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Cuvinte cheie: tulburare afectiva bipolara, testare neurocognitiva, atentie, memorie, functii
executive

1.INTRODUCERE: Tulburarea afectiva bipolard este o afectiune psihiatrici cronicd, recurenti
caracterizata prin prezenta episoadelor maniacale, hipomaniacale, mixte si depresive succedate de perioade
de remisiune de eutimie. Tulburarea afectiva bipolara afecteaza aproximativ 4.4% din populatia generalat
reprezentand a sasea cauza de dizabilitate la nivel mondial conform Organizatiei Mondiale a Sanatatii.2

Functionarea neuropsihologicd nu este un proces unitar ci consta din diferite domenii cognitive cum
sunt atentia, memoria de lucru, memoria verbala, functia executiva. Cu toate ca deficitele cognitive din cadrul
psihozelor au fost asociate in mod clasic cu schizofrenia, exista date clinice care confirma existenta acestor
deficite pentru pacientii cu tulburare afectiva bipolara atat in episoadele acute de boala cat si in perioadele de
remisiune.3

2.STADIUL ACTUAL AL CUNOASTERII

Functiile cognitive umane pot fi definite ca abilitdti mentale implicate In procesul cunoasterii,
abilitati ce includ aspecte legate de constientizare, perceptie, rationament si luarea de decizii.# Domeniile
cognitive sunt reprezentate de: atentie, memorie, fluenta verbald, viteza de reactie psihomotorie, functii
executive, etc. Structurile neuroanatomice care stau la baza domeniilor cognitive sunt: locus coeruleus, lobul
parietal posterior, cortexul prefrontal anterior si cortexul cingular anterior-in cazul atentiei; hipocampul,
cortexul prefrontal si jonctiunea temporoparietald stau la baza memoriei; memoria verbald si memoria de
lucru sunt controlate de la nivelul lobului parietal superior si a cortexului prefrontal; ganglionii bazali si
subcorticali sunt responsabili de viteza si abilitatile psihomotorii iar functiile executive sunt controlate de
cortexul temporal si frontal sting, ganglioni bazali si cerebel. 5

Atentia reprezintd baza pentru toate procesele cognitive. Aceasta constd din mai multe
subcomponente si reprezinta un important domeniu de interes deoarece integritatea sa este esentiala tuturor
abilitatilor cognitive superioare. Mecanismele implicate in procesul atentiei sunt: vigilenta, orientarea si
detectarea. In tulburarea afectivi bipolara pacientii prezinta dificultiti de performare in domeniile legate de
atentie cel mai frecvent in ceea ce priveste viteza de procesare vizuo-motorie, acuratetea si timpul de reactie
la testele de sustinere a atentiei care necesita identificarea unor tinte. Vigilenta si capacitatea de a sustine
atentia sunt afectate la pacientii cu tulburare afectiva bipolara atat in episodul maniacal cat si in episoadele
depresive. 6 In timp ce unele studii clinice au raportat absenta deficitelor cognitive legate de atentie la
pacientii cu tulburare afectiva bipolara in perioadele de eutimie, altele sustin cad acest deficit persista chiar si
la sase luni dupa un episod depresiv.

Memoria este functia cognitiva care asigura achizitia, stocarea si rememorarea unor
informatii sau evenimente trecute. Din perspectiva procesarii informatiei au fost definite trei stadii
ale memoriei: codificarea, stocarea si reactualizarea. Au fost descrise multiple subtipuri si modele de
memorie. Astfel, In cadrul memoriei de scurta duratd, se defineste memoria de lucru, ca stocarea de o maniera
eficienta si pe o durata medie a informatiei necesare executarii unei sarcini. 7 Memoria de lunga durata este
subclasificata In memorie explicita si implicita. Deficitele memoriei verbale declarative sunt printre cele mai
frecvent observate la pacientii eutimici suferind de tulburare afectiva bipolara. 8 Deoarece aceste deficite au
fost observate si la membri familiilor pacientilor bipolari s-a presupus ca tulburarile memoriei declarative
sunt un factor de vulnerabilitate pentru bipolaritate.

Functiile executive sunt reprezentate de acele procese corticale care coordoneaza alte functii
cerebrale. Sub denumirea de functii executive sunt incluse flexibilitatea cognitiva, inhibitia, planificarea,
rezolvarea de probleme, invatarea, anumite subcomponente ale atentiei si ale memoriei de lucru. Mai multe
studii au indicat faptul ca afectarea functiilor executive este cel mai constant deficit neurocognitiv raporat la
pacientii bipolari. Dupa controlul unor variabile ca varsta, functia intelectuald, si simptomele afective
subclinice, cercetarile au demonstrat afectdri la nivelul diferitelor aspecte ale functiei executive.



Studii clinice recente au investigat functionarea cognitiva comparativ la pacientii diagnosticati cu TABI
si TAB II, In scopul de a demostra daca cele doua forme ale bolii prezinta profile neurocognitive similare sau
diferite. Studiul lui Xu si colab. a inclus 4 loturi de subiecti, astfel: un lot de pacienti cu TAB I (n=92), un lot de
pacienti cu TAB II (n = 131), un lot format din 293 pacienti depresivi unipolari si un de lot control format din
202 subiecti sanatosi. Pacientii depresivi cu TAB I au obtinut scoruri semnificativ statistic mai mici la probele
de fluenti verbali si functii executive in comparatie cu pacientii cu TABII si cei cu TDR. Intre pacientii cu TAB
II si TDR singura diferen{a semnificativa stabilita a fost legatd de memoria vizualda. Dupa 6 saptamani de
tratament, pacientii bipolari au mai prezentat deficite cognitive doar la probele de viteza psihomotorie si
memorie vizuala, performand similar cu lotul de control la restul evaluarilor.®

Cercetarile din domeniul cognitiei in tulburarea afectiva bipolara au identificat o serie de caracteristici
clinice care influenteaza performantele cognitive la pacientii bipolari. Printre variabilele clinice cel mai
frecvent asociate cu afectarea neurocognitiva se numara tipul de episod afectiv (manie/depresie), durata
totald a bolii, numarul de spitalizari, varsta de debut, simptomatologia psihotica, tratamentul medicamentos,
etc. Severitatea bolii este asociata cu deficitele cognitive, fapt relevat de mai multe studii clinice care au
raportat afectare cognitiva la pacientii cu multiple episoade de boala si spitalizari.19,'1Durata bolii pare sa
interfereze cu procesele atentionale si In consecinta cu capacitatea de concentrare a pacientului. Simptomele
psihotice au fost descrise ca un alt factor cu impact asupra cognitiei la pacientii bipolari, chiar si la cei aflati la
primul episod de boald.!2 In studiul lui Bourne si colab., varsta de debut a fost un factor de predictie pentru
testele de evaluarea ale memoriei si invatarii verbale, pacientii cu debut precoce obtinind scoruri mai mici la
aceste teste decat cei cu debut mai tardiv. Numarul de spitalizari a fost corelat cu afectarea memoriei vizuale,
spatiale si verbale, a fluentei verbale, vitezei psihomotorii si a functiilor executive.13 ,14 Studiile clinice care au
investigat efectul medicatiei psihotrope asupra cognitiei la pacientii bipolari au oferit date inconstante.

3. CONTRIBUTIA PERSONALA

Studiul 1. Evaluarea performantelor cognitive la pacientii bipolari in episodul depresiv si
eutimie

Scopul acestui studiu a fost de a evalua longitudinal performantele cognitive ale pacientilor bipolari
pornind de la o prima evaluare in episod depresiv si urmata de o a doua evaluare la 6 luni de la momentul
initial, In eutimie.

Acest studiu a pornit de la 3 ipoteze de lucru:

1. Pacientii diagnosticati cu tulburare afectiva bipolara obtin in timpul episodului depresiv rezultate
mai slabe la probele cognitive aplicate.

2. Pacientii bipolari eutimici (in perioadele de remisiune) ob{in rezultate similare cu cele ale lotului
martor la probele cognitive.

3. Pacientii bipolari obtin Intre cele douda momente ale evaluarii (depresie si eutimie) Imbunatatirea
semnificativa a performantelor cognitive.

Metoda: Studiul a inclus 63 de pacienti bipolari care au fost evaluati In doud momente: 1. prima
evaluare a fost in contextul internarii in Clinica Psihiatrie Cluj-Napoca pentru un episod depresiv; 2. a doua
evaluare a fost facuta la 6 luni de eutimie, respectiv de absenta a simptomelor afective.

Pentru ambele evaludri scorurile pacientilor au fost comparate cu cele ale unui lot martor sanatos
format din 40 de participanti.

Obiectivele urmarite au fost identificarea deficitelor cognitive din depresia bipolard, remiterea sau
persistenta acestora in eutimie si gradul de recuperare cognitiva intre cele 2 momente ale testarii.

Cuantificarea severitaii depresiei a fost facuta clinic si cu ajutorul chestionarelor de depresie (Scala de
depresie Hamilton ~-HAM-D si Inventarul de depresie Beck-BDI).

Functiile cognitive au fost investigate cu urmdatoarele baterii de teste:

Memoria verbala-proba de memorie verbala din cadrul BACS (Brief Assessment of Cognition in



Schizophrenia)
Memoria de lucru-testul secventei numerice din cadrul BACS
Atentia si viteza de procesare- testul codificarii simbolurilor din cadrul BACS
- Testul Trail Making A (TMT-A)

Fluenta verbala: 1. Fluenta semantica - testul categoriilor din cadrul BACS

2. Fluenta semantica - testul literei din cadrul BACS
Viteza si coordonarea psihomotorie- testul jetoanelor din cadrul BACS
Functii executive - turnul Londrei din cadrul BACS

-Testul Trail Making B (TMT-B)
- Testul de sortare al cartilor Wisconsin (WCST)

Rezultate: Informatiile privind datele demografice au fost obtinute anamnestic si completate cu cele
din foaia de obsevatie clinica.

In lotul de pacienti au fost inclusi 18 pacienti de sex masculin (28,57%)si 45 de paciente(71,42%).
Lotul de control a fost format din 10 barbati (25%) si 30 de femei (75%).

Varsta medie a lotului de studiu a fost de 48,87 ani, cu o valoare minima de 22 de ani si maxima de 60
de ani. Media de varsta pentru lotul de control a fost de 44,70 ani cu o valoare minima de 26 de ani si maxima
de 60 de ani. Analiza statistica a scorurilor nu a demonstrat diferente semnificative statistic din punct de
vedere al varstei pentru pacienti si control. (p=0,087). In ceea ce priveste nivelul de educatie, persoanele
sandtoase si cele bolnave au avut grade similare de scolarizare, inregistrandu-se, iIn medie, 11,55 ani de
studiu, respectiv 11.86. Analiza statisticd a scorurilor nu a demonstrat diferente semnificative statistic din
punct de vedere al nivelului de scolarizare pentru pacienti si control. (p=0,609). Pacientii au provenit in
proportie de 76,19% din mediul urban (48 de pacienti) si de 23,8% (15 pacienti) din mediul rural. Populatia
urbani din lotul de control a fost reprezentatd de 80 % (32 de persoane), iar cea rurald de 20% In lotul de
pacienti 47 de persoane au fost casatorite (74,6%), restul fiind fara partener-16 pacienti (25,39). Lotul
martor a fost compus din 31 de persoane casatorite (77,5%) si 9 necdsatorite (22,5%).

In prima parte a studiului, compararea functiilor cognitive ale pacientior bipolari depresivi cu cele
ale lotului de control a aratat perfomante semnificativ statistic mai reduse pentru lotul de studiu. Cele mai
afectate domenii cognitive au fost memoria verbala si functile executive (p<0,001). Pentru memoria de lucru
nu s-au constatat diferente semnificative intre cele doua loturi analizate (p=0,58), In timp ce pentru restul
functiilor analizate diferenta statistica dintre cele 2 grupuri a fost semnificativa la pragul de 5% .

Repetarea testdrii cognitive in eutimie a ardtat rezultate comparabile pentru cele doua loturi la
testele de evaluare a atentiei, memoriei verbale si memoriei de lucru. Singurele diferente semnificative
statistic la pragul de 5% au fost pentru fluenta fonemica si functiile executive evaluate cu testele Turnul
Londrei din BACS (rezolvarea problemelor), TMT-B (alternanta a sarcinilor cognitive) si WCST (formulare de
concepte, planificare si flexibilitate cognitiva).

in cazul ultimei ipoteze din cadrul acestui studiu, rezultatele au demonstrat o imbunatatire
semnificativa statistic (p<0,001) a performantelor cognitive ale pacientilor bipolari, intre evaluarea initiala
din episodul depresiv si cea de la 6 luni de eutimie pentru aproape toate domeniile cognitive analizate.
Singura functie pentru care pacientii au obtinut scoruri similare in cele doua momente a fost viteza si
coordonarea psihomotorie reflectata prin testul jetoanelor din BACS (p=0,192).

Studiul 2. Diferente ale profilelor cognitive intre pacientii eutimici cu TAB I si TAB II
Acest studiu a urmarit analizarea similitudinilor si diferentelor intre performantele cognitive ale
pacientilor diagnosticai cu TAB I si TAB II si a plecat de la urmatoarele ipoteze de lucru:
1. Pacientii diagnosticati cu tulburare afectiva bipolara I si tulburare afectiva bipolara tip II prezinta
profile cognitive diferite in absenta episoadelor acute de boala.
2. Pacientii bipolari tip I eutimici performeaza mai slab din punct de vedere cognitiv decat cei cu TAB II



atunci cand sunt comparati cu lotul de control.

Metodi: in acest studiu lotul de 63 de pacienti a fost esantionat in functie de tipul de TAB conform
criteriilor DSM IV-TR. Astfel, 45 de pacienti au fost diagnosticati cu TAB I si 18 pacienti au Intrunit criteriile
pentru TAB II. Diferenta de talii dintre esantioane a fost cauzata de prevalentele diferite ale celor 2 forme de
tulburare afectiva bipolara, acest aspect fiind mentionat in partea de limitari ale studiului.

In cadrul studiului au fost comparate profilele cognitive ale pacientilor bipolari eutimici cu TAB I vs.
lotul de control; TAB II vs lot de control si TAB I vs TAB II. Lotul de control a fost format din 40 de participanti
sanatosi. Testele cognitive utilizate au fost : BACS, TMT A si B si WCST.

Rezultate: Rezultatele acestui studiu au demonstrat performante cognitive comparabile pentru
pacientii eutimici diagnosticati cu tulburare afectiva bipolard tip I si II si lotul de control. in absenta unui
episod acut de boald, amblele loturi de pacienti au avut un comportament similar la testele de memorie
verbala, memorie de lucru si atentie cu cel al lotului de control. Atat pacientii cu TAB I cat si cei cu TAB Il au
obtinut rezultate mai slabe la testele de fluenta verbald, evidentiind deficite ale fluentei semantice si
fonemice, deficite care au fost usor mai exprimate la pacientii cu TAB II. Pentru functiile executive deficitele
au fost prezente pentru un numar limitat de teste care au vizat viteza de procesare cognitiva si alternanta
intre sarcinile cognitive.

Compararea rezultatelor obtinute la testare cognitiva cu cele trei baterii de teste neurocognitive
pentru pacientii bipolari eutimici cu TAB I si TAB II a aratat faptul ca intre cele doua forme de diagnostic nu a
existat, pentru majoritatea functiilor cognitive evaluate, diferente semnificative statistic.

Rezultatele obtinute au fost discutate cu cele raportate de studii anterioare si au fost relevate
aspectele asemanatoare si diferite dintre cercetarea de fata si alte cercetari axate pe aceasta tema.

Studiul 3.Relatia dintre variabilele clinice si functionarea cognitiva la pacientii bipolari

depresivi si eutimici
Ultimul studiu al tezei a plecat de la ipoteza conform careia o serie de variabile clinice asociate
tulburarii afective bipolare influenfeaza negativ performantele cognitive ale acestor pacienti.

Metodi: In partea de metodologie, am comparat rezultatele obtinute de pacienti la evaluirile din
depresie si eutimie, in functie de urmatorii parametrii clinici:

1.Prezenta sau absenta antecedentelor heredocolaterale de boala psihica la rudele de gradul I

2.Prezenta sau absenta simptomelor psihotice pe parcursul evolutiei bolii

3. Pacienti diagnosticati cu episod depresiv moderat vs. pacienti cu episod depresiv sever la evaluarea
initiala

4. Pacienti cu maxim 2 internari vs. pacienti cu mai mult de 2 internari

5. Pacienti cu un singur episod depresiv anterior vs. pacienti cu multiple episoade depresive anterioare

6.Tratamentul medicamentos urmat (antipsihotic+timostabilizator vs. antidepresiv + timostabilizator
vs. antidepresiv+antipsihotic+timostabilizator).

Rezultate: Rezultatele acestui studiu au ardtat o influentd negativa semnificativda asupra
performantelor cognitive a antecedentelor familiale de boala psihic3, a numarului mai mare de spitalizari si
episoade depresive, o relatie moderata intre simptomele psihotice si cognitie si absenta unei relatii
semnificative statistic intre severitatea depresiei si rezultatele la testele cognitive. Analiza In functie de
medicatie a sugerat ca asocierea dintre un antipsihotic si un timostabilizator ar fi mai benefica din punct de
vedere al cognitiei decat asocierile dintre un antidepresiv si un timostabilizator si respectiv dintre cele 3 clase
de medicatie, insa esantioanele de talii reduse si heterogenitatea claselor de medicatie au reprezentat o limita
a acestui studiu.



Concluzii generale

1. Pacientii diagnosticati cu tulburare afectiva bipolara prezinta la evaluarea cognitiva extensiva din
cadrul unui episod depresiv deficite cognitive marcate pentru domeniile cognitive reprezentate de memorie,
atentie, limbaj, coordonare psihomotorie si functii executive.

2. Repetarea longitudinala a testarii cognitive la un interval de 6 luni dupa evaluarea initiala arata o
recuperare semnificativd pentru majoritatea functiilor cognitive testate la pacientii bipolari aflati in
remisiune clinica.

3. Pacientii bipolari eutimici comparati din punct de vedere cognitiv cu lotul de control obtin scoruri
comparabile la testele aplicate, cu exceptia unei diferen{e semnificative persistente in cazul testelor de
evaluare a coordonarii psihomotorii, arie cognitiva care pare sa fie influentata de mai multi factori.

4. Pacientii bipolari diagnosticati cu TAB I si TAB II prezinta profile cognitive similare in comparatie cu
lotul de control, rezultate mai slabe fiind evidente pentru pacienti doar in cazul fluentei verbale, a scanarii
vizuo-motorii si a alternantei Intre sarcinile cognitive.

5. Compararea directa ale pacientilor cu TAB I si TAB Il demonstreaza profile cognitive similare pentru
cele doua loturi analizate, exceptand anumite teste de evaluare a planificarii cognitive la care pacientii cu TAB
[ au obtinut rezultate mai mici.

6. Unii factorii clinici asociati tulburarii afective bipolare par sa influenteze performantele cognitive ale
pacientilor: antecedentele heredocolaterale de boala psihica si numarul total de internari par sa aiba cel mai
important impact asupra functiondrii cognitivd; numarul mai mare de episoade depresive si simptomele
psihotice au o influentda medie asupra cognitiei iar severitatea episodului depresiv nu pare sa determine
diferente cognitive intre pacientii diagnosticati cu episod depresiv mediu si cei cu episod depresiv sever.
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1. INTRODUCTION: Bipolar affective disorder is a chronic, recurrent psychiatric disorder
characterised by the presence of mania, hipomania, mixed and depressive episodes followed by a period of
remission and euthymia. Bipolar affective disorder affects approximately 4.4% of the general population?,
representing a sixth cause of global disability, according to World Health Organisation.2

The neuropsychological function is not a unitary process but is comprised of different cognitive
domains such as attention, working memory, verbal memory, and executive function. Even though cognitive
deficiencies have classically been associated with schizophrenia, clinical data confirms the existence of such
deficiencies in patients with bipolar affective disorder both in acute episodes of the disease as well as in
remission periods.3

2. CURRENT LEVEL OF KNOLEDGE:

Human cognitive functions can be defined as mental abilities implicated in the process of knowledge,
abilities which include aspects related to awareness, perception, reasoning and decision making.4 The
cognitive domains are represented by: attention, memory, verbal fluency, psychomotor reaction speed,
executive functions, etc. The neuroanatomical structures which constitute the basis of the cognitive domains
are: locus coeruleus, posterior parietal lobe, anterior prefrontal cortex and the anterior cingulated cortex - in
the case of attention. The hippocampus, prefrontal cortex, and the temporoparietal junction create the basis
of memory; verbal memory and working memory are controlled from the level of the superior parietal lobe
and the prefrontal cortex; basal and subcortical ganglia are responsible for the speed and the psychomotor
abilities and the executive functions are controlled by the left frontal and temporal cortex, basal ganglia and
thecerebellum.5

Attention represents the basis of all cognitive processes. This consists of multiple components and
represents an important field of interest because its integrity is essential for all superior cognitive processes.
The mechanisms implicated in the attention processes are: vigilance, orientation and detection. In the bipolar
affective disorder, patients have performance difficulties in areas connected to attention, the most common
being the visual-motor processing speed, accuracy and the reaction time in attention maintenance testing
which require the identification of a target. Vigilance and the capacity to maintain attention are affected in
patients with bipolar affective disorder in both the maniac and in the depressive episodes. © While some
clinical studies reported the absence of cognitive deficiencies related to attention in patients with bipolar
affective disorder during the euthymic period, other studies show that the deficits persist even 6 months after
a depressive episode.

Memory is the cognitive function which assures the acquisition, storage and rememorization of
information or of past events. From the perspective of information processing, three stages of memory were
defined: coding, storage and readjustment. Multiple subtypes and models of memory were described.
Therefore, in short term memory, we include working memory as an efficient way of information storage
over a medium amount of time, necessary for the termination of a task.” Long term memory is sub-classified
as explicit and implicit memory. Deficiencies in verbal declarative memory are amongst the most commonly
observed deficiencies in bipolar patients during a euthymic episode.® Because such deficiencies were
observed in family members of bipolar patients, it is presumed that deficiencies in declarative memory
represent a risk factor for bipolar disorder.

Executive functions are represented by cortical processes which coordinate other cerebral functions.
Executive functions include cognitive flexibility, inhibition, planning, problem solving, learning and some
subcomponents of attention and working memory. When it comes to bipolar patients, studies showed the fact
that the impairment of executive functions is the most constant neurocognitive deficiency. After the
adjustment of variables such as age, intellectual functioning, and subclinical affective symptoms, current



research demonstrates impairment in different aspects and levels of executive functions.

Recent clinical studies investigated the cognitive functioning comparing the patients diagnosed with
BD I and BD II, with the purpose of demonstrating if the two forms of the disorder present similar of different
neurocognitive profiles. The study of Xu et al. Included 4 groups of patients: one group with BD I (n=92), one
group of patients with TB II (n= 131), one group of 293 patients with unipolar depression and one control
group formed by 202 healthy subjects. The depressive patients with BD I obtained significantly lower scores
when verbal fluency and executive functions were tested, in comparison with patients having BD II and
patients having MDD. The only established significant difference between BD Il and MDD is related to visual
memory. After 6 weeks of treatment, bipolar patients still presented cognitive deficiencies only for
psychomotor speed and visual memory testing, having similar performances for the rest of the examinations
when compared to the control group.®

Research in the domain of cognition in bipolar affective disorder identified a series of clinical
characteristics which influence the cognitive performances in bipolar patients. Clinical variables most
frequently associated with neurocognitive impairment are: the type of affective episode (mania/depression),
total duration of disease, number of hospital admissions, age of onset, psychotic symptoms, drug treatment,
etc. The severity of the disease is associated with the cognitive deficits, fact proven by multiple clinical studies
which reported cognitive impairment in patients with multiple episodes of the disease and hospital
admissions.10,11The duration of the disease seems to interfere with the attention processes and consequently
with the concentration capacity of the patient. Psychotic symptoms were described as having an impact over
the bipolar patient’s cognition, even in the case of patients having the first episode of the disease.’2In Bourne
et al’s study, the onset age was a predictive factor for the memory and verbal learning evaluation tests.
Patients with an early onset obtained lower scores in the respective tests when compared with the patients
having a late onset of the disease. The number of hospital admissions was correlated with the impairment of
visual, spatial and verbal memory, verbal fluency, psychomotor speed and executive function.!3,14 Clinical
studies investigating the effect of psychotropic medication on the cognition of bipolar patients offer
inconsistent data.

3. PERSONAL CONTRIBUTION

Study 1. Assessment of cognitive performances of bipolar patients in a depressive episode and
during euthymia

The aim of this study was to longitudinally assess the cognitive performances of bipolar patients,
form a first assessment in a depressive episode to a second evaluation after 6 months form the initial one,
during euthymia.

This study started from 3 work hypothesis:

1. Patients diagnosed with bipolar disorder obtain lower cognitive scores on cognitive tasks during a
depressive episode.

2. Bipolar euthymic patients (during remission states) obtain similar cognitive results as the healthy controls.
3. Bipolar patients achieve between the two assessments (depression and euthymia) a significant
improvement of cognitive performances.

Method: The study included 63 bipolar patients which were assessed in two moments: 1. first
assessment was during admission to the Psychiatric Clinic Cluj Napoca for a depressive episode; 2. second
assessment was performed after 6 months of euthymia, respectively in the absence of affective symptoms.
For both assessments, patients’ scores were compared to those obtained by the control group composed of 40
healthy participants.

The main objectives of this study were the identification of cognitive deficits during bipolar depression,
their remittance or persistency in euthymia and the degree of cognitive improvement during those two



moments of evaluation.
The quantification of depression’s severity was performed clinically and with the help of depression
questionnaires (Hamilton Depression Rating Scale-HAM-D and Beck Depression Inventory-BDI).
Cognitive functions were assessed with the following test batteries:
Verbal memory-List learning test (within Brief Assessment of Cognition in Schizophrenia-BACS)
Working memory-Digit sequencing test (within Brief Assessment of Cognition in Schizophrenia-BACS)
Attention and processing speed-Symbol coding test (within BACS)
- Trail making test A (TMT-A)
Verbal fluency: 1. Semantic fluency -Category instances test (within BACS)
2. Phonemic fluency - Controlled oral word association test (within BACS)
Motor speed and coordination-Token motor test (within BACS)
Executive functions- Tower of London (within BACS)
- Trail making test B (TMT-B)
- Wisconsin Card Sorting Test (WCST)

Results: Information on demographic data was obtained from anamnesis and completed from the
clinical observation form.

The patients’ group included 18 (28, 57%) males and 45 females (71, 42%). The control group was
formed of 10 males (25%) and 30 females (75%). The mean age of study group was 48, 87 years with a
minimum value 22 years of and a maximum value of 60 years. The mean age for the control group was 44, 77
years with a minimum value of 22 years and a maximum value of 60. The statistical analysis did not show
significant age differences between patients and controls (p=0,087).

Healthy participants and patients had similar levels of education with an average value of 11,55 and
respectively 11,86 years of schooling. The statistical analysis did not show significant education levels
differences between patients and controls (p=0,609).

76,19% (48 patients) form patients came from an urban area while 23,8 (15 patients) were from rural areas.
Urban population in control group was represented by 80% (32 participants) and rural population consisted
of 20% (8 participants). 47 patients (74,6%) were married and 16 patients (25,39) had no life partner. The
control group consisted of 31 married participants (77, 5%) and 9 participants who did not have a life
partner (22,5%).

In the first part of this study, the comparison of cognitive functions between bipolar patients and
controls revealed statistically significant lower performances for the study group. The most impaired
cognitive domains were verbal memory and executive functions (p<0,001). For working memory there were
no significant differences for the two groups analyzed (p=0,58), while for the rest of cognitive functions,
differences were present and significant at the statistic threshold of 5% .

Repeated cognitive measures in euthymia showed comparable results for the two groups for tests
assessing attention, verbal and working memory. The only significant differences at the 5% threshold were
present for phonetic fluency and executive functions assessed with the Tower of London test within BACS
(problem solving), TMT-B (cognitive tasks shifting) and WCST (concept formulating, planning and cognitive
flexibility).

For the last hypothesis tested within this study, results proves a statistically significant improvement
(p<0,001) of cognitive performances for bipolar patients between the initial assessment during a depressive
episode and the one after 6 months of euthymia for almost all cognitive areas investigated. The only function
for which the patients obtained similar scores between the two moments was motor speed and coordination
reflected by token motor test within BACS (p=0,192).



Study 2. Differences of cognitive profiles between euthymic bipolar patients with BD I and BD
11

The aim of this study was to analyze the similarities and the differences between cognitive
performances of bipolar patients diagnosed with bipolar disorder type I (BD I) and bipolar disorder type II
(BD II). The study had the following work hypothesis:

1. Patients diagnosed with bipolar disorder type I and bipolar disorder type II have different
cognitive profiles in the absence of acute disorder episodes.

2. Bipolar patients type I have a poorer cognitive performance than BD II patients when they are
compared to a control group.

Method: In this study, the 63 initially included, were divided according the type of bipolar disorder
in concordance with DSM IV-TR diagnosis criteria. Thus, 45 patients were diagnosed with BD I and 18
patients met criteria for BD II. The difference between the samples sizes was caused by different prevalence
for the two subtypes of BD, aspect that was mentioned as a limitation for the present study.

In this study we compared cognitive profiles of euthymic patients with BD I vs. controls; BD II vs.
controls and BD I vs. BD II. The control group consisted of 40 healthy participants. Cognitive tests utilized
were BACS, TMT-A and B and WCST.

Results: The results of this study showed comparable cognitive profiles for euthymic bipolar
patients diagnosed with BD [, BD II and healthy controls. In the absence of an acute mood episode, both
patients groups had similar results with those obtained by the control group for tests assessing verbal
memory, working memory and attention. Both BD I and BD II patients had poorer results for verbal fluency
tests, showing phonemic and semantic deficits, deficits which were more expressed for BD II patients. For
executive functions the deficits were present for a limited number of tests addressing cognitive processing
speed and cognitive tasks shifting.

The comparison of results obtained at cognitive assessment with the three cognitive batteries for
euthymic BD I and BD II patients, showed that for the two subtypes of bipolar disorder, there were no
significant differences for the most cognitive domains tested.

The results form this study were discussed with those reported by researches focused on the same
theme and similar and different aspects were presented.

Study 3. The relationship between clinical variables and cognitive functioning in bipolar
depressed and euthymic patients

The last study of this thesis started from the assumption that a series of clinical variables associated
with bipolar affective disorder negatively influence the cognitive performances of those patients. From this
perspective, in the methodology section, we compared the evaluation results obtained by patients with
depression and euthymia according to the following clinical parameters:

1. The presence or the absence of a family history of mental illness in first the degree relatives.

2. The presence or the absence of psychotic symptoms during disease evolution.

3. Patients diagnosed with a mild depressive episode vs. patients diagnosed with a severe depressive
episode on the initial evaluation.

4. Patients with maximum 2 admissions vs. patients with more than 2 admissions.

5. Patients with one depressive episode vs. patients with previous multiple depressive episodes.

6.Drug treatment (antipsychotic + mood stabiliser vs. antidepressant + mood stabilizer vs.
antidepressant + antipsychotic + mood stabilizer).

The results of this study showed that a significant negative impact on the cognitive performances is
comprised by the presence of psychiatric disorders in the family history and by a higher number of hospital
admissions. There is a moderate correlation between psychotic symptoms and cognition and no statistically
valid correlation between the severity of the depression and the results from the cognitive testing.



The analysis of the drug treatment suggests that the association between an antipsychotic and a mood
stabilizer may be superior when compared to the association between an antidepressant and a mood
stabiliser or the association of all 3 classes of drugs, when it comes to cognition. But the small number of
patients in each group and the differences in medication from each class of drugs represent the limiting
factors of this part of the study, limitation which was presented in the thesis.

General Conclusions

1. In patients diagnosed with bipolar affective disorder, their extensive cognitive evaluation during a
depressive episode shows widespread cognitive deficiencies in cognitive areas represented by memory,
attention, language, psychomotor coordination and executive functions.

2. Longitudinal repetition of the cognitive testing 6 months after the initial evaluation, in patients with
clinical remission, shows a significant recovery for the majority of the cognitive functions which were tested.

3. When comparing cognitive functions in euthymic bipolar patients with the control group, the scores
are similar with the exception of a significantly persistent difference in psychomotor coordination testing,
cognitive area which appears to be influenced by multiple factors.

4. Bipolar patients diagnosed with BD I and BD II present similar cognitive profiles when compared
with the control group. Poor performances are evident for patients in the case of verbal fluency, visual-motor
scanning, and in the case of alternating between cognitive tasks.

5. The direct comparison between patients with BD 1 and BD 2 demonstrates similar cognitive profiles
of the two analysed groups of patients, with the exception of evaluation tests for cognitive planning, where
patients with BD 1 obtained lower test scores.

6. Some clinical factors associated with bipolar affective disorder seem to influence the cognitive
performances of the patients: the presence of psychiatric disorders in the family history and the total number
of hospital admissions seem to have an important impact over the cognitive functions; a higher number of
depressive episodes and the presence of psychotic symptoms have a moderate influence over the cognitive
functions and the severity of the depressive episode does not seem to determine cognitive differences
between patients diagnosed with a mild depressive episode and patients diagnosed with a severe depressive
episode.
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