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Depressive disorders are among the most widespread forms of mental pathology with significant medical and social consequences
and require adequate and timely medical assistance. It is known that algorithms are effective methods of optimizing the provision
of psychiatric care in order to prevent the development of therapy-resistant forms of mental pathology and reduce their treatment
costs, which is particularly relevant in the case of a primary depressive episode (PDE).

The aim of the work is to develop algorithms for rapid diagnosis and therapy of the PDE.

Materials and methods. During 2018-2021, 131 patients (49 men and 82 women) with the PDE who sought outpatient psychi-
atric help were clinically examined. All subjects were tested to determine the level of depressive disorder, according to the unified
clinical protocol of highly specialized medical care, according to the Hamilton Rating Scale for Depression, Hamilton Anxiety
Rating Scale, and the Clinical Global Impressions Scale. The clinical-ethological description consisted of three stages: at the first
stage, at a patients’ first visit, a general description within the framework of a clinical and psychopathological examinations; at
the second stage, the clinical-ethological characteristics of non-verbal behavior were studied; at the last, third stage, non-verbal
behavior was recoded into ethological elements according to A. A. Korobov’s glossary (1991). Statistical analysis was performed
using the Statistica 10 license package of application programs.

Results. An algorithm for the PDE diagnosis has been developed based upon four stages: the first one — the symptomatic state
diagnosis; the second — clinical-ethological analysis of depressive phenomenon signs and a neurophysiological electroenceph-
alographic (EEG) examination; the third — psycho-experimental examinations using appropriate tools; the fourth — structuring of
the obtained diagnostic data, diagnosis verification and development of therapeutic intervention tactics. A therapeutic algorithm
for the PDE treatment was also developed and proposed: at the first stage — use of existing antidepressants with proven clinical
effectiveness; at the second — switching from a drug in case of its ineffectiveness within 3—4 weeks to another drug with a different
mechanism of action; at the third — in case of the previous stage ineffectiveness, using a combination antidepressant therapy
(combining drugs of different groups); at the fourth — application of therapeutic schemes using diuretics, pathogenetic psycho-
therapy and electroconvulsive therapy.

Conclusions. The proposed diagnostic and treatment algorithms are reliable enough to detect and treat such a category as
the primary depressive episode. The effectiveness of personalized comprehensive diagnostic and treatment methods for these
conditions should be based on the principles of phasing, comprehensiveness, using integrated approaches, combining therapies
aimed at developing an adequate attitude to a disease state, mitigating the intensity of negative emotions, restoring internal and
external resources of patients.

AAropuTMHM AiarHOCTMKM Ta Tepanii NepBUHHOI0 AenpecUBHOrO eni3oay

B. A. Mipay6Huii, B. C. Makoin

[lenpecviBHi po3naan Hanexarb A0 HaMOLWMPEHiLLMX (hOPM NCUXIYHOT NATONOri 3 CyTTEBUMW MEAWKO-COLianbHUMM HacTigkamu,
noTpebytoTb afieKBaTHOI Ta CBOEYACHOI MeayyHOi Jonomoru. Binomo, Lo came anroputMu € eheKTUBHUMM METOLaMM ONTUMI3aLlii
HaZaHHs ncuxiaTpUyHoT AONOMory Ans 3anobiraHHs BUHVKHEHHIO PE3UCTEHTHIX 4O Tepanii (hOpM NCUXIYHOT NaTonorii Ta 3HWKEHHS!
BUTPAT Ha ix nikyBaHHs1. Lie ocobnueo akTyanbHO Ans BnepLue AiarHOCTOBaHUX LEMPECUBHUX NPOSIBIB.

MeTta po6oTu — po3pobrieHHs anropUTMIB LLBIAKOI AiarHOCTVKMW Ta Tepanii NepBUHHOIO AeNPECUBHOTO eni3osy.

Matepianu Ta metogu. Mpotarom 2018-2021 pp. kniHiyHO obcTexunm 131 xBoporo (49 4onoBikiB i 82 XiHKu) 3 NEPBUHHUM
[enpecuBHUM €ni30A0M, siKi 3BEpPHYNNCS 3a amBynaTopHOK NCUXiaTPUYHOK LOMOMOrok. Beim obeTexeHum 3giicHunm Tec-
TyBaHHS! ANl BUBHAYEHHS PiBHS AENPECUBHOIO po3nagy 3a YHichikoBaHWM KniHIYHUM NPOTOKOIOM BUCOKOCMELiani3oBaHoi
MeauYHOT AOMOMOrH, 3a rocniTarnbHOI0 LWKAroK TPUBOMM Ta Aenpecii FaminsToHa, WKarnot 3aranbHoro KNiHiYHOTO BPaKEHHS!
(CGI-S). Kniniko-eTonoriyHuii onuc nepegbayas Tpy eTanu: Ha NepLIOMy Mif Yac NepBUHHOTO 3BEPHEHHS 34iCHIOBANN
3aranbHUN ONMC y Mexax KIiHiKo-NcMxonaTonoriYHoro AOCHIMKEHHS; Ha APYroMy eTani BUBYanu KniHiko-eTONOrYHi xapak-
TEPUCTUKM HeBepOanbHOI NOBediHKM; Ha TPETbOMY 3AINCHIOBaNM nepekodyBaHHs HeBepbanbHOI NOBEAIHKM B €TONOrIYHI
enemeHTu 3rigHo 3 rnocapiem A. A. Kopobosa (1991). CtaTucTUUHWIA aHani3 3AiACHWUIN, 3aCTOCYBaBLUM MILIEHSIAHUIA NakeT
npuknagHux nporpam Statistica 10.

Pesynekratu. Po3pobrieHo anroputm AiarHoCTV KM NepBUHHONO AEenpecuBHOrO enisody, Lo nepegbadae YoTvpu etanu: nepLunii
— [jarHoCTVKa CUMNTOMATUYHOIO CTaHy; ApYrii — KNiHIKO-eTONOrYHUIA aHania 03HaK AenPecuBHOMO heHOMeEHY Ta Hermpodisio-
noriyHe EET-06CTEXEHHS; TPETIN — NCUXOEKCNepUMEHTaNbHE OCMIMKEHHS! 3 BUKOPUCTAHHSM BIAMOBILHOIO iHCTPYMEHTAPILO;
4eTBEePTUIA — CTPYKTYpU3aLlis JiarHOCTUYHNX JaHuX, Bepudikauis AiarHosy Ta po3pobneHHs TaKTUK/ TepaneBTUYHOTO BTPYYaHHS.

Po3pobunu Ta 3anponoHyBanu TepaneBTUYHUIA anropuTM iKyBaHHS NEPBUHHOIO JenpecvBHONO enisogy: Ha nepLioMy eTani —
NPU3HaYeHHs aHTUAEeNPECaHTIB i3 JOBEAEHOL KMiHIYHOK eDEKTUBHICTIO; Ha APYroMy — 3MiHa npenapary, KO BiH He ePeKTUBHWI
npoTAromM 3—4 TWXHIB, Ha Npenapar 3 iHWWM MexaHi3MOoM fii; Ha TPETLOMY, — y padi HeedheKTUBHOCTI MonepeaHLOro eTany, Tpebda
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npu3HayaTi kKoMBIHOBaHY Tepanito aHTUAEeNpecaHTaMm (NOeSHaHHS NpenapaTtiB Pi3HUX rpyn); Ha YETBEPTOMY — 3aCTOCOBYBaTH
CXEMM NiKyBaHHS, LU0 BKITOYAKTb AiypeTnyHi 3aco6u, NaToreHeTUYHy NeuxoTepanito Ta enekTpocyooMHY Tepanito.

BucHoBKM. 3anponoHOBaHi anropuTMy [iarHOCTUKKA Ta NiKyBaHHS QOBOMI HaZiMHI Nifg Yac BU3HAYEHHS Ta Tepanii NauieHTiB i3
NEPBUHHUM JenpecuBHAM eni3ofoM. EeKkTuBHICTb MeToay NepcoHichikoBaHOI KOMNMEKCHOT AiarHOCTUKK Ta Tepanii X CTaHiB
I'PYHTYETLCS HA MPUHLMNAX eTanHOCTi, KOMMIEKCHOCTI, BUKOPUCTaHHI iHTErpOBaHMX MiaXoaiB, NoeaHaHHi MeTogiB Tepanii, Lo
CcnpsiMoBaHa Ha (pOpMyBaHHs aleKBaTHOTO CTaBMNEHHs 10 XBOPOBNMBOTO CTaHy, NOM'SIKLLEHHS iIHTEHCUBHOCTI HETraTUBHUX EMOLN,

BiJJHOBMEHHS BHYTPILLHIX i 30BHILLHIX PECypCiB naLlieHTa.

Depressive disorders are among the most widespread forms
of mental pathology with significant medical and social con-
sequences that require adequate and timely medical care
[1,2,3]. According to modern concepts, prompt diagnosis
and prescribing therapy, which should be comprehensive
and include pharmaco- and psychotherapy, as well as
psychosocial measures, need to begin as early as possible
and take into account the main clinical symptoms to avoid
the risk of a disease chronic course, reduce the risk of
suicide, improve the quality of life and to prevent relapses
and exacerbations [4,5,6,7].

It is well known that algorithms are effective methods
of optimizing the provision of psychiatric care in order to
prevent the development of treatment-resistant depression
[8,9,10] and reduce its treatment costs [11]. At the same
time, it is necessary to notice that each variant of such an
algorithm must be evaluated on the basis of credibility or the
level of evidence on its effectiveness, as well as with regard
to the risk / effectiveness ratio, that is, not only the proven
effectiveness should be considered, but also the frequency
and severity of side effects, possible drug interactions and
an accordance with general practical expediency.

Diagnostic and treatment errors in the management
of depression lead to aggravation of the disease course,
increase the risk of suicide, form resistant to therapy con-
ditions and, finally, disability in patients.

Aim
Considering the above, the purpose of this study was to

develop algorithms for rapid diagnosis and therapy of a
primary depressive episode.

Materials and methods

Following the principles of bioethics, on the basis of informed
consent, 131 patients (49 men and 82 women) with the
primary depressive episode (PDE), who sought outpatient
psychiatric help, were clinically examined in 2018-2021.
The mean age of the examined patients at the time of
symptom onset was 32.4 + 3.5 years. The illness duration
in patients varied from one to three months (on average
1.9 £ 1.1 months). Diagnostic conclusions were made in
accordance with the criteria of ICD-10. At the time of exam-
inations, the patients did not receive drug therapy, had no
signs of psychotic disorders and signs of organic damage
to the central nervous system. All subjects were tested to
determine the level of depressive disorder according to the
unified clinical protocol of highly specialized medical care
approved by the order of the Ministry of Health of Ukraine
dated December 25, 2014 No. 1003, with the Hamilton
Rating Scale for Depression (HRSD), Hamilton Anxiety
Rating Scale (HARS), and The Clinical Global Impressions
Scale (CGI-S).
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The clinical-ethological description consisted of three
stages using the following methods: at the first stage, at a
patients’ first visit for medical help, a general description
within the framework of a clinical and psychopathological
examinations; at the second stage, the clinical and ethologi-
cal characteristics of non-verbal behavior (NB) were studied;
at the last, third stage, NB was recoded into ethological
elements according to A. A. Korobov’s glossary (1991).

Subsequently, after the completion of examinations and
procedures for formulating a clinical diagnosis according
to ICD-10, the distribution of patients into groups of endo-
genous and psychogenic origin was carried out, and the
results were processed.

Electroencephalography (EEG) was recorded on a
16-channel computer electroencephalograph “Neurokom
19”; 16 monopolar leads were used. The recording was
conducted in a state of rest with closed eyes. The average
duration of observation was 20 minutes. After removing
the artifacts using a specified diagnostic complex software,
spectral analysis of EEG signals and estimation of the ave-
rage EEG amplitude for each lead was done.

Statistical analysis was performed using the Statistica
10 license package of application programs.

Results

At the initial stage of the examination, the symptomatic
condition was diagnosed. For this, we used a generally ac-
cepted clinical-phenomenological method that allowed us
to find out the main directions of conducting psychopheno-
menological diagnostics and to form a picture reflecting
the pathodynamic aspect of the disease activity, the phase
of its development, the nature and expressiveness of
the basic disintegration, the presence of disontogenesis
signs, in the light of the study on social aspects of func-
tional diagnosis. It helped to reveal external conditions
of maladaptation caused by the meaningful environment
influence (family, professional environments, microsocial
groups, social institutions) — somato-biological prereg-
uisites for the formation of compensatory and adaptive
process violations.

At the second stage of the diagnostic process, clinical
and ethological analyses of the depressive phenomenon
signs and neurophysiological EEG examinations of the
neural activity parameters in PDE were carried out fol-
lowed by the formation of a preliminary identification of its
etiological aspect.

The third stage of the diagnostic process was based
on the application of a psycho-experimental analysis using
the HRSD, HARS, CGI-S and aimed at confirming the
data of the clinical-phenomenological approach to make
a diagnosis and determining the degree of PDE course
severity at the time of the examination for modeling further
therapeutic strategies.
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The presence of at least two of the three main criteria for a depressive episode (according to ICD-10) within 2 weeks

| |

No Yes |

| |

Clinical-phenomenological verification of the diagnosis in the specialized psychiatric care settings
(typical complaints, assessment of the somatic condition
and medical and social aspects of the development of maladaptation)

| |

Study on external clinical-
ethological signs of PDE

| !

Preliminary determination of the PDE etiology |

| |

PDE diagnostic signs of psychogenic origin | | PDE diagnostic signs of endogenous origin |

| |

Clinical-experimental examinations using the Hamilton Hospital
Anxiety and Depression Scale and the Clinical General Impression
Scale

| |

Detection of the degree of PDE severity and therapeutic tactics

| | !

Mild
Two basic criteria

Treatment by a family doctor,
consultation with a psychotherapist

Study on EEG signs of PDE

Clinical-experimental examinations using the Hamilton Hospital Anxiety
and Depression Scale and the Clinical General Impression Scale

Severe
All the main criteria according to ICD-10,
according to ICD-10 and/or 1-2 according to ICD-10 and 5 or more additional ones.
are supplementary and 2 additional ones The presence of suicidal ideas and/or psychomotor retardation

| | !

Outpatient treatment in a

Moderate
Two basic criteria

Treatment in the conditions Treatment in a psychiatric hospital

psychiatric or somatic facility

of a day psychiatric hospital

with constant monitoring

Fig. 1. Algorithm for diagnosis of a primary depressive episode.

At the fourth stage, the obtained diagnostic data struc-
turing, verification of the diagnosis and the development of
therapeutic intervention tactics were carried out (Fig. 7).

The diagnosis and initial evaluation of the depressive
syndrome, which also included a thorough somatic exam-
ination of patients, were conducted in the conditions of a
specialized psychiatric care facility. At the final stage of the
diagnostic algorithm, before the start of the therapy, an
individual treatment plan was drawn up taking into account
the sequence of different stages of therapy, clinical features
of the condition, the severity of manifestations and the risk
of suicide, patient compliance, the presence of concomitant
diseases and related therapies.

Treatment for mild PDE should usually be done on an
outpatient basis within the primary psychiatric or physical
care settings. Depending on the individual characteristics
and/or requests of patients, a prescription of antidepressants
was quite effective. In some cases, PDE of psychogenic
origin could be confined to the use of psychotherapeutic,
psychoeducational or social rehabilitation methods.

Treatment of patients with moderate PDE, depending
on the characteristics and social conditions, was usually

3anopisbkuin MeguuHuii xypHan. Tom 25, Ne 4(139), nuneHb — cepnenb 2023 p.

carried out in a day hospital or, in case of rapid deteriora-
tion, in a psychiatric hospital. When choosing treatment
tactics, it was mandatory to consider social factors, such
as a high risk of sudden changes in the status of patients
living alone, as well as a possible rising of suicidal ideation,
the treatment for such patients was preferable to apply in
hospital settings.

Treatment of patients with severe PDE was carried
out exclusively in inpatient department settings, some-
times, even without a consent of patients with suicidal
ideation, in accordance with the current legislation by a
court decision. Patients with a high suicidal risk required
particularly careful management and special psychological
correction. In the case of suicidal intent that persisted for a
long time and not amenable to medical correction, it was
necessary to consider the possibility of rapid electrocon-
vulsive therapy (ECT).

Based on the results of our study, the use of the
proposed diagnostic algorithm has allowed to optimize
the psychiatric examination in case of suspected PDE in
comparison with the classical clinical-phenomenological
approach which only assesses the mental state detecting
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Verification of the diagnosis

l

Prescribing SSRIs, TCAs or new generation drugs

Obtaining a clinical effect |

Insufficient clinical effect or resistance |

| Lack of clinical effect or individual intolerance

!

Continuation of therapy
for 3 months

Increasing the dose to the maximum.
Parenteral administration of TCA

Prescribing an antidepressant
with a different mechanism of action

|

Lack of clinical effect or individual intolerance

|

Search for additional comorbid psychiatric or somatic pathology, organic damage to the central nervous system,
a constantly acting stressogenic factor or violations of compliance

!

|

Carrying out measures to
correct the problem found

Determination of relative resistance to the prescribed therapy

l

| |

Addition of a2-receptor
antagonists
to the therapy

Addition of lithium drugs
to the therapy

Addition of atypical antipsychotics
with thymoanaleptic activity

Monotherapy with

o the therapy monoamine oxidase inhibitors

!

|

| !

If there is no effect: re-verification of the diagnosis, ruling out concomitant pathology, analysis of drug interactions

!

|

| !

Use of other medicines
to enhance the effect of
antidepressants

Immediate withdrawal

of MAOIs Use of psychotherapy ECT

!

Establishment of absolute resistance to therapy. Long-term courses of antidepressants using new drugs and their combinations |

Fig. 2. Algorithm for the treatment of a primary depressive episode.

signs sufficient for the developed syndrome diagnosis. Our
proposed multi-level diagnostic algorithm has increased
the accuracy of diagnosis by 36.4 % and has led to the
assumption about the causes of the disorder, assessment
of the condition severity level at the time of examinations
considering external and neurophysiological signs and
prediction of potential directions for therapy and psych-
oprophylaxis.

The treatment results of patients with the diagnosis of
PDE were catamnestically evaluated over the course of a
year, enabling us to develop and propose the therapeutic
algorithm for the treatment of PDE (Fig. 2) without psy-
chotic symptoms and syndromic features of depression.
It involved the consistent implementation of the following
strategies.

Atthe first stage, we used existing antidepressants with
proven clinical efficacy to initiate PDE therapy. However,
for the treatment of severe depression, it was advisable to
immediately choose a drug with a wide spectrum of neu-
rochemical mechanism of action (SNRIs, TCAs). For the
treatment of moderately expressed depression, preference
was given to SSRIs and other new generation antidepres-
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sants. If there was an effect within 3—4 weeks, the therapy
was continued until reaching a remission. In the absence
of dynamics or insufficient effect (the degree of symptom
reduction of less than 50 %), patients were switched to
the second course or stage of therapy: drug changes or
dose escalation to the maximum in cases of suspected
resistance, or partial administration of parenteral TCA. An
ineffective antidepressant was usually replaced by a drug
with a different action mechanism.

According to some literary sources [12], a small but
statistically significant advantage of using a drug replace-
ment with a different mechanism of action has been shown.
There is no more convincing evidence of such replacement
effectiveness compared with switching to another drug from
the same group.

Nevertheless, current definitions of therapeutic-re-
sistant depression assume the ineffectiveness (i. e., the
reduction of symptoms according to the Hamilton scale of
no more than 50 %) of two consecutive courses of adequate
monotherapy lasting an average of 3—4 weeks with phar-
macologically different antidepressants in terms of structure
and neurochemical action [13,14,15].

Zaporozhye medical journal. Volume 25. No. 4, July — August 2023



In case of insufficient clinical effect and the absence
of defined reasons for such ineffectiveness, including erro-
neous or incomplete diagnosis, non-compliance, comorbid
mental and somatic diseases and other factors, it was
necessary to treat this situation as a relative resistance and
proceed to the third stage including:

— therapy with a combination of antidepressants;

— combination antidepressant therapy with lithium or
triiodothyronine;

— combination therapy of antidepressants and antipsy-
chotics with a thymoanaleptic effect;

—a course of MAOI monotherapy.

At the same time, depending on the situation, any
option of therapy with a course duration of 3—4 weeks
could be chosen, but preference was given to agents with
proven effectiveness, good tolerability and possible drug
interactions, including those resulting from competitive
hepatic metabolism, that was also considered. The negative
aspects of such a strategy included an increased risk of drug
interactions, side effects, and higher costs.

In the case of the mentioned measures ineffectiveness,
there was a transition to the fourth stage, which also includ-
ed several options:

—application of unused combinations of the third stage;

— immediate withdrawal of the therapy with the use
of diuretics;

— addition of pathogenetic psychotherapy (cognitive-be-
havior therapy (CBT), suggestion, etc.);

— standardized course of ECT procedures.

The main point of this stage and the most powerful
method of overcoming therapeutic resistance was a course
of ECT in the form of monotherapy or alongside antide-
pressants use. The effectiveness of a 6-session course of
ECT (2 weeks, 3 sessions per week every other day) was
68 % and exceeded the effectiveness of all other options
for overcoming resistance in our study on the example of
11 patients.

Therefore, in our opinion, preference should be given
to ECT over other methods of this stage in the absence of
contraindications in order to counteract the further chronicity
of depression.

In case of ineffectiveness of all the planned stages, and
especially the course of ECT, absolute resistance should
have been considered proceeding to the fifth stage con-
sisting in long-term courses of previously not used antide-
pressants, new options for combined therapy, including the
combination of presynaptic reuptake inhibitors with MAQOIs.
Upon reaching the effect of overcoming resistance, it was
necessary to continue the selected therapy for at least 6
months in order to ensure a complete reduction of residual
symptoms and achieve a stable remission [16,17].

During the study result analysis, the most common di-
agnostic and medication errors in PDE have been identified:

— incorrect interpretation of mood disorder symptoms
as a diagnosis of PDE;

— prescription of antidepressants with stimulant effect as
the first course of therapy for PDE with anxiety syndrome;

— prescription of sedative antidepressants as the first
course of therapy for PDE with the presence of psychomotor
retardation;

— inadequate duration of antidepressant treatment
courses;
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— use of antidepressants at low or medium therapeutic
doses;

— untimely detection and/or lack of adequate therapy
for comorbid mental and somatic disorders;

— early withdrawal of effective therapy by a doctor or
patient due to insufficient compliance.

Discussion

It should be noted that the obtained results do not contradict
the conclusions of previous studies by national and foreign
scientists and once again confirm that the use of PDE
diagnostic algorithms are quite reliable in identifying and
treating such a category as “depressive episode” [1,3,7].
The step-by-step approach in the management of PDE
with a continuous assessment of its therapeutic resistance
degree is the most effective, which has been repeatedly
proven [2,13,15].

Using this approach formalizes the process of patient
management and makes therapy more available. The
PDE algorithm proposed in the framework of our study
corresponds to the current criteria of modern diagnostic
and therapeutic tools [16,17].

Prospects for further research are to create an inte-
grative system for diagnosis and treatment of PDE using
data from neurophysiological, clinical, ethological and
experimental-psychological components.

Conclusions

1. The proposed diagnostic and treatment algorithms
are reliable enough to detect and treat such a category as
the primary depressive episode.

2 .The effectiveness of personalized comprehensive di-
agnostic and treatment methods for these conditions should
be based on the principles of phasing, comprehensiveness,
using integrated approaches, combining therapies aimed
at developing an adequate attitude to a disease state, miti-
gating the intensity of negative emotions, restoring internal
and external resources of patients.
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