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es un aspecto controvertido. Pocos estudios avalan su
empleo sistemático, pero es frecuente su utilización, so-
bre todo en pacientes graves con otras alteraciones psi-
copatológicas asociadas. 

Métodos. Veintisiete pacientes diagnosticadas de
TCA según criterios DSM-IV fueron incluidas en el estu-
dio, 7 abandonaron prematuramente o no cumplieron la
pauta farmacológica. Todas las pacientes fueron entre-
vistadas según la Entrevista Clínica Estructurada para el
DSM-IV (SCID-I) y el diagnóstico de personalidad se rea-
lizó con la versión española del International Personality
Disorders Examination (IPDE). La evaluación clínica se
realizó con la escala de Impresión Clínica Global (ICG) y
con la valoración del cambio de la gravedad (EC) al ini-
cio y 3 meses después de haber iniciado el tratamiento
con risperidona. 

Resultados. Una proporción significativa de pacientes
presentaron mejoría clínica evidente, así como de su esta-
do general, en áreas como situación física, conducta ali-
mentaria, relaciones sociofamiliares y capacidad laboral. 

Conclusiones. El uso de risperidona en pacientes con un
TCA grave, con comorbilidad asociada y donde otros trata-
mientos farmacológicos no han sido eficaces podría ser una
opción útil asociada a otros regímenes terapéuticos.
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INTRODUCTION

Use of antipsychotics in the treatment of eating
disorders (ED) is a controversial therapeutical aspect. Al-
though few studies adequately support their use, this is so-
mewhat common in the clinical practice of many professio-
nals. Unfortunately, the presently available drugs achieve
very partial relief of the symptoms associated to these pic-
tures, and generally of not very specific symptoms, such as
anxiety or depression, which frequently also reverse with
nutritional treatment. This lack becomes clear when we
consider that these disorders have an important associated
morbidity-mortality1.

Introduction. The use of antipsychotic drugs in the treat-
ment of eating disorders (ED) patients is a controversial issue.
Although a few studies support the systematic use of antips-
ychotics, they are frequently used, mainly in severe disorders
with other associated psychopathological symptoms. 

Methods. 27 EBD patients were included in the study, 7
dropped-out prematurely or did not complete the pharma-
cological treatment. All the patients were interviewed and
diagnosed according to the Structured Clinical Interview
for the DSM-IV (SCID-I) and the personality diagnosis was
carried out with the Spanish version of the International
Personality Disorders Examination (IPDE). Clinical assessment
was performed with the Clinical Global Impression (CGI)
scale and the Change Severity Assessment (CSA) at baseline
and three months after the beginning of the treatment
with risperidone. 

Results. A significant proportion of patients showed
clear clinical and general state improvement in areas like
physical state, eating behavior, family and social relation-
ships and work ability. 

Conclusions. Risperidone associated to the previous
therapeutic treatment in patient with a severe EBD, with
comorbid disorders and where other pharmacological treat-
ments have not been effective, could be a useful option.
Key words: 
Eating disorders. Anorexia nervosa. Bulimia nervosa. Antipsychotic drugs. Treatment. Ris-
peridone.
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What could justify the use of antipsychotics
in ED treatment?

Genetic or biological factors are important in the appear-
ance of ED and this can suggest underlying neurophysio-
logical dysfunctions (their prevalence is 7 to 12 times great-
er in relatives of patients than in controls). At least 200 
different genes have been identified as involved in condi-
tions that include eating, satiety, propensity to physical ac-
tivity, energetic output, and other related aspects. The esti-
mated heredability indicates that approximately 55 % to
80% of the variance in the appearance of an ED may be
attributed to genetic factors2.

The first studies carried out using antipsychotic medica-
tion in ED were based on the evidence, from the theoreti-
cal point of view, that food is at least partially measured by
dopaminergic neurons3. In fact, the drugs that block the D2
receptors increase appetite and lead to significant weight
gain4, while those that increase cerebral dopamine concen-
tration are anorexigens5. A series of initial studies indicated
how chlorpromazine, sometimes associated with insulin, the
latter to cause hunger, would produce rapid weight gain
and faster hospital discharges6. However, the undesired 
effects that appeared (seizures and binges) and the subse-
quent follow-up did not show that they were beneficial7.
Subsequent studies of antipsychotics in anorexia nervosa
have been supported by the hypothesis that some characte-
ristics of anorexia nervosa could reflect an increase of do-
paminergic activity of the central nervous system8. Con-
trolled trials with placebo using high potency antipsychotics,
pimozide9 and sulpiride10 showed little evidence of clinical
efficacy. It is well to take into account that, together with
the side effects characteristic of this drug group, patients
with ED are especially sensitive to sedation, insomnia and
vertigo, even at low doses11. Clearly, as in other conditions,
the use of antipsychotics may be followed by the appear-
ance of tardive dyskinesia.

In spite of the previous considerations, the use of antips-
ychotics in ED could be justified by their effects in five as-
pects. 

Antipsychotics as anxiolytics

In the last protocol published by the Spanish Public Health
System for the treatment of ED, the use of antipsychotics is
based on their sedative and anxyolitic effect and it is warned
that the use of benzodiazepines runs the risk of depen-
dence12. Treatment with anxyolitics may be indicated in specific
clinical conditions, but we understand that the generalized
use of antipsychotics as anxiolytics would not be fully justi-
fied13. However, when the desired effect is to decrease agita-
tion or muscular hyperactivation, a phenomenon frequently
associated to severe malnutrition conditions and possibly ex-
plained by the dopaminergic activation medication, the use
of dopaminergic blockers could be justified.

Antipsychotics for the control of serious behavior
disorders, impulsiveness and risk of injury

Different observations verify the usefulness of antips-
ychotic drugs in the treatment of behavioral disorders de-
rived from organic disorders or those secondary to a per-
sonality disorder. In fact, the appreciation that there are
neurobiological disorders sensitive to psychopharmacologi-
cal treatments, subjacent to personality disorders, is increas-
ing. In a controlled trial with placebo, flupentixol was asso-
ciated to a significant reduction of suicide behavior in pa-
tients with a history of such behavior and characteristics of
borderline personality14. It has been proposed that the alte-
rations in impulse control such as drug addiction, ludo-
pathy, and obesity may reveal a «reward deficit syndrome»,
that may be partially due to a decrease in dopaminergic D2
receptors15. Other findings correlate low levels of metaboli-
tes derived from serotonin and dopamine in cerebrospinal
fluid of bulimic patients with frequent binging16. In 1986,
Condon17 reported a case of beneficial response in a female
patient with anorexia nervosa with depressive episodes and
associated suicide attempts with 25 years evolution. Pre-
vious treatments with antidepressants were not effective in
regards to decrease in the intensity of her symptoms. Once
high doses of neuroleptics were established, the patient had
the sensation of emotional well-being, good functioning
level and maintained a healthy weight. 

The new antipsychotics have already been tested in pa-
tients with behavior and malnutrition disorders. Specifi-
cally, risperidone has been shown to be effective in a pa-
tient with anorexia and rapid weight loss secondary to Alz-
heimer’s dementia18. However, this response is explained
more by the efficacy of risperidone in the behavioral disor-
ders of these patients than by its activity on the baseline
psychopathology. In our country, studies have also been
performed on the efficacy of the new antipsychotics, in the
treatment of borderline personality disorder, with promis-
ing results19.

Antipsychotics as anti-obsessive drug enhancers

Different publications support the effectiveness of the
antipsychotic association to the usual regime of Selective
Serotonin Reuptake Inhibitors (SSRI) used in the treatment
of patients with a refractory Obsessive-Compulsive Disorder
(OCD)20. Previous trials had pointed at the effectiveness of
adding high potency antagonists to the usual treatment of
these patients21,22. Subsequently, the new antipsychotics
were incorporated to these trials23,24. The action mechanism
could be related with the shared antagonism of 5-HT2a/D2
receptors. Some authors have theorized that anorexia ner-
vosa itself could be considered as a variation of obsessive-
compulsive disorder or as a phobia25. There have also been
many studies that indicate the comorbidity of the ED with
OCDs, both in anorexia nervosa26,27 and for bulimia28,29. Based
on this, it could be theorized that antipsychotics could have
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some role in patients with serious obsessive symptoms who
do not adequately respond to the usual drug regimes. 

Acting on the effect that dopamine has 
on the hedonic effects of intake

The dopaminergic system plays a key role in the regula-
tion of behaviors aimed at self-care and may be fundamen-
tal in the role food has as reinforcement30 through the
meso-límbic pathways31. Eating is a highly reinforcing be-
havior that not only provides nutrition for survival but also
includes satisfaction and pleasure feelings32. Food increases
extracellular dopamine concentration in the nucleus ac-
cumbens33. This is a phenomenon similar to that produced
by abuse of drugs and could justify the positive reinforcement
capacity of food34. Low doses of dopamine agonists stimu-
late eating and high doses inhibit it35. Administration of
glucose eliminates activation of the dopaminergic neurons
of the «substantia nigra», and there is evidence of an increase
in dopaminergic hypothalamic turnover during feeding36.
Central dopaminergic mechanisms modulate the food re-
ward effects and influence the effects of self-stimulation or
self-administration of psychoactive drugs. Some authors37

associate obesity to decrease of D2 receptors in the striate
nucleus; this decrease was reversely proportional to BMI.
Decrease of dopamine in obese subjects could perpetuate
pathological intake as a means of compensating hyposti-
mulation of these circuits. The same authors conclude that
strategies oriented towards improving dopaminergic func-
tion could be beneficial in the treatment of obese patients.
Considering the above, it could be postulated that the ano-
rexia nervosa picture may be partially mediated by an in-
crease of extracellular dopamine and this effect could be block-
ed by dopaminergic receptor antagonists. Dopaminergic
blockers, such as pimozide, may decrease self-stimulation or
feeding38. Self-stimulation behavior is stimulated both by
opioid and non-opioid peptides (neurotensin), which acti-
vate dopaminergic neurons in the ventral tegmental area
(VTA), and these cells project pathways to mesocortical and
limbic areas including the nucleus accumbens39. The abnor-
mal hedonic response present in both anorexia nervosa and
bulimia could be related with dopaminergic function. Halmi
et al.40 demonstrated that patients with anorexia nervosa
presented decrease to the growth hormone response with
L-dopa stimulation both during emaciation and recovery
phases. They also demonstrated that patients with anorexia
have a decrease in response to prolactin, also in the emacia-
tion and recovery periods. This suggests that anorexic pa-
tients have a deterioration in the post-synaptic dopaminer-
gic receptors. Patients with bulimia without a history of
anorexia nervosa seem to have lower levels of homovanil-
mandilic acid in cerebrospinal fluid and a lower response to
clonidine than in normal controls41,42. These findings may
suggest that the alterations in the dopaminergic pathways
may lead to a decrease in satisfaction after intake and, in
the long term, may facilitate binging-vomiting behavior.
Classical anorexigens such as amphetamines, diethylpro-

pion, phentermine and others act by releasing Dopamine
and indirectly stimulating the D2 receptors43,44.

Antipsychotics in the treatment 
of body image alterations

Body image alteration is a fundamental symptom of 
eating behavior disorders. It not only refers to a perceptive
disorder but also to an «overevaluation of the body measure-
ments and the importance of the physical aspect». Psycho-
delic drugs such as lysergic acid diethylamide (LSD) are
structurally similar to 5-HT and act through serotonin re-
ceptors to produce profound alterations in one’s own and
body perception, including changes in body size. It is inter-
esting to mention that these perceptive disorders are not
neutral but rather are associated to an emotional compo-
nent45,46. This neurotransmission model can be compared to
a certain degree to the sensitive-perceptive and «emotion-
al» disorder of these patients with eating behavior disorder.
Dysfunctions in the 5-HT receptor could be related with the
self-perception of the body image in both patients with
anorexia and bulimia. Ciproheptadine (5-HT antagonist) is
mentioned as an agent capable of decreasing «fear of becom-
ing fat» in patients with Anorexia nervosa when compa-
red with placebo47. Subsequently, improvement has also
been observed regarding body dissatisfaction and perfection-
ism of bulimic patients treated with fluoxetine in a double
blind trial48.

From the psychopathological point of view, it may also
be interesting to consider dysmorphophobia and somatic
delusional disorder. Pimozide has shown some efficacy in
regards to increasing delusional intensity, but this drug,
that blocks the D2 receptor, also has been partially effective
in those in who have no delusional symptoms. Finally, the
selective serotonin reuptake inhibitors have shown greater
efficacy than antipsychotics in treating these pictures, even
when delusional proportions are reached, however in re-
fractory cases, the association of SSRI with atypical antips-
ychotics would be indicated49. The above could partially
justify the association of these drugs in the treatment of
the body image disorder in ED patients.

What profile can the new 
antipsychotic contribute?

The new atypical antipsychotics, on the contrary to con-
ventional neuroleptics, simultaneously antagonize D2 dopa-
minergic receptors, and in an especially potent way, 5-HT2
serotonin receptors50. There are cases in the literature of
treatments with the new antipsychotics of patients with an
ED, most of which refer to olanzapine. However, the men-
tioned improvement could be due to the effect on weight
gain this drug has more than a specific effect per se. The ef-
fects of olanzapine on weight and appetite could be related
with blockage of 5-HT2 receptors. Treatments that increase
intrasynaptic serotonin or activate 5HT receptors tend to
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reduce food consumption51. Furthermore, interventions
that decrease 5-HT neurotransmission increase food con-
sumption and favor weight gain52. Theoretically, eating res-
triction could be related with increase of 5-HT activity, as
would be the case of an increase of 5-HT2 receptors. Altera-
tions of 5HT activity have also been involved in other
symptoms that are frequent in anorexia nervosa as obsessi-
ve-ness, anxiety and depression53. In other studies, the in-
crease of plasma leptin levels has been indicated as action
mechanism of some atypical antipsychotics, such as olanza-
pine and clozapine. This increase was independent of the
diet modification and did not occur in patients in patients
treated with haloperidol. These drugs may reduce feedback
sensitivity of leptin on the SNC, leading to a chain reaction
of appetite increase, leptin secretion and weight gain54. 

Objective

The present preliminary study aims to determine the ef-
fectiveness of an atypical antipsychotic, risperidone, in a
patient sample with ED who have not responded to other
drug therapy approaches. 

MATERIAL AND METHODS

The initial sample was made up of 27 patients diagnosed
of ED, according to DSM-IV criteria55, who had already un-
dergone treatment in the eating behavior disorder unit of
Ciudad Real. Those patients in whom risperidone was asso-
ciated were included, basically taking into account that
they were patients who had had poor evolution with other
drug regimes and the seriousness of the clinical picture.
None of them had received treatment with any other an-
tipsychotic prior to their enrolment in the study. Seven pa-
tients of this initial group (3 because they did not tolerate
the prescribed treatment, 3 others who did not continue
the follow-up and one who did not comply with the drug
regime), were excluded. 

Instruments and procedure

This is a prospective observational study. The initial cli-
nical assessment and that after three months were perform-
ed by an experienced psychiatrist. The DSM-IV criteria 
were followed for the diagnosis of ED and comorbidity
with other psychiatric disorders. All the patients enrolled in
the study were interviewed according to the Structured
Clinical Interview for DSM-IV (SCID-I)56. To evaluate perso-
nality, the Spanish version of the International Personality
Disorder Examination (IPDE) was used57. Previous treat-
ments, drug regime and treatment duration were recorded
both at the onset and in the follow-up. As clinical assess-
ment parameter, the Clinical Global Impression scale (CGI
scale) was used58. This is a descriptive heteroapplied scale
that provides qualitative information on the seriousness of

the clinical picture (DS) and on the assessment of the
change in the disease seriousness in relationship to pre-
vious evaluations (CSA). The examiner performed an assess-
ment of disease seriousness (DS) after an interview with
the patient, considering her condition during the last 24
hours, it being possible to extend this up to the previous 
72 hours. The instrument consisted of a single item that as-
sesses seriousness using a Likert scale with the following
values: 0 (not evaluated), 1 (normal, no disorder), 2 (border-
line of the disease), 3 (mildly ill), 4 (moderately ill), 5 (noti-
ceably ill), 6 (seriously ill), 7 (extremely ill). The evaluation
of the disease seriousness change (CSA) was performed
with the change subscale that goes from: 0 (not evaluated),
1 (much better) to 7 (much worse). Since the patients were
already receiving treatment previously and an enrolment
criterion in the study was poor course or lack of response
to previous drug treatments, this latter subscale was ap-
plied at the onset of the study with reference to the condi-
tion presented by the patients in regards to three months
before. It was also applied three months after the baseline
evaluation, taking the onset of treatment with risperidone
as reference point. 

For the data analysis, the descriptive and non-parametric
statistics was used with the SPSS program for Windows V.1059.

RESULTS

All the patients were women, with a mean age of 20.6
years (SD 5.225). Mean Body Mass Index (BMI) at onset was
20.71, SD 5.07. Thirteen were single (65%), 4 had a partner
(20%) and 3 were married (15%). Most, 11 patients (55%),
had completed or were studying secondary school; 4 (20%)
had primary studies and 5 (25%) junior college or university
degree. 

In regards to the diagnostic subtypes, 3 patients fulfilled
restrictive anorexia criteria (15 %), 3 purgative anorexia
(15%), 7 purgative bulimia (35%), 1 non-purgative bulimia
(5 %) and 6 non-specified eating behavior disorder (30 %).
The patients had the following associated comorbidity in
axis 1: 5 patients were diagnosed of non-specified depressi-
ve disorder, (25%), one of dysthymia (5%) and 2 OCD (10%).
Twelve patients (60%) did not receive another axis I diag-
nosis. The personality diagnoses in the sample were made
after interviews with the IPDE and were the following: per-
sonality borderline disorder, 9 patients (45 %), obsessive
personality disorder, 2 patients (10%), avoidant personality
disorder, 1 patient (45 %), non-specified personality disor-
der, 4 patients (20%). Four patients (20%) did not present
an associated personality disorder. 

Mean evolution time of the disorder was 5.85 years (SD
5.01). Most of the patients, 11 (55%), were under treatment
with SSRI, 5 (25%) with venlafaxin and 4 (20%) with ben-
zodiazepines. The mean dose of risperidone was 1.57 mg 
(SD: 1.13). Table 1 shows data regarding changes experienced
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in regards to Disease Seriousness (DS). Of the six patients
who were initially «extremely ill», 33.3% continued to be so
three months later, however 33.3% became «noticeably ill»,
16.6% «moderately ill» and 16.7% «mildly ill». Of the 8 pa-
tients who initially were assessed as «seriously ill», 62.5 %
became only «moderately ill» after three months of treat-
ment with risperidone and of the 6 patients who were «no-
ticeably ill», 50% became «moderately ill». On the other
hand, no patient worsened clinically. The changes were sta-
tistically significant (Wilcoxon Test for related samples: GE:
z = -3.559; p = 0.000). 

Table 1 also shows the changes observed in the disease
seriousness (DS) in regards to three months prior to the
study onset. As has been explained, the patients included in
the study had had an unfavorable course, in spite of pre-
vious therapeutic approaches. It can be stated that of the
15 patients whose conditions had been assessed as «much
worse» three months prior to initiating the antipsychotic
treatment, only 20% were still «much worse» three months
later and 26.7% had improved. The change was statistically
significant (CSA: z = -3.581; p = 0.000) (table 1).

Table 2 shows the evaluation of the patients at three
months of treatment with risperidone, comparing it with
the previous condition in regards to physical state, eating
behavior, family and social relationships, work capacity and
other interests. A statistically significant improvement was
obtained in all of them (physical condition: z = -3.559; p =
0.003; eating behavior: z = 3.219; p = 0.001; family rela-
tionships: z = -2.979; p = 0.003; social relationships: z = 
–3.228;  p = 0.001; work capacity: z = -3.223;  p = 0.001;
other interests: z = -3.110;  p = 0. 009) (table 2).

DISCUSSION

The approach of the present study is based on the idea
that the pharmacological approaches could have a greater
role in the future of diseases such as ED. The biological 
mechanisms that participate in eating behavior, hunger and
satiety also have an influence on mood, activity level, and
cognitive states, which are also altered in anorexia and buli-
mia nervosa60. Thus, it seems reasonable to assume that
going deeper into the biological bases of eating behavior
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Table 1 Evolution in the Clinical Global Impression (CGI) scale of the disorder

Initial DS

TotalNoticeably ill Seriously ill Extremely ill
FR (% of the initial DS) FR (% of the initial DS) FR (% of the initial DS)

Final DS
Very mildly ill 1 (16.7%) 2 (25%) 0 (0%) 3 (15%)
Mildly ill 0 (0%) 0 (0%) 1 (16.7%) 1 (5%)
Moderately ill 3 (50%) 5 (62.5%) 1 (16.7%) 9 (45%)
Noticeably ill 2 (33.3%) 0 (0%) 2 (33.3%) 4 (20%)
Seriously ill 0 (0%) 1 (12.5%) 0 (0%) 1 (5%)
Extremely ill 0 (0%) 0 (0%) 2 (33.3%) 2 (10%)

Total 6 (100%) 8 (100%) 6 (100%) 20 (100%)

Initial CSA

TotalMuch worse Worse
Fr (% of the initial CSA) Fr (% of the initial CSA)

Final
Much worse 3 (20%) 0 (0%) 3 (15%)
Worse 5 (33.3%) 2 (40%) 7 (35%)
The same 3 (20%) 2 (40%) 5 (25%)
Better 4 (26.7%) 0 (0%) 4 (20%)
Much better 0 (0%) 1 (20%) 1 (5%)

Total 15 (100%) 5 (100%) 20 (100%)

Initial DS: disorder seriousness at onset of treatment; final DS: seriousness of disorder at 3 months of treatment; initial CSA: change subscale assessed at
three months prior to onset of treatment with risperidone; final CSA: change subscale assessed at three months of treatment with risperidone. 
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would provide certain knowledge on the aberrant eating
patterns that appear in anorexia or in bulimia nervosa and
analyzing the response to drug treatments established
would supply useful information to that knowledge. In our
study, the antipsychotic treatment achieved a decrease of
global severity of the disorder and an improvement in the
general condition at 3 months of having established it in a
significant percentage of patients resistant to other treat-
ments. This improvement was observed both in eating beha-
vior and physical condition as well as in the area of social-
family relationships and work capacity. 

Several limitations make it necessary to consider our re-
sults with caution and to not generalize them: the sample
size is small and the heterogeneous sample in regards to
diagnostic subtypes and comorbidity with other psychiatric
and personality disorders. Thus, the differences according to
diagnoses or the changes recorded in the clinical variables,
such as BMI, number of bingings or vomitings, could not be
considered in the analysis. The strict inclusion criteria, se-
rious patients in whom other treatments have failed, are
the main cause of why the participant number was reduced.
On the other hand, the evaluating psychiatrist was not blind
to the treatments and did not use standardized instruments
to evaluate the results. This study is one of the few studies
published on the subject and those which we know also use
small sample sizes. In spite of the disadvantages mentioned,

the interest is found in the fact that the empiric observa-
tions that the antipsychotics may play a certain role in se-
vere ED has been somewhat systematized. Future multi-
center studies would make it possible to include a larger
number of participants. In this way, it would be possible to
analyze the patient subgroup with ED and the symptom
and behavior profile subsidiary of benefiting with such treat-
ments with standardized instruments. A longer term longi-
tudinal follow-up is also necessary. 

The treatment of the eating behavior disorders does not
run out when taken from a single perspective, and any ther-
apeutic approach should consider the participation of bio-
logical, family, cultural, psychological or biographic factors.
Both anorexia nervosa as well as bulimia or the unspecified
eating behavior disorders are syndromic pictures in which
different etiological factors or etiopathogenic mechanisms
will converge for each patient. In a certain way, this can
justify the different effectiveness of the pharmacological
treatments, not only among the patients with the same cli-
nical picture but also in the same patients in different times
of their clinical course. Desiring to establish effective phar-
macological regimes for all the patients with anorexia or
bulimia would not be an objective appropriate to the phe-
nomenon complexity. In our opinion, we understand that it
would be necessary to define the disorders present in an
evolutive moment of the patient and administer the drug
treatment that would show some efficacy in its remission.
Finding response markers for different active principles is
seen as a field for near future development. The objective,
therefore, would not be treating all the patients having
anorexia nervosa or bulimia with a certain drug regime, but
rather previously defining the symptoms that may be sensi-
tive to a drug to administer it correctly and comparatively. 

We could conclude that the use of atypical antipsycho-
tics in patients with serious ED, with associated comorbidi-
ty and in whom other drug treatments have not been ef-
fective, could be a useful option associated to previous ther-
apeutic regimes, although new studies would be necessary
to confirm the effectiveness of associating antipsychotic
drugs in the treatment of these patients. 
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