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CLINICAL, GENEALOGICAL AND PSYCHOGENIC FACTORS IN THE GENESIS
OF RECURRENT DEPRESSION
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The survey covers the influence of inheritance endogenous mental disorders mechanisms, and the study of the genetics
of depression. Significant risk factors for disease development are socio-economic and marital status (low social status correlates
with an increase in mental pathology, particularly depression, and lack of family affects a person's adaptive resources, is also a risk
factor in the formation of mental disorders). Numerous psychotraumatic factors are also extremely significant for the initiation of
any depression. Prospective studies have also confirmed the significance of chronic psychiatric trauma as predictors of recurrent
course of the disease. The authors have highlighted interpersonal relationship disorders preceding depression exacerbate the effects
of childhood trauma, contributing to the development of recurrent depression. In the absence of chronic stress in adults, the effect
of childhood mental trauma was not significant.
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KJITHIKO-T'EHEAJIOTTYHI TA IICUXOI'EHHI YMTHHUKHN
Y 'EHE3I PEKYPEHTHUX JIENIPECIA

VY craTTi po3MIIHYTO BIUIMB MEXaHI3MIB yCNaJKyBaHHS CHIOTCHHUX ICHUXIYHUX DPO3JIaJiB TAa BUBUCHHS T'CHETUKH
nernpecii. ComialbHO-eKOHOMIYHHMI cTaTyc Ta CIMEHHUI CTaH € CyTTEBUMH (DAaKTOpaMH PH3HMKY PO3BUTKY XBOPOOU (HU3BKHH
COIaJbHUN CTAaTyC KOPEIIOE 31 3pOCTaHHIM IICHXIYHOI IaToJIOTii, 30KpeMa JIeTpecii, a BiICyTHICTb ciM'T BIUIMBa€ Ha aTalNTHBHI
pecypcu JIIOAWHH, TaKOXK € (pakTopoM pHU3UKy B (POpMyBaHHI NCHXIYHMX PO3NaAiB). YHCIEHHI NCHXOTPaBMHUPYIOUN YHHHHUKA
TAaKOXK € HaJA3BHYAMHO 3HAYMMHUMH I iHimiamii Oyap—sikoi nmempecii. IIpoCreKTHBHI MOCHTIIKEHHS TAKOXK MiATBEPIHIN
3HAYUMICTh XPOHIYHUX HCUXIYHUX TPABM Y SIKOCTi MPEIUKTOPIB PEKypEHTHOTO Mepediry 3aXBOpIOBaHHs. ABTOPH MMOKAa3alH, LI0
po3aan MiXKOCOOMCTICHUX BiJHOCHH, HiICHIIOIOTH €PEKT NCHXIYHUX TPaBM, MEPCHECEHHX B AUTHHCTBI, CHPHUSIOYH PO3BUTKY
MOBTOPHUX Aenpeciii. [Ipu BiCyTHOCTI XPOHIYHOTO CTpecy Yy JOpocianX eeKT IUTAUNX NCUXIYHUX TPaBM HE OyB CYTTEBHM.

KorodoBi cioBa: nenpecist, ICHXOTeHHI YHHHUKH, CIIAJKOBICTh, COIIAIGHUN CTAaTyC, AUCTPEC

The study is a fragment of the research project “Complex analysis of clinical-genealogical and pathopsychological
features of patients with recurrent disorders”, state registration No. 0120U100031.

The health and social status are the consequences for a wide range of clinical and social aspects
and include a chronic course, relapses, reduced quality of life and degree of patient’s adaptation,
deterioration of professional and general functional capacity, accompanied by the job loss and social
assistance, and family breakdown. Between 15 % and 30 % of depression’ cases are characterized by a
long and chronic course, with periods of relapse and remission [5, 6, 8].

The attention among scholars has long been focused on the mechanisms of inheritance of
endogenous mental disorders, but the study of the genetics of depression has only recently started. In recent
years, a number of new findings have been identified in the development of depressive disorders, and many
patterns remain poorly defined, such as those concerning the mutual genetic and environmental factors
influences [1, 9].

Depression breeds genetically, but there are many environmental and lifestyle factors that increase
the risk of the disorder developing.

Significant risk factors for the disease development are socioeconomic and marital status (low
social status correlates with increased mental pathology, particularly depression, and lack of family affects
a person's adaptive resources are the risk factors in the formation of mental disorders). Numerous
psychotraumatic factors are also extremely significant for any depression initiation. Prospective studies
have also confirmed the significance of chronic psychological trauma as predictors of recurrent course of
the disease. They demonstrated that impaired interpersonal relationships preceding major depression
exacerbate the effects of childhood trauma, contributing to the development of recurrent depression. In the
absence of chronic stress in adults, the effects of childhood mental trauma were not significant. Stress
sensitization is the tendency to develop recurrent depression in response to psychotraumatic factors; it is
considered specific to patients who have experienced childhood psychiatric trauma [5].
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In recent years, there has been a fair amount of research into the genetic and environmental
determinants of depressive disorders. The findings support the thesis that depression has a complex,
multi-factorial nature.

Multiple genes may be involved in pathogenesis, affecting different neurobiological mechanisms
that determine the predisposition to develop the disease. However, none of the possible candidate genes in
repeated studies have shown a strong correlation to the depressive disorders formation and alone they
contribute minimal to the overall etiological structure of mental disorders. The depressive phenotype is
shaped by individual environmental factors and, in combination with genetic variability, leads to clinical
heterogeneity [1, 6].

The clinical heterogeneity of depressive disorders is closely related to the genetic make-up that
shapes the propensity to develop the disease and contributes to its manifestation under different
environmental influences [2, 9].

The purpose of the study was to determine the influence of hereditary and psychogenic factors in
the genesis of the recurrent depressive disorders.

Material and methods. The total of 154 persons were examined in common, while 108 patients
among them had recurrent depression, (main group) and underwent stationary treatment in the
Department of Borderline Psychiatry of SI “Institute of Neurology, Psychiatry and Narcology of the
NAMS of Ukraine” (the diagnosis was made including criteria IDC-10, (F 3.0-F 33.2). 46 persons were
representatives of the general population, without mental disorders and constituted the comparison
group. There was also studied medicinal information on 394 patients’ relatives and 314 persons’ relatives
that were included into the studied comparison group to investigate psychoneurological disorders and
somatically developed diseases accumulation in families that are the basis in determination in the
inclination to inherit this pathology.

To achieve the purpose and to implement the objectives of this study, we used the following
methods: clinical, psychopathological, genealogical, psychodiagnostic evaluation and statistical methods
of mathematical processing of the results.

The clinical-psychopathological method included analysis of complaints, medical history, life
history, analysis of traumatic factors and assessment of the mental condition of patients. Genealogical
research included the family tree method, taking into account the presence of mental disorders and
concomitant somatic diseases of the proband's relatives. Each proband was informed on the purpose of
the study and has given written informational consent to partcipate in the survey. According to the results
of the study, a family tree was compiled for each proband. During the clinical and genealogical method,
the family trees of each proband from I to IV degree of kinship and to a depth of three generation were
studied [8].

While taking clinical-genealogical method there were studied each proband’s tree from I to IV
relative’s level on the depth of three generation.

The sense of making clinical-genealogical research was in the following:

1) The collection of medicinal documentation with information on close relatives probands’ health;

2) Making up the family tree of issued children;

3) Family tree analysis.

Psychodiagnostic evaluation included the scale of psychological stress (Lemyr—Tessier—Fillion
(PSM-25). Scale is used for actual stress parameters and its phenomenological structure measurement.
While processing scale data, the integral parameter of psychic tension is determined (NPS), that is
evaluated by the following standards: (NPS more than 125 points — high level of stress, 124—100 points —
average level of stress, less than 100 points — low level of stress [3].

The results of the study were mathematically processed in “Statistica” software for Windows. Their
statistical significance was analyzed using the Student’s t-test. Spearman's rank correlation coefficient was
used to highlight the linear relationship between the values. Statistical significance was assessed at the level
p=<0.05 (significance level not less than 95 %). Calculations of confidence interval were done by Wald's
method in Agresti— Coull correction; calculations were done with online calculator. Particle comparison
was performed using statistical criterion F. Statistical calculations and plotting were performed in Excel
and Statistica 8.0. [1].

Results of the study and their discussion. According to our results, 74.07 % of the examined
were women and 25.93% were men. The mean age of the main group was 46.79 years (52.25 years for
women and 41.32 years for men). In the comparison group, the mean age was 43.2 years (46.8 years for
women and 42.6 years for men).
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Most of those surveyed in the main group had higher and specialized secondary education (47.22 %
(51/108) and 33.33 % (36/108), respectively). The comparison group had higher and incomplete higher
education (65.72 % (30/46) and 17.39 % (8/46), respectively.

By social status, the majority of those surveyed in the main group were unemployed (52.78 %
(57/108)), while in the comparison group more were employed — 65.21 % (30/46). According to marital
status, married persons prevailed in both groups (62.96 % (68/108) and 54.44 % (25/46) respectively),
there were significantly fewer unmarried persons (14.81 % (16/108) and 19.56 % (9/46) respectively),
p=0.05. Widows (widowers) in the main group were 11.11 % (12/108), divorced — 11.11 % (12/108), in
the comparison group — 8.69 % (4/46) and 17.39 % (8/46) respectively.

When studying the factors of psychic traumatization, in the genesis of depressive disorders, it was
found that 52.78 % (57/108) of examined patients associated the development of a primary depressive
episode directly to the influence of psychogenic factors. With the course of the disease, the number of those
who cited psychic traumatization factors as provoking factors for the current episode was 42.59 % (46/108)
of those surveyed. However, it should be noted that the majority of those in this group were over 50 years
of age (88.89 % (96/108)) and had between 3 and 5 depressive episodes in their medical history (78.70 %
(85/108)). Some differences were also observed in the very structure of psychiatric trauma factors at the
onset compared to the current episode.

In the structure of psychiatric traumatization factors identified in the examined patients during the
primary episode, social-psychological factors prevailed — 31.58% (34/108). So, such factors as “uncertainty
about the future” (fear of worsening socio-economic situation in the future/changes in living conditions in
general, media information). Socio-economic factor was — 24.07% (26/108) (in particular,
worsening/dissatisfaction with the material and domestic situation, deterioration/loss of social status)
factors (p=0.05). At the same time, in the current episode the number of people who mentioned social-
psychological factors as a cause of the disease increased, and was 59.25 % (64/108) of cases. At the same
time, the components of this group of psychogenic factors changed somewhat and included both “insecurity
about the future” and the experience of loneliness, in particular due to the loss of a loved one or separation
from loved ones (8.33 % (9/108)). Health-related factors, mostly self-reported (13.89 % (15/108) of the
cases), also accounted for a significant proportion. In the comparison group, there was also a preponderance
of social-psychological —2.41 % (35/108) and family/personal relationship factors of psychological trauma
—21.29 % (23/108).

One of the purposes of the study was to investigate, in patients with recurrent depressive disorder
and individuals in the general population (without mental disorders), the degree of heritable burdening with
depression, alcohol dependence, auto-aggression, somatic pathology (cardiovascular (CVD), cerebral
(CNS), endocrine, gastrointestinal (GI), respiratory and oncological).

To accomplish the task, clinical and genealogical study was performed, during which medical
information was collected and processed for 394 relatives, 195 of whom were maternal relatives, 185 were
paternal relatives, and in 14 cases were siblings. As a comparative analysis, information on 314 relatives
of persons in the comparison group was processed, of whom 167 were maternal relatives, 136 were paternal
relatives, and in 11 cases were siblings.

The familial accumulation of psychiatric and somatic disorders in the families of patients in the
main group was investigated by comparing the percentages of pathology in the family tree of the patients
and in the family tree of the comparison group. All members of the family trees and separately male and
female relatives were included in the comparison.

The family trees of the probands were analyzed for the presence of relatives with mental disorders
and somatic diseases. Percentages of relatives of probands—patients in the main group with different types
of disorders compared with the corresponding percentages of probands in the comparison group.

The results are presented in table 1.

There was a statistically significant predominance of persons with mental disorders among the
relatives of patients in the main group compared to those in the comparison group. The percentage of
individuals under psychiatric observation (18 %, CI: 14.5-22.1) was 15 times higher than in the comparison
group (p=0.0001), those with depression (33 %, CI: 28.5-37.8) was 7.3 times higher (p=0.0001), suicides
(7.9 %, CI: 5.6-11.0) was 4.2 times higher (p=0.05), and alcohol dependence (25.6 %, CI: 21.6-30.2) was
1.8 times higher (p=0.0001).

Genealogical analysis showed a significant family accumulation of mental disorders in the family
trees of patients with recurrent depression, evidence of a genetic component in the occurrence of this
disease’s clinical forms. The severity of recurrent depression manifestations in patients (main group) in
general is not determined by the percentage of relatives with mental disorders, but the tendency to increase
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the severity of recurrent depression with increasing number of suicides in the family tree was revealed. On
the other hand, the opposite result was observed with somatic diseases. The percentage of relatives with
coronary heart disease (CHD), hypertension (HT), diseases of the CVD, CNS, and GI, as well as cancer
and allergic diseases was higher in the family trees of the comparison group (p=0.05) than among relatives
of patients.

Table 1
Frequency of relatives with mental and somatic disorders
Comparison group, n=314 Main group, n=394 P
Disorder
N % DI N % DI

Observation at the psychiatrist 8 2.5 1.2-5.0 71 18.0 14.5-22.1 0.0001
Depression 14 4.5 2.6-74 130 33.0 28.5-37.8 0.0001
Suicidal behavior 6 1.9 0.8-4.2 31 7.9 5.6-11.0 0.05

Alcohol addiction 45 14.3 10.9-18.7 101 25.6 21.6-30.2 0.0001
Drug addiction 3 1.0 0.2-2.9 6 1.5 0.6-3.4 0.5090
Mental retardation 17 54 3.4-8.6 16 4.1 2.5-6.5 0.3974
CHD 104 33.1 28.1-38.5 68 17.3 13.8-21.3 0.0001
HD 93 29.6 24.8-349 76 19.3 15.7-23.5 0.0001
CS 56 17.8 14.0-22.5 48 12.2 9.3-15.8 0.0001
CNS 57 18.2 14.3-22.8 56 14.2 11.1-18.0 0.0001
Bronchial asthma 20 6.4 4.1-9.7 21 53 3.5-8.1 0.5563
Pulmonary system diseas 5 1.6 0.6-3.8 9 2.3 1.1-44 0.5122
Allergies 41 13.1 9.8-17.3 15 3.8 2.3-6.2 0.0001
Oncological pathology 55 17.5 13.7-22.1 35 8.9 6.4-12.1 0.0001
Diabetes 21 6.7 4.4-10.1 26 6.6 4.5-9.5 0.9619
Thyroid gland disease 25 8.0 54-11.5 40 10.2 7.5-13.6 0.3164
GI tract 65 20.7 16.6-25.5 50 12.7 9.7-16.4 0.0001
Gynecological pathology 37 222 8.6-15.9 27 13.8 4.7-9.8 0.3975

Note: n — number of people in the group, N — number of people with the study, p—significance level, CI — 95 % confidence
interval. The difference between the percentages in the control group and the patient group was assessed using F criterion. The difference
is statistically significant, p=0.05.

Due to the data of Lemyr—Tessier—Fillion Scale of psychological stress (PSM-25), there were
shown such level of neuro-psychic tension parameters of patients suffered from recurrent depression, that
were 137.15£11.26 points, which indicated a high level of psychological stress. While in the comparison
group, the level of neuropsychological tension was significantly lower and was 82.74£10.12 points
(p=0.001), which corresponded to a low stress level with normal gradations and indicated their adaptability
to daily stress.

Manifestations of stress in patients with recurrent depression (main group) included changes in all
levels of mental functioning: emotional, cognitive, motivational, behavioral and somatic, and in their
totality defined the presence of mental discomfort and state of maladjustment. The most prominent
manifestations of stress in patients with recurrent depression were: disturbances in the emotional sphere in
the form of low mood and irritability; in the motivational and behavioral sphere in the form of lethargy,
apathy, increased fatigue, feeling of loss of control, disorganization and reduced capacity for work;
disturbances of somatic state and physiological functions: sleep disorders, appetite, disorders of sexual
function, pain symptoms — that formed the clinical picture of a depressive disorder.

The distribution of the examined patients according to the level of psychological distress according
to normative gradations are presented in fig. 1.

As we can see from the following figure, there was no great difference on the psychological stress
level among the comparison group. But for the patients suffering from the recurrent depression their
stronger indicators of medium and high level prevailed. Patients were mostly defined with medium
(54.63+3.44 %) and high levels of psychological stress (43.52+3.06 %). Amount of persons with low stress
levels among depressed patients were 1.85+0.17 %. While those in the comparison group also determined
as having predominantly moderate (50+8.86 %) and low (45.65+4.48 %) levels of psychological distress,
and high levels were recorded in only 4.35+£0.94 %.
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0 The prevalence of high levels
% 54.63 ical di
60.00 : 50.00 of psychological distress among
’ 45.65 depressed individuals was
50,00 statistically ~confirmed at the
40,00 p=0.0001 level, DC=-11.42,
MI=1.36. Whereas the comparison
3000 group was significantly dominated
20,00 435 by those with low levels of
10,00 ; psychological distress, p=0.0001,
- DC=11.82, MI=2.40. The high
’ Wil Eroup ST —— level of psychological distress in

patients with recurrent depression
®Low ®=Middle =High determined the presence of
Fig. 1. Distribution of the examined persons according to the level of emotional, somatic, behavioral and
psychological stress (according to the Lemyr—Tessier—Fillion psychological stress Cognitive equiva]ents of psycho-
scale (PSM — 25)) * — significant differences between comparison groups logical distress, which correlated
with the manifestations of depressive symptoms, and reflected general maladaptation, emotional and
behavioral conformity to the depressive type. The results obtained suggest that neuropsychological
instability parameters may serve as prognostic markers of depression, in particular, a high level of NPS is
an informative marker of the presence, and a low level — of the absence of a depressive disorder.

To define diagnostic value and informativeness of the allocated signs and possibility of their use
as markers of depressive disorders, the procedure of the sequential statistical analysis by A. Wald in
updating by E.V. Gubler has been applied. Diagnostic coefficients (DC) and normativity measures (MI)
for the selected features were calculated according to the results of frequency analysis.

The obtained results are given in table 2, where only statistically significant attributes are available,
whose frequencies of representation in the groups of examinees differed significantly (p=0.05).

Hereditable, socio-demographical and socio-psychological recurrent e
depressive disorders’ markers

Parameter gf;ilg COI;I; alfli)son P DC MI
Genetic factors:
Proband’s relative’s observation at the 18 2.5 0.0001 -5.78 1.40
psychiatrist
Depression 33.0 4.5 0.0001 -8.69 1.24
Suicidal behavior 7.9 1.9 0.0004 -6.15 0.18
Alcohol addiction 25.6 14.3 0.0002 -2.53 0.14
CHD 17.3 33.1 0.0000 2.83 0.22
HD 19.3 29.6 0.001 1.86 0.10
CS 12.2 17.8 0.03 1.66 0.05
CNS 14.2 18.2 0.01 1.06 0.02
Allergic disease 3.8 13.1 0.001 5.35 0.25
Oncological pathology 8.9 17.5 0.0006 2.95 0.13
GI tract 12.7 20.7 0.004 2.13 0.09
Sociodemographic factors
high/incomplete higher education 337 82.61 0.0005 1.87 0.27
Secondary/special secondary education 46.29 16.89 0.0003 425 0.61
Sociopsychological factors (stress load)
Psychotraumas of sociopsychological nature 50.00 36.96 0.047 -1.31 0.09
High level of psychological distress (NPS) 43.52 4.35 0.0001 -11.42 1.36
Low level of psychological distress (NPS) 1.85 45.65 0.0001 11.82 2.40
High level of stress 30.56 15.22 0.02 -3.03 0.23
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The marker diagnostic features of recurrent depressive disorders were hereditary associations with
psychopathology, in particular “seeing a psychiatrist in the proband's family” (DC=-5.78, MI=1.40),
depression (DC=-8.69, MI=1.24), suicidal ideation (DC=-6.15, MI=0.18), and alcohol dependence (DC=—
2.53, MI=0.18). Suicidal behavior (DC=—6.15, M1=0.18) and alcohol dependence (DC=-2.53, MI=0.14);
thyroid pathology (DC=-2.32, MI=1.01) and diabetes (DC=-5.1, MI=0.92) low education level (in
particular having a secondary or secondary special education (DC=—4.25, MI=0.61)) high level of
psychological distress (DC=-11.42, MI=1.36), high level of stressful events during the last year (DC=—
3.03, M1=0.23).

Anti-risk markers for the formation of depression were defined as: being burdened with somatic
pathology (specifically, allergic diseases (DC=5.35, MI1=0.25), CHD (DC=2.83, MI=0.22), cancer
pathology (DC=2.95, MI=0.13), GB (DC=1.86, MI=0.10), GI (DC=2.13, MI=0.09) and CNS (DC=1.06,
MI=0.02)) tertiary or incomplete higher education (DC=3.71, MI=0.19) adaptability to daily normal
activities (DC=11.82, MI=2.40).

Thus, the results of a comprehensive analysis using clinical and genealogical, sociodemographic,
and social psychological methods confirm the multifactorial genesis of depressive disorders as in different
recent studies [6, 9]. Our results sequenced with [6, 8], which perform data on possible influence of
hereditary, social, environmental factors and pathopsychological individual’s peculiarities. Thus, a
substantial family accumulation of psychiatric disorders in the family trees of patients with recurrent
depression: the percentage of those under observation by a psychiatrist, those with depression, suicides,
and alcohol dependence is evidence of an important genetic component in the occurrence of clinical forms
[2, 4]. As a sociodemographic factor, low educational attainment was diagnostically significant in the
genesis of depression. Also, the data obtained on the greater number of unemployed among patients with
depressive disorder and the identified socio-psychological factors, high levels of psychological stress and
high levels of stressful events, may indicate social maladjustment of this category of persons, which is
consistent with scientific sources [2, 7].

D0 K98

This clinical-genealogical research has given an opportunity to determine that the accumulation of
psychic disorders in patients’ with recurrent depression family tree indicates the important role of inherit
and family factors in clinical forms of this disorder combining with social and environmental factors (social
and demographic factors, factors of psychic trauma) and socio-psychological factors (peculiarities in
perception of important life events that is a high level of psychological distress).
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