Cipralex

Fast, Effective with
Excellent tolerability

Introducing Cipralex

More than 80 million patients world wide
have been prescribed Cipram® — but we at
Lundbeck continuously strive to improve the
treatment of depression even further.

Lundbeck Export A/S
9, Ottiliavej

DK - 2500 Valby
Copenhagen, Denmark
Tel:+45 36 30 13 11
www.lundbeck.com
www.cipralex.com

Cipralex offers:

« Significantly greater efficacy than Cipram’

- Significantly faster symptom relief than
Cipram'

- At least the same familiar tolerability profil
as Cipram’




ANXIETY DISORDER

Major depressive Panic disorder
disorder

Obsessive-compulsive
disorder (OCD)

coverage

you can trust
Further information is available on request
Pfizer Middle East Region (MER)
Ier 47 Ramsis Street - Cairo. Egypt.
i % Registered trademark (Sertra Ine HC

Please consult the prescribing lnformatlm
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Letter to the Editor

disturbing because it might reflect se-
rious psychosocial changes in Arab
societies, problems in our understand-
ing of mental disorders, or, indeed, in
the DSM-1V itself.

Many questions remain, however, that
highlight the need to continue research
in this patient population rather than

1. Jureidini J, Tonkin A, Mansfield

* PR. TADS study raises concems.
BMJ 2004; 329: 13434.
Malberg JE, Eisch AJ, Nestler EJ,
Duman RS. Chronic antidepressant
treatment increases neurogenesis
in adult rat hippocampus. J Neuro-
sci 2000 Dec 15; 20(24): 9104-10.
Timimi S. Rethinking childhood
depression [with commentaries by
Q Spender, P Wilkinson]. BMJ
2004; 329: 1394-7.

relying on the extrapolation of data
from trials involving adults.*
Depressed children need a sensible
multimodal approach, in-depth search
into family circumstances, life style
and nutrition, with more emphasis on
non-medical treatment.
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4, American Foundation for Suicide
Prevention. Suicide in women, in
suicide facts 1997

suicide among west Indians in Bir-
mingham: ethics origin and
immigrant status. British J Psy-

5. Raleigh AW and Balarajan R. Sui- chiatry 1992; 129365-368
cide determinants of attempted
Hamdy Moselhy

Consultant Psychiatrist, Birmingham, UK

A global Controversy

Re: An assessment of the use of Se-
lective Serotonin Reuptake Inhibi-
tors (SSRIs) in childhood and ado-
lescent depressive disorders.

This is a well-presented review in
which Jumai’an and Barringer attempt
to provide answers for some difficult
questions.

The expanding use of antidepressants
in youth has been the subject of nu-
merous studies and some concemns in
recent years.' Results so far are based
on populations and there is no way of
telling who may be sensitive to an
SSRTI’s positive or adverse effects.

The authors discuss the occurrence of
high relapse rate, discontinuation due
to side effects, and a high manic con-
version hazard. The long-term effects
of prescribing SSRIs to children are
not known yet. Recent research sug-
gests that they also stimulate neuro-
genesis in the hippocampus.? Children
are actively learning and their brains
are reorganising at a high pace. What
effect will more serotonin and new
brain cells in the hippocampus have?
With regards to suicidal behaviour, it is
extremely difficult to prove whether
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SSRIs increase the risk since suicide is
already a significant risk in those who
are depressed. Controlled trials typi
cally exclude patients considered at
high risk for suicide, such as those
with a history of suicide attempts. Fur-
thermore, reliance on published studies
alone to guide treatment of childhood
depression could be misleading.

The debate on effectiveness and safety
of antidepressants’ use by adolescents
has now widened to include the very
concept of childhood depression. Sami
Timimi argues that unhappiness among
children seems to be rising, but label-
ling it as depression and prescribing
antidepressants is ineffective and pos-
sibly harmful.* He suggests that medi-
calisation of children’s unhappiness is
hindering our ability to focus on the
underlying reasons and respond effec-
tively to the problem.

Studies on Arab children are few, at
least those written in English. A study
conducted in the UAE found that 43%
of children under 18 who visited their
primary care doctors were eligible for
a psychiatric diagnosis according to the
DSM-IV criteria.* This figure is rather
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or valid research instrument. It is im-
portant to know as other studies"
showed that schizophrenia and depres-
sion are the most common psychiatric
diagnoses. Author reported that total
surface area of burn was higher 79%
compared with Haddad et al' 48%, and
death rate was 79% compared with
only one third in Scully and Hutcher-
son study * with no explanation for this
difference. It is likely that there is a
correlation between the surface area of
burn and death rate or possibly there is
other co-morbidity, or finally it is the
facility available in the unit compared
with other similar units.

Generally the precipitating life events
for women who attempt suicide tend to
be losses or crises in significant social
or family relationship‘. However, the
high suicide rate amongst young Asian
women was due to cultural pressures,
conservative parental values and tradi-
tions such as arranged marriage which
may clash with the wishes and expec-
tations of young women themselves®.
The Guardian newspaper, September
14, 2004 reported a widespread pattern
of suicide including self-immolation as

the only way out for Afghani women
who suffer physical violence and sex-
ual abuse of their families. I think this
should stimulate us to research this
phenomenon in the Arabic and Muslim
community, looking for the main mo-
tive and dynamics of using this tragic
method of suicide and the role of me-
dia in that. Suicide prevention strate-
gies and programmes will depend on
identification of reliable calculated risk
factors, which will need to be extracted
from well-planned studies with sound
method and statistics. In addition
prevention strategies must ensure
access to integrated mental health
services with effective diagnosis,
treatment and support for the patients
and carers. Finally, this study has
certain limitations. First the sample
size is small making it difficult to
generalise  from  these  results.
Secondly, it was retrospective in
design and therefore vulnerable to bias
related to the subject’s recall, both be-
cause of differences in subjects’ ability
to remember events, and because the
severe pain could affect their ability to
recall events accurately.

References:

1. Deliberate self-burning in Jordan:
a S-year retrospective study. This
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Haddad SY, Haddadin KJ, Abu-
Samen M, Wreikat MW, Haddad
Al Suicide attempted by burning:
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I agree with the general recommenda-
tion of this current study. Certainly,
creating a general public awareness
that DSB is a signal for distress is ex-

tremely important in order to formulate
a realistically workable preventive pol-
icy.
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Haberal M., Oner 1, Bilgin N.,
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Correspondence: E-mail: ashoka@doctors.org.uk

Deliberate Self Burning

I was interested to read the article by,
2006 ' in this Qissue, describing the
deliberate self-burn in Jordan. The
study touches an interesting and impor-
tant topic that has not received much
attention. The author provided data
from a retrospective study that spans
over 5 years and covers 36 subjects,
which contributes to data biases. Sui-
cide is a major public health issue in
the whole world. Incidence of deaths
from burning varies among countries,
and even communities within the same
country. The two papers studied sui-
cides by burning in the same unit in
Jordan " ? showed that the average
number of self-burning is nearly 7 per-

. monest mental
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sons per year (20 patients in 3 years
and 36 in 5 years) with no change in
more than 5 years. Although the popu-
lation in Jordan has changed to a large
extent in this time, the authors did not
give explanation for that. Additionally,
the reader will be interested to know
what percentage of self-burning com-
pared with the national figure of sui-
cide by other methods. This will help
to identify the changes of suicide pat-
tern and help planning strategy to pre-
vent it. Although the author argued that
adjustment disorders were the com-
illness among this
group, it is not clear whether this diag-
nosis was based on a clinical diagnosis
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Deliberate self-burning in Jordan

The Editor

This is an interesting study and raises
many important issues. It would be
also interesting to try to understand
more about the cultural background of
this phenomenon. Sati is described as
a Hindu custom in India in which the
widow was burnt to ashes on her dead
husband’s pyre. Basically Sati was
believed to be a voluntary act with so
many different theories about its ori-
gin; one theory postulates that Sati was
introduced to prevent wives from poi-
soning their wealthy husbands and
marry their real lovers. This custom
was outlawed in 1829 by Raja Ram
Mohan. The study raises some issues
in the demographic characteristics of
the 36 subjects followed up over a rea-
sonably long period of 5 years; the av-
erage for both males and females was
30 years which may reflect that self
burning in this sample was an Adult
Behaviour?, also the median total body
surface area burnt was quite high
(60%) reflecting a high degree of in-
tent seriousness which was echoed in
the 79% mortality rate. It is rather
alarming to find self burning by kero-
sene, common in Jordan and also
nearly 14% of suicide is caused by fire
burns and scalds. One couldn’t stop
himself from trying to link this horrific
act of self inflicting maximum pain
and punishment with other socio-
cultural issues which have been kept
burning underneath the surface for
quite sometime. Although the paper
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acknowledged that the preponderance
of women in the Jordanian sample is
consistent with a typical worldwide
pattern; it didn’t offer plausible expla-
nation for that especially when 22.2%
of the sample didn’t have any form of
mental illness. I am aware of another
similar paper by Haberal and Bilgin
from Turkey studying 16 cases of self
inflicted burns over a period of 9 years.
This paper has some interesting results:
male preponderance, psychiatric illness
was found in 31% of the sample. The
paper also commented on how self-
burning as a method of suicide is rela-
tively common in Israel (77%).

In another study by Haider and Haider
from Pakistan, some more explanations
for the gender difference in self bun-
ing behaviour, were given: females
have no systematic career system, no
social or economic freedom and have
to face discrimination. There may be
some degree of concealment of real
reasons and presentation of family
problems, conflicts and domestic vio-
lence. Despite all these possible ex-
planations, one would need to be aware
also of unreported psychological and
symptoms of mental illness due to
stigma and its impact on help seeking
behaviour.

One important recommendation to
make in this context is that DSB (de-
liberate self burning) must be consid-
ered as primarily a medical concem
rather than a police inquiry matter.
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weighed in on the safety and effi-
cacy of using SSRIs with children
and adolescents. The Report con-
cluded that the controversy and
mixed results regarding the efficacy
of SSRIs in youth depression re-
mains, however, no causal relation-
ship between SSRIs and increased
pediatric suicides has been estab-
lished. The report added that there
is a pressing need for properly de-
signed pragmatic studies on the use
of antidepressant with children and
adolescents.  Report 10 further
stated that antidepressants including
SSRIs should continue to be avail-
able and prescribed under prudent
clirical judgment *.

Despite the valid concerns and risks
associated with the use of any anti-
depressant, the past decade has
shown a marked reduction in the
rate of suicide among adolescents.
This decline clearly coincides with
use of SSRIs suggesting that any
recommendations for reducing the
use of SSRIs should be carefully
weighed against the potential bene-
fits 2. The wide use the new gen-
eration of antidepressants (SSRIs &
non-SSRIs) coincides with a drop
in the suicide rates both between
and within countries where SSRIs
were prescribed. Preliminary
analysis indicates that positive re-
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sults are due to a combination of
factors including the efficacy of
antidepressant medications, better
quality of care, adherence to treat-
ment, and finally the minimal over-
dose risks found with SSRIs and
non-SSRIs “.

The treatment of depression in
youth, as well as in adults, has im-
proved markedly with each suc-
ceeding decade. Each new genera-
tion of medications for the treat-
ment of mental illness, whether
novel anti-psychotics or the new
antidepressants, is greeted by en-
thusiasm followed by caution as
research teases apart the good from
the bad. But with more and better
research, guidelines improve lead-
ing to long term benefits for our
patients. Just as it is morally and
professionally incumbent on the
research community to continue to
ferret out risk factors and develop
safe prescription guidelines, it is
equally incumbent on clinicians to
strive for the safest and most effec-
tive protocols to treat depressive
disorders. Finally, health care pro-
fessionals working with children
and adolescents need to engage in
ongoing training to improve our
efforts at early detection and inter-
vention.
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On 28/09/2005, to assure safe use
of antidepressants, the National In-
stitute for Health and Clinical Ex-
cellence (NICE) and the National
Collaborating Centre for Mental
Health in the United Kingdom
launched a set of clinical guidelines
on the treatment and management
of depression in children and young
people. The guidelines recommend
the following *:

1. Children and young people with
moderate to severe depression
should be offered as a first line
of treatment, a specific psycho-
logical therapy (cognitive be-
havioural therapy, interper-
sonal therapy or family therapy
of at least 3 months duration).
Antidepressant medications
should not be offered to chil-
dren or young people with mod-
erate to severe depression ex-
cept in combination with psy-
chological therapy and should
not be offered at all to children
with mild depression.

Health care professionals in
primary care, schools and other
relevant community settings
should be trained to detect
syniptoms of depression and to
assess children and young peo-
ple who may be at risk of de-
pression.
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4. Attention should be paid to the
possibility that the parents may
have their own psychiatric
problems, including depression,
which needs to be treated in
parallel if the child’s mental
health is to improve.

Discussion

In light of the prevalence and risks
associated with childhood and ado-
lescent depressive disorders, it is
extremely important that clinicians
worldwide continue to thoroughly
assess for depression in youth and
seek to develop treatment protocols
that reduce the risk of suicide and
alleviate depressive symptoms.

For the time being, clinicians are
advised to be cautious with their
interpretation of the research on the
use of antidepressants for children
and adolescents. Variations in trial
methodology and variations in
drug/placebo responses within the
same trial should raise questions
about the conclusions or claims
made in many studies “. Consistent
with this precaution, and in re-
sponse to concerns raised by the
FDA in the United States and the
Medicines and Health Products
Regulatory Agency (MHRA) in the
United Kingdom, the U.S. Council
on Scientific Affairs in Report 10
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adolescents should continue to be
part of a comprehensive treatment
program that includes a thorough
assessment of risks and functioning,
and a course of psychotherapy.
Parents or primary caregivers
should be informed of the serious
nature of MDD and the risks if left
untreated. They should also be en-
couraged to avail themselves of
supportive therapy to address the
impact of child’s depression on the
family system. Finally, an antide-
pressant may be introduced into the
treatment protocol only if clearly
warranted and if the child or teen
can be closely monitored for high
risk side effects such as mania or
increased suicidal ideation. Close
monitoring has the added benefit of
increasing the likelihood of success
as compliance rates tend to increase
when patients are engaged with the
treating mental health clinicians.

The American Academy of Child
and Adolescent Psychiatry
(AACAP), the National Institute for
Health and Clinical Excellence
(NICE), and the National Collabo-
rating Centre for Mental Health
(NCCMBH) in the United Kingdom
have provided clear guidelines for
the treatment of child and adoles-
cent depression. In 1998, the
AACAP summarized the practice
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parameters for the assessment and

treatment of children and adoles-

cents with depressive disorders in

the following recommendations 3:

1.The treatment relationship with
the patient and family should be-
gin in earnest with the first con-
tact. The quality of this first con-
tact is crucial for successful out-
comes.

2.Early detection and intervention
is effective in ameliorating poor
psychosocial outcomes.

3.Psychotherapy is an appropriate
treatment for all children and
adolescents with depressive dis-
orders.

4. Antidepressants are indicated for
youth with non-rapid-cycling bi-
polar or psychotic depression and
those with chronic or recurrent
depression, particularly where
symptoms fail to respond to an
adequate trial of psychotherapy.

5. For patients requiring pharma-
cotherapy, SSRIs are the initial
antidepressant of choice. How-
ever, in patients with comorbid-
‘ities, alternative agents should
also be considered.

6. Continuing treatment after the
acute phase is considered essen-
tial. Long-term maintenance may
be necessary in some cases.
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reviewed seven randomized con-
trolled trials analyzing the newer
antidepressants (SSRIs and non-
SSRIs). They found that study
methods lacked transparency and
placebo effects skewed the end re-
sults. They also pointed out that
pharmaceutical companies funded
at least three of the four studies and
failed to disclose increased suicidal
activity *. Inconsistent results in
published and unpublished trials
and even omission of data from
published trials, has been mislead-
ing making treatment recommenda-
tions very difficult *.

While CSM supported the use of
fluoxetine, the British National
Formulary (BNF) took a more con-
servative stance toward the use of
SSRIs in treating youth depression.
The most recent BNF does not en-
dorse the use of citalopram, escita-
lopram, paroxetine, fluvoxamine,
sertraline, or fluoxetine, for treating
children and adolescents less than
18 years of age *. In contrast, the
U.S. Food and Drug Administration
(FDA) cautiously supported the use
of SSRIs, but recommended the
strongest possible label warnings to
caution users about the risk of sui-
cide and other conditions *.
Fluoxetine is the only SSRI that has
demonstrated efficacy in two pla-
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cebo-controlled randomized trials
in youth depression and it continues
to have a better risk/benefit ratio
compared to other SSRIs . It ap-
pears to be well tolerated and effec-
tive for acute treatment of child-
hood and adolescent depression as
suggested by the following data *':
NNT = 8.33 (The number of pa-
tients treated for one to benefit)
0.65(improved on new antidepres-
sant)
0.53(improved on placebo)
Absolute improvement =
0.65-0.53=0.12
NNT = 1/0.12 (one absolute im-
provement) = 8.33]
As we have seen, there is consider-
able research going on at this time,
but results continue to be mixed.
For now, fluoxetine is the only
SSRI approved for pharmacological
treatment of MDD in pediatric
practice by the FDA and CSM.
Furthermore, citalopram and ser-
traline, while having a less favor-
able risk/benefit profile, have
proven to be superior to placebo for
acute depression and may be con-
sidered safe and effective *.

Treatment Guidelines

There is sufficient evidence now
that use of fluoxetine, sertraline,
and citalopram for children and



An assessment of the use of SSRI s

indicates that the risk of suicide is
even higher among juvenile patients
with untreated depression *. A re-
cent controlled forensic database
study on the use of SSRIs in Swe-
den failed to confirm the hypothesis
that SSRIs lead to an increased risk
of suicide . Moreover, a study
conducted in the United States
found that antidepressants had no
statistically significant effect on the
likelihood of suicidal attempts fol-
lowing adjustment for treatment
allocation and controlling for other
variables including female gender,
younger age of onset, severity of
the illness, and living in the Mid-
west or Western states *. Added to
that, Simon et al (2006); found that
the risk of suicide during the early
treatment phase of antidepressant
treatment was 1/3000 treatment epi-
sodes and the risk of suicidal at-
tempts leading to hospitalization
was 1/1000. Furthermore, they con-
cluded that there was no significant
increase in suicidal risk after com-
mencing treatment with new gen-
eration of antidepressants and the
risk of suicidal death remained sat-
isfactory constant throughout the
first six months of treatment *'.

Concerns and contradictory find-
ings with regards to relapse and
discontinuation rates, as well as re-
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ports of mania and suicide associ-
ated with SSRIs, prompted the UK
Committee on Safety of Medicines
(CSM) to ban all SSRIs in 2003
except fluoxetine for use in children
less than 18 years of age *. Fur-
thermore, the manufacturer of
venlafaxine issued strong warnings
against its use *, and GlaxoSmith-
Kline issued a letter to all medical
practitioners in the United Kingdom
discouraging the use of paroxetine
in patients less than 18 years be-
cause of increased rates of suicidal-
ity and hostility *.

Since the 2003 CSM report, ser-
traline has been examined in two
randomized controlled trials which
demonstrated that it may also be an
effective and well tolerated short
term treatment for children and
adolescents with MDD *. A review
published in 2005 found fluoxetine,
citalopram and sertraline were su-
perior to placebo on primary out-
come measures in controlled acute
treatment trials *. However, data
from unpublished trials show that
sertraline and paroxetine have an
equivocal or weak benefit profile,
and citalopram and venlafaxine
have an unfavorable benefit pro-
file®. Adding to the mixed results
of published and unpublished trials,
Jureidini and colleagues in 2005
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als. Indeed, treatment with antide-
pressants is associated with high
manic conversion hazards among
youth aged 10 — 14 years. The haz-
ard ratio is 2.1 for SSRIs (P<.001),
3.8 for other antidepressants
(P< .001), and 3.9 for TCAs (P =
.002) 2,

In the last two years there have also
been growing concerns over an in-
crease in the incidence of suicidal
thoughts, attempts, and conse-
quently suicides among youth re-
ceiving SSRIs. The literature refers
to three possible mechanisms for
how SSRIs may precipitate an in-
crease in suicidal ideation and ges-
tures. First, in a small percentage of
cases, an SSRI may - induce
akathisia, a movement disorder
characterized by intense involun-
tary restlessness. The restlessness
and an underlying feeling of mal-
aise may be subjectively experi-
enced as so dysphoric that a young,
confused, and vulnerable patient
may consider suicide, rather than
endure this distressing state 2>, A
second explanation can be found in
the now classical phenomenon as-
sociated with recovery from depres-
sion; the risk of suicide increases
during the early phase of recovery,
when depressive symptoms begin to
diminish. Since the physical symp-
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toms improve before the depressed
mood resolves, a patient has more
energy while still struggling with
negative cognitions. The negative
thoughts may be such that they mo-
tivate the patient to act on their
feelings of hopelessness and de-
spair. The risk of this phenomenon
is greatest a week to ten days after
commencing treatment, but usually
resolves by the second and third
week of treatment *. The third ex-
planation for an increased risk of
suicide with SSRIs refers back to
the evidence of induced mania for
some youth between 10 tol4 years
of age. Mania, a state characterized
by unstable mood and impulsivity,
may precipitate dramatic gestures
and a greater risk of suicidal im-
pulses 2. While these risks should
be taken very seriously, there is
good evidence that they can be
minimized through careful risk as-
sessment of the patient prior to and
during treatment, and close moni-
toring during the first two to three
weks of treatment. Any indication
Jf the onset of mania or increased
suicidal ideation should be met by
gradual dose reduction and discon-
tinuation of the prescribed SSRI.

Even though the risk of suicide is
high in some young patients, data
from psychological autopsy studies
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maladjustment, and interpersonal
difficulties 2. Finally, research in-
dicates that regardless of comorbid-
ity during childhood, relapse rates
in adulthood are high °.

Antidepressants

Starting in the early 1990’s the use
of SSRIs rapidly increased without
sufficient data from randomized
controlled trials. In 1992, TCAs
were being prescribed to nine times
more patients than SSRIs, but by
2001 twice as many children re-
ceived SSRIs as TCAs “. In 2003
the CSM estimated that in the
United Kingdom half of the 40,000
under 18 children being treated for
depression were prescribed one of
the new [contraindicated] antide-
pressant medications *.

The expanding use of SSRIs was
aided by confirmed doubts over the
efficacy of TCAs. A 1995 system-
atic review of TCA use found they
were no more effective than pla-
cebo in treating childhood and ado-
lescent depression ** and in the year
2003 another systematic review
concluded that TCAs may be useful
in treating adolescents, but have
little benefit for children . In addi-
tion, it became well documented
that TCAs presented significant
safety problems including cardio-

80

toxicity, risk of lethal over dose,
and anticholinergic side effects.
Adherence with TCAs was often
poor due to such uncomfortable
side-effects. In contrast, the ad-
verse side-effects with SSRIs are
usually mild, manageable, and sel-
dom require discontinuation of
treatment ”. This is an important
concern for acceptance and long-
term compliance by patients and
families. The rate of discontinua-
tion due to SSRI side effects is only
between five and eight percent *,
and a study comparing paroxetine
(SSRI), imipramine (TCA), and
placebo found a favorably low dis-
continuation rate of 10%, 32% and
7% respectively *.

SSRIs have proven to be beneficial
and well tolerated in short term ef-
ficacy trials with young adolescents
and children as young as 7 years of
age * . Long term results, how-
ever, are more mixed. In one of the
largest trials conducted in 1998, the
relapse rate with an SSRI was
found to be as high as forty percent
during a 12 month period, a higher
rate than in adults®. Moreover, the
effects of long term exposure have
not been systematically evaluated.
It is also documented that antide-
pressant drug therapy can precipi-
tate mania in vulnerable individuals
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Prevalence and Course of De-
pressive Disorders in Youth

For many years health care profes-
sionals thought depression was un-
common in youth and believed that
children did not suffer from depres-
sion. Depression in children was
under-reported because medical
practitioners without specialized
training in mental health failed to
recognize depression in children, or
focused on other considerations
when presented with a depressed
child .

Statistics report prevalence rates of
major depressive disorder at 2% in
children and 4%-8% in
Adolescents >°. During childhood,
boys and girls are affected almost
equally 2456 whereas among ado-
lescents, the male to female ratio is
around 1:2 2. As the capacity to ac-
curately identify depression im-
proved, it became evident that it is
actually a common debilitating dis-
order. It is considered the fourth
leading cause of disability around
the world 7, and suicide is now the
third leading cause of death in ado-
lescents ®.

Several studies have confirmed that
depressive disorders present simi-
larly across all age groups *'* .
However, it is important to keep in
mind that children may not have the
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vocabulary to describe their feel-
ings in terms consistent with formal
diagnostic criteria. Children with
depression are more likely to pre-
sent with somatic symptoms, sepa-
ration anxiety and behavioral
changes. Children who develop
psychotic depression are more
likely than adults to report halluci-
nations, while older adolescents are
more likely to report delusions.
This difference is partly a function
of the fact that hallucinations re-
quire less advanced cognitive func-
tioning than delusions *. MDD and
dysthymic disorder among children
are also likely to present along with
other psychiatric disorders includ-
ing anxiety and disruptive disor-
ders?.

Long term follow up studies of ado-
lescent onset of depression confirm
an increased risk of major depres-
sion in adulthood and a significant
degree of continuity, specificity,
and potential morbidity for suicide
into adult life. According to one
study, only thirty seven percent of
adolescents with major depressive
disorder did not experience MDD
in adulthood, versus 69% of the
control participants''. The evidence
is quite strong that youth depression
is associated with an increased risk
of adult suicidality, long term
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frequency of treatment discontinua-
tion, clinicians increasingly turned
to and preferred the class of SSRIs.
Despite insufficient guidance or
data from randomized controlled
trials, the use of SSRIs for pediatric
depression increased dramatically
in the early 1990’s. While the over-
all rate of youth suicide did show a
remarkable drop in the last ten
years, in the last two years the inci-
dence of suicidal thoughts, suicidal
attempts, and suicides among chil-
dren and adolescents increased,
thus fueling controversy over the
use of SSRIs.

While there are ongoing studies to
evaluate the safety and effective-
ness of SSRIs for youth, the authors
believe it is imperative that clini-
cians and other mental health pro-
fessionals have access to periodic
assessments to inform the safe and
appropriate choice of antidepres-
sants. The controversy, as well as
the guidelines, for the safe and ef-
fective use of SSRIs will be dis-
cussed. As of this assessment,
fluoxetine has the most favorable
risk-benefit profile compared to
other SSRIs and non-SSRIs, and it
is the only SSRI approved for
pharmacological treatment of MDD
in pediatric practice by the Food
and Drug Administration (FDA) in
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the United States, and the Commit-
tee on Safety of Medicine (CSM) in
England. In addition, Citalopram
and Sertraline have proven to be
superior to placebo in controlled
treatment trials of acute depression
and may also be considered effec-
tive and safe with close monitoring
during early stages of recovery.

Despite the drawbacks and contro-
versy over the use of antidepres-
sants, including certain SSRIs, the
authors present ample evidence that
pharmacological treatment for pe-
diatric MDD should continue to be
part of a holistic, comprehensive
treatment program. The research
discussed in this paper demon-
strates that the risk of suicide is
much less when patients receive
and comply with treatment. To re-
duce risks associated with SSRIs,
prescribing clinicians should warn
against the possible risk of suicide,
and monitor their patients closely in
the early stages of treatment. De-
pression is a serious life-threatening
condition. It is incumbent on clini-
cians who work with children and
their families to remain abreast of
current research and treatment
guidelines, and to responsibly com-
bine SSRIs with psychotherapy.
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Abstract

Depression in children and adolescents warrants serious consideration. It is
incumbent on clinicians to develop safe, effective treatment protocols for
this painful and debilitating condition. While the use of selective serotonin
re-uptake inhibitors (SSRI) in the treatment of depression is promising, it is
also an area of controversy in most parts of the world. In response to the
controversy and the need for treatment, this paper assesses the current
status of the research and recommendations for using SSRIs. Toward this
end, the paper reviews relevant literature to determine the prevalence and
risks associated with major depressive disorder (MDD) among youth. The
paper then summarizes the research on SSRIs and identifies which ones are
safe, effective, supported by research, and approved by the medical estab-
lishment. Finally, a set of guidelines for treating youth depression is of-
fered, one that combines approved SSRIs and psychotherapy.

Introduction

Major depressive disorder (MDD) In the last few years, controversy
is a serious debilitating disorder in  has developed over the use of anti-
children and adolescents. It is asso-  depressants, including selective se-
ciated with impairment in school rotonin re-uptake inhibitors (SSRI).
performance, social relationships, For many years tricyclic antidepres-
emotional development and an in- sants (TCAs) were used to treat de-
creased risk of suicide. It is more pression in children and adoles-
common than we think, often recur-  cents. However, because of mount-
rent, and it tends to continue into ing reports on the lack of efficacy,
adulthood if untreated. poor side effect profiles, and a high
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Table 1 Characteristics of the Patients

Number| % |Mean| Median | Range
Male 35 1625
[Female 21 37.5
Single 47 83.9
Married 6 10.7
Divorced 3 5.4
Caucasian 33 58.9
Asian 15 26.8
Afro-Caribbean 8 14.3
Unemployed 46 82
[Family History of Depression 11 19.6
Family History of Schizophrenia 2 3.6
1-2 Psychiatric Hospital Admission 11 19.6
3-5 Psychiatric Hospital Admissions 20 357
6 or More Psychiatric Hospital Admissions| 19 [33.9
Received Oral Typical Antipsychotics 43 79.6
Received Depot Typical Antipsychotics 44 81.5
Received Atypical Antipsychotics 46 85.2
Age 37.13] 39 19-58
Duration of Illness (Years) 13.9 12 2-30
Maximum Dose of Clozapine (mg) 402 400 (125-900
Duration of Clozapine Use (Years) 4.99 4 1-13
MMTD in Clozapine Use (Years) 5.98 6 0.3-13

MMTD - Mean Maximum Theoretical Delay
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Amisulpride, Sodium Valproate and
Lamotrigine were the only drugs
used singly for the purpose of aug-
mentation in ten of our patients.
Three of those showed partial and
seven good responses.

The most common adverse effects
experienced by our patients were
similar to those reported in the lit-
erature i.e. hypersalivation, weight
gain, and drowsiness.

Limitations of the study:

It has been shown by several stud-
ies that inconsistent and intermittent
treatment with antipsychotics lead
to a poor outcome, considering the
long duration of illness and number
of readmissions. Meltzer et al'
found that more than half (56%) in
a group of treatment resistant
schizophrenic patients had never
responded to antipsychotics, with
the remainder developing treatment
resistance during the course of their
illness. As it was not possible to
ascertain whether our study patients
were fully compliant with the pre-
scribed antipsychotics prior to
commencing Clozapine, it is not
possible to know whether their
treatment resistance was of a pri-
mary nature or developed during
the course of treatment with antip-
sychotics. It may also have been
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that at least some patients did not,
then, fulfil criteria for treatment re-
sistance, but may have been treat-
ment intolerant (although this is
unlikely, given the range of benign
atypicals now available). It is there-
fore possible that at least some of
our patients may have developed
treatment resistance through non-
compliance and intermittent use of
antipsychotics, which resulted in
their relapse and hospital admis-
sion/readmission. Therefore, the
patients in our study could be seen
as a selective cohort of those who
eventually were prescribed Clozap-
ine.

In conclusion, patients in our study
were likely to have received multi-
ple antipsychotics, often in combi-
nation, before commencing Clozap-
ine. The delay in prescribing
Clozapine was substantial, which
has affected treatment resistant pa-
tients’ progress. We agree with
Taylor et al’ that the delay was
quite likely longer than is clinically
desirable, particularly in older pa-
tients. Future studies should evalu-
ate more accurate and perhaps exact
reasons for the delay in prescribing
Clozapine, as there are now proto-
cols allowing for commencing it in
the community.
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post- discharge full medication su-
pervision of patients in the commu-
nity a very hard if not an impossible
task. There remains a group of pa-
tients who either will not comply
with taking Clozapine as pre-
scribed, sometimes due to intoler-
able side effects, or will not show a
complete favourable response to it
even with full compliance. In our
study 16 patients (29.6%) had par-
tial response and 2 patients (3.7%)
had poor response to Clozapine. A
possible explanation, in addition to
the natural course of the illness in
some schizophrenic patients, is
poor understanding by some pre-
scribers of what constitutes ade-
quate dose and duration of treat-
ment with Clozapine.

Switching between typical antipsy-
chotics is unlikely to be effective in
acute relapses3. In Taylor et al’
study eleven percent of patients had
not received an adequate trial of
two antipsychotics before being
prescribed Clozapine. 14.8% of our
study patients had not received any
atypicals before being prescribed
Clozapine. However, they did re-
ceive at least two other conven-
tional antipsychotics for adequate
duration and adequate doses.
Clozapine is effective in early
treatment resistance’ and in first-

72

episode refractory schizophrenia'
and is more effective than haloperi-
dol even in moderate treatment re-
sistance®. Tt is probable, therefore,
that patients in this study had, for
whatever reason, potentially effec-
tive treatment withheld while suc-
cessive ineffective treatments were-
evaluated.

Over recent years, dual diagnosis,
the coexistence of mental health
and substance misuse disorders has
increasingly been seen as a major
challenge to mental health services.
It is difficult to establish prevalence
rates, as there is a lack of consis-
tency in the definitions, measure-
ment tools, and time frames used in
research studies. Figures cited
range from 20-75%. However, it is
generally accepted that 30-50% of
patients with severe mental illness
also have problems with substance
misuse. This figure is thought to be
higher in inner city areas and in-
creasing. Only 8 (14.3%) of our pa-
tients have had a co-morbidity of
alcohol and drug misuse, which is a
much lower rate that it has been re-
ported in other UK studies. Other
investigators have found that
Clozapine treatment may reduce
substance misuse/abuse and this
may partly explain the lower rate of
substance misuse in our patients.
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our patients had three or more psy-
chiatric hospital admissions, most
of which prior to using Clozapine,
which is strongly suggestive of the
severity of the illness and lack of
response to prior antipsychotics in
our patients. Our results are similar
to those of Taylor et al’ in that
younger patients, those with a re-
cent diagnosis of schizophrenia or
schizoaffective disorder or those
who met the criteria for treatment
resistance after the introduction of
Clozapine in January 1990 were
prescribed Clozapine earlier. How-
ever, in our study the delay was
also longer but not statistically sig-
nificant in males and Afro-
Caribbean patients. This delay oc-
curred despite the majority of our
patients having had adequate trials
of other oral and depot preparations
of both typical and atypical antip-
sychotics. The reasons for the delay
in prescribing Clozapine were not
always recorded in our patients’
case notes and, therefore, were not
systematically evaluated. We be-
lieve that it was mainly due to ei-
ther the patients’ lack of consent,
the risk of developing serious ad-
verse effects and the requirement
for psychiatric hospital admission
for initiating Clozapine. Some pa-
tients declined to consent to
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Clozapine treatment due to their
reluctance to undergo frequent
blood testing or even to consider
switching to a different medication
like Clozapine despite the apparent
lack of response to their previous
antipsychotics. Low base-line white
blood cells count and the perception
that those patients are more likely
to develop neutropenia and agranu-
locytosis may have also delayed the
initiation of Clozapine or put psy-
chiatrists off it altogether. Prior to
Clozapine, 85% of our study pa-
tients had received one or more
atypical antipsychotics. Unfounded
high expectations of other atypical
antipsychotics, which were pro-
moted on the basis of being more
effective and with a more favour-
able side effect profile than the old
conventional antipsychotics 4** may
have also been an important factor
in the delay of prescribing Clozap-
ine. Psychiatrists have been hoping
that with atypicals, there will be a
less need for Clozapine, which has
not, so far, materialised. It is worth
noting that that the views of those
patients who consented to taking
Clozapine became much more posi-
tive towards it once their mental
state has improved. However, the
availability of only oral tablet for-
mulation of Clozapine makes
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injections and  forty-three
(79.6%) patients received oral
typical antipsychotics

Fifty-four patients (96.4%) had
received 2 adequate trials of dif-
ferent antipsychotics. Eight pa-
tients (14.8%) had not received
any atypicals before being pre-
scribed Clozapine; however, did
receive at least two other con-
ventional antipsychotics for ade-
quate duration and in adequate
doses.

Four (7.4%) patients received no
typical antipsychotic before the
Clozapine commencement; how-
ever, they had received at least
two atypicals for adequate dura-
tion, in adequate doses.

Mean maximum theoretical de-
lay in 55 subjects was 5.98 years.
Median=6 years;(Range, 0.3-13).
Mean maximum theoretical de-
lay was longer, but not statisti-
cally significant, in the following
patients:

Mean theoretical delay for pa-
tients aged over 30 years at the
time of analysis was 6.75 years
vs. 3.5 years for patients 30 years
of age or younger)

Mean theoretical delay for pa-
tients diagnosed before the intro-
duction of Clozapine was 7.1

years vs. 5.2 years for those after
the introduction of Clozapine)

0 Mean theoretical delay in Afro-
Caribbean’s was 6.6; Caucasian
6.1; Asian 5.6 years

o Mean theoretical delay in males
was 6.5 and in females 5.2 years

¢ In five patients (8.9%) Clozapine
was discontinued due to intoler-
able side effects (4 patients) and
poor response (one patient).

e Mean maximum dose of Clozap-
ine was 463.8mg. Median =450;
(Range, 150-900);

e Mean minimum dose of Clozap-
ine was 402.6mg. Median =400;
(Range, 125-900)

e Response to Clozapine was as
follows:

Good = 36 patients (66.6
Partial = 16 patients (29.6%)
Poor = 2 patients (3.7%)

Discussion:

The main finding of this retrospec-
tive analysis was that the average
delay of the prescribing and use of
Clozapine in the majority of our
patients was just under six years.
This is almost one year longer than
that found in Taylor et al’ study.
This could be partly due to the dif-
ferent demographic and highly de-
prived background of our study pa-
tients. Also more than two thirds of
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before January 1990 when Clozap-
ine was not available.

Results

o Fifty-six  patients receiving
Clozapine were identified and
their prescribing histories were
analysed.

e All the 56 patients had a chart
diagnosis (case notes diagnosis)
of schizophrenia or schizoaffec-
tive disorder.

e Mean age of patients was 37.13
years. Median=39; (Range, 19-
58).

e Thirty-five patients (62.5%)
were male and twenty-one
(37.5%) female.

e Forty-seven (83.9%) patients
were single, six (10.7%) married
and three (5.4%) divorced.

o Thirty-three patients (58.9%)
were Caucasian; fifteen (26.8%)
Asian; eight (14.3%) Afro-
Caribbean.

e The majority, 46 patients (82%)
were unemployed.

e Mean duration of illness was
13.9 years. Median=12 years;
(Range, 2-30).

e 11 patients (19.6%) had 1-2 psy-
chiatric hospital admissions, 20
(35.7%) patients had 3-5 admis-
sions and 19 (33.9%) had 6 or
more admissions. The number of
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admissions was not recorded in 6
patients (10.7%). — Tab 1 shows
that 39 (69.6) had 3 or more psy-
chiatric hospital admissions.

The commonest co-morbidity
was substance misuse (6 drugs
and 2 alcohol) - Interestingly de-
spite common knowledge of high
rates of substance misuse in
schizophrenia, we found only 8
(14.3%) of our studied patients
had a history of substance mis-
use.

Eleven of the patients (19.6%)
studied had a positive family his-
tory of depression whereas only
two (3.6%) had positive family
history of schizophrenia.

Three augmenting drugs were
identified, Amisulpride (5 pa-
tients), Sodium Valporate (4 pa-
tients) and Lamotrigine (1 pa-
tient).

Mean duration of Clozapine use
was 4.99 years. Median=4 ;
(Range, 1-13)

Forty-six (85.2%) had received
an atypical antipsychotic at some
point before the commencement
of Clozapine, forty-five (83.3%)
of those received atypical antip-
sychotics for adequate duration
and in adequate doses

Forty-four (81.5%) patients were
tried on depot antipsychotic
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schizophrenic patients eventu-

ally prescribed Clozapine.
2. To see whether the current
practice = of  prescribing
Clozapine comply with NICE
(National Institute for Clinical
Excellence) guidelines.
To see whether our results
replicate those of Taylor et al’
who carried out their study in
four hospitals in southeast
London serving a demog-
raphically different popula-
tion from ours.

Method:

This is a retrospective case note
study of prescribing histories of pa-
tients taking Clozapine, under the
care of consultants in General Adult
Psychiatry at Hallam Street Hospi-
tal, which is an acute inpatient adult
psychiatric unit serving an ap-
proximately three hundred thou-
sands highly deprived population of
Sandwell in the West Midlands,
UK, in August 2004. They were
identified through information ob-
tained from case notes, as well as
admission and discharge summa-
ries. A special pro-forma was de-
vised, which included diagnoses,
biographic data, age, gender, mari-
tal status, occupation, ethnic origin,
first contact with local psychiatric

68

services, psychiatric family history,
co-morbidities, drug name, dose,
dosing frequency and intended du-
ration of treatment or quantity to be
dispensed, and the number of epi-
sodes of prescribing of antipsychot-
ics prior to the first use of Clozap-
ine as a regular prescription for
longer than one week at any dose.
The number of “adequate trial” epi-
sodes before the first use of Clozap-
ine at a therapeutic dose was calcu-
lated. Duration of the illness was
calculated as the time of first con-
tact with the services to the time of
data collection. = Augmentation
strategies were also looked into.
Responses to Clozapine were re-
corded and defined as follow:

Good = Psychotic symptoms free or
decrease in symptoms in terms of
severity and frequency

Partial = Better response shown
than with other antipsychotics

Poor = Lack of response or no re-
sponse

The main outcome measure was the
maximum theoretical delay in
Clozapine use, defined as the time
from the end of the sixth week of
the continuous treatment with a
second anti-psychotic given at a
therapeutic dose to the first use of
Clozapine but excluding the period
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theoretical delay in using Clozapine was 5.98 years. Clozapine was discon-
tinued in five patients, due to intolerable adverse effects in 4 and poor re-

sponse in 1.
Conclusion:

Our study shows that Clozapine treatment was quite delayed for longer than
is clinically desirable. It also indicates that, like in many other countries,
Clozapine is underused in the UK as well. This probably reflects the costs
and complexities of therapy with Clozapine.

Introduction

Since the introduction of antipsy-
chotic medications, there have been
many advances in the treatment of
schizophrenia and allied psychoses.
Despite these advances there re-
mains a subgroup of patients who
are either partially or totally unre-
sponsive or intolerant to antipsy-
chotics. This subgroup of patients is
said to suffer from treatment resis-
tant or refractory schizophrenia.
Treatment resistance occurs in
about 10-40% of schizophrenic pa-
tients.

Various definitions of the criteria
for treatment-resistant schizophre-
nia have been proposed. Treatment
resistance is usually defined as a
lack of satisfactory clinical im-
provement despite the use of two
antipsychotics, one of which is an
atypical, in adequate doses and for
adequate duration Kane 1989, It is
generally accepted that the pre-
scribed two antipsychotic drugs
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should represent two chemically
different groups, each with a dosage
more than 1000 mg Chlorpromaz-
ine equivalence and administered
for a minimum of six weeks with-
out a reduction of at least 20% of
the Brief Psychiatric Rating Scale’s
total score. Most authors now rec-
ommend a switch to an atypical an-
tipsychotic after only one unsuc-
cessful trial with a conventional
one.
Only Clozapine, which became
available in January 1990, is docu-
mented as having superior efficacy
in treatment-resistant schizophre-
nia.
Taylor et al® have found the mean
maximum theoretical delay in using
Clozapine was 5.0 years (range, O-
11.1 years).
The aim of our study is:
1. To discover prior patterns of
antipsychotic  prescribing in



The Arab Journal of Psychiatry (2006), Vol. 17 No. 1, Page (66-76)

Review Article
Current Clozapine Treatment and Prior Antipsychotic
Prescribing
Saleh M. El-Hilu, Arshad Khan, Srinagesh M. Thippaiah
Al LAl Claliaa g ol jelsily Aullal) datlaall
bt plalipw ¢ Jla 1k ol pllio

Background:

In most countries including the United Kingdom, Clozapine is licensed for
the treatment of resistant schizophrenia, which is usually defined, according
to Kane 1989' and co-workers, as failure to respond to adequate trials of 2
antipsychotics for adequate duration. According to the BNF (British Na-
tional Formulary) Clozapine should be introduced if schizophrenia is in-
adequately controlled despite the sequential use of two or more antipsy-
chotics, one of which is an atypical antipsychotic, each for at least 6—8
weeks.

Method

Prescribing histories were obtained from the case notes, admission and dis-
charge summaries and prescription charts for all patients on Clozapine at
Hallam Street Hospital, England, in August 2004.

Results

Fifty-six patients, 35 males and 21 females, receiving Clozapine for
schizophrenia or schizoaffective disorder (WHO International Classifica-
tion of Diseases, ICD-10 Classification of Mental Disorders) were identi-
fied. The mean age of patients was 37.13 years. Forty-seven (83.9%) pa-
tients were single, six (10.7%) married and three (5.4%) divorced. Thirty-
three patients (58.9%) were Caucasian, fifteen (26.8%) Asian and eight
(14.3%) Afro-Caribbean. Mean duration of illness was 13.9 years. Mean
duration of Clozapine use was 4.99 years. At some point before the com-
mencement of Clozapine, forty-six (85.2%) had received an atypical antip-
sychotic, all of whom but one for adequate duration and in adequate doses,
forty-three (79.6%) had received oral typical antipsychotic and forty-four
(81.5%) had bcen tried on depot antipsychotic intra-muscular injections.
All patients except two had received two adequate trials of different antip-
sychotics prior to the commencement of Clozapine. The mean maximum
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more inclusive of patients with all to improve generalisability and ap-
severity of dependence and co mor-  plicability to the clinical setting as
bidities, should be on as large a well as to facilitate future meta-
scale as possible, and should use analysis.

widely accepted rating scales, so as
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hepatotoxicity*'. Nalmefene showed
an effect in relapse prevention in
randomised controlled studies (e.g.
52) not confirmed by subsequent
multi-centre trials *. Dopaminergic
drugs like tiapride and lisuride are
effective in animal models of alco-
hol dependence, but evidence of
clinical effectiveness in humans is
scanty *'. Odansetron has been in-
vestigated in combination with
naltrexone in one study suggesting
a positive effect in reduction of
craving®. Benzodiazepines also
show some evidence in reducing
relapse rate in the short and me-
dium term compared to placebo *°.
It is not conventionally used in
clinical practice because concerns
regarding addictive and sedative
properties, and street value in some
countries where it can be used as a
recreational drug.

Conclusion

Pharmacological therapies used in
alcohol dependence are beneficial
both in the acute phase of with-
drawal and rehabilitation and
should be considered for all pa-
tients. In acute withdrawal, the use
of benzodiazepines is well estab-
lished. It is the authors’ view is that
more evidence is necessary to sup-
port the use of mood stabilisers,
particularly newer compounds, in
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this area. To address compliance
issues, depot preparations of disul-
firam may be useful, but only if
newer preparations can deliver a
higher regulai dose to patients >
Also a recent study found that long
acting injectable naltrexone formu-
lations reduced heavy drinking
compared with placebo in alcohol
dependent adults®. In regards to
relapse prevention, poly-pharmacy
should be the subject of future
work, as initial research has had
promising results. Specifically,
more studies are needed to evaluate
the efficacy of combination therapy
of disulfiram with naltrexone and
acamprosate, and acamprosate with
naltrexone. Both naltrexone and
acamprosate should be prescribed
in conjunction to psychological
support as the majority of research
in this area considered it as adju-
vant treatment to a variety of psy-
chotherapeutic interventions. These
interventions seem to be of particu-
lar relevance to patients with co-
morbid conditions, like anxiety and
depression. The use of serotoniner-
gic agents and mood stabilisers
could prove beneficial in the near
future to reduce relapse rate in pa-
tients with a primary affective or
anxiety disorder. The authors be-
lieve that new research should be
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Nefazodone in combination with
psychological interventions demon-
strated to be as effective as psycho-
logical treatments alone in the short
term. However, nefazodone was
associated with an increased risk of
alcohol consumption at 12 months.
This trend towards a short term ef-
fect is mirrored in other studies
with other similar compounds like
zimelidine . The frequent finding
in alcohol dependence of significant
co-morbidity has raised the ques-
tion of whether the relapse rate in
dually diagnosed patients could be
reduced by giving additional treat-
ment for the co-morbid condition.
In a recent randomised controlled
trial, SSRIs in combination with
CBT for treatment of alcohol-
dependent patients with co-morbid
anxiety disorder, alleviated anxiety
symptoms but had no significant
effect on the outcome of alcohol
treatment programs “. Sertraline in
combination with CBT, compared
with placebo, provided only modest
benefit in terms of drinking out-
come ¥. Similar findings occurred
with fluoxetine “. The long-term
therapeutic effects of fluoxetine
plus psychotherapy on alcohol de-
pendence slowly decreased when
fluoxetine was discontinued shortly
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after the acute phase trial at 3-year
follow up “.

Based on current level knowledge,
prescribing of serotoninergic agents
cannot be recommended in clinical
practice. Several factors including
gender, extent of drinking and alco-
holic subtype have proven to alter
the treatment efficacy of the SSRIs.
With reference to the different sub-
types, it has been found in several
studies investigating the use of
various SSRI medication, that in
Type 1 alcoholics (characterised by
a later age of onset and anxious
traits) treatment was beneficial,
were as in Type 2 alcoholics (those
with an earlier age onset and impul-
sive or antisocial personality traits)
SSRI’s may be of no benefit or
worsen the outcome® “ %, The great
variability in therapeutic efficacy,
suggests that identifying variables
capable of predicting treatment re-
sponses constitutes the challenge
for further research with this type of
treatment.

Other compounds

Other compounds have been evalu-
ated in alcohol dependence includ-
ing nalmefene, and dopaminergic
drugs. Nalmefene is an opiate re-
ceptor antagonist similar to naltrex-
one but with a better side effect
profile particularly in relation to
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disorders and alcohol related sei-
zures. Data from randomized con-
trolled trials support the utilization
of carbamazepine in acute with-
drawal * and indicate superiority
compared to benzodiazepines in
preventing rebound withdrawal
symptoms. In the medium-long
term carbamazepine may be effica-
cious in reducing post-treatment
drinking, especially for those with a
kistory of multiple treated with-
drawals®*. Valproic acid (dival-
proate semisodium) as a treatment
for alcohol detoxification has also
shown efficacy not only in the acute
withdrawal phase but also in the
maintenance stage, contributing to a
reduction in the relapse rates® .
Some preliminary data also sug-
gests that lamotrigine and gabapen-
tine could be useful in alcohol de-
toxification®. Due to its pharmacol-
ogical profile, topiramate is one of
the most interesting newer anticon-
vulsants investigated in alcohol de-
pendence. It has been found to be
efficacious in alcohol detoxification
and also has theoretical potential as
preventive therapy *. Although the
evidence supporting the use of
mood stabilisers in alcohol depend-
ence is increasing, it is not possible
to draw definite conclusions about
the effectiveness and safety of anti-
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convulsants mainly because data on
outcomes are sparse and frag-
mented “. Another limitation for a
widespread use of carbamazepine
and sodium valproate in current
clinical practice is related to limited
evidence supporting their efficacy
in the treatment of more severe
forms of withdrawal, commonly
treated in specialised settings
Serotoninergic agents

The postulated inverse relationship
between serotonergic activity and
alcohol consumption has led to a
plethora of studies looking into the
use of selective serotonin reuptake
inhibitors (SSRIs) to treat patients
with pure alcohol dependence.
Fluoxetine, citalopram, and fluvox-
amine, have been tested for their
ability to reduce alcohol consump-
tion in subjects with pure alcohol
dependence and have shown incon-
sistent results with a large inter in-
dividual variability in response rate
(10 - 70%) *'. The same uncertainty
applies to the use of SSRIs as ad-
junctive treatment in alcohol de-
pendence. A recent randomized
controlled trial ** compared the effi-
cacy of a synergic combination of
nefazodone/cognitive ~ behaviour
psychotherapy (CBT) versus nefa-
zodone/group counselling, CBT/
placebo, counselling/placebo.
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limited side effects (e.g. transient
diarrhoea).

Naltrexone

Naltrexone, act as p-opioid receptor
antagonist, reducing the rewarding
effects of alcohol %. The efficacy of
naltrexone has been largely studied
in conjunction with psychological
interventions *. Naltrexone has
proven to be superior to placebo in
the outcomes of abstinence, relapse
rates, time to first drink, and num-
ber of drinking days, and improve-
ment in GGT 2 A recent review of
27 randomised controlled trials,
concluded that, in the short term,
naltrexone (50mg daily) can reduce
the chance of full alcohol relapse by
36% (NNT=7), and of returning to
drink by 13% (NNT= 12) *.
Naltrexone could also significantly
reduce alcohol intake in subjects
with features suggesting a strong
biological vulnerability ¥. In com-
parison to acamprosate, naltrexone
may be as effective ** or superior
but only as part of a treatment pro-
gramme lasting longer than 12
weeks and where the relapse but not
the return to drinking is a concern
%, Nausea and headache are the
most common adverse effects with
naltrexone * * %, Patients with
shorter period of abstinence, lighter
drinkers, of younger age and female
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are at increased risk for these ad-
verse effects *. Regular monitoring
of liver function is advisable when
naltrexone is used at doses above
50mg/day as it has been associated
with hepatotoxicity 2.

Combination strategies
Acamprosate treatment has been
combined with disulfiram in one
study which demonstrated im-
proved effectiveness compared with
acamprosate alone *'. Naltrexone
has also been studied in co-
administration with disulfiram and
has shown no particular advantage
than treatment with naltrexone
alone *. In one study acamprosate
and naltrexone in combination
halved the relapse rate in alcohol
dependant patients at 12 weeks fol-
low up in comparison to either
treatment alone *.

Non-approved compounds

Mood Stabilisers

The rationale for using anticonvul-
sants in substance-abuse patients is
based on the putative aetiological
role of kindling mechanisms in
withdrawal syndromes. Clinically,
the advantage of mood stabilisers in
the treatment of withdrawal syn-
dromes is based on their limited
potential for addiction, as well as
their recognised efficacy in the
treatment of co-morbid psychiatric
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and increased awareness may con-
tribute to reducing the risk *.
Thiamine and B vitamins

Patients suffering from alcohol de-
pendence are particularly at risk
from the dangers of vitamin defi-
ciency. There are several reasons
as to why this occurs in the alcohol
dependant patient including an im-
poverished diet, poor gastric ab-
sorption and the possible complica-
tions of liver disease which can lead
to the development of Wernicke’s
encephalopathy (WE) and Korsa-
koff’s syndrome . There is evi-
dence that administration of thia-
mine improves the symptoms and
signs of WE, specifically, opthal-
maplegia, nystagmus, confusional
state and ataxia '. Oral formula-
tions of thiamine at a dose of
200mg four times per day and vi-
tamin B strong tablet (30mg/day)
can be sufficient for individuals re-
quiring community detoxification.
In subjects with more severe de-
pendence syndrome, The Royal
College of Physicians guidelines
(UK), recommends intravenous B
complex vitamins. Pabrinex® con-
tains thiamine (B;), riboflavin (B,),
pyridoxine (Bg) and nicotinamide
and is recommended for intrave-
nous use or intra-muscular injec-
tion”. It can be administered up to
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3 times daily for the first 2 days and
then one dose per day for a further
5 days.

Acamprosate

Acamprosate is a glutaminergic N-
methyl-Daspartate receptors an-
tagonist and fy-aminobutyric acid
type A receptors agonist. The puta-
tive role of this compound is to
suppress craving in response to
learned clues '*. Animal studies also
support a neuroprotective role .
The efficacy of acamprosate has
been shown in several controlled
trials, systematic reviews and meta-
analyses in conjunction with psy-
chological interventions. Acam-
prosate is more effective compared
to placebo according to different
measures including abstinence,
days drinking, time to relapse, y-
glutamil-transpeptidase (GGT), and
treatment retention. At 3, 6 and 12
months, rates of abstinence were in
the 25 — 50% range with a NNT of
around 8-11 2, Naltrexone should
be started soon after detoxification
2 and its effect may continue 1-2
years after discontinuation *. Some
evidence supports the view that
acamprosate may be more effective
in patients with primary alcohol-
ism®. Acamprosate is available in
333 mg tablets and dosing is by
weight. It is well tolerated with
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benzodiazepines according to their
reported level of alcohol consump-
tion which is reduced over a period
of around 7 days. A symptom trig-
gered regime requires skilled moni-
toring and dose administration in
order to prevent development of
withdrawal symptoms > * °. Front
loading requires administering
20mg diazepam plus supportive
therapy every 2 hours during with-
drawal ¢. None of these methods
show any clear efficacy when com-
pared against each other > 3. The
undoubted effectiveness of a long
acting benzodiazepine has to be
balanced against the risk of compli-
cations in those patients with severe
hepatic impairment, severe physical
co-morbidity and poly-pharmacy’
and indeed against the risk of de-
pendence to the benzodiazepine it-
self 38 Side effects are generally
under-reported and an increased
awareness of their presence could
minimise adverse events °.
Disulfiram

Disulfiram blocks the action of the
enzyme aldehyde dehydrogenase.
Following the ingestion of alcohol,
acetaldehyde reaches toxic levels
causing aversive symptoms like
flushing, nausea, vomiting, head-
ache, tachycardia, and palpitations.
Large quantities of ethanol can
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cause severe reactions resulting in
hypertension, collapse and death >
Unsupervised disulfiram treatment
has limited utility in the treatment
of alcoholism because of reduced
adherence to treatment '*'* and is no
better than basic support >. If super-
vised and as part of a comprehen-
sive treatment program, oral Disul-
firam, may be of utility in reducing
relapse rate in the short term '> "
and in the long term (> 50% at 9
year follow up) '*. Evidence for the
prescription of disulfiram implants
is lacking and hence there is no jus-
tification for their use . Ideally,
disulfiram should be prescribed at
least 24 hours following alcohol
intake and the dose titrated up * or
down’ according to response in case
of alcohol consumption. The practi-
tioner should give the patient
enough to cause a reaction if they
were to drink ethanol but not too
much as to increase the risk of tox-
icity . Drowsiness, of short dura-
tion, is the only side effect de-
scribed in the literature and can be
minimised by prescribing in the
evening. Fatal hepatotoxicity is a
rare but serious adverse reaction
estimated to occur in 1 per 25 000.
Monitoring liver function especially
in the early months of treatment,
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Several recently developed drug
treatments show promise in the al-
coholism field. This review primar-
ily focuses on pharmacological in-
terventions for alcohol dependence.

Methods

A comprehensive search from a
range of electronic databases in-
cluding Medline, Pub Med, Psych
INFO, and the Cochrane library
was conducted identifying evidence
published up to February 2006 to
identify controlled trials, systematic
reviews, and guidelines that evalu-
ated the use of pharmacological in-
terventions in the treatment of alco-
hol dependence. Key words used
included carbamazepine, valproic
acid, topiramate, mood stabilizers,
benzodiazepine, disulfiram, acam-
prosate, naltrexone, vitamins, etha-
nol, alcohol, alcoholism, alcohol
withdrawal syndromes, and alcohol
dependence. The search was also
complemented by manual search of
bibliographic cross-referencing.

Results

Several compounds were identified
in the treatment of alcohol depend-
ence. Identified drugs, currently
approved in the US and in the
majority of European Countries,
were benzodiazepines, disulfiram,
acamprosate, and naltrexone. Drugs

53

prosate, and naltrexone. Drugs act-
ing on dopaminergic and serotoner-
gic mechanisms, mood stabilizers/
anticonvulsants have been studied
in clinical trials but are not in gen-
eral use for the treatment of alcohol
dependence (non approved com-
pounds in this review). The infor-
mation is divided into the catego-
ries above for ease of explanation.
Approved compounds
Benzodiazepines

Benzodiazepines are used exten-
sively for the treatment of alcohol
withdrawal. GABA, receptors are
the binding site for this compound
with the effect of enhancing Y-
amino butyric acid (GABA) within
the central nervous system. GABA
acts as an inhibitory neurotransmit-
ter and is implicated in multiple as-
pects of alcohol intoxication, de-
pendency and withdrawal. Benzo-
diazepines have been found to be
beneficial in reducing the severity
of alcohol withdrawal symptoms *°.
Also, with regards to seizure pro-
phylaxis, benzodiazepines show a
clear benefit above placebo. Ben-
zodiazepines can be prescribed in
several different ways including a
fixed regime, symptom triggered
therapy or a ‘front loading’ regime?.
In the case of a fixed regime
patients are prescribed a set dosage
of benzodiazepines according to
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Abstract
Objective: To review current pharmacological treatments for alcohol de-
pendence.
Method:
A comprehensive search from a range of electronic databases was con-
ducted to identify controlled trials, systematic reviews, and guidelines that
evaluated the use of pharmacological interventions in the treatment of alco-
hol dependence.
Result:
Several compounds were identified and evaluated in the review that are
well established in the treatment of alcohol dependence including: benzo-
diazepines, disulfiram, thiamine , acamprosate and naltrexone. Less rou-
tinely used compounds such as mood stabilisers, serotoninergic agents and
other compounds with growing evidence of efficacy in the alcohol depend-
ence have also been reviewed.
Conclusion:
There are well established pharmacological treatments for alcohol depend-
ence in the acute withdrawal phase. However for relapse prevention, a few
compounds have been developed with growing evidence of efficacy. Fur-
ther research is needed to evaluate combination strategies of this com-
pound.
Keyword: Alcohol dependence, addiction, pharmacotherapy.

Introduction

Alcohol dependence is a prevalent edly efficacious in the treatment of
disorder worldwide with consider- alcohol withdrawal. In relapse pre-
able costs to society in terms of vention the current approach is
medical, psychological and social rather holistic in nature including
care'. Pharmacological interven- pharmacological as well as psycho-
tions for alcoholism are undoubt- logical interventions.
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that type. The sample size may also
be a small one. Other problems like
selection bias should also be con-
sidered before any conclusion is
made. These defects, however, do
not take away its value as a pioneer
project that indicates a possible
value in treatment of one of the re-
fractory disorders in childhood and

adolescence. Tiagabine is seem

ingly useful as an adjunct drug. It is
approved as such in treatment of
seizure disorders, and it was used in
this study in an augmenting strategy
to treat refractory anxiety compli-
cated by aggressive behavior and
stereotypic movement disorder. A
positive study of this type should
call for more definitive work like a
double blind placebo controlled

studies.
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and mood. He used to be tied down
to a multi dosing, and multi types of
medications. We had tow treat-
ments failures. ZS was an epileptic
and severely autistic. He developed
seizure which was interpreted by
parents as caused by Tiagabine. He
therefore had to stop the drug early
in the trial. JG did not respond at all
to 8 mg, and his aggressive behav-
ior continued, his parents were not
willing to continue the trial.

At the start of this study, no enough
data were available for the dose
range of Tiagabine in treatment of
anxiety disorder. Tiagabine dosing,
therefore was deducted from the
doses used for seizure disorders.
Doses used in Crane’s and Lara’s
studies were less than 12mg, sug-
gesting that dosing for anxiety dis-
orders are significantly less than
those for seizure disorders. All sub-
jects had dosed titrated from 2 to
4mg with 4mg increment every
week. Doses over 12 mg, for JR
were dose of 24mg reflect a desire
on the part of the clinician to gain
more of the desired response hop-
ing that higher doses will give a
better response. This has not hap-
pened with JR, however his condi-
tion was rated as ‘improved” which
would be interpreted as that dose of
24mg did not achieve a higher level
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of improvement. The same may ap-
ply to TC. The patient FD however
was kept on 12mg for about three
weeks with partial response, in-
creasing the dose to 16mg was tried
to make more significant changes.
The evaluator rated that response as
“much improved,” in that particular
subject, unlike Lara’s and Crane’s
studies, a dose higher than 12 mg
was found to be necessary.

Adverse side effects were rarely
noticed. No patient has reported any
transient side effect. Law starting
dose and slaw titration are possible
explanation. Significantly lower
doses than identified FDA approved
dosing for seizure disorders, may be
another important reason. We had
to discontinue the drug on two pa-
tients. ZS had a grand mal seizure,
which was not documented to be
Tiagabine related. JH however,
developed a petite mal status which
was documented by classic con-
tinuous run of three per second
spike and waves. She had a nega-
tive (normal) EEG prior to the start
of Tiagabine and a negative EEG
after the discontinuation of the
drug.

Conclusion
This is an open label study, suffers
from all shortcomings of studies of
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ety. That behavior was present in
four of our patients. Self-soothing
behavior not associated with inward
or outward aggression was present
in only one patient. Again this
would reflect the referral practice,
which unfortunately gives less than
adequate attention to childhood
anxiety symptoms if not linked to
violence... Much like many other
studies, our sample shows signifi-
cant co morbidity and coexistence
of other major symptoms such as
psychosis. The co morbidity with
affective Disorders, Attention Defi-
cit Hyper Activity Disorder, Obses-
sive Compulsive Disorders, and
Generalized Anxiety Disorder with
tension has been well established in
the literature .

Table II gives an over view of the
pharmacological treatment aspect
of this study. Under column 1, there
is a list of the medications our pa-
tients were on prior to starting Ti-
agabine. This list however does not
reflect previous efforts and medica-
tions trials that our patients have
received. Also it does not show the
dosage they were on. We elected
not to include that to simplify the
study and to focus on the main goat
of this trial. Since those patients
were identified as having failed
previous trials, many of them were
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on different combinations of drugs
and on the higher side of dosage.
This column demonstrates the effort
in treating aggressive behavior in
adolescence. Treatment of violent
behavior has proved to be complex
and would include a strategic poly
pharmacy. Many drugs were used
including SSRIs, Mood stabilizers,
Anti Psychotics, and Beta blockers.
Anxiolytic groups such as benzodi-
azepines were proved to be less re-
liable (Masters KJ, Bellonci C,
Bernet W, “Practice Parameters for
the preventions and management of
aggressive behavior in child and
adolescent psychiatric institutions,
with special reference to seclusion
and restraint” * the possible addi-
tion of Tiagabine to our armamen-
tarium of treatment of aggression
points to the pioneering value of
this study.

The outcome results of the sample
are most encouraging. The majority
of our kids responded very favora-
bly. SB for example was able to
stay in her class and to first time
comprehends teacher instructions.
She was hardly able to be away
from time our room. RP has to the
first time been free from constant
fights in class and threats of being
sent to a special school. LK has
made a turn around in his behavior
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Tiagabine at the end of the study
was 10.5 Mg. Clinical Global im-
pression scale was use to evaluate
clinical outcome. There was a fail-
ure in achieving any satisfactory
out come in two cases. Four pa-
tients were rated as improved, and
eight were rated as much improved.
There was one incidence of severe
adverse eaction thought to be di-
rectly related to the drug in question
with patient JH. She developed a
petite mal status epilepticus. Tiaga-
bine was discontinued immediately
and patient was put on topamax.
After few weeks she was put off
topamax without the recurrence of
seizure. JH, however, has initially
responded favorable to Tiagabine.

Discussion

The sample taken was totally at
random as every patient seen who
caries the diagnostic criteria, who
suffered from persistent target
symptoms, were admitted in the
study. There are an equal number of
females as of males. An unexpected
ratio in a supposedly random sam-
ple of a disorder known to be so
much more prevalent in males. The
fact that a target symptom of vio-
lent behavior is a condition of in-
clusion made more female inters
the study. There is a well identified
observation that rate of violence,
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although much more common in
males in the general population, it
is a bout equal between the sexes in
mentally disturbed population,
however Adjusting violence rates
by population base rates shows
demographics including ethnicity
and gender to be a better predictor
of violent behavior than psychiatric
diagnosis " Diagnostic subtypes of
Pervasive Development Disorder as
distributed in the sample is only a
reflection of the type of the clinical
practice the authors have. They
happened not to run any specific
program for PDD children. They
practice general child psychiatry
representing an average practice of
the sort. 12 out of the 14 were re-
ferred because of aggressive and
violent behavior. The presence of
violent behavior in children with
PDD is not an uncommon symptom
associated with PDD. Violence
however, is understandably is over
represented in a treatment sample.
Self-mutilation, and head banking,
could be classified as inwardly di-
rected aggression, but they are usu-
ally associated with other stereo-
typic behavior as rocking and hand
flapping. Many have viewed them
as self-stimulating behavior, but we
can think of them as self-soothing
behavior to ameliorate intense anxi-
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Results

This prospective open study in-
cluded 14 juvenile age patients.
Age ranges between five and 17
with a mean age of 11-5. Seven of
the subjects are males and seven
females. All have met the diagnos-
tic criteria of Pervasive Develop-
mental Disorders. Of those two
were diagnosed as Autistic Disor-
der, four met the Diagnostic criteria
of Asperger’s Disorder, and eight
were diagnosed as Pervasive Disor-
der of Not Otherwise Specified.
Each of those individual patients
was identified to have the target
symptoms identified. Anxiety was
presumed to be present in every pa-
tient who has the target symptoms.
The target symptoms chosen reflect
that there are no specific pharma-
cological treatments for the social
and communicative core symptoms
of the disorders. Those symptoms
are also known to be particularly
disturbing, making strong founda-
tion for hospitalization. They also
carry a higher level of objectivity,
and reliability of reporting the se-
verity of those symptoms. Assaults
and aggression against others was
the most common target symptom,
was present in 12 patients. Self mu-
tilation or abuse was present in
three patients, while stereotypic
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movements were found in three pa-
tients. Many have met other dis-
orders diagnostic criteria as well.
Complex co morbidity is the rule
rather than the exception. In this
sample. Bipolar Disorder was pre-
sent in five patients Psychosis was
present in four patients, ADHD in
four, OCD in three. Epilepsy,
Mental Retardation, and Depression
were each present in one patient.
Those findings are illustrated in
Table 1.

Table II, demonstrates the medica-
tions patient were on prior to the
start of Tiagabine. The second col-
umn lists medication patients were
on at the end of the study period.
Tiagabine was used mainly as an
adjunct treatment strategy. It was
added as target symptoms have per-
sisted in face of ongoing treatment.
All but in five instances the medica-
tion load was decreased after start-
ing Tiagabine. The dose of Tiaga-
bine was titrated up from 2 or 4 mg.
Those older than 12 years were
started on 4mg, younger than that
were started on 2mg. Dose was in-
creased on weekly bases for those
who were treated as an out patient,
while it was increased on a faster
rate for hospitalized kids, based on
individual tolerance. Mean dose of
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Carbamezapine
Resperidone.
Qutiapine.

JR | Carbamezapine | Carbamezapine 24 Much improved
Fluvoxamine Fluvoxamine

ZS | Anticonvulsants | Anticonvulsants | 2 not improved

JH | Qutiapine Qutiapine. 12 Much improved

Citolopram

GH | Resperidone Resperidone 8 Much improved
Valproax Valproax

JG | Qutiapine Qutiapine 8 Not Improved
Valproax Valproax

JH | Qutiapine Qutiapine’ 12 Improved
Carbamezapine.
Klonazepam

MK | Qutiapine Sertraline 12 Improved
Klonipine
Sertraline

SB | Stimulants Stimulants 8 Much Improved.
Olanzapine Olanzapine
Fluaxitine

DM | Olanzapine. Olanzapine 8 Improved
Paroxitine Paroxitine

LK | Klonipine. Stimulants 8 Much Improved
Qutiapine. Peroxitine
Stimulant.
Peroxatine

RP | Resperidone. Peroxitine 8 Much Improved
Peroxitine Valproax
Valproax
Beta Blocker

FD | Olanzapine Olanzapine 16 Much Improved.
Klonipine Topamax
Stimulant
Cogentine
Peroxitine
Topamax
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response. Tiagabine was used as an  tions were decreased or eliminated
adjunct drug in this trial. Some- all together, as more satisfactory

times dosage of primary medica results were obtained after the addi-
tion of Tiagabine.
Table I
mame | age [sex | Target Symptoms Diagnosis Other major
Symp-
toms/Dis.
|DS |5 F | Self mutilation. Out- | Pervasive Dev. Dis.
ward .Aggression. NOS
TC [S | M | Outward Aggression | Autistic Dis. MR. ADHD
JR |16 | M | Outward Aggression | Asperger’s Dis. OCD
ZS |8 M | Head banging. | Autistic Dis. Epilepsy
Stereotypy, flapping.
Outward  Aggres-
sion.
JH |17 |F | Head banging. Out- | Asperger’s Dis OCD
' ward Aggression
GH |9 F | Outward Aggression | Asperger’s Dis.
JG |12 [ M [ Outward Aggression | Asperger’s Dis.
JH |14 | F | Outward Aggression | PDD.NOS Psychosis
MK | 14 | F | Stereotypy, rocking | PDD.NOS Depression
SB |8 F | Outward Aggression | PDD.NOS Psychosis
DM | 12 | M | Outward Aggression | PDD.NOS Psychosis
LK |13 [ M | Outward Aggression | PDD.NOS ADHD
RP | 14 | M | Outward Aggression | PDD.NOS Bipolar Dis.
FD |14 | F | Outward Aggression | PDD.NOS. Psychosis
Table I1
name | Previous med. | End med. + Ti- | Tiagabine | Outcome
Tried agabine end dose | CGI Scale
DS | Stimulants. Resperidone 16 Much improved
Resperidone. Valproax
Qutiapine. Val-
proax
TC | Stimulants. Stimulants 16 Improved
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in an open trial that Tiagabine has
advantage over other GABAergic
agents in the treatment of Post
Traumatic Stress Disorder °. There
are few controlled studies of medi-
cations for Pervasive Developmen-
tal Disorder spectrum. To date
there are no pharmacological agents
with US Food and Drug Admini-
stration-approved labeling specifi-
cally designated for the treatment of
PDD spectra? There are some diffi-
culties unique to the study of PPD,
including the need to identify spe-
cific target interfere with the ability
to find significant differences be-
tween groups °. Many of the phar-
macological strategies for the
treatment PPD spectrum have been
extrapolated from adult studies and
of related conditions, including at-
tention deficit disorder, and obses-
sive compulsive disorder. For ex-
ample SSRI were tried when insis-
tence on routines or rituals are pre-
sent. They were also used in anxi-
ety and depression ".

In this paper we are addressing
anxiety as a distressing symptom of
PPD. We are assuming that sever
anxiety is responsible at least in
part for certain PPD associated be-
haviors those include: aggressive
behavior, rocking and other stereo-
typic behavior, self-abusing behav-
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ior, and or other sever disruptive
behavior. For that reason Tiagabine
was chosen as an anti anxiety agent
to help treat these clinical traits.

Method

This is a prospective open study of
a randomly selected group of chil-
dren and adolescents with Pervasive
Developmental Disorder. Clinical
and genetic studies support expan-
sion of the concept of Autism to
include a broader spectrum of so-
cial communication handicaps.
Thus many of our subjects were in
the category of Pervasive Devel-
opment Disorder, Not Otherwise
Specified 2. They all have failed
more than one trial of pharmaco-
therapy and receive more than one
drug for treatment of their anxiety.
To inter the study they should have
one or more of the following mani-
festation of anxiety:

1- Aggressive behavior, including
self-injurious behavior.

2- Self-soothing behavior like rock-
ing and other stereotypic behavior.
The trial included the addition of
free dosing strategy of Tiagabine.
Starting dose could be 2 or 4mg.
Maximum dose did not exceed
16mg. Follow up period was mini-
mal of 6 weeks. Clinical Global
Impression Scale was used to assess



Chaleby K, Zawawi A.

GABA-A, GABA-B, and GABA-
C.! GABA-A receptors are primar-
ily ligand gated Chloride channels
receptors. They mediate fast inhibi-
tory synaptic transmission by pro-
moting Chloride ions influx inside
the cell, creating a state of hyperpo-
lazation of the cell membrane. They
regulate neuronal excitability,
which involves control of seizure
and rapid changes in mood and
anxiety. GABA-A receptors are dis-
tributed throughout the brain, where
major subunits of those are ones
targeted by, Benzodiazepines, bar-
biturates and ethanol. GABA-B is
metabotropic receptors. They cou-
ple to Calcium and Potassium ions
channels via G proteins, producing
a slower regulation in sensitivity.
They are may prove to be important
in memory, mood, pain modulation
and anxiety > GABA-C on the other
hand are much like BABA-A, are
chloride channels ligand-gated re-
ceptors. They are not targeted by
Benzodiazepines, and their physio-
logical role is not clear at present’.
Unlike Benzodiazepines, Tiagabine
does not act directly or indirectly on
GABA receptors. It selectively in-
hibit Gat-1 transporter of GABA,
and therefore blocks considerable
amount of GABA synaptic reup-
take* Tiagabine is the only available
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GABA Reuptake inhibitor clini-
cally available. It is currently ap-
proved for adjunctive control of
seizure disorder. Trial to test Tiaga-
bine as an add-on for treatment re-
fractory patients with bipolar disor-
der demonstrated limited efficacy
with the majority of patients show-
ing no change or worsening of
clinical symptoms®. It however has
been increasingly reported to have a
specific anti  anxiety effect.
Schwartz reported a sample of five
patients with treatment resistant
Generalized Anxiety Disorder, who
have favorably responded to Tiaga-
bine (up to 8 mg bid) after proving
unresponsive to a variety of medi-
cations * Crane of New York Uni-
versity has run an open study on
Tiagabine, and has concluded that it
might be an effective treatment of
anxiety in patients who are partially
or completely refractory to conven-
tional pharmacotherapy’ Malcolm
presented case series demonstrating
a positive effect of Tiagabine in
treatment of substance abuse espe-
cially Benzodiazepine and Ethanol
abuse® Lara of Woodside California
has made the point that line of evi-
dence-implicated dysregulation of
GABA in many anxiety spectrum
disorders, including Post Traumatic
Stress Disorders. He demonstrated
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GABA Reuptake Inhibitor, Tiagabine in treatment of some
anxiety symptoms of Pervasive Developmental Disorder
Chaleby K., Zawawi A.
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Abstract

GABA plays a vital role in many functions and present in 6-70 % of all
synapses within CNS. GABA binds to three major receptor types: GABA-
A, GABA-B, and GABA-C. GABA-A receptors are primarily ligand gated
Chloride channels receptors. Unlike Benzodiazepines, Tiagabine does not
act directly or indirectly on GABA receptors. It selectively inhibit Gat-1
transporter of GABA, Tiagabine is the only available GABA Reuptake in-
hibitor clinically available. This is a prospective open study of a randomly
selected group of children and adolescents with Pervasive Developmental
Disorder. This is an open label study, suffers from all shortcomings of stud-
ies of that type. The sample size may also be a small one. Other problems
like selection bias should also be considered before any conclusion is made.
These defects, however, do not take away its value as a pioneer project that
indicates a possible value in treatment of one of the refractory disorders in
childhood and adolescence. Tiagabine is seemingly useful as an adjunct
drug. It is approved as such in treatment of seizure disorders, and it was
used in this study in an augmenting strategy to treat refractory anxiety
complicated by aggressive behavior and stereotypic movement disorder. A
positive study of this type should call for more definitive work like a dou-
ble blind placebo controlled studies.

Introduction

Gama amino butyric acid (GABA) uted in all brain regions and spinal
is the most important inhibitory cord. It plays a vital role in many
neurotransmitter in the central functions and present in 6-70 % of
nervous system. It is found in high all synapses within CNS. GABA
concentrations and widely distrib- binds to three major receptor types:
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survivors had long hospital stays
and suffered severe disfigurement '°.
The poor outcome from DSB could
be improved by well-coordinated
multidisciplinary patient manage-
ment with early psychiatric team
involvement .

Seventy-eight percent of subjects
with DSB were given psychiatric
diagnoses and the most common
diagnosis was adjustment disorder.
The data illustrated that marital dis-
harmony represents the main pre-
cipitating factor of DSB. Twenty-
two percent of subjects were found
with social, familial or marital
problems; some women may resort
to self-immolation as a method of
expressing their anger and dissatis-
faction at their current social state.
This highlights the need for taking
preventative  measures, which
should be focused on family struc-
ture, particularly in relation to mar-
riage.

One limitation of this paper is that
it did not look into relevant so-

ciocultural factors, such as religious
background, socioeconomic stan-
dards and educational levels of
DSB cases in comparison to other
burn cases.

Recommendation:

On the basis of this study I recom-
mend that patients with an abnor-
mal psychological profile -
including suicidal ideation- be ade-
quately monitored and regularly
followed by appropriate mental
health professionals.

Burn care professionals should be
familiar with deliberate self-burn
patients who constitute a consider-
able proportion of major burns and
require constant psychiatric support
by multidisciplinary team in addi-
tion to burn care.

It is hoped that an awareness of the
phenomena of deliberate self-
burning will prevent these injuries
in the future.
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Table 2. Psychiatric diagnosis of patients with deliberate self-burning

Psychiatric Diagnosis No.of Pts. | %
Adjustment disorder 16 44.4%
Major depressive disorder 6 16.7%
Schizophrenia 3 8.3%
Personality disorder 2 5.6%
Alcohol and/or drug abuse 1 2.8%
No mental illness (social, family or marital | 8 22.2%
problems)
Total 36 (100%)
Discussion
This paper studied the psychosocial Middle East and Indian sub-

characteristics and clinical patterns
of a group of patients treated in
Burn Unit following deliberate self-
burning. The sample studied does
not reflect DSB in Jordan as most
cases were referred from different
part of the country and DSB in our
country may more likely go unre-
ported as the patient and family
deny the act and claim the incident
of burn as an accident to avoid so-
cial stigma and legal problems. In
this study, 87% of cases were
women, and most of them were
married and between 20 and 30
years of age. The preponderance of
women in the present sample is
consistent with a typical pattern in
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continent *'* ",

An estimated 40-50% of people
who commit DSB are thought to
have made previous attempts .
Forty-eight percent of the sample
from the present study had previous
DSB.

The most common method of DSB
in this study was to pour kerosene
over themselves and set light to it.
The median extent of burn was 60%
of total body surface area (TBSA),
with the top of the body mainly af-
fected. The mortality rate is 79%
and is similar to other Asian coun-
tl‘leS 7.910, ll'

Mortality in DSB was higher than
that of accidental burns and the
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8.3% (n=3) were 40-50 years and
19.4% (n=7) were above 50 years.
The average age for both males and

females with DSB was 30 years
(Table 1).

Table 1 Age and sex distribution of patients with deliberate self-

burning
st e . . Total
Age Distribution | No. Patients | No. Patients
(year) Male Female No. %
Patients
<20 0 3 3 8.3%
20-30 3 15 18 50%
30-40 0 5 5 14%
40-50 0 3 3 8.3%
>50 2 5 7 19.4%
Total 5 31 36 100%

The most common method used for
DSB was to pour kerosene over
themselves and set light to it (n
=28, 78%), the other eight (22%)
used domestic gas to cause an ex-
plosion, 48% of the cases (n=15)
had previously attempted DSB.

The median Total Body Surface
Area (TBSA) burmnt was 60%, and
the mortality rate was 79%.

Among the 36 cases of DSB 78%
(n=28) were given psychiatric di-

agnoses, and 22% percent (n=38§)
were found with no mental illness
but having social, family or marital
problems. The most common diag-
nosis made was adjustment disorder
44.4% (n=16), the second most
common diagnosis 16.7% (n=6)
with major depressive disorder, but
83% (n=3) had schizophrenia,
5.6% (n=2) had personality disorder
and 2.8% had alcohol and/or drug
abuse (Table 2).
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Self-immolation among young
Muslim women in parts of the Mid-
dle East and Central Asia is increas-
ingly becoming a cause of death
and disability and very little is
known about this phenomenon *.
Male victims generally predomi-
nated in Western countries, and fe-
males in the Middle East and the
Indian sub-continent .

In Jordan self-inflicted burning by
kerosene is a common, traditional
and dramatic way of attempting
suicide by females ¢ and 13.5 per-
cent of suicidal deaths were due to
fire burns and scalds ’.

DSH in developing countries may
more likely go unreported and
many victims never reach medical
attention, being construed as acci-
dents to avoid social stigma.

This paper studied the psychosocial
characteristics and clinical patterns
of a group of patients admitted with
deliberate self- burning to the Burn
Unit in King Hussein Medical Cen-
tre in Jordan.

Methods

Throughout a 5-year period from
January 2000 to December 2004, 36
patients with deliberate self- burn-
ing (DSB) out of 882 patients ad-
mitted to the Burn Unit of the
Royal Jordanian Rehabilitation
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Center, King Hussein Medical Cen-
ter, Jordan, were assessed by the
liaison psychiatrist. The exclusion
criteria included accidental burns.
The liaison psychiatrist interviewed
each patient individually using a
semi-structured interview that in-
cluded the demographic character-
istics, precipitating factors, methods
used for DSB, total body surface
area (TBSA) burnt, and outcome.
Psychiatric diagnoses were as-
signed according to the Diagnostic
and Statistical Manual of Mental
Disorders (DSM-1V)?,

RESULTS

This study showed that DSB repre-
sents 4% (n= 36) of the total ad-
missions (n=882) to burn Unit over
the same period and is more com-
mon among females (87%, n=31)
than males (13%, n=5) with a sex
ratio F:M of 6:1. Sixty-one percent
(n=19) of the female were married,
19.5% (n=6) were divorced, 13%
(n=4) were engaged and the other
6.5% (n=2) were single. All men
(n=5) were married.

The data was reviewed by age of
the patient with the results summa-
rized by decade. Three cases (8.3%)
with DSB were below 20 years of
age, 50% (n=18) were 20-30 years,
14% (n=5) were 30 to 40 years,
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Abstract
This paper studied the psychosocial characteristics and clinical patterns of
36 patients with deliberate self- burning out of a total of 882 patients admit-
ted to the Burn Unit of the Royal Jordanian Rehabilitation Center, King
Hussein Medical Center, Jordan, over a 5-year period from January 2000 to
December 2004.
Deliberate self- burning (DSB) represents 4% of all admissions and is more
common among females (n=3I) than males (n=5) with sex ratio F:M of
6:1. Half of the cases were between 20 and 30 years of age with the mean
age of 30 years, all males and the majority of females (61%) were married.
The mortality rate was 79% and the median Total Body Surface Area
(TBSA) burnt was 60%. Forty-eight percent of patients (n=15) had previ-
ous deliberate self-burn (DSB).
Seventy-eight percent of subjects had a psychiatric diagnosis, of which the
most common diagnosis made was adjustment disorder (44%), while the
other 22% were found with social, familial or marital problems. Recom-
mendations were made for some preventive measures.

Introduction

Deliberate self-harm (DSH) is de- Deliberate self-burns (DSB) have
fined as an act in which an individ- been considered a serious mental
ual deliberately initiates a non- health problem throughout the
habitual behaviour that, without the  world and especially in economi-
intervention from others, may cause  cally developing countries®. Suicide
lasting self-harm'. The reasons why by burning, although generally un-
people engage in DSH tend to be common in England and Wales, is
complex and multiple. common in South Asian women’.
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Table (4): Trans-cultural comparisons between different countries
regarding PTSD reactions:

Country % of PTSD reactions among children

1. Israel 22

2.Lebanon 27

3. Palestine 44 |
3. Cambodia 47

4, Central America 52

5. Yemen 68

6. Kuwait 70

8. Iraq 80

7.Bosnia 93.8

Dr. Muhammed Hezam Almagrami

MSc, MD

Assistant Professor of Psychiatry,
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6.Do you 305% 8.3 % |41.2 %|27.2 %|19.7% |531 % | 7.08 | .03
stay away | (n=69) [(n=64) [(n=93)((n=58)((n=42) |(n=113)

from re- rJ

mainders o

it (e.g.:

places or

situations)

7.Doyou |377% (17.5% |44.8 %|33.5 %{172% (49.3 % | .98 .61
tynotto | (n=84) |(n=39)|(n=100((n=70)|(n=36) [(n=103)

think about

it?

8. Dopic- |44.0% (19.0% |37.0 %|41.3 %|244% | 343 % | 1.79 | .41
Fures aPOUt (n=95) kn=41) (n=80)(n=83) (n=49) | (n=69)

it pop into

your mind?

9.Doother | 343 % (17.6 % (48.1 %|34.0 %|23.5% | 425 % |2.51 | .29
things keep| (n=74) [n=38) |(n=104{ (n=68) |(n=47) | (n=85)

making you

think about

it?

10. Doyou | 37.7% |17.5 %44.8 % 33.5 % (17.2 % 9.3 % 98 .61 1
rynotto | (n=84) |(n=39)(n=100(n=70) (n=36) (n=103)

think

about it?

11.Doyou | 498 % 183 % 31.9 % 493 % | 204 % | 30.3 % | .35 .84
geteasily | (n=117) (n=43) (n=75) (n=104) (n=43) | (n=64)

irritable?

12. Are you | 46.6 % (16.6 % 6.8 % 469 % | 17.4 % | 35.7 % | .07 .96
alert and (n=104) (n=37) (n=82) (n=97) | (n=36) | (n=74)

watchful

even when

there is no

obvious

need to be?

13.Doyou | 532 % (13.4 % B3.3 % 56.6 % | 149 % | 285 % | 1.29 | .53
have sleep | (n=123) (n=31) (n=77) (n=125)| (n=33) | (n=63)

problems?

31



MH.

Almagrami

Table (3) Post traumatic Stress reactions according to the Impact of
Events Scale-13:

Items

Marran

Hydan

Chi
uare

P
alue

Not
true

True to
some
extent

True

Not
true

True to
some
extent

True

1. Do you
think about
iteven
when you
don’t mean
to?

42.4 %
(n=98)

19.5 %
(n=45)

317 %
(n=87)

36.6 %
(n=78)

20.7 %
(n=44)

42.7 %
(n=91)

2.65

45

2. Do you
try to re-
move it
from your
memory?

5.1 %
(n=56)

19.7 %
(n=44)

55.2%
(n=123

19.2 %
(n=41)

220 %
(n=47)

58.9 %
(n=126)

227

32

3. Do you
have diffi-
culties pay-
ing atten-
tion or con-
centrating?

412 %
(n=94)

17.1 %
(n=39)

41.7 %
(n=95)

45.9 %
(n=94)

22.4 %
(n=46)

31.7 %
(n=65)

4.99

.08

4. Do you
have waves
of strong
feelings
about it?

512 %
(n=116)

18.3 %
(n=41)

29.9 %
(n=67)

50.0 %
(n=104)

22.1%
(n=46)

279 %
(n=58)

.99

61

5. Do you
startle more
easily or
feel more
nervous
than you
did before
it hap-

ned?

47.3 %
(n=105)

16.2 %
(n=36)

36.5 %
(n=81)

47.5 %
(n=97)

19.6 %
(n=40)

32.8 %
(n=67)

1.09

58
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dead bodies

4. Witnessing {222% |77.8% | 13.1 % 86.9 % 5.75 =.02
of killingto | (n=48) | (n=168) | (n=25) (n=1660

relatives or

others

5.Witnessing | 67.1% |329% | 484 % 51.6 % 1447 | <.001
or exposure to | (n=143) | (n=70) | (n=92) (n=98)

shooting,

bombardment,

6. You are 120% (88.0% |32 % 96.8 % 1058 | =.001
exposed di- (n=25) | (n=184) | (n=6) (n=182)

rectly to injury

or wounding

7. You are 61.7% |383% |32.8% 67.25 32.34 | <.001
exposed di- n=127)| (n=79) | (n=60) (n=123)

rectly to life

threatening

situations

8. Exposure to| 65.7% | 343 % |9.7% 90.3 % 33.12 | <.001
displacement [ (n=136) | (n=71) | (n=18) (n=168)

9.Direct 11.2% | 88.8% |26 % 97.4% 11.22 |=.001
involvement in| (n=24) | (n=190) [ (n=5) (n=186)

fighting

10. Discom- | 255% | 74.5% | 20.5 % 79.5 % 2.38 =31
fort in seeing | (n=55) | (n=161) | (n=39) (n=151)

soldiers

11.Killingof |265% |735% |10 % 99.0 % 5400 | <001
family mem- | (n=57) | (n=158) | (n=2) (n=189)

ber

12.Disappeara| 27.3% | 72.7% |52 % 94.8 % 3535 [<.001
nce of family | (n=59) | (n=157) | (n=10) (n=182)

member

13.imprisonem({384 % |61 .6 %| 2.6 % 61.6 % 78.19 | <.001
ent of family |(n=84) | (n=135)| (n=5) (n=187)

member
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10) Yale W. Emmanuel Miller lec-
ture from programs to "Ethnic
Cleansing”:  Meeting the
needs of war affected children.
J. of Child Psycho.l and Psy-
chiat.2000, Vol (41), No. 6,
695-702.

Almaqrami

11) Murthy RS and Lakshaminary-
ana R. Mental Health conse-
quences of war: a brief review
of research findings.Journal
of the World Psychiatric As-
sociation 2006, vol. 5,No. (1),
25-30.

Table (1): Comparison between the high and low risk areas
Regarding the means of exposure to traumatic experiences

Area Number Mean of traumatic | Standard devia-
experiences tion

High risk (Mar- | 222 3.68 1.73

ran) area

Low risk (Hy- | 193 1.76 1.79

dan) area

T-test = 8.68, p = 0.001

Table (2). The differences between Marran and Hydan regarding to

the type of traumatic events experienced by school children:

Traumatic Marran Hydan Chi P
events % (n) % (n) square | value
exposed | Not ex- | exposed | Not
posed exposed
1.Witnessing (31.2% |68.8% | 183 % 71.7 % 9.92 =.007
of injury to (n=67) | (n=148) | (n=35) (n=156)
relatives or
others
2. Witnessing |27.8% |722% [13.1% 86.9 % 1432 | =.001
of beating or |(n=59) | (n=152)| (n=25) (n=166)
humiliation to
relatives or
others
3.Hearing 509% |49.1% |37.5% 62.5 % 7.39 =.007
shouting for |(n=109) | (n=105) | (n=72) (n=120)
help, smelling
or touching of
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areas other than Hydan district.
This will help in more under-
standing and raise awareness
about the extent and effects of
violence on children in Yemen.

b. Risk factors affecting psycho-

social responses of children to
conflict and cultural mecha-
nisms controlling their coping
and resilience.

c. Role of children and the rea-

2)

sons for direct involvement of
children in armed conflict.
Recommendations for capacity
building:

Building the capacity of the
community, organizations,
families, women and children to
overcome the devastating ef-
fects of armed conflict require
the following™.

a.Development of guides and

manuals appropriate to all sec-
tors of the community including

b.Establishment of

3)

1.

children taking in consideration
the religious and cultural back-
ground.

training
courses to the all staff of public
and non-public services such as
teachers, health workers, reli-
gious leaders, military and secu-
rity officers in addition to the
staff of NGOs including af-
fected children, women and
families.
Recommendations
cacy:
Considerable efforts should be
made to engage the government
and community including
schools, mosques, clubs, etc
about the following matters;
Acknowledgement and consid-
eration of children’s rights
Adverse Consequences of chil-
dren involvement in armed con-
flict.

for advo-

toadladl
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insurgents did consider soldiers of
the Yemeni government as unbe-
lievers and enemies of God. They
only fight, as they said, on behalf of
America and Israel. So, they may
think that expression of PTSD reac-
tions is against their faith and loy-
alty. Studies are consistent in show-
ing the value of religious and cul-
tural values in minimizing the ad-
verse effects of war-related trau-
mas'" Another explanation could
be attributed to the high social and
tribal support that is provided to the
affected families and children (this
observation was seen clearly by the
research workers). Strong family
ties and support has been found to
ameliorate the adverse effects of
armed conflict traumas'. Further
researches would be needed to pro-
vide more information about these
issues. Moreover, PTSD reactions
might be considered by the affected
children as a sign of defeat in war.
So, they may use the compensatory
mechanism "denial" as part of the
game. Finally, the more psycho-
logical complaints which appeared
among children from high risk area
could be caused by the high per-
centage of traumatic events as well
as to the difficult daily circum-
stances they had experienced during
displacement compared to low risk

area. Children from high risk area
(Marran) had actually faced more
traumatic experiences than children
from low risk area (Hydan). Par-
ticularly worrying is the number of
children who were exposed to dis-
placement (65.7 %) of children
from high risk area compared to
(9.7 %) from low risk area. Dis-
placed children reported suffering
from lack of food, water and
clothes and from medical problems
due to poor sanitation and poor
medical care for more than three
months. This result is very consis-
tent with the previous transcultural
studies '" The significant correlation
between the Impact of Event Scale
and the Strengths and Difficulty
Questionnaire has proved previ-
ously reported relationship between
the PTSD reactions and psychiatric
disturbances. Therefore, the two
scales actually validate each other
by this result.

Conclusion and recommenda-
tions:
1) Assessment and research recom-
mendations:
Further research and studies are
still needed in Yemen in order to
explore the following points:
a.Examination of situations of
children affected by violence in
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functioning or clinical interview
beside the IES in order to establish
the diagnostic criteria of PTSD.

For the sake of trans-cultural com-
parisons, table (4) shows percent-
ages of PTSD reactions among
children in different cultures®. It is
obvious that the rate of PTSD reac-
tions among Yemeni children
seems to be among the highest be-
tween various countries. In terms of
means of PTSD reactions, no sig-
nificant difference was found
among children from high and low
risk areas. This finding could be
explained by the fact that children
from high risk area (Marran) were
exposed directly to traumatic war
experiences for a short duration of
time only. They were really dis-
placed voluntarily from the conflict
zone just after two weeks of the
start of the real fighting. In contrast,
children of low risk area (Hydan)
had been exposed indirectly to low
rates of traumatic war experiences
but for a longer duration of time.
Actually armed conflict lasted
about three months in these areas.
The highly significant difference of
post-traumatic stress reactions be-
tween adolescents and preadoles-
cents could be explained by the
maturation of the cognitive abilities
of adolescents and their readiness to

24

understand the meanings and nega-
tive consequences of traumatic
events more than that of preadoles-
cents. Similar results had been re-
ported in several trans-cultural stud-
ies ’. As can be seen from the find-
ings of this study, Yemeni boys
have shown more post traumatic
stress reactions than girls. This
finding could be attributed to their
direct involvement in fighting more
than girls. Consequently, being a
male and above 15 years old would
be the good prediction for develop-
ing PTSD reactions among children
in both high and low risk areas. Af-
ter three months of the resolution of
war, patterns of PTSD reactions
among school children showed that
more avoidance symptoms have
been reported, followed by intru-
sive symptoms and finally the least
symptoms were hyperarousal symp-
toms.

The most impressive result of this
study is the negative correlation
that was found between the PTSD
reactions and exposure to traumatic
experiences of war. This surprising
finding could be explained by the
deep religious concept of the popu-
lation in this area including children.
They used to consider the conflict
as a holy war against unbelievers.
We had been told that many
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65.8 % (N= 156) from Marran and
71 % (N= 160) from Hydan areas.
The difference was not statistically
significant between the two areas
(chi square = 1.68 and p = .19\
Post Traumatic stress reactions
among adolescents (15 years old or
more) were more prevalent 76.6 %
(n=232) than preadolescents 52.3 %
(n=81). The difference was highly
significant (chi square = 28.0, p
< .001). Similarly, sex differences
showed significant effect on the
rates of PTSD reactions. Of 310
children showing PTSD reactions
according to the IES, 71 % (n=220)
were boys compared to 29 %
(n=90) girls (chi square = 3.83,
p=.05). As can be seen from table
(3) there were no significant differ-
ences between school children in
both high and low risk areas regard-
ing the items of IES (posttraumatic
stress reactions). Unexpectedly, it
was found that the total number of
traumas experienced significantly
correlated negatively to the total
PTSD scores of children (Person
correlation = - .359, p <.001).

IV. General psychological condi-

tion:

This was screened using the Self-
Report version (SRQ) of the
Strengths and Difficulties Ques-
tionnaire (SDQ). 21. 3 % (N= 50)

23

of school children in Marran re-
vealed more general psychological
problems compared to 10.9 % (N=
24) in Hydan area (chi square= 8.97,
p= .003). This finding indicates that
generally school children in Marran
(high-risk area) suffered psycho-
logically more than their corre-
sponding children in Hydan (low-
risk area). Again, the total SDQ
scores were found to be negatively
correlated to the total traumatic ex-
periences (Person correlation = -.23,
p < .001). Finally, there was high
significant correlation between the
SDQ and IES in this study (chi
square= 52.7, p <.001).

¢ Discussion:

This study has found high rates of
post traumatic stress reactions
among school children who were
exposed to armed conflict in both
high and low risk areas in Yemen.
According to the Impact of Event
Scale (IES), 68 % (N=316) of
school children were reported to
have suffered post traumatic stress
reactions. This finding actually
does confirm the universality of
PTSD reactions among children
after war and conflict situations. A
limitation was the absence of other
reports such as parent and teacher
reports in addition to global
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the low-risk (Hydan) area. The
mean age for school children from
Marran area was 14.81 (1.98) while
the mean age of children from Hy-
dan area was 15.59 (1.76) (t-test=
4.19, p= .01). There was no sex dif-
ference between school children in
both areas. It was found that 68.1 %
(N=147) were boys and 319 %
(N=69) were girls in Marran area.
In contrast, 63.2 % (N=122) were
boys and 36.2 % (N=71) were girls
from Hydan area (Chi Square=1.06,
p=.30).

II. Exposure to the traumatic

events:

This study has revealed that school
children from both areas were ex-
posed to many traumatic experi-
ences particularly in Marran area.
Of the 13 possible war traumatic
exposures, children endorsed a
mean of 4.63 (2.79) traumatic ex-
periences in Marran (high-risk area)
compared to 2.21 (2.29) traumatic
experiences in Hydan (low-risk
area) (t- test = 10.48, p < .001), ta-
ble (1). It was found also that there
was a significant difference be-
tween boys and girls regarding ex-
posure to traumatic events in both
areas. Every boy has a mean of 3.62
(2.75), while every girl had been
exposed to 3.01 (2.97) traumatic
experiences (t- test = 5.52, p = .03).
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It was found also that there was no
significant difference between pre-
adolescents (14 years and less) and
adolescents (15 years and above) in
relation to exposure to traumatic
events. Adolescents exposed to a
mean of 3.52 (2.85) traumatic
events compared to 3.27 (2.62)
traumatic experiences in preadoles-
cents (T-test= .89, p =.37).

Table (2) shows the differences be-
tween the high (Marran) and low
(Hydan) risk areas regarding the
exposure of school children to
traumatic experiences during armed
conflict.  Significant differences
have been found between school
children in both areas especially
those related to violent items such
as witnessing or direct exposure to
sniper shooting or bombardment,
direct exposure to life threatening
situations, displacement and killing
of a family member.

II. Post Traumatic Stress Disor-

der (PTSD) Reactions:

Of all 417 school children who par-
ticipated from both high and low
risk areas in this study, 316 children
(68 %) reported post traumatic
stress reactions as a result of this
armed conflict. Scores of these stu-
dents have exceeded the standard
cut off point (17) for the Revised
Impact of Event Scale (8-items).
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in the Hydan District. Permission
was also obtained from directors of
the selected schools. More than
thirty teachers, nurses and social
workers who are working in Hydan
were trained at the education center
of the district before conducting
this study. Training involved inter-
viewing skills, using questionnaires
and overview to psychological re-
sponses after war traumatic events.

Moreover, administrators of the se-
lected schools had been contacted
to explain the nature and impor-
tance of this study, the classes then
being randomly selected. The Ara-
bic translation of the Children Re-
vised Impact of Event scale -13
(CRIES-13), the Arabic version of
the Strengths and Difficulties Ques-
tionnaire — Self- Report Version
(SRQ) of the SDQ as well as the list
of war traumatic events were ad-
ministered to all students in each
selected class. The CRIES-13 and
the SRQ of the SDQ were ex-
plained to students item by item.
Students were requested to feel free
to ask any question if they did not
understand any item. Then they
were asked to answer anonymously
each statement in both question-
naires while they sat separately.
Therefore, permissions from their
parents to participate in the study
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had not been taken. It was made
clear that there was no obligation to
take part in the study.

¢ Data Analysis:

Statistical Package for Social Sci-
ences (SPSS- V 11.5) Program was
used for statistical analysis. De-
scriptive statistics were used to pre-
sent characteristics of the study
samples. T- test was used to test
differences between means (as all
data were normally distributed).
Chi Square was used to test differ-
ences between proportions. 0.05
was used as a cut off point to test
the level of significance. Correla-
tions were tested using the Person
product moment correlation.

¢ Results of the study:

I. Sociodemographic variables:
Only 3 students refused to partici-
pate in this study. They objected to
coordinate with the government and
foreign organizations by any means.
In contrast, 460 school students par-
ticipated in this study. 43 students
were excluded from the process of
analysis due to insufficient informa-
tion in their questionnaires. The
remaining 417 students were dis-
tributed as follows: 53.7 %
(N=224) from the high- risk (Mar-
ran) area and 46.3 % (N=193) from
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¢ Measurements

1) The Arabic translation of the
Children Revised Impact of Event
Scale — 13 (CRIES-13) is used to
measure the PTSD reactions. This
instrument is a self report question-
naire constitutes 13 items related to
post traumatic stress reactions in
children of 8 years or older who are
able to read independently’. The
IES-13 consists of four intrusion
items, four avoidance items and
five new arousal items. This in-
strument was translated into the
Arabic language by the principal
investigator (Assistant Professor of
Psychiatry) and back-translated
blindly by a Yemeni expert in trans-
lation. The final form of translation
was modified by a panel of Yemeni
psychiatrists. This ethnographic
modification by local Yemeni psy-
chiatrists is regarded as a further
checking process to the conceptual
validity of the instrument used. In
the field, the Arabic version of the
CRIES-13 was administered to all
students by the principal investiga-
tor in each selected class. The
CRIES-13 was fully explained to
students item by item.

Furthermore, students were re-
quested to feel free to ask any ques-
tion if they did not understand any
item. Validity of the CRIES - 13
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against an independent clinical di-
agnosis could not be studied due to
war circumstances. Therefore, for
screening purposes, we recommend
that people use the results from the
Intrusion and Avoidance scales
only. If the sum of the scores on
these two scales is 17 or more, then
the probability is very high that the
child will obtain a diagnosis of
PTSD*

1) Self — Report version (SRQ) of
the Strengths and Difficulties
Questionnaire (SDQ); this ques-
tionnaire was developed by
Goodman in England (1997) to
measure emotional and behav-
ioral disturbances in children
and adolescents’. It was found
to be valid and reliable in the
Yemeni community’.

List of war traumatic events:
prepared from literature re-
view”® and modified after a pre-
liminary investigation to the af-
fected areas.

Procedures:

Data collection was carried out
Between 18-31 December 2004
(three months after the end of war).
Official permissions were obtained
from the Governor of the Saada
Governorate, General Director and
the director of the Education Office

2)
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However, it was estimated that
hundreds of people were Kkilled;
thousands injured, displaced, im-
prisoned or disappeared as conse-
quences to this armed conflict.

It was reported that war has a pro-
found physical, emotional, devel-
opmental and social impact on chil-
dren and adolescents and increases
highly their vulnerability’. Previous
studies have shown high prevalence
of post traumatic stress disorder
reactions among children after war
in many cultures 2. The concemn of
this paper is the psychosocial as-
sessment of school children and
adolescents.

Objectives:

This study aims to:

1) Determine the degree and pat-
terns of post traumatic stress reac-
tions and psychosocial adversities
among children exposed to the
armed conflict in Hydan (low-risk)
and Marran (high-risk) provinces in
Sa’ada governorate, Yemen.

2) Investigate the relationship be-
tween war traumatic events, PTSD
reactions and general psychological
disturbances.

Methodology:

¢ Study area:

Two neighboring provinces from
Hydan district with their associated
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villages were selected in this study.
1) High-risk area: Marran province
(10 km® which was directly ex-
posed to fighting. 2) low-risk area:
Hydan province (5km?) which was
not exposed to direct fighting.
However, it was considered as
headquarters to the military opera-
tions.

e Study Population:

Study population was school chil-
dren between 12 — 18 years old at
Marran and Hydan provinces.

¢ Sampling:

Multistage cluster sampling was
adopted in this study. At the first
stage, all schools in the area (Mar-
ran and Hydan district in Saada
Governerate) had been ascribed a
number from 1 to 11. Out of eleven,
eight schools (four schools from
Marran and four from Hydan) were
randomly selected. At the second
stage, a random sample of classes
was selected from these eight
schools. Finally, students were cho-
sen from six grades (the 7%, 8" and
9% grades in the basic level and 1%,
2™ and 3" grades in the secondary
level) in each selected school. One
class was selected for each grade.
Children below 12 years of age
were not included due to the con-
striction of time and logistics.
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Abstract

Objectives: This study is aiming to evaluate the PTSD reactions among
children and adolescents in a Yemeni District.

Methodology: Cross-sectional approach was adopted in this survey. School
chlldren of 12-18 years of age had been assessed using standard self-report
questlonnalres

Results: the study revealed that 68 % of chxldren were suffering from post
traumatic stress disorder reactions. These PTSD reactions were higher
among boys and adolescents. More than 20 % of children have shown also
other emotional and behavioral problems.

Conclusion: Results of this survey have been showing higher rate of PTSD
reactions among Yemeni children and adolescents. Trans-cultural points
were discussed and recommendations were formulated.

Introduction

Armed conflict referred to in this Sa’ada  Governorate/North  of
study is the conflict which began in ~ Yemen. This fighting lasted for al-
June and ended in September 2004 most three months (20 June- 10
between military forces of the gov-  September, 2004).. Accurate esti-
ernment of Yemen and thousands mation to the size of problems and
of insurgents at Hydan district and  psychosocial adversities of this
particularly Marran province in the armed conflict is not known.
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Table: 6
Frequencies of Management Activities

Type of Activities N %

édiuiseling — —

21(50.0%)
Prescribing Drugs

8(19.0%)
Referral to Psychiatrist or psychiatric
hospital 13(31.0%)
Total

42(100%)

* Correspondence:
* Dr. Ziad.A.J.Zaidan, MB,ChB.,F.R.C.Psych.,D.P.M.,

chpartmcnt of Behavioral Medicine, College of Medicine, Sultan Qaboos Uni-
versity, and PB: 35, PC: 123,
Al-Khod, Sultanate of Oman. Fax: 24413419, Email: zaidan @squ.edu.om

Dr. Hashim Jaddou, M.D.PHD.
Dr. Akram K.Al-Ahmad B.Sc.N.

2 Ministry of Health, Amman, Jordan
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Table: 5
Physicians’ Recognition of positive GHQ
Scores by a number of selected variables

Variable Total Not Recog- | Recognized P-
N=227 nized Value
Sex
Male 99 84(84.8%) 15(15.2%) 0.02
Female 128 92(71.9%) 36(28.1%)
Age
18-30 years 85 69(81.2%) 16(18.8%) 0.14
31-40 years 81 64(79.0%) 17(21.0%)
> 40 years 61 43(70.5%) 18(29.5%)
Level of Education
Illiterate 73 51(69.9%) 22(30.1%) 0.03
Basic 41 30(73.2%) 11(26.8%)
High-School 46 40(87.0%) 6(13.0%)
Post-High School 67 55(82.1%) 12(17.9%)
Job Status
Employed 80 66(82.5%) 14(17.5%) 0.16
Retired 11 9(81.8%) 2(18.2%)
Unemployed 136 101(74.3%) 35(25.7%)
Number of Visits
One time 64 55(85.9%) 9(14.1%) 0.05
> One time 163 121(74.2%) 42(25.8%)
Complains
Yes 145 61(42.1%) 84(57.9%) 0.00
No 82 76(92.7%) 6(7.3%)
Medical Diagnosis
Chronic 73 79(76.7%) 24(23.3%) 0.78
Non-chronic 154 97(78.2%) 27(21.8%)
Physician Specialty
General Practitioners 144 89(85.6%) 15(14.4%)
Internist 39 24(61.5%) 15(38.5%) 0.02
Family Medicine 84 63(75.0%) 21(25.0%)
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Variable Total GHQ (Score>4) P-Value
b ety o N(%)
Family Income
150JD 174 106(60.9%) 0.32
150-300JD 194 117(60-3%)
> 300 12 4(33.3%)
Job Status
Employed 171 8(46.8%) 0.00
Retired 18 11(61.1%)
Unemployed 191 136(71.2%)
Number of Visits
First Time 129 64(49.6%) 0.00
> One time 251 163(64.9%)
Health Satisfaction
Satisfied 243 107(44.0%) 0.00
Not Satisfied 137 120(87.6%)
Life Satisfaction
Satisfied 199 72(36.2%) 0.00
Not Satisfied 181 155(85.6%)
Medical Diagnosis
Non-chronic 224 124(55.4%) 0.04
Chronic 156 103(66.0%)
Table: 4

Primary Healthcare Physicians’ Recognition of
Psychiatric disorders compared with GHQ scores.

GHQ Score Not Recognized Recognized
Negative (Score <4) 150(98.0%) 3(2.0)
Positive (Score >4) 176(77.5%) 51(22.5%)
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Table:2
Frequencies of GHO Scores

GHQ Soore.

Total (N=380)

Percentage (%)

Negative (Score < 4)

153

40.3

Positive (Score > 4)

227

59.7

Table: 3

Prevalence of Psychiatric Disorder according to Positive
GHQ scores by a number of selected variables

Variable Total | GHQ (Score>4) P-Value
, N(%)
Age
18-30 yr. 155 85(54.8%) 0.00
3140 yr. 144 81(56.3%)
>40 yr. 81 61(75.3%)
Sex
Male 189 99(52.4%) 0.00
Female 191 128(67%)
Marital Status
Single 106 58(54.7%) 0.22
Married 260 160(61.5%)
Div. or single 14 9(64.3%)
Level of Education
Illiterate 92 73(79.3%) 0.00
Basic 75 41(54.7%)
High School 95 46(48.4%)
Post-high School 128 67(56.8%)
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Table: 1
Descriptive analysis of study sample
Variable ___Total (N=380) Percentage (%)

Sex

Male 189 49.7

Female 191 50.3
Age

18-30 Years 155 40.8

31-40 Years 144 379

> 40 Years 81 21.3
Marital Status

Single 106 279

Married 260 68.4

Divorced or Widowed 14 3.7
Level of Education

Illiterate 92 242

Basic 75 19.7

High School 95 25.0

Post High School 118 31.1
Monthly Family Income

<150JD 174 45.8

150-300 JD 194 51.1

<300 JD 12 3.2
Job Status

Employed 171 45.0

Unemployed 191 50.3

Retired 18 4.7
Number of Visits

One time 129 339

> One time 251 66.1
Physical Status

Chronic Illness 156 40.8

Non-chronic illness 224 59.2
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vere disorders or comorbid anxiety,
while physical symptoms impede
recognition®. Possibly this is be-
cause women tend to express their
symptoms more than men*. The
physicians were better able to rec-
ognize psychiatric problems in illit-
erate patients compared to literate
patients, which is consistent with
other studies * #» . Recognition
was higher also in the unemployed
compared with employed and re-
tired, but this finding was not in
agreement with other studies %,
which shows higher figures in the
retired. Medical condition is asso-
ciated more with high recognition,
which is again contrary to other
studies* - 2, which could be ex-
plained by the fear of physician in
diagnosing and treating psychiatric
disorders or fear from the side ef-
fects of psychotropic drugs and also
from confronting the patient with a
psychiatric diagnosis'. Early rec-
ognition also helps in early treat-
ment which could affect the out-
come of the mental illness* * and
also on its relation to severity*. Not
only that but also it has its implica-
tions on service development .

Conclusions:

Our study has shown that in spite of
the prevalence of psychiatric disor-
ders in the primary healthcare cen-
ters being as high as 59.7%, the
physicians in the centers were able
to recognize only 22.5% of the psy-
chiatric problems and treat only
11.4%. Our results also suggest that
the following groups are more
likely to have psychiatric problems:
female, older age group, illiterates,
unemployed, and the chronically ill
who visit more than once and who
are dissatisfied with their general
health and life. There was also
strong support for influence of the
above patient characteristics as a
key factor to influence a physi-
cian’s ability for increase in aware-
ness and recognition ability of men-
tal illness. Our findings highlight
the need for health planners to draw
up sound strategies to educate and
train primary care physicians to im-
prove their awareness, recognition
and management of mental illnesses
in their patients.
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Racial and ethnic differences do not
seem to affect the prevalence of
psychiatric disorders in various
populations®. Since psychiatric dis-
orders are considered a stigma in
our community the general ten-
dency is to ignore them or hide
them unless they reach acute levels.
Primary care physicians have the
unique opportunity to discover and
deal with them at early stages thus
minimizing disability 7.

As in many other studies, we found
patients above 40 years of age to
have more psychiatric disorders '**.
Some other studies contradicted this
because of cultural differences*, or
because of age ¥*'***. Women were
affected more than men; this is in
line with all studies reviewed in the
literature 3*%_ In our study mari-
tal status did not seem to have
much impact, unlike in other stud-
ies which found more psychiatric
problems in singles than the mar-
ried" > 3 ¥ % Psychiatric disorders
seem to be more prevalent among
the illiterate, compared with the lit-
erate, which is supported by other
studies" * * *. Similarly, the unem-
ployed and retired had higher
prevalence of psychiatric disorders
compared with those "employed,
also in agreement with others".
Patients who visited more than once

had significantly higher prevalence
of psychiatric disorders compared
with those who visited the same
physician only once. This finding is
supported by other studies" *. The
study also showed that those who
were not satisfied with their life and
health had significantly higher
prevalence of psychiatric disorders,
again consistent with other studies*
possibly because psychiatric pa-
tients could have somatic com-
plaints unresponsive to medical
treatment as part of their illnesses'.
We also found that chronic illnesses
are associated with psychiatric
symptoms consistent with other
studies .

Despite the high prevalence of psy-
chiatric disorders (59.7%) among
primary healthcare patients in this
study and other studies *¢™'¢*, pri-
mary healthcare physician was
found to be unaware of this and
failed to recognize (77.5%), recog-
nizing only (22.5%) of the patients
suffering from psychiatric prob-
lems. This finding is also in
agreement with other studies" *3%.
Recognition of psychiatric disorder
was higher in women compared
with men, a finding which is sup-
ported by other studies***' and es-
pecially middle aged women, the
unemployed, those with more
severe disorders or comorbid anxi-
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significant (P=0.02). The highest
recognition according to age was
found in those above 40 years
(29.5%) followed by the 31-40
Year age group. The lowest recog-
nition was in the 18-30 year age
group (not statistically significant).
As regards level of education, the
highest recognition was found in
illiterates (30.1%) compared with
basic school education (26.8%), and
high and post high school education
(17.9% and 13.0% respectively),
which shows a negative statistically
significant association (P=0.03).
Regarding occupation, recognition
was (17.7%) in the employed,
(18.2%) in the retired and (25.7%)
in the unemployed group (not sig-
nificant). Recognition was also
found to be more in those who vis-
ited the same physician more than
once (25.8%) compared with those
who visited once (14.1%). This is
statistically significant and shows a
positive association (P=0.05). Pa-
tients who had psychiatric com-
plaints were more likely to be rec-
ognized (31.2%) compared with
psychologically healthy patients
(P=0.00). Those who had been
chronically medically ill were more
likely to be recognized as having
psychiatric disorders (23.3%) com-
pared with those who were not

chronically ill (21.8%). However,
this was not statistically significant
(P=078). As expected, the inter-
nists exhibited better ability to rec-
ognize psychological problems
(38.5%) than family practitioners
(25.0%) and general practitioners
(14.4%). There was statistically
significant correlation between rec-
ognition and awareness and physi-
cian specialty (P=0.02). (Table 5).
As regards management, primary
care physicians were able to pro-
vide for 42 patients (50.9%) were
recognized as having psychiatric
problems, and this constitute only
11.4% of the total according to
GHQ scores. Of these 42 patient
recognized, 21 (50.0%) had coun-
seling, 8 (19.0%) had drug treat-
ment and 13 (31.0%) had been re-
ferred to Psychiatrists or Psychiatric
Hospital. (Table 6).

Discussion:

Our data has shown beyond doubt
the high prevalence of psychiatric
disorders (59.7%). Many other
studies in developed and develop-
ing countries have yielded similar
findings" * ¥ ® though a few studies
do give lower figures **3'. The lat-
ter could be due to differences in
study design, diagnostic tools and
selection of population group.
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pital; or no action had been taken,
and also the medical diagnosis.

The data was processed using SPSS
software. For statistical analysis,
including frequencies, chi square
(x> was used in statistical evalua-
tion of differences between the
groups. P value of < 0.05 was used
to determine significance.

Results:

The 380 patients in the study par-
ticipated in all the study procedures.
Out of these, 60 patients (15.8%)
were seen by three internists, 140
(36.8%) by seven family physicians
and 180 (47.4%) by nine general
practitioners. There was almost
equal distribution for males and
females (50.3% women, 49.7%
men) despite the random selection.
The majority (40.8%) of the sample
were in the age group 18-30 years,
37.9% in the age group (31-40)
years and 21.3% were 40 years or
older. More than two thirds 68.4%
were married, 27.9% were single
and 3.7% were either divorced or
widowed. 24% were illiterate,
19.7% had basic education, 25.0%
had completed high school and
31% had college and higher levels
of education. As regards monthly
income, 45.8% earned less than 150
Jordanian Dinars (JD) (1 JD equal

to 1.4 dollars) and 3.2% earned
more than 300 JD. Unemployed and
retired were 50.3% and 4.7% re-
spectively. The majority (66.1%)
of the patients had two or more vis-
its with the same physician during
the previous month. Most had non-
chronic illnesses (59.2%).(Table 1).

Statistical Analysis:

The percentage of cases suffering
from psychiatric disorders, which
were identified by GHQ score >4,
was (59.7%) (Table 2).

The highest prevalence rates were
in those above age of 40, females,
divorced or single, who were illiter-
ate, with low income, who was un-
employed, who visited the clinic
more than once, who were not satis-
fied with their health and general
conditions of life and who had
chronic medical problems. (Table3)
As regards recognition, physicians
in the study were able to recognize
only 22.5% of psychiatric problems
as compared to GHQ scores,
(Table 4).

The sensitivity was 0.22 and the
specificity was 0.98 with GHQ as
the reference measure.

Recognition was found to be more
in  psychologically  disturbed
women (28.2%) compared to men
(15.2%), which was statistically
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19 physicians, consisting of 3 inter-
nists, 7 family physicians and 9
general practitioners. Four trained
research assistants conducted the
interviews with patients and physi-
cians. The interviewers approached
patients after completion of physi-
cian’s visit, explained the nature
and purpose of the study and ob-
tained their verbal consent, after
which they were interviewed using
the Modified General Health Ques-
tionnaire (MGHQ). The above two
instruments were pilot tested with
patients and physicians at every
center. The MGHQ was preceded
by questions to obtain demographic
data (age, sex, level of education,
marital status, occupation and fam-
ily income) and two questions
about the number of visits and if the
patient had any known psychiatric
disorder. The questionnaire also
followed by two questions about
general health and life satisfaction.

The GHQ is used worldwide's",
translated into 36 languages, used
successfully in diverse cultural set-
tings'** and validated by using
various methods of assessment.
Present State Examination (PSE),
diagnostic and statistical manual
DSMIIIR and international classifi-
cation of diseases (ICD9)**. Many
studies show that GHQ was valid at

a 4/5 cut-off point * %, For this
study, the most recent GHQ (GHQ-
28) was used. The questionnaire,
when translated into Arabic and
back to English blindly, was found
to be in close agreement with the
original. The scores ranged between
(0-28). The cut-off score was 4/5,
and a score of 0-4 represented ab-
sence of psychopathology, while
score of (5-28) represented pres-
ence of psychopathology.

The Awareness, Recognition and
Management Form were adminis-
tered to the physicians. It had two
parts. The first part intended to
measure the ability of the physician
to recognize the psychiatric symp-
tom (anxiety, depression, psycho-
somatic complaint and social dys-
function) on a scale from 1-4. Re-
sponse format was 1 = no com-
plaint 2 = slight complaints 3 =
moderate complaints 4 = severe
complaints. For statistical analysis
in this study, responses 1 and 2
were considered psychologically
healthy and responses 3 and 4 were
considered  psychologically af-
fected. The second part dealt with
the management of the psychiatric
disorders once they were diag-
nosed, with such measures as coun-
seling, prescribing drugs or referral
to a psychiatrist or psychiatric
hospital; or no action had been
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Introduction

Studies among primary healthcare
patients show that those who have
untreated psychiatric conditions
seek medical help more fre-
quently'®' . Therefore it is vital that
primary care physicians are able to
detect and are aware of the possibil-
ity that some of their patients may
suffer from hidden psychiatric dis-
orders. Most studies report detec-
tion rates between 30 and 40 %
(range 7- 70 %)°. Such awareness,
combined with the ability of the
physicians to recognize and manage
such disorders 7 would shorten the
duration of illnesses and save time
and costs'". Unfortunately, in spite
of the high prevalence of psychiat-
ric problems, there is low recogni-
tion of these by primary care physi-
cians. This is even more serious in
the developing world due to the
limited availability of psychiatric
services where good awareness and
recognition of psychiatric illnesses
by primary care physicians could
provide an alternative. To assess the
nature and extent of the problem
and to suggest solutions, studies
such as this have become necessary.
Material and Method:

This study, which was designed to
examine awareness, recognition and

management of psychiatric disor-
ders among primary care physicians
was conducted for a one-month pe-
riod in August 1995 in six health-
care centers in Irbid, a governorate
of Jordan. These centers altogether
served a population of nearly
200,000. None of these centers pro-
vided any form of psychiatric ser-
vice. All the patients (men and
women) aged 18 and older who at-
tended these health centers during
August 1995 were included in the
study by non-random selection.
Pregnant women, those who had
serious physical illness and those
who visited for administrative rea-
sons (leave, driving license etc.)
were excluded from the study. The
prevalence of psychiatric disorders
in the selected patients was as-
sessed with the judgement variables
of patient’s age, sex, level of educa-
tion, marital status, income, number
of visits and medical diagnosis. Re-
garding awareness, recognition and
management, assessment was made
in addition to the above-mentioned
independent variables with patients’
knowledge of possessing psychiat-
ric disorders as well as physicians’
awareness of that. The 380 patients
included in the study were equally
divided (20 patients each) among
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Abstract:

Objectives: .

To determine the prevalence of psychiatric morbidity in primary healthcare
setting, primary care physician’s awareness and ability to recognize psychi-
atric disorders and the form of management applied.

Method:

380 patients, who had visited comprehensive healthcare centers in Irbid,
North Jordan, during a one month period, were assessed using the Modified
General Health Questionnaire (MGHQ) after being seen by general practi-
tioners, family physicians or internists. The physicians or internists who
had examined these patients were administered the Awareness, Recognition
and Management Questionnaire.

Results:

While the prevalence of psychiatric disorders was 59.7%, primary care
physicians were able to recognize only 22.5% of the psychiatrically dis-
turbed patients. Internists were able to recognize psychiatric disorders more
frequently than general practitioners and family physicians. Primary care
physicians provided management to 50.9% of the psychiatric patients they
recognized.

Conclusions:

The study findings suggested that there is a need to improve the awareness,
recognition and management of psychiatric disorders at Primary Healthcare
level and that certain type of patients who attended these centers were more
likely to have psychiatric problems.

Key Words:

General Health Questionnaire (GHQ), Recognition, Prevalence.
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