8.9%; 95%
Cl: 3.5-18.5, respectively; p<0.05) was significantly higher in SG (Table 1).

Table 1. The affected regions in patients with OMCs associated or not with chronic
viral hepatitis B and C.

Study Group Control

Parametres (n=53) Group (n=56) 12, p
abs. % abs. %
Lip mucosa 33 62,3 21 37,5 6,680; <0,05
Buccal mucosa 39 73,6 37 66,1 0,728; =0,394
Retromolar region 32 60,4 21 37,5 5,705; <0,05

Dorsa surface of the tongue mucosa 13 24,5 7 12,5 2,630; =0,105
Lateral surfaces of the tongue mucosa| 25 47,2 17 30,4 3,250; =0,072

Buccal floor mucosa 1 1,9 6 10,7 3,531; =0,061
Hard palate 6 11,3 3 5,4 1,278; =0,259
Soft palate and uvula 2 3,8 3 5,4 0,156; =0,693
Gingiva 10 18,9 8 14,3 0,415; 0,520
Pharyngeal mucosa 1 1,9 1 1,8 0,002; =0,969
1 affected OM site 4 7,5 14 25,0 6,016; <0,05
2 affected OM sites 11 20,8 24 42,9 6,102; <0,05
3 affected OM sites 25 47,2 13 23,2 6,881; <0,01
4-6 affected OM sites 13 24,5 5 8,9 4,806; <0,05

13



In patients with OMCs, the recurrence rate at 3 months post-treatment showed an
increasing trend in SG (7.9%; 95% CI: 2.3-19.6 and 2.4%; 95% CI: 0.3-10.6; p > 0.05), which
did not reach a statistical significance. However, at 6 months, this parameter was statistically
significantly higher in SG (54.8%; 95% CI: 37.5-71.3 and 18.9%; 95% CI: 8.9-33.6; p < 0.01)
(Figure 4).

54.8
60 -
40 ¢
18.9
20 7.9
! 2.4
0 | h ‘

At 3 months post-treatment At 6 months post-treatment

BStudy Group ™ Control Group

Figure 4. Recurrence rates in patients with oral mucosal conditions (%0)

The increase in recurrence rates of OMCs in patients from SG significantly worsened the
clinical presentation (symptoms, OM epithelialization) statistically at 6 months post-treatment.
Although no statistically significant differences between the study groups were found, by the end
of treatment, patients from CG showed lower frequencies of OM involvement in different regions,
fewer concurrent affected OM regions, types of OMLs, and number of concurrent OMLSs compared
to those in SG. Moreover, the absence rate of OMLs and the frequencies of both non-significant
and significant OML epithelialization were higher.

3.5. Clinical characteristics of oral lichen planus

The study included 57 patients aged 18 years and older with OLP (mean age 57.04+11.8;
Md — 58.0, IQR: 52.0-64.5 years old), including 10 males (17.5%; 95% CI: 9.4-28.9) and 47
females (82.5%; 95% CI: 71.1-90.6). The prevalence of OLP was significantly higher in patients
with HCV compared to those with HBV (22 cases - 50.0%; 95% ClI: 27.2-72.8 vs. 6 cases - 19.4%;
95% CI: 10.8-31.0, respectively; p<0.01).

Regarding the number of OMLs, 16 patients (28.1%; 95% CI: 17.7-40.6) had 1 lesion, 19
patients (33.3%; 95% ClI: 22.2-46.2) had 2 lesions, 17 patients (29.8%; 95% CI: 19.2-42.5) had 3
lesions, and 5 patients (8.8%; 95% CI: 3.4-18.2) had 4 lesions. The most commonly affected OML
regions were the buccal mucosa in 49 patients (86.0%; 95% ClI: 75.3-93.1), the retromolar area in
47 patients (82.5%; 95% CI: 71.1-90.6), the lip mucosa in 22 patients (38.6%; 95% CI: 26.8-51.5),
and the lateral surfaces of the tongue mucosa in 22 patients (38.6%; 95% CI: 26.8-51.5) (Figure
5).

The prevalent clinical forms of OLP included reticular (77.2%; 95% CI: 57.1-90.8) (Figure
6 A, B), erosive (52.6%; 95% CI: 39.8-65.2) (Figure 6 C, D, E, F), plaque-like (31.6%; 95% CI:

14



20.7-44.3) (Figure 7 A, B, C, D), and erythematous ones (10.5%; 95% CI: 4.5-20.4) (Figure 7 E,
F, G).

100
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Figure 5. Distribution of patients with oral lichen planus based on the affected regions of
the oral mucosa (%)

Figure 6. Oral lichen planus of reticular form, involving the buccal mucosa and retromolar
area (A); on histopathological examination: small biopsy specimen lined by benign squamous
epithelium with orthokeratosis, focal glycogenated squamous cells, adjacent intact basal
membrane of the epithelial layer, focal-dispersed chronic inflammatory subepithelial
infiltrate, and identified fungal colonies (B). Oral lichen planus of erosive form within
bilateral retro-molar region, being of reticular form on lateral surfaces of the tongue (C, D);
on histopathological examination: small biopsy specimen showing benign squamous
epithelium with parakeratinization and uneven hypergranulosis, basal layer degeneration
with presence of occasional apoptotic bodies known as "*Civatte bodies," uneven epidermal
hyperplasia with serrated epithelial contours (E, F).
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Figure 7. Oral lichen planus, plaque-like form, on the dorsal surface of the tongue and in
the bilateral retromolar area (A, B); on histopathological examination: small biopsy
fragment showing benign squamous epithelium with marked hyperkeratosis, ulcerative
focus with marked lymphoplasmacytic infiltrate, degeneration of the basal layer with
presence of occasional Civatte-type apoptotic bodies, serrated epithelial outline, and
identified fungal colonies (C, D). Oral lichen planus, of erythematous form, in the gingival
area of the upper jaw (E); on histopathological examination: tissue fragment lined with
benign squamous epithelium, nonspecific stromal reaction and uneven hypergranulosis,
ulcerative focus with marked chronic inflammatory infiltrate in the ulcerated area and in
the focus with preserved epithelium, aggregates of epithelioid macrophages, identified
bacterial and fungal colonies, uneven basal layer degeneration, and mild subepithelial
fibrous proliferation (F, G).

Many patients with OLP exhibited combinations of different clinical forms, viz. a single
form of OLP was identified in 45.6% (95% CI: 33.2-58.5) of cases, 2 concurrent forms in 35.1%
(95% CI: 23.7-48.0), and 3 concurrent forms in 19.3% (95% CI: 10.7-30.9).

Dynamic assessment at 2 weeks and 3 months of patients’ follow-up revealed significant
outcomes, such as improvement in clinical presentation, reduction in affected OML regions,
epithelialization, and decreased rates of OMLs, as well as an increase in healthy OM areas.
However, an increased recurrence rate of OLP (4.3%; 95% CI: 0.9-13.2 at 3 months and 40.0%;
95% CI: 26.7-54.6 at 6 months post-treatment) led to higher frequencies of affected OM regions,
number of OM lesioned areas, and type and number of OMLs at 6-month follow-up.

SYNTHESIS OF RESULTS OBTAINED

The research conducted across various geographic regions worldwide and on different
patient samples assessed the OMCs and diagnosed the following: oral candidiasis (2.7-17.58%),
mucosal vitiligo (15.38%), burning mouth syndrome (11.0%), viral ulcer (9.6%), OSCC (8.9%),
recurrent aphthous ulcer (7.69-8.1%), labial herpes (6.59%), cheilitis (6.58%), OLP (3.9-12.08%),
pemphigus vulgaris (5.49%), submucosal oral fibrosis (4.2-26.8%), leukoplakia (3.29-18.3%),
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toxic epidermal necrolysis (3.29%), systemic lupus erythematosus (3.29%), and papilloma (1.5-
2.1%) [13, 14].

The patients’assessment enrolled in the present study revealed the prevalence of OMCs as
follows, ranked in descending order: OLP in 38.0% of cases, burning mouth syndrome in 21.3%,
recurrent chronic aphthous stomatitis in 16.7%, oral candidiasis in 11.3%, mucosal vitiligo in
5.3%, acute or chronic herpetic stomatitis in 4.0%, leukoplakia of the OML in 4.0%, exudative
polymorphous erythema in 3.3%, benign oral tumors in 3.3%, and oral neoplastic diseases in 2.0%
of cases.

Based on study findings, 87-91% of patients diagnosed with oral mucosal lesions presented
with a single lesion, while 9-13% exhibited 2 or more concurrent lesions. The most common site
of these lesions was the buccal mucosa (46.0%), followed by the labial mucosa (17.5%), the buccal
vestibule (15.0%), the tongue (13.0%), the gingiva (3.5%), the hard palate (3.0%), and the buccal
floor (2.0%). A recent study confirmed these findings, where lesions most commonly involved the
oral mucosa (50.0%), anterior two-thirds of the tongue (34.3%), hard palate (7.0%), retromolar
fossa (3.9%), gingival mucosa (2.3%), buccal floor (1.5%), and lips (0.7%) [13].

These results align with those obtained in our study cohort, viz. 88.7% of patients presented
with a single condition and 11.3% had 2 concurrent conditions. The most affected regions were
the buccal mucosa (69.7%), labial mucosa (49.5%), retromolar region (48.6%), lateral surfaces of
the tongue (38.5%), dorsal surface of the tongue (18.3%), gingiva (16.5%), hard palate (8.3%),
buccal floor mucosa (6.4%), soft palate and uvula (4.6%), and pharyngeal mucosa (1.8%).

The study found no association between incidence of HCV infection and oral lesions,
consistent with other case-control studies, particularly in regions with a low prevalence of HCV
infection [1, 7].

The present study data are also consistent with most previous researches on OLP concerning
the location of lesions, clinical presentation, chronicity, symptoms, and medical history.

Based on a review of the literature and our findings, a diagnostic protocol for OML in
patients with chronic viral hepatitis B and C was developed (Figure 8).

A monitoring program was subsequently created to detect early mucosal changes in the oral
cavity associated with chronic viral hepatitis B and C, evaluate and monitor the progression of
OML conditions, and prevent complications in this patient cohort, which includes:

1. Consultation, involving initial assessment of the oral mucosa condition following the
diagnosis of chronic viral hepatitis; documentation of medical history; identification of risk
factors and other associated conditions.

2. Periodic check-ups to timely assess the oral mucosa at set intervals (2 weeks, 3 months,
and 6 months post-treatment); examination of the oral mucosa to identify signs of
inflammation, ulcerative lesions, or other changes.

3. Additional investigations to periodically assess liver function and overall health; to conduct
oral mucosal biopsies for suspicious lesions to provide diagnostic and histological
information.

4. Education and Counseling to provide detailed information to the patient regarding oral
mucosal conditions associated with chronic viral hepatitis, as well as outlining the
importance of proper oral hygiene; to advise the patient on a healthy lifestyle and
eliminating risk factors that may worsen these diseases.

5. Interdisciplinary collaboration includes working with a multidisciplinary medical team to
assess and effectively manage chronic viral hepatitis and its associated oral mucosal
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conditions. This involves consulting and cooperating with specialists in dentistry and other
relevant fields for complex or challenging cases.

Patients with
OMCs

Clinical exam Paraclinical exam

Subjective Objective Serological tests

Detection of serological
markers for hepatitis B
(HBsAg, anti-HBs, anti-
HBc) and hepatitis C
(anti-HCV)
Interdisciplinary
collaboration
Serum levels
testing of ALT, AST,
and other hepatic
markers.

Consultation with the
infectious disease
specialist,
gastroenterologist,
dermatologist, etc.

Administration of
systemic and topical
B medications for the -
treatment of oral
mucosal conditions

Overall
treatment
specific for

chronic viral
hepatitis B and C.

Long-term monitoring:
1. Scheduling periodic check-ups for assessing
lesion progression and therapeutic response.
2. Monitoring serum levels of hepatic markers and
hepatitis B and C viruses.

Figure 8. Protocol for diagnosing oral mucosa conditions in patients with chronic viral
hepatitis B and C
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GENERAL CONCLUSIONS

1. Following the analysis of the oral mucosa involvement on the underlying chronic viral hepatitis
B and C revealed no statistically significant differences between the two research groups
(p>0.05).

2. The development of a diagnostic protocol for oral mucosal conditions in patients with chronic
viral hepatitis B and C significantly improved the management of these complex medical
conditions through interdisciplinary collaboration.

3. Comparing the obtained results revealed that patients in the study group had a concomitantly
higher number of affected regions: the rates of involvement of 1 region of the oral mucosa
(7.5% and 25.0%, respectively; p<0.05) and 2 regions of the oral mucosa (20.8% and 42.9%,
respectively; p<0.05) were statistically significantly higher in the control group with oral
mucosal conditions without chronic viral hepatitis B and C. However, the rates of involvement
of 3 regions of the oral mucosa (47.2% and 23.2%, respectively; p<0.01) and 4 to 6 regions of
the oral mucosa (24.5% and 8.9%, respectively; p<0.05) were statistically significantly higher
in the main group with oral mucosal conditions associated with chronic viral hepatitis B and
C.

4. Establishing effective therapeutic approaches, combining local and systemic treatments
through interdisciplinary collaboration, is essential for enhancing the quality of life and clinical
outcomes of patients with chronic viral hepatitis B and C and associated oral mucosal
conditions.

5. Among patients with oral mucosal conditions, there was an increasing tendency in the
recurrence rates at 3 months post-treatment in the study group (7.9% and 2.4%, respectively;
p>0.05), although the statistical significance was not reached. At 6 months post-treatment, the
recurrence rate significantly increased in the study group (54.8% and 18.9%, respectively;
p<0.01), prompting the development of a monitoring and prevention program for oral mucosal
conditions in chronic viral hepatitis B and C patients wich is composed of consultation,
periodic check-ups, additional investigations, education and counselling and interdisciplinary
collaboration.

PRACTICAL RECOMMENDATIONS

1. Adetailed and standardized protocol has been developed for assessing oral mucosal conditions
in patients with chronic viral hepatitis B and C.

2. It is recommended to use serological and molecular tests to detect hepatitis B and C viruses.

3. Evaluating serum levels of inflammatory markers and liver function helps correlate oral
mucosal conditions with hepatitis status.

4. Training dental practitioners to conduct thorough oral mucosal examinations will enhance the
detection of oral mucosa lesions, the monitoring of oral conditions, particularly potential
malignant oral mucosa disorders.

5. Recording and photographing oral lesions will facilitate monitoring the progression of oral
diseases.

6. The developed monitoring program will provide an accurate tracking of oral conditions, thus
implementing effective preventive measures to reduce the further risks of occurrence and flare-
ups of oral diseases in this category of patients.
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ADNOTARE
Ivasiuc Irina
»Evaluarea afectiunilor mucoasei cavitatii bucale la pacienti cu
hepatite cronice virale B si C”
Stuctura tezei. Lucrarea este expusa pe 123 pagini de text digital, consta din introducere, 3
capitole, sinteza rezultatelor obtinute, concluzii generale, recomandari practice si indice
bibliografic cu 242 de referinte. Materialul ilustrativ include 18 figuri, 25 de tabele, 1 formula
statisticd si 7 anexe. subiectul tezei au fost publicate 32 de lucrari stiintifice, inclusiv 1 articol fara
coautori, 5 articole 1n editii recenzate, inclusiv 2 articole in reviste cu factor de impact.
Cuvinte-cheie: afectiuni ale mucoasei cavitatii orale, lichen plan, lichen plan oral, hepatita virala
cronicd B, hepatita virald cronica C, virusul hepatiter B, virusul hepatitei C, manifestari
extrahepatice.
Scopul cercetarii: analiza multidimensionald a afectiunilor mucoasei cavitdtii orale in asociere cu
hepatitele virale cronice B si C si elaborarea unui plan optim de tratament profilactic si de
monitorizare In dinamicd a acestor pacienti.
Obiectivele cercetarii: Elucidarea implicatiilor afectiunilor mucoasei cavitatii orale pe fundal de
hepatite virale cronice B si C. Elaborarea unui protocol de diagnostic aplicabil pentru cazurile de
afectiuni ale mucoasei cavitdtii orale la pacientii cu hepatite virale cronice B si C la diverse etape
de observare clinicd cu si fara hepatitd. Compararea rezultatelor obtinute la diagnosticarea
afectiunilor mucoasei cavitatii orale in lotul de pacienti cu hepatite virale cronice B si C cu cel fara
hepatite. Stabilirea conduitei terapeutice a afectiunilor mucoasei cavitatii orale la pacientii cu
hepatite virale cronice B si C.Elaborarea programului de monitorizare si profilaxie a afectiunilor
mucoasei cavitatii orale la pacienti cu hepatite virale cronice B si C.
Noutatea si originalitatea stiintifica: Au fost evidentiate particularitatile de diagnostic, clinice si
histopatologice la pacientii cu maladii ale MCO si cu HVB si HVC. Au fost evidentiati markerii
specifici hepatitelor virale cronice B si C la pacientii cu AMCO.
Problema stiintifica solutionati: problema diagnosticului precoce ale AMCO si a hepatitelor
virale constituie pana in prezent o problema clinica si stiintifici. In urma studiului efectuat s-a
demonstrat ca pacientii diagnosticati cu HVB sau HCV dezvolta forme mai severe ale afectiunilor
MCO. Monitorizarea si evaluarea in timp a acestui grup de pacienti a aratat scaderea ratelor de
recidive si prevenirea dezvoltarii formelor grave ale AMCO.
Semnificatia teoretici a studiului: Rezultatele studiului vor aprofunda si fundamenta
particularitatile manifestdrilor clinice la pacientii cu AMCO asociate cu HVB si HVC. A fost
determinatd conduita terapeutica si elucidate implicatiille AMCO la pacientii cu HVB si HVC la
diverse etape de supraveghere clinica.
Valoarea aplicativa a lucrari: elaborarea si implementarea in practica medicald a unui protocol
de diagnostic pentru AMCO la pacientii cu HVB si HVC. Implementarea acestui protocol in
practica medicala va permite diagnosticarea mai rapida a pacientilor, reducerea ratei de avansare
a AMCO la bolnavii cu hepatite virale cronice, ameliorarea rezultatelor tratamentului cu un efect
economic, determinat de reducerea numarului de recidive ale bolii si a duratei incapacitatii
temporare de munca.
Implementarea rezultatelor stiintifice: Cercetarile au fost realizate in Clinica stomatologica
universitard si Clinica stomatologica ,,Dia Dents”. Examenul histomorfologic al specimenelor de
biopsie, prelevate din mucoasa orald, a fost efectuat in cadrul Catedrei de morfopatologie a
Facultatii de Medicina nr. 2 a Institutiei Publice Universitatea de Stat de Medicina si Farmacie

“Nicolae Testemitanu”.
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AHHOTAIUA
HNBacwok Upuna
«OueHka nopakeHN CJIU3UCTON 000JI0UYKH MOJIOCTH PTA y MANUEHTOB ¢ XPOHUYECKMMHU
BHpPYCHbIMH renaturamu B u C»
Ctpykrypa aucceprauuu. Pabota nznoxena Ha 123 crpannnax nuppoBoro TeKCTa, COCTOUT U3
BBE/ICHUSA, 3 TJaB, 00OOILIEHUS MOJIyYEHHBIX PE3yJbTaTOB, OOIIMX BBIBOJOB, NPAKTUUYECKUX
pekoMeHmanuii U Oubnauorpaduyeckoro ykazarens ¢ 242 uctounHukamu. MimoctpaTUBHBIN
MaTepHal BKIoJaeT 18 pucyHkos, 25 tabmun, 1 cratuctuyeckyro Gopmyny u 7 npunoxeruit. [1o
TeMe JMCCepTaluy OMyOIMKOBaHbI 32 Hay4dHbIE paObOTHI, B TOM 4Hcie | craTes 63 coaBTOPOB, 5
CTaTel B pELEH3UPYEMbIX HM3JaHMSIX, BKIIOYass 2 CTaThu B JKypHajaxX C UMIAKT-(PAKTOPOM.
KuroueBble cjioBa: mopa)keHUs! CIM3UCTON 000JI0YKHM TMOJIOCTU PTa, KPACHBIM MIOCKUH JIMIIai,
OPAJIBHBIN IUIOCKMM JIMIIAM, XPOHWYECKHM BHUPYCHBIM TenaTUT B, XpOHHYECKHI BUPYCHBIU
renatut C, Bupyc renmatuta B, Bupyc remaruta C, BHENEUYEHOUYHBIE MPOSIBICHUS.
Heap mccienoBaHusi: MHOTOMEPHBIN aHAIN3 MOPAKEHUN CIM3UCTON OOOJIOUKH TOJIOCTH pTa
(TICOIIP) B accommanuu ¢ xporndeckumu BupycHbiMu renatutamMu B u C (XBI'B u XBI'C) u
pa3paboTKa ONTUMAIBHOTO MPOPUIAKTUYECKOTO TUIaHa JICYEHUS U JMHAMUYECKOTO MOHUTOPHUHTa
3TUX MAI[UEHTOB.
3agauu ucciaenoBanus: Brisicnenue nocneactsuii nopaxenuid [ICOIIP Ha gone xpoHudeckux
BUpycHbIX renatuToB B n C. Pa3paboTka IMarHOCTUYECKOrO NMPOTOKOJIA, MPUMEHUMOIO JUIs
cnydyaeB [ICOIIP y mamumentoB ¢ XBI'B m XBI'C Ha pa3nuyHbIX 3Tanax KIMHUYECKOTO
HaOmogeHust ¢ rematutoM u 6e3 Hero. CpaBHeHue pesynbraroB auarHoctuku I[ICOIIP y
nanneHToB ¢ XBI'B u XBI'C ¢ pe3ynpTratamMmu y manueHToOB Oe3 rematuToB. OmpepeneHue
tepaneBTruuecko TakTuku JjedeHus [ICOIIP y mammentoB ¢ XBI'B u XBI'C. Pa3zpabotka
nporpamMmmbl  MoHUTOpuHTa W npodmmaktuku [ICOITP y mamumentoB ¢ XBI'B u XBI'C.
HayuyHnasi HOBU3HA U OPUTHHAJIBHOCTD: BhIsSBICHBI 0COOEHHOCTH AMArHOCTUKU, KIMHUYECKHE
U rTucTomnartosiornueckue xapakrepuctuku y mnanuentoB ¢ [ICOIIP u XBI'B u XBI'C.
Ompenenensl  cnenupuueckne wmapkepsl XBI'B uw XBI'C y mnamuentoB ¢ IICOIIP.
Pemiennass HayuyHasi npooJema: IIpo6rmema panneit nuarHoctuku [ICOIIP m BHpycHBIX
renaTuToB JO CHUX NOp SIBISETCS KIMHUYECKOM M HaydyHOM mpoOnemoil. B pesynbrate
MIPOBEJIEHHOTO HUCCIEI0BaHMs ObLIIO JOKAa3aHO, YTO MallMeHThl, AuarHoctupoBannbie ¢ XBI'B nn
XBI'C, pa3BuBator Oosiee Tspkenbie (GopMbl 3a00JE€BAHMI CIIM3UCTOM OOOJIOYKH TOJIOCTH PTa.
MOHUTOPUHT U OLEHKA COCTOSIHMSI 3TOW TIPYNIbl MAalMEHTOB IOKAa3ajlyd CHUKEHHUE YaCTOThI
peUMANBOB u MpeIoTBpalCHUE pa3BUTHUS TSKEIIBIX dhopm [TICOTIP.
TeopeTuueckoe 3HauYeHHe HCCJIeOBAHMSA: Pe3ynbraTel HCCIEAOBAHUSA YIIIYONIAIOT W
00OCHOBBIBAIOT OCOOCHHOCTH KJIMHHYECKUX TmposeieHud y mnamuentoB ¢ [ICOIIP,
accoruupoBanHbix ¢ XBI'B u XBI'C. Omnpenenena TepaneBTUYECKas TAKTUKA W BBISBJICHBI
nocaeacteust [ICOINP y nanuentoB ¢ XBI'B u XBI'C Ha pa3iMuHbBIX 3Tanax KIMHUYECKOIO
HaOJIFOACHUS.
IIpakTHyeckass HeHHOCTH PadoOThI: pa3paboTKa M BHEAPEHHE B METUIIMHCKYIO MPAKTHKY
muarHoctuueckoro npotokosia st [ICOIIP y naunentoB ¢ XBI'B u XBI'C. Bueapenue 3toro
MIPOTOKOJIa B MEIULMHCKYIO MPAKTUKY MO3BOJIUT YCKOPUTH AMArHOCTUKY IMALIMEHTOB, CHU3UTh
ckopocTh mporpeccupoBanusi [ICOIIP y GONBbHBIX C XPOHUYECKUMHU BUPYCHBIMU TeMaTUTaMH,
YIAYUIIUTh PE3yAbTATHI JICUECHUSI C SKOHOMUYECKUM 3P (HEKTOM 3a CUET YMEHBIIIEHUS! KOJTUYECTBA
peuuauBOB  3a00JIeBaHUS M NPOJIOJDKUTENBHOCTH  BPEMEHHOW  HETPYIOCIIOCOOHOCTH.
BHenpenue Hay4yHbIX pe3yJibTaToB: lccienoBaHusi ObLTM MPOBEACHBI B YHUBEPCUTETCKOU
CTOMATOJIOTMYECKOM  KIMHUKE U  cromarojorumueckod  kimmHuke  "Dia  Dents".
I'ucromopdonornyeckoe uccineoBaHre OMONICUIHBIX 00Pa3LOB, B3ATHIX U3 CIIU3UCTON 000JI0UKH
MOJIOCTH pTa, ObUIO MpoBeneHO Ha Kadeape Mopdomatonoruu (akynprera MeTUIUHBI No2
l'ocynapcTBeHHOTO YHUBEPCUTETa METUITMHBI U apManuu uM. "Hukomnae Tectemuiany".
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ANNOTATION
Ivasiuc Irina
“Assessment of oral mucosal lessions in patients with chronic viral hepatitis B and C*
Thesis structure. The paper is presented on 123 pages of digital text, consisting of an introduction,
3 chapters, a synthesis of the obtained results, general conclusions, practical recommendations,
and a bibliographic index with 242 references. The illustrative material includes 18 figures, 25
tables, 1 statistical formula, and 7 appendices. The topic of the thesis has led to the publication of
32 scientific works, including 1 article without co-authors, 5 articles in peer-reviewed journals,
including 2 articles in journals with an impact factor.
Keywords: oral mucosal lesions, lichen planus, oral lichen planus, chronic viral hepatitis
B,chronic viral hepatitis C, hepatitis B virus, hepatitis C virus, extrahepatic manifestations.
Research aim: A multidimensional analysis of oral mucosal lesions associated with chronic viral
hepatitis B and C, and the development of an optimal prophylactic treatment plan and dynamic
monitoring of these patients.
Research objectives: To elucidate the implications of oral mucosal lesions in the context of
chronic viral hepatitis B and C. To develop an applicable diagnostic protocol for cases of oral
mucosal lesions in patients with chronic viral hepatitis B and C at various stages of clinical
observation, both with and without hepatitis. To compare the diagnostic results of oral mucosal
lesions in a group of patients with chronic viral hepatitis B and C with those without hepatitis. To
establish the therapeutic approach for oral mucosal lesions in patients with chronic viral hepatitis
B and C. To develop a monitoring and prevention program for oral mucosal lesions in patients
with chronic viral hepatitis B and C.
Scientific novelty and originality: The diagnostic, clinical, and histopathological characteristics
of patients with oral mucosal lesions (OML) and chronic viral hepatitis B (HBV) and C (HCV)
have been highlighted. Specific markers for chronic viral hepatitis B and C in patients with OML
have been identified.
Resolved scientific problem: The issue of early diagnosis of oral mucosal conditions (AMCO)
and viral hepatitis remains both a clinical and scientific challenge. The study demonstrated that
patients diagnosed with HBV or HCV develop more severe forms of oral mucosal conditions.
Continuous monitoring and evaluation of this group of patients showed a decrease in recurrence
rates and the prevention of severe forms of AMCO.
Theoretical significance of the study: The results of the study will deepen and substantiate the
particularities of clinical manifestations in patients with OML associated with HBV and HCV.
The therapeutic approach has been determined, and the implications of OML in patients with HBV
and HCV at various stages of clinical supervision have been elucidated.
Practical Value of the Work: The development and implementation of a diagnostic protocol for
OML in patients with HBV and HCV in medical practice. The implementation of this protocol in
medical practice will allow for faster diagnosis of patients, reduce the progression rate of OML in
patients with chronic viral hepatitis, improve treatment outcomes, and provide an economic benefit
by reducing the recurrence rate of the disease and the duration of temporary work incapacity.
Implementation of Scientific Results: The research was conducted at the University Dental
Clinic and the "Dia Dents" Dental Clinic. The histomorphological examination of biopsy
specimens taken from the oral mucosa was performed in the Department of Morphopathology of
the Faculty of Medicine No. 2 at the Public Institution "Nicolae Testemitanu" State University of
Medicine and Pharmacy.
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