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©053bmbE030, 0096mxzgmIBEHMwo GgbBHgoo (G, M s A 3wsbol 03MbmawMmdY)-
06900l 2obLsBO3Ms Lolberol IMsEHA0). Boa®ed 439wobYg 393MEIL GO0 TJNMOOS
Lolberdo 300H1930L/5b3H0g9bgdolL Lofiobssmdgam godmdmdszgdwmwo sbEobbgwmarg-
0oL GoGH®OL oY9bo.

OMAMO3  36Mmd0w0s, godmygmzowos  03MBMaEMdMobydol 3 BHodo (03039
30900, B6EH0LbgMwgdo) — IgM, IgA ©s 19G, GMIwgdos 0bxgdsgom®do 3HmEgbol
bbgoobbgs g@odl sboboggh. LmMgo dsmo sGBGdMdOm  goblabmzMeggb dmEgdmer
9md96@d0  ©53500900L BEHO@OL. dsasoms: IgM  sb@obbgmemgdo Homdmowagbab
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49



305%D9. 8OOl 06FH9bLogmMds  3oMmMLL3gzon0Mo IgM 6 IgG  sBEHOLbggdol
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LJo®BM30L FguEGH0® d0bMT0sEIMMO FobILOMYOEGIOLIMZOL. Fsloeol LEsEHoLEH03MOO
05099353905 Bo@oMs SPSS 22-0b g0dmygbgdom. 4sdmzombgom dowgdweo d9gagdols
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MOHMRH0bAJMo 356oMmBol Jgdmbgzgzgdo — 234 (61%) (Lydsmo 33). 53sLmsb, ogo
399030065 JoM0©I® BLY3EMIYIdOHBMWO s JMOMYTsGHMBMOO BMOTom. 1939,
03-b 5 93-056 9O 50060365 9B MO0 3g0o@ ol ghmgmeEo d90mbzg39d0.

89



LGoomo 33

3993960l Lobdo®mols dJobgz00 Igmeg 5RO DBYs SBMMBMEMmO fywwmwgdo —
61(16%) 999mbgq3o.

503/d0Lom 3530963Hg0d0 5650830005 500b0Tbs 35OHMPMBEOL s9350Y0YdO,
doMH0MII®© WMI0GdoL boBMm3zsbo gMomgdol gmMdom — 41 99dmbggazs (11%). mbes
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36003690mgs60s, ®md  anti HSV IgG II-ol 3dmbg o350009maums 4 %-do
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39653690 35309639030  sowo  3dmbs 3d0M3zgmo  39MH3gLw  fywwwmgsb
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Sum m ary/aon clisian

For long time the diseases of oral cavity mucosa were considered as a local pathological
process, connected only with local pathogenic factors and/or unhygienic conditions of the oral
cavity. The modern methods for the investigation allowed us to establish that the pathologies of
oral cavity have the close anatomical-physiological relationships to the various systems of the
organism. It has been established that the majority of the diseases of oral cavity mucosa is due to
the disturbance of the immune system of the organism, to so-called development of
immunodeficiency condition.

According to the data of WHO, the frequency of the distribution of the infections induced
by the I and Il types of herpes simplex (HSV-1 and HSV-2) got a pandemic character. The
experts suggest that 60-95% of the world population is infected with one or more serotypes of
this virus, inducing a number of diseases. These diseases have a severe developments during
immunodeficiency condition, particularly during HIVV/AIDS, while the latter appears to be of the
major medical problem of our century.

Ltps gy oftie Tpic

Despite the significant achievements in the oral cavity health sphere, the dental diseases
still remain the urgent and acute conditions. Practically during the last decade the study of the
dental diseases associated with the infections have not been carried out in Georgia. Our
investigation would allow the specialists to identify the distribution and impact of these diseases
on the population, to reveal the contributing or provocative factors for the conducting the
preventive measures on the basis of the results obtained. It should be noted that this has an
important practical value in terms of reducing the spread of both dental and infectious diseases.

HIV infection appears to be one of the significant challenges of world healthcare.
According to the data of United Nations HIV/AIDS joint program, during 2014 total of 36.9
million infected people were registered throughout the world. The region of the East Europe and
Central Asia is characterized by the most increasing epidemic, which emphasizes the importance
of the problem. Taking into account that Georgia is also considered as a part of this region, these

data is noteworthy.
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The earlier diagnostics of HIVV/AIDS has a most importance for the further management
of this disease. The presence of oral manifestations induced by herpes simplex virus on the oral
cavity mucosa m ay be amsidered as AIDS-indicative disease, as well as at the earlier stage we
may suspect the HIV infection and give the patients the recommendations for testing on HIV

antibodies.

Therefore the urgency of this research is due to the widespread character of these diseases
and insufficient level of their study.

The objectives of the presented investigation are in following:

1. The study of oral cavity damages induced by simple herpes viruses in the patients with
HIV/AIDS (in particular, the spread, clinical manifestations, duration of the disease and
its treatment) in Georgia;

2. The establishment of the correlation between immunological disorders and the
development of this disease during oral cavity damages in the patients with HIV/AIDS;

3. The study of herpes simplex viruses as the diagnostic value of earlier clinical predictor in
regard of HIV/AIDS,;

4. The awareness raising of the medical society about the research results (dentists,
infectiologists, dermato-venereologists, family doctors, etc.) to promote HIV- testing
based on the herpes infection, as on AIDS indicatory disease, which will have a great

importance for the healthcare system of our country in the prevention of HIV/AIDS.

Lo ity coemo

The study of the damages to oral cavity induced by herpes simplex virus in the patient
with HIV/AIDS and the determination of their clinical and immunological features will promote
to estimate the regularities of disease duration, its prognosis and the frequency of their
recurrences development. The earlier diagnostics of HIV infection especially during severe
forms of the disease allows to take appropriate and timely response and to prevent the expected
complications, which are dangerous for life.

The timely diagnosis and antiviral therapy not only improves the patient’s health
condition, but reduces the risk of HIV infection transmission. At the same time the
understanding the diagnosis induces the modification of their life style and reduction of
behavioral risks, which is no less important for the management of the epidemic.

Despite Georgia belongs to the countries having a low prevalence of HIV infection, the

issue of timely diagnostic of HIVV/AIDS is still topical. It is necessary to provide the primary and
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secondary level institutions with information on HIV infection, as well as the scaling up of HIV
testing.

Themn atria indn et ods ofte research

The research was carried out at the Scientific-Practical Center for Infectious Pathology,
AIDS and Clinical Immunology and Georgian-English Dental Clinic of Georgian David
Aghmashenebeli University in 2014-2015.

The electronic case reports of HIV-infected patients and the patients with AIDS
revealed at the center in 2014-2015 and were studied for the involvement into the research, taken
from the database of the Center. The Ethic Commission of AIDS Center was informed about the
conducting the research and their consent was received.

The medical personnel of the AIDS Center offered to participate in the research during
the primary clinical examination of the patients with HIV/AIDS. The participation in the
research was offered to the patients who were not on antiretroviral therapy and for the moment
of the involvement made up 18-49 age group. The selection of the patients took place according
to the various damages to oral cavity mucosa (the primary or recurrent manifestations). The
recruitment of the patients was voluntary taking into account the principle of confidentiality.
Also, the demographic and epidemiological data were collected.

The diagnostics of oral cavity mucosa damages was carried out taking into account the
clinical symptoms and laboratory indices. The determination of HIV antibodies was used for the
diagnostics of HIV/AIDS by the use of enzyme immunoassay (ELISA tests of the third and forth
generations) and immunoblotting methods (Western Blot Assay), while the diagnostics of herpes
simplex virus was conducted by the determination of anti herpes virus HSV (1&2) IgM and IgG
antibodies by the use of solid phase immunosorbent assay method.

For the estimation of immune system the determination of specific markers with
monoclonal antibodies, by which the counting of percentage and absolute numbers of
lymphocyte subpopulations was conducted through fluorescent microscope or by the use of flow
o/ tn_eber(FACSCalibur — Becton Dickinson).

Also, the research for the establishment of the medical personnel awareness on
HIV/AIDS was carried out at dental clinics, which was based on medical staff survey results of
Thilisi dental clinics.
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The research design

The design of research of one moment (cross-sectional survey) prevalence was used.
For the statistical processing the methods of descriptive statistical (for study of gender, age, a
possible way of infection transmission, clinical manifestations and other indices) and correlation
analysis (for the determination of the correlation between oral cavity mucosa damages and the
number of CD4 lymphocytes) have been used.

The demographic, clinical and epidemiological data were collected by the use of
electronic database of AIDS center and were prepared for the statistical processing. For the
evaluation of statistical reliability of the connections of the various manifestations of oral cavity
with the groups of CD4 lymphocytes absolute number, gender, age groups and transmission
ways the Chi-squared test and logistic regression (confidential index (CI) 95%) were used. The
results were statistically reliable when P<0.05. The statistical program R v 3.2.3 was applied for
the statistical processing.

For the establishment of the medical personnel awareness about HIV/AIDS an one
moment interviewing study was conducted by specifically designed questionnaires. The

statistical processing of the material was carried out by the use of SPSS 22 program.

The research resulks
Out of 1281 patients registered at AIDS center during the research period diagnosed by
immunoblotting method, 1168 patients were involved in the State program of HIV/AIDS
treatment and care. These patients were registered in the dispensary and in-patient departments
of AIDS center. Out of them 855 patients satisfied the criteria for involvement in the research
and gave their consent to participate in the research, particularly, 379 patients (44.3%) were
involved in the study in 2014, and 2015 — 476 (55.7%).
According to the absolute number of registered CD4 lymphocytes for the moment of the
study the involved patients were divided into four groups:
1. The first group made up the patients whose absolute number of CD4 lymphocytes was
<200 cells/mm?;
2. The second group made up the patients whose absolute number of CD4 lymphocytes was
<200-350 cells/mm?;
3. The patients whose absolute number of CD4 lymphocytes was <350-500 cells/mm?®
constituted the third group;
4. The absolute number of CD4 lymphocytes was >500 cells/mm? in the fourth group.
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In HIV/AIDS patients the oro-labial damages induced by herpes simplex viruses (HSV-
land HSV-2) were revealed only in 5% of the cases. The most frequent was acute recurrent
herpes, in single cases the primarily developed infection was observed.

In the group of examined patients the sero-prevalence of antibodies anti HSC 1gG-I
developed against the | type herpes simplex virus made up 84%, while the sero-prevalence of
antibodies anti HSC 1gG-I1 developed against the 1l type herpes simplex virus made up 17%.

In 3% of the examined sero-negative patients the development of oral cavity ulcer
disease and anti HSV 1gG-I sero-conversion were registered, while the anti HSV IgG-1l was
observed only in 2 patients. In these latter patients the primary herpes ulcer disease was noted,
which was accompanied by several clinical features as distinguished from recurrent herpes
ulcers. In particular, the multiple foci of damages, primary herpes gingivitis and stomatitis,
significantly prolonged duration (3 weeks and more) and esophagus ulcer disease were observed.

After the analysis of obtained data, according to the absolute number of CD4
lymphocytes it was established that at the moment of diagnosis the patients with oro-labial
damages induced by herpes simplex viruses made up the I and Il groups, where the patients with
immunity deficiency were included. Also, during the research we discovered that in single cases
(3 cases) of HIV/AIDS patients the damages induced by herpes simplex were revealed at the
earlier stage not only AIDS, but also at the earlier stage of the disease, when the absolute number
of CD4 lymphocytes was >500 cells/mm?.

By means of data frequency analysis it has been established that more than one third of
damage cases induced by herpes simplex viruses was observed in the | group patients whose
absolute number of CD4 lymphocytes was <200 cells/mm? at the time of the registration.

For the establishment of statistically reliable correlation between the groups of oral
cavity herpes damages and CD4 lymphocytes Pearson Chi squared test was used. As a result of
the analysis the statistically reliable correlation between the absolute number of CD4
lymphocytes (<200 cellssmm®) and the manifestations of oral cavity induced by the herpes
simplex viruses have been established ([ (1)=8.19, P<0.05).

By the use of logistical regression model the statistically reliable (P<0.001) correlation
between the low indices of absolute number of CD4 lymphocytes and the frequency of
opportunistic infections development was revealed. In particular, it has been established that at
the moment of the registration in the patients whose absolute number of CD4 lymphocytes was
<200 cells/mm?®the chance of the development of oral cavity damages associated with the herpes
simplex viruses is 2.5 higher as compared to those patients, whose absolute number of CD4
lymphocytes was >200 cells/mm?® at the moment of diagnosis (OR=2.52, Cl 1.36-4.77).
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The connections of oral cavity mucosa damages induced by herpes simplex viruses with
age, gender and HIV transmission way were also studied in the patients with HIV/AIDS,
however, statistically reliable difference associated with herpes infection was not found in regard
the age, gender and HIV transmission way. This indicates that herpetic manifestations have more
significant connections with the condition of immune system, than with patient’s age, gender or
HIV transmission way.

Proceeding from the above-said it may be concluded that herpetic damages to oral
cavity mucosa appear to be AIDS indicatory condition and have a significant diagnostic value in
the earlier diagnosis of HIV infection, which allows us to take proper measures before the

development of more serious and reversible complications.

C anclisians

1. The research carried out has shown that the oro-labial damages, induced by herpes
simplex viruses can occur in any age and can be revealed both in women and men, may
be developed in immuno compromised and immuno competent persons, but the
frequency of disease development, the severity of the disease and the frequency of
complications depend largely on the immunological indices of the organism.

2. In the patients with HIV/AIDS the severity of damage, the frequency of relapses, the
complications and the duration induced by herpes simplex viruses are greater, the lower
is the absolute number of CD4 lymphocytes.

3. During deep immune suppression the absolute number of CD4 lymphocytes is <100
cells/mm?® and the combined damages are observed.

4. The persistent herpes infection appears to be a predictor of HIV/AIDS progress, while in
the patients subjected to antiretroviral therapy it correlates with suboptimal adherence to
the therapy, the increase of HIV viral loading, and the risk of HIV resistance
development.

5. The persistent herpes ulcers revealed clinically and confirmed by laboratory study appear
to be the indication to the HIV/AIDS testing in any adult person.

6. The manifestations of the oral cavity appear to be not only significant indicatory diseases
during HIV infection, but they are also important in terms that in already registered HIV
positive patients belonging to the I group and aged above 25, there is a high probability
for the development of various type damages to oral cavity mucosa, which the infectious
diseases physician should take into account and conduct the screening of oral cavity

manifestations for timely diagnosis and treatment.
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7. The study of sero-prevalence of | and Il types herpes simplex and the awareness of sero-
negative HIV-AIDS patients are necessary for the prevention of disease.

8. The reactivation on herpes simplex is revealed with oral cavity ulcer damages in sero-
positive HIV/AIDS patients and appears to be the reason for frequent morbidity. The use
of antiviral drugs (Acyclovir, Valacyclovir) is important not only for disease treatment,
but for the reduction of virus spread regarding public healthcare.

9. The various damages to oral cavity associated with HIV are developed in the majority of
AIDS patients and often remain without a diagnosis or the inadequate treatment is
prescribed. For this reason, at oral cavity damages associated with HIV/AIDS it is

necessary to conduct dental expertise for conducting adequate dental service.
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