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FC06.02
FIRST RESULTS OF FLUVOXAMINE VERSUS LITHIUM
AGGRESSIVITY PROTOCOL (FLAP)

G. La Malfa*, M. Bertilli, M. Conte, P. Cabras. University of
Florence, Florence, Italy

Objectives: To verify the efficacy of fluvoxamine versus lithium in
reducing aggressive behavior in people with personality disorders.

Methods: Study partecipants were 50 physically health men
(26) and women (24) randomly chosen within the inhabitants
of Florence who were known to have aggressive behavior for a
period longer than 1 years (total score on the Social Disfunction
Aggressivity Scale (SDAS) greater than 14) and met DSM-IV
criteria for personality disorders by administration of the SCID-
II. They did not present axis I disorders, history of head trauma,
previous ECT treatment, depressive symptoms (score lower than
18 at the Hamilton RS-D, lower than 14 at the Beck DI). The
trial was a double-blind fixed-dose design comparing fluvoxamine
(300 mg/day) and lithium (900 mg/day). During the first of 4-week
single-blind placebo, before starting treatment, and after 30, 60,
90, 120, and 150 days of therapy, all patients had a global clinic
assessment, and a specific one for aggressivity.

Results: Fluvoxamine resulted to be significatively more effi-
cacious than placebo in reducing aggressive behavior and better
than lithium for efficacy and safety though in a not statistically
significative way.

FC06.03

ASSOCIATION OF SEROTONIN TRANSPORTER PROMOTER
GENE VARIANTS WITH CLINICAL FEATURES OF MAJOR
DEPRESSION

A. Putzhammer*, P Eichhammer, T. Rohrmeier, H. Sartor, L.
Angermueller, P. Dallinger, U. Frick, H.E. Klein, A. Schoeler.
Department of Psychiatry. Universitv of Regensburg, Germany

We studied the association of the serotonin transporter promoter
polymorphism (5-HTTLPR) with melancholia, psychotic symp-
toms and suicidality in 83 patients with major depression and 200
healthy controls in an exploratory logistic regression model under
simultaneous adjustment of sex and age. In a second model we an-
alyzed the contribution of distinct clinical features of melancholia
according to DSM-IV (B-criteria of melancholia): distinct quality
of depressed mood, diurnal variation, early morning awakening,
psychomotor retardation, psychomotor agitation, anorexia and in-
appropriate guilt.

Testing model | with melancholia, suicidality and psychotic
features as "independent” variables, only the global indicator of
melancholia indicated a statistical relation to the S-HTTLPR geno-
type (OR = 0.344; p = 0.038), in the singular score test for
melancholia the statistical relation was even weaker (OR = 0.402;
p = 0.057).

The Wald score test for the clinical features did not indicate a
statistical relation to 5S-HTTLPR genotype with the exception of
psychomotor retardation (3.94, d.f. = 1, p = 0.047). Elimination of
all disponible predictor variables resulted in a global model Chi-
square of 9.032 (d.f. = 4, p = 0.06) with the singular score test
for the indicator psychomotor retardation displaying a p-value of
0.022. All global model Chi-squares proved insignificant, mainly
due to the high number of predictors.

This study indicates that melancholia - as a clinical subtype of
depression - and psychomotor retardation — as clinical symptom
- are interesting candidates for clinical features of major depres-
sion with possible associations with the 5-HTTLPR genotype and
should be investigated in a confirmatory design.
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FC06.04
SPECT IMAGING OF 5-HT;5 RECEPTORS DURING SSRI
TREATMENT

H. D’haenen®, P. Lezaire, C. Vanhove, J. Mertens, K. Chavatte,
D. Terriere, A. Bossuyt. Academic Hospital, Free University of
Brussels, Belgium

5-HT;a receptors play an important role in e.g. the pathophys-
iology of mood disorders. The investigation of the influence of
long term antidepressant treatment on these receptors has yielded
controversial results, also in recent brain imaging studies. Using
positron emission tomography (PET) and 18-F setoperone as a
ligand, a decreased ligand binding after treatment with either
desipramne or clomipramine was demonstrated. A study of frontal
5-HT;a receptors, using the same ligang, during treatment with
selective serotonin reuptake inhibitors (SSRIs) suggested, however,
an upregualtion of these receptors.

In this study single photon emission computed tomography
(SPECT) was used, with '231-R91150 as a ligand, to investigate 5-
HT24 receptors in depressed patients during treatment with SSRIs.
Subjects were 7 drug naive major depressed patients, studied before
and after 6 weeks of treatment.

Statistical analysis was performed on estimations of the specific
ligand binding calculated as the ratio of the binding in a region of
interest to the binding in the cerebellum. Solely frontal regions of
interest were investigated.

The mean 17-item Hamilton Depression Rating Scale (HRSD)
score (+/-SD) was 18.7 (+/-7.4) before, and 11.1 (+/-7.2) after
treatment. Overall, no significant difference in binding was ob-
served. However, considering the 4 responders to treatment (defined
as presenting a reduction of at least 50% in HRSD score) an almost
significant increase in binding was demonstrated (Wilcoxon signed
ranks test, p < 0.07).

These preliminary results could indicate an up-regulation of
5-HT;a receptors after succesfull antidepressant treatment with
SSRIs.

FC06.05

MULTIPARAMETRIC BIOMONITORING OF AUTONOMIC
FUNCTIONS IN PATIENTS TREATED WITH PSYCHOTROPIC
DRUGS

M. Mueck-Weymann*, J. Acker, T. Rechlin, R. Rauh, P. Joraschky.
38 Schleifweg, D-91413 Neustadt an der Aisch, Germany

Most antidepressant drugs lead to enhanced synaptic availability of
the neurotransmitters serotonine and/or norepinephrine. However,
affecting also other transmitters, e.g. acetylcholine, antidepressants
cause peripheral autonomic dysfunction (e.g. dry mouth, tachycar-
dia or sudden cardiac death). Aim of our study was to objectify
these autonomic dysfunction.

Therefore, we applied simultaneous recordings of ECG for as-
sessment of heart rate variability (HRV), as well as skin blood flow
and skin conductance level — indicating peripheral autonomic re-
sponses like inspiratory gasp response (IGR) and.skin conductance
response (SCR) — to patients under treatment with psychotropic
drugs (amitriptyline, olanzapine, clozapine, fluoxetine, or hyper-
icum extract; n = 20 each).

We found that heart rate variability was reduced in all patients
treated with ami, ola, or clo but not under treatment with flu, or hyp.
Exclusively in ami-, ola-, clo-treated patients 1) redilation of IGR
was prolonged, indicating inhibition of norepinephrine re-uptake,
and 2) in about 50% of these patients SCR was blocked completely,
or reduced in the other 50% (due to anticholinergic effects).


https://doi.org/10.1016/S0924-9338(00)94134-8

262s SES10. AEP Section “Epidemiology and Social Psychiatry™: Dementia and its care in Europe

Assessing HRV, SCR, and IGR under treatment with psy-
chotropic drugs, one can objectify autonomic dysfunction caused
by side effects. Maybe, this non-invasive biomonitoring will be-
come a helpful diagnostic tool in the treatment of patients.

FC06.06
DECREASED SEROTONIN 5-HT2A BINDING POTENTIAL
IN PATIENTS WITH ANOREXIA NERVOSA

K. Titeca'?, K. Audenaert!, K. Van Laere', F. Dumont?,
M. Vervaet?, G. Slegers®. /Department of Nuclear Medicine;
2Department of Radiopharmacy; University Hospital Genr, Bel-
gium

Background: Indirect evidence through challenge tests has shown
decreased serotonergic function in anorexia patients. Neuroimaging
techniques offer the possibility to investigate in vivo functional
characteristics of the serotonergic system.

Methods: In this study the 5-HT2a receptor of 21 patients
with eating disorders (8 anorexia nervosa restricting type, 9
anorexia nervosa purging type and 4 bulimia nervosa purg-
ing type; free of psychotropics except for benzodiazepines)
was studied by means of the radio-iodinated 5-HT2a receptor
antagonist 4-amino-N-[1-[3-(4-fluorophenoxy)propyl]-4-methyl-4-
piperidinyl]-5-iodo-2-methoxybenzamide (123[-5-1-R91150). 10
age-matched healthy controls were included. All received an in-
travenous injection of 185 MBg/70 kg 1231-5-1-R91150 and were
scanned with brain Single Photon Emission Computed Tomog-
raphy (SPECT). Stereotactically realigned images were analysed
semi-quantitatively using predefined volumes-of-interest. Serotonin
binding capacity was expressed as ratio of specific to non-specific
activity. The cerebellum was used as a measure of non-specific
activity.

Results: Significant reductions in left frontal binding potential
were found in the anorectic group (p = 0.04), but not in the bulimia
subgroup. In the anorctic group, a significant frontal asymmetry
was present with decreases on the left side (frontal lobe ratio R/L
= 1.05, p=0.001), most prominent high-frontal and in the subgroup
with purging behavior. The left parietal cortex hads a significant
lower binding potential for the anorectic group (p = 0.02).

Interpretation: Brain SPECT of 5-HT2a serotonin receptor
system in anorexia patients shows evidence of decreased and asym-
metric frontal binding potential of the 5-HT2a receptor, indicating a
decrease in number and/or in binding affinity of 5-HT2a receptors.
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SES10.02

EUROCARE: A CROSS-NATIONAL STUDY OF CO-RESIDENT
SPOUSE CARERS FOR PEOPLE WITH ALZHEIMER'S
DISEASE

J. Murray, S. Banerjee, J. Schneider, A. Mann. Institute of Psychi-
atry. Kings College, London: Centre for Advanced Social Studies.
University of Durham, UK

Background: While there are positive as well as negative elements
to the caring role, carers are at high risk of psychological distress
and the comprehensive cost of caring has social, economic and
health based elements. Co-resident carers, especially spouses, are
of primary importance in maintaining people with dementia in their
own homes in the community rather than in institutional settings
which may be both more costly and have greater environmental
poverty. There have, however, been few studies investigating fac-
tors associated with cater strain between different countries. We
therefore carried out a study aimed at producing a cross national
profile of co-resident spouse carers across the EU incorporating
quantitative and qualitative elements.

Design: 20 co-resident spouse carers of people with probable
AD were recruited from service contacts in each of fourteen out of
the fifteen counties of the EU. All completed a semi-structured
interview which included: socio-demographic data; health and
social service use; the Cater Burden Inventory (CBI); the General
Health Questionnaire-12 (GHQ-12); and open ended qualitative
questions about the experience of caring.

Results: 280 couples were recruited. There was marked variation
in all variables of interest between countries, but consistently high
ratings of carer burden (mean CBI scores between 28 and 52) and
psychological distress (between 40% and 75% scoring 4 or more on
the GHQ-12). Using multivariate analyses to estimate the individual
associations of variables of interest with carer strain, controlling for
the effects of all other variables in the model: 11.4% (p = 0.003)
of the variance was accounted for by between country variation;
4.9% (p < 0.001) by expressed financial dissatisfaction; 4.5% (p
= 0.001) by lower carer age; 3.2% (p = 0.004) by difficulties with
spouse behavioural deficits; and 2.0% (p = 0.024) by perceived
negative social reactions. Overall, the most commonly expressed
difficulties reflected: loss of companionship and reciprocity, and
deterioration in their partners’ social behaviour. Satisfaction from
caring stemmed from: a feeling of job satisfaction; continued
reciprocity and mutual affection; companionship; and the fulfilment
of a sense of duty.

Conclusions: This study confirms the high level of burden
and mental distress in spouse carers for people with Alzheimer’s
Disease in the EU. These data suggest avenues for the primary and
secondary prevention of burden by addressing clinical issues (eg
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