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Controlling the symptoms that are characteristic of patients with pervasive developmental disorders is of-
ten challenging. We report on the safety and efficacy of olanzapine in the treatment of 7 patients with
pervasive developmental disorders. The patients were all male and ranged in age from 8 to 52 years. They
received olanzapine doses of 5—10 mg/d along with their various other drug regimens. Patients were mon-
itored and evaluated for a mean duration of 17.7 (range 12-26) months while on olanzapine therapy. Very
few side effects were observed during treatment. All patients showed clinically significant improvement on
the Clinical Global Impressions scale, as well as an improved score as measured by the Global Assessment
of Functioning scale. Our observations support the use of long-term olanzapine therapy for symptom con-
trol in patients with pervasive developmental disorders.

Il est souvent difficile de soulager les symptomes caractéristiques des patients atteints de troubles de
développement profonds. Nous présentons un compte rendu de l'innocuité et Iefficacité de I'olanzapine
pour le traitement de sept patients ayant des troubles de développement profonds. Les patients étaient
tous de sexe masculin et avaient entre 8 et 52 ans. lIs ont regu des doses d’olanzapine de 5 a 10 mg/j en
plus de leurs divers régimes médicamenteux. lls ont été surveillés et évalués en moyenne pendant 17,7 (en-
tre 12 et 26) mois pendant leur traitement a I'olanzapine. Trés peu d’effets secondaires ont été observés
au cours du traitement. Tous les patients ont montré des améliorations importantes sur le plan clinique
d’aprés I'échelle d’'impression clinique globale. Leurs résultats se sont aussi améliorés sur I'échelle d’évalua-
tion globale du fonctionnement. Nos observations appuient le recours a un traitement a I'olanzapine a long
terme pour soulager les symptomes des patients atteints de troubles de développement profonds.

Introduction

Atypical antipsychotic medications have been well
studied for the control of symptoms in schizophrenia,
mood disorders and other related psychoses. The use
of atypical antipsychotic drugs in other populations,
such as children and adults with pervasive develop-
mental disorders (PDDs), has not been studied as ex-
tensively. Most drugs found to be consistently effective

in the treatment of patients with PDDs target central
serotonin (5-HT) or dopamine (DA) pathways.' For ex-
ample, a recent study of 101 children with autism re-
vealed risperidone to be an effective and well-tolerated
treatment for tantrums, aggression and self-injurious
behaviour in a significant proportion of patients.” How-
ever, risperidone was also associated with numerous
side effects, such as increased appetite, fatigue, drowsi-
ness, dizziness and drooling.
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Although there are significant pharmacologic differ-
ences among the atypical antipsychotic agents (olanza-
pine, clozapine, quetiapine, risperidone and ziprasi-
done), these agents can generally be said to have an
increased affinity for 5-HT, receptors over D, receptors
compared with traditional antipsychotic drugs such as
the phenothiazines. In addition, the blockade of
dopaminergic receptors is more pronounced in the lim-
bic system than in the basal ganglia. These characteris-
tics of the atypical neuroleptic drugs result in signifi-
cantly fewer extrapyramidal effects than with the
older, typical neuroleptics.’

Olanzapine, an atypical agent, has been shown to be
effective in treating a variety of symptoms in schizo-
phrenia,* bipolar mania® and treatment-resistant de-
pression.® In addition, Keck Jr. et al” have described the
efficacy of olanzapine in treating a broad spectrum of
symptoms such as agitation, aggression, depression
and suicidality.

To date, there has been limited research published on
the use of olanzapine in children and adults with
PDDs. Only a small number of case reports and several
open-label studies have described symptomatic im-
provement and drug tolerability. In 1 case, a 17-year-
old boy with autism demonstrated stabilization of
mood and a significant decrease in pacing and agita-
tion with an olanzapine regimen of 30 mg/d.* A 10-
year-old boy with autistic disorder, severe mental re-
tardation and bipolar disorder showed a reduction in
aggression and repetitive behaviours after discontinua-
tion of thioridazine and fenfluramine and initiation of
olanzapine (up to 20 mg/d), while continuing with
lithium.” An open-label, prospective pilot study of 8
patients with PDDs also reported that the use of olan-
zapine monotherapy over a 12-week period was effec-
tive and well tolerated in targeting core and related
symptoms of PDDs, as measured by standardized rat-
ing scales to corroborate clinical impressions." Simi-
larly, Kemner et al" reported on 25 children and ado-
lescents with autism and PDDs who received
olanzapine for 12 weeks. Investigations focused on
negative symptoms and found that the social interac-
tion and contact with these patients was positively in-
fluenced." Further, a parallel-group study randomly
allocated 12 children with autistic disorder to receive
6 weeks of open-label treatment with olanzapine or
haloperidol.”” The results revealed symptom reduction
in both groups, as measured by the Clinical Global Im-
pressions (CGI) scale and the Children’s Psychiatric
Rating Scale (CPRS). Five of 6 participants in the olan-
zapine group were rated as responders compared with
3 of 6 in the haloperidol group.

These findings notwithstanding, Demb and Roy-

choudhury® reported on a chart review of 12 children
with developmental disabilities or psychotic disorder
who had been treated with olanzapine for an average
of 50 days. Of these, only 3 participants responded pos-
itively to the drug, and 8 discontinued treatment be-
cause of adverse side effects or an exacerbation of tar-
get symptoms, or both. Therefore, although some of
these findings suggest olanzapine may be a promising
treatment for children with autistic disorder, more re-
search is needed in order to demonstrate adequately its
clinical efficacy and tolerability.

We report on a series of 7 patients with PDD who
were treated with olanzapine to control a variety of
symptoms often characteristic of this patient popula-
tion. In contrast to the studies cited here, these patients
received olanzapine for relatively long periods (up to
26 months), thus allowing for the long-term effects of
olanzapine on symptoms associated with PDD to be re-
ported, in addition to its initial effects.

Cases

Seven male patients (5 adults and 2 children) are de-
scribed in this series. The participants ranged in age
from 8 to 52 (mean 30.2) years. All had received a pri-
mary diagnosis of PDD, according to DSM-IV criteria."
Five of the participants had been diagnosed with
autism, and the remaining 2 with PDD Not Otherwise
Specified. Most of the patients had comorbid psychi-
atric disorders, such as major depressive disorder (4),
anxiety disorders (5), obsessive-compulsive disorder
(3) and bipolar affective disorder (2). Other medical di-
agnoses were also represented, such as fragile X syn-
drome (1), Down'’s syndrome (1) and microcephaly (1).

Many of these patients presented to our clinic with
common symptoms representative of the above diag-
noses, such as physical and verbal violence, ritualistic
behaviours, vegetative symptoms, intense mood cy-
cling, uncooperativeness and hyperactivity. Most of the
patients had received numerous medications in efforts
to control these symptoms, all with limited success due
to a variety of reasons associated with both efficacy
and safety.

Improvement in overall well-being was measured
using the Global Assessment of Functioning (GAF)
scale' and the CGI scale.” These assessments were per-
formed by the principal investigators.

Results
All patients showed clinically significant improve-

ments in behavioural symptoms, measured both clini-
cally using the CGI scale and by the GAF scale. Before
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olanzapine therapy, mean baseline GAF scores were
37.7 (standard deviation [SD] 8.7), as opposed to mean
final scores of 70.7 (SD 4.5). These results were statisti-
cally significant in a paired ¢ test for dependent sam-
ples (t, = 13.1, p < 0.001). Meaningful improvements on
the CGI scale” were also noted. After 6 weeks of olan-
zapine treatment, the condition of 4 participants had
improved and 2 showed much improvement (no im-
provements were observed in 1 participant at this
point). After 26 weeks, 2 showed improvement, 4
showed much improvement and the condition of 1
participant had very much improved. By 52 weeks, 1
participant showed improvement, whereas 3 were
judged to be much improved and the condition of the
remaining 3 participants had very much improved
(Fig. 1). Thus, olanzapine was found to be efficacious
both in clinical terms and in improved scores on the
GAF scale.

All the patients had been prescribed numerous psy-
chotropic drug regimens in the past to control symp-
toms. Medications had been stopped for a variety of
reasons, ranging from side effects (kidney-related,
weight gain, sedation, allergies, extrapyramidal symp-
toms and seizures) to lack of efficacy and symptom ag-
gravation. Patients received olanzapine doses of be-
tween 5 and 10 (mean 7.1 [SD 1.7]) mg/d. Olanzapine
was administered to this group of patients for a mean
period of 17.7 (SD 5.2, range 12-26) months, with sus-
tained efficacy in all patients. (See Table 1 for informa-
tion on olanzapine dosages and other drugs adminis-
tered during the trial.)

Very few side effects were observed in our group of

Table I: Drug regimen of each patient

Olanzapine
Patient  Age, yr dosage Other drugs and dosages
| 52 7.5 mgqhs, None
2.5 mg prn
2 50 7.5 mg qhs Divalproex sodium, 250 mg tid;
haloperidol, 3 mg every morning
and at noon
3 47 7.5 mg ghs Risperidone, 0.5 mg every
morning and at noon; citalopram,
10 mg every morning
I 10 mg ghs Dextroamphetamine, 10 mg bid
5 8 7.5 mg ghs Risperidone, | mg every
morning, 0.75 mg prn;
methylphenidate, 20 mg every
morning and at noon; clonidine,
0.1 mg ghs
6 23 5 mg ghs Clobazam, 10 mg every day;
gabapentin, 400 mg tid
7 20 5 mg ghs None

Note: ghs = every night; prn = as needed; tid = 3 times a day; bid = twice a day.

patients after the addition of olanzapine. The most
common issue (4 patients) was sedation, which was
managed by administration of olanzapine in the
evening. This, along with dose reductions in 3 patients,
alleviated the sedation. The only other observed side
effect was epilepsy in 1 patient, which was controlled
by clobazam, 10 mg once daily, and gabapentin,
400 mg 3 times a day. Epilepsy is not normally associ-
ated with olanzapine and was probably not attribut-
able to the drug. There are many reports of patients
gaining weight while on olanzapine;" " surprisingly,
we did not observe this in our patients during the ob-
servation period (t, = 0.04, p = 0.97). Our patients, how-
ever, were receiving dietary or behavioural interven-
tions, or both, while on olanzapine; this probably
accounts for the lack of weight gain.

Discussion

Switching to olanzapine, in conjunction with other
drug regimens, was associated with improvements in
overall behaviour problems and negative symptoms in
the 7 cases described here. We observed a maintenance
of response in patients who received olanzapine for up
to 26 months. These findings are more positive than
those reported by Demb and Roychoudhury,” who
found that only one-quarter of participants responded
favourably to olanzapine treatment. Malone et al” and
Potenza et al" have suggested that adequate doses of
olanzapine may be useful in treating symptoms for the
short term (6 and 12 weeks, respectively), but that
longer durations of therapy should be studied. In our
research, the therapeutic effectiveness and positive
long-term symptom improvement observed at dosages
similar to acute dosages suggest that long-term olanza-
pine therapy for patients with PDD may be a valid
treatment option. This will need to be investigated us-
ing double-blind, placebo-controlled trials.
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Fig. 1: Study subjects’ scores on the Clinical Global Im-
pressions (CGIl) scale.
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