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Ce nu este cunoscut, deocamdata, la subiectul abordat

La subiectul dat, pina in prezent, nu este cunoscut si elabo-
rat tratamentul medicamentos destul de eficient si clinic apli-
cabil in practica psihiatrica pentru comorbiditati psihiatrice
in tulburarea bipolard, care poate ameliora simptomatologia
si impactul negativ asupra calitatii pacientilor bipolari.

Ipoteza de cercetare

Obiectivul acestui studiu a fost de a analiza diferentele
in prevalenta si asocierea comorbiditatilor psihiatrice la
pacientii cu tulburare afectiva bipolara si tratamentul eficace
contemporan.

Noutatea adusa literaturii stiintifice din domeniu

A fost demonstrat faptul ca comorbiditatea psihiatrica si
reducerea functionalitdtii psihosociale este frecventa in tul-
burarea afectivd bipolar3, ce necesita abordari psihofarmaco-
logice contemporane si eficiente. Comorbiditatea psihiatrica
ca anxietatea generalizatd si tulburarea obsesiv-compulsiva
este mai frecventa in tulburarea afectiva bipolara. Quetia-
pina este medicament de electie ca monoterapie de prima
linie Tn tratamentul tulburarii afective bipolare complicata cu
comorbiditati.

Rezumat

Introducere. Tulburarea afectivd bipolara reprezintda o
boald mentala progredientd, invalidizanta cu risc sporit de si-
nucidere, comorbiditati medicale si reducerea functionalitatii
psihosociale, ce necesitd abordari psihofarmacologice con-
temporane si eficiente. Scopul articolului este analiza comor-
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What is not known yet, about the topic

Currently, in the context of discussed condition, there is no
broadly accepted, developed and tested Medical treatment
which would be considered effective and clinically applicable
in psychiatric practice for psychiatric comorbidities associat-
ed with bipolar disorder, which can facilitate Symptoms and
negative impact on the quality of bipolar persons.

Research hypothesis

The aim of this study was to analyze the differences in the
prevalence and association of psychiatric comorbidities in
patients with bipolar disorder and effective contemporary
treatment.

Article’s added novelty on this scientific topic

It has been shown that psychiatric comorbidity and re-
duced psychosocial functionality are common in bipolar
disorder, which requires contemporary and effective phar-
macological approaches. Psychiatric comorbidity such as
generalized anxiety and obsessive-compulsive disorder is
more common in bipolar affective disorder. Quetiapine is the
drug of choice as a first-line monotherapy in the treatment of
bipolar affective disorder complicated by comorbidities.

Abstract

Introduction. Bipolar affective disorder is a progressive,
disabling mental illness with an increased risk of suicide,
medical comorbidities and reduced psychosocial functional-
ity, which requires contemporary and effective psychophar-
macological approaches. Objective of the study is the analysis
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biditatilor medicale la bolnavi cu tulburarea afectiva bipolara
si aprecierea in plan comparativ a eficientei medicatiei psiho-
trope administrate.

Material si metode. Studierea si analiza datelor literaturii
de specialitate din surse stiintifice publicate in baza de date
PubMed, MedScape, Web of Science pe parcursul ultimilor 5
ani In depistarea comorbiditatilor medicale in tulburarea afec-
tiva bipolara si metodelor noi de tratament.

Rezultate. Tulburarile de anxietate sunt cele mai des con-
statate stari comorbide la pacientii cu tulburare afectiva bipo-
larg, avind o prevalenta de 13-35%, urmate de tulburarea ob-
sesiv-compulsiva cu 10-15%. Studiile comparative intre mo-
noterapia cu quetiapina si cea cu aripiprazol au demonstrat
prioritatea quetiapinei (55%) in dozaj 300-500 mg/zi prin o
ameliorare mai rapida si eficientda a simptomelor de anxieta-
te si a manifestarilor obsesiv-compulsive la pacientii bipolari
comparativ cu aripiprazol (28%) in dozaj 10-20 mg in trata-
mentul fazei depresive a tulburarii afective bipolare.

Concluzii. Comorbiditatea psihiatrica ca anxietatea gene-
ralizata si tulburarea obsesiv-compulsiva este mai frecventa in
tulburarea afectiva bipolara. Quetiapina este medicament de
electie ca monoterapie de prima linie in tratamentul tulburarii
afective bipolare complicata cu comorbiditati.

Cuvinte cheie: tulburare afectiva bipolard, comorbiditate,
tratament, quetiapina.

Introducere

Tulburarile afective bipolare, inclusiv tulburarea afectiva
bipolara [, tulburarea afectiva bipolara II si tulburarea afectiva
bipolara nespecificatd, sunt boli psihiatrice cronice grave, ca-
racterizate prin episoade alternative de manie sau hipomanie
si depresie majora sau interactiuni de trasaturi maniacale si
depresive. Reprezintd un spectru a bolilor caracterizate prin
recidive frecvente, recurente ale simptomelor si simptoma-
tologie reziduala persistenta. Tulburarile bipolare au efecte
clinice, sociale si economice adverse majore care interfereaza
adesea cu capacitatea pacientului de a lucra si de a functiona
in mod normal 1n viata si in relatiile sociale [1].

Tulburarile bipolare sunt larg recunoscute ca fiind asoci-
ate cu o comorbiditate clinica considerabila si care afecteaza
munca, viata de familie si functionarea interpersonala a paci-
entilor. Doua treimi dintre pacientii cu tulburare bipolara au o
afectiune comorbida (psihiatrica); astfel de afectiuni comorbi-
de agraveaza rezultatul tulburarii bipolare si pot compromite
gestionarea acesteia (de exemplu, tratarea tulburarii de pani-
ca asociate cu un antidepresiv inhibitor selectiv al recaptarii
serotoninei poate declansa un episod maniacal sau mixt). Pa-
cientii cu tulburare afectiva bipolara prezinta un risc mai mare
pentru multe alte subtipuri de anxietate, inclusiv tulburarea
de anxietate generalizat3, simpla fobie, fobie sociala, tulburare
obsesiv-compulsiva, tulburare de stres posttraumatic si tulbu-
rare de panica [2].

In general, anxietatea tinde si prezici o varstd mai timpu-
rie la debutul tulburare afectiva bipolara si are ca rezultat un
curs de boald mai complicat si sever [3].
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of medical comorbidities in patients with bipolar disorder and
comparative assessment of the effectiveness of psychotropic
medication administered.

Material and methods. Study and analysis of litera-
ture data from scientific sources published in the database
PubMed, MedScape, Web of Science during the last 5 years as-
sociated with the detection of medical comorbidities in bipo-
lar affective disorder and new treatment methods.

Results. Anxiety disorders are the most common comor-
bid conditions in patients with bipolar disorder, with a preva-
lence of 13-35%, followed by obsessive-compulsive disorder
with 10-15%. Comparative studies between quetiapine and
aripiprazole monotherapy demonstrated the priority of que-
tiapine (55%) at a dose of 300-500 mg / day through a faster
and more effective relief of anxiety symptoms and obsessive-
compulsive disorder in bipolar patients compared to aripip-
razole (28%) at a dose of 10-20 mg in the treatment of the
depressive phase of bipolar affective disorder.

Conclusions. Psychiatric comorbidity such as generalized
anxiety and obsessive-compulsive disorder is more common
in bipolar affective disorder. Quetiapine is the drug of choice
as a first-line monotherapy in the treatment of bipolar affec-
tive disorder complicated by comorbidities.

Key words: bipolar affective disorder, comorbidity, treat-
ment, quetiapine.

Introduction

Bipolar affective disorders, including bipolar affective dis-
order I, bipolar affective disorder II, and unspecified bipolar
affective disorder, are serious chronic psychiatric disorders,
characterized by alternating episodes of mania or hypomania
and major depression or manic and depressive interactions of
traits. Represents a large spectrum of diseases characterized
by frequent recurrences, recurrences of symptoms and persis-
tent residual symptoms. Bipolar disorders have major clinical,
social, and economic adverse effects that often interfere with
the patient's ability to work and function normally in life and
in social relationships [1].

Bipolar disorders are widely recognized as being associ-
ated with considerable clinical comorbidity and affecting the
work, family life and interpersonal functioning of patients.
Two-thirds of patients with bipolar disorder have a comorbid
(psychiatric) condition; such comorbid conditions aggravate
the outcome of bipolar disorder and may compromise its man-
agement (e.g, treatment of panic disorder associated with a
selective serotonin reuptake inhibitor antidepressant may
trigger a manic or mixed episode). Patients with bipolar dis-
order are at increased risk for many other anxiety subtypes,
including generalized anxiety disorder, simple phobia, social
phobia, obsessive-compulsive disorder, post-traumatic stress
disorder, and panic disorder [2].

In general, anxiety tends to predict an earlier age at the on-
set of bipolar disorder and results in a more complicated and
severe course of the disease [3].

In addition to early onset, parallels with mixed bipolar



In afara de debutul timpuriu, paralelele cu stirile mixte bi-
polare includ o incidenta crescuta de sinucidere, trasaturi psi-
hotice, abuz de substante, comorbiditate de panica. Anxietatea
si abuzul de substante sunt cele mai frecvente tulburari comor-
bide pe parcursul vietii in tulburare afectiva bipolara si prezen-
ta anxietatii comorbide creste si mai mult probabilitatea abu-
zului de substante. Riscul de sinucidere este crescut la pacientii
cu depresie bipolari si anxietate comorbida. In general, pre-
zenta anxietatii la pacientii cu tulburare afectiva bipolara tinde
sa amplifice sau sa intensifice simptomele bipolare de baza sau
sa agraveze alte conditii comorbide. De asemenea, evolutia bo-
lii si raspunsul la tratament sunt afectate negativ [3].

Scopul general al tratamentului este de a atinge sau men-
tine o stare de dispozitie eutimica si de a maximiza functiona-
rea zilnica in toate domeniile importante ale vietii. Cu toate
acestea, cursul longitudinal tulburarilor bipolare este marcat
de recidive frecvente, in special atunci cand se intrerupe far-
macoterapia pozitiva. Ca atare, este de obicei necesar un trata-
ment pe termen lung cu medicamente eficiente [3].

Material si metode

Scopul lucrarii constd in evidentierea comorbiditatilor psi-
hiatrice in tulburarea afectiva bipolara si aplicarea metodelor
de tratament contemporane.

Importanta teoretica si valoarea aplicativa a lucrarii consta
in cateva aspecte:

= sistematizarea materialelor publicate referitor la acest

subiect important din medicina si societate;

= evidentierea comorbiditatilor psihiatrice in tulburarea

afectiva bipolars;

= aprecierea in plan comparativ a eficientei medicatiei psi-

hotrope administrate.

Pentru a realiza scopul lucrarii si obiectivele propuse, ma-
terialele utilizate au fost sub forma de monografii, carti, pu-
blicatii stiintifice, brosuri, ghiduri nationale si internationale
referitor la comorbiditatile in tulburarea afectiva bipolara si
tratamentul acestora.

In lucrarea este reprezentatd studierea si analiza datelor
literaturii de specialitate din surse stiintifice publicate in baza
de date PubMed, MedScape, Web of Science pe parcursul ulti-
milor 5 ani in depistarea comorbiditatilor medicale In tulbura-
rea afectiva bipolara si metodelor noi de tratament.

La structurarea informatiei pe marginea subiectului re-
spectiv si formularea concluziilor reiesind din tematica abor-
data am utilizat diverse metode teoretice cum ar fi generali-
zarea si sistematizarea parerilor si propunerilor relatate de
catre autori, remodelarea si abstractizarea ideilor, inovatiilor
din literatura de specialitate.

Rezultate

Persoanele cu tulburare afectiva bipolara prezinta un risc
crescut de tulburari de anxietate comparativ cu cele fara tul-
burare afectiva bipolara; aproape unul din doi are o tulburare
de anxietate 1n timpul vietii.

A fost constatat ca atat diagnosticul tulburarii de anxietate
pe parcursul vietii, cat si cel curent sunt foarte raspandite la
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states include an increased incidence of suicide, psychotic
traits, substance abuse, panic comorbidity. Anxiety and sub-
stance abuse are the most common lifelong comorbid disor-
ders in bipolar disorder, and the presence of comorbid anxi-
ety further increases the likelihood of substance abuse. The
risk of suicide is increased in patients with bipolar depression
and comorbid anxiety. In general, the presence of anxiety in
patients with bipolar disorder tends to amplify or intensify
the underlying bipolar symptoms or aggravate other comor-
bid conditions. The course of the disease and the response to
treatment are also adversely affected [3].

The overall goal of treatment is to achieve or maintain an
euthymic mood and to maximize daily functioning in all impor-
tant areas of life. However, the longitudinal course of bipolar
disorder is marked by frequent recurrences, especially when
positive pharmacotherapy is discontinued. As such, long-term
treatment with effective drugs is usually required [3].

Material and methods

The aim of the paper is to highlight psychiatric comorbidi-
ties in bipolar disorder and the application of contemporary
treatment methods.

The theoretical importance and the applicative value of
current study consist in several aspects:

= analysis and systematization of relevant data by study-

ing available published studies in this important topic in
medicine and society;

= singling out and highlighting psychiatric comorbidities

in bipolar affective disorder;

= comparative characteristic of the effectiveness of the

psychotropic medication administered.

To achieve the purpose of the paper and the proposed
objectives, the materials in the form of monographs, books,
scientific publications, brochures, national and international
guides on comorbidities in bipolar disorder and their treat-
ment were used.

The paper represents the study and analysis of litera-
ture data from scientific sources published in the database
PubMed, MedScape, Web of Science during the last 5 years in
the detection of medical comorbidities in bipolar disorder and
new treatment methods.

When structuring the information on the subject and for-
mulating the conclusions based on the topic, we used various
theoretical methods such as generalization and systematiza-
tion of opinions and proposals related by the authors, remod-
eling and abstracting ideas, innovations in the literature.

Results

People with bipolar disorder have an increased risk of anx-
iety disorders compared to those without bipolar disorder;
almost one of two has a lifelong anxiety disorder.

It has been found that both the diagnosis of lifelong and
current anxiety disorder are widespread in patients with bi-
polar disorder. Generalized anxiety disorder and panic disor-
der are the most common diagnoses, followed by social anxi-
ety disorder and obsessive-compulsive disorder [4].
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Fig. 1 Prevalenta comorbiditatilor psihiatrice in tulburarea bipolara.
Fig. 1 Prevalence of psychiatric comorbidities in bipolar disorder.

pacientii cu tulburarea afectiva bipolara. Tulburarea de anxi-
etate generalizata si tulburarea de panica sunt cele mai frec-
vente diagnostice, urmate de tulburarea de anxietate sociala si
tulburarea obsesiv-compulsiva [4].

A fost stabilit ca orice comorbiditate a tulburarii de anxie-
tate In tulburare afectiva bipolara este cu prevalenta de 40,5%;
comorbiditatea tulburarii de panica este de 18,1%, tulburarea
de anxietate generalizatda 13,3%, tulburarea de anxietate so-
ciala 13,5% si tulburarea obsesiv-compulsiva 9,7% [4].

Prevalenta comorbiditatilor psihiatrice in tulburarea afectiva
bipolara este prezentata in Figura 1.

Obiectivele tratamentului pentru pacientii cu tulburarea
afectiva bipolara si tulburari comorbide sunt remiterea simp-
tomelor si revenirea la functionarea initiala.

Exista dovezi limitate privind eficacitatea medicamente-
lor in tratamentul tulburarii de anxietate generalizat si ob-
sesiv-compulsive comorbide in tulburarea afectiva bipolara.
Rapoartele de cazuri si seriile de cazuri au sugerat litiu, sta-
bilizatori de dispozitie, anticonvulsivante, olanzapina, rispe-
ridona, quetiapina sau aripiprazol pentru aceasta comorbidi-
tate. Medicatia antidepresiva serotoninergica trebuie utilizata
numai In combinatie cu un tratament adecvat eficient pentru
stabilizarea dispozitiei, pentru a evita decompensarea simpto-
melor bipolare. Monoterapia stabilizatorului de dispozitie este
putin probabil sa fie eficientda pentru ambele tulburari; se re-
comanda tratamentul combinat cu un stabilizator de dispozi-
tie si un antipsihotic de a doua generatie sau 2 stabilizatori de
dispozitie. Un studiu comparativ al aripiprazolului (n = 6) si al
quetiapinei (n = 12) ca tratament de augmentare in tulburare
obsesiv-compulsiva refractar a aratat la mai multi participanti
un raspuns moderat la quetiapina (~55%) decat aripiprazolul
(~28%) [5].

Tulburarea de anxietate generalizata comorbida duce la un
curs mai sever de boald sila suiciditate crescuta. Calitatea vietii
la pacientii cu tulburare bipolara si tulburari de anxietate co-

It has been established that any comorbidity of anxiety
disorder in bipolar disorder is observed with prevalence of
40.5%, which includes: panic disorder, generalized anxiety
disorder, social anxiety disorder and obsessive-compulsive
disorder with the prevalence of 18.1%, 13.3%, 13.5% and
9.7% respectively [4].

The prevalence of psychiatric comorbidities in bipolar affec-
tive disorder is shown in Figure 1.

The goals of treatment for patients with bipolar disorder
and comorbid disorders are to relieve symptoms and return
to baseline.

There is limited evidence on the effectiveness of drugs in
the treatment of generalized anxiety disorder and obsessive-
compulsive comorbidities in bipolar affective disorder. Case
reports and case series have suggested lithium, mood stabi-
lizers, anticonvulsants, olanzapine, risperidone, quetiapine or
aripiprazole for this comorbidity. Serotonergic antidepressant
medication should only be used in combination with an ap-
propriate effective treatment to stabilize the mood, to avoid
decompensation of bipolar symptoms. Mood stabilizer mono-
therapy is unlikely to be effective for both disorders; combined
treatment with a mood stabilizer and a second-generation an-
tipsychotic or 2 mood stabilizers is recommended. A compara-
tive study of aripiprazole (n = 6) and quetiapine (n = 12) as an
augmentation treatment in refractory obsessive-compulsive
disorder showed a more moderate response to quetiapine
(~55%) than aripiprazole (~28%) [5].

Generalized comorbid anxiety disorder leads to a more se-
vere course of the disease and increased suicide. Quality of life
in patients with bipolar disorder and comorbid anxiety dis-
orders is generally poorer in both bipolar disorders I and II,
but the greatest negative effect is found in bipolar I affective
disorder. Olanzapine (25%), lamotrigine, sodium divalproex
and olanzapine / Norfluoxetine mixture has been shown to be
effective in treating nonspecific anxiety symptoms that are co-
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Fig. 2 Eficacitatea medicamentelor in tratamentul simptomelor comorbide.
Fig. 2 Efficiency of medicines in treatment of comorbid symptoms.

morbide este mai saraca in general in ambele tulburari bipola-
re [ si I, dar efectul negativ mai mare se gaseste in tulburarea
afectiva bipolara I. Olanzapina (25%), lamotriging, divalproex
de sodiu si olanzapind / amestec norfluoxetina s-a dovedit a
fi eficace In tratamentul simptomelor de anxietate nespecifice
care sunt comorbide in tulburarea afectiva bipolara. Litiu nu
este probabil sa fie eficient ca monoterapie; marirea litiului
cu lamotrigina sau olanzapinad poate imbunatati eficacitatea.
Risperidona nu este destul de eficienta pentru simptomele de
anxietate nespecifice. Monoterapia cu ziprasidona nu a fost
asociata cu o imbunatatire tulburare de panica imbunatatita
sau simptome de anxietate generalizata la pacientii cu tul-
burare bipolara. Benzodiazepinele pot fi luate in considerare
daca pacientul nu se confruntd cu un episod depresiv acut [5].

Quetiapina cu eliberare prelungita a fost studiata ca mo-
noterapie versus placebo si divalproex sodiu cu eliberare pre-
lungitd, cu rezultate contradictorii in raport cu eficacitatea.
Intr-un studiu de evaluare a pacientilor (n = 100) cu depresie
acuta bipolara I sau bipolara II cu tulburare de anxietate ge-
neralizatda comorbidd, quetiapina cu eliberare prelungitd, la
0 dozad medie de studiu de 276 mg / zi, nu a fost superioara
placebo in tratarea simptomelor anxietatii. Un studiu care a
evaluat monoterapia cu eliberare prelungita a quetiapinei (n
= 49), monoterapia cu eliberare prelungita a divalproex sodic
(n =49) si placebo (n = 51) a observat eliberarea prelungita a
quetiapinei, la o doza medie de studiu de 186 mg / zi, a oferit
o Imbunatatire rapida sustinutd a simptomelor de anxietate la
pacientii bipolari si a fost superior atat cu divalproex sodiu cu
eliberare prelungitd, cat si cu placebo [5]. Eficacitatea medica-
mentelor studiate este prezentata in Figura 2.

Concluzii

Pentru a asigura o interventie prompta si adecvatd, evitand
in acelasi timp complicatiile iatrogene, clinicianul trebuie sa

morbid in bipolar affective disorder. Lithium is unlikely to be
effective as monotherapy; increasing lithium with lamotrigine
or olanzapine may improve efficacy. Risperidone is not effec-
tive enough for nonspecific anxiety symptoms. Ziprasidone
monotherapy has not been associated with improved panic
disorder or generalized anxiety symptoms in patients with
bipolar disorder. Benzodiazepines may be considered if the
patient is not experiencing an acute depressive episode [5].

Prolonged-release quetiapine has been studied as mono-
therapy versus placebo and divalproex sodium prolonged-re-
lease, with conflicting efficacy results. In an evaluation study
of patients (n = 100) with acute bipolar I or bipolar II depres-
sion with generalized comorbid anxiety disorder, prolonged-
release quetiapine, at a mean study dose of 276 mg / day, was
not superior to placebo in treating anxiety symptoms. A study
evaluating quetiapine prolonged-release monotherapy (n =
49), divalproex sodium prolonged-release monotherapy (n =
49) and placebo (n = 51) observed prolonged-release quetiap-
ine at a mean study dose of 186 mg / day, provided a sustained
rapid improvement in anxiety symptoms in bipolar patients
and was superior to both divalproex sodium prolonged-re-
lease and placebo [5]. Efficiency of studied medicines is pre-
sented in Figure 2.

Conclusions

To ensure prompt and appropriate intervention, while
avoiding iatrogenic complications, the clinician should evalu-
ate and monitor patients with bipolar disorder for the pres-
ence and development of comorbid psychiatric conditions.
Psychiatric comorbidity such as generalized anxiety and ob-
sessive-compulsive disorder is more common in bipolar affec-
tive disorder.

The burden of the disease with these comorbidities leads
to prolonged episodes of mood swings, residual anxiety and
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evalueze si sa monitorizeze pacientii cu tulburare bipolara
pentru prezenta si dezvoltarea afectiunilor psihiatrice comor-
bide. Comorbiditatea psihiatricd ca anxietatea generalizata si
tulburarea obsesiv-compulsiva este mai frecventa in tulbura-
rea afectiva bipolara.

Povara bolii cu aceste comorbiditati duce la episoade de
dispozitie prelungite, anxietate reziduala si simptome depre-
sive, scaderea calitatii vietii si rezultate negative ale tratamen-
tului. Exista dovezi clinice limitate pentru utilizarea adecvata
a medicamentelor care sunt eficiente in mod specific pentru
aceste comorbiditati.

Luind In consideratie ultimele date din studiile recente
care reflecta tratamentul comorbiditatilor psihiatrice in tul-
burarea afectiva bipolard, quetiapina este medicament de
electie ca monoterapie de prima linie, manifestind rezultate
mai eficiente comparativ cu aripiprazola, risperidona, olanz-
apina, divalproex de sodiu. Olanzapina / aripiprazola este o
recomandare de tratament de a doua linie si poate fi luata in
considerare cu prudentd daca quetiapina nu este eficienta.
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depressive symptoms, decreased quality of life and negative
treatment outcomes. There is limited clinical evidence for the
proper use of drugs that are specifically effective for these co-
morbidities.

Taking into account the latest data from recent studies re-
flecting the treatment of psychiatric comorbidities in bipolar
disorder, quetiapine is the drug of choice as a first-line mono-
therapy, showing more effective results compared to aripipra-
zole, risperidone, olanzapine, divalproex sodium. Olanzapine /
aripiprazole is a second-line treatment recommendation and
may be considered with caution if quetiapine is not effective.
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