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Treating challenging behavior or aggression in people with
intellectual disability: Are antipsychotics or antidepressants

the preferred choice?
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Intellectual disability (ID) occurs in 1% of the general population
[1]. The prevalence of challenging behavior in these patients is high
(6.1% in the community and 40% in long-stay hospital, [2]), as is the
prevalence of aggression. (51.8%), even if only 4.9% of individuals
display aggressive behavior leading to injury [3]. A growing number
of adults with ID are today reaching old age. In a survey conducted in
patients with ID over 40 years of age, over half of the sample displayed
any type of behavioral problems [4]. Aggression involves a variety of
psychological processes and progress has been made in understanding
the increasing brain mechanisms [5]. However, the neurotransmitters
Serotonin, Dopamine and y-Aminobutyric acid seem to have a role
in aggression but so far predictions cannot be made with confidence
about drug effects on aggression [5]. There is paucity of randomized
trials for the treatment of persistent aggressive behavior. Antipsychotic
drugs, particularly the atypical group, have been the most commonly
used interventions in recent years, [6,7] even in absence of evidence-
based data. In a UK survey, [8] 64% of the total sample were
prescribed antipsychotic medications, of whom almost half (49%)
had a schizophrenia spectrum or affective disorder diagnosis, while
a further third (36%) exhibited behaviors recognized by the National
Institute for Health and Clinical Excellence (NICE) as potentially
legitimate targets for such treatment such as violence, aggression or
self-injury. In a recent survey, [9] 39.2% of adults were dispensed an
antipsychotic medication, which increased to 56.4% in a sub-cohort
residing in group homes. Even in this case, almost one-third (28.9%)
of people been prescribed an antipsychotic medication did not have a
documented psychiatric diagnosis. Very little evidence can be found
for the interventions of anger and behavioral management; the data
available on these interventions come primarily from studies conducted
in children in whom the behavior is part of the autistic spectrum; [7]
moreover a randomized trial showed no benefits for either Risperidone
or Haloperidol compared with placebo, with even some evidence of a
better response to placebo than either active drug in the reduction of
aggression. [10]

Another common practice not supported by evidence is
polypharmacy: in a prospective study, [11] a high proportion (45%)
received more than one (polypharmacy) psychotropic medication
at baseline and 41% at 6 months. As for antipsychotics, a similar
proportion received them at baseline (75%) and 6 months (73%),
with polypharmacy remaining similar at baseline (10%) and at 6
months (9%). Although higher doses of antipsychotics were positively
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correlated with more severe aggressive behavior, physical aggression
towards objects, self-injurious behavior and increasing age, there was no
significant correlation between mean aggression severity score change
and antipsychotic daily dose change between baseline and 6 months.
Older people with ID were more likely than the general population to be
prescribed medications with anticholinergic effects, [12] intermediate-
or long-acting Benzodiazepines, and antipsychotics especially at the
presence of a comorbid cognitive impairment (antipsychotics 50%
vs 39% without dementia and benzodiazepine derivatives 55% vs
36% respectively) [12]. By contrast, 18.1% of adolescents received
pharmacotherapy with 11.8% receiving monopharmacy, 6.4% and
5.9% simultaneously receiving multiple classes of medications.
Polypharmacy is a significant concern for adults (and, in particular, in
older adults) with ID. In fact, patients with ID seem at higher risk of
side effects compared to the general population. A recent survey done
in UK primary care setting [13] found asignificantly greater number of
movement disorders in people with ID compared with those without,
with parkinsonism and akathisia showing the greatest difference and
neuroleptic malignant syndrome being three times more common.
Respectively, 13% of the patients without psychotropic drugs and
61% of the patients with 2 psychotropic drugs had adverse events.
Adverse events had a significantly negative influence on quality of life.
[14] Physical wellbeing was negatively associated with parkinsonism,
urinary problems, dysphagia and temperature dysregulation possibly
due to antipsychotics use [15]. Moreover, rates of sleep problems in
adults with ID ranged from 8.5% to 34.1% [16]. A prevalence 0of 9.2% was
reported for significant sleep problems. Sleep problems were associated
with challenging behavior, respiratory disease, visual impairment,
psychiatric conditions, and using psychotropic, antiepileptic and/or
antidepressant medication [16].

A recent audit conducted in the Netherlands concluded that both
psychiatrists and family physicians are willing to discontinue their
prescriptions in 51% of cases, varying from 22% to 87% per service
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provider [17]. The variables "a living situation with care and support”
and “challenging behavior” were associated with a higher chance of
discontinuation. The main reasons for decisions not to discontinue
were concerns for symptoms of restlessness, the presence of an autism
spectrum disorder, previously unsuccessful attempts to discontinue
and objections against discontinuation by legal representatives.
Data available for discontinuation are scarce but encouraging [15].
Physical well-being improves in people who discontinue antipsychotic
medication. Social functioning and mental well-being decrease after
incomplete discontinuation but recovers at follow-up [15].

For these reasons the guidelines of the NICE claim that
antidepressants are the first-choice medicines in the treatment of
behavioral disorders associated to ID (www.nice.org.). As far as
antidepressants are concerned, a systematic review by Sophanal et
al. [18] studied the results of one crossover randomized controlled
trial in a small cohort, seven prospective uncontrolled trials and
two retrospective studies. Of these, one explored the effectiveness of
Clomipramine, and nine considered various selective serotonin reuptake
inhibitors (Fluoxetine, Paroxetine and Fluvoxamine). Antidepressants
showed improvement of aggression and self-injurious behavior on
average in less than 50% of cases. The efficacywas most pronounced
in the presence of an underlying anxiety or an associated diagnosis of
obsessive-compulsive disorder. Most studies used antidepressants as
add-on therapy to other psychotropics. Therefore, it was not possible
to know of any confounding effects of the concomitant medication.
The authors did not conclude that antidepressants are ineffective, but
the evidence was of scarce quality to evaluate their usefulness. Since,
then, the burden of literature on this topic remained poor and limited
to specific syndromes. A recent study [19] evaluated the effects of
antidepressants on longevity, age at dementia onset, and survival after
onset among adults with Down syndrome. Proportional hazards models
showed a significant delay of onset among those taking antidepressants.
Mean age at death or at end of study for those receiving antidepressants
was 54.71 years; among others, it was 52.60 years. In the 35 adults with
late-onset seizures and dementia who died, mean survival after seizure
onset was 4.23 years. A study done in 2012 [20] found that in people
with Williams syndrome, 24% of the individuals had been prescribed
an SSRI medication, while 12% received another type of antidepressant
or anxiolytic. 81% of respondents indicated that SSRI medications were
either "Helpful" or "Somewhat Helpful", with paroxetine reported to
be the least helpful. Sixty-four percent (64%) of survey participants
reported that non-SSRI antidepressants and anxiolytics were either
"Helpful" or "Somewhat Helpful" in treating symptoms of anxiety.

In conclusion, the efficacy of antidepressantscertainly deserves
more attention in research, as there is evidence suggesting that
they can be used to manage behavior problems in adults with ID.
Randomized trials on antidepressants in this specific population are
needed to confirm the efficacy of these drugs and avoid the current
misuse of antipsychotics drugs. Based on present evidence, the use of
psychotropic drug treatment should be spared and reserved to those
patients who put themselves at particular risk as a consequence of
their behavior; such treatment should be regarded as temporary and as
adjunctive to other forms of management. Discontinuation is possible
and an improvement could be seen in the long term, even despite a
worsening of behavior immediately after discontinuation.

Its clear that all other principal indications for psychotropic
medications prescription, remain valid, paying special attention to
difficulties in assessing psychiatric disorders in people with intellectual
disability [21].
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