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33% were receiving at least one psychotropic medication
(antipsychotics, antidepressants, anticholinergics (artane,
cogentin), lithium, stimulants, and anxiolytics).

Only 24% of those medicated had evidence of a psychiatric
consultation in their record.

25% of persons on antipsychotic drugs had no identifiable
psychiatric diagnosis in their records.

80 of the 92 subjects (87%) receiving an anticonvulsant
medication had an identifiable diagnosis of a seizure disorder.

Aspirin Gut 2003;52:1535-1536
Aspirin: still learning about the wonder
drug

E T Hawk, J L Viner

Aspirin, taken daily over ot least one year, may exert
chemopreventive effects against the early stages of colorectal
carcinogenesis

reclinical, observational, and din-
P(m] data consistently show  that

non-steroidal — anti-inflammatory
drugs (NSAIDs)—particularly aspirin

humans.” ACF—or at least a subset of
them represent important risk
markers for adenoma-carcinoma devel-
opment in humans. They may also serve

Ty

reduce colorectal carcinogenesis.' Scores
of animal studies show that NSAIDs
inhibit the development of colorectal
neaplasia across the spectrum of dis-
case, ranging from aberrant crypt fod

as markers of chemopreventive res-
ponse. Thus although relatively little is
known about ACF and their relevance o
more  advanced
neoplasia in humans, they provide an

stages of colorectal




RESPONSE TO THORAZINE (CHLORPROMA-
ZINE) ADMINISTRATION IN HYPERKINETIC
MONGOLISM

by
Har W. Gever, M.D.*

It has been found, following a year of
intensive stndy of hvperkinesia in mentally
relurded children afflicted with mongolism,
that Thorazine (Chlorpromazine) has been
most effective, and the results are equally
gratifying.

‘I'he purpoze of this case report, which iz
one of the few Lreated for hyperkinesia, is
to not only open a field from the stand-
point of treatment in a Hospital for the
Mentally Retarded, but for the general
practitioner and psychiatrist in private
practice. who mayv be confrunted with sim-
ilar cases.

TRANQUILLIZERS IN MENTAL DEFICIENCY :
CHLORPROMAZINE

By M. CRAFT

Royal Western Counties Institution, Stareross, Devon

THE PROBLEM

Few papers have as yet appeared assessing the eflect of trunquillizers upon
low-grade defectives. This group of patients constitutes a proble in nursing
care by virtuc of their destructiveness, aguression, nuise and dirty habits, Those
tranquillizing drugs such as chlorpromazine reported (o reduce psychomotor
activity should be eminently suited 1o hyperactive idivts. The author had pre-
viously observed that chlorpromazine aided patienis during outbursts and it

was decided to evaluate this improvement by use of a rating seale over a longer

period. The help of a statistician was sought when the trial was set up.

Tahle 1

Summary of rating scale

Points remaved from

d Soci eriuy
prable behavi Agg Actumity Social beha.
[ - T pa e o . Actual injury to Vialent, Spitting and
atheri. destructive, shouting.
4 Hitting athers. Throwing things. Resistive.
(1] e Normal Reasonable acti Responsive.
4 s Hurting self. Sleeping unduly. Smearing excreta.
B Actual injury 1o Stuprnuse, Eating excreta.

self,

Craft, 1957
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THIORIDAZINE (MELLARIL)
A PSYCHO-SEDATIVE VIRTUALLY FREE OF SIDE-EFFECTS

L. J. LeVANN, LILCT. Edin, LA.CS. Edin, LRFF. & 5. Glusg.
Medieal Superintendent, Provincial Training School, Red Decr, Alberta,
Lecturer in Psychiatry, University of Alberta

_ Within recent years a wide variety of drugs have appeared which are
derivatives of phenothiazine, such as promazine, chlorpromazine, ete. Many
of these have shown their undoubled wvalue as ‘psycho-inhibitors’, or

‘psycho-sedatives’ in relation to the widest variely of psychoneuroses and
psyechoses,

To the mental hospitals and residential schools for retarded children,
‘t.hese drugs have revolutionized psychialvic care by the realisalion ol Lhe
open door’ policy and also by diminishing the need for the more hazardous
type of physical therapies such as electro-shock and insulin-shoek.

These drugs have indirectly made available more mental hospital
beds by shortening patient-day stay in hospital and in many cases enabling
earlier dizcharge of patients. They did not, in any way, diminish the
COIILI'li}u_‘T.IU_T_I to the patient care made by medical or nursing ataff, but they
rendered the patient more ible to his ti ist and nursing
attendants.
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Conclusions and Summary :

(1) Thioridazine (Mellaril) wae investigated in a group of 97 in
tionalized children, comprising retarded as well as emotionally disturbed
cases with adequate intelligence.

(2) Thioridazine may be given within an extensive dosage range
(10 mg. t. i d. to 200 mg. q. i. d.) for the control of a wide variety of
abnormal behavioural or thinking patterns in children.

(3) No side-effects were obaerved in the entire study.

(4) Maintenance treatment of out-patients iz feasible. Due to the
lack of side-effects, it is also safe and carries more assurance that the
patient-will continue his medication.

(5} This study would rate thioridazine as one of the better ataractics
now available,

MENTAL RETARDATION Val. 34, Na. 6, 159-366, December 1996

Substituting Traditional Antipsychotics

With Risperidone for Individuals With
Mental Retardation

Elliott W, Simon, Kerry M. Blubaugh, and Michael Pippidis

Abstract: The use of risperidone for 10 individuals with mental retardation and
mental health disturbances was reported. A case study approach was employed
to delineate the course of substitution of more traditional antipsychatic medi-
cations with risperidone. At the conclusion of the study, 6 of the 10 individuals
had completed the substitution protocol. All participants evidenced improve-
ment or resolution in side elfects attributed to previous antipsychotic medica-
tion, with no worsening in psychiatric or behavioral status.




National Trends in the Outpatient Treatment
of Children and Adolescents With Antipsychotic Drugs

Ofson, MD, MPH, ¢
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Figure. National trends in office-based visits by children and adolescents
that included antipsychotic treatment, 1993-2002. Annualized visit rates per
100000 population aged 0 to 20 years were calculated using National
Ambulatory Medical Care Survey and US Census Bureau data.
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Tahle 3. Predictors of Office-Based Physician Visits hy
Children and Adolescenis That Included Antipsychotic

Treaiment, 2000-2002*

Predictor

Mental disorder diagnosis vs none
Psychotic disorder
Disruptive behavior disorder
Mood disorder
Tic disorder
Pervasive developmental

disorder or mental retardation

Other mental disorder

Mental disorder comorbidity

Odds Ratio Logistic

(95% Confidence  Regression

Interval) Analysist
259(7.9-85.1) =54, P<.001
0.5(0.3-1.0) t=-21P=.03
29(1.2-7.0) t=24 P=02
72(19-281) t=2.9 P<.001
58(24-139) (=40, P<.001
1.3(0.7-2.5) t=09 P=.38
1.1(0.5-2.2) t=02 P=.81

present vs absent

In recent years, second-generation antipsychotic medi-
cations have become common in the office-based men-
tal health treatment of young people. These medica-
tions are used to treat children and adolescents with
different mental disorders. Results of clinical trials pro-
vide a limited base of support for the short-term safety
and efficacy of some second-generation antipsychotic
medications [or psychosis and disruptive behavior dis-
orders. In light ol the widespread and growing use of these
medications, there is a pressing need to increase and ex-
tend the experimental evaluation of these medications
in children and adolescents.

Table I. Number of Subjects Taking
Aﬂents on Date of the Surve;
» Drug type Number Percentage
Anticonvulsants 48 12
Antipsychotics 62 15
Antidepressants 90 22
Mood Stabilizers 19 5
Stimulants 47 11
Sedatives or hypnotics 36 9
Antihypertensives 52 13
Opiate Blockers 0 0
Vitamins (for autism) 43 10




Psychotropic drugs N %
One drug 103 25
Two drugs 41 10
Three drugs 32 8
Four drugs 10 2
Five drugs 3 1
Eight drugs 1 2
Total 190 45.6

Medication Use Among Children with
Autism-Spectrum Disorders

mental disorders. Agd
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Acute Risperidone Trial: RUPP
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Acute Risperidone Trial: RUPP in

Children and Adolescents

« 101 subjects (82 boys, 19 girls)

« Diagnosis = autistic disorder, ADI-R

« 8 week, double-blind, parallel groups

e Meanage=8.8+2.7y;range =5-17y
 Risperidone 1.8 mg/d; range = 0.5-3.5 mg/d

ADI-R = Autism Diagnostic Interview-Revised.
RUPP Autism Network. N Engl J Med. 2002;347:314-321.

Risperidone

Mean scores during the 8-week RUPP trial
CGI Global

Risperidone (n=49)

uch Improved [
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im Network. N Engd J Med. 200

Risperidone

Mean scores during the B-week RUPP trial

- —® Dose range

Risperidone (n=48)

Week

Hig wdicate greater irritability

€G! = Clinical Global Impressionsimprovemant scorn
RUPP Autism Network. N Engl J Med. 2002;347-314-321




Secondary Outcomes of the RUPP Trial

Risperidone (n=49)
B Placebo (n=51)

*Pe=0.03; 'P=0.001
RUPP Autism Metwork. N Engl J Med. 20

The New England Journal ¢

RISPERIDONE IN CHILDREN WITH AUTISM
AND SERIOUS REHAVIORAL PROBLEMS

Rustamcn Units on Proatie PSyCopHaRMAcoLoGY Aumss Nemwon®

Conclusions Risperidone was effective and well tol-
erated for the treatment of tantrums, aggression, or
self-injurious behavior in children with autistic dis-
order. The short period of this trial limits inferences
about adverse effects such as tardive dyskinesia.
(N Engl J Med 2002;347:314-21.)

Copyright © 2002 Massachusetts Medical Society.

Acute Risperidone Trial: RUPP
(Adverse effects)

* Mean increase in weight
— Risperidone, 2.7 + 2.9 kg
— Placebo, 0.8 + 2.2 kg, P = 0.001
« Increased appetite, fatigue, drowsiness, dizziness,
and drooling were more common
in the risperidone group; all P < 0.05

¢ AIMS and Simpson-Angus: no EPS

RUPP Autism Network. N Engl J Med. 2002;347:314-321.




RUPP AUTESM NETWORK

FIGURE 2. Survival Analysis for Children with Autism Who
Responded to Risperidone and Were Then Randomly As
signed to Placebo or Continued Risperidone for 8 Weeks®

Placeba (N=16)

— N=16

Percent Remaining Stable

Rancdomized Discont

FDA indication

RISPERDAL (risperidone), for the treatment of
irritability associated with autistic disorder,
including symptoms of aggression, deliberate
self-injury, temper tantrums and quickly
changing moods, in children and adolescents
aged five to 16 years.

ABC Irritability Subscale Items

Injures self on purpose
4. Aggressive to others (verbal or physical)
8. Screams inappropriately
10. Temper tantrums/outbursts
14. Irritable and whiny
19. Yells at inappropriate times
25. Depressed mood
29. Demands must be met immediately
34.  Cries over minor annoyances/hurts
36. Mood changes quickly
41. Cries and screams inappropriately
47.  Stamps feet or bangs objects/slams doors
50. Deliberately hurts self
52.  Does physical violence to self
57. Has temper outbursts/tantrums when does not get own way.




AL ARTICLE

Randomized, Controlled, Crossover Trial
of Methylphenidate in Pervasive Developmental
Disorders With Hyperactivity

Research Units on Pediatric Psychopharmacology (RUPP) Autism Network

Arch Gen Psychiatry. 2005,62:1266-1274
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Figare 1. Diagram of subject screening. enroliment, and flow through all of
e phases of methryiphenidate hydrochioniss (MPH) treatment.

M0 4B Hyparactity Subscal S:00es
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Figure 2. Mean Aberrant Behavior Checkdist (ABC) hyperactivity subscale
scores as rated by teachars and parents at basaline, at the best dose of
methyiphanidate during tha crossover phasa, and during the

idate tydrochloride opan-labal continuation phage. Linear slopas
were used to axamine the change in the primary outcome measure over tima
during the 8-week open-label continuation phase. Parent-rated (F=1.09;
P=.30) and teacher-rated (F=3.01: P=_10) ABC hyperactivity subscale score
slopes were not significantly different from 0, ing a of
Tesponse.




Results: Methylphenidate

as superior to placebo on the

primary outcome measure, with effect sizes ranging from
0.20 10 0.54 depending on dose and rater. Thirty-five (40%)
ol 72 enrolled subjects were classilied as methylphenidae
responders. Adverse effects led to the discontinuation of

study med

ion in 13 (18%) of 72 subjects.

Clinical Trials

Studies Studies
Intervention Age (No.) Intervention Age (No.)
[Galantamine Child 1 Hyperbaric 02 Child/Adult 8
Donepezil Child 2 Divalproex Child/Adult 3
Minocycline Child 2 Secretin Child 3
DMSA (chel, Child 1 Oxcarbazepine Child 1
IAtomoxetine Child 5 Oxytocin Adult 2
ICM-AT Child 1 Fluvoxamine Child 1
Oralglam (IG) Child 1 Sertraline Child 1
Mecamylamine Child 1 ICX516 (ampalex) Adult 1
Mercury Chel Child 1 ISTX209(rBaclofen) Child 1
Fluoxetine Child/Adult 6 { Omega 3 FA Child 2
Memantine Child 1 IZiprasidone Child 1
D-Cycloserine Child 2 |Aripiprazole Child/Adult 10
Buspirone Toddler 2 Methyl B12 Child
N-acetycysteine Child 3 Paliperone ER Child/Adult
EFA ples DHA conbmet (33 sz sarvieg)
a
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L]
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Adapted from Covington, M. Omega 3 Fatty Acids. Am Fam Physician 2004;70:133- 40.
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OF CHILD AND ADOLESCENT PSYCHOPHARMACOLOGY

Medication Use Among Children with
Autism-Spectrum Disorders

Donald P, Oswald, Ph.D), and Neil A, Sonenklar, MD.

Age data indicate that about 70% of children with
autism-spectrum disorders age 8 yr and up receive

some form of psychoactive medication in a given year
¥ it ” Hotivs : i85 ¥
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SSRIs in ASD

e Although no medications are FDA-approved for
core symptoms of ASD, medication use in this
population is common.

& The global market for autism therapeutics is
presently estimated at between $2.2 billion and
$3.5 billion.

e Selective serotonin reuptake inhibitors (SSRISs)
account for the greatest global market share
(59%) reflecting the combination of cost and
frequency of prescription.

«*Repetitive behaviors may involve stereotypic movements,
inflexible routines, repetitive play and perseverative speech,
often interfering with many facets of life.

«»Anxiety, protest, aggression and self-injury may occur when
these behaviors are interrupted.

«»Because of similarities between repetitive behaviors in ASD
and obsessive-compulsive disorder (OCD), and findings of
serotonin system abnormalities in autism, anti-obsessional
agents such as the SSRIs have been of interest:

o Meurspsychopharmacology (1005) 30, S50 557
& 2005 Mature Publibing Groasp A8 rights rmssrnd 0853 | 13008

[ T—————r———

A Placebo Controlled Crossover Trial of Liquid Fluoxetine on
Repetitive Behaviors in Childhood and Adolescent Autism

Eric Hollander*"?, Ann Phillips'*, William Chaplin'?, Karen Zagursiy'*, Sherie Novotny'~,

Stacey Wass n'? and Rupa lyengar'?
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Figure |  Effect of fluoxetine/placebo on repetitive behaviors (CY-BOCS
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Figure 2 Effects of phase onder and treatrment condition on gobal CGI
AD improvernent. There was an imeraction of condition and treatrment on
the Global CGRAD scores (z= 1,706 SE=0438, p="0088), such that
subjects shawed more improvement in the second phise of th

regardless of whether or not they were on plicebo or fluoxetine,




Use of Citalopram in Pervasive
Developmental Disorders

LISA B. NAMEROW, M.D.
Department of Psychiatry, Hartford Hospitalinstinae of Living. University of Connecticut School of Medicing, Hartford

PRAKASH THOMAS, M.D.

University of Connecicut School of Medicine. Hartlorg, Connecticul
JEFF Q. BOSTIC, M.D., Ed.D.
JEFFERSON PRINCE, M.D.
MICHAEL C. MONUTEAUX, B.A.

Department of Child Psychiatry, Massachusetts General Hospital. Harvard Medical School, Boston, Massachusetts

ABSTRACT. The shudy assessed the effectiveness and tolorabdity of the selective serionin reuptake
inhibitor citalopram in the treatment of patients with porvasive developmental disordors (PODs). The medical
charts of 15 chidren and adolescents (aged 6—16 yr) with Asperger syndrome. autism. or POD not
otherwise specilied treated with claloprm were retrospactively reviewed. The final dose of citalopram was
16.9 + 12,1 my'day with a treatment duration of 218.8 = 167.2 days. independent ratings of the Clinical
Global impression (CGI) Seventy and improvement scakes allowed comparison between baseline and PDD
symptoms a1 the last visit. Eleven adolescents (73%) exhibited sigrificant improvement in PDD, nnxicl; o
mood CGI score (2 = 295, p= 003). Anxiety with PDD:s impe

of patents (z = 283, p = .005). and mood symploms improved sigrificantly in 47% of patients (z = 2?3
P e DOS) M side effects were reported by five pationts (33%). These dath suggest ctalepram may be
effective, sale, and well oierated as part of the treatment of PDDs. J Dev Behav Podiatr 24:104 - 108, 2003,
Index terms; citalopram, pediarics, porvasie disarder, autism,

FURPAT, OF CVTRLES AR AL ESE LT 1 HOPRUARMAL O Gy
2000

A Retrospective Assessment of Cit&\lopmm in
Children and Adolescents with Pervasive
Developmental Disorders

Jenniifer L. Cout

ABSTRACT
Although selective serotonin rvuplalv hibitors have been J prol f aggres-
sion and anxiety in children ith p devel
there are o published seports of the use el citalopeam
study was to examine the 4 sdverse effects ol ¢ Bildren and

adalescents with PDDs. Target behaviors included ip.v.!c»-wn anxiety, stercoty pies, and pre-
oceupations. Seventeen patients with PINDs (14 e disordee. thiee with Asperger's
disordert (mean age = 9.4 = 29 years; range 4_|‘,um\| »flv!lvilr\! with citalopram for 3 least
2 months (mean duration of treatment 5.3 menths; range 1-13 manths), Treatment was
initiated at a low dose 15 mg daily) and was increased by 5 mg weekly as lolerated and as nec-
essary. The mean final dose was 107 = 75 mg (range 540 mg). Outcome was based on a con-
sensus between clinician and parents, using the Improvement item of the Clinical Global
Empressivns Seale a5 3 guide. Ten (597 children were judged to be much improved o

muwch improved regarding target beh, v § P D fsocial i
munication} did not shew clinically 1|gmf|nn| improvement. Citalapram was generally well
tolesated, although four patients de

crvased agitation, o

suggest that citalopram has beneficial effects on some interfering behavior associated with
FDDs with few adverse effects. Controlled trials are warranted.

An Open-Label Trial of Escitalopram in Pervasive
Developmental Disorders

THOMAS OWLEY, M.Dw, LAURA WALTON, RN M. VDCu P, §
MARREA WINNEGA, Mo, BE

Otjective: To assess the offect of n of (PDOs). Method:
This 10-week study had Twanty- (mean age 125.1 + 33.5 months) with
a PDD received escitalopram at & doss |h: increased weekly 10 4 maximum dose of 20 mg as tolerated. The Aberrant
Bahavior Checidist-Community Version (ABC-CV) and the Clinical Giobal Imgression scale (CGI) wen used 10 assess
oulcoms. Results: There was sgnicant imprvemset in ABC-CV Imatilty Subscale Scores faseline mean 20.5 +
5.9 10 final mean 10.9 : 7.2, p< .001) and in the other ABC-CV Subscales. improvemant on Clinical Global Imgrovement
524 1.0% firal mean 4.6 1 1.2 p< 001). Twonty-five percent of
dose lessih Sokenba the 10-mg dose, and an

adose greater than o equal 16 10 mg. Final dose was unvelated 10 weght and only weakly cormelated with age. Conclu-
slons: This open-abed study found escitalopram 1o bo el in aiing o dfculties common PO0S. A wide var:
iakility in dose was age. Tha study inlormaon
usetul for the design of double-blind. ﬁmlnﬂhﬂ s\nﬂes of escislopram in PDDs. .. Am. Acad. Chid Adolesc.
Paychiatry, 2006:44(4k343-348. Key Words: autistic disorder, escitaloprm, drug ¥easment, open label.




Fluvoxamine

* The SSRI, fluvoxamine, was superior to
placebo for repetitive behavior, aggression,
and social relatedness in adults with autism.

* However, in a placebo-controlled study of the
same medication in children, only one of
eighteen subjects demonstrated improvement
on active drug. Furthermore, adverse effects
including hyperactivity, insomnia, agitation,
and aggression occurred in fourteen of
eighteen fluvoxamine-treated children,
suggesting unusual sensitivity of children with
ASD to this SSRI

US Children’s Health Act (2000)

« Established coordinated centers of excellence, the Studies
to Advance Autism Research and Treatment (STAART)
Network, sponsored by several NIH Institutes including
NINDS, NIMH, NIDCD, NIEHS and NICHD.

«»Citalopram is available in a liquid formulation
allowing for small dose adjustments.

«+Potential advantages for citalopram include relatively
greater specificity at the serotonin transporter, reduced
drug-drug interactions via the cytochrome p450
isoenzymes, and a favorable half-life compared to other
members from this class.

«*Reports from 2 open trials show promising results for
citalopram.




Citalopram/repetitive behavior

+ OBJECTIVE

» To evaluate the efficacy in improving
global functioning (utilizing the CGI-I
measure), safety and tolerability
(including optimal dosing) of citalopram
in children and adolescents with autism
spectrum disorders with a high level of

repetitive behaviors.

Inclusion Criteria

«+5-17 years old;

«*Meet DSM IV-TR criteria for Autistic Disorder, Asperger
Disorder, or PDD-NOS as determined by an experienced
clinician and informed by the ADI-R and ADOS;

«»Have an illness severity rating at least Moderate on the
Clinical Global Impression-Severity scale (CGI-S);

«»Score moderate or higher on compulsive behaviors (= 8 on
the sum of items 1A, 2, 3 and 5) on the CYBOCS-PDD.

Children’s Yale-Brown Obsessive Compulsive Scale
Modified for Pervasive Developmental Disorders
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CHILDREN'S YALE-BROWN OBSESSIVE COMPULSIVE SCALE:
Modificd for FDD
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Exclusion Criteria

<~Seizure within the past 6 months;
<-Medical condition that might interfere with study participation;
<-Clinically significant abnormal baseline laboratory tests;

<-History of adverse effects or failed treatment on two or more
SSRIs;

<-Prior treatment with citalopram/escitalopram;
<-Recent initiation of behavioral therapy;

<-Bipolar disorder or manic episode.

Consolidated Standards for Reporting of Trials (CONSORT) chart

P —

King, B. H. et al. Arch Gen Psychiatry 2009:66:583-590.
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Efficacy Measures:

Primary outcome measure was the Clinical Global
Impression-Improvement scale (CGI-I) rated by the
evaluating clinician.

The CGlI-1 is scored from 1- very much improved, to
7 — very much worse. A score of 4 reflects no change.

Positive response was defined by a score of 2 (much
improved) or 1 (very much improved) at week 12.

Inter-rater Reliability

Evaluating clinicians from all sites were trained to
reliability on the CYBOCS-PDD, the CGI-S and CGlI-I
at the beginning and midpoint of the trial.

This training resulted in 95% to 100% percent
agreement to within one unit of a gold standard rating.

Demographics and Baseline Characteristics by Treatment Group
(ITT Population)

Characteristic Citalopram Placebo
(n=73) (n=76)
Age (at consent, yrs)
Mean (Std Deviation) 9.1(3.2) 9.6 (3.1)
Median 8.6 9
Min-Max 5-17.3 5.1-17.1
Non-verbal IQ > than 70%, n (%) | 43 (61.4%) 43 (60.6%)
CGI Severity, n (%)
4 (Moderately ill) 21 (28.8%) 22 (29.0%)
5 (Markedly ill) 37 (50.7%) 37 (48.7%)
6 (Severely ill) 14 (19.2%) 16 (21.1%)
7 (Among the most extreme) 1 (1.4%) 1(1.3%)
Male, n (%) 64 (87.7%) 64 (84.2%)
Hispanic*, n (%) 9 (12.5%) 8 (10.5%)
Race', n (%)
American Indian/Alaskan Native 0 (0%) 2(2.6%)
Asian 6 (8.2%) 8 (10.5%)
Black 7 (9.6%) 10 (13.2%)
Native Hawaiian 1(1.4%) 0 (0%)
White 53 (72.6%) 55 (72.4%)
Other 6 (8.2%) 4(5.3%)
Tanner Stage'’, n (%)
1 52 (73.2%) 48 (63.2%)
2 10 (14.1%) 12 (15.8%)
>3 9 (12.7%) 16 (21.1%)
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CGI Severity Ratings

BASELINE STAART RUPP Risp RUPP MPH
CGI Severity, n (%) N=149 N=98 N=66

4 (Moderately ill) 29% 18% 30%

5 (Markedly ill) 50% 56% 52%

6 (Severely ill) 20% 24% 16%

7 (Among the most extreme) 1% 1% 0

ABC-CV Ratings
Citalopram Placebo RUPP RUPP Owley et al.
Baseline Baseline Risperidone MPH escital

ABC-CV
Irritability 13.2 (8.8) 11.2 (8.5) 2572(7.54)  17.29 (10.47) 205 (5.9)
Lethargy/Social 114 (8.2) 11.1 (8.0) 16.56 (8.51) 12.22 (9.08) 113 (4.9)
WD
Hyperactivity 202 (11.7) 202 (11.2) 32.2(9.09) 33.22 (8.77) 26.1(12.2)
Stereotypy 72 (48) 7.2 (45) 9.78 (4.74) 7.79 (6.01) 5.4 (4.5)
Inappropriate 53(3.7) 5.0(3.7) 5.67 (3.92) 6.01 (3.94) 4.8(3.6)
[speech




Dosing

«+All participants began with 2.5 mg/d.

«*Maximal dose was 20 mg.

«*Dose schedule was followed unless the CGI-I was rated
Much Improved or Very Much Improved by the evaluating

clinician.

«+1f the treating clinician suspected a dose-limiting adverse
effect, the dose could be lowered in 2:5 mg increments.

«+*Compliance was assessed by diary and medication returned.

Citalopram Placebo pvalue*
(n=73) (n=76)

Baseline - Week 2
n 0.1296
Mean (Std Deviation) 3.12(1.09)  3.45(1.49)

Week 2 - Week 4
n 68 66 0.0929
Mean (Std Deviation) 5.96 (2.41)  6.70 (2.71)

Week 4 - Week 6
n 66 65 0.0704
Mean (Std Deviation) 8.42(3.43)  9.58 (3.82)

Week 6 - Week 8
n 0.0181
Mean (Std Deviation) 11.1(4.66) 132 (4.79)

Week 8 - Week 10
n 0.1753
Mean (Std Deviation) 14.7 (6.18)  16.1 (4.65)

Week 10 - Week 12
n 54 54 0.0496
Mean (Std Deviation) 16.5(6.54)  18.5(3.45)

A substantial minority of responders (7/17 of res-
ponders and 10/28 wreated subjects) could not tolerate
ol 10-mg dose. This sensitivity was best illustrated by a

HOM - ’ £
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action of extreme aggres-
siveness and insomnia when put on 10 mg paroxetine.
Betore this subject came to the study, he had subse-
quently be

1 put on lithium and risperidone with some
response bur had side effects as well as continuing ro
have signiﬁc:ml obsessions and compulsions. After he
was tapered off his medications, he was ttrated up to
the 5-mg dose of escitalopram and had a reaction similar
to that reported with paroxetine (but without insom-
nia). His dose was reduced ro his highest previously tol-
erated dose (2.5 mg), at which he showed substantial
improvement and was successfully continued on this
monotherapy for more than 20 weeks since the end
of his participation in the study.
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Safety Measures:

«»Treatment-Emergent adverse effects were elicited at each bi-
weekly visit by the treating clinician using the Safety
Monitoring Uniform Report Form (SMURF), a semi-structured
review of body systems.

<»Vital signs (pulse, blood pressure) and weight were
measured at each visit.

<»Blood for CBC, electrolytes, liver functions, were obtained

at week 12.
Table 3. Adverse Events Elicited During the Trial ARCHIVES OF B .
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Percentage of Children with a Rating of Much Improved or Very Much
Improved on the Clinical Global Impressions — Improvement Scale
(CGl-1) During the 12-Week Trial.

All children assigned to citalopram (n = 73) and to placebo (n = 76) are
included. Week 2 is the first opportunity to assess change from baseline.

|0~ aopram

Repetitive Behaviours (CYBOCS-PDD Score)
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Mean CYBOCS-PDD Scores Over Time for Citalopram and Placebo.

Scores reflect frequency and intensity of repetitive behaviours and are shown with

standard error. All children assigned to citalopram (n = 73) and to placebo (n = 76) are
included.

Compulsive and Repetitive Behaviors Over Time in the Trial by Treatment Group
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Compulsive and Repetitive Behaviors Over Time in the Trial by Treatment Group

Table 2. Compulsive and Repetitive Behaviors Over Time in the Trial by Treatment Grosp
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Conclusions

«+ Citalopram was not superior to placebo in this
sample of children with autism spectrum
disorders.

«»Neither the rate of positive global response to
citalopram, nor dimensional scores of
repetitive behaviors on the blinded clinician-
rated CYBOCS-PDD nor the parent-rated
RBS-R suggested any difference between
groups.

STAART psychopharm group
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