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Introduction. Although treatment for mania has been
studied extensively in randomized clinical trials, there are
few data that address how these patients are truly managed
in clinical, functional, and economic terms in the psychia-
tric practice in Spain.

Objective. To determine prescribing patterns in Spain
on the basis of the Spanish sample of bipolar patients in
manic or mixed phase included as part of the pan-European
EMBLEM Study.

Method. The EMBLEM Study recruited 3,681 patients,
312 of whom (8.47%) were included in Spain. Patients had
to be adults with a diagnosis of bipolar disorder who were
initiating treatment for a manic phase. They underwent eval-
uation using the Spanish versions of scales that measure se-
verity of mania (the Young Mania Rating Scale, CGI-BP and
the Hamilton Scale) and functional level (LCM, SLICE of LIFE).
Information was collected regarding drug and treatment ad-
herence variables.

Results. Prior to being admitted into the study, 42% of
the patients were receiving polytherapy, 35% were on mo-
notherapy, and 23% were not taking any medication what-
soever. Forty percent of the patients presented partial or to-
tal non-compliance with the treatment prescribed. During
the first stage of the study, in the case of single-drug treat-
ment, acute management for mania consisted of mean daily
doses of 25 mg of olanzapine, 6.6 mg of risperidone, 9.5 mg
of haloperidol, 165 mg of lamotrigine, 938.5 mg of val-
proate, and 909 mg of lithium, whereas when combined the-
rapy was used, the following doses were used: olanzapine,
22.1 mg; risperidone, 7.3 mg; haloperidol, 12.3 mg; lamotri-
gine, 1,75.1 mg; valproate, 1,038.4 mg, and lithium, 1012.6 mg.
Of those patients who were on monotherapy at the beginning
of the study 51% were treated with a single drug, whereas
4800 were receiving polytherapy. Among the participants
who were receiving combined treatment when they began
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the study, almost all of them, 94 9%, were prescribed combi-
ned treatment. In the case of the hospitalized patients who
made up 889% of the sample, the vast majority, 929%, had
improved by the time the study was completed. Mean time
to release from hospital was 24 days.

Discussion. In Spain, treatment for mania is essentially
based on combined treatments, hospitalization, and anti-
mania drugs that are prescribed at somewhat higher doses
than those recommended in the corresponding prescribing
information documents, which indicates that the clinical
reality of this entity is far more complex than clinical trials
conducted in experimental conditions suggest.
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Patrones de tratamiento farmacologico

para el episodio maniaco en la practica clinica.
Resultados de la muestra espafiola

en el estudio EMBLEM

Introduccion. Aunque el tratamiento de la mania ha
sido estudiado profusamente en ensayos clinicos aleato-
rizados, existen pocos datos respecto al manejo real de
estos pacientes en términos clinicos, funcionales y eco-
nomicos en la practica psiquiatrica en Espafia.

Objetivo. Determinar, a través de la muestra espafiola de
pacientes bipolares en fase maniaca o mixta del estudio pan-
europeo EMBLEM, los patrones de prescripcion en Espafia.

Método. El estudio EMBLEM reclut6 a 3.681 pacien-
tes, 312 de los cuales (8.47 %) fueron incluidos en Espa-
fia. Los pacientes tenian que ser adultos con diagnostico
de trastorno bipolar que iniciaran tratamiento para una
fase maniaca. Se les evaluo con las versiones espafiolas
de escalas para la gravedad (Escala de Young, CGI-BP,
Escala de Hamilton) y para la funcionalidad (LCM, SLICE
de LIFE). Se recogidé informacién sobre variables farma-
coldgicas y de adherencia al tratamiento.

Resultados. Antes de entrar en el estudio, el 42% de
los pacientes recibia politerapia, el 35% estaba en mono-
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terapia y el 23% no tomaba ninguna medicacion. Un 40
% de los pacientes incumplia total o parcialmente el tra-
tamiento prescrito. Durante la fase inicial del estudio el
manejo agudo de la mania fue a expensas, como mono-
terapia, de dosis medias diarias de: olanzapina, 25 mg; ris-
peridona, 6,6 mg; haloperidol, 9,5 mg; lamotrigina,
165 mg; valproato, 938,5 mg, y litio, 909 mg, mientras
que cuando fueron empleados en combinacion las dosis
fueron: olanzapina, 22,1 mg; risperidona, 7,3 mg; halo-
peridol, 12,3 mg; lamotrigina, 175,1 mg; valproato,
1.038,4 mg, y litio, 1.012,6 mg. De los pacientes que al ini-
cio del estudio estaban en monoterapia, el 51% fueron
tratados con un solo fairmaco y un 4809 recibi¢ trata-
miento combinado. De entre los pacientes que iniciaron
el estudio recibiendo tratamiento combinado, el 94 %
continud recibiendo tratamiento combinado. La gran ma-
yoria de los pacientes (929%) mejoraron al término del estu-
dio En el caso de los pacientes hospitalizados, los cuales
conformaron el 889% de la muestra, el tiempo medio has-
ta el alta del hospital fue de 24 dias.

Conclusiones. El tratamiento de la mania en Espafa
se sustenta fundamentalmente en tratamientos combina-
dos, hospitalizacion y dosis de farmacos antimaniacos
generalmente algo superiores a las recomendadas en las
fichas técnicas, indicando que la realidad clinica es mas
compleja de lo que indican los ensayos clinicos realiza-
dos en condiciones experimentales.

Palabras clave:
Mania. Trastorno bipolar. EMBLEM.

INTRODUCTION

Pharmacological strategies make up the first line of treat-
ment of bipolar disorder, with the specific objectives of
reducing frequency, intensity and consequences of the epi-
sodes and of improving psychosocial functioning, among
them'. Due to the complexity of the disorder, pharmacolo-
gical management of bipolar disorder is becoming a daily
challenge for the psychiatrist since each phase of the di-
sease requires a different therapeutic approach?.

Combination of drug agents more than single drug ther-
apy is the treatment modality that prevails in persons who
suffer bipolar disorder |, perhaps due to the complexity of
the disorder and to the multiphasic nature of its clinical
presentations.

Thanks to the information obtained in clinical trials in re-
cent years, we have been experiencing changes in the
trends of different drugs. Introduction of new treatment
possibilities for bipolar disorder in recent years, especially
for the treatment of acute mania*5, has undoubtedly in-
creased the therapeutic options of psychiatry. However, based
on this new knowledge, new doubts have arisen about how
to translate/implement the new advances into the usual cli-
nical practice.

Most of the clinical trials, due to their experimental na-
ture, are conducted under very strict treatment conditions,
such as the use of anti-mania agents almost exclusively in
single drug therapy, with very flexible doses and very limi-
ted use of commitment medication3”.

Although it is clear that strict methodology must be used
in the protocols in order to obtain valid results in regards to
efficacy, what is not so clear is up to what point the data to
of the clinical trials may be used to infer effectiveness in
the conditions of usual clinical practice’®.

The current concept of therapeutic effectivity considers
the impact of the drug agent and the control of several
symptoms of the disease and the drug safety and tolerabi-
lity®. It not only depends on the drug characteristics but al-
so on other important factors that are generally not the ob-
ject of the classical clinical trial studies. These may be
clinical variability of the disorder, substance use, long-term
treatment effects, dose variability as well as the combina-
tion of other drug and non-drug treatments'®.

Although the treatment of mania in bipolar patients dur-
ing the usual clinical practice conditions has been exa-
mined in some studies, no observational (epidemiological)
study that examines the real management of patients in the
manic phase in clinical (seriousness of the symptoms), func-
tional (work capacity, relationships, etc.) and financial (me-
dical costs, etc.) terms study has been conducted in the
psychiatric practice in Spain up to now.

In the EMBLEM study, data were collected on 3,536 pa-
tients in 15 European countries. This represents one of the
most extensive studies in history, sample and territory on
the bipolar disorder. In the present analysis, the pharmaco-
logical treatment patterns in the Spanish sample of 312 pa-
tients with manic or mixed episodes are studied in depth.

METHODOLOGY
Design

The European Mania in Bipolar Longitudinal Evaluation
of Medication project (EMBLEM) is a multicenter, prospec-
tive and observational study designed to observe a sample of
acute patients subjected to treatment for mania within the
context of bipolar disorder in all Europe. Psychiatrists from
14 European countries (Belgium, Denmark, Finland, France,
Germany, Greece, Ireland, Italy, Holland, Norway, Portugal,
Sweden, United Kingdom and Spain) recruited a sample of
3536 patients between December 2001 and June 2004. The
study was divided into two stages, an acute phase (of three
months) and the maintenance phase (longitudinal follow-
up greater than three months). Spain only participated in
the acute phase of the study. The EMBLEM study design was
prospective and observational (not interventionist). Thus,
there were no instructions regarding treatment. The deci-
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sion to initiate or change the medication and the type of
medication selected were completely independent of the
study. This was limited to observing the treatment options
and the outcomes instead of directing the treatment. The
general methodology of the complete study has been des-
cribed in detail in other articles'®™. This study was evalua-
ted and approved by the ethics committees of the partici-
pating sites.

Participants

Those adult patients (older than 18 years) diagnosed of
bipolar disorder who were receiving treatment indicated
for a manic or mixed episode under usual clinical practice
and who, in accordance with the criterion of the partici-
pating psychiatrists, were going to initiate or change the
oral medication (without considering the dose changes)
for treatment of manic/mixed episode of bipolar disorder
were considered for enrolment in the study. Diagnosis to
determine the manic/mixed episode was performed with
standard diagnostic criteria (DSM IV, ICD 10 and clinical
diagnosis). Those patients who were simultaneously parti-
cipating in some other interventionist study could not be
enrolled.

Objectives

The primary objective of EMBLEM was to evaluate chan-
ges in manic episode symptoms in patients treated with
olanzapine, other antipsychotics, mood state stabilizers and
combined treatments during the usual clinical practice.
Other objectives were to examine functioning, symptomatic
recovery, relapse rates and financial impact during the treat-
ment.

Measurements

Sociodemographic and psychiatric history data were
collected in order to characterize the patient sample, for
example: age, gender, school level, age of onset of first ef-
fective episode, first contact with psychiatric services, first
hospitalization, frequency and duration of subsequent hos-
pitalizations as well as background of substance abuse and
suicide attempts. Seriousness of the depressive or manic
symptoms was evaluated with clinical scales such as the
Spanish version of the clinical global impression scale for
bipolar disorder (CGI-BP)'?, the Spanish version of the
Young Mania Rating scale (YMRS)® and the 5 item Hamil-
ton Depression scale (HAM-D-5) defined by component
analysis by Gonzalez Pinto et al. (2003)'%. Functional deter-
ioration in the impact of the disease in the functionality
of the patients was evaluated with the Life Chart Metho-
dology (LCM)'® and with 2 items of the SLICE of LIFE'® that
assessed the functional status in terms of work functioning
and life satisfaction. More information was collected on

the housing conditions, civil status, number of dependents,
social activity patterns and information regarding medica-
tion, such as ghosts and administration route, tolerability
and adherence during the four weeks prior to the entry in
the study. The clinical measures were evaluated on admis-
sion to the study, at 24 hours and during the 15t, 2nd, 3rd,
6™ and 12t week.

Analysis

All the initial measurements of the study were included
in an exploratory and descriptive type analysis.

OUTCOMES
Demographic data

A total of 55% of the 312 patients enrolled in this study
were women with a mean age of 14 for years that de-
creased to 37.7 years in men. The highest educational level
completed by the patients was: primary for 37% (n=113),
secondary for 41% (n=125), and university for 20% (n=61).
The demographic and baseline clinical data are shown in ta-
ble 1.

Baseline clinical data

The profile of patients with bipolar disorder included in
this sample was patients with moderate to serious mania,
880% of whom were patients hospitalized for treatment of a
new manic/mixed episode. The remaining 12% received me-
dication and follow-up in the outpatient consultations.

Onset age of the disorder was 28.1 years. The first manic
or mixed symptoms were experienced at the mean age of
29.6 years while the depressive ones were revealed at
30 years, the medium of age being at 25.27 and 27 years,
respectively.

The CGI BP general scale determined on admission to the
study established mean seriousness of 4.6 (1.04) (moderate
to noticeably ill), and the CGI BP mania scale mean score of
4.9 (0.91). The symptoms which were broken down and ob-
jectively quantified with the Young Mania Rating Scale
(YMRS) supported the clinical opinion on the seriousness of
the patients studied, with a mean global score of 30.6
(9.83). CGI depression grouped most of the patients (84 %)
in the grade of normal or not ill with a total mean score of
1.3 (0.3). The correlate of the depressive symptoms on the
5 item Hamilton Depression Scale (HAM-D 5 items) (Gonza-
lez Pinto et al., 2003) reached a global mean score of 1.7
(2.01). A total of 53% (n=162) of the patients (n=307) had
hallucinations and/or delusional ideas at some time of the
episode. The hallucinations/delusional ideas on the CGl scale
had a mean of 3.2 (1.77).
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Clinical and sociodemographic
characteristics of patients enrolled
in the Spanish sample

of EMBLEM

Table 1 |

Patients with bipolar

Endpoint/characteristics disorder (n = 312)

Mean age, years 41.3 + 13.39
Gender, number (%)
Masculine 140 (45)
Feminine 168 (55)
Civil status, number (%)
Married 117 (38)
Never married 195 (62)
Educational level, number (%)
Primary 113 (37)
Secondary 91 (30)
Pre-university 34 (11)
University 61 (20)
Clinical status, number (%)

Hospitalized 273 (88)
Out-patient consultation 39 (12)
Onset age of BD, years 28.1+10.08

First manic/depressive episode,

number (%) 35(14)
At least 1 previous manic/depressive

episode 214 (86)
General CGI for BP, total score 4.6 + 1.04
CGI mania 49+0.91
CGI depression 1.3+0.83
YMRS 30.6+9.83
HAM-D 5 1.7+2.01
Work functionality, number (%)

Mild dysfunction 51 (16)

Moderate dysfunction 90 (29)

Serious dysfunction 60 (19)

Incapacity 48 (15)

BD: bipolar disorder; CGI: clinical global impression; YMRS: Spanish ver-
sion of the Young Mania Rating Scale; HAM-D-5: 5 item Hamilton De-
pression Scale.

Comorbidity detected was fundamentally related with
alcohol intake (10% abuse, less than 1% dependence) and
cannabis (7% abuse, 1% dependence). Functional deterior-
ation of the sample was high, with 19% (60) having, ac-
cording to the investigator's opinion, serious difficulties in
the work functioning during the year prior to admission in
the study, 48% (149) reported they did not have any sen-
timental relationship and 13% that they did not interact
in any activity during the 4 weeks prior to enrollment in
the study.

PSYCHOPHARMACOLOGICAL TREATMENT
Prior to enrolment in the study

After analyzing data of 306 patients, 42% (129) of the
patients received polytherapy before entering into the
study, 35% (107) were receiving single drug therapy and
239 (70) did not take any medication. Table 2 shows the
drug treatment for mania that the patients received before
entering the study.

Single drug therapy was used at the expense of conven-
tional antipsychotics with a percentage of 40% (43), lithium
in 25% (27), atypical antipsychotics in 22% (24) and anti-
epileptics in 12% (13). The antipsychotics used most in single
drug therapy were haloperidol (31), risperidone (11) and
olanzapine (10) followed at more distance by quetiapine (2),
other conventional ones (12) and other atypical ones (1).

As was mentioned in methodology of the EMBLEM study,
inclusion depended on the initiation or change of oral me-
dication for the treatment of a new manic/mixed episode.
However, some of them received emergency intramuscular
medication, in possible single drug therapy, basically con-
ventional antipsychotics (n=91), followed by atypical ones
(n=15) and benzodiazepines (n=10).

Examination regarding the number of medications taken
by the study patients found that 70 patients (23%) did not

Table 2 Drug treatment prior to inclusion
(n =236)
Patients with mania
n %
Single drug therapy
Typical antipsychotics 43 18
Atypical antipsychtics 24 10
Anti-convulsants 13 6
Lithium 27 1
Combined treatment
Typical antipsychotics + atypical
antipsychotics 17 7
Atypical antipsychotics + lithium 13 6
Atypical antipsychotics +
anticonvulsants 10 4
Typical antipsychotics + lithium 12 5
Typical antipsychotics + anticonvulsants 13 6
Typical antipsychotics + atypical
antipsychotics + anticonvulsants +
lithium 2 <1
Other combinations 49 21
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A. Montoya, et al.

Patterns of drug treatment for manic episode in the clinical practice.

Outcomes of the Spanish sample in the EMBLEM Study

take any medication for the disorder, 107 (359%), as was
previously stressed, were receiving single drug therapy, 81
patients (269%) had been prescribed two medications, 31
(10%) were taking three and 17 patients (6%) were being
treated with four or more drugs.

Use of antidepressants for this population was scarce.
Regarding the data for 310 patients, 57 received an antide-
pressant. Of these 40 had been prescribed an SSRI, 8 tricy-
clic antidepressants and 9 patients other types, however the
MAOIs were not included among them.

Adherence to the medication prescribed showed 40% of
the patients with compliance problems and 18% without
any medication prescribed.

During the study

The mean daily doses of the drugs used during acute
treatment of mania in this bipolar patient cohort were, as
single drug therapy: olanzapine, 25 mg (SD: 12.1); risperi-
done, 6.6 mg (SD: 2.6); haloperidol, 9.5 mg (SD: 4.8); lamo-
trigine, 165 mg (SD: 141); valproate, 938.5 mg (SD: 512.4), and
lithium, 909.0 mg (SD: 290), while when these were used in
combination treatment, the doses were olanzapine, 22.1 mg
(SD: 0.17); risperidone, 7.3 mg (SD: 3.98); haloperidol, 12.3 mg
(SD: 9.5); lamotrigine, 175.1 mg (SD: 124.1); valproate,
1,038.4 mg (SD: 435.0), and lithium, 1,012.6 mg (SD: 316.6)
(table 3).

Changes in the initial treatment

In half of the patients (50%), mean time to the first
change in medication (the first time in which, after the base-
line prescription, the medication of the patients was
changed or discontinued) was 18 days. Table 4 shows the like-
lihood of change in initial treatment for mania in bipolar
disorder patients.

Almost half (51%) of the patient who were receiving sin-
gle drug therapy at the onset of the study were treated
with single drug therapy while the other half (48%) recei-
ved combined treatment. The change meant that only one
patient (19%) remained without any treatment.

A total of 205 (94%) of the patients who initiated the
study with combined treatment received multiple drug treat-
ment while only 12 (5%) changed to single drug therapy
and a minimum percentage remained without receiving any
medication (1%) (table 3).

Change from single drug therapy to combined therapy
was made in a mean time of 10.1 days (SD: 3.72) while
change from those with combined therapy to single drug
therapy occurred in 31.2 days (SD: 22.72).

Table 3 Mean daily doses of drugs used

for the treatment of manic episode

Medication Mean dose SD

Prescribed as single drug therapy (mg/day)

Olanzapine 25.0 12.1
Risperidone 6.6 2.6
Haloperidol 95 4.8
Lamotrigine 165.0 141.0
Valproate 9385 5124
Lithium 909.1 290.8

Prescribed in combination (mg/day)

Olanzapine 22.1 10.17

Risperidone 7.3 3.98

Haloperidol 12.3 9.5

Lamotrigine 175.1 1241

Valproate 1,038.4 435.0

Lithium 1,012.6 316.6
Efficacy

Most of the patients, 92% (n=288), improved at the end
of the study while the course in 8% of them (n=24) was to-
wards worsening (defined as an increase of at least 1 point
in global CGI from a minimum of 3). Mean time required to
reach a level of clinical improvement (defined as a decrease
of at least 2 points on the global CGI) in 50% of the pa-
tients was 22 days. Figure 1 shows the change in scores of
the clinical scales.

At the end of the study, the mean score on the general
CGI BP decreased by approximately 2 points (from 4.9 to
2.3), and the CGIl BP mania scale by almost 3 points (from
4.9 to 2.1) and there was practically no change on the CGI-

Table 4 Likelihood of change from initial
treatment for manic episode
Patients who initiated with... n %

Single drug therapy (n = 93)

Continued in single drug therapy
Changed to combined treatment 45 48
Changed to with no prescribed medication 1 1

Combined treatment (n = 219)

Changed to single drug therapy 205 94
Continued in combined treatment 12 5
Changed to with no prescribed medication 2 <1
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Figure 1 | Change in scores on CGI BP, YMRS and
HAM-D-5.

depression (from 1.3 to 1.2). In turn, the component halluci-
nations/delusional ideas on the CGI scale showed a change
in the mean score from 3.2 to 1.4, and the mean time re-
quired to reach a level of clinical improvement (defined as a
score under 4) in 50% of the patients was 15 days.

Symptoms quantified with the YMRS supported the
changes observed by clinical impression on the seriousness
of the patients studied, with a change in the mean global
score of more than 20 points in relationship to the baseline
score (from 30.6 to 8.9).

Finally, correlate of depressive symptoms in the HAM-D-
5 changed from a mean global score of 1.7 to 0.4.

In the case of hospitalized patients, who accounted for
889% of the sample, mean time to discharge from the hospi-
tal was 24 days (SD: 14.45). Even though most of the pa-
tients showed symptomatic improvement, the initially do-
cumented functional deterioration in the sample still
remained at significant levels at the end of the study. A to-
tal of 73% of the 79% of the patients considered by the
therapist as patients with work dysfunction continued with
some great dysfunction. This is to be expected in patients
who have recently suffered a manic phase.

DISCUSSION

The present investigation describes the prescription pat-
terns used for bipolar patients with acute mania in Spain.
Given that the data were obtained from a sample that in-
cluded several care sites in the Spanish national territory,
these results cannot be attributed to a pattern of idios-
yncratic prescription in a single geographic region.

When the results are analyzed, it should be observed that
the patients enrolled in the study mostly required hospitali-

zation, which testifies to the seriousness of the sample. This
severity was confirmed in elevated mean scorers on the CGI
scales for mania and YMRS. Assessments in regards to de-
pressive symptoms were noticeably lower, suggesting a
population in which manic symptoms predominated over
mixed ones. More than half of the patients had psychotic
symptoms at some time and the abusive comorbidity of
substances with significant, especially with alcohol.

The high-levels of seriousness were reflected in very de-
teriorated functional patterns. As an indication, about 80%
of the patients included presented some type of work
dysfunction.

Treatment adherence of the sample was sufficient. Al-
most half of the patients had difficulties to comply with the
prescribed medication. These results coincide with other
studies in Spain'” and their approach is being analyzed in
search of improvements through psychoeducational and
psychosocial models'8-2",

The proportions of patients in single and polytherapy
prior to enroliment in the study were very balanced. Con-
ventional antipsychotics stand out over the remaining ther-
apeutic alternatives in single drug therapy. This could be
explained partially by the fact that almost 100 patients
were treated with parenteral classical antipsychotics in the
emergency services before being hospitalized. Together with
a conventional antipsychotics, lithium and atypical antips-
ychotics were the most common therapeutic alternatives in
single drug therapy. About one fourth of the patients did
not take any medication, data that rectifies the poor com-
pliance, even more so when the number of the first episodes
was low and the large majority had suffered at least one
episode in the previous year.

At the onset of the study, single drug therapy was the
treatment pattern chosen for one third of the patients in-
cluded while the rest received combined treatment. Stabil-
ity in these therapeutic regimes varied over time in the two
new cohorts. In fact, half of the patients who began the
study in single drug therapy changed to polytherapy after a
mean of 10 days. However, only 5% of the patients who be-
gan with combined therapy changed to single drug therapy
and this occurred at about 30 days of treatment. The differ-
ences in time to the change between both groups point to
the possibility that the change from single to multiple drug
therapy was due to the need for a therapeutic complement
and in the second case to a simplification, once the acute
symptoms partially subsided. In this regard, it is necessary to
remember that half of the patients needed about 3 weeks
to reach significant clinical improvement.

On the contrary to that which could be expected, the
medication doses used in the patients who received single
drug therapy were not greater than those used in polyther-
apy. There was also a tendency to prescribe higher doses in

320 Actas Esp Psiquiatr 2007;35(5):315-322 40



A. Montoya, et al.

Patterns of drug treatment for manic episode in the clinical practice.

Outcomes of the Spanish sample in the EMBLEM Study

most of the therapeutic alternatives (antipsychotics, lithium
and anti-convulsants) when used in combination treatment.
Use of antipsychotics was elevated and the use of olanza-
pine and risperidone in the majority of the cases stands out.
In the specific case of olanzapine, the mean doses in both
single drug as well as polytherapy were at about 25 mg/day,
above the doses applied in controlled clinical trials?%23,

In definitive, treatment of bipolar disorder is still a chal-
lenge that constantly confronts the psychiatrist in his/her
clinical practice: It has multiple therapeutic approaches
that are rarely effective when used as single drug therapy?*.
The growing number of controlled clinical studies in the
manic phase supporting the use of drugs in single drug ther-
apy, especially atypical antipsychotics?2%> are not conti-
nued up in the routine clinical practice of our setting. Al-
though an upward trend is observed, combined therapy
continues to predominate. Experience acquired and confi-
dence in terms of safety and tolerability with certain drugs
influence the fact that the psychiatrist overcomes the do-
sage barriers imposed by the rigid methodologies of the clini-
cal trials in certain cases, seeking optimum effectiveness in
the patients of the real clinical world. In this sense, the out-
comes of EMBLEM in Spain suggest that there is an impor-
tant distance between the experimental data obtained in
«ideal» patient samples, such as those who participate in
randomized clinical trials, in whom comorbidity, suicidal
risk or absence of disease awareness are excluded and the
clinical reality that is reflected by the observational studies.
In the latter, as the EMBLEM, it is clearly manifested that
mania is a serious psychiatric picture that generally requires
hospitalization and that frequently requires combined
treatments at higher doses than those used in the control-
led clinical trials.
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