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Summary 

The study revealed that the main causes of partial or non-compliance in patients with 

treatment resistance depression (TRD) at the beginning of therapy are the side effects of 

medications, as well as a significant reduction in self-esteem of patients. In period of discharge 

from hospital major factor for the lack of compliance is a low level of knowledge about factors and 

mechanisms of TRD and lowered financial opportunity for ensuring required maintenance therapy. 

The cooperation between doctor and patient, so-called "therapeutic alliance" is one of the most 

important aspects of treatment effectiveness in TRD. 
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Резюме 

Дослідження показало, що основними причинами часткового або відсутнього 

комплаєнсу у хворих з терапевтично резистентними депресіями (ТРД) на початку терапії є 
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побічні ефекти лікарських препаратів, а також значне зниження самооцінки пацієнтів. У 

період виписки зі стаціонару основними факторами дефіциту комплаєнсу є низький рівень 

знань про фактори розвитку і механізми TРД і знижена фінансова спроможність пацієнтів 

для забезпечення необхідної підтримуючої терапії. Співпраця між лікарем і пацієнтом, так 

званий "терапевтичний альянс", є одним з найбільш важливих аспектів ефективності 

лікування хворих, які страждають на ТРД. 

 

Ключові слова: комплаєнс, терапевтично резистентні депресії, лікування, 

ремісія. 

 

Резюме 

ПРОБЛЕМА КОМПЛАЕНСА У БОЛЬНЫХ ТЕРАПЕВТИЧЕСКИ 

РЕЗИСТЕНТНЫМИ ДЕПРЕССИЯМИ. Исследование показало, что основными причинами 

частичного или отсутствующего комплаенса у больных терапевтически резистентными 

депрессиями (ТРД) в начале терапии являются побочные эффекты лекарственных 

препаратов, а также значительное снижение самооценки пациентов. В период выписки из 

стационара основными факторами дефицита комплаенса является низкий уровень знаний о 

факторах развития и механизмы ТРД и низкая финансовая способность пациентов для 

обеспечения необходимой поддерживающей терапии. Сотрудничество между врачом и 

пациентом, так называемый "терапевтический альянс", является одним из наиболее важных 

аспектов эффективности лечения больных, страдающих ТРД. 

 

Ключевые слова: комплаенс, терапевтически резистентные депрессии, лечение, 

ремиссия. 

 

 

 

 

 

Analysis 

According to research by many authors, despite the large number of modern antidepressants 

and significant progress in understanding the biological mechanisms of depression, the problem of 

treatment resistant states observed an average of 30-60% of patients with depressive disorders [1, 4, 

11]. By current generally criteria, depression is resistant if during two consecutive courses (3-4 

weeks) of monotherapy by pharmacologically different drugs in adequate dosage there is a lack or 



113 

insufficiency of clinical efficacy (reduction of symptoms by the Hamilton scale is less than 50%) 

[10, 14]. Modern scientific data evidence that 60-70% of patients with depressive disorders remain 

residual symptoms after treatment and not observed effect are in 5-10% of patients [24]. Growth of 

treatment resistant states in the course of depressive disorders is a significant social and economic 

problem, because the increase of treatment cost in depression is mainly due to the fact of treatment 

resistant depressions (TRD) [2, 3, 6, 13, 17]. The effectiveness in treatment of depressive disorders 

is means reduction of psychopathological symptoms and, most importantly, maintaining a person 

social active role in society, despite the quality of remission [5,12,18,20]. The success of the 

treatment of TRD depends on many factors. A key element is to achieve compliance 

[5,7,8,9,22,23].  

Compliance (Patient compliance), or adherence to treatment - degree of correspondence 

between the behavior of the patient and recommendations received from the doctor [15,16]. In the 

systematic review cited data that in depressive disorders patients’ compliance is in an average of 

65%. Moreover, characterized by the fact that possibility for violation of compliance is increases 

with the duration of treatment, that is, the longer course of therapy contributes to breaking regime 

of drug intake, dosage changing or complete rejection from therapy motivating by low efficiency 

[6,8,16,19]. 

Assessment of compliance is difficult and approximate task. In studies using microelectronic 

monitoring showed that only 1/6 of the population of chronically ill patients is exactly followed the 

recommendations, although all patients are assure the doctor that they adhere to treatment [3,12,15]. 

In another study, in which 67.5% of patients claimed that they are taking all doses, it was found by 

counting pills that only 10.3% did not skip medications [19,23]. It was given evidence that among 

patients with a primary episode of depression and signs of resistance, who are not taking 

recommended treatment, the risk of exacerbation is grew in 8 times. During the year after 

hospitalization 43% of recurrences are the result of partial compliance. In cases of absolute non-

compliance a recurrence observed in 70% of patients [20,21]. An important aspect of non-

compliance is that patients and their family members usually are not ready for long-term treatment 

because they consider that long-term maintenance therapy in the background of improving mental 

condition is unreasonable. Patients interesting in treatment of TRD also depends on the 

pharmaceutical form, the amount of drugs for one medication intake, frequency rate reception, 

complexity of regimen, its duration and others. According to the scientific data fully perform all 

prescription 34% of patients, partially - 33%, does not fulfill the prescriptions 33% of patients 

[3,5,7]. Positive compliance in single medication taking for a day achieved in 79.6% of cases, twice 

- in 68%, with three times - in 37.7% of cases [1,12,15]. There are many ways to determine 

compliance: assessment of reappointment (although reappointments are only the first step in the 
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procedure of taking drugs), counting tablets (which include elements of molestation that leads to 

unreliable method), use of multiple sources from case history that often leads to opposite results; 

determine the level of chemical substance in the blood serum, which also can not be considered 

significant as it shows only the most recent activity of the drug [7,8,9,15]. Despite the importance 

of determining the presence or absence of compliance in patients, a leading place of research 

occupy studies which aimed on identifying the causes of treatment regime infraction. 

Methods 

Our research work was conducted to identify the causes of partial compliance or non-

compliance achieve in patients with TRD. The study of this issue was conducted using anonymous 

survey based on a specially designed questionnaire. This questionnaire consisted of 13 questions: to 

each question was given several variants of answers, and was assigned a special column with the 

ability to write own version. Also the point at which patients noted their comments and suggestions 

regarding of the treatment course, its effectiveness and tolerability was envisaged in the 

questionnaire. Survey of patients with TRD and evaluate of received data was conducted twice: the 

first week of hospitalization (first stage) and the stage of remission with preparation for discharge 

from hospital (second stage). Patients with TRD who was involved to the study on the basis of their 

written inform consent underwent inpatient treatment in a communal institution "Lviv Regional 

Clinical Psychiatric Hospital". Nosological diagnosis based on ICD-10 criteria and included data 

received on clinical, psychopathological, laboratory and instrumental methods. For all patients from 

study group was diagnosed recurrent depressive disorder (F 33.2) with clear criteria for TRD. 

Patient’s treatment was included antidepressants - selective serotonin reuptake inhibitors (SSRI), 

serotonin/ noradrenalin reuptake inhibitors (SNRI), mood stabilizers,as in most cases used the 

method of augmentation with atypical antipsychotic to overcome resistance of depressive 

symptoms. It was involved 69 patients in this study, 14 patients was discontinuation from study 

after reviewing the questionnaire on the first or second phase of the survey. 55 patients, including 

19 men and 36 women, completed all procedures during study. The average age of patients was 37 

± 8 years. Questioning was provided in the morning in the hall of employment therapy, with a 

maximum occupancy requirement for independence of the questionnaire, allowed in rare cases to 

explain the essence of the issue only.  

Results 

According to our anonymous survey it was obtained the following results. In the first week 

of hospitalization the desire to stop treatment expressed 22 patients, representing 40% of 

respondents. Among those who sometimes thought about discontinuation from therapy was found 

18 patients (32%). At the time of early remission 38 patients (69%) were wished to completely 

discontinue use of medicines, partly the desire to adhere to treatment was present in 25 
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questionnaires (46%). Among the possible and the likely causes of treatment discontinuation in the 

first phase of the study, patients have noted: a health worsening- 13 respondents (24%), weakness 

of adequate self-esteem- 12 respondents (21%), lack of therapy efficacy -42 respondents (76%). 

Repeated questioning in period of preparation for discharge from hospital showed that 40 patients 

(73%) indicated health worsening, presence of side effects and economic reasons as first reason to 

stop maintenance therapy. 

The survey was conducted analysis of the most uncomfortable moments in the treatment of 

patients with TRD. According to a provided questionnaire 41 respondents (75%) noted the presence 

of side effects, 24 people (44%) the constant drowsiness and slowness as most uncomfortable 

moments in treatment of TRD during first phase of study.  The second phase survey showed that the 

vast majority of patients expressed an inability of full social activity provided (46 respondents 

(84%)) and that is was most uncomfortable fact in process of treatment. In addition to the presented 

results majority of patients expressed a desire to reduce the dose and frequency of medication use 

because, in their opinion, this dose is too high, it was 36 patients in the first stage and 45 in the 

second, which is respectively 66% and 82%. Also, according to the survey, 22 patients (40%) noted 

that they already had experience in the past to reduce the dose or stop treatment even being at home 

by theirs own discretion. In this case, it should be noted that at now days there is the practice to 

prescribing of low doses of medication at the period of maintenance therapy which will be saved 

therapeutic effect. That means further dose reduction due to partial compliance will increases the 

risk of relapse and is one of the leading factors to depressive resistance formation.  In addition to 

reducing the dose a skipping medication is also important factor in compliance violating in patients 

with TRD. In performed study 42 respondents (76%) indicated that sometimes may forget to take 

the medicine at the first stage and 44 patients (80%) at the remission period answered yes about 

possibility skip or forget to take the medicine. 

Psychosocial rehabilitation is an important step in the formation of long-term remission in 

patient with TRD. According to the survey only 11 patients (20%) visit measures of psychosocial 

rehabilitation (various trainings, psyhoeducational discussions, thematic sessions, book and music 

therapy, and physical exercises) in the first week of inpatient treatment, 35 respondents (64%) see 

no reason for visiting the rehabilitation. Further positive dynamics in the clinic of resistant 

depression remains this ratio in the same level- 16 people have expressed a desire in the future to be 

actively engaged in rehabilitation work, which is 21%, 41 patients (75%) do not consider requires 

the participation in psychosocial rehabilitation. Despite these negative aspects of antidepressant 

therapy 45 patients (82%) in the first stage and 42 patients (76%) in second feel the need for 

treatment. Consider their treatment effective 37 patients (67%) at the beginning of inpatient 

treatment and 51 patients (93%) at the stage of remission. 
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In the process of this research work we found that the problem of compliance in patients 

with TRD is actually in psychiatry. The main components of non-compliance at the beginning of 

therapy are the side effects of medications, as well as a significant reduction in self-esteem of 

patients. In period of discharge from hospital major factor for the lack of compliance is a low level 

of knowledge about factors and mechanisms of TRD and lowered financial opportunity for ensuring 

required maintenance therapy. The cooperation between doctor and patient, so-called "therapeutic 

alliance" is one of the most important aspects of treatment effectiveness in TRD. In this sense, the 

doctor must not only find the right therapeutic tactics, but also to provide intensive explanations 

about ethiological factors and pathogenesis mechanisms of TRD, need of lengthy treatment, 

importance of participation in psychosocial rehabilitation. In addition, it is necessary to change the 

patient attitude to the disease and treatment, correctly set accents priority. Of course, the mostly 

important points are the primary patient concern about his recovery, family support, the ability to be 

socially needed person. 

The task of improving compliance in patients with TRD is remain a topical issue in modern 

psychiatry, And in future need for further study to identify the causes, consequences and ways of its 

optimization. 
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