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SIDE EFFECTS OF ANTIDEPRESSANTS ON ORAL HEALTH ACCORDING TO
QUESTIONNAIRES OF PATIENTS AND HEALTHCARE PROFESSIONALS

e-mail: Ifitsner@gmail.com

An anonymous survey was conducted of 31 visitors to pharmacies with prescriptions for antidepressants, 30 doctors who
prescribe antidepressants, 51 pharmacy employees and 40 dentists. Less than half of doctors who prescribe antidepressants,
pharmacists and only 12.9 % of patients were informed about the risk of adverse reactions from the oral cavity when using
antidepressants. Complaints about the presence of caries or dryness/ulcers on the oral mucosa were noted in the questionnaires of
26 (83.9 %) patients. According to the data of 82.5 % of dentists, patients came to them with complaints of dry mouth due to the
use of antidepressants. Therefore, among patients who use antidepressants, a high prevalence of caries and its complications, as
well as the development of periodontal diseases against the background of dry mouth, was found, which may be partly related to
the increase in the use of tricyclic antidepressants and the low awareness of patients and health care professionals about the
peculiarities undesirable effects of antidepressants on the oral cavity condition.

M.B. Xaiitopuny, I.I1. Ma3yp, 51.B. BoiitoBa, H.M. FOnaxoga, /I.B. Typuak,
O.A. Temiposa, J1.C. ITonsikoBa

BIIJIUB IOBIYHUX E®EKTIB AHTUIEIIPECAHTIB HA CTAH 310POB’s1
POTOBOI IOPOXHUHU 3A TAHUMU AHKETYBAHHS ITALIIEHTIB
TA ®AXIBIHIB OXOPOHMU 3/10POB’sA

Byno npoBeneHo aHOHIMHE aHKeTyBaHHs 31 BijBigyBauya amTek i3 peuentamu Ha antupenpecantd, 30 JikapiB, ski
MPU3HAYAIOTh aHTHAETIPpecaHTH, 51 anrevHoro nparyiBHuKa Ta 40 JikapiB-cTroMaTonoris. MeHIle oJI0BUHH JIIKapiB, sIKi IPU3HAYAIOTh
aHTHzenpecaHTH, apmarepTis i e 12,9 % narientiB Oynu noiHGOpMOBaHi PO PU3KMK BUHUKHEHHS HeOaKaHKUX pEakKLii 3 OOKy
POTOBOI TIOPOXXKHIHY NPH BXXHMBAHHI aHTHACHpecaHTiB. CKapru Ha HasABHICTH Kapiecy abo CyXOCTi/BHpPa30K Ha CIIH30Bill 00OIOHII
porta BiaMmiueHo y ankerax 26 (83,9 %) marienTis. 3a qanumu 82,5 % JtikapiB-CTOMATOIIOTIB, 0 HAX 3BEPTAINCH MAILIEHTH i3 CKAPraMu
Ha CyXICTb Yy poTi, Ha (poHI BXKUBAHHS aHTHAENpecaHTiB. OTXe, cepes Malli€HTIB, SKi BXUBAIOTh AaHTUJICTIPECAHTH, BISIBICHO BUCOKY
TMIOIIMPEHICTh Kapi€ecy Ta HOro yCKIIaJHEHb, a TAKOK PO3BUTOK XBOPOO IMapoIoHTa Ha POHI CyXOCTi POTOBOI TIOPOXKHUHH, III0 JACTKOBO
MO)ke OyTH TIOB’S[3aHO i3 3POCTAaHHSM BXKWBAHHS TPUIMKIIYHIX aHTHACIPECAHTIB 1 HU3BKOIO MOIH(OPMOBAHICTIO MAI[€HTIB Ta
(haxiBIIiB OXOPOHH 3I0POB’SI III0JI0 OCOOIMBOCTEH HeOaKaHMX €(EeKTIB AHTHCIPECAHTIB HA CTAH POTOBOI MOPOKHHUHL.

KuniouoBi ciioBa: TpuBora, aHTHICIPECAHTH, 3aXBOPIOBAHHS ITAPOIOHTY, KCEPOCTOMIS, (hapMarieBTH

The study is a fragment of the research project “To justify the scientific approach in improvement of the methods of
pharmaceutical care in case of socially significant diseases™, state registration No 0123U101928

War, natural disasters, and domestic violence are frequent causes of psychological injuries, and
even many years after them, the patient may develop post-traumatic stress disorder (PTSD) [12]. It is
known that medicinal products can have an undesirable side effect on the health of the oral cavity [2].

Patients with depression and PTSD have high rates of comorbidities and significantly worse oral
health than the general population [8]. In particular, patients with depression often consult a dentist because
of changes affecting the hard tissues of the tooth and soft tissues [10]. Caries [9] and periodontitis [7] are
more often noted in them.

To a certain extent, the connection between anxiety-depressive disorders and dental health
pathology is explained by the fact that depression is associated with the use of a large amount of
carbohydrates, lack of interest in proper oral hygiene [10], abuse of tobacco [1], alcohol and/or
psychostimulants [8], financial, geographic, and social barriers to access to oral health care.

However, impaired dental health can also be caused by the orofacial side effects of antidepressants
[8], which are first-line drugs for the treatment of depression and anxiety disorders. Thus, it has been proven
that fluoxetine provokes periodontitis [3], antidepressants from the group of selective serotonin reuptake
inhibitors (SSRIs) can cause bruxism [6, 11].

The purpose of the study was to establish the frequency and nature of adverse reactions from the
oral cavity in patients taking antidepressants.

Materials and methods. To study the frequency of side effects of the use of antidepressants, an
anonymous survey of visitors to pharmacies with prescriptions for antidepressants, doctors who prescribe
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antidepressants, pharmacy workers and dentists was conducted. Links to Google forms were sent to
respondents in an e-mail and freely available on social networks. The survey was conducted during
November 2022 — January 2023.

152 respondents took part in the survey (31 patients, 30 doctors who prescribe antidepressants, 51
pharmacy workers, 40 dentists). The results were evaluated by the frequency of responses (in percentages).

The questionnaires for health care professionals also specified the position, length of service, which
antidepressants were more often prescribed (in the questionnaire of doctors who prescribe antidepressants),
which antidepressants were more often dispensed (in the questionnaire for pharmacists), which changes in
the oral cavity were detected (in the questionnaire for dentists).

Among the interviewed patients, 16 (51.6 %) were women, 15 (48.4 %) were men. The majority
(74.2 %) of patients were young (25—44 years old), the rest — were middle-aged (45-60 years old).

Among the interviewed doctors who have experience in prescribing antidepressants, 6 doctors were
psychiatrists, 6 were pediatricians, 6 were neurologists, 6 were family doctors, and the rest were doctors of
various specialties (endocrinologists, therapists, etc.). Among them, only 1 (3.3 %) doctor had less than 2
years of work experience, 7 doctors (23.3 %) had experience from 2 to 7 years, the remaining 22 specialists
had more than 7 years of experience.

Among the surveyed pharmacy workers, 7 (13.7 %) were pharmacy managers, 26 (51.0 %) were
pharmacists, and 18 (35.3 %) were pharmacist assistants. 28 (54.9 %) pharmacy workers had work
experience from 3 to 6 years, 20 (39.2 %) — less than 3 years, the remaining 3 (5.9 %) — more than 7 years.

Among dentists, 9 (22.5 %) had less than 3 years of experience, 26 (31.5 %) had 3-6 years of
experience, and the remaining 5 (25 %) had more than 7 years of experience.

Statistical processing of the obtained data was carried out using the programs Microsoft Office
Excel 2016, IBM SPSS Statistics Base version 22.0.

Results of the study and their discussion. Among the patients, 16 (51.5%) are using
antidepressants for the first time, and the rest — repeatedly. An increase in the body weight against the
background of the use of antidepressants bothered 1 (3.2 %), insomnia — 7 (22.6 %), drowsiness and
weakness during the day — 2 (6.45 %), dizziness — 3 (9.68 %) patients (Fig. 1). However, 26 (83.9 %)
patients indicated the presence of caries or dryness/ulcers on the oral mucosa. 30 (96.8 %) respondents
answered that they did not use other medicines at the same time as antidepressants (Fig. 1).

Most respondents (87.1 %) answered

Insomnia 22.6% that the doctor warned them about specific
side effects of antidepressants, but only 4
Daziress 9.7% (12. 9 %) patients said that they were

informed about possible side effects from

Tremor K S the oral cavity when taking

Other complaints 45.0% antidepressants.
Drowsiness and weakness during the N . Am I.trlpty“ne is most often prescrlbed'
day 6.5% this was indicated by 17 doctors (56.7 %),
escitalopram is also often prescribed by 16
Fig. 1. Side effects in patients taking antidepressants (53_3 %) doctors, fluoxetine — by 12 (40 %)

doctors, paroxetine — by 10 (33.3 %)
doctors. 13 (43.3 %) doctors know about dry mouth as a side effect of antidepressants, 8 (26.7 %) doctors
recommend consulting a dentist before taking antidepressants.

Among pharmacy workers, 46 (90.2 %) testified that they were approached by visitors with
prescriptions for antidepressants. According to the data presented in Table 3, patients were more often
prescribed escitalopram (54.9 %), fluoxetine (11.8 %), amitriptyline (7.8 %), trazodone (5.9 %), paroxetine
(3.9 %) and doxepin (3.9 %), mirtazapine (2.0 %) (Table 1).

Table 1
The frequency of prescribing antidepressants according to a survey of pharmacy workers
Preparation Number of respondents %
Escitalopram 28 54.9
Fluoxetine 6 11.8
Amitriptyline 4 7.8
Trazodone 3 5.9
Doxepin 2 3.9
Paroxetine 2 3.9
Mirtazapine 1 2.0
Agomelatine 0 0
Clomipramine 0 0
They did not come across prescriptions for antidepressants 5 9.8
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Prescriptions were mostly written for young patients, as indicated by 30 (65.2 %) pharmacy
workers, while 15 (32.6 %) and 1 (2.2 %) of pharmacy workers 6 (11.8 %) pharmacy workers reported that
patients complained about side effects from the oral cavity (caries or dryness/ulcers in the oral mucosa)
against the background of taking antidepressants.

It should be noted that less than half (47.1 %) of pharmacy workers were informed about the oral
side effects of antidepressants.

Only 20 dentists (50 %) noted that during the collection of anamneses they necessarily ask patients
about the use of medicines, 14 (35.0 %) do this only when they are informed about the presence of a
concomitant disease in the patient.

Among dentists, 35 (86.7 %) noted that they know about the effect of antidepressants on the
condition of the oral cavity. 20 (50 %) noted caries or dryness/ulcers on the oral mucosa in patients taking
antidepressants; among them, 5 (25 %) indicated that patients were mostly men, and 15 (75 %) were
women; 10 (50 %) noted that the patients were mostly young (25-44 years old), 7 (35%) were middle-aged
(45-60 years old); the remaining 3 (15 %) are older (over 60).

According to the questionnaire for dentists, the main complaints of patients against the background
of taking antidepressants were dry mouth, which was indicated by 33 (82.5 %) dentists; accordingly, 28
(70.0 %) dentists noted the periodic appearance of ulcers on the mucous membrane of the oral cavity, the
appearance of new carious cavities and the progression of caries — 24 (60.0 %), bleeding and inflammation
of the gums — 21 (52.5 %) dentists.

It is emphasized that the features of the course of dental diseases were multiple caries, an acute
course of caries with a predominant localization in the cervical areas of the teeth against the background
of insufficient hygiene and dryness of the oral cavity. Unsatisfactory hygiene and chronic catarrhal
gingivitis in patients taking antidepressants were diagnosed by 25 (76 %) doctors.

Fig.2 shows the state of oral health of a 26-year-old man. From the anamnesis: for 10 months he
has been taking an antidepressant after experiencing stress. When prescribing the drug, the patient was not
warned by the doctor about the need for periodic examination by the dentist. Before the onset of acute pain,
he did not consult a dentist. During the last 6 months, he noted dry mouth, destruction of hard tooth tissues,
bleeding gums.

Fig. 3 shows the clinical status of the oral health of a 28-year-old man. From the anamnesis: during
the last 8 months, he has been using an antidepressant. Visits to the dentist have been postponed due to
moving from the eastern regions of Ukraine. During the last 6 months, he lost fillings in his chewing teeth,
the teeth were crumbling. The appearance of new carious cavities in the cervical regions. Complaints of
bleeding and swelling of the gums.

As you know, antidepressants
are divided into four groups:
tricyclic antidepressants; SSRISs;
atypical (heterocyclic second and
third generation) antidepressants
(including selective norepinephrine
reuptake inhibitors); monoamine
oxidase inhibitors.

Escitalopram and fluoxetine,
as well as the tricyclic

Yot antidepressant amitriptyline, are
Fig. 2. Clinical state of oral Fig. 3. Clinical status of oral health among the most popular drugs
health of a 26-year-old man. of a 28-year-old man.

from the group of antidepressants
that were dispensed in the pharmacy according to the survey of pharmacy workers. It should be noted that
these drugs are included in the TOP-3 retail sales of antidepressants in 2022 of the analytical market
research system “PharmXplorer” of the company “Proxima Research”. These three drugs are also among
the top five drugs with the highest sales in defined daily doses. It is important to note that amitriptyline
ranks 3rd in terms of consumption in defined daily doses.

The sale of drugs of the ATS classification group NO6AB has increased significantly, which is due
to an increase in the level of anxiety and depression against the background of the pandemic of the infection
of COVID-19 and a full-scale war (Fig. 4).

The ATC classification group NOBAA “Nonselective inhibitors of the reuptake of neuronal
monoamines” has been characterized by a stable sales volume in recent years. However, considering the
decrease in the number of the population due to migration in connection with military operations, the
consumption of antidepressants of this group per capita increased (compare: the volume of pharmacy sales
in natural terms in 2022 decreased by 21 %) (Table 2).
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Table 2
Medicinal products — leaders (TOP-5) of retail sales of ATS group NO6A (antidepressants)
in natural terms (packages) in Ukraine in 2022
Item number Name (INN) Quantity (packages) Defined daily doses
1 Escitalopram 515941 20333713
2 Amitriptyline 419145 6908817
3 Fluoxetine 232524 4622370
4 Sertraline 217713 6764669
5 Paroxetine 198287 7154616
1400 000,00 Multiple studies have shown
1 200 00000 that z_intldepressants cause
xerostomia [4, 10] by causing
T 10000000 saliv_ary gland hypofunction [5] or
é" 800 000,00 altering the dry mouth threshold, or
9 they may do both effects [4].
a, 600 000,00 .
E According to the results of our
= 400 000,00 study, 83.9 % of patients indicated
= 260/000,00 the presence of caries or
< dryness/ulcers on the oral mucosa
i — oo e pre w2 against the background of taking
Years antidepressants. These complaints
====N06AA "Nonselective inhibitors of the reuptake of neuronal monoamines" Correspond to the frequency of
NOGAB "Selective inhibitors of the reuptake of neuronal ines" clinical manifestations of oral
NOGA X Other antidepressants cavity pathology detected by
Fig. 4. Dynamics of the volume of sales in natural terms of medicinal products ~ dentists ~ in  patients  taking
of groups NOGAA, NO6AB and NO6AX in Ukraine (2018-2022) antidepressants: 82.5 % of doctors

noted complaints of dryness in the mouth, 70.0 % — periodic appearance of ulcers on the mucous membrane
of the oral cavity, 60.0 % — the appearance of new carious cavities and the progression of caries, 52.5 % —
bleeding and inflammation of the gums.

As is known, SSRIs (fluoxetine, paroxetine, sertraline, escitalopram) cause side effects much less
often (although nausea, nervousness, insomnia, headache, sexual dysfunction may be noted) compared to
tricyclic antidepressants, the latter can block histamine H1 receptors (this leads to sedation, weight gain),
muscarinic cholinergic receptors (causes dry mouth, impaired vision, delayed urination, etc.). It was
established that in patients who took tricyclic antidepressants, the rate of saliva secretion in the parotid
gland decreased by 58 %, and in patients who took SSRIs — by 32 %. Since saliva buffers organic acids
formed by dental plaque and promotes the remineralization of hard dental tissues, a decrease in the rate of
its secretion increases the risk of dental caries.

The high frequency of pathology of changes in the oral cavity revealed by us may reflect not only
undesirable reactions of antidepressants, but also the presence of a premorbid background and a violation
of the quality of care of the oral cavity in patients with depression. Severe changes in the oral cavity can
be caused by the action of some of the specified factors, as well as the influence of drugs that suppress the
activity of the salivary glands to a greater extent, and that important factor is the significant increase in the
sale of amitriptyline. Since almost all patients stated that they did not use other medicines at the same time
as antidepressants, it can be assumed that antidepressants were the trigger for the exacerbation of the
pathology of the oral cavity.

It is worrying that less than half of health care professionals and only 12.9 % of patients were
informed about the risk of adverse oral reactions when taking antidepressants, which indicates insufficient
attention of doctors to this pathology.

1. More than 80 % of patients taking antidepressants have significant oral health disorders,
including a high prevalence of caries and its complications, as well as the development of periodontal
disease against the background of dry mouth.

2. Less than 13 % of patients and less than half of healthcare professionals are informed about the
risk of adverse oral reactions when taking antidepressants.

3. Among the directions of further research is the establishment of the contribution of various
factors (premorbid background from the oral cavity, presence of anxiety-depressive disorders, changes in
eating behavior, dose and group of antidepressants, etc.) in the violation of dental health.

4. It is important to establish the role of pharmaceutical care in the prevention and correction of
periodontal diseases caused by antidepressants.
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COMPARATIVE ASSESSMENT OF QUALITY OF LIFE PARAMETERS IN RURAL
AND URBAN RESIDENTS WITH COMORBID HYPERTENSION

e-mail: mpchercun@gmail.com

The study highlights the results of acomparative analysis of the quality of life of 152 patients with hypertension and its combined
course with type 2 diabetes and coronary heart disease living in urban and rural areas. Quality of life parameters were determined using
the SF-36 questionnaire. It was found that the patient's quality of life worsens with increased comorbidity. A clinically significant
difference in the quality of life parameters depending on territorial affiliation was established. Thus, the level of quality of life in patients
from rural areas is mainly reduced due to the mental component, manifested by a decrease in an emotional state and a decrease in vital
activity, while in urban residents — due to the physical part of health, which led to the impossibility of performing everyday tasks.

Key words: hypertension, SF-36 questionnaire, comorbidity, mental component of health, physical component of health.

MLII. YepkyHn, LII. Katepenuyk

HOPIBHAJIBHA OINIHKA ITOKA3HUKIB AKOCTI ZKUTTA CIJIbCBKHUX I MICBKHUX
JKMTEJIB 3 KOMOPETHUM NEPEBITOM I'MEPTOHIYHOI XBOPOBU

VY naHiii cTaTTi BUCBIT/ICH] Pe3yJIbTaTH MOPIBHUILHOTO aHANI3Y SKOCTI )KHUTTs 152 MalieHTiB 3 rilnepToHIYHO XBOPOOOIO Ta Ti
MOEIHAHUM TIepediroM 3 LyKpOBHM [iabeToM 2 THITy Ta iIIEMIYHOK XBOPOOOIO CEpLl, LIO MPOXKUBAIOTH Y MICTi Ta B CLIBCBKIH
MicueBocTi. IlapamMeTpy SIKOCTI JKUTTS BH3HAYaIM 3a JIONOMOTOK ONUTYyBaIbHUKA SF-36. BHSBICHO, IO SIKICTh JKHUTTS XBOPUX
TIOTIPITy€eThCS 31 30UTBIIEHHSIM KOMOpOiaHOCTI. BCTaHOBIEHO, KIIHIYHO 3HAUMMY PI3HHILIO TIOKA3HUKIB SIKOCTI KUTTS B 3aJIE)KHOCTI BiJl
TEPUTOPIATBHOI MPHHANEKHOCTI. Tak, piBeHb SKOCTI KUTTS y MAIl€HTIB 3 CUIBCHKOI MICIIEBOCT] MEPEBAXKHO 3HIDKYETHCS 32 PaXyHOK
TICUXI9HOI0 KOMIIOHEHTY, IO TPOSBILUIICS 3HIDKCHHSM EMOIIMHOTO CTaHy, 3HIDKCHHSIM YKUATTEBOI aKTUBHOCTI, TOAI SIK Y MiCBKUX
SKHTEJIB — 32 PAXyHOK (Di3HTHOTO KOMIIOHEHTY 37J0POB’s, IO IIPU3BOMIO 10 HEMOXKIIMBOCTI BUKOHAHHS IIOBCSKACHHUX CIIPaB.

KurouoBi ci1oBa: rineproHiuHa xBopo0a, onutyBanbHUK SF-36, KOMOpPOiAHICTh, NMCHXiYHHMI KOMIIOHEHT 370pOB’S,
(1)' k

The study is a fragment of the research project ““Study of the assessment of the combined effect of cardiovascular risk
factors on the comorbid course of arterial hypertension, coronary heart disease and chronic kidney disease, features of prevention
and rehabilitation™, state registration No. 0119U102851.

According to the WHO, hypertension (HT) is the most important cause of mortality among chronic
non-infectious diseases worldwide. The number of patients with arterial hypertension in the world is
expected to increase by 15-20 % by 2025 and reach about 1 billion 560 thousand people [12]. According
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