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ORIGINAL ARTICLES

DEPRESSION IN YOUNG WOMEN: CLINICAL
FEATURES AND SOCIAL INTERFERENCE

Y 1 . 2 . . ¢« 3
Elena A. Manescu , Monica A. Coman’, Simina M. Constantin’,

Aurel P. Nirestean’

Abstract

Young age represents a potential vulnerability for
depression in women both because of hormonal storms of
intense reproductive life and a socio-cultural context
dominated by involvement in many areas of life. Clinical
presentation can have its particularities that interfere with
individual and social factors. Our study aimed to evaluate
the correlations between clinical features of depression in
young women and psycho-social factors. 30 women aged
19-35 admitted in Psychiatry Clinic no 2 Targu-Mures
during October 2019-February 2020 were assessed using
a questionnaire comprised of personal details questions
and questions from the inventory for self-related level one
cross-cutting symptom measure of DSM-5. Study results
indicate an age-dependent increasing in frequency of

somatic and anxiety symptoms together with sleep
disturbance. Suicidal ideation was reported more
frequently in patients under 25 years in the studied group.
Another finding of the study suggests that not marital
status but the presence or absence of children appears to
be correlated with suicidal risk. Patients suffering from
depression and without children had more frequent
suicidal ideation compared to those who had children.
Presence of children in the family was also a protective
factor for alcohol abuse. Most patients presented
relational cognitive-affective patterns corresponding to
mixt maladaptive personality traits.

Keywords: depression, young women, suicide, alcohol
abuse

Background

A higher incidence of depression in woman is a
constant finding in psychiatric epidemiology. Women are
twice as likely as men to develop a depressive episode
throughout life (1). This gap starts in puberty and increases
with age over the entire fertile period in women (2). Young
age represents a millieu of potential vulnerability, both due
to intense biological labor and the diversity of life roles.
The various stages of reproductive life, predispose to
depression through the hormonal storm and major changes
that occur. Circumstances with high potential of
generating stress and traumatic experiences such as sexual
abuse and domestic violence occur most frequently in
young age (2). An intense involvment of the modern
woman in many aspects of life and an increasing number of
responsabilities such as: career, household care, raising
children, caring for the elderly, frequently without support
and recognition, can lead to early forays into the neurotic
spectrum. This more prominent social adversity in women
is an important risk factor for depression, independent of
the genetic predisposition (3).

Clinical presentation of depression comes in
many forms, including somatic and cognitive symptoms.
Masked depression, a not uncommonly form, represents a
challenge because of the atypical clinical manifestations

and an accurate diagnosis implies the exclusion of a
multitude of possible etiologies, which is often difficult.
Socio-cultural background, personality traits, somatic
vulerability, age, are all variables that determine the
diversity of clinical presentation of depression and the
compensatory methods. Through this study, we aimed to
assess the correlations between the particular clinical
presentations of depression in young women and psycho-
social aspects involved.

Methods

The data used were obtained prospectively, by
distributing a questionnaire to patients admitted to the
Psychiatric Clinic II Targu-Mures between October 2019
and February 2020. Patients aged 19 to 35 years with a
diagnosis of depression were included in the study. We
excluded patients with a second psychiatric diagnosis and
those who only partially completed the questionnaire. The
study included 30 patients, 5 aged 19-25 , 8 aged 26-30,
and 17 aged 31-35. The quessionnaire comprised
questions relating to age, background, studies, family
status and associated diseases as well as the inventory for
self-related level one cross-cutting symptom measure of
DSM-5. The level one assessement of DSM-5 is a
summary but comprehensive assessement of
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psychopatological symptoms comprising 23 symptomes Somatization elements n (%)
and 13 domains. For the current study we were interested
only in: anxiety, insomnia, somatization, memory No 12 (40%)

disorders, alcohol, drugs and medication abuse and mixed
personality traits. Responses are rated on a 5 points Likert

scale depending on the severity of the symptom. Yes 18 (60%)
Descriptive statistics were performed for the

socio-demographical characteristics of the participants. Anxiety (%

The Mann-Whitney test was applied for non-parametric

analysis. For the 2X2 and 2X3 contingency tables, the No 6 (20%)

Fischer-exact test and Chi’ tests were applied. The Anova

test was used to compare means. The statistical analysis Yes 24 (80%)

was performed using STATA, version 14.2. Two-sided p-
values less than or equal to 0.05 were considered I : Y
statistically significant, and 95% confidence intervals Insomnia n (%)

(95% Cls) around proportions are provided.

No 2 (6,7%)
Results

Table 1 shows the sociodemographic Yes 28 (23,3%)
characteristics of the patients

Age categorics 1(%) Memory disorder n (%)
19-25 6 (20,0%) No 14 (46,7%)
26-30 8 (26,7%) Yes 16 (53,3%)
31-35 16 (53,3%) S
Suicidal ideation n (%)
Origin n (%)
No 22 (73,3%)
Rural 18 (60%)
Urban 12 (40%) Yes 8(26,7%)
Marital status n (%) Accentuated personality traits n (%)
Not married 20 (66,7%) No 8 (26,7%)
Married 10 (33,3%)
Yes 22 (73,3%)
Education n (%)
)
High school 10 (33,3%) Alcohol use n (%)
University 20 (66,7%) No 24 (80,0%)
Children n (% Yes 6 (20,0%)
No chil 2 0
0 children 0(66,7%) Tobacco use n (%)
With children 10 (33,3%)
No 18 (60%)
Associated diseases n (%)
No asociated diseases 26 (86,7%) Yes 12 (40%)
with associated diseases (epilepsy ) | 4 (13,3%) Prescription drugs abuse n (%)
Table 1: Socio-demographic Characteristics Table 2: Peculiarities of clinical symptomatology
according to the level I transverse symptom measurement
Table 2 provide the particularities of clinical questionairre
presentation assessed by the level one cross-sectional
inventory of DSM-5. Clinical particularities by age groups

The youngest patients in the 19-25 age category
had more frequently suicidal ideation compared to those




aged 26-30 and 31-35 respectively (p=0.01, F=6.95).
Symptoms of insomnia increased in occurence with age
(p=0.01, F=7.18). Anxiety symptomatology associated
with some forms of depression was also more commonly
reported in the 26-30 and 31-35 age categories (p=0.02,
F=6.09). Patients aged 26-30 and 31-35, showed more
frequent somatic symptoms associated with the
depressive episode compared to younger ones, aged 19-
25, who showed no somatic symptoms (p<0.01, F=10.24).
Clinical particularities and social context

Patients with a higher academic level
experienced insomnia more frequently compared to those
with lower academic levels (p=0.03, F=4.67); alcohol
consumption as externalization method (p=0.04, F=4.02)
was found in those with higher education, while those with
lower education abused drugs (p=0.01, F=12.44). Patients
with higher education associated more frequently
relational and cognitive-affective patterns corresponding
to maladaptative personality traits (p=0.02, F=11.11).
Childless patients more frequently associated ethanol
abuse compared to those with children (p=0.04, F=4.02),
with the latter also recording suicidal ideation less
frequently (p=0.01, F=6.22).
Discussion

Study results indicate an age-dependent
increasing in frequency of somatic and anxiety symptoms
together with sleep disturbance. Certain prone
personalities, accumulate over time areas of low
resistance of the body, translated by a discomfort already
accepted by the patient as insignificant; when a depressive
episode overlaps, these areas activate and become the
main focus and concern, often masking the typical
symptoms. Thus, in a personality with a low threshold of
anxiety, somatic symptoms causing secondary anxiety
may be the main form of presentation. These types of
presentation occurs as frequently as the typical ones.

Suicidal ideation was reported more frequently
in patients under 25 years in the studied group. This
finding could be explained by an impulsivity
characteristic of the very young age, which subsequently
improves. Impulsivity has been commonly reported in
studies as a risk factor for self-harm and suicide (4, 5) but
the results are somewhat inconsistent. Hawton et al. (6)
reports impulsivity as a risk factor for suicide,
independent of other variables, only among young
women, not men. Another study, reports an association
between suicide and impulsivity, which does not remain
statistically significant after other factors such as
neuroticism, extraversion, external locus of control and
self-esteem (7) have been considered. Although the results
are inconsistent, impulsivity may be important in
identifying groups at risk. Globally, the highest rates of
self-harm have been reported in young women (8),
behaviour associated with an increased risk of suicide in
the future (9,10), especially when associated with
substance abuse (11, 12). No correlation on suicidal
ideation and alcohol abuse was found in the studied group.

Interestingly, the results of the study suggest that
not marital status but the presence or absence of children
appears to be correlated with suicidal risk. Patients
suffering from depression and without children had more
frequent suicidal ideation compared to those who had
children. A study found the highest suicide rate in married
and childless women, explaining why the difference
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frequently reported to marital status is due to the effect of
parenthood rather than marriage per se (23). In the studied
group, the presence of children was also a protective factor
for alcohol abuse.

Most patients presented relational and cognitive-
affective patterns corresponding to mixt maladaptive
personality traits, especially those with higher education.
A prospective longitudinal study, conducted in Sweden
over a period of 50 years, demonstrated that certain
premorbid personality traits (sensitive, withdrawn, self-
devaluing) reflecting a style of ruminative adaptation are
predictive factors of the subsequent development of a
depressive episode (14).

There is evidence that pathological changes in
personality have a general negative impact on the
evolution of depression, especially the dimension of
neuroticism. Neuroticism also increases the risk of
developing and recurrence of depressive episodes (15).
One aspect for future research in this regard concerns how
these 'core dimensions' can represent vulnerabilities and
what mechanisms are involved in their evolution towards
the development of a disorder.

In conclusion, the results of the study suggest that
somatic and anxiety symptoms associate more frequently
to the depressive clinical picture in young women in
transition to adulthood along with the diversification of
socio-professional roles. These symptoms often can mask
the characteristic symptomatology, a correct diagnosis
thus requires increased attention. The presence of children
can be a protective factor for suicide as well as alcohol
abuse.

Abbreviations
DSM: The Diagnostic and Statistical Manual of Mental
Disorders
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REVIEW ARTICLES

REVIEW OF DOPAMINE TRANSPORTER GENE
POLYMORPHISMS IN MAJOR DEPRESSIVE

DISORDER

Emilia C. Popescu ', Doina Cozman’

Abstract

1.Introduction

Given the latest epidemiological data on depression and
suicide, as well as the existence of some hypotheses that
dopamine system dysfunction is involved in depression, it
was necessary to review and summarize the latest studies
in the literature.

2.Materials and methods

Using the PubMed database, 8 clinical studies on
dopamine transporter gene and depression published
before April 2018 were selected.

3.Results

In the selected studies, 3465 subjects were included, of

which 2527 were patients diagnosed with major
depressive disorder and 938 healthy subjects were
included in the control groups. Half of the studies included
also studied the polymorphisms of other genes (eg DRD2,
SLC642, COMT, ABCIl, CREBI and others).
4.Discussions

The results of these studies are not sufficient to support the
involvement of dopamine transporter gene polymorphisms
in depression. Several multicenter studies involving
several patient samples are needed to draw a clear
conclusion.

Keywords: depression, dopamine, review, polimorfism

1.Introduction

Major depressive disorder (MDD) is a common
psychiatric disorder that can affect the mood, behavior and
thoughts of the patient. According to World Health
Organization, there are more than 300 million people
affected by depression around the world. (1) The
prevalence of depression increased by 18.4% in 10 years
(between 2005 and 2015). (1) Approximately 800 000
people die by suicide every year.(1) In Europe, 3 out of 4
patients diagnosed with depression are not treated
adequately.(2) In Romania 5% of the population is affected
by depression and the suicide rate is 11.7 per 100 000
population(3,4)

Depression can be classified by the severity of symptoms
into mild depression, moderate depression and major
depressive disorder.(5) The length of an episode can vary
among patients. According to the duration of symptoms it
can be divided into acute depression (minimum 2 weeks
and no longer than 2 years) and chronic depression (longer
than 2 years)(5)

The etiology of MDD is a complex interaction of genetic,
psychological and physiological factors, each of them
contributing in a small share to the disease.(6)

The first clinical trial study on the relationship between
genetic polymorphisms and depression was conducted in
1978. (7) Since then many other studies have been
conducted but were unable to identify the genes that
predispose to major depressive disorder due to
inconsistency of the results.

The dopaminergic system relates to many psychological
functions, such as emotions and motivation, as well as
reward-seeking behavior.(8) This pathway consists of the
hippo-campus (HP), cerebral cortex (frontal and prefrontal
cortex or PFC), as well as some subcortical structures:
nucleus accumbens, hypothalamus and amygdala . (9)

Recent studies concluded that a dysfunction of the
dopaminergic pathway may be involved in the
pathogenesis of psychiatric disorders. Grace suggested
that reduced activation of the subcortical circuits due to
their hyperactivity can induce anhedonia and
depression.(10)

e The dopamine transporter (DAT) regulates the
concentration of dopamine in the synaptic slit and is
especially found in the basal ganglia.(11) It's role is to
reuptake the dopamine spread into presynaptic terminals,
terminating dopaminergic activity. The DATI gene,
known as SLC6A3, is situated on chromosome 5p15.3.
The most studied polymorphism of DAT1 is 40-bp VNTR
(variable number tandem repeat). There are two alleles
that have 9 and 10 repeats. The A9 allele expression is
related to higher levels of dopamine and is frecquently
found among patients addicted to psychoactive
substances.(12,13) According to studies, A9 allele (DAT-
S) is linked to lower transporter protein expression, which
causes higher dopamine concentration in the synapse
cleft.(14) Homozygote expression of the A10 allele (also
known as DAT-L) is associated with higher dopamine
transporter concentration. DAT reuptakes dopamine
(DA) leading to reduced dopamine availability in the
synaptic slit(15)

2.Materials and method

We searched PubMed for clinical-trials studies on
dopamine transporter gene and MDD published before
April 2018. The search strategy of the studies consisted on
the keywords: dopamine transporter gene, dopamine
transporter polymorphism, DAT1, in combination with
depression or major depression. The clinical-trials filter
was used during the search. After the analysis of the
studies found, only 8 studies were included in this review.
Studies were selected if: (1) patients were diagnosed with
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MDD according to standard diagnostic criteria (DSM-IV
and/or ICD-10), (2) study investigated the effect of
dopamine transporter polymorphisms. The exclusion
criteria were: (1) the case group included bipolar patients,
or (2) the genotypes distribution of the control group was
not in Hardy—Weinberg equilibrium.

3.Results
Number
Number of

Authors of cases controk
Biehnski et. al 364 0
Haeffel et. al 176 0
Huang et. al 582 435
D'Sowurza et. al 516 0
Sullvan et. al 86 181
Donget. al 272 264
Zahaw et. al a8 58
Huang, Lu et. al 463 0

Table 1. Studies included in the review

Half of the studies included studied other  gene
polymorphism (e.g. DRD2, SLC6A2, COMT, ABCI,
CREBI and others).

Bielinski's et. al study aimed to investigate the
relationship between DAT1 and COMT polymorphisms
and the intensity of depressive symptoms in obese
patients. In the study were included 364 Polish patients
treated for obesity. For each patient researchers performed
measurements of height (meters), weight (kilograms) and
calculated the body mass index (BMI). Patients were

diagnosed with obesity if BMI > 30. The severity of
depression symptoms was measured with Beck
Depression Inventory (BDI)and Hamilton Rating Scale
(HDRS). DAT1 and COMT polymorphisms were
determined using polymerase chain reaction (PCR). Male
participants had more severe depressive symptoms and
higher scores on both scales. A positive correlation
between HDRS score and BMI was found. The study's
results suggested there is an influence of DATI
polymorphisms on the severity of depressive symptoms
and obesity. Homozygotes for the A9 allele had higher
scores on both scales, which means a more intense
depression, in both males and females. The same allele
was associated with higher BMI values, which suggests
that patients have a higher risk of obesity. The researchers
also performed analysis of COMT polymorphisms. The
homozygotes of Met allele had higher score on depression
scales. The study found and association between DAT1
polymorphisms and prevalence and intensity of
depressive symptoms in obese subjects. These results
indicate that pathological changes of the reward system
(in which dopamine plays a crucial role) could increase
the risk of developing depressive or eating disorder(16)
but does not indicate a clear association between

Actotal of 3465 subjects were included in the studies, 2527
ofthem diagnosed with major depressive disorder and 938
healthy subjects were included in the control groups. The
smallest mean age (11 years) was found in the study
conducted by D'Souza on members of the Auckland
Birthweight Collaborative cohort. The final mean age of
the patients included in thisreview is 31.14 years.

Number of
polymorphisms Other genes

shudied studied Mean age
3 Yes 52

3 No 16.2

17 No I8 .69

T Yes 11

5 No 32

48 Yes a8

2 Yes 2234

5 No 3g.9q

depression and DAT1 polymorphisms.

The study of Haeffel and his team, tested three
polymorphisms of DAT1 gene and their influence on the
onset of first episode of depression. They used a gene-by-
environment interaction design and included 176 male
adolescents from a juvenile detention center situated in the
north of Russia. The researchers targeted a high-risk group
because the prevalence of depression is higher in
delinquent male adolescents (11-33 %). (17) For the
assessment of depressive symptoms they used Beck
Depression Inventory. For the maternal rejection the short
version EMBU ( Own Memories of Parental Rearing)
was used. In this study, three polymorphisms of DAT1
gene were identified: 1s2652511 (the promoter), rs40184
(intron 14) and rs6347 (exon 9). The aim of the study was
to determine if genetic risk (rs6347, rs40184 and
rs2652511) was associated with the environmental risk or
the clinical diagnosis of depression. Subjects were
diagnosed with depression if they met the DSM-IV
criteria for depressive disorder. The rs6347 or rs2652511
polymorphism did not seem to interact with maternal
rejection in order to predict depression. The rs40184
polymorphism interacted with maternal rejection.
Maternal rejection significantly increased the risk of
depression for patients with the TT genotype, as
adolescents with a high score for maternal rejection and
TT genotype were more likely to have an episode of
depression. The same patients had higher levels of suicidal
ideation (assessed with K-SADS-PL interview) and
depressive symptoms. Beside having many strengths, this
study also has its flaws. It's not known if this findings can
be generalized to other samples, because in this study were
included only incarcerated males adolescents. Another
limit of the study was the application of a self-report




questionnaire for maternal rejection, not being able to
know if participants with high scores were in fact rejected
by mothers. It is not clear why the other two studied
polymorphisms of DAT1 did not have similar results. This
study supports the role of a dopamine gene in the onset of
depressive disorder(18)

Huang et. al's study explored 17 genetic polymorphisms
of the DAT1 gene on a Han Chinese population from
Taipei. The aim of the study was to assess the role of DAT1
allele variants in the major depressive disorder
pathogenesis and their influence on personality traits.
They recruited a number of 582 patients diagnosed with
major depression according to DMS-IV criteria and 435
healthy volunteers for the control group. Tridimensional
Personality Questionnaire was applied to 459 patients
with depression in order to assess personality traits. The
results of the study only showed a borderline association
between two polymorphisms (rs11133767 and rs27072)
and major depression, which was not confirmed neither by
logistic regression or analyses of haplotype linkage. The
researchers did a thorough evaluation of DATI
polymorphisms (17 variants) in order to determine if there
is any association with major depression or personality
traits in patients with depression. The results showed that
there is no influence of the DAT1 polymorphisms on
specific personality traits in patients diagnosed with major
depressive disorder. This study did not find any
association between the diagnosis of major depression and
the 17 polymorphisms of SLC6A3. This can be due to the
fact that these 17 variants may not ensure a complete
coverage of the dopamine transporter gene.(19)

D'Souza and her team used different DNA samples
(buccal swab, blood sample) from 546 subjects of age
eleven for DNA extraction. These participants were part of
the longitudinal cohort of Auckland Birthweight
Collaborative. The subjects were examined for seven
DAT1 gene polymorphisms, as well as for other gene
variants and depressive symptoms were measured using
Centre for Epidemiological Studies Depression Scale for
Children (CES-DC). The results showed that there is a
significant effect rs1042098 polymorphism of the DAT1
gene (patients with TT variant had higher depression
scores). DAT1 rs3863145 polymorphism was also
approaching a significant value. This study suggests that
DAT1 gene variants may interact with other early
perinatal factors in order to influence depressive
symptoms and its onset.(20)

Sullivan and his collborators studied 5 DATI
polymorphisms on 86 subjects with major depressive
disorder and 181 alcoholic individuals. All patients
included in the study completed the Temperament and
Character Inventory (TCI) developed by Cloninger. The
results did not suggests that there are any links between
DAT1 gene variants and the behavioral trait. This study is
not sufficient to conclude that there is no link between
DAT and novelty seeking. This can be explained by
different allele frequencies in the alcoholic patients
compared to previously reported ones.(21)

Dong and his team studied the influence of DAT1 and six
other genes on 272 patients with major depression and 264
control individuals. They identified 48 polymorphisms of
SLC6A3, some of them not being described before in
other studies. The study revealed eight single-nucleotide
polymorphisms (SNPs) located in four genes: ABCBI,
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NTRK2, CREBI1 and SLC6A3 that are associated with
susceptibility to major depression. SNPs of DATI1
(rs8179029 1s2550936) were associated with higher risk
for depression or lower scores of HAM-D21. The results
suggest that these polymorphisms may have implications
in MDD pathophysiology, but it should be replicated on
other samples.(22)

Zahavi et. al studied serotonin and dopamine gene
variation in major depression. They recruited 96 young
adults Toronto Area (n = 51; of which 22 were depressed)
and Ontario (n=45; 16 of them depressed). The depressed
patients met the DSM-IV criteria for major depression.
Severity of depression symptoms was assessed using
Beck Depression Inventory-I1I (BDI-II) and Hamilton
Rating Scale for Depression (HRSD). The researchers
investigated the influence of DAT1VNTR, SLC6A4 ,
DRD4 VNTR and COMT Vall58Met variants on
depression. The results provided evidence that serotonin
and dopamine genes polymorphisms are associated with
differences in the theory of mind decoding in patients with
MDD but does not suggest they have implications in the
depression symptoms or onset(23)

Another study of Huang and his team assessed five
polymorphisms of SLC6A3 gene (3'-VNTR, rs2550948,
rs2975226, rs6347 and rs27072).The aim was to
determine if this gene influences the personality traits of
patients diagnosed with MDD. 463 Han Chinese patients
were included in the study. The researchers examined:
personality traits, harm avoidance (HA) and novelty
seeking (NS) wih the Tridimensional Personality
Questionnaire. The study found no association between
the SLC6A3 gene and NS or HA in the depressed patient
group but suggests that DAT1 promoter polymorphisms
may influence some personality traits in the subgroup with
early-onset depression.(24)

4.Discussion

Three out of eight studies showed that DATI
polymorphism are implicated in the pathophysiology of
depression. This effect can be explained by the
dysfunction of the dopaminergic pathway. Grace
suggested that if the activation of the subcortical circuits
decreases due to their hyperactivity it can induce
anhedonia, depression or eating disorder(10)

Another study showed that that there is no influence of the
DAT1 polymorphisms either on personality traits of
depressed patients or on symptoms of depression.(19) The
second study of the research team suggested that DAT1
promoter polymorphisms may influence some personality
traits in the subgroup with early-onset depression. (24)
This can be because the studies were conducted only on
Han Chinese population. More cohort studies should be
done in order to confirm the effects of personality traits
and the link to SLC6A3 polymorphisms on the onset of
MDD.

Sullivan's study had some limits : it used alcoholic patients
as control group and the sample was small for a genetic
study.(21)

Zahavi's study also recruited a small number of patients.
It's required a larger number of subjects in order to draw a
conclusion.(23)

Although there are some studies that suggests the
implications of DAT1 gene polymorphism in major
depressive disorder, those results are not enough to

7



Emilia C. Popescu, Doina Cozman. Review of Dopamine Transporter Gene Polymorphisms in Major Depressive

Disorder

conclude that these gene variants increases the risk of
developing depression. More studies are needed to draw a
clear conclusion. These studies should be multicentric,
multinational and conducted on bigger samples of patients
with heterogeneous characteristics.
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3 4-METHYLENEDIOXYMETHAMPHETAMINE
(MDMA) -ASSISTED PSYCHOTHERAPY FOR
TREATMENT OF POSTTRAUMATIC STRESS
DISORDER: LITERATURE REVIEW

Tiberiu C. Ionescu", Ionut-Stelian Popa', Alin Chiriac', Citilina Tudose"

Abstract

Objectives Post-traumatic stress disorder (PTSD) is a
severe psychiatric disorder, with disabling potential and
chronic evolution, that occurs at some people due to
exposure to a specific traumatic event or threats of death,
serious injury or sexual violence. Currently,
psychotherapy is accepted as one of the most effective
methods of treating PTSD. Incomplete clinical response as
well as frequent relapses indicate the need to seek
alternative therapies, of which the combination of
psychotherapy with 3,4 -
methylenedioxymethamphetamine (MDMA) is noted for
its possible useful effects.

Methods: This paper is a literature review that has
reviewed several scientific articles looking at the adjuvant
effect of MDMA associated with psychotherapy in the
treatment of post-traumatic stress disorder. The included
studies were selected following systematic searches
conducted on the PubMed online database. A total of 33
scientific articles were included.

Results: In general, the selected studies can be divided
into two main areas in terms of objectives: studies looking
at whether MDMA adjuvant psychotherapy is useful in
post-traumatic stress syndrome and studies looking at the
mechanisms by which MDMA can be associated with
psychotherapy in the treatment of this condition.

Conclusions: Our results on the potential therapeutic
effect of MDMA, especially in combination with
psychotherapy, raise several controversies, limitations
and opportunities. The existence of a small number of
studies in an advanced stage, together with the significant
addictive potential of the substance and the current
controversies related to its use for therapeutic purposes
currently limit of this therapeutic option. However, given
that studies are in full swing, the benefits of increasing
psychotherapy with MDMA could be a valid and

frequently used treatment option in the future.

Keywords: 3,4-methylenedioxymethamphetamine,
MDMA, PTSD, psychotrauma

Introduction

Post-traumatic stress disorder (PTSD) is a severe
psychiatric disorder, with disabling potential and chronic
evolution, that occurs at some people due to exposure to a
specific traumatic event or as a reaction to a near-death
experience/after their life has been threatened, severe
injury or sexual violence to themselves or others. PTSD is
characterized by intrusive, recurrent, negative thoughts,
nightmares or flashbacks of the traumatic event, intense
mental discomfort, persistent avoidance of stimuli that are
associated with that event, cognitive and affective
disorders, self-destructive behaviour, hypervigilance,
hypnotic disorders, all these leading to a social and
professional dysfunction or in others important
functioning areas, the time criteria being minimum 1
month. Effective management for PTSD includes
pharmacological and non-pharmacological treatment.
However, a substantial proportion of these patients have
symptoms that are resistant to the current methods of
treatment. Drug therapy has been shown to be particularly
effective on symptoms of hyperexcitability and reactivity

such as irritability, poor impulse control, hyperthymic
(depression, anxiety), but with limited results in terms of
persistent avoidance of associated stimuli. In terms of
hypnotic disorders, polypharmacy is often used due to the
resistance to a single pharmacological class.

Selective serotonin reuptake inhibitors (SSRIs),
such as sertraline or paroxetine, are effective in reducing
PTSD symptoms. If there is a positive response, they
should be continued for at least six months to prevent
relapse or recurrence. Venlafaxine, a serotonin and
norepinephrine reuptake inhibitor (SNRI), has also been
shown to be effective in two randomized trials. On the
other hand, randomized clinical trials provide some
evidence of the effectiveness of second-generation
antipsychotics in the treatment of PTSD alone or in
combination with antidepressants, but with a careful
management of side effects. Benzodiazepines, although
not evaluated in randomized trials, are commonly used to
treat anxiety and hypnotic disorders. Benzodiazepines
may interact with the therapeutic effects of
psychotherapies such as exposure therapy. All patients
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receiving benzodiazepines in the treatment of PTSD
should be monitored for the risk of abuse.

Currently, psychotherapy is accepted as one of
the most effective methods of treating PTSD. The
incomplete clinical responses or the high frequency of
relapses revealed the need for seeking alternative
treatments, one of which is adding 3,4-
methylenedioxymethamphetamine (MDMA) to
psychotherapy. 3,4-methylenedioxymethamphetamine is
a psychoactive, synthetic substance that is used in most
cases for recreational purposes, but recent studies
(Friederike Holze 1) begun to evaluate its therapeutic
potential, especially in combination with psychotherapy.
In low doses, it produces relaxation, empathy, a feeling of
good mood that can go up to euphoria, but with increasing
doses, the possible appearance of unwanted side effects
given by its psychostimulant and hallucinogenic role
increases. It should be noted that high doses have
neurotoxic potential and can lead to cognitive deficits,
which are not described in any of the current studies that
have evaluated the therapeutic value of the substance in
small doses, controlled, as an adjunct in the treatment of
PTSD resistant to classical drug therapy. In recent
decades, quite a few studies have been conducted on the
beneficial association of MDMA in increasing PTSD
treatment, but only a few have been completed. Many
studies have been stopped for political, ethical, or
religious reasons. The positive results of the use of

MDMA in therapeutic doses doubled by a strong
therapeutic alliance are due to the effects of the substance
in increasing the level of oxytocin, prolactin and
serotonergic monoamine, as well as the activation
potential of certain regions of the amygdala. During
psychotherapy sessions associated with MDMA, patients
manage to cope with traumatic events, at a low emotional
level, being able to manage their emotions. All these are
the basis for further studies in order to demonstrate this
hypothesis over time, highlight the limitations and
adverse reactions.

Materials and methods

This paper is a literature review that has reviewed several
scientific articles looking at the adjuvant effect of MDMA
associated with psychotherapy in the treatment of post-
traumatic stress disorder. The included studies were
selected following systematic searches conducted on the
PubMed online database, the words searched being: 3,4-
methylenedioxymethamphetamine, MDMA,
posttraumatic stress disorder, PTSD, or trauma. All
included articles were written in English. A number of 39
results were identified, in the present study being included
33 articles, 6 of which don't have a conclusive topic. The
articles were published between 2011 and 2020, being
clinical trials, randomized clinical trials, systematized /
unsystematized reviews, meta-analyzes and they are
presented in table 1 in a chronological order.

Authors Title of the article

Michael C Mithoefer

etal. 2011 controlled pilot study(15)

The safety and efficacy of {+}3,4-methylenedioxymethamphetaminassisted psychotherapy
in subjects with chronic, treatmentesistant posttraumatic stress disorder: the first randomized

Peter Oehen et al.

2012 (PTSD)(16)

A randomized, controlled pilot study of MDMA (£ 3Methylenedioxymethamphetamine)
assisted psychotherapy for treatment of resistant, chronic Pekraumatic Stress Disorder

Michael C Mithoefer
etal. 2012

Durability of improvement in postraumatic stress disorder symptoms and absence of harmful
effects or drug dependency after 3 4nethylenedioxymethamphetaminassisted psychotherapy:
a prospective longterm followup study(17)

Rianne A de Kleine
etal. 2013

Pharmacological enhancement of exposurbased treatment in PTSD: a qualitative reviewl 8)

Jerrold S Meyer,
2013

3,4-methylenedioxymethamphetamine (MDMA): current perspectiviels9)

Georg F Weber et al.
2019

Effects of stress and MDMA on hippocampal gene expressioi20)

al. 2014

R L CarhartHarris et | The effect of acutely administered MDMA on subjective and BOHIMRI responses to
favourite and worst autobiographical memorig21)

Robin L Carhart
Harriset al. 2015

The Effects of Acutely Administered 3;Methylenedioxymethamphetamine on Spontaneous
Brain Function in Healthy Volunteers Measured with Arterial Spin Labeling and Blood Oxyg
Level-Dependent Resting State Functional Connectivi(22)

M B Young et al.
2015

3,4-Methylenedioxymethamphetamine facilitates fear extinction learni(i23)

Jakob A Shimshoni et
al. 2017

Neurochemical binding profiles of novel indole and benzofuran MDMA analog(24)

B B YazarKlosinski,
2017

Potential Psychiatric Uses for MDMA25)

2017 psychotherapy

Mark T Wagner et al. | Therapeutic effect of increased openness: Investigating mechanism of action in MDMsAisted

10



Romanian Journal of Psychiatry, vol. XXII, No.1 2020

Ben Sessa, 2017

Why Psychiatry Needs 3,4-Methylenedioxymethamphetamine: A Child Psychiatrist's
Perspective (11)

aAlng?)lI% Bershad et MDMA does not alter responses to the Trier Social Stress Test in humans(26)
Matthew B Young et | Inhibition of serotonin transporters disrupts the enhancement of fear memory extinction by 3,4
al. 2017 methylenedioxymethamphetamine (MDMA) (27)

Swerwood A et al.
2018

Novel psychotherapeutics - a cautiously optimistic focus on Hallucinogens (28)

Daniel W Curry et al.
2018

Separating the agony from ecstasy: R(-)-3,4-methylenedioxymethamphetamine has prosocial
and therapeutic-like effects without signs of neurotoxicity in mice (29)

Allison A. Feduccia
etal. 2018

MDMA-assisted psychotherapy for PTSD: Are memory reconsolidation and fear extinction
underlying mechanisms? (30)

Peter Petschner et al.
2018

Gene expression analysis indicates reduced memory and cognitive functions in the
hippocampus and increase in synaptic reorganization in the frontal cortex 3 weeks after MDMA
administration in Dark Agouti rats (31)

David E Olson, 2018

Psychoplastogens: A Promising Class of Plasticity-Promoting Neurotherapeutics (32)

Marcela Ot'alora G et
al. 2018

3,4-Methylenedioxymethamphetamine-assisted psychotherapy for treatment of chronic
posttraumatic stress disorder: A randomized phase 2 controlled trial (33)

Andrew Gaddis et al.
2018

Regular MDMA use is associated with decreased risk of drug injection among streetinvolved
youth who use illicit drugs (34)

Monika M Stojek et
al. 2018

Neuroscience Informed Prolonged Exposure Practice: Increasing Efficiency and Efficacy
Through Mechanisms (35)

Sascha B Thal et al.
2018

Current Perspective on MDM A-Assisted Psychotherapy for Posttraumatic Stress Disorder (36)

Holly S Hake et al.
2018

3,4-methylenedioxymethamphetamine (MDMA) impairs the extinction and reconsolidation of
fear memory in rats(37)

Ben Sessa et al. 2019

A Review of 3,4-methylenedioxymethamphetamine (MDMA)-Assisted Psychotherapy (38)

Michael C. Mithoefer
etal. 2019

MDMA-assisted psychotherapy for treatment of PTSD: study design and rationale for phase 3
trials based on pooled analysis of six phase 2 randomized controlled trials(39)

David Nutt, 2019

Psychedelic drugs-a new era in psychiatry? (40)

Allison A Feduccia et
al. 2019

Breakthrough for Trauma Treatment: Safety and Efficacy of MDMA-Assisted Psychotherapy
Compared to Paroxetine and Sertraline (41)

Louise Morgan et al.
2020

MDMA-assisted psychotherapy for people diagnosed with treatmentresistant PTSD: what it is
and what it isn't (42)

Ingmar Gorman et al.
2020

Posttraumatic Growth After MDMA-Assisted Psychotherapy for Posttraumatic Stress Disorder
43)

Erwin Krediet et al.
2020

Reviewing the Potential of Psychedelics for the Treatment of PTSD (44)

Lisa Jerome et al.
2020

Long-term follow-up outcomes of MDM A-assisted psychotherapy for treatment of PTSD: a
longitudinal pooled analysis of six phase 2 trials (45)

Table 1: Articles included in the review, in chronological order

Results

In general, the selected studies can be divided
into two main areas in terms of objectives: studies looking
at whether MDMA adjuvant psychotherapy is useful in
post-traumatic stress syndrome and studies looking at the
mechanisms by which MDMA can be associated with

psychotherapy in the treatment of this condition.

In an attempt to separate the therapeutic effect
from the recreational one, studies have been conducted
that concluded that the R-MDMA isomer increases social
interaction without causing psycho-motor agitation,
facilitating the eradication of fear and nod producing
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neurotoxicity and hyperthermia (29). According to the
literature, it has been observed that chronic exposure to
unpredictable stress leads to genetic changes, changes that
include increased expression of certain genes and
decreased expression of other genes. MDMA
administration in laboratory mouse studies after exposure
to stressors significantly altered this adaptive gene profile
in response to stress. Exposure to chronic stress normally
leads to changes in the genes that regulate circadian
rhythms, a process responsible in part for insomnia
associated with chronic stress. Following the
administration of MDMA in laboratory animal studies, it
has been observed that these genes do not changes after
periods of stress. These studies also mention the effect of
MDMA which alters the expression of 1225 genes in the
hippocampus, the mechanism by which the drug inhibits
or stimulates gene expression being related to the process
of protein folding, calmodulin-dependent protein kinase
activity and neuropeptide signalling pathway. The
response of mice to MDMA under stress was different
from the response of those not previously exposed to
stressors, indicating that MDMA modifies the genetic
response in the brain tissue of stressed subjects, not those
without exposure (20).

A double-blind study of 25 physically and mentally
healthy people suggest a new theory of the action of 3,4-
methylendioxymethamphetamine, the decrease in blood
flow to the amygdala and hippocampus correlating with
the intensity of its effects. MDMA also decreases the flow
in the visual cortex, somatosensory cortex, upper frontal
gyrus, brainstem, thalamus, hippocampus and amygdala.
The 5-HT1B receptor is fully expressed in the
subcalcarine domain of the visual cortex, where the
decrease in blood flow corresponding to the visual cortex
has been observed. It can be deduced from these findings
that MDMA -stimulated endogenous serotonin stimulated
this receptor in this region, causing decreased blood flow.
In support of the hypothesis that the main effects of
MDMA in the visual cortex occur by stimulating
serotonin, there is a 5-fold increase in 5-HT than
dopamine, dopaminergic and noradrenergic receptors are
not intensely expressed in the visual cortex. Decreased
blood flow in the medial temporal lobe is one of the most
important findings, as the magnitude of the decrease
correlates with the overall subjective effects of MDMA.
Atthis level is a higher density of serotoninergic receptors
than dopaminergic and noradrenergic too (22).

Current treatments in post-traumatic stress syndrome
have limited efficacy. One of the most used form of
psychotherapy in post-traumatic stress syndrome is
exposure therapy. This proved useful, the patient being
faced with indications of the traumatic event until his
reaction to this event improves. In order to increase the
patient's involvement in the sessions, there are several
potential substances, including MDMA, which through its
effect of increasing serotonin and oxytocin can increase
the patient's involvement in the sessions with the therapist
(35).

However, psychotherapy does not provide rapid
improvement, but it takes a few years to see effects in these
patients. Many people who suffer from post-traumatic
stress syndrome cannot complete psychotherapy sessions
because reliving traumatic memories causes them mental
discomfort of unbearable intensity. Psychological traumas

often also affect the ability to trust other people, this
impacting the relationship between the patient and the
psychotherapist. According to Foa and Kozak's theory,
fear reduction is achieved only when it incorporates into
traumatic memory and information that is incompatible
with fear. The introduction of this new information is
difficult with post-traumatic stress syndrome. MDMA
stimulates the release of serotonin, dopamine,
norepinephrine, increases oxytocin levels, and imaging
studies indicate low amygdala activity after
administration. The effect obtained is to decrease anxiety,
hypervigilance and increase relaxation. The combination
of psychotherapy with MDMA has the premises to present
a significant efficiency in the treatment of post-traumatic
stress syndrome as MDMA diminishes the fear response
and decreases the defensive behaviour without blocking
the access to traumatic memories. It can also facilitate a
close therapeutic relationship between the patient and the
psychotherapist. Patients avoid dissociation, being able to
face traumatic memories without being overwhelmed by
anxiety (42).

The administration of MDMA allows patients to feel fear
and shame at a low intensity and at the same time to have
feelings of confidence and security, particularly important
aspects in post-traumatic stress syndrome. On the other
hand, patients will be more empathetic and open to
constructive perspectives regarding their situation,
sometimes being able to find a positive component in the
traumatic experience (44).

Participants in studies evaluating the effectiveness of 3,4-
methylendioxymethamphetamine reported an
improvement in hypnotic disorders, coping strategies,
instinctual control and stress management, and the
presence of insight. Objective measurements indicate a
lower degree of impairment of social rejection and a
diminished response of the amygdala to faces expressing
nervousness or fear (25).

There is evidence in the literature about the usefulness of
augmented psychotherapy with MDMA in pediatric
psychiatry too. By increasing serotonin, it decreases
depression, anxiety, increases self-confidence and allows
a reinterpretation of events in children with emotional
trauma. Also, children who are treated this way are more
involved in psychotherapy session and are not
overwhelmed when the traumatic memory is approached,
even expressing an increased level of empathy for the one
who caused the trauma, most likely due to the increase of
oxytocin. This effect of increasing empathy has led to the
characterization of MDMA as ,,empathogenic” (11).

In the studies analysed in this review, a significant
decrease in the Clinician — Administred PTSD Scale score
according to DSM IV (CAPS-IV) was observed in most of
those who received psychotherapy in combination with
MDMA compared to those who were treated only with
psychotherapy. These changes were maintained both
during treatment, 2 months and one year after its
completion (33,39).

Regarding the comparison between the efficacy of
classical pharmacological therapy in post-traumatic stress
syndrome (antidepressant treatment — SSRI) and the
newly proposed (psychotherapy + MDMA), to observe
therapeutic effects, it is necessary to titrate SSRI at least 2
weeks, and a study on sertraline and another on paroxetine
did not identify significant improvements at 12 weeks.
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The therapeutic effects of MDMA-associated
psychotherapy were found to be present in 67,8% of
participants for at least one year after treatment, while in
the case of sertraline and paroxetine it is specified in the
package leaflet that the efficacy has not been tested long-
term (41). Compared to other psychoactive substances,
such as psilocybin or LSD, MDMA has more stable,
predictable and easier to control effects. For these reasons,
such psychoactive substances have a lower potential to
treat PTSD than MDMA (44).

In the treatment of post-traumatic stress syndrome,
psychotherapy sessions without MDMA are equally
important, as they have the role of preparing the patient for
MDMA administration (sessions before MDMA
administration) and of integrating new information after
MDMA administration (post-administration sessions
MDMA). On their own, the psychotherapy sessions
associated with it are less likely to have a therapeutic
effect. After the administration of MDMA, the suicidal
ideation can appear, here being observed the importance
of a preparation by psychotherapy before the sessions
increased with 3,4 — methylenedioxymethamphetamine
and of the psychological support after these sessions (38).
Adverse reactions to MDMA were of moderate to mild
intensity and were divided into psychiatric,
gastrointestinal, and general adverse reactions. The most
common side effects in the psychiatric field were
irritability, depression and anxiety. Most of them
disappeared in the first 7 days after MDMA
administration. No changes in neurocognitive function
were detected (39).

Patients who experienced insomnia after taking MDMA
received Zolpidem, but most refused treatment, saying
that they were not distressed by not being able to fall
asleep, but that it allowed them to reflect on the psychic
processes. Those with anxiety caused by MDMA received
treatment with Lorazepam (16).

Given the significant addictive potential, in the case of
MDMA consumption outside a controlled setting, it can
lead to increased tolerance and secondary to dependence,
mood disorders (depression, anxiety, impulsivity),
neurocognitive deficits (memory disorders),
neurotoxicity, decreased serotonin reuptake, decreased
triptofan-hydroxylase activity in areas such as the
neocortex, hippocampus and striatum), cardiovascular,
immune, liver and kidney disorders (18,19). Currently,
studies on the therapeutic use of illegal substances are
highly controversial due to the potential negative
consequences of their overuse. MDMA has been
classified under the 1971 United Nations Convention on
Psychotropic Substances as a drug dangerous to health
and without therapeutic effects. Following this
convention, conducting clinical trials with MDMA is a
difficult process and most are not approved. Any clinical
study with MDMA requires that researchers, production
sites and distributors obtain licenses for this activity,
which is expensive and time consuming. The personnel
involved in such studies will be regularly checked by the
Police, as well as the laboratories in which they take place
(42).

Conclusions

Our results on the potential therapeutic effect of MDMA,
especially in combination with psychotherapy, raise
several controversies, limitations and opportunities.

Romanian Journal of Psychiatry, vol. XXII, No.1 2020

Imaging of low amygdala activity after administration of
the substance is clinically relevant by decreasing anxiety,
fear and hypervigilance. Well-being and increased
feelings of relaxation, introspection and empathy are
attributed to stimulating the secretion of serotonin,
dopamine and norepinephrine and increasing oxytocin
levels, all of which ensure increased patient compliance at
psychotherapy sessions. Unlike classical drug therapy, the
therapeutic effects of the association between MDMA and
psychotherapy have been persistent for at least one year
after the end of treatment in 67.8% of patients (41).

The existence of a small number of studies in an advanced
stage, together with the significant addictive potential of
the substance and the current controversies related to its
use for therapeutic purposes currently limit of this
therapeutic option. However, given that studies are in full
swing, the benefits of increasing psychotherapy with
MDMA could be a valid and frequently used treatment
option in the future.
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CASE REPORT

CASE REPORT ON OBSESSIVE-COMPULSIVE
DISORDER IN A PATIENT WITH MILD MENTAL

RETARDATION

Anamaria Capdtind', Alexandra Dolfi’

Abstract:

By presenting this case report we wish to understand if
there is a corelation between obsessive-compulsive
disorder, mild mental retardation and cranio-cerebral
traumatism.

Obsessive-compulsive disorder is part of the anxiety
spectrum disorders and is caracterised by having
repetitive and intrusive thoughtsthat distress the pacient or
by having repetitive behaviors (compulsions) or both.
Usually the compulsive behaviors are ment to calm the

anxiety that accompanies the intrusive thought.(2)

The patient presented in this case report obtained a below

medium score at the Raven test (I0=65). In this type of
case, regarding the diagnosis of mild mental retardation,

we adopted the medical treatment because from the lack of
the patient difficulty to communicate psychioterapy would
not be aviable option.

Key words: obsessive-compulsive disorder, mental
retardation, cranio-cerebral traumatism

Introduction

We are presenting a less common case found in clinical
practice, which is obsessive — compulsive disorder
confused with acute psychotic disorder, in a patient with
limited intellect/ mild mental retardation that suffered a
cranio-cerebral traumatism in childhood. According to
psychiatric literature the link between mild mental
retardation and OCD has been documented. A study from
Israel, on a small cohort of teenagers with mild/moderate
mental retardation, has highlighted the occurrence of OC
manifestations at 10% of them (1).

Another study tries to link cranio-cerebral traumatism to
OCD by explaining from a neuroimaging point of view the
alterations that intervene after a moderate/severe CCT, in
which case there are frontal-subcortical circuits affected,
whereas after a mild CCT patients can develop OCD or
non-OCD anxiety achieved from a posttraumatic stress
disorder (3).

Regarding the confusion between OCD and acute
psychotic disorder, this can be cleared up by a total lack of
insight from the patient, so that he doesn't doubt any of the
intrusive thoughts, more so, he doesn't doubt the
compulsion that occurs to calm that thought, which in the
end is seen as or mistaken with a delirious ideation. (4)
Case presentation

Patient of 38 years old, known with psychiatric history (
justone admission the previous month), is presenting at the
on call room at our hospital Prof. Dr. AlexandruObregia
with his mother, for the following psychiatric symptoms:
psycho-motor agitation, very high level of anxiety with
marked inner tension and compulsive behaviors ( drinking
more than 10 L of water/ day and eating more than 7 whole
breads/ day, this behaviors took place in the presence of
stressors, such as family disputes; washing and wiping
hands for a specific number of times; dromomania — he
repeated the same roads for a specific number of times ).

These behaviors were time consuming, taking place for
more than 1/3 of the day. The symptoms have occurred on
March 0f 2020, at the same time with the beginning of the
COVID -19 pandemic and in time they got worse, and so
the patient developed hypochondriac ideation (he thought
that if he doesn't drink or eat enough then his muscles will
get locked and his whole nervous system will colapse, in
consequence he made sure that all the food and water
stocks are full and at his disposal at any moment),
depressive disposition, decreased efficiency and mixed
insomnia.

Personal pathological antecedents: The patient has a
history of cranio-cerebral traumatism. He was punctured
with a sharp object in the left eye which led to losing his
sight in that eye, permanently.

Heredo-colateral antecedents: The patient's father died 6
years ago, at the age 53 years old, after being diagnosed
withcirrhosis in the context of chronic alcoholism.

Living and working evaluation: He has 8 grades and never
had a job. He lives at his grandmother's cottage in the
country side, where he helps her around the house. His
mother lives in the city and he visitsher from time to time.
He is the middle child in the family, between 2 older
brothers and a little sister. Before the pandemic, the
patient claims that he used to spend his time playing
football with the 7-8" grade kids from his village, to go
running, biking, doing push-ups and squats. After the
pandemic started and restrictions were imposed, such as
staying indoors, he claims to have felt increased anxiety,
p-m restlessness and the need to control his health with
certain behaviors and practices.

Harmful behaviors: He denies being a smoker or having
used any kind of illegal drugs. He claims that in the past he
used to drink alcohol by himself (beer, approx. 5 L/day),
in a stressful situation (the death of his father).

Psychiatric history:

'Resident doctor in psychiatry, S1I, Clinical psychiatry hospital Alexandru Obregia, anamaria.capatina93@gmail.com
*Specialist doctor in psychiatry, S 11, Clinical psychiatry hospital Alexandru Obregia, dolfialexandra@gmail.com
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-Previous diagnosis: Acute and transitory psychotic
disorder;

-Treatment received in the previous admission:
antipsychotic medication (Fluanxol inj. 1 fi/month;
Quetiapine cp. 400 mg, 1tb/day); sedative-hypnotic BZD
(Anxiarcp. 1 mg, 1tb/day).

-Current diagnosis: Obsessive compulsive disorder;
-Treatment received in the current admission: SSRI
antidepressant (Sertraline cp. 50 mg, increased from— 50
mg to 200 mg), anxiolytic/sedative-hypnotic BZD
(Diazepam cp. 10 mg, 3cp/day + 1 cp.if needed), mood
stabilizer ( Depakine cp. 500 mg, 3cp/day), atypical
antipsychotic (Quetiapine cp. 400 mg, 2cp/evening).
From hetero-anamnesis (his mother), we found out that
the patient has had multiple tantrums at home, ritualistic
behavior, increased apetite for food and water, high levels
of anxiety regarding not being able to complete the
compulsion.

Mental state examination: The patient has proper hygiene,
is correctly oriented, cooperates with the medical staff, is
partially compliant to the investigations (he admits that he
is scared of doing something he never did before),is
compliant to the proposed treatment, eye contact could not
be made (the patient is always standing on a side of the
examiner so that he could look across the room and never
at the person beside him), his speech is concentrated on his
symptoms being associated with interfamilial tensions.
When examined, he denies any perceptual alterations or
suicidal ideation. The patient's disposition is
predominantly anxious and depressive with compulsive
elements but without intrusive thoughts according to him.
At a more careful anamnesis, the main intrusive thought
is: “Something bad is going to happen to me if I don't make
sure I drink and eat properly.”. From this thought, the
patient's anxiety level increases at a point that he engages a
compulsive behavior which is meant to diminish this
anxiety. This will become the obsessionand will lead to
obsessive-compulsive disorder, through s vicious circle.
Psychological exam reveals mild mental retardation on
the Raven test (1Q=65).

The CT exam could not be performed in the lack of the
patient's approval, but it could have given us information
regarding the possibility that the actual pathology could be
linked with the previous cranio-cerebral traumatism.

At the discharge moment, the patient was calm, the
amount of eating and drinking has significantly
diminished, his disposition and sleeping problems had
also improved.

Discussions

The diagnosis of OCD was put because the DSM-V
criteria were met:

-obsessions, defined as intrusive thoughts that usually
generate high levels of anxiety and that the person is trying
to annihilate with another thought or action.

-compulsions, defined as repetitive behaviors or mental
acts that the person is perceiving as a rule or ritual that is
made to annihilate the intrusive thought or the anxiety that
accompanies that thought.

-the obsessions or compulsion are time consuming and
take more than | h/day.

-they interfere with personal life.

These symptoms cannot be assigned to substance or other
medications abuse and there is no other pathology that can

explain better the patient's symptoms.

According to DSM-V, there are 3 types of OCD:

-with insight

-with partial insight

-without insight or delirious ideation (5)

The disease's debut took place just after the COVID -19
pandemic started, and because of mass-media exposure to
news like “Protect yourself; Drink at least 2L/day”- the
patient was triggered and developed obsessive-
compulsive thinking regarding his health.

The first diagnosis, which was acute psychotic disorder,
could not be sustained because according to history and
hetero-anamnesis, the patient did not present actual
psychotic features and did not respond to the antipsychotic
given (Fluanxol). It is, however, possible that the first
anamnesis was not accurate due to the lack of the patient's
ability to verbalize what he actually wanted (IQ under the
normal limit and low school performances), so that the
compulsive behaviors were mistaken with psychotic
features.

Also, the environment at home supports his compulsive
disorders. The patient's mother claims that he needs to eat
and drink as much as he does, without considering it a
problem; instead she solicited admission of her son
because of p-m agitation. This symptom has proven to be
the outcome of the anxiety created by the internalized
thoughts regarding his health and body image.

Although in literature are mentioned some studies linking
the pathologies discussed above, there is too little data
than can sustain those links between OCD and mild
mental retardation and OCD and cranio-cerebral
traumatism.

Conclusions

In conclusion, there is not enough data to demonstrate an
evident correlation between OCD and mental retardation.
Also, the confusion between OCD and acute psychotic
disease can be explained by the lack of insight of the
patient with OCD and/or mental retardation.

The particularity of this case is that the family does not
have any insight on the patient's condition and therefore
they indulge his compulsive behaviors regarding the
increased amount of eating and drinking.

Because the patient has an IQ below average
psychotherapy is not recommended. The options that we
adopted are assuring the right treatment and making sure
we educate the family about the patient's conditions.
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CASE REPORT

BRAIN ATROPHY ON A YOUNG MALE WITH

BIPOLAR DISEASE

CIOBANASU DENISA-NICOLETA', DOLFI ALEXANDRA’

Abstract:

Bipolar disorder, sometimes referred to as manic-
depressive disorder is characterized by dramatic shifts in
mood, energy, and activity levels that affects a person's
ability to carry out day-to-day tasks.

More than two-thirds of people with bipolar disorder have
at least one close relative with the illness or with unipolar
major depression, indicating that the disease has a
heritable component. (1)

There have been numerous studies that have revealed the
presence of cerebral atrophy especially in the prefrontal

cortex in elderly patients with bipolar affective disorder,
associated with loss of grey matter(2), but we will present
the case of a 28 year-old male, known with bipolar disease,
admitted for a mixed episode, with the predominance of
depressive episodes, exacerbated in a work-related stress,
on which we discovered a cerebral atrophy on CT
examination.

By introducing the neuroleptics and mood stabilizer, we
were able to notice improvement on symptoms, as well as a
regain on his social and professional functioning.
Keywords: bipolar disease, cerebral atrophy, young male

BACKGROUND

A maniac episode is characterized by a distinct period of
abnormally and persistently elevated, expansive or
irritable moodand abnormally and persistently increased
goal-directed activity or energy, decreased need for sleep,
more talkative than usual with the pressure of speaking,
flight of ideas, grandiosity, distractibility, excessive
involvement in activities that have a high potential for
painful consequences, lasting at least 1 week and present
most of the day, nearly every day, which is sufficiently
severe to cause marked impairment in social or
occupational functioning or to necessitate hospitalization.
A hypomanic episode is less severe than a maniac by
grade, type and duration of mood, cognitive and
behavioral symptoms, with the persistence of minimum 4
days, without that marked disability that requires
hospitalisation. A mixed state is the coexistence of maniac
or hypomanic episodes with depressive episodes. (3)

We report a case of a 28 year-old male, known with bipolar
disease, with previous admissions in hospital, first
reported in October 2018, second in august 2020 and the
final one in December 2020.

HISTORY

The pacient had the first admission in Alexandru
Obregia hospital during October 2018, being agitated,
with disinhibion on thoughts and speech, increased
talkativeness, decreased need for sleep, dysphoria,
irritability and irascibility, with the final diagnosis of
bipolar disease, maniac episode. From mother's
affirmations, she was able to observe a first elevated mood
in the winter of 2016, for which he took Depakine on
doctor recommendations, but he decided to stop it on his
own 6 months later. After the CT was made during
hospitalization, there were no evident alterations. On the
second hospitalization (August 2020), the patient came for
another manic episode, but this time with a more intense
state marked by a hetero-aggressive behavior, impulsivity,

marked irascibility, inflated self-esteem, distractibility
with affected judgement and lack of insight. On the latest
hospitalization (December 2020), the patient came with a
mild depression, anxiety, panic attacks exacerbated in
working environment, insomnia, diminished
concentration with a partial insight.

The patient, was never married, has no children,
but he has a stable job, which he couldn't attend in the last
months, due to the stress related to it. He is a smoker,
denies the use of alcohol, but agrees that he has a
weakness for CBD oil. The patient doesn't have a relevant
family psychiatric history. He denies having any allergies
and denies having other medical history.

PHYSICALEXAMINATION

Weight gain based on the previous treatment
with neuroleptics and timostabilizers.

Marked akathisia, which diminished in intensity
and then vanished based on the treatment he received with
anticholinergics (Romparkin 2 mg/day).

PSYCHIATRIC EXAMINATION

On the last examination, made on December
2020, the patient had a good appearance, being well
groomed, with good hygiene, with good orientation, with
low mimics and movements, with spontaneous speech,
being well kept in the normal flow. He was cooperative,
being well behaved towards the medical staff, as well as
towards the other patients. He had an increased motor
activity marked by akathisia. There weren't significant
abnormalities on thought process, his answers were
appropriate, most of the times being on point, but on some
times being circumstantial. On the moment of
examination, the patient denied the existence of
perceptual disturbances, as well as any delusions. It was
pointed out that they were present at some point of his life,
establishing that they were persecutory delusions and
commentary hallucinations. The hallucinations were
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marked by familiar voices (both men and women),
exacerbated in work place. The persecutory delusions led
to the constant fear of walking down the street or being
alone in some random place, without getting a panic
attack, because he always thought that the others had a
problem with him or the others wanted to hurt him.

He was unable to concentrate the same way as
before. He had a mixed insomnia with an increased
appetite. The patient was able to test reality, but he had
some moments where he became insecure about the
reality.

PARACLINICALEXAMINATION

Mild hypertriglyceridaemia with no other
abnormalities.

On the second CT (2020), it was discovered an
atrophy not common with age, atrophy that was not
present during the first CT made in October 2018.

COURSE AND TREATMENT

On the first day, the patient received a mood
stabilizer (Valproic acid salts- Depakine Chrono 1500
mg/day), neuroleptics (Quetiapine cp 200 mg/day and
Aripiprazole cp 10 mg /day), as well as benzodiazepines
(Lorazepamum cp 2 mg/day), but Quetiapine was phased
out sooner than expected, because it caused an unexpected
activation of the patient. Then it was established that the
best option for him would be Cariprazine, so it was
crossed introduced withAripriprazole being removed
slowly. On the end, it was established a final treatment
with Depakine 1500 mg and Cariprazine 1,5mg, final
results being the improvement of perceptual disturbances
and the disappearance of delusions.
Over the following months, it was established an increase
of Cariprazine at 3 mg per day, as the patient has stated at
times the presence of perceptual disturbances such as
auditory hallucinations, with a minimum duration over the
course ofaday.
The evolution of patient was satisfactory, because the
patient was able to regain the professional and social
functionality, being able to have a stable job, working as
an assistant.

PARTICULARITY

Cerebral atrophy at such a young age.

From specialized studies, the presence of cerebral atrophy
is found after a long period of progression of the disease.
Nor could it be identified the presence of bipolar affective
disorder or unipolar depression in closed relatives,
although according to some studies, the prevalence in
first-degree relatives of patients with bipolar affective
disorder is ten times higher compared to the general
population, with a percentage of about 10% for dizygotic

twins and 50% for monozygotic twins. (4)

DISCUSSION

A study by researchers at the San Francisco VA Medical
Center indicates that people with bipolar disorder may
suffer progressive brain damage. The study found
significantly lower concentrations of NAA in the right
hippocampus of males with bipolar disorder when
compared to the control group. NAA is the second most
abundant amino acid next to glutamate, present in brain
tissue and plays an important role in the synthesis of
neuronal proteins and is a precursor of myelin. Low NAA
is an indication that the integrity of neurons and/or axons
has been compromised in some way, either by damage,
loss or dysfunction. (5)

Neuroinflammation and excitotoxicity may contribute to
progressive atrophy and disease worsening in BD. High
levels of C-reactive protein and of pro-inflammatory
cytokines have been identified in plasma from BD
patients, suggesting a generalized inflammatory process.
(6)

Several studies have suggested that valproate therapy may
cause reversible brain atrophy and cognitive impairment,
but after years and years of mood stabilizers,(7) not being
the case here, due to the limited time that he received
Depakine.

CONCLUSION

A CT on young patients with bipolar disease is a rare thing
to do, especially if the patient is on his first maniac
episodes. To the best of our knowledge, we couldn't
identify a lot of studies regarding cerebral atrophy at such
young age, so it would beneficial in the future for the
patients with this disease to receive more imaging testing.
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ARTICOLE ORIGINALE

DEPRESIA LA FEMEI TINERE:
PARTICULARITATI CLINICE SI INTERFERENTE

SOCIALE

Elena A. Mdanescu', Monica A. Coman’, Simina M. Constantin’, Aurel P Nire,stean"

Rezumat

Varsta tanara poate reprezenta un teren de vulnerabilitate
crescuta pentru depresie la femei, datorita travaliului
hormonal caracteristic unei intense vieti reproductive,
dublate de un context socio-cultural dominat de
implicarea in diverse roluri ale vietii. Tabloul clinic
imbraca diverse forme, particularitdtile acestuia putand
interfera cu factori individuali si sociali. Prin acest studiu
am dorit sa urmarim corelatiile dintre particularitatile
tabloului clinic depresiv la femeile tinere si anumiti factori
psiho-sociali. Studiul a inclus 30 de femei cu vdrsta
cuprinsd intre 19 si 35 de ani, internate in sectia Psihiatrie
1I Targu-Mures in perioada Octombrie 2019-Februarie
2020. Evaluarea s-a facut utilizand un chestionar care a
cuprins intrebari vizand date personale si intrebari ale
inventarului de auto-evaluare a simptomului transversal
al DSM-5, nivel unu. Rezultate studiului indica o frecventa

crescutd a simptomelor anxioase, somatice i a
tulburarilor de somn, odatd cu inaintarea in varstd.
Ideatia suicidara a fost mai des intalnita la pacientele sub
25 de ani din lotul studiat. O alta constatare a studiului de
fata sugereazd ca nu statutul marital ci prezenta sau
absenta copiilor pare a fi corelata cu riscul suicidar.
Pacientele suferind de depresie si fara copii au prezentat
mai frecvent ideatie suicidara comparativ cu cele care
aveau copii. Prezenta copiilor in familie a fost de
asemenea un factor protectiv in ce priveste abuzul de
alcool. Majoritatea pacientelor suferind de depresie, au
prezentat scheme de relationare cognitiv-afective
corespunzdtoare unor trasdaturi de personalitate
accentuate maladaptativ.

Cuvinte cheie: depresie, femei tinere, suicid, abuz de
alcool

Introducere

Preponderenta depresiei la femei este una dintre
cele mai confirmate constatiri in epidemiologia
psihiatrica. Femeile sunt de doud ori mai predispuse ca
barbatii sa dezvolte un episod depresiv de-a lungul vietii
(1). Acest decalaj intre sexul feminin si masculin apare la
pubertate si creste cu varsta, pe toatd durata perioadei
fertile la femei (2).

Varsta tdnard reprezinta un teren de potentiala
vulnerabilitate la femei, atat datorita travaliului biologic
intens cat si a diversitatii rolurilor vietii. Diferitele stadii
ale vietii reproductive, predispun la depresie prin furtuna
hormonala si schimbarile majore care au loc.

Tot la varsta tanara, femeile se intalnesc mai
frecvent cu situatii generatoare de stres si experiente
traumatice precum abuz sexual si violentd domestica (3).
Experientele traumatice, mai ales cele precoce, potaveaun
efect de duratd asupra psihicului. Hiperimplicarea in
rolurile vietii a persoanelor de sex feminin in societatea
moderna, prin asumarea unor responsabilitati precum:
ingrijirea gospodariei, cresterea copiilor, Ingrijirea
persoanelor varstnice, provocarile legate de realizarea
profesionald, fara a beneficia de sustinere si recunoastere,
pot conduce la incursiuni timpurii In spectrul nevrotic.
Aceasta adversitatea sociald mai proeminenta la femei,

reprezintd un factor de risc important in prevalenta
crescutd a depresiei la varsta tanara, independent de
predispozitia genetica (3).

Tabloul clinic depresiv poate avea diverse
prezentari, de la modficari dispozitionale caracteristice, la
simptome cognitive si somatice. Depresia mascatd, nu mai
putin frecventd, reprezintd o provocare prin atipismul
manifestarilor clinice iar un diagnostic precis presupune
excluderea unei multitudini de etiologii posibile, lucru
adesea dificil. Fondul socio-cultural, trasaturile de
personalitate, vulnerabilitatea somaticd, varsta, sunt
variabile care determind diversitatea modului de
prezentare a depresiei si metodele de compensare. Prin
studiul de fata, ne-am propus sa evaluam corelatiile dintre
particularitatile formelor de prezentare ale depresiei la
femei tinere si diferite aspecte psiho-sociale.

Metode

Datele folosite au fost obtinute prospectiv, prin
distribuirea unui chestionar pacientelor internate in
Clinica Psihiatrie I Targu-Mures in perioada Octombrie
2019 —Februarie 2020. Au fost incluse in studiu pacientele
cu vérsta cuprinsa intre 19 si 35 de ani, cu diagnosticul de
depresie. Din lotul final au fost excluse pacientele cu alte
diagnostice psihiatrice asociate si cele care au completat
partial chestionarul. Studiul a inclus 30 de paciente, 5 cu
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varsta cuprinsa intre 19-25 de ani, 8 cu varsta cuprinsa
intre 26-30 de ani si 17 cu varsta cuprinsa intre 31-35 de
ani. Chestionarul distribuit a cuprins intrebari referitoare
la varsta, mediul de provenienta, studii, statut familial si
boli asociate precum si inventarul de auto-evaluare a
simptomului transversal nivel 1 al DSM-5. Evaluarea de
nivel 1 a DSM-5 este o evaluare sumara, dar
cuprinzatoare, a simptomelor psihopatologice si cuprinde
23 de simptome care surprind 13 domenii, in studiul actual
interesindu-ne domeniile: anxietate, insomnie,
somatizare, tulburari de memorie, abuz de alcool, droguri
sau medicamente si trasaturi mixte accentuate de
personalitate. Raspunsurile sunt cotate pe o scald Likert de
5 puncte in functie de severitatea simptomului.

S-a efectuat statisticd descriptiva pentru
caracteristicile socio-demografice ale participantilor. S-a
aplicat testul Mann-Whitney pentru analizele non-
parametrice. Pentru tabelele de contingentd de 2X2,
respectiv 2X3, s-au aplicat testele Fischer-exact test si
Chi2. Testul Anova a fost folosit pentru compararea
mediilor.

Pentru analiza statistica am folosit programul
STATA software, versiunea 14.2. Rezultatele au fost
considerate semnificative statistic in cazul valorii p mai
micadecat0,05.

Rezultate
Tabelul 1 prezintd caracteristicile socio-
demografice ale pacientelor.

Categorii de varstd %)

1925 6 (20,0%)
2630 8 (26,7%)
31-35 16 (53,3%)

Mediu de proveniemti% )

Rural 18 (60%)

Urban 12 (40%)

Status marital(%)

Necasatorita 20 (66,7%)
Casatorita 10 (33,3%)
Studii n%)

Liceu 10 (33,3%)

Studii superioare 20 (66,7%)

Copiin (%)

Fara copii

20 (66,7%)

Cu copii 10 (33,3%)

Boli asociatie (%)

Fara boli asociate 26 (86,7%)

Cu boli asociate (epilepsie)| 4 (13,3%)

Tabelul 1. Caracteristicile socio-demografice

Tabelul 2 prezinta particularitatile clinice ale depresiei,
evaluate cu ajutorul inventarului transversal de nivel 1 al
DSM-5.

Elemente de somatizare n (%)

Nu 12 (40%)

Da 18 (60%)

Anxietate n (%)
Nu 6 (20%)

Da 24 (80%)

Insomnie n (%)
Nu 2 (6,7%)

Da 28 (23,3%)

Tulburari de memorie n (%)

Nu 14 (46,7%)

Da 16 (53,3%)

Ideatie suicidara n (%)

Nu 22 (73,3%)

Da 8 (26,7%)

Trasaturi accentuate de personalitate n (%)
Nu 8 (26,7%)

Da 22 (73,3%)

Consum de alcool n (%)

Nu 24 (80,0%)

Da 6 (20,0%)

Consum de tutun n (%)

Nu 18 (60%)

Da 12 (40%)

Abuz de medicamente n (%)

Nu 26 (86,7%)

Da 4(13,3%)

Tabel 2. Particularitatile simptomatologiei clinice
conform chestionarului de masurare a simptomului
transversal de nivel 1, DSM-5.

Particularitati clinice la diferite categorii de varsta
Pacientele cele mai tinere, cu varsta cuprinsa in
categoria 19-25 de ani au manifestat mai frecvent ideatie
suicidara comparativ cu cele cu varsta cuprinsa intre 26-
30 de ani, respectiv 31-35 de ani (p=0.01, F=6.95). S-a
observat o frecventd crescutd de aparitie a insomniei in
tabloul clinic, odatd cu varsta (p=0.01, F=7.18). De
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asemenea, simptomatologia anxioasd asociatd in unele
forme de depresie a fost mai frecvent raportatd la
categoriile de varsta 26-30, respectiv 31-35 de ani
(p=0.02, F=6.09). Pacientele cu varstd cuprinsd in
intervalul 26-30 de ani, respectiv 31-35 de ani, au
manifestat mai frecvent elemente de somatizare asociate
episodului depresiv comparativ cu cele mai tinere, cu
varsta cuprinsa in categoria 19-25 de ani, care nu au
manifestat deloc eclemente de somatizare (p<0.01,
F=10.24).
Particularitati clinice in context social

Pacientele cu un nivel academic superior, au
prezentat mai frecvent insomnie, comparativ cu cele cu
nivel academic inferior (p=0.03, F=4.67) iar ca si metoda
de externalizare, consumul de alcool (p=0.04, F=4.02) a
fost Intalnit la cele cu studii superioare, pe cand cele cu
studii inferioare au abuzat de medicamente (p=0.01,
F=12.44). Pacientele cu studii superioare au asociat de
asemenea mai frecvent scheme de relationare cognitiv-
afective corespunzdtor unor trasituri de personalitate
accentuate maladaptativ (p=0.02, F=11.11). Pacientele
fara copii au asociat mai frecvent abuzul de etanol
comparativ cu cele cu copii (p=0.04, F=4.02), cele din
urma inregistrand totodatd mai putin frecvent ideatie
suicidara (p=0.01, F=6.22).
Discutii

Rezultate studiului indica o frecventa crescuta a
simptomelor anxioase, somatice si a tulburarilor de somn,
odatd cu Inaintarea In varstd. Anumite personalitti
predispuse, acumuldnd cu timpul zone de rezistentd
scazutd a organismului, traduse printr-un discomfort deja
acceptat de pacient si devenit nesemnificativ, la
suprapunerea unui episod depresiv, aceste zone se
activeaza si ajung principala preocupare si acuza,
mascand adesea simptomele tipice. Astfel, la o
personalitate cu un prag scazut de anxietate, simptomele
somatice si anxietatea provocata de acestea pot fi
principala forma de prezentare. Aceste tablouri clinice
apar la fel de frecvent ca si cele tipice.

Ideatia suicidard a fost mai des intdlnitd la
pacientele sub 25 de ani din lotul studiat. Aceastd
constatare ar putea fi explicata printr-o impulsivitate
caracteristica varstei foarte tinere, care se amelioreaza
ulterior. Impulsivitatea a fost raportata frecvent in studii ca
fiind un factor de risc pentru auto-vatamare si suicid (4, 5)
insd rezultatele sunt oarecum inconstante. Hawton et al.
(6) raporteaza impulsivitatea ca factor de risc pentru
suicid, independent de alte variabile, doar in randul
femeilor tinere, nu si la barbati. Alt studiu, raporteaza o
asociere intre suicid si impulsivitate, care nu ramane
semnificativa statistic dupa ce au fost luati in considerare
alti factori precum nevroticismul, extraversiunea, locus de
control extern si stima de sine (7). Desi rezultatele sunt
inconstante, impulsivitatea ar putea fi importantd in
identificarea unor grupe la risc. La nivel global, cele mai
ridicate rate de auto-vatamare au fost raportate la femeile
tinere (8), comportament asociat cu un risc crescut de
suicid in viitor (9,10), in special atunci cand exista
asociate elemente toxicofilice cum ar fi abuzul de alcool
(11, 12). In cadrul lotului studiat nu s-a gasit nici o
corelatie privind ideatia suicidard si abuzul de alcool.

In mod interesant, rezultatele studiului sugereaza
ca nu statutul marital ci prezenta sau absenta copiilor pare
a fi corelata cu riscul suicidar. Pacientele suferind de
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depresie si farda copii au prezentat mai frecvent ideatie
suicidard comparativ cu cele care aveau copii. Un studiu
raporteaza cea mai mare rata de suicid la femeile casatorite
si fara copii, aceasta explicand de ce diferenta frecvent
raportatd la statutul marital se datoreaza mai degraba
efectului parentalitatii si nu mariajului per se (13). La lotul
studiat, prezenta copiilor a fost de asemenea un factor
protectiv in ce priveste abuzul de alcool.

Majoritatea pacientelor suferind de depresie, au
prezentat scheme de relationare cognitiv-afective
corespunzatoare unor trasaturi de personalitate accentuate
maladaptativ, in special cele cu studii superioare. Un
studiu longitudinal prospectiv de proportii, condus In
Suedia pe o perioada de 50 de ani, a demonstrat ca anumite
trasaturile de personalitate premorbide (senzitiv, retras,
autodevalorizant) reflectand un stil de adaptare ruminativ,
reprezinta factori predictivi ai dezvoltarii ulterioare a unui
episod depresiv (14).

Exista dovezi ca modificarile in sens patologic
ale personalitatii au un impact negativ general asupra
evolutiei depresiei, in special dimensiunea
nevroticismului. Nevroticismul creste, de asemenea,
riscul de aparitie si recurenta a episoadelor depresive (15).
Un aspect pentru cercetarea viitoare in acest sens, vizeaza
modul in care aceste ,,dimensiuni-nucleu” pot reprezenta
vulnerabililitati si ce mecanisme sunt implicate in evolutia
acestora spre dezvoltarea unei tulburari.

Concluzionand, rezultatele studiului sugereaza
asocierea simptomelor somatice si a anxietatii tabloului
clinic depresiv la femeile tinere, odatd cu tranzitia spre
maturitate si diversificarea rolurilor socio-profesionale.
Nu rareori, aceste simptome pot masca simptomatologia
caracteristica, diagnosticarea corectd necesitand astfel
atentie sporitd. Prezenta copiilor poate fi un factor
protectiv in ce priveste suicidul dar si abuzul de alcool.
Abrevieri
DSM: Manual de diagnostic si clasificare statistica a
tulburarilor mintale
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ARTICOLE DE SINTEZA

REVIEW: POLIMORFISMELE GENEI
TRANSPORTORULUI DOPAMINEI IN
TULBURAREA DEPRESIVA MAJORA

Emilia C Popescu', Doina Cozman’

Rezumat:

1.Introducere

Avdnd in vedere ultimele date epidemiologice despre
depresie si suicid, precum si existenta unor supozitii
conform carora disfunctia sistemului dopaminergic este
implicatd in depresie, era necesara o revizuire a ultimelor
studii din literatura de specialitate si realizarea unei
sintezei a acestora.

2.Materiale si metode

Utilizand baza de date PubMed s-au selectat 8 studii
clinice despre gena transportorului dopaminei si depresie
publicate inainte de aprilie 2018.

3.Rezultate

In studiile selectate au fost inclusi 3465 de subiecti, dintre
care 2527 erau pacienti diagnosticati cu tulburare
depresiva majora si 938 subiecti sandtosi au fost inclusi in
grupurile de control. Jumatate din studiile incluse au
studiat si polimorfismele altor gene (de exemplu DRD2,
SLC6A42, COMT, ABC1, CREBI si altele).

4.Discutii

Rezultatele acestor studii nu sunt suficiente pentru a
sustine implicarea polimorfismelor genei transportorului
dopaminei in aparitia depresiei. Sunt necesare mai multe
studii multicentrice care sa cuprindd esantioane mai mari
de pacienti pentru a trage o concluzie clara.

Cuvinte cheie: depresie, dopamind, review, polimorfisme

1.Introducere

Tulburarea depresivd majora (MDD) este o tulburare
psihiatrica frecventd care poate afecta dispozitia,
comportamentul si gandurile pacientului. Potrivit
Organizatiei Mondiale a Sanatatii, exista peste 300 de
milioane de persoane afectate de depresie in intreaga
lume.(1) Prevalenta depresiei a crescut cu 18,4% in 10 ani
(intre 2005 $12015). Aproximativ 800000 de personae mor
prin suicid in fiecare an.(1) In Europa, 3 din 4 pacienti
diagnosticati cu depresie nu sunt tratati corespunzator.(2)
In Romania, 5% din populatie este afectati de depresie, iar
rata suicidului este de 11,7 1a 100 000 de locuitori.(3,4)
Depresia poate fi clasificatd dupa severitatea simptomelor
in depresie usoard, depresie moderatd si tulburare
depresiva majora.(5) Lungimea unui episod poate varia in
randul pacientilor. In functie de durata simptomelor, se
poate imparti in depresie acutd (minim 2 sdptdmani si nu
mai mult de 2 ani) si depresie cronica (mai mult de 2
ani).(5) Etiologia MDD este o interactiune complexa a
factorilor genetici, psihologici si fiziologici, fiecare dintre
ei contribuind intr-o anumita masura la aparitia bolii.(6)
Primul studiu clinic privind relatia dintre polimorfismele
genetice si depresie a fost efectuat in 1978.(7) De atunci,
multe alte studii au fost efectuate dar nu au reusit sa
identifice genele care predispun la tulburarea depresiva
majora din cauza inconsecventei rezultatelor.

Sistemul dopaminergic este implicat in realizarea multor
functii psihologice, cum ar fi emotiile si motivatia, precum
si comportamentul de cautare al recompensei.(8) Aceasta
cale neurald este formatd din hipocampus (HP), cortex
cerebral (cortex frontal si prefrontal sau PFC) precum si
unele structuri subcorticale: nucleus accumbens,

hipotalamus si amigdala.(9) Studiile recente au
concluzionat cd o disfunctie a caii dopaminergice poate fi
implicata in patogeneza tulburarilor psihiatrice. Grace a
sugerat cd activarea redusd a circuitelor subcorticale
datoritd hiperactivitatii lor poate induce anhedonia si
depresia.(10) Transportorul dopaminei (DAT) regleaza
concentratia dopaminei in fanta sinaptica si se gaseste in
special in ganglionii bazali.(11) Rolul sdu este de a recapta
dopamina in terminatiile presinaptice, stopand activitatea
dopaminergicd. Gena DATI1, cunoscutd sub numele de
SLC6A3, este situatd pe cromozomul 5pl5.3.
Polimorfismul cel mai studiat al DAT1 este 40-bp VNTR
(Repetitii In Tandem a Numerelor Variabile). Exista doua
alele care au 9 si respectiv 10 repetitii. Expresia alelei A9
este legatd de nivele mai ridicate de dopamina, fiind
frecvent intalnita in randul pacientilor dependenti de
substantele psihoactive.(12,13) Conform studiilor, alela
A9 (DAT-S) este legatd de expresia redusa a proteinei
transportorului, care se traduce printr-o concentratie mai
mare de dopamina la nivelul fantei sinaptice.(14) Expresia
homozigota a alelei A10 (cunoscutd si ca DAT-L) este
asociatd cu o concentratie mai mare de transportator de
dopamina. DAT recapteaza dopamina (DA) conducand la
disponibilitatea scazutd a dopaminei in fanta sinaptica
(15).
2.Materiale si metode

Am cautat in PubMed studiile clinice despre gena
transportatorului de dopamina si MDD publicate inainte
de aprilie 2018. Strategia de cautare a studiilor a constat in
cuvintele cheie: gena transportatorului de dopamina,
polimorfismul transportatorului de dopamina, DATI, in
asociere cu depresia sau depresia majora. Filtrul de studii
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clinice a fost utilizat in timpul cautarii. Dupd analiza
studiilor gasite, doar 8 studii au fost incluse in acest
review.

Studiile au fost selectate daca: (1) pacientii au fost
diagnosticati cu MDD conform criteriilor standard de
diagnostic (DSM-IV si / sau ICD-10), (2) studiul a
investigat efectul polimorfismelor transportorului
dopaminei. Criteriile de excludere au fost: (1) grupul de
cazuri a inclus pacientii bipolari sau (2) distributia
genotipurilor grupului martor nu a fost in echilibrul

Hardy-Weinberg.

3.Rezultate

Un total de 3465 subiecti au fost inclusi in studii, dintre
care 2527 dintre acestia au fost diagnosticati cu tulburare
depresiva majora si 938 subiecti sanatosi au fost inclusi in
grupurile de control. Cea mai mica varsta medie (11 ani) a
fost gasitda in studiul efectuat de D'Souza asupra
membrilor cohortei de colaborare la nivel de greutate la
Auckland. Varsta medie finala a pacientilor inclusd in
aceasta sinteza este 31,14 ani.

Autori Numar de | Numar de Numir al Alte gene | Varsta
cazuri controale polimorfismelor s tudiate | studiate medie
Bielinski et. al 364 0 3 DA 52
Haeffel et. al 176 0 3 NU 16,2
Huang et. al 582 435 17 NU 38,69
D’Souza et. al 546 0 DA 11
Sullivan et. al 86 181 NU 32
Dong et. al 272 264 48 YES 38
Zahavi et. al 38 58 YES 22.34
Huang, Lu et. al 463 0 NO 38,94

Tabel 1. Studiile incluse in review

Jumatate din studiile incluse au studiat polimorfismele
altor gene (de exemplu DRD2, SLC6A2, COMT, ABCI,
CREBI si altele).

Studiul lui Bielinski si al colaboratorilor a urmarit sa
investigheze relatia dintre polimorfismele genelor DAT1
si COMT si intensitatea simptomelor depresive la
pacientii obezi. In studiu au fost inclusi 364 pacienti
polonezi tratati pentru obezitate. Pentru fiecare pacient,
cercetdtorii au efectuat masuratori de indltime (metri),
greutate (kilograme) si au calculat indicele de masa
corporala (IMC). Pacientii au fost diagnosticati cu

obezitate daca IMC > 30. Severitatea simptomelor
depresiei a fost masurata cu Beck Depression Inventory
(BDI) si Hamilton Rating Scale (HDRS). Polimorfismele
DATT1 si COMT au fost determinate utilizand reactia in
lant a polimerazei (PCR). Participantii de sex masculin au
avut simptome depresive mai severe si scoruri mai mari la
ambele scale. S-a constatat o corelatie pozitiva intre scorul
HDRS si IMC. Rezultatele studiului sugereaza ca exista o
influentd a polimorfismelor DAT1 asupra severitatii
simptomelor depresive si a obezitdtii. Homozigotii pentru
alela A9 au avut scoruri mai mari la ambele scale, ceea ce
inseamnd o depresie mai intensd atat la barbati, cat si la
femei. Aceeasi aleld a fost asociata cu valori ridicate ale
IMC, ceea ce sugereaza cd pacientii au un risc mai ridicat
de obezitate. Cercetatorii au efectuat de asemenea analiza
polimorfismelor COMT. Homozigotii alelei Met au avut
un scor mai mare la scalele de depresie. Studiul a relevant
si asocierea dintre polimorfismele DATT1 si prevalenta si
intensitatea simptomelor depresive la subiectii cu
obezitate. Aceste rezultate indica faptul cad modificarile
patologice ale sistemului de recompensd (in care
dopamina joaca un rol crucial) ar putea creste riscul
aparitiei tulburarilor depresive sau alimentare (16), dar nu
indicd o asociere clara intre depresie si polimorfismele
DATI.

In studiul lui Haeffel si al echipei sale au fost testate trei
polimorfisme ale genei DAT1 si influenta lor asupra
debutului primului episod de depresie. Acestia au folosit
un design de interactiune gena-mediul Inconjurator si au
inclus 176 de adolescenti de sex masculin dintr-un centru
de detentie juvenil situat in nordul Rusiei. Cercetatorii au
vizat un grup cu risc ridicat, deoarece prevalenta depresiei
este mai mare in randul adolescentilor delincventi de sex
masculin (11-33%).(17) Pentru evaluarea simptomelor
depresive au utilizat scala Beck Depression Inventory.
Pentru respingerea maternd a fost utilizatd versiunea
scurti EMBU (Own Memories of Parental Rearing). in
acest studiu s-au identificat trei polimorfisme ale genei
DATI: rs2652511 (promotorul), rs40184 (intronul 14) si
rs6347 (exonul 9). Scopul studiului a fost sd determine
daca riscul genetic (rs6347, rs40184 si rs2652511) este
asociat cu riscul de mediu sau diagnosticul clinic al
depresiei. Subiectii au fost diagnosticati cu depresie daca
indeplinesc criteriille DSM-IV pentru tulburarea
depresiva. Polimorfismul rs6347 sau rs2652511 nu parea
sa interactioneze cu respingerea materna pentru a anticipa
depresia. Polimorfismul rs40184 a interactionat cu
respingerea maternda. Respingerea materna a crescut
semnificativ riscul de depresie la pacientii cu genotip TT,
deoarece adolescentii cu scor mare pentru respingerea
maternad si genotipul TT aveau un risc mai mare de aparitie
a unui episod depresiv. Aceiasi pacienti au avut un nivel
mai ridicat de ideatie suicidard (evaluat cu interviul K-
SADS-PL) si simptome depresive. Pe langa faptul ca are
multe puncte forte, acest studiu are, de asemenea, limitele
sale. Nu se stie daca aceste constatdri pot fi generalizate la
alte esantioane, deoarece In acest studiu au fost inclusi
doar adolescentii din centre de detentie. O altd limita a
studiului a fost aplicarea unui chestionar de auto-evaluare
pentru respingerea materna, neputandu-se stii daca
participantii cu scoruri mari au fost de fapt respinsi de
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mame. Nu este clar de ce celelalte doua polimorfisme
studiate ale DAT1 nu au avut rezultate similare. Acest
studiu sustine rolul unei gene a dopaminei in declansarea
tulburarii depresive (18).

Studiul lui Huang si al colaboratorilor a studiat 17
polimorfisme genetice ale genei DAT1 pe o populatie
chineza Han din Taipei. Scopul studiului a fost de a evalua
rolul variantelor alelelor DAT1 in patogeneza tulburarii
depresive majore si influenta lor asupra trasaturilor de
personalitate. Ei au recrutat un numar de 582 de pacienti
diagnosticati cu depresie majora in conformitate cu
criterille DMS-IV si 435 de voluntari sanatosi pentru
grupul de control. A fost aplicat chestionarul de
personalitate tridimensional  (TPQ-Tridimensional
Personality Questionnaire) la 459 pacienti cu depresie
pentru a evalua trasaturile de personalitate. Rezultatele
studiului au aratat doar o asociere limitd intre doud
polimorfisme (rs11133767 sirs27072) si depresia majora,
care nu a fost confirmata nici de regresia logistica, nici de
analizele de haplotip. Cercetdtorii au realizat o evaluare
extensiva a polimorfismelor DAT1 (17 variante), pentru a
determina daca existd o asociere cu depresia majora sau
trasaturile de personalitate la pacientii cu depresie.
Rezultatele au aratat cad nu existd nici o influenta a
polimorfismelor DAT1 asupra unor trasaturi specifice de
personalitate la pacientii diagnosticati cu tulburare
depresiva majora. Studiul nu a gasit nici o legatura intre
diagnosticul de depresie majora si cele 17 polimorfisme
ale SLC6A3. Acest lucru se datoreaza faptului ca aceste 17
variante nu pot asigura o acoperire completd a genei
transportorului dopaminei.(19)

D'Souza si echipa ei au folosit probe diferite de ADN
(tampon bucal, mostre de sange) de la 546 de subiecti de

11 ani pentru extractia ADN. Acesti participanti au facut
parte din cohorta de lunga durata a Auckland Birthweight
Collaborative. Subiectii au fost examinati pentru sapte
polimorfisme ale genelor DAT1, precum si pentru alte
variante genetice, iar simptomele depresive au fost
masurate utilizand Scala de Depresie pentru Copiii a
Centrului de Studii Epidemiologice (CES-DC).
Rezultatele au aratat ca existd un efect semnificativ al
polimorfismului rs1042098 al genei DAT1 (pacientii cu
varianta TT au avut scoruri ale depresiei mai mari).
Polimorfismul rs3863145 al DAT1 se apropia, de
asemenea, de o valoare prag semnificativa. Acest studiu
sugereaza ca variantele genei DAT1 pot interactiona cu
alti factori perinatali timpurii pentru a influenta
simptomele depresiei si debutul acesteia.(20)

Sullivan si colaboratorii sai au studiat 5 polimorfisme
DATT la 86 de subiecti cu tulburare depresivd majora si
181 de pacienti cu dependentd la alcool. Toti pacientii
inclusi in studiu au completat Inventarul
Temperamentului si Caracterului (TCI) dezvoltat de
Cloninger. Rezultatele nu sugereaza ca existd vreo
legdtura intre variantele genei DAT1 si trasaturile
comportamentale. Acest studiu nu este suficient pentru a
concluziona cd nu existd nicio legdtura intre DAT si
trasatura de personalitate “cautarea noului” (novelty-
seeking). Acest lucru poate fi explicat prin frecventa
diferita a alelelor la pacientii alcoolici comparativ cu cele
raportate anterior.(21)

Dong si echipa sa au studiat influenta DAT1 si a altor sase
gene la 272 de pacienti cu depresie majord si 264 de
indivizi din lotul martor. Au identificat 48 de
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polimorfisme uninucleotidice (SNP) ale SLC6A3, unele
dintre ele nefiind descrise anterior in alte studii.
Cercetatorii au identificat opt polimorfisme
uninucleotidice localizate in patru gene: ABCBI,
NTRK2, CREBI si SLC6A3 care sunt asociate cu
susceptibilitatea la depresia majora. Doua polimorfisme
uninucleotidice ale DAT1 (rs8179029 rs2550936) au fost
asociate cu un risc mai mare pentru depresie sau scoruri
mai mici ale HAM-D21. Rezultatele sugereaza ca aceste
polimorfisme pot avea implicatii in fiziopatologia MDD,
dar ar trebui replicate pe alte esantioane. (22)

Zahavi si colaboratorii au studiat variatia genelor
serotoninei si a dopaminei in depresia majora. Au recrutat
96 de tineri din zona Toronto (n =51, din care 22 au avut
diagnostic de depresie) si Ontario (n =45, 16 dintre acestia
fiind cu diagnostic de depresie). Pacientii cu depresie au
indeplinit criteriile DSM-IV pentru depresie majora.
Severitatea simptomelor depresiei a fost evaluata
utilizand scalele Beck Depression Inventory-II (BDI-II) si
Hamilton Rating Scale for Depression (HRSD).
Cercetatorii au investigat influenta variantelor DAT1
VNTR, SLC6A4, DRD4 VNTR si COMT Vall58Met
asupra depresie. Rezultatele au dovedit ca polimorfismele
genelor serotoninei si dopaminei sunt asociate cu
diferentele in teoria decodificarii mintii (theory of mind)
la pacientii cu MDD, dar nu sugereaza ca ar avea
implicatii si asupra simptomelor depresiei sau aparitiei
acesteia.(23)

Un alt studiu al lui Huang si al echipei sale a evaluat cinci
polimorfisme ale genei SLC6A3 (3'-VNTR, rs2550948,
1s2975226, 1s6347 si 1s27072). Scopul a fost de a
determina daca aceastd gena influenteaza trasaturile de
personalitate ale pacientilor diagnosticati cu MDD. in
studiu au fost inclusi 463 pacienti chinezi din populatia
Han. Cercetdtorii au examinat: trasdturile de
personalitate, evitarea prejudiciului (HA) si cautarea de
noutdti (NS) cu chestionarul tridimensional de
personalitate (TPQ). Studiul nu a gasit nici o asociere intre
gena SLCO6A3 si NS sau HA in grupul de pacienti
deprimati, dar sugereaza ca polimorfismele promotorului
DAT1 pot influenta anumite trasaturi de personalitate din
subgrupul cu depresie cu debut precoce (24).

4.Discutii

Trei din opt studii au aratat ca polimorfismele genei DAT 1
sunt implicate in fiziopatologia depresiei. Acest efect
poate fi explicat prin disfunctia caii dopaminergice. Grace
a sugerat ca daca activarea circuitelor subcorticale scade
din cauza hiperactivitatii lor, aceasta poate induce
anhedonie, depresie sau tulburari de alimentatie.(10)

Un alt studiu a aratat cd nu existd nici o influenta a
polimorfismelor DAT1 asupra trasaturilor de
personalitate ale pacientilor deprimati, sau asupra
simptomelor depresiei.(19) Al doilea studiu al echipei de
cercetare a sugerat ca polimorfismele promotorului DAT1
pot influenta anumite trasaturi de personalitate in
subgrupul cu debut precoce al depresiei.(24) Acest lucru
se datoreaza faptului ca studiile au fost efectuate doar pe
populatia chineza Han. Ar trebui realizate mai multe studii
de cohortd pentru a confirma efectele trasaturilor de
personalitate si a legaturii cu polimorfismele SLC6A3 in
debutul tulburarii depressive majore.

Studiul lui Sullivan a avut unele limite: a folosit pacientii
cu dependenta la alcool ca grup de control si esantionul a
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fost prea mic pentru un studiu genetic.(21) Studiul lui
Zahavi a recrutat de asemenea un numar mic de pacienti.
Este necesar un numar mai mare de subiecti pentru a putea
trage o concluzie.(23)

Desi exista unele studii care sugereaza implicatiile
polimorfismului genei DAT1 fin tulburarea depresiva
majord, aceste rezultate nu sunt suficiente pentru a
concluziona ca aceste variante genetice cresc riscul de
aparitie a depresiei. Mai multe studii sunt necesare pentru
a trage o concluzie clara. Aceste studii ar trebui sa fie
multicentrice, multinationale si efectuate pe esantioane
mai mari de pacienti cu caracteristici heterogene.
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ARTICOLE DE SINTEZA

AUGMENTAREA PSIHOTERAPIEI CU 3,4-
METHYLENEDIOXYMETHAMPHETAMINE
(MDMA) IN TULBURAREA DE STRES
POSTTRAUMATIC - REVIEW DE LITERATURA

Tiberiu C. Ionescu', ITonut S. Popa’, Alin Chiriac', Catdlina Tudose"”

Rezumat:

Obiective: Tulburarea de stres post-traumatic (PTSD) este
o tulburare psihiatricd cu potential evolutiv sever, ce apare
la unele persoane din cauza expunerii la evenimente
traumatice specifice sau amenintari cu moartea, rani
grave sau violentd sexuald. In prezent, psihoterapia este
consideratd una dintre cele mai eficiente modalitati de a
trata PTSD. Raspunsul clinic incomplet precum si
recdderile frecvente indica necesitatea de a cauta terapii
alternative, dintre care asocierea psihoterapiei cu 3,4-
metilendioximetamfetamina (MDMA) se remarca prin
potentialele efecte benefice.

Metode: Lucrarea de fata reprezintda un review de
literatura ce a revizuit mai multe articole stiintifice ce
urmaresc efectul adjuvant al MDMA asociat psihoterapiei
in tratamentul sindromului de stres posttraumatic. Studiile
incluse au fost selectate in urma cautarilor sistematice
desfasurate pe baza de date online PubMed. Au fost
analizate un numar de 33 de articole.

Rezultate: In general, studiile selectate pot fi impartite in
doua domenii principale din punct de vedere al
obiectivelor: studii ce urmadresc dacda administrarea
MDMA adjuvant psihoterapiei este utila in sindromul de
stres posttraumatic si studii ce analizeaza mecanismele
prin care MDMA poate fi asociat psihoterapiei in
tratamentul acestei afectiuni.

Concluzii: Potentialul efect terapeutic al MDMA-ului,
mai ales in asociere cu psihoterapia, ridica o serie de
controverse, limitari, dar si oportunitati. Existenta unui
numar redus de studii aflate intr-o faza avansata, alaturi
de potentialul adictiv semnificativ al substantei si
controversele actuale legate de utilizarea sa in scopuri
terapeutice limiteaza momentan aceastd optiune
terapeutica. Cu toate acestea, In viitor, beneficiile
augumentarii psihoterapiei cu MDMA ar putea reprezenta
o optiune de tratament valida.

Cuvinte cheie: 3,4-methylenedioxymethamphetamine,
MDMA, PTSD, psihotrauma

Introducere

Tulburarea de stres posttraumatic (PTSD)
reprezintd o tulburare psihiatricd severd, cu potential
invalidant si evolutie cronicd, care apare la anumite
persoane secundar expunerii la un eveniment traumatic
concret sau la amenintarea cu moartea, vatamare severa
sau violentd sexuald a lor sau a altora (1). PTSD se
caracterizeazd prin ganduri intruzive, recurente, cu
continut negativ, cosmaruri sau flashback-uri ale
evenimentului traumatic, disconfort psihic intens, evitarea
persistentd a stimulilor asociati respectivului eveniment,
tulburari in sfera cognitiva si afectivd, comportament
autodistructiv, hipervigilenta, tulburari hipnice, toate
acestea ducand la o disfunctie sociala, profesionala sau alte
domenii importante de functionare, criteriul minim de
timp fiind de o luna. Managementul eficiente pentru PTSD
include tratamentul farmacologic si non-farmacologic. Cu
toate acestea, o proportie substantiala a acestor pacientilor
prezinta simptomatologie rezistenta la tratamentul actual.

Terapia medicamentoasa si-a aratat eficienta cu
precdadere in ceea ce priveste simptomele
hiperexcitabilitatii si reactivitatii precum iritabilitatea,
slabul control pulsional, hipertimice (depresie, anxietate),
dar cu rezultate limitate in ceea ce priveste

comportamentul de evitare persistentd a stimulilor asociati
(2). In ceea ce priveste tulburirile hipnice adesea se ajunge
la utilizarea polifarmaciei, fiind adesea rezistente la o
singurd clasa farmacologica (3).

Inhibitorii selectivi ai recaptarii serotoninei
(SSRI) precum sertralina sau paroxetina, sunt eficienti in
reducerea simptomelor PTSD. Daca existd un raspuns
pozitiv, acestea trebuie continuate timp de cel putin sase
luni pentru a preveni recidiva sau recurenta (4). De
asemenea venlafaxina, un inhibitor al recaptarii
serotoninei si norepinefrinei (SNRI) si-a dovedit eficienta
in doua trial-uri randomizate (5,6). Pe de alta parte, studii
clinice randomizate oferd unele dovezi ale eficacitatii
antipsihoticelor de generatia a doua in tratamentul PTSD
ca monoterapie sau in asociere cu antidepresivele, cu
atentie 1nsa asupra efectelor secundare (7-9).
Benzodiazepinele desi nu au fost evaluate in studii
randomizate sunt frecvent utilizate pentru a trata
anxietatea si tulburarile hipnice. Benzodiazepinele pot
afecta efectele terapeutice ale psihoterapiilor precum
terapia prin expunere. Toti pacientii carora li se
administreaza benzodiazepine in tratamentul PTSD ar
trebui monitorizati pentru riscul de abuz (10).

La momentul actual, psihoterapia este acceptata
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ca una dintre cele mai eficiente metode de tratament ale
PTSD. Raspunsurile clinice incomplete ori recaderile
frecvente, au relevat necesitatea cautarii unor alternative
de tratament, una dintre acestea fiind reprezentata de
augmentarea psihoterapiei cu 3,4-
methylendioxymethamphetamine (MDMA). 3,4-
methylendioxymethamphetamine este o substantad
psihoactivd, sintentica, ce este utilizatd in marea
majoritate a cazurilor in scop recreational, dar studii
recente (Friederike Holze 1) au inceput sd evalueze
potentialul terapeutic al acesteia, mai ales 1n asociere cu
psihoterapia. in doze reduse, acesta produce relaxare,
empatie, sentiment de buna dispozitie pana la euforie, insa
cu cresterea dozelor, creste si posibila aparitie a
nedoritelor efecte adverse date de rolul sau secundar
psihostimulant si halucinogen (11). De mentionat este
faptul ca dozele mari au potential neurotoxic si pot duce la
deficite cognitive, acestea nefiind descrise in niciunul
dintre actualele studii ce au evaluat valoarea terapeutica a
substantei in doze mici, controlate, ca metoda adjuvanta in
tratamentul PTSD rezistent la terapia medicamentoasa
clasica.

in ultimele decenii, s-au desfasurat o serie de
studii privind benefica asociere a MDMA-ului in
augmentarea tratamentului PTSD, insa doar unele au fost
duse la bun sfarsit. Multe studii au fost oprite din
considerente politice, etice sau religioase(12)

Rezultatele pozitive ale utilizariit MDMA-ului in

doze terapeutice dublat de o alianta terapeutica puternica
se datoreaza efectelor substantei de a creste nivelul
oxitocinei, prolactinei $i monoaminei serotoninergice, cat
si potentialului de activare a anumitor regiuni de la
nivelul amigdalei (13). In timpul sedintelor de
psihoterapie asociate cu MDMA, pacientii reusesc sa
confrunte evenimentele traumatizante, la un nivel afectiv
redus, putdnd sd-si gestioneze emotiile. Toate acestea au
reprezentat bazele continuarii studiilor in vederea
demonstrarii acestei ipoteze in timp, evidentierii limitelor
siareactiilor adverse (14).
Materiale si metode

Lucrarea de fatd reprezintd un review de
literatura ce a revizuit mai multe articole stiintifice ce
urmaresc efectul adjuvant al MDMA asociat psihoterapiei
in tratamentul sindromului de stres posttraumatic. Studiile
incluse au fost selectate in urma cautarilor sistematice
desfasurate pe baza de date online PubMed, cuvintele
cautate fiind: 3,4-methylendioxymethamphetamine,
MDMA, posttraumatic stress disorder, PTSD sau trauma.
Toate articole incluse au fost redactate in limba engleza.
Au fost identificate un numar de 39 de rezultate, in studiul
de fata fiind incluse 33 de articole, 6 articole neavand o
tema concludenta. Articole incluse au fost publicate intre
anii 2011 si 2020, fiind trial-uri clinice, studii clinice
randomizate, review-uri sistematizate/nesistematizate,
meta-analize, acestea fiind prezentate in tabelul 1 in
ordine cronologica.

Autor Titlu

Michael C Mithoefer The safety and efficacy of {+/ -}3,4-methylenedioxymethamphetamine -assisted psychotherapy

etal. 2011 in subjects with chronic, treatment -resistant posttraumatic stress disorder: the first randomized
controlled pilot study (15)

Peter Oehen et al. A randomized, controlled pilot study of MDMA (£ 3,4 -Methylenedioxymethamphetamine) -

2012 assisted psychotherapy for treatment of resistant, chronic Post ~ -Traumatic Stress Disorder
(PTSD) (16)

Michael C Mithoefer Durability of improvement in post -traumatic stress disorder symptoms and absence of harmful

etal. 2012 effects or drug dependency after 3,4 -methylenedioxymethamphetamine -assisted psychotherapy:
a prospective long -term follow -up study (17)

Rianne A de Kleine Pharmacological enhancement of exposure  -based treatment in PTSD: a qualitative review  (18)

etal. 2013

Jerrold S Meyer, 3,4-methylenedioxymethamphetamine (MDMA): current perspectives (19)

2013

Georg F Weber et al. Effects of stress and MDMA on hippocampal gene expression (20)

2019

R L Carhart -Harris et | The effect of acutely administered MDMA on subjective and BOLD ~ -fMRI responses to

al. 2014 favourite and worst autobiographical memories  (21)

Robin L Carhart - The Effects of Acutely Administered 3,4 -Methylenedioxymethamphetamine on Spontaneous

Harris et al. 2015 Brain Function in Healthy Volunteers Measured with Arterial Spin Labeling and Blood Oxygen
Level -Dependent Resting State Functional Connectivity ~ (22)

MB Yo ung et al. 3,4-Methylenedioxymethamphetamine facilitates fear extinction learning (23)

2015

Jakob A Shimshoni et | Neurochemical binding profiles of novel indole and benzofuran MDMA analogues (24

al. 2017
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B B Yazar -Klosinski,
2017

Potential Psychiatric Uses for MDMA (25)

Mark T Wagner et al.
2017

Therapeutic effect of increased openness: Investigating mechanism of action in MDMA  -assisted

psychotherapy

Ben Sessa, 2017

Why Psychiatry Needs 3,4 -Methylenedioxymethamphetamine: A Child Psychiatrist's
Perspective (11)

Anya K Bershad et MDMA does not alter responses to the Trier Social Stress Test in humans ~ (26)

al. 2017

Matthew B Young et | Inhibition of serotonin transporters disrupts the enhancement of fear memory extinction by 3,4 -
al. 2017 methylenedioxymethamphetamine (MDMA) (27)

Swerwood A et al.
2018

Novel psychotherapeutics - a cautiously optimistic focus on Hallucinogens (28)

Daniel W Curry et al.
2018

Separating the agony from ecstasy: R( -)-3,4-methylenedioxymethamphetamine has prosocial
and therapeutic -like effects without signs of neurotoxicity in mice (29)

Allison A. Feduccia

MDMA -assisted psychotherapy for PTSD: Are memory reconsolidati on and fear extinction

etal. 2018 underlying mechanisms? (30)
Peter Petschner et al. Gene expression analysis indicates reduced memory and cognitive functions in the
2018 hippocampus and increase in synaptic reorganization in the frontal cortex 3 weeks after MDMA

administration in Dark Agouti rats (31)

David E Olson, 2018

Psychoplastogens: A P romising Class of Plasticity -Promoting Neurotherapeutics (32)

Marcela Ot'alora G et | 3,4-Methylenedioxymethamphetamine -assisted psychotherapy for treatment of chronic

al. 2018 posttraumatic stress disorder: A randomized phase 2 controlled trial ~ (33)

Andrew Gaddis et al. | Regular MDMA use is associated with decreased risk of drug injection among street  -involved
2018 youth who use illicit drugs (34)

Monika M Stojek et Neuroscience Informed Prolonged Exposure Practice: Increasing Efficiency and Efficacy

al. 2018 Through Mechanisms (35)

Sascha B Thal et al. Current Perspective on MDMA -Assisted Psychotherapy for Posttraumatic Stress Disorder (36)
2018

Holly S Hake et al. 3,4-methylenedioxymethamphetamine (MDMA) impairs the extinction and reconsolidation of
2018 fear memory in rats (37)

Ben Sessa et al. 2019

A Review of 3,4 -methylenedioxymethamphetamine (MDMA) -Assisted Psychotherapy (38)

Michael C. Mithoefer
etal. 2019

MDMA -assisted psychotherapy for treatment of PTSD: study design and rationale for phase 3
trials based on pooled analysis of six phase 2 randomized controlled trials  (39)

David Nutt, 2019

Psychedelic drugs -a new era in psychiatry? (40)

Allison A Feduccia et
al. 2019

Breakthrough for Trauma Treatment: Safety and Efficacy of MDMA
Compared to Paroxetine and Sertraline (41)

-Assisted Psychotherapy

Louise Morgan et al.
2020

MDMA -assisted psychotherapy for people diagnosed with treatment  -resistant PTSD: what it is
and what it isn't (42)

Ingmar Gorman et al.
2020

Posttraumatic Growth After MDMA -Assisted Psychotherapy for Posttraumatic Stress Disorder
(43)

Erwin Krediet et al.
2020

Reviewing the Potential of Psychedelics for the Treatment of PTSD  (44)

Lisa Jerome et al.
2020

Long-term follow -up outcomes of MDMA -assisted psychotherapy for treatment of PTSD: a
longitudinal pooled analysis of six phase 2 trials  (45)

Tabel 1: Articole incluse in review, in ordine cronologica

31



Tiberiu C. lonescu, lonut S. Popa, Alin Chiriac, Catalina Tudose: Augmentarea psihoterapiei cu 3,4-
methylenedioxymethamphetamine (mdma) in tulburarea de stres posttraumatic - review de literatura

Rezultate

In general, studiile selectate pot fi impartite in
doud domenii principale din punct de vedere al
obiectivelor: studii ce urmaresc daca administrarea
MDMA adjuvant psihoterapiei este utild in sindromul de
stres posttraumatic si studii ce analizeaza mecanismele
prin care MDMA poate fi asociat psihoterapiei in
tratamentul acestei afectiuni.

In incercarea de a separa efectul terapeutic de cel
recreational, s-au realizat studii ce au concluzionat faptul
ca izomerul R-MDMA creste interactiunea sociala fara a
cauza agitatie psiho-motorie, facilitand eradicarea fricii si
neproducand neurotoxicitate si hipertermie (29).
Conform literaturii de specialitate s-a observat faptul ca
expunerea cronica la un stres ce nu poate fi prezis duce la
modificari genetice, modificari ce cuprind cresterea
expresiei anumitor gene si scaderea expresiei altor gene.
Administrarea MDMA 1n studiile pe soareci de laborator
dupa expunerea la agenti stresori a modificat semnificativ
acest profil adaptativ al genelor ca raspuns la stres.
Expunerea la stres cronic duce in mod normal la
modificari ale genelor ce regleaza ritmul circadian, proces
responsabil 1n parte de insomniile asociate stresului
cronic. Dupa administrarea MDMA in cadrul studiilor pe
animalele de laborator s-a observat faptul ca aceste gene
nu se mai modificd In urma perioadelor de stres. Tot in
cadrul acestor studii se mentioneaza efectul MDMA care
altereaza expresia a 1225 de gene in hipocamp,
mecanismele prin care drogul inhibd sau stimuleaza
exprimarea genelor fiind legate de procesul de pliere a
proteinelor, activitatea protein kinazei dependente de
calmodulina si de calea de semnalizare a neuropeptidelor.
Raspunsul soarecilor la administrarea de MDMA 1in
conditii de stres a fost diferit fatd de rdspunsul celor
neexpusi la factori psihostresori anterior, indicand faptul
ca MDMA modifica raspunsul genetic la nivelul tesutului
cerebral al subiectilor stresati, nu si in al celor fara
expunere (20).

Un studiu dublu orb realizat pe 25 de persoane
sandtoase din punct de vedere fizic si psihic sugereaza o
noud teorie a actiunii 3,4-
methylenedioxymethamphetamine, scaderea fluxului
sangvin la nivelul amigdalei si al hipocampului
corelandu-se cu intensitatea efectelor acestuia. MDMA
scade fluxul si la nivelul cortexului vizual subcalcarin,
cortexului somatosenzorial, girusului frontal superior,
trunchiului cerebral, talamusului, hipocampului si
amigdalei. In domeniul subcalcarin al cortexului vizual
este exprimat din plin receptorul 5-HT1B, situs unde s-a
observat scaderea fluxului sangvin corespunzatoare
cortexului vizual. Se poate deduce din aceste descoperiri
faptul ca serotonina endogend stimulatdi de MDMA a
stimulat acest receptor, in aceastd regiune, cauzand
sciderea fluxului sangvin. In sustinerea ipotezei ci
principalele efecte ale MDMA la nivelul cortexului vizual
au loc prin stimularea serotoninei, se observa o crestere de
5 ori mai mare a 5-HT decat a dopaminei, receptorii
dopaminergici si noradrenergici nefiind intens exprimati
lanivelul cortexului vizual.

Scaderea fluxului sangvin in lobul temporal medial este
una dintre cele mai importante descoperiri, Intrucat
magnitudinea scaderii se coreleaza cu efectele subiective
globale ale MDMA-ului. Si la acest nivel existd o

densitate mai mare de receptori serotoninergici decat
dopaminergici sinoradrenergici (22).

Tratamentele actuale in sindromul de stres
posttraumatic au o eficacitate limitatd. Una dintre cele mai
des folosite forme de psihoterapie in sindromul de stres
posttraumatic este terapia de expunere. Aceasta s-a
dovedit utila, pacientul fiind confruntat cu indici ai
evenimentului traumatic pana cand reactia sa fata de acest
eveniment se amelioreazd. Pentru a creste implicarea
pacientului in cadrul sedintelor existd mai multe substante
potentiale, printre care si MDMA, care prin efectul sau de
crestere a serotoninei si oxitocinei poate creste implicarea
pacientului in sedintele cu terapeutul (35).

Psihoterapia nu asigura insa ameliorari rapide, ci
este nevoie de un interval de cativa ani pentru a se vedea
efecte la acesti pacienti. Multi dintre cei ce suferd de
sindrom de stres postraumatic nu pot duce la bun sfarsit
sedintele de psihoterapie intrucat retrdirea amintirilor
traumatice le produce un disconfort psihic de o intensitate
insuportabila. Traumele psihice afecteaza adesea si
capacitatea de a avea incredere in alte persoane, acest
aspect impactand relatia dintre pacient si psihoterapeut.
Conform teoriei lui Foa si Kozak, reducerea fricii se
realizeaza doar atunci cand se incorporeaza in amintirea
traumatica si informatii ce sunt incompatibile cu frica.
Introducerea acestor noi informatii se realizeaza cu
dificultate in sindromul de stres posttraumatic. MDMA
stimuleazd eliberareca de serotonind, dopamina,
noradrenalina, creste nivelurile de oxitocind, iar studiile
imagistice indica activitate scazuta la nivelul amigdalei
dupd administrare. Efectul obtinut este de scadere a
anxietatii, a hipervigilentei si de crestere a relaxarii.
Asocierea psihoterapiei cu MDMA are premisele de a
prezenta o eficientd semnificativa In tratarea sindromului
de stres posttraumatic intrucat MDMA diminua raspunsul
de frica si scade comportamentul defensiv fard sa
blocheze accesul la amintirile traumatice. Poate de
asemenea sa faciliteze o relatie terapeutica stransa intre
pacient si psihoterapeut. Pacientii evita disocierea, putand
confrunta amintirile traumatice fara sa fie coplesisi de
anxietate (42). Administrarea de MDMA permite
pacientilor sa simta frica si rusinea la o intensitate scazuta
si In acelasi timp sd aiba sentimente de incredere si
sigurantd, aspecte foarte importante In sindromul de stres
posttraumatic. Pe de altd parte pacientii vor fi mai
empatici si mai deschisi asupra perspectivelor
constructive 1n ceea ce priveste situatia lor, putdnd
cateodatd gasi o componentd pozitiva in experienta
traumatica (44).

Participantii la studiile de evaluare a eficientei
administrarii de 3,4-methylenedioxymethamphetamine
au relatat o ameliorarea a tulburarilor hipnice, a
strategiilor de coping, a controlul pulsional si de
gestionare a factorilor stresori, precum si prezenta insight-
ului. Masuratorile obiective indica un grad mai redus de
afectare la respingerea sociala si un raspuns diminuat al
amigdalei la fetele ce exprima nervozitate sau frica (25).

In literatura exista dovezi cu privire la utilitatea
psihoterapiei augmentatd cu MDMA si in psihiatria
pediatrica. Prin cresterea serotoninei, acesta scade
depresia, anxietatea, creste increderea in sine si permite o
reinterpretare a evenimentelor in cazul copiilor cu traume
emotionale. De asemenea, copiii ce sunt tratati in acest
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mod sunt mai implicati in sedinta de psihoterapie si nu
sunt coplesiti in momentul in care se abordeaza amintirea
traumaticd, exprimand chiar un nivel crescut de empatie
fata de cel ce a cauzat trauma, cel mai probabil datorita
cresterii oxitocinei. Acest efect de crestere a empatiei a
dus la caracterizarea MDMA ca fiind ,,empatogen” (11).

In studiile analizate in cadrul acestui review s-a
observat scaderea semnificativd a scorului Clinician-
Administered PTSD Scale conform DSM IV (CAPS-IV)
la majoritatea celor ce au beneficiat de psihoterapie in
asociere cu MDMA fata de cei ce au fost tratati doar cu
psihoterapie. Aceste modificari s-au mentinut atat pe
parcursul tratamentului, la 2 luni cat si la un an dupa
terminarea lui (33,39).

In ceea ce priveste comparatia intre eficienta
terapiei farmacologice clasice 1n sindromul de stres
posttraumatic (tratament antidepresiv — SSRI) si cea nou
propusd (psihoterapietMDMA), pentru a se observa
efecte terapeutice, este nevoie de titrarea SSRI minim 2
saptamani, iar un studiu pe sertralind si un altul pe
paroxetind nu au identificat imbunatatiri semnificative la
12 saptamani. Efectele terapeutice ale psihoterapiei
asociate cu MDMA s-au dovedit a fi prezente la 67,8%
dintre participanti timp de minim un an de la terminarea
tratamentului, in timp ce 1n cazul sertralinei si paroxetinei
este specificat pe prospect faptul ca nu a fost testatd
eficienta pe termen lung (41). In comparatie cu alte
substante psihoactive, cum ar fi psilocibina sau LSD,
MDMA are efecte mai stabile, mai predictibile si mai usor
de controlat. Din aceste motive, astfel de substante
psihoactive au un potential mai redus de tratare a PTSD
fata de MDMA (44).

in tratamentul sindromului de stres
posttraumatic, o egald importantd o au si sesiunile de
psihoterapie fara MDMA, acestea avand rolul de a pregati
pacientul pentru administrarea MDMA (sedintele Tnainte
de administrarea MDMA) si de a integra noile informatii
dupa administrarea de MDMA (sedinte post administrare
MDMA). Pe cont propriu, sedintele de psihoterapie
asociate acestuia au sanse mai mici de a avea un efect
terapeutic. Dupd administrarea MDMA poate aparea
ideatia suicidala, aici observandu-se importanta unei
pregatiri prin psihoterapie 1inaintea sedintelor
augumentate cu 3,4-methylenedioxymethamphetamine si
asuportului psihologic dupd aceste sedinte (38).

Reactiile adverse la administrarea MDMA au
fost de intensitate moderat-usoara si s-au impartit in
reactii adverse psihiatrice, gastrointestinale si generale.
Cele mai frecvente reactii adverse din sfera psihiatricd au
fost iritabilitatea, stare depresiva si anxietate. Majoritatea
acestora au disparut in primele 7 zile de la administrarea
MDMA. Nu s-au decelat modificari ale functiei
neurocognitive (39).

Pacientii ce au prezentat insomnie dupa
administrarea de MDMA au primit Zolpidem, majoritatea
refuzand insa tratamentul, afirmand faptul ca nu le crecaza
un distres faptul ca nu reusesc sd adoarma, ci acest lucru le
permite sa reflecteze asupra proceselor intrapsihice. Cei
ce au prezentat anxietate din cauza MDMA au beneficiat
de tratament cu Lorazepam (16).

Avand in vedere potentialul adictiv semnificativ, in cazul
consumului de MDMA 1n afara unui cadru controlat,
acesta poate duce la cresterea tolerantei si secundar la
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dependenta, tulburari de dispozitie (depresie, anxietate,
impulsivitate), deficite neurocognitive (tulburari
mnezice), neurotoxicitate (depletia serotoninei, scaderea
recaptarii serotoninei, scaderea activitatii triprofan-
hidroxilazei in zone cum ar fi neocortexul, hipocampul si
striatum), tulburari cardiovasculare, imune, afectarea
hepatica si renala (18,19). in momentul de fata, studiile in
ceea ce priveste utilizarea in scopuri terapeutice a
substantelor ilegale sunt foarte controversate din cauza
potentialelor consecinte negative ale utilizarii lor in exces.
MDMA a fost clasificat in cadrul ,,Conventiei Natiunilor
Unite asupra Substantelor Psihotropice din 19717 ca fiind
un drog periculos pentru sanatate si fara efecte terapeutice.
In urma acestei conventii, realizarea studiilor clinice cu
MDMA reprezinta un proces anevoios si majoritatea nu
sunt aprobate. Orice studiu clinic cu MDMA necesitd ca
cercetatorii, sediile de producere si distribuitorii sa obtina
licente pentru aceasta activitate, lucru care este scump si
consumator de timp. Personalul implicat in astfel de studii
va fi verificat regulat de Politie, la fel si laboratoarele in
care acestea se desfasoara (42).

Concluzii

Rezultatele noastre privind potentialul efect
terapeutic al MDMA-ului, mai ales in asociere cu
psihoterapia, ridica o serie de controverse, limitari, dar si
oportunitati. Observarea imagistici a unei activitati
scazute la nivelul amigdalei dupa administrarea substantei
este relevanta clinic prin scaderea anxietatii, senzatiei de
fricd si hipervigilentd. Starea de bine si cresterea
sentimentelor de relaxare, introspectie si empatie sunt
atribuite stimularii secretiei de serotonind, dopamina si
noradrenalind si cresterii nivelelor de oxitocina, toate
acestea asigurand o compliantd crescutd a pacientului la
sedintele de psihoterapie.
Spre deosebire de terapia farmacologica clasica, efectele
terapeutice ale asocierii dintre MDMA si psihoterapie s-au
dovedit persistente minim un an de la terminarea
tratamentului la 67,8% dintre pacienti (41).
Existenta unui numar redus de studii aflate intr-o faza
avansata, alaturi de potentialul adictiv semnificativ al
substantei si controversele actuale legate de utilizarea sa
in scopuri terapeutice limiteazd momentan aceastd
optiune terapeutica. Cu toate acestea, dat fiind faptul ca
studiile sunt in plina desfasurare, beneficiile augumentarii
psihoterapiei cu MDMA ar putea reprezenta o optiune de
tratament valida si frecvent utilizata in viitor.
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STUDII DE CAZ

STUDIU DE CAZ IN TULBURAREA OBSESIV-
COMPULSIVA A UNUI PACIENT CU RETARD

MENTAL USOR

Anamaria Capdtind', Alexandra Dolfi’

Rezumat:

Prin acest studiu de caz dorim sa evaluam posibilitatea
existentei unei legdturi intre tulburarea obsesiv-
compulsiva, retardarea mentald usoara si traumatismul
cranio-cerebral in antecedente.

Tulburarea obsesiv-compulsiva face parte din tulburirile
de anxietate si este caracterizatd prin aparitia unor
ganduri sau imagini repetitive si intruzive pe care
persoana le gaseste suparatoare sau prin comportamente
repetitive (compulsii) sau ambele. De obicei

comportamentele compulsive apar pentru a reduce
anxietatea atasata gandului intruziv.(2)

Pacientul prezentat in acest studiu de caz a obtinut un scor
sub nivelul mediu de inteligentd la testul Raven (QI=65).
La un astfel de caz, in contextul retardului mental usor,
tratamentul medicamentos a fost optiunea adoptatd,
psihoterapia nefiind o abordare viabila din cauza
comunicarii dificile.

Cuvinte cheie: tulburare obsesiv-compulsiva, retardare
mentald, traumatism cranio-cerebral

Introducere

Prezentam un caz mai putin intdlnit in practica clinica, si
anume tulburarea obsesiv-compulsiva confundatd cu o
tulburare psihoticd acutd, la un pacient cu intelect la
limita/retardare mentald usoara, care a suferit un
traumatism cranio-cerebral in copilrie. In literatura este
descrisa legatura intre retardarea mentala usoard si
comportamente obsesiv-compulsive. Un studiu din Israel,
pe o cohortd restrdnsd de adolescenti cu retardare
mentaldminord/moderata a evidentiat aparitia
coportamentelor OC la 10% dintre acestia(1).

Un alt studiu incearca sd puna in legatura traumatismul
cranio-cerebral cu dezvoltarea tulturdrii obsesiv
compulsive prin explicarea dpdv neuroimagistic al
modificarilor in urma unui TCC moderat-sever, cu
afectarea circuitelor frontal-subcorticale, pe cand ulterior
unui TCC minor, TOC sau anxietatea non-TOC poate fi
explicatda prin dobandirea tulburarii de stres post-
traumatic(3).

Privind confuzia dintre TOC si tulburarea psihotica acuta,
aceasta poate fi explicata prin lipsa totald a criticii bolii,
pacientul astfel nu pune la indoiala gandurile intrzive,
respectiv compulsia de care are nevoie sa scape de acel
gand, astfel incat poate fi perceputd cu usurintd drept
ideatie deliranta(4).

Prezentarea de caz

Pacient in varsta de 38 de ani, cunoscut cu antecedente
psihiatrice (o internare cu 1 luna anterior internarii actuale
), se prezinta la Spitalul de psihiatrie “Prof. Dr. Al.
Obregia” Insotit de mama, pentru un tablou psihopatologic
caracterizat de neliniste psiho-motorie, tensiune
intrapsihicd marcata, anxietate bazala crescutd si
comportamente compulsive ( consum exagerat hidric -
aprox. 10 L apd/zi si alimentar - 7 paini/zi, in prezenta unor
factori psihostresanti - conflicte familiale; spalat si
sterspemaini de un anumit numar de ori; dromomanie —

repetarea deplasarii Intre anumite repere de un anumit
numar de ori). Durata compulsiilor depaseste 1/3 din zi.
Simptomatologia a debutat inmartie 2020, o dati cu
inceputul contextului epidemiologic actual al pandemiei
cu COVID-19 si s-a agravat pe parcurs fiind insotita de
ideatie ipohondriaca (considera ca dacd nu bea apa destula
i se vor bloca muschii iar sistemul sdu nervos va ceda;
afirma ca 1i provoaca distres dacd nu consuma destul de
multd mancare sau dacd nu se asigurd cd stocurile de
mancare sunt pline si la indemana; face drumuri zilnice
pentru a procura alimentele si bautura pe care le considera
a fi obligatorii pentru a nu i se intdmpla nimic rau),
dispozitie depresiva, randament util diminuat si insomnii
mixte, in special de adormire.

Antecedente patologice personale: Pacientul prezintd un
istoric de traumatism cranio-cerebral produs la varsta de
13ani ( a fost penetrat prin ochiul sting de un obiect
ascutit) in urma cdruia si-a pierdut complet vederea la
nivelul acelui ochi.

Antecedente heredo-colaterale: Tatdl pacientului a
decedat inurmd cu 6 ani( la varsta de 53 ani), fiind
diagnosticat cu ciroza in contextul consumului cronic de
etanol.

Conditii de viatd si de munca: A studiat 8 clase si nu a
profesat niciodata in niciun domeniu. Locuieste la tard cu
bunica, in casa acesteia, pe care o ajuta in gospodarie.
Mama sa locuieste singura intr-un apartament in capitala si
0 mai viziteaza din cand in cand. Are o sora si 2 frati, el
fiind copil mijlociu. inainte de debutul pandemiei, afirma
ca obisnuia sd isi petreacd majoritatea timpului liber
jucand fotbal cu copiii de la scoala generala din sat si sa
faca sport ( sa alerge, sa faca flotari si genoflexiuni).
Acum, de cand au aparut restrictii legate de pandemia cu
COVID-19, cum ar fiizolarea la domiciliu, afirma ca simte
din ce in ce mai multd neliniste p-m, anxietate bazala
crescutd, nevoia de a controla starea sa de sanatate prin
anumite practici.

'Medic rezident psihiatrie, Sectia 2 clinic, Spitalul Clinic de psihiatrice Prof. Dr. Alexandru Obregia, Bucuresti, anamaria.capatina93@gmail.com
*Medic specialist psihiatrie, Sectia 2 clinic, Spitalul Clinic de psihiatrie Prof. Dr. Alexandru Obregia, dolfialexandra@gmail.com
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Comportamente nocive: Neaga consumul de tutun sau alte
droguri. Afirmd in antecedente un consum crescut de
etanol (bere, in cantintate de aproxi. 5 L/zi), descriindu-1
tot ca pe un comportament compulsiv de dipsomanie,
debutat in urma unui context psihostresant (decesului
tatalui sau).

Istoricul bolii:

-Diagnosticul anterior- Tulburare psihoticd acutd si
tranzitorie

-Tratament medicamentos anterior urmat: Fluanxolinj 1
fi/lund, Quetiapina cp400 mg 0-0-1, Anxiarcp 1 mg 0-0-
1.

-Diagnosticul actual: Tulburare obsesiv compulsiva
-Tratamentul medicamentos la momentul internarii
actuale: antidepresiv SSRI (Sertralina cp. 50 mg, crescut
treptat — 50 mg/2 zile- pand la 200 mg/zi),
anxiolitic/sedativ-hipnotic BZD (Diazepam cp. 10 mg,
3cp/zi + 1 cp. la nevoie in caz de neliniste p-m sau
insomnie ), timostabilizator ( Depakine cp. 500 mg,
3cp/zi), antipsihoticatipic ( Quetiapina cp. 400 mg,
2cp/seara).

Hetero-anamneza- mama afirmad crize clastice la
domiciliu, comportament ritualic, apetit alimentar si
hidric crescut, anxietate bazala crescutd referitor la
neindeplinirea comportamentelor compulsive.

Examenul starii psihice: Pacient cu igiend corespunatoare,
OTS auto si allo-psihic, atitudine partial cooperantd (
necooperant la investigatiile imagistice invocand motivul
ca i este fricd deoarece nu a mai facut niciodata acest
lucru; cooperant si compliant la tratamentul
medicamentos), contactul vizual nu se poatestabili (
pacientul se aseaza de fiecaredatd intr-o parte a
examinatorului pentru a nu se intersecta privirile),
contactul psiho-verbal se stabileste cu usurinta, discurul
spontan este prezent si centrat pe motivele internarii, fiind
circumstantial in aceasta directie (idei legate de tensiunea
intrapsihica, de conflictele familiale si de nevoia de a
controla anumite aspecte prin comportamente
compulsive). La momentul examinarii neagd tulburari
perceptuale cantitative sau calitative de intensitate
psihotica, neagd ideatie autoliticd. Dispozitia
pacientuluieste predominant anxios-depresivd cu
elemente compulsive fara ganduri intruzive, afirmativ.

La o anamneza mai atenta, gandul intruziv principal este:
“O sd mi se Intdmple ceva rau, dacd nu am grija sd ma
alimentezsi sa beau lichide.”. De la acest gand pacientului
ii cresteanxietatea care duce la comportamentul
compulsiv destinat sd 1i diminueze anxietatea,ceea ce va
deveni o obsesie, astfel incat, printr-un cerc vicios, duce la
tulburarea obsesiv-compulsiva.

Examenul psihologic: Retardare mentald usoara (QI= 65 -
testul Raven).

Examenul imagistic —CT: nu s-a putut efectua inlipsa
acordului pacientului, dar ne-ar fi putut da date despre
posibilitatea existentei unei legaturi a patologiei actuale
cu traumatismul cranio-cerebral din antecedente.

La momentul externarii pacientul era linistit p-m,
afirmativ consumul hidric si alimentar era redus,
dispozitia ameliorata si somnul nocturn odihnitor.
Discutii

Diagnosticul pacientului a fost cel de TOC, deoarece sunt
intrunite criteriile conform DSM-V:

-obsesii, definite ca ganduri intruzive care cauzeazad in
majoritatea cazurilor anxietate crescutd si pe care
individul incearca sa le ignore sau neutralizeze cu un alt
gand sau actiune.

-compulsii, definite drept comportamente repetitive sau
acte mentale pe care individul le percepe precum o regula
sau un ritual menit sd indeparteze gandul obsesiv, sau
anxietatea asociata gandului obsesiv.

-obsesiile sau compulsiile sunt consumatoare de timp,
dureaza mai mult de 1h/zi.

-afectarea vietii si arelatiilor interpersonale.

Aceste simptome nu pot fi atribuite abuzului de substante
sau alte medicamente si nu existd o altd patologie care
poate explica mai bine simptomele pacientului.
Tulburarea obsesiv compulsiva conform DSM -V poate fi
de de 3 tipuri:

-Cuinsight prezent

-Cuinsight partial

-Cuinsight absent sau ideatie deliranta (5)

Debutul TOC a avut loc in contextul pandemiei, in urma
expunerii la mesaje mass-media precum:” Protejati-va;
consumati cel putin 2 L apa/zi”- care au reprezentat un
trigger pentru gandurile intruzive legate de starea de
sanatate.

Diagnosticul anterior (primul diagnostic), tulburare
psihotica acuta, nu a putut fi sustinut deoarece pacientul
nu a prezentat conform istoricului si heteroanamnezei,
elemente psihotice in antecedente si nu a raspuns la
tratamentul antipsihotic de prima generatie (Fluanxol).
Este posibil ca anamneza sa nu fi fost detaliatd din cauza
tulburarilor de comunicare ale pacientului (rezultate din
nivelul scazut de scolarizare si QI-ul sub limitd), iar
comportamentele compulsive sa fie confundate cu un
comportament modificat psihotic.

Deasemenea, mediul familial intretine dezvoltarea
compulsiilor. Mama pacientului sustine ca el are nevoie sa
se hidrateze si sa se alimenteze, fara sa considere acest
comportament ca fiind problematic, insa a solicitat
internarea pentru neliniste si agitatie p-m, observata la fiul
sdu. Acestea, 1nsa s-au dovedit a fi manifestari ale
anxietdtii cauzate de gandurile intruzive cu privire la
starea de sandtate si integritate corporala.

Desi in literatura sunt mentonate cateva studii cu privire la
corelatia dispre elementele discutate mai sus, nu exista
foarte multe date care sa sustina o legatura clara intre TOC
siretardarea mentald usoara, sau TOC si TCC.

Concluzii

In concluzie, existd cateva studii, insa nu suficiente date
care sd demonstreze existenta unei legaturi clare intre
TOC si retardul mental. Deasemenea, confundarea
diagnosticului de TOC cu tulburare psihotica acuta poate
fi explicata de lipsa de insight a pacientului cu TOC si/sau
retard mental.

Particularitatea acestui caz consta in lipsa de insight a
familiei asupra patologiei pacientului care incurajeaza
comportamentele compulsive de alimentare si hidratare
excesiva.

Deoarece pacientul a fost testat cu un QI sub limita
normald, in acest caz formele de psihoterapie benefice in
TOC nu se preteaza. Optiunile rdmén a fi tratamentul
medicamentos si psihoeducatia familiei.
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ATROFIE CEREBRALA LA UN PACIENT TANAR
CU TULBURARE AFECTIVA BIPOLARA

CIOBANASU DENISA-NICOLETA', DOLFI ALEXANDRA’

Rezumat
Tulburarea afectiva bipolard, uneori recunoscutd si sub
denumirea de tulburare maniaco-depresiva, se
caracterizeaza prim schimbari bruste ale dispozitiei,
energiei si nivelului de activitate, care interferd cu
abilitatea persoanei in cauza de a-si duce la bun sfarsit
activitatile de zi cu zi. Mai mult de doud treimi din pacientii
cu tulburare afectiva bipolara au cel putin o ruda
apropiata cu aceastd tulburare sau cu depresie majora
unipolara, fapt ce indica ca boala are o componentd
ereditara.(1)

Au existat numeroase studii ce au relevat
prezenta atrofiei cerebrale in special la nivelul cortexului
prefrontal la pacientii vdrstnici cu tulburare afectiva

bipolara, asociata cu pierderea materiei cenusii, (2) insa
noi va vom prezenta cazul unui pacient de 28 de ani,
cunoscut cu TAB in antecedente, internat pentru episod
mixt, cu predominanta episoadelor depresive, exacerbate
in context psiho-stresant la locul de munca, la care am
detectat o atrofie fronto-parietald in urma unei examindri
CT.

Prin instituirea unui tratament cu antipsihotice §i
timostabilizatoare, s-a putut remarca ameliorarea
simptomatologiei, cdt si recuperarea functionalitdatii
sociale si profesionale.

Cuvinte cheie: tulburare afectiva bipolara,
atrofie cerebrala, barbat tanar.

BACKGROUND

Mania se caracterizeazd printr-un cumul de
semne si simptome de tipul dispozitiei elevate sau iritabile,
cresterea exagerata a energiei, nevoia redusa de somn, ritm
si flux ideo-verbal accelerate cu un discurs accelerat,
imposibil de interupt, fuga de idei, ideatie de grandoare,
cresterea acuitdtii perceptuale si intelectuale,
distractibilitate. Durata unui episod maniacal, trebuie sa
persiste pentru cel putin o sdptdmana, sd ocupe cea mai
mare parte a zilei, cam in fiecare zi $i sd creeze o
disfunctionalitate pregnanta, incat sa necesite spitalizarea.
in timp ce hipomania este considerati mai putin severa in
gradul, tipul si durata simptomatologiei cognitive,
comportamentale si a dispozitiei. Durata unui episod
maniacal, trebuie sa fie de minim 4 zile, fara sa creeze acea
disfunctionalitate pregnantd care sd necesite internarea.
Episodul mixt descrie coexistenta episoadelor maniacale
sau hipomaniacale cu episoadele depresive. (3)

Prezentam cazul unui pacient in varsta de 28 de
ani, cunoscut in antecedente cu tulburare afectiva bipolara,
cu o prima prezentare in octombrie 2018, urmata de o a
doua prezentare in august 2020, urmand ultima 1in
decembrie 2020.

ISTORIC

Pacientul a avut prima prezentare in cadrul
Spitalului Alexandru Obregia in decursul lunii octombrie
2018, fiind agitat psihomotor, cu dezinhibitie ideo-
verbala, logoree, scaderea necesarului de somn, disforie,
iritabilitate si irascibilitate, stabilindu-se astfel
diagnosticul de tulburare afectiva bipolard, episod
maniacal. Din heteroanamneza (mama), s-a constatat in
antecedente existenta unui prim episod expansiv in iarna
anului 2016, pentru care a urmat tratament ambulator la
recomandarea medicului din policlinica cu Depakine,

urmand si-1 sisteze 6 luni mai tarziu. In urma
investigatiilor CT din 2018, s-a concluzionat ca pacientul
prezinta un aspect tomodensitometric cerebro-ventricular
normal.

La a doua internare (august 2020), pacientul s-a
prezentat pentru un alt episod maniacal mult mai
intensificat, marcat de heteroagresivitate fizica si verbala,
crize clastice, comportament impulsiv, irascibilitate
marcatd, circumstantialitate, ideatie de grandoare,
distractibilitate, afectarea judecatii, cu o critica asupra
bolii absenta.

La ultima internare (decembrie 2020), pacientul
s-a prezentat pentru o dispozitie usor depresiva, cu
anxietate bazald marcata, atacuri de panica exacerbate in
context profesional, tulburari hipnice mixte, capacitate de
concentrare diminuata, cu o criticd asupra bolii partial
prezenta.

Pacientul nu a fost casatorit niciodata, nu are
copii, insa are un loc de munca stabil, la care nu s-a putut
prezenta in ultimele luni, din cauza stresului generat de
catre acesta. Este fumator, neagd consumul de etanol, dar
afirmd consumul ocazional de ulei de cannabidiol.
Pacientul nu prezinta un istoric familial psihiatric relevant.
Neaga existenta alergiilor, precum si existenta altor
patologii semnificative.

EXAMEN SOMATIC

Crestere ponderald marcatd pe fondul
tratamentului precedent cu neuroleptice si
timostabilizatoare.

Acatizie marcata, care ulterior si-a diminuat
intensitatea, ca mai apoi sa dispard complet, datorita
tratamentului oral primit cu Romparkin 2mg/zi.
EXAMEN PSIHIC

La ultima examinare, realizatd in Decembrie

'Medic rezident Psihiatrie, Sectia 2, Spitalul Clinic de Psihiatrie Alexandru Obregia, Bucuresti, cbn.denisa@gmail.com
°Medic specialist Psihiatrie, Sectia 2, Spitalul Clinic de Psihiatrie Alexandru Obregia, Bucuresti, dolfialexandra@gmail.com
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2020, pacientul se prezenta in tinuta de spital, ingrijitd, cu
igiena pastratd, OTS auto/allopsihic, capabil sa
stabileasca si sd mentind contactul psiho-vizual, cu
mimicd si gestica hipomobile, cu un discurs spontan
prezent, cu un ritm si flux ideo-verbal in limite normale.
Pacientul a fost cooperant, avand un comportament
adecvat fata de personalul medical, cat si fatd de cei din
jurul sdu. A prezentat o activitate motorie intense, marcata
de acatizie. Nu au existat alterdri semnificative ale
procesului gandirii, raspunsurile sale fiind relevante, de
cele mai multe ori, oferind raspunsul dorit, iar uneori fiind
si circumstantial. Pacientul a negat existenta tulburarilor
perceptuale de intensitate psihoticd la momentul
examindrii, cat si ideatia delirantd, afirmand existenta
acestora in trecut, stabilindu-se o ideatie delirantd de
persecutie si prejudiciu exacerbatd in special in context
profesional si existenta halucinatiilor auditive
comentative. Halucinatiile descrise de cétre pacient erau
de tipul vocilor familiare (atat de femei, cat si de barbati),
exacerbate in conxtext profesional. Ideatia deliranta de
persecutie 1-a determinat pe pacient sa dezvolte o frica
constantd in momentul in care mergea singur pe strada, in
locuri neobisnuite, ajungand intr-un final sa dezvolte
atacuri de panica, pentru cd mereu se gandea ca ceilalti au
o problemd cu el sau ceilalti vor sia 1i facd rau.
Hipoprosexie spontana si voluntara, cu o capacitate de
concentrare diminuatd. Tulburari hipnice mixte. Apetit
alimentar crescut. Pacientul avea o capacitate pastratd de
testare a realitatii, dar avea si momente in care devenea
nesigur in privinta acesteia.
INVESTIGATII PARACLINICE

in urma examindrilor paraclinice s-a constatat o
hipertrigliceridemie usoard, ceilalti parametri fiind in
limite normale. Examenul CT arelevat o atrofie cerebrala
bilaterald necorespunzdtoare cu varsta pacientului.
Atrofie neconsemnatd in urma CT-ului efectuat in
octombrie 2018, posibil exacerbatd in contextul psiho-
stresant secundar episodului maniacal din august 2020.
EVOLUTIE SITRATAMENT

In prima zi a internarii, pacientul a primit un
timostabilizator (Depakine cp 1500mg/zi), antipsihotice
(Quetiapina cp 200mg/zi si Aripiprazol cp 10mg/zi), cat si
benzodiazepine (Anxiar 2mg/zi), urmand in cel mai scurt
timp sistarea tratamentului cu Quetiapind, intrucat aceasta
a dus a activarea suplimentara a pacientului. Pe parcursul
urmatoarelor zile, s-a stabilit introducerea Cariprazinei,
astfel s-a realizat introducerea incrucisatd, urmand
eliminarea treptatd a Aripiprazolului. Schema de
tratament la externare constand in Depakine 1500 mg,
Cariprazina cp 1,5mg , constatdndu-se 1intr-un final
ameliorarea tulburdrilor perceptuale si disparitia ideatiei
delirante.Pe parcursul urmatoarelor luni, s-a stabilit o
crestere progresiva a Cariprazinei la 3 mg pe zi, intrucat
pacientul a afirmat pe alocuri prezenta tulburarilor
perceptuale de tipul halucinatiilor auditive, cu o durata
minima pe parcursul unei zile. Evolutia pacientului a fost
una safisfacatoare, pacientul fiind capabil sd-si recupereze
functionalitatea profesionala, cat si cea sociala. in prezent,
pacientul are un loc de munca stabil, fiind asistent medical
intr-un serviciu de neonatologie.
PARTICULARITATEA CAZULUI

Prezenta atrofiei cerebrale la o varstd atdt de
tanard. Din studiile de specialitate, se constatd prezenta
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atrofiei cerebrale dupa o indelungata perioada de evolutie
abolii.

De asemenea, nu s-a putut identifica prezenta
tulburarii afective bipolare sau a depresiei unipolare, la
rudele apropiate, desi conform literaturii de specialitate,
prevalenta la rudele de gradul intai ale pacientilor cu
tulburare afectiva bipolara este de zece ori mai ridicata
comparativ cu populatia generald, cu un procent de
aproximativ 10% pentru gemenii dizigoti si 50% pentru
cei monozigoti. (4)

DISCUTII

Un studiu realizat de catre cercetatorii din San
Francisco, a ardtat ca pacientii cu tulburare afectiva
bipolara vor fi afectati de pierdere neuronald si disfunctie
cerebrald progresiva.

Studiul a evidentiat concentratii scdzute de acid
N-acetilaspartic (NAA) in hipocampul drept al subiectilor
de sex barbatesc comparativ cu grupul de control. Acidul
N-acetilaspartic este al doilea cel mai abundent aminoacid
dupa glutamat, prezent in tesuturile cerebrale, jucand un
rol important in sinteza proteinelor neuronale, fiind si
precursorul mielinei. Concentratiile scazute de NAA,
aratd cd integritatea neuronilor si/sau a axonilor a fost
compromisa intr-un fel sau altul, fie prin distrugere, fie
prin pierdere sau disfunctie. (5)

Inflamatia neuronald si excitotoxicitatea, pot
contribui la atrofia progresiva, cat si la exacerbarea bolii.
Concentratiile crescute de proteind C reactiva, cat si ale
citokinelor proinflamatorii, au fost evidentiate in plasma
pacientilor cu tulburare afectiva bipolara, fapt ce ne indica
oreactie inflamatorie generalizata.(6)

Au existat studii privind dezvoltarea atrofiei
dupa tratamente indelungate cu timostabilizatoare (de
ordinul anilor),(7)nefiind cazul la pacientul prezentat
anterior, intrucat pacientul a avut perioade limitate de
tratament cu Depakine.

CONCLUZII

Efectuarea unui CT la pacientii tineri cu TAB
este mai rard, mai ales in cadrul primelor episoade
maniacale. In literatura de specialitate nu am putut
identifica suficiente date, prin urmare ar trebui cat mai
multe studii privind aceste modificari in cadrul bolii, cét si
instituirea mai multor investigatii imagistice.
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