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

miliar tolerability




ZOIOft- Coverage You Can Trust

MOOD DISORDER ANXIETY DISORDER

Major depressive Panic disorder

isor ' i
disorder Obsessive-compulsive

disorder (OCD)

coverage
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Further information is available on request
pﬁler Pfizer Middle East Region (MER)

47 Ramsis Street - Cairo, Egypt.
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Please consult the prescribing informati
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mal school life for diabetic patients
of all ages .
Full and correct information should
be provided to the school personnel
at diagnosis and to be repeated
when the child move to another
school ? to facilitate the appropriate
care of students with diabetes,
school and day care personnel must
have an understanding of diabetes
and must be trained in its manage-
ment and in the treatment of diabe-
tes emergencies °.
The diabetes health care plan in the
school and day care setting should
address the specific needs of the
children and provide specific in-
structions for each of the following:
1- Blood glucose monitoring, in-
cluding the frequency and cir-
cumstances requiring testing.

2- Insulin administration (if neces-
sary) including doses, injection
times and storage of insulin.

3- Meals and snacks including
food contents, amount and tim-
ing.

4- Symptoms and management of
hypoglycemia

5- Symptoms and management of
hyperglycemia

6- Testing for ketones and appro-
priate action to take for abnor-
mal ketones level .

Links between psychosocial factors
and diabetes do exist. The psycho-
social components of assessment
and management should be consid-
ered early rather than being kept
until the end.
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chronic disease. Successfully, par-
ents can be educated on diabetes
management. It is important that
family education involve not only
the mother, but also the father and
if possibly any other relative who
lives with the child *.

Family education should include

the following components:

1- Establishment of a cooperative
relationship amongst family and
the diabetes team.

2- Emphasis on the promotion of
problem solving strategies, and

3- Emotional and psychological
support .

Managing Psychiatric Co-morbid
ity.
Glycemic control can be improved
by appropriate treatment of the co
morbid psychiatric disorders “*.
Treatment of co morbid Psychiatric
disorders with medications requires
careful monitoring because most
antidepressant, mood stabilizers,
and atypical antipsychotic may
stimulate appetite or affect glucose
tolerance, inducing hypoglycemia
or hyperglycemia. Beta blockers
should be avoided as they mask the
early signs of hypoglycemia *«.

Care at School

Children with chronic condition

like diabetes are at increased risk

for school absenteeism due to the
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physical and psychological conse-
quences of their illness ¢
Increased school absenteeism is as-
sociated with more critical illness,
including those resulting in activity
restrictions and poor psychological
adjusted to the condition .
Children with diabetes missed ap-
proximately 3 more days of school
than their siblings and peers. Near
normal school attendance therefore
is a reasonable expectation for chil-
dren with diabetes *.

Diabetes can generates fright and
anxiety in teachers and pupils, lead-
ing to pity attitudes towards dia-
betic children :.

Studies have shown that the major-
ity of school personnel have an in
adequate understanding of diabetes
and that parents of children with
diabetes lack confidence in their
teacher’s ability to manage diabetes
effectively *«.

Children in the school and day care
setting face discrimination. For ex-
ample, some day care centers may
refuse admission to children with
diabetes and children in the class-
room may not be provided the as-
sistance necessary to monitor blood
glucose and may be prohibited from
eating needed snacks.”.

The diabetic team should assume
the maximum effort to allow nor-
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Diabetic Education

Adequate knowledge of diabetes
predicts a better psychosocial ad-
justment '.

Parents and Children should be en-
couraged to think that diabetes is
quite compatible with normal active
life '. The aim of education is to
provide individuals with diabetes
and their families with knowledge
and skills to perform self care *.
Education is Comprehensive and
mandatory in the following areas:

- Early and repeated full explana
tion of the illness and its compli-
cations'.

medical and dietary therapy *

- Scheduled and free activities *
Appropriate therapeutic adjust-
ment to daily factors to achieve or
maintain optimal glucose control ?
Advice on insulin management
should include discussion of ways
in which children can gradually
become responsible for their own
injections and urine and blood
testing, certainly as they move
into their early teens and usually
earlier *.

Education at diabetes camps:

The mission of camps specialized
for children and youth with diabetes
1s to allow for a camping experi-
ence in safe environment and to en-
able children with diabetes to meet
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and share their experiences with
one another while they learn to be
more personally responsible for
their disease. For this to achieve a
skilled medical and camping staff
must be available to ensure optimal
safety and an integrated camping
and educational experience .

It is an ideal place for teaching dia-
betes self-management skill e.g.,
insulin injection techniques and
blood glucose monitoring *.
Individual Psychotherapy:
Individual Psychotherapy for chil-
dren with poor diabetic control has
been found helpful - *. Cognitive
behavioral psychotherapy ¥, behav-
ioral therapy "* and psychoanalyti-
cally based individual psychother-
apy ¢ have been found to be useful.
Family Counseling

Good results have been found for
family therapy in treatment of chil-
dren with poor diabetic control .

A well functioning family can fa-
cilitate a child’s well-being by pro-
viding emotional support, advice
and practical help *.

Family involvement in type 1 dia-
betes is necessary and inevitable ©.
Initially, the treating team has to
overcome the parent’s resistance
due to sense of guilt, ignorance
about the existence of diabetes in
children or no acceptance of
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Children with diabetes show an in-
crease rate of learning problems '.
Reading difficulties have been
noted occurring mainly in children
who were younger at the time of
diabetic onset **.

Siblings

Siblings can be relatively neglected
by parents and health care workers.
Reactions of jealousy, over protec-
tiveness and survival guilt are
common ".

It is possible that the impact of dia-
betes management on the family’s
day to day functioning may cause
siblings of children with diabetes to
miss more school days than do their
classmates who do not have a sib-
ling with chronic condition .
Families

The period immediately following a
diagnosis is an anxious and dis-
tressing time for the whole  fam-
ily ©-= Parents often find it difficult
to come to term with the diagnosis
which they may view as the end of
normal health and familiar life
style® . When the child is diag-
nosed with diabetes, parents experi-
ence shock, distress, grief response
similar to that normally associated
with bereavement *-*

Family reactions to an ill child are
complex and dependent on prior
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family patterns, coping style and
experiences with illness.

Reactions of fear, anger, loneliness
and guilt seem universal.

Marital strain seems inevitable.
Some researches have found greater
rate of divorce and depressive
symptoms in mothers of children
with chronic illness like diabetes. .

Psychosocial Aspects of Man-
agement

The goal of medical care should not
only aim to alleviate the physical
complications of diabetes but also
to improve the patients overall
quality of life .

Assessment

The Psychosocial Components of
the diagnostic process should get
equal billing with physical and
laboratory components rather than
withheld as a last resort ". Assess-
ment may be carried out by pedia-
trician, social worker. psychologist
or psychiatrist'. It should involve a
whole family interview, interview
with parents and interview with the
child or teenager .

The focus should mainly be on as-
pects of family life other than the
diabetes and its control.

A home visit especially in families
where co-operation is poor will also
often be helpful .
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mote weight loss among young fe-
males with diabetes .

Given that there is minimal CNS
involvement, neuronal dysfunction
shall not be considered a major risk
factor for psychopathology *.
Hospitalized group was reported to
have lower self-esteem and social
competence *'.

A study conducted on Kuwaiti ado-
lescents with diabetes showed no
difference in number of close
friends or frequency of meeting
them, number of hours spent on
recreational activity, school per-
formance compared with non-
diabetic adolescents " people with
diabetes often feel challenged by
the demand of day to day manage-
ment of the disease and the fear of
developing serious complications.
Therefore, the quality of life which
includes personal perception of
health and satisfaction with life is
substantially effected *.

Children who were at higher risk of
developing psychiatric co morbidity
were those in the 1* year after di-
agnosis and those who had preexist-
ing anxiety or mothers with psy-
chopathology *.

Learning Disabilities

Children with diabetes function lie
within the same range of intelli-
gence as the general population but
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more subtle cognitive deficit may
be present. Children with the onset
of diabetes early in life, before 5 or
7 years of age have been found in
some cases to perform lower on
overall intelligence **.

Cognitive  difficulties in  ab-
stract/visual reasoning subscales of
the  Stanford Binet Intelligence
Scale have been noted in children
with relatively mild hyperglycemia
if the onset of their illness occurred
before 5 years of age. Similarly,
problems in cognitive processing
speed acquisition of new knowl-
edge and conceptual reasoning abil-
ity has been documented 2 years af-
ter diagnosis. These problems may
be the result of persistent hypergly-
cemia *.

It has been noted that children with
early onset diabetes tend to have
spatial difficulties, whereas children
with later onset have difficulties

with  verbal abilities, school
achievement and psychomotor
skills. These differences in new

psychological symptoms may be re-
lated to age and associated risk fac-
tors, such as hypoglycemic epi-
sodes in children with early disease
onset and hyperglycemia and social
burden for children with later onset
of diabetes *.
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Psychosocial Disturbances associ-
ated with Diabetes Mellitus.

Diabetic Individuals

Although some studies found no
significant pathology (Psychiatric
illness or family dysfunction) in
children with diabetes or their fami-
lies »», several studies show that
diabetic individuals have high rates
of psychiatric disorders compared
to individual without diabetes »*-'.
There have been found higher
prevalence rates of depression,
anxiety and disruptive behavioral
disorders in people with diabetes
compared with the general popula-
tion **. The prevalence of depres-
sion or depressive symptoms in
children and adolescents with dia-
betes ranges from 2 to 3 times that
of peer without diabetes **.

It has been reported that the preva-
lence of depressive symptoms in
young people with diabetes was
12% children age 8-12 years and
18% in adolescents ™.

Poor diabetic control might cause
or exacerbate depression via direct
effects on brain functions or indi-
rectly through complications, func-
tional impairment or decreased
quality of life *.

A special risk in depressed diabetic
individuals is attempted suicide by
method of insulin overdose *.

It has been reported relatively high
level of anxiety in children related
to their fear of hypoglycemic and
hyperglycemic coma as well as
later vascular complications *.
Problems in adjustment to the diag-
nosis of diabetes in children have
also been reported *.

Some moodiness and feeling of iso-
lation and of loss or grief as well as
mild anxiety about future are to be
expected as normal response to dia-
betes

Repeated episodes of severe dia-
betic ketoacidosis (DKA) would be
stressful *. The specific psychiatric
disorders associated with DKA
were anxiety, depression and atten-
tion / disruptive behavioral disor-
ders. Social phobia, simple phobia
and separation anxiety disorder are
important as they have mutually in-
fluencing relationship with episodes
of repeated iliness and subsequent
hospitalization ».
Eating disorders

are relatively

. common. A study of 91 adolescent
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girls, age 12-18 years followed for
5 years, found highly or moderately
eating disorders in 29% at baseline
and 37% at follow-up *. When Dia-
betes and eating disorder and com-
bined, treatment is more difficult.
Insulin abuse is common to pro-
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fects very early parents child rela-
tionship because of its usual later
onset. Risk for relation-related dis-
orders should not be elevated ®.
Preschoolers: Preschoolers are ver-
bal and increasingly active. Chronic
illness and repeated hospitalization
cause restriction of activities and
may impair early needed socializa-
tion experience “. Because of the
preschooler’s egocentrism, illness
may be psychologically associated
with a sense of wrong doing or
punishment. Parents at the same
time may become confused as to
the degree of strictness that is re-
quired.

Misbehavior which is normally
emerges in this stage may become
extreme or the wish to be naughty
may be overly controlled in the per-
fect child. In both cases the normal,
balanced internalization of family
rules has been interrupted ".
Latency age: Latency age children
can employ with causal thinking,
and are more observant of their own
bodily reactions. Therefore, they
can understand their illness in some
logical detail. Dramatic misconcep-
tion can still exist if professionals
are not careful to use developmen-
tally appropriate words.

If the illness interferes with school
performance or is disruptive of
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normal activities, it can damage self
esteem .

Adolescence: Adolescence can be
a difficult time for those with diabe-
tes. The rise in the incidence of
poor metabolic control may be par-
tially attributed to some of the hor-
monal changes occurring during
this development period "*. Diabetes
can have impact on their struggle
for autonomy, their physical-
sexuality development and their
peer relationship ">

Compliance problems often result
when the illness and its treatment
become involved in a teenager’s
conflictual struggle for independ-
ence and personal identity .

It is also influenced by their self-
efficiency .

If diabetes started during adoles-
cence, the compliance can be more
difficult than if it started during
early childhood, because the ado-
lescent is not mature enough to take
responsibility for his diabetes but
finds it hard to let parents do it * .
However, having type 1 diabetes
does not heighten the usual devel-
opmental conflicts of adolescents
with their parents overall *.
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and to quality of child’s dietary in-
take ". However, adherence and
dietary intake may also be related to
family variables. Higher level of
family stress and lower level of re-
sources were significantly associ-
ated with poor metabolic control *
Studies of poorly controlled dia-
betic children show high divorce
rates in the parents, frequent family
conflict, living with one parent fam-
ily or in a family with the father had
low level of education and gener-
ally inadequate parental Care " .
Ketoacidosis was linked to either
dietary indiscretion or insulin mis-
management in only a minority of
cases (5-10%). However, in major-
ity of these cases family difficulties
were felt to be associated with less
adequate control. *.

There was a strong association (OR
2.2) between hospital admission
rates with poor diabetic control and
the absence of one or both parents
from home “. Younger age, single
parent family and poor glycemic
control were associated with more
days of rehospitalization ".

Psychiatric Disorder and Diabe-
tes

Diabetic individuals with poor
metabolic control have been found
to have a higher rate of psychiatric
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disorders than diabetic subjects
with adequate control **.

The Presence of Psychiatric co
morbidity can result in difficult
clinical course, because it may af-
fect adherence to medication and
self care regimens *.

Depression has been shown to de-
crease adherence to diabetic diet
and predict drop out from weight
loss programs and to be associated
with diabetic complications ==.
Emotional reactions such as anxiety
and depression directly affect the
secretions of various hormones that
regulate glucose and fat metabo-
lism®.

The Influence of Diabetes on dif-
ferent development level.

The child level of psychosocial de-
velopment will influence reactions
to a new illness or the progression
of chronic disorder like diabetes
mellitus.

Infancy: In infancy, severe illness
may produce intense emotional re-
actions in new parents at the very
time they are trying to become a
family.

Predictable guilt, horror, disbelief
associated with illness in an infant
can damage parental child attach-
ment leading to chronic dysfunc-
tion”. However, diabetes rarely af-
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speciive evidence that children who
have had adverse experiences in the
1* two year of life are prone to de-
velop diabetes later on. ".

There have also been suggestions
that external stress factors, either of
a non-specific nature or specifically
related to loss of a parent, might
precipitate the illness. It does seem
established that there is an excess of
life events in the few months pre-
ceding the onset of the condition,
particularly in older children '.
Some reports have found a stronger
association with increasing social
advantages, although other have re-
ported an increased risk with moth-
ers having a lower educational
level, with fathers in manual occu-
pations and with increasing level of
deprivation and yet others have
found no association with social
class "

Diabetes Control:

Although the majority of children
with diabetes achieve very satisfac-
tory control with minimum incon-
venience to themselves and their
families, a minority present control
problems and, in a smaller propor-
tion still, these difficulties produce
a major disruption in the child’s
life, requiring frequent out-patient
visits, hospitalizations, and absence
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from school ' Such brittle or labile
cases of diabetes may be due to
specific metabolic or endocrine fac-
tors, but they are more likely to be
due to the direct or indirect influ-
ence of stressful factors operating
on the child :

Direct factors: Laboratory studies
have demonstrated that the produc-
tion of pituitary hormones and cate-
cholamine induced by stress can
lead to decrease in insulin produc-
tion and an increase in free fatty ac-
ids in the blood .

Indirect factors: The success of
diabetic control depends on the
compliance of the patient and fam-
ily with treatment, diet, injections
and urine-testing. Compliance can
be affected by the quality of organi-
zation of care in the home. It is
likely to be poor in those families
where, for reasons of financial
hardship or personality conflicts be-
tween the parents or a combination
of the two, the home care is rela-
tively disorganized * "~ The confi-
dence and self-esteem of the par-
ents are important '. Some parents
react to their own anxiety about the
diabetes by becoming more over
controlling and rigid or rejecting
and neglectful '

Glycemic control is most strongly
related to adherence to treatment
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Introduction :

Definition:

Diabetes Mellitus is a condition in
which there is a failure of produc-
tion of insulin, the hormone respon-
sible for clearing glucose and ke-
tones from the blood. This type is
called juvenile onset-diabetes or
type 1 diabetes. The patient is de-
pendent on insulin for survival.
The onset of this condition is usu-
ally between 3 and 15 years of life,
but it may occur later'. Type 1 dia-
betes represents 80-85% of all cases
of diabetes in children and adoles-
cents>. It must be treated with ex-
ogenous insulin °. In maturity onset
diabetes, which usually comes on
much later in life, a different patho-
logical mechanism, independent of
insulin production is involved '.
Background Features:

Diabetes Mellitus ranks as the 2™
most common chronic disease of
childhood. Its prevalence in the
school-aged population is exceeded
only by asthma ***,

It is considered one of the most
psychologically  demanding  of
chronic medical illness. It is a life —
altering condition for children, ado-
lescents and their families. It is a
stressful chronic illness with life-
threatening aspects, demands for
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Life style modifications and com-
plex treatment requirements which
are all threats to personal control**’.
The world incidence of type 1 dia-
betes varies greatly from 2 per
100,000 per year in Japan to 35 per
100,000 in some Scandinavian
countries. The European incidence
also varies greatly from 5 per
100,000 per year in Turkey to 18
per 100,000 per year in United
Kingdom and 25.8 in Sweden.

The prevalence of diabetes in those
younger than age 20 is about 1.7
per 1000 in the United States ***.

Links with Psychoesocial Factors :
Psychosocial factors and etiology
of diabetes

Various people have reported a
possible association between the
etiology of childhood diabetes and
psychosocial factors. They may
precipitate the onset of a disorder or
may influence the timing of symp-
tom presentation ". It has been sug-
gested that psychological stress
could trigger the onset of diabetes
mellitus, given the ability of stress
in normal control subjects to stimu-
late hormones that oppose insulin’s
action but this relationship remains
uncertain “. There is weak retro-




The Arab Journal of P}ychiatry (2006), Vol. 17, No .2, Page (197-214)
Review Article

Psychosocial Aspects of Diabetes Mellitus in Children and

Adolescents:
Fatima Al-Haidar

Iyl g JEY (520 (5 S (5 yal Aol g Aouadll a1 g
L‘m - nﬂ

Abstract

Objective: To review the links between psychosocial factors and diabetes
mellitus in children and adolescents, trying to look for these factors
whether they play a role in the etiology of diabetes or not, and whether
there are psychosocial consequences of diabetes or not.

Method: Reviewing the available and relevant published articles, from
1990 to 2005

Results: Psychosocial factors could precipitate the onset of diabetes and
may influence the timing of symptoms presentation.

Stress and family problems may affect children and adolescents compliance
with diabetic regimen leading to more medical, psychological and social
complications. Presence of psychiatric co morbidity can result in difficult
clinical course of diabetes.

Diabetes can affect children negatively at different phases of development
from infancy to adolescence. Diabetic children have high rates of depres-
sion, anxiety, adjustment disorders and disruptive behavioral disorders.
Their siblings and families are affected negatively as well.

Management should include psychosocial assessment of diabetic children
and adolescents and their families, diabetic education, individual psycho-
therapy, family counseling, management of psychiatric co morbidity and is-
sues related to school attendance and achievement.

Conclusion: Links between psychosocial factors and diabetes do exist. The
psychosocial components should be considered early in the process of as-
sessment, management and subsequent rehabilitation.
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Conclusion

In summary, the results of this study fallen into obscurity during the 20"
suggest a potential role for physical century. These findings emphasize
trauma in the etiology of medically the need to review the current
unexplained neurological symp- DSM-IV ? and ICD-10 ™ diagnostic
toms. This idea is not new but had criteria of conversion disorder.
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injuries that developed from slight
shocks and mild blows inflicted di-
rectly upon the back. He introduced
the notion of invisible damage at the
molecular level, and gave credence
to the notion that the injury did not
have to be visible to be com-
pensable. In fact, although he held
organic view he was struck by the
disproportion that occurred between
an apparently minor accident and
the severe consequences.

This debate goes in line with scien-
tific evidence and clinical experi-
ence, which suggests that an exclu-
sively psychological paradigm is
viewed negatively by patients, some
of whom are actively hostile to it.
The emerging evidence base docu-
menting biological factors in the
development of MUS, recently re-
viewed by Clauw and Chrousos *,
suggests that some of patients’ con-
cerns may be justified. Indeed the
father of psychoanalysis himself
(Freud) did not deny the patho-
physiological correlate of MUS and
acknowledged that certain types of
MUS may be caused by organic fac-
tors. He stated-

“I will take the word functional or
dynamic lesion in its proper sense:
“alteration in function of mecha-
nism”. Such an alteration, for ex-
ample, would be a diminution in

excitability or in a physiological
quality which in the normal state
remains constant or varies within
fixed limits.....”. On addition, Trim-
ble wrote: -

“Thus it will be recalled that origi-
nally the term ‘functional disorder’
used in association with the concept
of organic disorder, implied disease
attributed to altered function, rather
than structure, of neuronal proc-
esses” “.

Accordingly, there is a considerable
body of evidence in the literature,
and from clinical practice which
notes an excess in physical attribu-
tion for MUS. If this has occurred in
our sample, we may have overesti-
mated the importance of physical
trauma (recall bias).

Finally, it is difficult to comment on
how representative this sample was.
Many were case reports and few
were from consecutive case series.
It is likely that the sample contains
significant heterogeneity and is
prone to bias, which cannot be fore-
seen. The findings of this review
need to be considered cautiously
owing to the many confounding fac-
tors possible. Nonetheless, it seems
-desirable to emphasize the need for
better-designed studies that aim to
examine this interaction between
physical and emotional factors.
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of conversion disorder is a major
confounding factor in the present
results. Few of the studies actually
used validated measures for exam-
ining life events. There are prob-
lems with extracting data from stud-
ies that do not specify the nature of
the life events that they have re-
ported. Further, even clearly de-
scribed data needs careful analysis;
shrapnel wounds sustained in a war
or road traffic accident injuries may
be interpreted as both physical
trauma and stressful life events.

Taking history from patients with
such symptoms, it must always in-
clude a search for physical trauma,
however minor, along with details
of their state of mind at onset. In the
golden age of hysteria research, just
before the ascendance of psycho-
analysis, the role of physical trauma
was recognized and MUS are ac-
cepted as reversible functional dis-
turbances of the nervous system.

The accepted treatment included-

attention to psychological aspects of
medical management. Thus, Jelliffe
commented: -

“I talk of “reversible” and “irre-
versible” organic changes, never of
organic changes. Organic changes
are always taking place in all func-
tioning organs. Anyone should
know that, whether within the

physiological range, or whether re-
versible or not is the important con-
sideration’’ . The authors of the
various papers studied were from
differing disciplines, including gen-
eral medicine, neurology, orthope-
dic, dental surgery, rehabilitation,
physiotherapy, and psychiatry. It
may be that the histories taken by
each would be different. Given that
most diagnostic criteria stipulate
psychological factors, it is possible
that many investigators have simply
not looked for or asked about minor
or trivial physical trauma leading to
an underestimation of its true preva-
lence.  Equally, many non-
psychiatrists are unaware of opera-
tionalised criteria in their practice,
which may be completely uninflu-
enced by them or even lead to an
under emphasis on psychological
factors.

The present findings and sugges-
tions are not new. The prevailing
model through history has been to-
ward the organic paradigms of the
MUS, from uterine theories through
“wondering womb” to irritated tox-
ins and vapors, reflex theory, ani-
mal spirits, physical trauma and
traumatic nervous disorder to func-
tional nervous shift. John Eric
Erichsen introduced the term “spi-
nal concussion” describing railways
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severity of the physical injury was
less significant than the suddenness
of the event, pointing out that MUS
could follow a minor physical in-
jury or emotional problems ¢). He
also noted the importance of fear,
"The nervous shock or commotion”
that accompanied the event. Thus
despite emphasizing the role of
physical trauma, he appears to have
believed that fear panic” associated
with the trauma was the potentially
pathogenic feature. Furthermore,
Herbert W. Page stressed the impor-
tance of fear “panic” in precipitating
MUS following minor or trivial
trauma in railway accidents, calling
them “nervous mimicry” which al-
lowed a functional and curable dis-
order to mimic an incurable struc-
tural lesion. He stated-

“the suddenness of the accident,
which comes without warning, or
with a warning which only reveals
the utter helplessness of the trav-
eler, the loud noise, the hopeless
confusion, the crises of those who
are injured; these in themselves and
more especially if they occur at
night or in the dark are surely ade-
quate to produce a profound im-
pression on the nervous system” .
In this study 18 cases (2.1%), re-
ported panic symptoms just before
the onset of Medically Unexplained

Paresis and Anesthesia. This per-
centage is low in comparison to
other stressful life events, which
stands at 25.4% (214 patients).

Our findings must be interpreted in
the knowledge of limitations to the
study. Slater '*” famously stated in a
follow-up study that hysteria had
been misdiagnosed in over 60% of
cases. However, more recent stud-
ies, which are of better quality but
less strident authorship, have dem-
onstrated rates of 5-10%. More re-
cently, Carson ™ has shown that cur-
rent rates are extremely low, around
5%. He criticized Slater’s research
on hysteria that it was, by modern
standards, a fatally flawed study.
The lack of any real definitions for
entry criteria, sampling frames or
outcome measures make it too diffi-
cult to interpret the relevance of the
data actually is. Curiously, in the
Slater study ‘“hysteria” was often
being used to describe a histrionic
reaction to organic disease (func-
tional overlay). Given that the pa-
tients had identified neurological
disease at entry to the study, it is
really no surprise that they still had
identified disease at follow up. The
Slater study is perhaps best re-
garded as a warning that clarity of
terminology is essential in medi-
cine. It is unlikely that misdiagnosis
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onstrate causality. The direction of
potential causation is not in doubt
(i.e. the future onset of symptoms is
unlikely to be the cause of trauma)
but it is not clear as to whether this
association is of etiological signifi-
cance or an epiphenomenon. Fur-
thermore, in some articles “, it is
clear that both factors (physical and
psychological) have a role in pre-
cipitating hysterical symptoms;
however, it is not clear which was
the more important.

In emphasizing the role of physical
trauma it can be seen that the role of
psychological process in pathogene-
sis i1s not discounted. Simply one
would caution against the emphasis
on life events and stress in existing
diagnostic criteria. For example, a
patient with a non-organic motor
gait disorder displaying a positive
Hoover's sign but no evidence of
psychological trauma is best de-
scribed as having conversion disor-
der despite not fitting current crite-
ria. In response to this problem,
Wessely ' proposed to drop the
classic psychoanalytic —derived cri-
teria for conversion disorder.

The failure of science to define the
precise physiologic basis for the
symptoms seen in these disorders
should not necessarily lead to label-
ing an individual with a psychiatric

rather than medical diagnosis. There
is evidence of a genetic predisposi-
tion to MUS and that different types
of environmental triggers (emo-
tional, physical and immune
stresses) can either initiate or exac-
erbate MUS " Such trigger factors
include physical trauma as demon-
strated in this review. However, the
results of the present study may not
be readily generalizable to other
functional symptoms. Wessely “has
demonstrated that physical factors
such as viral infection are com-
monly implicated in chronic fatigue
syndrome (CFS). Sixteen percent of
our cases revealed organic diseases
associated with the onset of MUS.
This is in support of the current
thinking that organic factors could
precipitate the onset of functional
disorders "2+ "= There are multi-
ple reports of pathophysiological
abnormalities noted in individuals
with MUS such as fibromyalgia,
CFS and other allied syndromes that
might explain MUS although it
must be appreciated that many such
findings may relate to experimental
error and unknown confounding
factors.

Trauma is a heterogeneous concept,
and can allow for a range of quanti-
tatively and qualitatively differing
insults. Charcot proposed that the
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Table 1 - Percentage Of Patients Describing Specific Trigger Factors Prior
To Onset Of The Symptoms (No. 841 Patients).

Trigger factor No of patients Percentage
Physical Trauma 266 31.6%
Stressful life events 214 25.4%
Panic 18 2.1%
Organic disease 135 16%
Surgery 50 5.9%

Note: - patients who had experienced physical precipitating factors (physical trauma, or-
ganic disease and surgery) rose to 53. 5 % and those who had experienced psychological
factors (psychological stress and panic) fell to 27. 5%.

Discussion

This is the first systematic review of
precipitating factors in medically
unexplained paresis and anesthesia.
The results suggest that physical
trauma is the most commonly asso-
ciated factor preceding the onset of
such Medically Unexplained Symp-
toms (MUS). This is in stark con-
trast to current diagnostic frame-
works of DSMIV and ICD 10,
which insists on the presence of
life/stressful events and credits them
with etiological significance.
Physical trauma may often be far
more psychologically and emotion-
ally traumatic, than appears to be
the case at first sight. Furthermore,
the personal significance of the
trauma to the individual may be an
important factor even if the trauma
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is mild and “trivial”’. This may be
influenced by the circumstances in
which the trauma occurs. Pilowsky *
placed an emphasis on the need for
pains-taking analysis of the accident
in all its details, since patients tend
not to offer the information sponta-
neously. He tried to draw attention
to the fact that the true nature of the
accident from the patients’ perspec-
tives is often overlooked. Further-
more, recent studies ° showed that
conversion disorder patients were
more prone to minimize their
trauma history than other dissocia-
tive disorders.

Although the findings suggest that
physical trauma may be an impor-
tant part of the pathogenesis of
MUS, an association does not dem-




Mohammad Zaubi

5. Following surgery.
The data were recorded on an ac-
cess database and then analyzed
using a status direct software pack-
age. The analysis was performed
using simple descriptive statistics.

Result

13089 titles and abstracts were
checked among which 1345 articles
were found. Of these, 147 articles
met the study entry criteria (see ap-
pendix 1). They contained descrip-
tions of 841 patients. Most articles
illustrated a series of cases: we in-
corporated only those cases that
met our criteria, and excluded those
that did not. We also included one
study that described onset details as
percentages: it was apparent that all
patients met entry criteria and data
from this study were pooled with
those from individual case reports.
Of the 841 we analyzed, 266 pa-
tients or 31.6% CI. (28-34%) were
described as having experienced

188

recent physical trauma preceding,
and relevant to, the onset of their
functional symptoms (Table 1). By
contrast, just 214 patients or 25.4%
(CI. 22-28%) were recognized to
have experienced recent stressful
events preceding symptom onset.
Interestingly, patients who had ex-
perienced physical precipitating
factors (physical trauma, organic
disease and surgery) rose to 53.5 %
and those who had experienced
psychological factors (psychologi-
cal stress and panic) fell to 27. 5%.
Eight papers, although containing
some onset data on 125 patients,
did not actually examine for physi-
cal trauma. When we excluded
these, the proportion of the 716 re-
maining patients, who had experi-
enced recent physical trauma, pre-
ceding onset, rose to 37.1% CI (34-
41%) and the percentage of those
with preceding stressful life events
fell to 12.4% CI (9-15 %).



Precipitating Factors Relating to Onset of Medically Unexplained Paresis and Anesthesia.

All studies were included if the

following criteria were met; -

1. Studies were included if the
symptoms characterized were
described as hysterical, func-
tional, psychogenic, nonor-
ganic, conversion, unexplained,
dissociative or psychosomatic.

2. The following symptoms were
included; paralysis, paresis, mo-
tor, weakness, gait, tremor,
dystonia, myoclonus, or sensory
disturbance.

3. Data on the onset of a symptom
could be extracted.

4. They reported on at least one
patient.

Reports of the following were ex-

cluded: -

Complex regional pain,
Reflex sympathetic dystrophy.

Pseudoseizures,

Factitious, Munchausen’s dis-
order.

5. Mixed organic/non-organic dis-
ease,

bl N

6. Other conversion symptoms'

where visual loss, deafness,
globus, dysphonia, fugue, pain
were the primary symptoms.

When a study described func-
tional motor or sensory Symp-
toms associated with pain, they
were included; the exclusion
was of studies where unex-
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plained pain was the sole symp-
tom. Studies reporting motor
symptoms as part of reflex sym-
pathetic dystrophy and complex
regional pain syndromes were
also excluded.

The papers were reviewed by
the author using a structured
proforma. Results were then
checked by another psychiatrist
and any discrepancies resolved
by a team of adjudicators.

The structured Proforma in an

electronic Access Spread Sheet

recorded the following: -

The reference journal including

the author and year of publica-

tion.

Demographic data.

Inclusion and exclusion criteria.

The type and nature of medi-

cally unexplained symptoms.

Circumstances of the incidence

including both organic and psy-

chological factors preceding the
onset of these symptoms.

Factors precipitating the onset

of MUS such as: -

1. Any physical trauma,

2. Recent stressful life events
(bereavement, divorce, re-
dundancy etc),

3. Whether precipitated by
panic symptoms.

4. precipitated by organic disorder,
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DSM IV 2 Therefore, it is clear
from the definition that psychic
trauma is a diagnostic criterion as-
sociated with their onset or exacer-
bation. In addition, multifactorial
stress model was suggested in one
of the recent studies * in the evolu-
tion of conversion disorder, show-
ing the significant association be-
tween the recent life events and the
severity of conversion symptoms.
By contrast, the role of physical
trauma has been minimized and be-
come obsolete.

The psychoanalytic schools insisted
on psychogenesis of conversion
hysteria, facilitating its transfer
from neurology as “functional” to
psychiatry as a “conversion” disor-
der. These constructs are not em-
pirically testable and Freud’s argu-
ments in support of his theories
were unreliable or even misleading
*. Caution should be in place against
the validity of existing diagnostic
criteria.

Physical trauma is historically re-
ported as precipitating the onset of
such MUS. Charcot “the father of
neurotic hysteria” introduced the
term of “traumatic hysteria”, em-
phasizing the role of physical
trauma as a trigger factor to the on-
set of functional symptoms. Erich-
sen, Benjamin Brodie, Russell Rey-
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nolds, and James Paget published
case reports of nervous afflictions
and paralyses that were precipitated
by physical injury and occurred
without apparent underlying pa-
thology *¢. These views received
support from contemporary neuro-
pathologists ”. By the end of 19-th
and beginning of the 20-th century,
the common view was that a com-
bination of psychological and
physical mechanisms was accepted
as etiologically significant in the
development of this malfunction.

In this study, a systematic analysis
of the scientific literature since
1965 was undertaken to examine
the extent of the existing evidence
describing the precipitating factors
for onset of medically unexplained
paresis and anaesthesia.

Methods

The literature was searched from
1965 to June 2004 by using the fol-
lowing databases: - Medline (from
January 1966), Cinahl (from1982),
Embase (from 1980) and Psychlit
(from 1965) and BIDS ISI (from
January 1981). All studies that de-
scribed the precipitating factors for
onset of unexplained motor or sen-
sory symptoms among patients
were eligible for inclusion.
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Abstract

Objective: The aim of this study is to examine the extent of the existing
evidence describing the precipitating factors relating to onset of medically
unexplained paresis and anaesthesia

Method: A systematic analysis of the available scientific literature since
1965 was undertaken to examine the rate of recorded trigger factors for
onset of medically unexplained paresis and anesthesia. These factors ex-
amined were physical trauma, stressful life events, panic state, organic ill-
ness and surgery.

Result: Physical trauma was the most frequent precipitating factor 31.6%
(confidence interval CI (28-34%) compared to stressful life events 25.4%
CI (22-28%).

Conclusion: Physical trauma was a more likely precipitant for medically
unexplained paresis and anesthesia than purely psychological events. The
conclusions are however tentative as many physically traumatic events are
associated with fear and panic. Nonetheless these results have implications
for current DSM IV and ICD-10 diagnostic criteria of conversion disorder
which insist upon a purely psychological triggering event.

Key Word: Medically unexplained symptoms (MUS), Chronic Fatigue
Syndrome (CFS), Diagnostic & Statistical Manual (DSM1V), American
Psychiatric Association (APA), Functional and Psychogenic.

Introduction

Hysterical symptoms are common noses '. Such unexplained motor
in neurological practice, accounting and sensory symptoms were con-
for about 1% of neurological diag- sidered as Conversion Disorder in

185



160.

161.

162.

163.

164.

Life events, Co-morbidity of Psychiatric Disorders and Physical illnesses:

Annual Review of psychology
1997; 48: 191-214.

Brugha TS. Social networks
and’ support. Current Opinion
in Psychiatry 1990;3:264-268.
Bebbington PE. The origin of
sex differences in depressive
disorder: bridging the gap. Int
Review Psychiatry 1996; 8:
295-332.

Brown GW & Life events,
psychiatric ~ disorder  and
physical illness .J of psycho-
somatic Research 1981; 25:
461-473.

Gorman DM and Brown GW.
Recent development in Life -
event research and their rele-
vance for the study of addic-
tions. British J Addiction
1992; 87: 837-849 .

Brown GW. Life events and
measurement, Brown GW &
Harris TO (Eds) Life events
and illness, 1989; pp 3-45.
Guilford Press, New York.

165. Mechanic D. Some problems

in the measurement of stress
and social readjustment .J of
Human stress 1975; 1: 43-45.

166. Katsching H. Measuring Life

stress - a comparison of the
check -List and the panel
technique, 1n; Katschnig H
(ed) Life events and psychiat-
ric disorders; controversial is-
sues, 1986; PP 74-106. Cam-
bridge University Press |,
Cambridge .

167. Gorman DM. Date collection

in studies of Life events and
the harmful use of alcohol; a
review. Drug and Alcohol
Review 1990: 967- 74 .

168. Brown GW and Harris TO. Es-

tablishing causal Links; the
Bedford College studies of
depression. In; Katsching H
(Ed) Life events and psychiat-
ric disorders; controversial is-
sues, 1986; PP 105-187 Cam-
bridge, Cambridge University
Press.

*Correspondence
*Hamdy F Moselhy, MBBCh, MSc, DCP, MD, MRCPsych, Associate pro-
fessor, Department of psychiatry, Faculty of Medicine and Health Sciences,
UAE University, Deparment of Psychiatry, Al Ain, PO Box 17666

Amal H Abdalla, MBBCh, MSc, MRCP, Staff Grade in Haematology,
Walsall Manor Hospital, UK



148.

149.

150.

151.

152.

153.

Hamdy F Moselhy and Amal H Abdalla

adolescent substance use.
Journal of Abnormal child
psychology 1993; 21: 469-
480.

Kandel D. Longitudenal re-
search on drug use: empirical
findings and methodological
issues, 1978; Wiley, New
York.

Kandel D. Epidemiological
and psychosocial perspectives
on adolescent drug use. Jour-
nal of American Academy of
Child Psychiatry 1982; 21:
328-347.

Swadi H. Relative risk factors
in detecting adolescent drug
abuse. Drug Alcohol Depend-
ence 1992; 29: 253-254.
Jenkins JE. The influence of
peer affiliation and student ac-
tivities on adolescent drug in-
volvement. Adolescencel996;
31:297-306.

Swadi H. Individual risk fac-
tors for adolescent substance
use. Drug & Alcohol Depend-
ence 1999; 55: 209-224.
Fergusson DM, Horwood LJ
and Lynsky MT (1995) The
prevalence and risk factors as-
sociated with abusive or haz-
ardous alcohol consumption
in 16 year olds. Addiction, 90:
935-946.

183

154.

155.

156.

157.

158.

159.

Chassin L, curran P, Hussong
A, Colder C. The relation of
parent alcoholism to adoles-
cent substance use: a longitu-
dinal follow-up study. Journal
of Abnormal Psychology
1996; 105: 70-80.

Kipke M, Montgomery S and
Simon T. Substance abuse
disorder among runaway and
homeless youth. Substance
Use and Misuse 1997; 32:
969-986.

Kral A, Molner B and Booth
R. Prevalence of sexual risk
behaviour and substance use
among runaway and homeless
adolescents in San Francisco,
Denver and New York city.
International J STD AIDS
1997, 8: 109-117.

Johnson T, Freels S, Parson J.
Substance abuse and home-
lessness: social selection or
social adaptation? Addiction
1997; 92: 437-445.

Van Os J, Jones P, Lewis G,
et al. developmental precur-
sors of affective illness in a
general population birth co-
hort. Archives of Gen Psy-
chiatry 1997; 54: 625-631.
Kessler R. the effect of stress-
ful life events on depression.



138.

139.

140.

141.

142.

Life events, Co-morbidity of Psychiatric Disorders and Physical illnesses:

Wills T, Vaccaro D, McNa-
mara G. Novelty seeking, risk
taking, and related constructs
as predictors of adolescent
substance use: an application
of Cloninger's Theory. Jour-
nal of Substance Abuse 1994;
6:1-20.

Lerner J and Vicary J. Diffi-
cult temperament and drug
use: analysis from the New
York Longitudinal study. Jor-
nal of Drug education 1984;
14: 1-7.

Blackson T, Tarter R. Individ-
ual, family, and peer affilia-
tion factors predisposing to
early-age onset of alcohol and
drug use. Alcohol Clinical and
Experimental Research 1994,
18: 813-821.

Smith G and Fogg C. Psycho-
logical antecedents of teenage
drug use. In: Simmons R (ed)
Research in community and
mental health: an annual

compilation of research, 1979: -

pp 87-102. JAI press, Green-
wich,

Smith G, Schwerin F and
Stubblefield. Licit and illicit
substance use by adoles-
cents: psychosocial predispo-
sition and escalatory outcome.

182

143.

144.

Contemporary
lem 1982: 75-100.
Gersick KE, Grady K and
Sexton E. Personality and so-
ciodemographic factors in
adolescent drug use. In: Letti-
eri DJ and Ludford JP (eds)
Drug abuse and American
adolescent. DI1981; HEW,
Washington, DC NIDA Re-
search Monograph No. 38.
Lewinsohn P, Gotlib 1 and
Seeley J. Adolescent psycho-
patholgy: IV. Specificity of
psychosocial risk factors for
depression and  substance
abuse in older adolescents.
Journal of American Acad-
emy of child and Adolescent
Psychiatry  1995; 34:1221-
1229.

Drug Prob-

145. Paton S, Kessler R and Kandel

D. Depressive mood and ille-
gal drug use: a longitudinal
analysis. Journal of General
psychology1977;131:267-289.

146. Deykin E, Levy J and Wells V.

147.

Adolescent depression, alco-
hol and drug abuse. American
Journal of Public Health
1987; 77: 178-182.

Henry B, Freehan M and
McGee R. The importance of
conduct problems and depres-
sive symptoms in predicting



126.

127

128.

129.

130.

131

132.

Hamdy F Moselhy and Amal H Abdalla

Cowen PJ. Cortisol, serotonin
and depression: all stressed
out? British J Psychiatry; 180:
99-100.

Strickland P, Deakin JFW,
Percival C, Dixon J, Gater
RA, Goldberg DP. Bio-social
origin of depression in the
community. British J Psychia-
try 2002; 180: 168-173.

Van OS J, Park SBG, Jones
PB. Neuroticism, life events
and mental health: evidence
for person- environment cor-
relation. British J Psychiatry
2001; 178: s72-s77.

Plomin R. genetics and ex-
perience, 1994; London: Sage.
kendler KS and Eaves LlJ.
Models for the joint effect of
genotype and environment on
liability to psychiatric illness.
Am j Psychiatry 1986; 143:
179-189.

Susser Mand Susser E. sepa-
ration heredity and environ-
ment. II. Research design and
strategies. In Epidemiology,
Health and Society: selected
papers (ed M Susser) 1987,
New York: Oxford University
Press.

Rutter M, Dunn J, Plomin R,
et al. integrating nature and
nurture: implications of per-

181

133.

134.

135.

136.

137.

son-environment correlations
and interactions for develop-
mental psychopathology. De-
velopment and Psychopa-
thology 1997; 9: 335-364.
Farmer A, Redman K, Harris
T, Mahmood A, Sadler S,
Pickering A and McGuffin P.
Neuroticism, extraversion, life
events and depression. British
J Psychiatry 2002; 181:118-
122.

Farmer A, Redman K, Harris
T, Mahmood A, Sadler S,
Pickering A and McGuffin P.
Sensation-seeking, Life events
and depression. British J Psy-
chiatry 2001; 178: 549-552.
Wills T, DuHamel K and
Vaccaro D. Activity and
mood temperament as predic-
tors of adolescent substance
use: test of a self-regulation
mediational model. Journal of
Personality and Social Psy-
chology 1995; 68:901-916.
Cloninger C. Neurogenetic
adaptive mechanisms in alco-
holism. Science 1987; 236:
410-416.

Cloninger C, Sigvardsson S,
Bohman M. Childhood per-
sonality predicts alcohol use
in young adults. Alcoholism
1988; 12: 494-505.



113.

114.

115.

116.

117.

118.

119

Life events, Co-morbidity of Psychiatric Disorders and Physical illnesses:

Reynolds M, Mezey G, Chap-
man M, Wheeler M, Drum-
mond C, Baldacchino A. Drug
Alcohol Depend 2005; 77(3):
251-258.

O’Doherty F and Davies J B.
Life events and addiction: a
critical review. British Jour-
nal of Addiction 1987; 82:
127-137.

Swadi H. Individual risk fac-
tors for adolescent substance
use. Drug & Alcohol Depend-
ence, 1999; 55: 209-224.
El-Sheikh H, Fahmy E, Samy
V, Moselhy HF. Life events
and addiction: a review of lit-
erature. The European J Psy-
chiatry 2004; 18 (3): 163-170.
Dudley DL, Mules IJE,
Roszell DK, Glickfield G and
Hague WH. Frequency and
magnitude distribution of life
change in heroin and alcohol
addicts. International J Addic-
tion 1976; 11:977-987.
Duncan DF. Life stress as a
precurser to adolescent drug
dependence. International J
Addiction1977;12:1047 1056.
Kosten TR, Rounsaville MD,
Herbert D and Kleber MD
(1986) A 2.5 year follow-up
of depression, life crises and
treatment effects on absti-

180

120.

121.

123

124.

125.

nence among opioid addicts.
Archive of General Psychiatry
1986; 43: 733-738.

Neff JA & Husaini BA. Life
events, drinking patterns and
depressive symptomatology .J
of Human stress 1982; 43:
301-318.

O'Doherty F. Is drug use a re-
sponse to stress? Drug and
Alcohol Dependence 1991;
29:  97-106.122.Koob  GF.
Corticotropin-releasing factor,
norepinephrine, and stress.
Biol Psychiatry 1999; 46:
1167-1180.

Jacobson LK, Southwick SM,
Kosten TR. Substance use
disorders in patients with
posttraumatic stress disorder:
a review of the literature. The
Am J Psychiatry 2001; 158:
1184-1190.

Dinan TG. Glucocorticoids
and the genesis of depressive
illness. A psychobiological
model. British J Psychiatry
1994; 164: 365-371.
Nemeroff CB. The corticotro-
pin-releasing factor (CRF)
hypothesis of depression: new
findings and new directions.
Molecular Psychiatry 1996; I:
336-342.



105.

Hamdy F Moselhy and Amal H Abdalla

sponses, and psychophysi-
ological symptoms: an inter-
view study. Int J Nurs Stud
2005; 42(6): 629-636.
Oquendo M, Brent DA, Bir-
maher B, Greenhill L, Kolko
D, Stanley B, Zelazny J,
Burke AK, Firinciogullari S,
Ellis SP, Mann JJ. Posttrau-
matic stress disorder Co-
morbid with major depres-
sion: factors mediating the as-
sociation with suicidal behav-
iour. Am J Psychiatry 2005;
162 (3): 560-566.

106. Palyo SA and Beck JG. Post-

traumatic  stress  disorder
symptoms, pain, and physical
functioning. Pain 2005; 117
(1-2): 121-127.

107. Wohlfarth TD, van den Brink

108.

W, Ormel J, Koeter MW,
Oldehinkel AJ. The relation-
ship between social dysfunc-
tioning and psychopathology
among primary care attenders.
British J Psychiatry 1993;
163: 37-44.

Cervilla JA & Prince MJ.
Cognitive impairment and so-
cial distress as different path-
ways to depression in the eld-
erly: a cross-sectional study.
International Journal of Geri-

179

109.

atric Psychiatry 1997; 12(10):
995-1000.

Mutasa HC. Risk factors as-
sociated with noncompliance
with methadone substitution
therapy and relapse among
chronic opiate users in an
outer London community. J
Advanced Nursing 2001;
35(1):97-107.

110. Wu LT, Kouzis AC & Leaf PJ.

Influence of Co-morbid alco-
hol and psychiatric disorders
on utilization of mental health
services in the national Co-
morbidity survey. American J
Psychiatry 1999; 156 (8):
1230-1236.

111. Sundbom E, Henningsson M,

112.

Holm U, Soderbergh S, Even-
gard B. possible influence of
defences and negative life
events on patients with
chronic fatigue syndrome: a
pilot study.. psychol Rep
2002; 963-978.

Twaite  JA,  Rodriguez-
Srednicki O. childhood sexual
and physical abuse and adult
vulnerability to PTSD: the
meditating effects of attach-
ment and dissociation. J Child
Sex Abuse 2004; 13(1): 17-
38.



Life events, Co-morbidity of Psychiatric Disorders and Physical illnesses:

sion. European Archives of
Psychiatry and Neurological
Sciences 1990; 239(4): 221-
230.

95.Goodwin RD, Fergusson DM,

96.

97.

98.

Horwood 1j. Childhood abuse
and familial violence and the
risk of panic attacks and panic
disorder in young adulthood.
Psychol Med 2005; 35(6): 881-
890.

Hexel M and Sonneck G.
somatoform symptoms, anxiety,
and depression in the context of
traumatic life experiences by
comparing participants with and
without psychiatric diagnoses.
Psychopathology 2002; 35(5):
303-312.

Maaranen P, Transkanen A,
Haatainen K, Koivumaa-
Honkanen H, Hintikka J, Vii-
namaki H. somatoform disso-
ciation and adverse childhood
experiences in the general popu-
lation. J Nerv Ment Dis 2004;
192(5): 337-342.

Brown RJ, Schrag A, Trimble
MR. Dissociation, childhood in-
terpersonal trauma, and family
functioning in patients with
somatization disorder. Am J
Psychiatry 2005; 162(5): 899-
905.

178

99.

100

101.

102.

103

104.

Caldwell BA and Redeker N.
sleep and trauma: an overview.
Issues Ment Health Nurs 2005;
26(7):721-738.

. Velayudhan L and Katz AW.
Late onset obsessive compul-
sive disorder: the role of
stressful life events. Int Psy-
chogeriatric 2006; 18: 1-4.
Epstein RS ,Fullertocs , Ur-
sano RJ. Posttraumatic stess
disorder following an air dis-
ease; a prospective study
.American J psychiatry 1998;
155 (7); 934-938

Alonzo AA. The experience
of chronic illness and post-
traumatic stress disorder: the
consequences of cumulative
adversity. Social Science &
Medicine 2000; 50(10): 1475-
1484.

Zlotnick C,Bruce SE ,Shea
MT & Keller MB. Delayed
posttramatic stress disorders
(PTSO) & predictors of first
onset of PTSO in pts with
anxiety disorders .J Nervous&

Mental disease 2001;
158(6):404-406.

Hou WL, Wang HH, Chung
HH. Domestic violence

against women in Taiwan:
their life-threatening situa-
tions,  post-traumatic  re-



85.

86.

7.

88.

89.

Hamdy F Moselhy and Amal H Abdalla

and traumatic events. Am J
Psychiatry 2003; 160 (11):
2018-1024.

Lee R, Geracitoti TD, Kasckow
JW,Coccaro FF. childhood-
trauma and personality disorder:
positive correlation with adult
CSF corticotropin-releasing fac-
tor concentrations. Am J Psy-
chiatry 2005; 162(5): 995-997.
McFarlane A, Clark CR, Bryant
RA, Williams LM, Niaura R,
Paul RH, Hitsman BL, Stroud
L, Alexander DM, Gordon E.
the impact of early life stress on
psychophysiological, personal-
ity and behavioural measures in
740 non-clinical subjects. J In-
tegr Neurosci 2005; 4(1): 27-40.
Zanarini MC, Frankenburg FR,
Reich DB, Hennen J, Silk KR.
Adult experiences of abuse re-
ported by borderline patients
and Axis I comparison subjects
over six years of prospective
follow-up. J Nerv Ment Dis
2005; 193(6): 412-416.

Servant D, Bailly D, Allard C,
Parquet PJ. Major depression in
panic disorder: role of recent
life events. J Affective Disor-
ders 1991; 22(1-2): 79-82.
Servant D & Parquet PJ. Early
life events and panic disorder:
course of illness and Co-

93.

177

90.

9l

92.

94.

morbidity. Progress in Neuro-
Psychopharmacology & Bio-
logical Psychiatry 1994; 18(2):
373-379.

Manfro GG, Otto MW,
McArdle ET, Worthington JJ,
Rosenbaum JF, Pollack MH.
Relationship of antecedent
stressful life events to childhood
and family history of anxiety
and the course of panic disor-
der. J Affective Disorders 1996;
41(2): 135-139.

Bronisch T & Hecht H. Major
depression with and without a
coexisting anxiety disorder: so-
cial dysfunction, social integra-
tion, and personality features.
Journal Of Affective Disorders
1990; 20(3): 15-17.

Erwin BA, Heimberg RG, Marx
BP, Franklin ME. Traumatic
socially stressful life events
among persons with social
anxiety disorder. J Anxiety Dis
2006; 18.

Angst J & Vollrah M. The natu-
ral history of anxiety disorders.
Acta Psychiatrica Scandinavica
1991; 84 (5): 446-452.

Vollrath M, Koch R, Angst J.
The Zurich study. IX. Panic
disorder and sporadic panic:
symptoms, diagnosis, preva-
lence, and overlap with depres-



76.

71.

78.

79.

Life events, Co-morbidity of Psychiatric Disorders and Physical ilinesses:

expected overdose in drug-
induced deaths. Forensic Sci-
ence International 1993; 62(1-
2): 129-134.

Dinges NG & Duong-Tran O.
Stressfil life events and co-
occurring depression, substance
abuse and suicidability among
American Indian and Alaska
Native adolescents. Culture,
Medicine & Psychiatry 1992;
16(4): 487-502.

Stevens SJ, Murphy BS,
McKnight K. traumatic stress
and gender differences in rela-
tionship to substance abuse,
mental health, physical health,
HIV risk behaviour in a sample
of adolescents enrolled in drug
treatment. Child Maltrat 2003;
8(1):3-6.

Christensen RC, Hodgkins CC,
Garces LK, Estlund KL, Miller
MD, Touchton R. homeless,
mentally ill and addicted: the
need for abuse and trauma ser-
vices. J Health Care Poor Un-
derserved 2005; 16 (4): 615-
622.

McHugo GIJ, Caspi Y, Kam-
merer N, Mazelis R, Jackson
EW, Russell L, Clark C, Lieb-
schutz J, Kimerling R. the as-
sessment of trauma history in
women with co-occuring sub-

176

80.

81.

82.

83.

84.

stances abuse and mental disor-
ders and history of interpersonal
violence. J Behav Health Serv
Res 2005; 32 (2): 113-127.
Heila H, Heikkinem ME,
Isometsa ET, Henriksson MM
Marttum. MIJ.Lonngvist JK.
Life events and completed sui-
cide in schizophrenia, Schizo-
phrenia Bulletin 1999; 25. (3)
519-531.

Vine RG & Steingart AB. Per-
sonality disorder in the elderly
depressed. Canadian J Psychia-
try 1994; 39(7): 392-398.
Johnson JG, Cohen P, Brown J,
Smailes EM, Bernstein DP.
Childhood maltreatment in-
creases risk for personality dis-
orders during early adulthood.
Arch Gen Psychiatry 1999;
56(7): 600-606.

Bierer LM, Yehuda R,
Schmeidier J, Mitropoulou V,
New AS, Silverman JM, Siever
LJ. Abuse and neglect in child-
hood: relationship to personality
disorder diagnoses. CNS Spectr
2003; 8(10): 724.

Golier JA, Yehuda R, Bierer
LM, Mitropoulou V, New AS,
Schmeidler J Silverman IM,
Siever LJ. The relationship of
borderline personality disorder
to posttraumatic stress disorder



Hamdy F Moselhy and Amal H Abdalla

64. Brown GW, Briley JL & Wing

65.

66.

67.

68.

69.

70.

JK. Influence of family life on
the course of schizophrenic dis-
orders: a replication. British
Journal of Psychiatry 1972;
121: 241-258.

Vaughn CA & Leff JP. The in-
fluence of family and social fac-
tors on the course of psychiatric
illness: British Journal of Psy-
chiatry 1976; 129: 125-137.
McGuffin P. nature and nurture
interplay: schizophrenia. Psy-
chiatr Prax 2004; 31(2:S): 189-
193.

Magee WI. Effects of negative
life experiences on phobia onset
.Social psychiatry & psychiatric
Epidemiology 1999; 34 (70)!
343-351.

Reeve EA, Bemnstein GA,
Christenson GA. Clinical char-
acteristics and psychiatric Co-
morbidity in children with
trichotillomania. J American
Academy Child & Adolescent
Psychiatry 1992;31(1132-138.
Manthorpe J and Jliffe S. sui-
cide among older people. Nurs
Older People 2006; 17 (10): 25-
29.

Heikkinen ME, Henriksson
MM, Isometsa ET, Marttunen
M), Aro HM, Lonngvist JK.
Recent life events and suicide in

175

71.

72.

73.

74.

75.

personality disorders. J Nervous
& Mental Disease 1997; 185(6):
373-381.

Rey Gex C, Narring F, Ferron
C, Michaud PA. Suicide at-
tempts among adolescents in
Switzerland: prevalence, asso-
ciated factors and Co-morbidity.
Acta Psychiatrica Scandinavica
1998; 98(1): 28-33.

Foster T, Gillespie K,
McClelland R, Patterson C.
Risk factors for suicide inde-
pendent of DSM-III-R Axis I
disorder. Case control psycho-
logical autopsy study in north-
ern Ireland. British J Psychiatry
1999; 175: 175-179.

Cavanagh JTO, Owens DGC &
Johnstone EC. Life events in
suicide and undetermined death
in south-east Scotland: a case
control study using the method
of psychological autopsy. Social
Psychiatry & Psychiatric Epi-
demiology 1999; 34: 645-650.
Horesh N, Sever J, Apter A. a
comparison of life events be-
tween suicidal adolescents with
major depression and borderline
personality disorder. Compr
Psychiatry 2003; 44(4): 277-
283.

Puschel K, Teschke F, Castrup
U. Etiology of accidental/ un-



53.

54.

55.

56.

57.

Life events, Co-morbidity of Psychiatric Disorders and Physical illnesses:

prehensive Psychiatry 1977; 18:
119-125.

Brown GW. Meaning, meas-
urement and stress of life
events, in: Dohrenwend BS and
Dohrenwend BP (eds) Stressful
life events: their nature and ef-
fects, 1974; pp 217-243. Wiley,
New York.

McGuffin P& Babbington P.
The Camberwell collaboration
depression study 111 . Depres-
sion adversity in the relations of
depression problems. British J
psychiatry . 152, 775 -782
Tennant C, Bebbington P &
Hurry. The role of life events in
depressive illness: is there a
substantial causal relation? Psy-
chological Medicine, 11: 379-
389.

Kendler K, Kuhn J,Prescott C.
The interrelationship of neuroti-
cism, sex and stressful life
events in the prediction of epi-
sodes of major depression.
American J Psychiatry 2004;
161: 631-636.

Thomas S. Is there a disease-
prone personality? Synthesis
and evaluation of the theoretical
and empirical literature. Issues
In Mental Health Nursing 1988;
9: 339-352.

174

58.

59.

60.

61.

62.

63.

Michalak E, Wilkinson C, Hood
K, Dowrick C, Wilkinson G.
Seasonality, negative life events
and social support in a commu-
nity sample. British J Psychiatry
2003; 182: 434-438.

Champion LA ,Goodall G&
Rutta M. Beharian problems in
childhood &stesses in early
adult life .A20 years follow up
of London school children. Psy-
chologica Medicine 1995; 25,
231-246 .

Butler R, Orrell M, Ukoumunne
OC, Bebbington P. life events
and survival in dementia: a 5-
year follow-up study. Aust NZJ
Psychiatry 2004; 38(9):702-
705.

Brown GW & Birley JLT. Cri-
ses and life changes and the on-
set of schizophrenia. Journal of
Health & Social Behaviour
1968; 9: 208-214.

Jacobs S & Myers J. Recent life
and acute schizophrenic psy-
chosis: a controlled study. Jour-
nal of Nervous and Mental dis-
order 1976; 162: 75-87.

Birely JLT & Brown GW. Cri-
ses and life changes preceding
the onset or relapse of acute
schizophrenia: clinical aspects.
British Journal of Psychiatry
1970; 116: 327-333.



42.

43.

45.

46.

47.

Hamdy F Moselhy and Amal H Abdalla

Psychological Medicine 1997,
27: 539-547.

McGuffin p ,Kat2 R ,Aldrich J ,
et al .The Camberwell collabo-
ration Depression study 11 . In-
vestigation of family mem-
bers.British J of psychiatry
1988; 152; .766-774.

Patten SB. The specificity of
epidemiological correlates of
major depression. Comprehen-
sive Psychiatry 2000; 41(2): 92-
96.

. Hays JC, Krishnan KR, George

LK, Blazer DG. Age of first
onset of bipolar disorder;
demographic, family history,
and psychosocial correlates.
Depression and Anxiety J 1998;
7(2): 76-82.

Finlay-Jones RA & Brown GW.
Types of stressful life event and
the onset of anxiety and depres-
sive disorders. Psychological
Medicine 1981; 11: 803-815.
Brown GW, Bifulco A & Harris
TO. Life events, vulnerability
and onset of depression: some
refinments. British J Psychiatry
1987; 150: 30-42.

Levitan RD, Rector NA, Shel-
don T, Goering P. childhood
adversities associated with ma-
jor depression and/or anxiety
disorders in a community sam-

173

48.

49.

50.

5L

52.

ple of Ontario: issues of co-
morbidity and specificity. De-
press Anxity 2003; 17(1):34-42.
Penza KM, Heim C, Nemroff
CB. Neurobiological effects of
childhood abuse: implications
for the pathophysiology of de-
pression and anxiety. Arch
Women Ment Health 2003;
6(1): 15-22.

Libby AM, Orton HD, Novins
DK, Beals J, Manson SM.
Childhood physical and sexual
abuse and subsequent depres-
sive and anxiety disorders for
two American Indian tribes.
Psychol Med 2005; 35(3): 329-
340.

Gersten JS, Langner TS,
Eisenberg JG & Simcha-Fagan
O. An evaluation of the etio-
logic role of  stressful life
change events in psychological
disorders. Journal of Health and
Social Behaviour 1977; 18:
228-244.

Horowitz M, Schaffer C, Hiroto
D, Wilner N & Levin B. Life
events questionnaires for meas-
uring presumptive stress. Psy-
chosomatic Medicine, 39, 413-
431

Hornestra RK & Klassen D.
The course of depression. Com-



29.

30.

31.

32.

33.

34.

35.

Life events, Co-morbidity of Psychiatric Disorders and Physical illnesses:

ric illness. Psychological Medi-
cine 1978; 8: 245-253.

DorianB & Garfinkel PE.
Stress, immunity and illness- a
review. Psychological Medicine
1987; 17: 393-407.

Costello CG. Social factors as-
sociated with depression: a ret-
rospective community study.
Psychological Medicine 1982;
12: 329-339.

Bebbington PE, Sturt E,
Tennant C, Hurry J. Misfortune
and resilience: a community
study of women. Psychological
Medicine 1984; 14: 347-363.
Surtees PG, Miller PM, Ingram
JG, Kreitman NB, Rennie D,
Sashidharan SP. Life events and
the onset of affective disorder: a
longitudinal general population
study. J Affective Disorder
1986; 10: 37-50.

Kendler KS, Karkowski LM,
Prescott CA. Causal relation-
ship between stressful life
events and the onset of major
depression. American J Psy-
chiatry 1999; 156: 837-841.
Ottman R (1990 ) An epidemi-
ologic approach to gem. envi-
roment interation,. Genetic Epi-
demiology, 7,177-185

Andrews G & Tennent C. Life
event stress and psychiatric dis-

172

36.

37.

38.

39.

40.

41.

order Psychological Medicine
1978; 8: 545-549.

Dohrenwend BS & Dohren-
wend BP. Stressful life events
and their contexts. 1984, NIJ,
Rutgers University Press, New
Brunswick.

Plomin R, Lichtenstein P,
Pedersen N, McClearn GE,
Nesselroade JR. Genetic influ-
ences of life events during the
last half of the life span. Psy-
chological Aging 1990; 5:25-
30.

Magee WI. Effects of negative
life experiences on phobia on-
set. Social psychiatry and Psy-
chiatric Epidemiology 1999;
34(7): 343-351.

Lydeard S & Jones R. Life
events, vulnerability and illness:
a selected review. Family Prac-
titioner 1999;6(4): 307-316.
Kendler KS, Kessler RC, Neale
MC, Heath AC, Eaves LJ. The
prediction of major depression
in women: an integrated etio-
logic model. American J Psy-
chiatry 1993; 150: 1139-1148.
Kendler KS & Karkowski-
Shuman L. Stressful life events
and genetic liability to major
depression: genetic control of
exposure to the environment.



17.

18.

19.

20.

21.

22,

Hamdy F Moselhy and Amal H Abdalla

Burke P, Elliott M & Fleissner
R. Irritable bowel syndrome and
recurrent abdominal pain. A
comparative review. Psychoso-
matics 1999; 40 (4): 277-285.
North CS & Alpers DH. A re-
view of studies of psychiatric
factors in Crohn's disease: etio-
logic implications. Annals of
Clinical Psychiatry 1994; 6(2):
117-124.

Stanghellini V. relationship be-
tween upper gastrointestinal
symptoms and life style, psy-
chosocial factors and Co-
morbidity in general population:
results from Domestic Interna-
tional Gastrentrology Survieli-
ance Study (DIGEST).
Scandinivain J Gastroentrology
1999; S 231: 29-37.

Gowers SG, North CD, Byram
V, Weaver AB. Life event pre-
cipitants of adolescent anorexia
nervosa. J Child Psychology &
psychiatry & Allied Disciplines
1996; 37(4): 469-477.

Welch SL, Doll HA & Fairburn
CG. Life events and the onset of
bulemia nervosa: a controlled
study. Psychological Medicine
1997; 27: 515-522.

Schmidt U, Humfress H &
Treasure J. The role of general
family environment and sexual

171

23.

24.

25.

26.

27.

28.

and physical abuse in the origin
of eating disorders. European
Eating disorder Review 1997; 5:
184-207.

Brown GW and Harris T O. So-
cial origins of depression: a
study of psychiatric disorder in
women. 1978, Tavistock, Lon-
don.

Troop NA, Treasure JL. Psy-
chosocial factors in the onset of
eating disorders: response to life
events and difficulties. British J
Medical Psychology 1997; 70:
373-385.

Cusack KIJ, Freuh BC, Brady
KT. Trauma history screening
in a community mental health
centre. Psychiatric Service
2004; 55(2): 157-162.

Lopes CS, Faerstein E, Chor
D.stressful life events and
common mental disorders: re-
sults of the Pro-Saude Study.
Cad Saude Publica 2003; 19(6):
1713-1720.

Sareen J, Fleisher W, Cox BJ,
Hassard S, Stein MB. Child-
hood adversity and perceived
need for mental health care:
findings from a Canadian com-
munity sample. J Nerv Ment
Dis 2005; 193 (6): 396-404.
Paykel ES. Contribution of life
events to causation of psychiat-



1.

Life events, Co-morbidity of Psychiatric Disorders and Physical illnesses:

Theorell T, Blomkvist V, Lindh
G, Evengard B. Critical life
events, infections, and symp-
toms during the year preceding
chronic fatigue syndrome. Psy-
chosomatic Medicine 1999; 61
(3): 304-310.

Garcia-Hernandez MIJ, Ruiz-
Doblado S, Rodriguez-Pichardo
A, Camacho F Alopecia areata,
stress and psychiatric disorders:
a review. Journal of Dermatol-
ogy 1999; 26(10): 625-632.

9. Heim C, Newport DJ, Bonsall R,

Miller AH, Nemeroff CB. Al-
tered pituitary-adrenal axis re
sponses to provocative chal-
lenge tests in adult survivors of
childhood abuse. Am J Psychia-
try 2001; 158(4): 575-581.

10. Bogetto F, Maina G, Ferro G,

11.

12.

Carbone M, Gandolfo S. Psy-
chiatric Co-morbidity in pa-
tients with burning mouth syn-
drome. Psychosomatic Medi-
cine 1998; 60(3): 378-385.
Hansen D, Lou HC, Olsen J.
Serious life events and congeni-
tal malformations. A national
study with a complete follow
up. Useskrift For Leager 2001;
163(8): 1051-1057.

Evans DL, Leserman J, Perkins
DO, Stern RA, Murphy C,
Zheng B, Gettes D, Longmate

170

13.

14.

15.

16.

JA, Silva SG, van der Horst
CM, Hall CD, Folds JD, Golden
RN, Petitto JM. Severe life
stress as a predictor of early
disease progression in HIV in-
fection. American J Psychiatry
1997; 154(5): 630-634.
Leserman J, Petitto JM, Golden
RN, Gaynes BN, Gu H, Perkins
DO, Silva SG, Folds JD, Evans
DC. Impact of stressful life
event, depression, social sup-
port, coping and cortisol on
progression to AIDS. American
J  Psychiatry 2000; 157(8):
1221-1228.

Bowman ES & Markand ON.
Psychodynamics and psychiat-
ric diagnoses of pseudoseizure
subjects. Am J Psychiatry 1996;
153(1): 57-63.

Alonzo AA. Acute myocardial
infarction and posttraumatic
stress  disorder: the conse-
quences of cumulative adver-
sity. J Cardiovascular Nursing
1999; 13(3): 33-45.

Melamed S, Kushnir T, Strauss
E, Vigiser D. negative associa-
tion between reported life
events and cardiovascular dis-
ease risk factors. J Psychoso-
matic Research 1997; 43(3):
247-258.



Hamdy F Moselhy and Amal H Abdalla

: gadla

sladl asl Lol b (gl Sl nall y daill cilud ol (ge 230 b gl g acd ollia @ il
Jalgall Joa @pnall il jall aal 3 AR 038 . 3y paall (yial Yy dpndil) il jlaal
ullaY Jagadalt b agaal L 53y ¢ Candl G gaa g Baall a1 ¢ Al 520 Ll

- Alaill & Nally 2350

L pemall ml yaY g il U ylacsYl g slall laal Lol )Y Dllall i andl (o sl

. Lgany e Gl y Ay Ll () s

al ¥y Adill i laiaYl g shall Sasy | gua jas cpdll i pall JA o 0 daadAl
sd¢d e (3l gkl pulad ()5S ¢ Ay pudl bl y Lppeanll Sipadl 6 4y puaal
sgﬁub\_)cla“éjmqjt vl (e de gaadll

References:

1.

2.

Van den Akker M, Buntinx F &
Knottnerus JA. Co-morbidity or
multimorbidity: what's name?
A review of literature. European
J General Practice1996; 2:65-
70.

Mueser KT, Drake RE, Clark
RE. Toolkit for evaluating sub-
stance abuse in persons with se-
vere mental illness. 1995 New
Hampshire-Dartmouth Psychi-
atric Research Centre, Concord,
NH.

3. Van den Akker M, Buntinx F,

Metsemakers JFM, van der Aa
M & Knottnerus JA. Psychoso-
cial patient characteristics and
GP- registered chronic morbid-
ity. J Psychosomatic Research
2001; 50: 95-102.

4. Freyd JJ, Klest B, Allard CB. Be-

169

5.

trayal trauma: relationship to
physical health, psychological
distress, and a written disclo-
sure intervention. J Trauma
Dissociation 2005;6(3): 83-104.
Munoz M, Panadero S, Santos
EP, Quiroga MA. Role of
stressful life events in home-
lessness: an intragroup analysis.
Am J Community Psychology
2005; 35 (1-2):35-47.

Laske C, Gefeller O, Pfahlberg
A, Zerr 1, Schroter A, Poser S
(1999) The effect of stress on
the onset and progression of
Creutzfeldt-Jakob disease: re-
sults of a German pilot case-
control study. European J Epi-
demiology 1999;15(7):631-635.



Life events, Co-morbidity of Psychiatric Disorders and Physical ilinesses:

lows: poor reliability; poor validity;
the vague and ambiguous nature of
many of the event descriptions; in-
clusion of events which may be in-
dicators of, or caused by, the disor-
der under study; the muddling of
events with ongoing difficulties;
and insensitivity to the subtleties of
events in terms of meaning, such
that all events of a specific type are
treated the same (the dictionary) na-
ture of check-lists.

Gorman and Brown ' summarized
how some of these problems can be
dealt with by introducing refine-
ments to the check-list approach:
reliability and validity, along with
the problem of vagueness of ques-
tions, can be improved to some ex-
tent by making event descriptions
more precise and by employing aids
to recall such as calendars and dis-
cussing at some length the dating of
particular events and contaminated
events can be removed from the
check-list.

In contrast to the ‘respondent-
based” approach of the check-list
method, the investigator-based
technique developed by the London
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group (23, 53, 164) make use of an
intensive semi-structured interview
to collect data, and assesses the sig-
nificance and meaning of events
through a system of contextual rat-
ing by the investigator rather than
relying on respondents™ subjective
reports.

Conclusion:

An increasing number of reports
support an association between life
events and both physical and psy-
chological disturbances. This seems
to be a complex phenomenon and
research in this field often encoun-
ters serious methodological prob-
lems and limitations. Research is
offering important information and
with new development in investiga-
tion tools we hope to have an even
better understanding of the prob-
lem. This is expected to result in
developing more effective preven-
tive and treatment approaches.
These approaches are more likely to
succeed if they take into account
the complexity and multifactorial
nature of the problem.



Hamdy F Moselhy and Amal H Abdalla

ences in cognitive ability have a
role in the experience of and subse-
quent coping with life events .

c. Adverse environmental factors
(lack of social support, low so-
cial status, ongoing difficulties)

Much attention has been devoted to
parental separation/divorce (with
resulting lack of child care in early
years) and to the effects of physical
and sexual abuse in childhood as
possible risk factors for depression
in adult life. Poor social support is
related to onset and relapse of de-
pression either through a direct ef-
fect unrelated to levels of concur-
rent adversities or through a buffer-
ing action which adds to the effect
of adversities . However, levels of
social support do not contribute to
gender differences in depression.
Research on the association be-
tween social support and depression
in male and female has provided
controversial findings, with some
studies reporting that social support
is equally important in males and
females as a predictor of recovery
from depression, and others show-
ing greater beneficial effects or
even a detrimental action in either
of the two genders *'.

Clinical Implications

Results of this review indicate that

the occurrence of life events has an

important role in the development
of both psychiatric and physical
disorders. However, may be it is not
a direct cause of it. In this situation
it will be recommended that:

1. Life events are very important
aspect in the history taking in
patients with both physical and
psychiatric disorders.
Addressing the issue of life
events in childhood and its ef-
fects in later life is very impor-
tant aspect of management in
different types of diseases.
Counselling and psychotherapy
are crucial in reducing symp-
toms and stabilisation of social
life.

Limitations:

The study of life events and both
psychiatric and physical disorder
face a paradoxical situation. While
the popularity of this approach to
aetiology has grown enormously,
there has been increasing confusion
and uncertainty about the validity

- of the measures employed .
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In terms of collecting data about
life events there is a fundamental
division between the use of check-
lists and in depth interviews ',
Many authors have pointed to the
shortcomings of the check-list ap-
proach =" Brown and Harris "
summarized these problems as fol-
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on such personality variables as
*hard working™, “ambitious’, “self
reliant’, “feeling capable and ac-
cepted” and high scores on being
‘untrustworthy®, ‘rebellious’, “un-
sociable’ and impulsive® and low
scores on socialization during early
adolescence predicted frequent and
early use of cigarettes, alcohol,
marijuana and other illicit drugs
during high school *-'.

Some of the risk factors for depres-
sion are also risk factors for sub-
stance use. Current depressive
symptoms, poor coping skills, con-
flict with parents, and dissatisfac-
tion with school are examples .
Depressive mood in early adoles-
cence is a significant risk factor and
be a mediating mechanism for drug
use. It was suggested that certain
depressed adolescents might begin
to use marijuana in order to relieve
depression '#. Deykin et al ' found
an association between alcohol
abuse and major depressive disor-
der but not with other diagnoses.
They also found that the onset of
major depressive disorder predated
alcohol and drug abuse suggesting
the possibility of self-medication as
an initiating factor. However,
Henry et al ' in a prospective study
showed that pre-adolescent depres-
sive symptoms were found to pre-
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dict multiple drug use 4 years later
in boys but not in girls. This sug-
gests that this mediating mechanism
does not necessarily apply to all
adolescents.

Peer influences seem, by most ac-
counts, to have the biggest impact
on adolescent substance using be-
haviour . Peer influence has
universally been identified as the
single factor most likely to predict
current drug use . Drug use seems
to serve a social purpose for some
adolescents. It seems to provide
asocial environment and a setting
favourable to drug use. Such a set-
ting increases the risk of initiation
as well as continued use "',
Homelessness has also been impli-
cated as a mediator factor in differ-
ent psychological and physical
problems **'. However, we have to
consider the bi—directional model
where mental illness may be a risk
factor for homelessness.

Cognitive ability is another possible
factor mediating person environ-
ment relationships. Lower child-
hood cognitive ability has been
identified as an independent devel-
opmental risk factor for both child-
hood and adult onset affective and
neurotic disorder in two separate
births cohort studies "*. It has been
suggested that individual differ-
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stress may play a role in the
evolution of depression.
Personal vulnerability (low
self-esteem, helplessness, ex-
ternal locus of control, poor
coping strategies)

There is some evidence that genetic
effects on the likelihood of experi-
encing stressful life events are me-
diated by heritable traits such as
cognitive ability and neuroticism .
The likelihood of experiencing
stressful life events is partly under
genetic control # '». Evidence sug-
gests that around 10-15% of genetic
effects on liability for depression
may in fact be mediated by a
mechanism whereby individuals se-
lect themselves into high-risk envi-
ronments *. This mechanism is re-
ferred to as gene-environment cor-
relation or genetic control of expo-
sure to the environment * ',
Furthermore, Farmer et al = '
found that neuroticism and extra-
version were correlated with mood
changes and life events. The
mechanisms that mediate the effects
of life events as risk factors are of-
ten referred to as “mediators” .
Mediating mechanisms have gained
some attention in recent studies.
However, the relationship between
life events as risk factors and their
mediators can be very complex in

b)
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nature. Cloninger * first described
certain personality characteristics of
individuals at risk of developing
early onset alcoholism. In a subse-
quent study Cloninger et al”’ sup-
ported this theory in a study of 431
Swedish males. Although Clon-
inger's theory addressed alcohol
abuse, it has been empirically tested
in other substances . Other re-
search found that difficult tem-
peramental characteristics in early
childhood increased the possibility
of tobacco, alcohol and marijuana
use in adolescence '. Blackson and
Tarter ' studied individual, family,
and peer affiliation factors predis-
posing to early-age onset of alcohol
and drug use. They found that par-
ents tend to take out their anger
more often on children with diffi-
cult temperaments. They concluded
that in a dysfunctional family, chil-
dren are likely to disengage prema-
turely from the parental sphere of
influence to peer influence. In the
presence of strained parent-child re-
lationships, this disengagement may
increase involvement in unconven-
tional activities including substance
abuse.

Childhood personality attributes
seem to be risk factors for early ini-
tiation into substance use. A series
of studies showed that low scores



Life events, Co-morbidity of Psychiatric Disorders and Physical illnesses:

is that drug use is a response to
stress " ', and the second is that
drug use is functional in reducing
stress '™ . O"Doherty concluded
that heroin and alcohol use act as
stress " buffers’”, in that they re-
duce awareness of ongoing stressful
life events. But in so doing they in-
troduce a lot of new stresses, which
possibly maintain the drug use and
ultimately increase stress.
Pathways to Co-morbidity:
Elevated rates of Co-morbid mental
and physical disorders in people
with history of negative life events
complicate any effort to develop a
model of the relationship between
these variables. High rates of Co-
morbidity could suggest that these
factors are functionally related to
one another. Several pathways have
been described to explain these
high rates.

a) biological mechanisms (dys-
regulation of the hypotha-
lamic-pituitary-adrenal axis)
In humans and animals, acute
stress elicits a cascade of neu-
rohormonal events, including
increased turnover of nor epi-
nephrine in terminal projection
regions of the locus ceruleus
and liberation of hypothalamic
corticotrophin-releasing  hor-
mone (CRH) into the pituitary
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portal system, which stimulates
release of ACTH from the pitui-
tary, which in turn triggers re-
lease of cortisol (human) or cor-
ticosterone (rat) from the adre-
nals. Animal and human re-
search has implicated this cas-
cade in the pathophysiology of
both substance use disorders
and PTSD ==,

Recent studies have suggested
that elevated cortisol levels,
probably caused by stressful life
events, may themselves lower
brain 5-HT function and this in
turn leads to the manifestation
of the depressive state ' "= It
seems from this theory that cor-
tisol is the key biological me-
diator through which life stress
lowers brain 5-HT function,
thereby causing depression in
vulnerable individuals *. How-
ever, Strickland et al ' found
that elevated cortisol levels in a
subgroup of participants who
had experienced recent severe
life events whether or not they
were currently depressed. They
concluded that the hypotha-
lamic-pituitary-adrenal axis is
sensitive to social stress but
does not mediate vulnerability
to depression. Exaggerated 5-
HT?2 receptor responsiveness to
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year) for the comparison of event
rates. Brown et al » studied the in-
fluence of family life on the course
of schizophrenic illness. The au-
thors found that they could predict
relapse of schizophrenia during a
nine months period following dis-
charge by using an index of the ex-
pressed emotion (EE) shown by the
relative during an interview shortly
after the patient was admitted to
hospital. This study was replicated
and extended by Vaughn and
Leff,~. Nonetheless, there is evi-
dence from family, twin and adop-
tion studies of a substantial genetic
contribution to schizophrenia. The
mode of transmission is compli-
cated and very rarely if ever in-
volves a single gene. Rather
schizophrenia results from multiple
genes of small effect and their in-
terplay with the environment *.

In addition life events have been
found to have an effect on nearly
every psychiatric disorders and
psychological phenomenon includ-
ing: the onset of phobia”
trichotillomania ¢; age of first on-
set of bipolar disorder “; suicide
attempts “ *; drug induced deaths
=, of substance abuse, depression
overdose and suicide ™ * Co-
morbidity ™; schizophrenia and
suicide®; personality disorders* *;
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panic disorder and anxiety disor-
der * = * *; somatoform disor-
ders* *; sleep disturbance *; Ob-
sessive compulsive disorders '™ ";
Co-morbid post-traumatic stress
disorder and other psychological
disturbance "“*; and even was
found affecting the compliance to
treatment and utilizing the mental
health system " . Finely patients
with chronic fatigue syndrome re-
ported significantly more negative
life events prior to the onset of their
illness than healthy controls " ',
Another important area of research
in the Co-morbidity of life events is
the problem of substance misuse.
Prior research has reported a greater
frequency of life events for drug
users prior to the onset of drug use,
compared to matched psychiatric
and controls groups. There are also
reports on higher incidence of life
events after onset when comparing
people who inject drugs to a control
group ™.

The literature focusing on risk fac-
tors involved in addiction has ex-
plored a number of variables e.g.
constitutional predisposition; envi-
ronmental factors (family and
peers) and life events "',

The theory that life events can have
an impact on drug use arises from
two assumptions. The first of these
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that, about one third of the associa-
tion between stressful life events
and onsets of depression is non
causal. Using database derived
from the Virginia Twin Registry,
the authors provided two basic re-
sults to support their conclusion:

1) Dependent stressful life events
(resulting from subject’s behaviour)
are more strongly associated with
depression than are independent
events (unrelated to a subject’s be-
haviour) and 2) the risk for depres-
sion associated with personal stress-
ful life events appears to be higher
in a sample of female twins than in
a sub sample of monozygotic twins.
Michalak et al * assessed the asso-
ciation between a range of demo-
graphic and psychosocial factors,
““seasonality and ““casesness’" in a
community sample in the UK.
They found that four factors (hav-
ing experienced more numerous
negative life events, having low

levels of social support, being a

woman and being non-native) were
predictive of higher seasonality.

The situation in old age depression
is different, in that Ormel et al * in-
vestigated the risk of stressful life
events on old age population. They
found that stressful life events did
not increase risk. High neuroticism
and difficulties increased risk, even
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without a stressful life event. The
authors demonstrated the usefulness
of a dynamic stress-vulnerability
model for understanding late life
depression. However, Butler et al
provided some evidence in their
study that having two or more
stressful and negative life events
may reduce survival in older people
with and without dementia.

Schizophrenia is one of the corner
stones in this area of research. The
major controlled and systematic
studies of life events and schizo-
phrenia are those of Brown and
Birley * in Camberwell, London
and Jacobs and Myers ¢ in New
Haven, Connecticut. The Camber-
well study “ © investigated 50
schizophrenic patients who had
been admitted consecutively to a
hospital in Southeast London. It
was found that there was a signifi-
cantly greater rate of events in the
three weeks before the onset of
schizophrenia than in the compara-
ble period for the controls: 60% of
the schizophrenic group experi-
enced an “independent” or “possibly
independent” event in this period, as
opposed to 19% of the controls. In
the New Haven study © the results
obtained were inconclusive, proba-
bly because the authors selected an
over-long antecedent period (one
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ings. First, numerous studies have
now shown that exposure to stress-
ful life events is substantially influ-
enced by genetic factors > ». Indi-
viduals do not experience stressful
life events at random; rather, some
individuals have a stable tendency
to select themselves into situations
with a high probability of produc-
ing stressful life events. Second, the
genetic risk factors for stressful life
events are positively correlated with
the genetic risk factors for major
depression “*. That is, a genetically
influenced set of traits both in-
creases individual’s probability of
selecting themselves into high-risk
environments likely to produce
stressful life events and increases
their vulnerability to major depres-
sion “.

Patten « found that associations be-
tween certain variables (traumatic
life events, recent life events, and
social support) and major depres-
sive disorders in community popu-
lations might reflect non-specific
associations with mental ill health.
Hays et al “ found that social sup-
port and physical health were more
relevant to chronicity of major de-
pressive illness than were severity
of illness or family history.
Finlay-jones & Brown* investigated
the frequency of life events re-
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ported by three types of cases (de-
pression; anxiety; and mixed de-
pression/anxiety) as occurring in
the year before the onset of their
disorder was compared with the
frequency of events in the same
time period reported by a group of
women without severe psychiatric
disorder. The results were used to
argue that severe loss was a causal
agent in the onset of depressive dis-
order and severe danger was a
causal agent in the onset of Anxiety
State in this sample. Cases of
mixed depression /anxiety were
more likely to report both a severe
loss and severe danger before onset.
A prospective study of 400 largely
working-class women with children
living at home has demonstrated the
major importance of long-term se-
vere threatening life events in pro-
voking case ness of depression *.
Numerous studies supported the
Co-morbidity of depression/anxiety
and its correlation with childhood
adversities particularly physical
and sexual abuse - “. Nonetheless,
a few studies have failed to confirm
the expected relationships ** and
cautions have been sounded *v.
However, Kendler et al * addressed
the important issue of the extent to
which stressful life events cause the
onset of depression and concluded
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Chronic adversities were common®.
The role of life events as precipitat-
ing factor of bulimia nervosa has
been studied by Welch et al, *.
Their study showed a higher inci-
dence of life events in the year prior
to onset in bulimia group when
compared to the control group. Sig-
nificant physical illness, pregnancy,
sexual or physical abuses were
more often reported by women in
bulimia group than women in the
control group. '
Schmidt et al > also investigated the
impact of life events on the onset of
eating disorders using Brown and
Harris's » life Events Difficulties
Schedule. They found that 22% of
women with anorexia nervosa, 34%
of those with bulimia, and 4% of
the control group had endured at
least one major difficulty in 12
months before onset. Threat of di-
vorce or actual separation; prob-
lems with a parent; health prob-
lems; death of a relative; work or
school problems were among some
of the major difficulties. Troop and
Treasure * measured life events
prior to onset of eating disorders.
They found that 58% of anorexia
nervosa and 77% of bulimia ner-
vosa experienced a severe event or
marked difficulty-provoking onset
of their eating disorder.

Life events and psychiatric disor-
ders:

There is evidence of a link between
stressful life events and problems of
psychological health. Negative life
events are common in patients with
different psychiatric disorders * - 7.
This part of the article reviews
clinical, epidemiological and neuro-
logical studies relevant to the prob-
lem of Co-morbid life events and
psychiatric disorders and discusses
the clinical implications of these
findings.

Numerous investigations have
found a correlation between the oc-
currence of stressful life events and
the subsequent onset of an episode
of major depression * . However,
there is less certainty about the na-
ture of the relationship between ma-
jor depression and stressful life
events. In particular, it remains un-
clear to what extent stressful life
events cause subsequent onsets of
depression and to what extent the
occurrence of stressful life events
and onsets of depression are corre-
lated for other reasons. ®.

Although concerns about a non-
casual association between stressful
life events and major depression
have been expressed for a long time
ww the salience of this problem has
been increased by two sets of find-
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changes in life circumstance, and
the additive effect of Co-morbid
life events, is significant in produc-
ing impaired and extended coping
during subsequent ischemic events.
Interestingly Melamed et al " study
revealed a striking disparity in the
outcomes. Life events were nega-
tively associated with systolic
(p=0.001) and diastolic (p=0.038)
blood pressure, triglycerides
(p=0.011), and wric acid (p=0.05),
even after controlling for job strain
and other possible confounders. In
contrast, life events were positively
associated with somatic complaints
(p<0.0001), anxiety (p<0.0001), ir-
ritability (p<0.0001), and depres-
sion (p<0.0001). In addition there
was a linear trend between intensity
level of life events and low exercise
(p=0.006), smoking (p=0.007), and
alcoholic intake (p=0.035). The au-
thors explained the disparity of the
result as a product of powerful bi-
ases, such as repressive coping and
negative affectivity disposition.

In gastrointestinal system, Burke
et al " reviewed the clinical findings
on irritable bowel syndrome in
adults and recurrent abdominal
pain in children and its relationship
to the Co-morbidity and life events.
They found evidence of striking
similarities between the disorders in
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prevalence, course, medical and
psychiatric history, and association
with life events. In another review
North and Alpers ™ looked for a
significant relationship between
Crohn's disease and stressful life
events or psychiatric symptoms or
disorders. Published data indicate
that Crohn's disease, unlike ulcera-
tive colitis, may be statistically as-
sociated with lifetime psychiatric
disorders. This association appears
to be more modest than in irritable
bowel syndrome, in which far
higher rates of psychiatric disorders
are reported than in Crohn's dis-
ease. Stanghellini ® in the Interna-
tional Gastroenterology Surveil-
lance Study (DIGEST) investigated
the prevalence and quality of life
impact of upper gastrointestinal
(GI) symptoms. The most notable
risk factors for the occurrence of
upper GI symptoms were found to
be various indicators of psychologi-
cal stress (particularly recent life
events) and psychiatric disease.
Eating disorder is another area of
several works to investigate the re-
lationship with life events.

As part of a prospective outcome
study, subjects with anorexia ner-
vosa reported intermediate rates of
negative life events between com-
munity and psychiatric controls.
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number of diseases at the same time
or in a limited time period and oth-
ers do not *. Recently there is an in-
creasing evidence that exposure to
traumas was correlated with num-
ber of physical illness and mental
disorders **.

Studies on the effect of life events
on co-morbidity of both physical
and psychiatric disorders were iden-
tified for review by means of com-
puterized and manual searches. In
this review article this co-morbidity
are examined in details.

Life events and physical illnesses:
There is evidence of a link between
stressful life events and risk of dif-
ferent physical diseases, including
the onset and progression of
Creutzfeldt-Jakob disease *; infec-
tion and chronic fatigue syndrome ’;
Alopecia areata*; Altered pituitary-
adrenal axis °; in the rare syndrome
of burning mouth"; and even in the
congenital malformations (particu-
larly of the cranial neural crest ".
Although there is evidence that
stress is associated with alterations
in immunity, the role of emotional
factors in the onset and course of
immune-based diseases such as
cancer and AIDS has not been es-
tablished till recently. Evans et al?
reported the first evidence from a
prospective research study that se-
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vere life event stress is associated
with an increased rate of early HIV
disease progression. Faster progress
to AIDS was associated with higher
cumulative average stressful life
events .

In addition Bowman and Markand *
found that events is associated with
the occurrence of pseudoseizure
and common current psychiatric di-
agnoses included somatoform dis-
orders (89%), dissociative disor-
ders (91%), affective disorders
(64%), Personality disorders
(62%), posttraumatic stress dis-
order (PTSD) (49%), and other
anxiety disorders (47%). Trauma
was reported by 84% of subjects:
sexual abuse by 67%, physical
abuse by 67% and other trauma
by 73%. This study showed that
pseudo seizures often appear to ex-
press distress related to abuse re-
ports. The clinicians should screen
pseudo seizure patients for adult
and childhood trauma. Furthermore,
there is evidence of a link between
stressful life events and risk of car-
diovascular disease, but the path-
way has not been fully explored.
Alonzo ' review article found
growing evidence that traumato-
genic potential of acute myocar-
dial infarction (AMI) with its sud-
den and unexpected onset, dramatic
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Abstract:

Objective: The view that co-morbidity of life events, psychiatric disorders
and physical illnesses enjoys considerable support by a number of older and
recent publications. This article reviews recent studies on possible etiologi-
cal and contributing factors, new approaches and research difficulties,
which are of particular interest for planning more effective preventive and
treatment strategies.

Method: studies were identified by means of computerized and manual
searches.

Results: high rates of Co-morbidity suggest that life events, psychiatric dis-
orders, and physical illnesses are functionally related to one another.
Conclusion: inclusion of patients with Co-morbid life events, psychiatric
and physical disorders in neurobiological research and in clinical trials will
be critical for development of effective treatment for this severely sympto-
matic patient’s population. :

Key wards: co-morbidity, life events, physical, psychiatric disorders.
Life events, Co-morbidity of Psychiatric Disorders and Physical ill-
nesses: A Review of the Literature

Introduction:

Many people are suffering from refers to the presence or co-
multiple diseases. This health prob-  occurrence of two different medical
lem called multi-morbidity ' or co- conditions >. Generally it is not
morbidity. The term co-morbidity clear why some patients have a
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control probands were similar to  hospital , we adopted the family-
the cases in most aspects other than  history study in about a third of the
the presence of disgnosis of panic cases in which we interviewed a
disorder . key person in the family who was
Third : not all the interviews inthe most knowledgable about other
study were direct and in person . we  family = member’s  psychiatric
conducted these interviews at the history .
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Table 4 . summary of findings of other researchers on the rate of PD
among FDR's of case and control groups .

Source, year | Diagnostic | Rate of PD in | Rate of PD
criteria case relatives | in  control
relatives
Crowe etal 1983 [ DSM-III- |17.3% 1.8%
Maier etal 1987 | DSM-III-R | 7.9% 1.3%
Vondenheuvel1997 | DSM- IV 20.2% 4.2%
Gormood et al|DSM-1V 10.7% 10.7%
1999
This study 2004 | DSM- IV 14.9% 3.1% T
|
Discussion
This study reports that Panic methodoligical limitations to our
disorder is familial , the FDR's of study :

probands diagnosed as suffering
with PD according to DSM- IV
had five fold higher rate of PD as
compared to the control group , and
this finding is generally in accord
with the most recent family studies
of panic disorder .This result in
comparison with the finding of
other similar studies dating back to
the eighties showed some
similarities and differences because
of  different methodological
approaches used and different
settings in which those studies were
done. There are several
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First : all case probands were in
treatment and attending the O/P
clinic regularly for follow up . a
community sample would have
been more desirable, but practically
it is difficult to screen hundreds to
obtain sufficient numbers of panic
disorder probands to conduct this
studey .

Second: control probands may have
agreed to participate in the study
based on their personal or family
concerns about emotional
difficulties , so we made every
effort possible to ensure that the
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Table 1. Denﬁﬁraphic Characteristics of Cases and Control Probands

Case Probands Control Probands
sex (n=60 (n=60) | Total
No. ( Percentage ) No. ( Percentage )
Males 20 (33.34%) 20 (33.34%) | 40
Females 40 (66.66 %) 40 (66.66 %) | 80
Age
Groups
20-27 16 (26.6 % ) 17(28.4%) | 33
28-35 21( 35% ) 22 (36.6%) |43
36-43 9(15%) 12 (20%) | 21
44-51 14 (234 %) 9 (15%)]23
Total 60 60 | 120

Table 2 . Demographic Characteristics of Cases and Control

First Degree Relatives

Case Relatives Control Relatives

(n= 342 ) (n=314)
Sex No. ( Percentage ) | No. ( Percentage )
Male 178 (52.05% ) 145 (46.18)

164 (4795 %) 169 (53.82)
Types of Relatives
Parents 112 (32.75%) 117 ( 37.26 %)
Siblings 169 (4942 %) 176 (56.05% )
Children 61 (1783 %) 21(6.7% )

X=18.6 ,df=2,p=0.0001

Table 3. Rate of P.D among FDR's of both Case & Control Relatives

Relatives | Case Relatives Control Relatives
n =342 n =314
No.( %) No. (%)
Positive Cases of |51( 1491 %) 10(3.18%)
Panic Disorder

P= < 0.0001 highly significant X*=2532 Df=1
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Data were collected and analyzed
statistically, chi-square and (t) test
were applied whenever indicated.
Patients excluded from the study
were those who had history of
psychiatric illness other than PD
and those who were unwilling to
participitate in the study .

Control Group: A group of Sixty
people matched for age and sex
were selected from the community,
and 314 of their first degree
relatives were interviewed using
semi structured interview based on
DSM 1V criteria for Diagnosis of
PD.

Results: The  results are
summarized in tables 1-4 .

As presented in Table 1 : the sex
distribution in both case probands
and control group is 33.3% for
males and 66.6% for females, the
age distribution of both groups
show that the numbers of the
sample in age group 28-35yr. was
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higher in relation to other age
groups.

As presented in Table 2 : The sex
distribution of FDRs of both case
probands and control probands
shows the males in case proband
group are over represented 52.4%
while in control group the female
are over represented 53.8% , the
distribution of the types of FDRs
studied in both groups shows that
the siblings were over represented
in both groups 49.41% versus
56.05% .

Table 3 shows that the rate of PD
in FDRs of case probands is higher

than in control group ( 14.9%
Versus 3.18% ) which is
statistically ~ highly  significant
finding .

Table 4 presents summary of
findings of other researchers on the
rate of PD among FDR's of case
and control groups .
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compared with (41) control group
and their 262 FDRs in which the
rate of PD among FDRs of proband
were 17.3% while in FDRs of
control group the rate was 1.8% .
Maier et al studied the rate of PD in
FDRs by using DSM-111-R criteria
in sample of 40 probands and their
families compared with 80 control
and their families in which the rate
of PD in FDRs of proband group
was 7.9% while the rate of PD in
the FDRs of control group was
1.8% .

Von Den Heuvel studied the rate of
PD in FDRs by using DSM 1V
criteria among sample of 80
probands and their 612 FDRs with
80 control and their 723 FDRs, the
rate of PD in FDRs of probands
was 25% while in FDRs of control
group was 4.2%" .

Gorwood et al studied the rate of
PD in FDRs by using DSM 1V
criteria, among sample of 780
probands and their 3700 FDRs and
the rate of PD was 10.7% in the
FDRs while in 720 control group
and their 3400 FDRs, the rate of PD
was 1.4% .

Objectives : to study the rate of PD
among FDR's of both case probands
and control probands .

Methods Sample : Sixty patients
diagnosed as panic disorder
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according to the Diagnostic and
Statistical Manual 4™ revision
( DSM - IV ), were randomly
selected from those who were
referred by senior psychiatrist at
two psychiatric out patient clinics
in Baghdad .

The two psychiatric out patient
clinics were in Baghdad , namely
Ibn Rushd Teaching Psychiatric
hospital and Al-kadimyah teaching
hospital.

342 first degree relatives of those
patients were interviewed using
semistructed interview based on
DSM 1V criteria for diagnosis of
PD after taking their verbal consent
to participate in the study .

The duration of the study was seven
months between June 1* 2004 and

December 31st 2004 .
Design: The patients were
examined in a cross sectional

approach one day a week for six
months and a special form was used
to gather information about the
socio demographic characteristics .
Semi structured  Psychiatric
interview schedule based on DSM
IV diagnostic criteria of PD was
applied to diagnose PD, that
schedule was translated into Arabic
and the translation was subjected to
expert opinions from seven
qualified Psychiatrists .
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treatment and cognitive behaviour
therapy *.

There is high correlation beteween
PD and Hypochondriasis and this
intricate relationship requires more
extensive research , since the
current management of both
conditions are not alike , whether it
is pharmocological or psycho-
therapeutic >.

The preponderance of evidence
suggests there is a genetic
contribution to the predisposition
to develop panic attacks and
agoraphobia , there are :ncreased
rates of PD in FDRs with 7.9 - 41%
versus 8% or less in control
populations . overall increased risk
in FDR ranges From 2-20 folds ,
the increased familial aggregation is
specific for PD , these findings are
consistent with a modest genetic
transmission with relatively high
specificity *.

Evidence from family studies
suggest that PD involves modest
inheritability of around 30- 40 % .
The best model suggests 50 %
genetic and 50% environmental
influences , recent linkage studies
to confirm these hypotheses have
been contradictary but do suggest
that single gene transmission is
unlikely , this leaves the
possibilities of either heterogeneity
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across families and / or a polygenic
inheritance .

PD takes its name from the Greek
god Pan , god of flocks , Pan was
known for suddenly frightening
animals and humans out of the blue,
These sponstaneous out of the
blue: characteristic of panic attack
is the principal identifying factor of
PD and central to its recognition
and diagnosis ,we know the
syndrome that currently called PD
has probably existed since the
beginning of recorded history .
Hippocrate presented a case of
obvious phobic avoidonce around
400B.C* .

In 1870 Da Costa ,a distinguished
Philadelphia physician, described
another syndrome of chest pain
which he called the irritable heart
syndrome consisting of palpitation,
cardiac pain of various types, rapid
pulse, headache, sweating,
shortness of breath, this was the
first description of panic attack *7 .
Hecker (1893) and Freud (1894)
delineated the psychological and
the somatic aspects of the “anxiety
neurosis” and gave the first clear
description of panic attacks *° .
Crow et al in 1983 studied the rate
of PD among FDRs by using
DSM111 criteria among sample of
(41) probands with their 278 FDRs
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Abstract ‘
Summary: Panic disorder is a common psychiatric disorder and is slightly
higher in women than men, the age range is between 22-44 years, there is
increasing evidence of familial transmission of panic disorder with
morbidity risk in first degree relative of 17.3%.
Objectives: To determine the rate of PD among first degree relatives of
both probands and control group among a sample of psychiatric out
patients with PD and the sociodemographic characteristics of such patients.
Methods: A sample of sixty probands with their 342 FDRs and a control
group of sixty people matched for age and sex with their 314 FDRs were
assessed by the use of semi structured psychiatric interview schedule based
on diagnostic and statistical manual fourth revision (DSM IV ) criteria for
diagnosing PD .
Results: The rate of PD was high among FDRs of probands (14.9 %) than
FDRs of control group (3.1%) with female to male ratio of 2:1 , most
patients were married and living in urban area and were of good
educational status.
Conclusion: PD was higher among FDRs of case probands than FDRs of
control group which suggest a genetic aetiology for PD.

Introduction and Review of Literature
PD is one of the anxiety disorders  significant  behavioral  change
in which the essential features are related to the attack '.
the presence of recurrent Panic disorder is one of the
unexpected panic attacks followed common psychiatric disorders with
by at least one month or more of prevalence rate of 0.6-1% and is
persistent concern a bout having slightly higher in women than men ,
another panic attack , worry about the age range is 25-44 years lowers
the possible implications or in persons over the age of 62 year .
consequences of panic attack or Available data suggests that Panic
disorder responds well to both drug
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version of the AQ questionnaire is a
complicated process beyond the
scope of this research. The sample
does not contain control groups of
autistic patients. Obviously the
sample in this study is neither big
enough, nor representative of the
general public and not randomly se-
lected.

The AQ questionnaire is a new
scale which will probably develop
further in the future. It has its limi-
tations which need further work on.
One limitation is that it is a self re-
port open to bias of subjectivity.
There is probably a need for devel-
oping scales which are still easy to
use and are more objective in the
future.
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The GHQ is also a fairly reliable
but simple test. The study results
could have become much more
valid and indicative if a bigger and
more elaborate scale was used.
However such a pilot study is nec-
essary to reassure researchers that
such line of inquiry is worth inves-
tigating.

However, it is a fairly new thinking,
to use such application of the wider
concept of “Autistic Spectrum” and
look for autistic traits in highly
functioning individuals and trace its
clinical significance. This study is
hopefully a new line of research in
the Arabic and Egyptian literature
in both psychiatry and psychology.
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Bishop and colleagues * used the
AQ scale on parents of Autistic
Spectrum Disorders patients, con-
cluding that The AQ scales can be
combined to give an index of broad
phenotype. The authors found that
the probands parents scored higher
on the social skills (SS) and com-
munication (C) subscales. This
seems to be consistent with the fact
that the social skills (SS), Imagina-
tion (I) and communication (C)
subscales have been the most corre-
lating subscales with the AQ total
score (Atot). Saying that it is im-
portant to refer to the following ob-
servations; first, it might be too as-
sumptive to think of the Egyptian
student with high AQ total score
(Atot) as  equivalent to relatives
with Broad Autistic Phenotype
(BAP).

While the first group share a high
score on the AQ scale, the second
have something different which is
the shared genetic factor/s with au-
tistics relative. The student sample
might have many false positive re-
sults either due to the limitations of
the scale or due to environmental
factors which made them behaves
like or look like people with sig-
nificant autistic traits. This factor is
much less prominent in the Broad
Autistic Phenotype (BAP) relatives.

It is also significant to mention that
while this study looked for a broad
and non-specific evidence of psy-
chological discomfort (as indicated
by GHQ) and related high AQ
score, the Broad Autistic Phenotype
(BAP) studies looked for diagnos-
able psychiatric disorders following
much more stringent criteria for
making such diagnoses. It is quite
possible that those relatives could
have scored high on the GHQ too
and still not diagnosed with formal
psychiatric disorders.

It is also possible that the students
have been relatively functioning on
a higher level compared with the
Broad Autistic Phenotype (BAP)
relatives and enjoyed higher level
of cognitive functions. This could
possibly make them more aware of
their problems and more responsive
to assessment. It is also a highly in-
terested group of students who were
keen on participating in the re-
search which is a source for selec-
tion bias.

Limitations of the study
This is a pilot study in more than

one aspect. It is a limited study in
its scope, tools and numbers. For
example the Arabic version of the
AQ questionnaire is not standard-
ized. Standardisation of the Arabic
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the two groups are different in aca-
demic abilities, level of stress re-
lated studying environments, socio-
economic background and probably
the general level of stress in life.
GHQ total score (Gtot) in science
colleges = 35.24 (SD = 13.36) &
(Gtot) in theoretical colleges =
29.36 (SD = 10.03). This suggest
that the Egyptian results agree with
the conclusion made by Baron-
Cohen et al © in that the AQ ques-
tionnaire is not influenced by IQ or
socioeconomic status. It might be
also not easily influenced by the
level of stress affecting subjects.

On the other hand the Egyptian
males scored more on the AQ total
score (Atot) = 23.11 & SD = 4.5)
than the female (Atot) = 22.03 &
SD =4.3) This is not a statistically
significant difference. Descriptively
it is however, consistent with
Baron-Cohen et al study =

This study provides more data
about the psychological distress, in
terms of the total score of GHQ
(Gtot), and relates them to the AQ
total score in Egyptian students.
This type of comparison is neither
in Baron-Cohen et al study * nor in
Wakabayashi et al studies *. In this
study the AQ total score (Atot) is
found to have a statistically signifi-

cant correlation to GHQ total score
(Gtot) (p = 0.036) (1-tailed).

The GHQ total score (Gtot) has also
been found to be significantly dif-
ferent between types of colleges;
(Gtot = 35.24) (SD = 13.36) in sci-
ence colleges while (Gtot = 29.36)
(SD = 10.34) in theoretical colleges
(P = 0.027). The GHQ total score
(Gtot) has also been found to be
different between sexes though not
statistically significant (Gtot =
33.33) (SD = 11.8) in males while
(Gtot = 36.4) (SD = 15.02) in fe-
males. This could be a reflection of
the stress related to being a female
studying in a highly demanding and
challenging subjects, like medical
schools, in the Egyptian culture.
Taking all these results in consid-
eration together it might be accept-
able to think that high AQ score can
increase the vulnerability to already
present social stresses like those re-
lated to demands of studies and
building career especially in fe-
males.

The positive correlation between
AQ total score (Atot) and GHQ to-
tal score (Gtot) in this study could
seem to be in contradiction with
earlier studies which failed to find a
correlation between psychiatric dis-
orders specially depression and
Broad Autistic Phenotype (BAP)**,
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Discussion

The sample of this study is mainly
young university students from
Egypt. Such specific sample can
still be relevant to the progress of
the research idea. The sample is
similar to samples in other re-
searches which have used the AQ
Questionnaire. This group of stu-
dents is a good example of highly
functioning adults of average or
above average intelligence. Finding
relevant use of AQ concept in such
group proves the point of the re-
search.

In Baron-Cohen et al study <, 2%
of the control group have scored 32
or more on the AQ score compared
to 3% in the Japanese study * and
1.5% in the Egyptian sample. The
Cambridge students mean total
score of AQ was 17.6 (SD = 6.4)
compared to Egyptian students
mean 22.72 (SD = 4.44). In the
Japanese study ~, the Japanese stu-
dents mean score on AQ was 20.7
(SD = 6.38).

It is difficult to explain the differ-
ences in the means between the
three cultures. However, the mean
AQ by the mathematics Olympiad
students was 24.5 (SD = 5.7) in
Baron-Cohen et al study «. This
might suggest an environmental
factor. It could be that certain forms
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of education encourage quantitative
accumulation of knowledge at the
expense of imagination and also at
the expense of normal social activi-
ties. This seems to be the case in
the Egyptian students. In such case,
students would be of higher AQ to-
tal score compared to groups who
are identified by their creativity and
use of imagination.

There is also a possibility that the
AQ is culturally biased towards
normalising some British patterns
of behaviour which might make be-
haviours from other cultures not
typically normal. This could be the
case especially that the Japanese
student (Mean = 20.7 & SD = 6.38)
in Wakabayashi et al study* scored
differently from the British students
(mean = 17.6 & SD = 6.4), as well
as the Japanese normal adult con-
trol group (Mean = 18.5 & SD =
6.21) compared to the British simi-
lar group (Mean = 164 & SD =
6.3).

In the mean time, the AQ scores in
the Egyptian sample have been
found to be similar in the two dif-
ferent student groups. AQ total
score (Atot) in science colleges =
22.72 (SD = 4.6) & (Atot) in theo-
retical colleges = 22.75 (SD = 3.2)).
It is probably acceptable to say that
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Graph (2) Scree plot for principle component analysis for
GHQ 30 questions
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Table (8) Summary of Principle Component Analysis of GHQ 30

Questions
Principle Eigenvalue | Main con- | Variance | Cumula-
component tributing explained | tive vari-
items (%) ance ex-
plained
(%)
1 7.59 G10, GI11,(253 253
G26, G27,
G28, @29,
G30
2 1.99 G5,G18,G19 [ 6.6 319
3 1.77 G4,G8,G15 |59 37.8
4 1.48 G1, G13 49 42.8
5 1.22 G12 4.1 46.8
6 1.19 G13, G23,[39 50.8
G25
7 1.08 G2, G21 3.6 544
8 1.07 G3 3.6 57.9
9 1.02 G24 3.4 614
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Graph (1) Scree plot for principle component analysis for AQ 50
questions
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d1I) FACTOR ANALYSIS

Table (7) Summary of Principle Component Analysis of AQ 50

questions

Principle | Eigenvalue | Main con- | Variance | Cumulative

component tributing explained ! variance
items (%) explained

(%)

rl 3.31 Al4, Al17,]6.6 6.6
A38

2 2.48 A31, A43 5.0 11.6

[3 2.38 A6,  Al9, |48 16.4
A23

4 2.23 All, Al5,|45 20.8
A44

5 2.10 Al2 4.2 25.0

6 1.93 A40, ASO 3.9 28.9

7 1.70 A22 34 32.3

8 1.60 A27, A48 3.2 35.5

9 1.52 A9, A37 3.0 38.5

10 1.42 A7, A18 2.9 414

11 1.41 A36 2.8 44.2

12 1.35 A2l 2.7 46.9

13 1.29 A24 2.6 49.4

14 1.27 A45, Ad6 2.5 52.0

15 1.20 A3, A8 2.4 54.4

16 1.19 Al 24 56.7

17 1.13 A33 2.3 59.0

18 1.07 A42 2.1 61.1

19 1.04 A34 2.1 63.2
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(IID CORRELATION TESTS

Table (5) Correlation between AQ total score (Atot)
and GHQ total score (Gtot):

Correlations
ATO GTO
ATO  Pearson Correlation T 1 T 12+
T Sig. (I-tailed) . .03
N 20 20
GTO Pearson Correlation A2 1
T Sig. (1-tailed) .03
20 20

Corfelation is significant at the 0.05 level (1-tailed).

Tables (6) Correlation between AQ subscales and GHQ total score

(Gtot):
Correlations
ATOT SS AS ATD c t GTOT
ATOT  Pearson Comrelation 1 £624° 326 444 510" 514 126"
Sig. (1-tailed) . 000 000 .000 000 036
N 202 202 202 202 202 202 202
ss Pearson Corelation 624° 1 169" -.059 237 1410 223
Sig. (1-tailed) .000 . 008 204 .000 023 .00t
N 202 202 202 202 202 202 202
AS Pearson Correlation 326 .169* 1 -.072 -.012 -182° 19671
Sig. (1-tailed) 000 008 156 433 005 003
N 202 202 202 202 202 202 202
ATD  Pearson Corelation 444 -.059 -072 1 -.085 138 -072
Sig. (1-tailed) .000 204 156 . 114 025 155
N 202 202 202 202 202 202 202
c Pearson Correlation 510" 237+ -012 -.085 1 173 109
Sig. (1-tailed) .000 .000 433 114 .007 .061
N 202 202 202 202 202 202 202
1 Pearson Correlation 514* 1410 -.182* 138° 173" 1 134"
Sig. (1-tailed) .000 .023 .005 025 .007 . 029
N 202 202 202 202 202 202 202
GTOT  Pearson Comelation 126° 223" 196~ -072 109 134" 1
Sig. (1-tailed) 036 001 003 155 061 029
N 202 202 22 2 202 202

Correlation is significant at the 0.01 level (I-tailed).
Correlation is significant at the 0.05 level (1-tailed).
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Table (3) Cross-tables of GHQ total scores (Gtot) by sex by college:

SEX COLLEGE Mean Std. Deviation N
Male Science colleges 34.3036 11.95927 112
Theoretical colleges 27.2778 8.85707 18
Total 33.3308 11.80421 130
Female Science colleges 36.9355 15.53196 62
Theoretical colleges 33.1000 11.38664 10
Total 36.4028 15.01610 72
Total Science colleges 35.2414 13.35766 174
Theoretical colleges 29.3571 10.03407 28
Total 34.4257 13.08628 202

Table (4) Summary statistics for AQ total score (Atot) and GHQ
total score (Gtot) by sex and college type

Practical college Theoretical college
N Mean | Std. N Mean | Std.
dev dev

ATOT
Male 112 23.1 4.64 18 23.1 3.47
Female | 62 22.0 4.52 10 222 2.78

|
GTOT
Male 112 34.3 11.96 18 273 8.86

Female | 62 36.9 15.53 10 33.1 11.39

ATOT (Kolmogorov-Smirnov test: Z = 1.198, P > 0.05) and GTOT (Kol-
mogorov-Smirnov test: Z = 1.299, P > 0.05) were normally distributed
., summary statistics are given in

Table (7 &13).
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I. DESCRIPTIVE SUMMARY
Table (1) Summary statistics for age by college by sex:
Practical Theoretical
Count | Mean | Error Standard Mean | Error Standard
of Deviation | Coun of Deviation
Mean t Mean
Male 112 23.16 | 0.45 4.81 18 20.06 | 0.55 2.34
Female | 62 21.39 | 0.48 3.78 10 23.50 | 2.49 7.86

Table (2) Cross-table of AQ total score (Atot) by college by sex

SEX COLLEGE Mean Std. Deviation N
Male Science colleges
Theoretical colleges 3.47211 18
To- 4.48295 130
Female  Science colleges 4.51591 62
Theoretical colleges 22.2000 2.78089 10
Total 4.30189 72
Total Science colleges 4.61288 174
Theoretical colleges 22.7500 3.21599 28
Total 4.43890 202
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ing a student in a college like medi-
cal school can increase the level of
stress due to the nature and de-
mands of studying such subject.

In the mean time the correlation
study between (Gtot) and AQ sub-
scales indicated that GHQ total
score (Gtot) was positively corre-
lated to Social Skills (SS), Atten-
tion Switching (AS) and Imagina-
tion (I) (1-tailed). This meant that
the GHQ totals scale was not statis-
tically correlated to Attention to
Detail items (ATD) and Communi-
cation (C) subscales (Tables 6)

Principle Component Analysis was
used to examine and reduce the
number of variables in each ques-
tionnaire (AQ total score (Atot) &
GHQ total score (Gtot)). The Prin-
ciple Component analysis for AQ
questionnaire is presented in table 7
and Graph 1 (Scree plot). Nineteen
Principle Components were ex-
tracted but there were no strong in-
fluences among these Principle
Components with the First and sec-
ond principal Components only ac-
counting for 11.6 of the explained
variance. In the correlation table it
is noticed that AQ total score (Atot)
correlate positively most with sub-
scales of Social Skills (SS) (Pear-

son Correlation = 0.624), Imagina-
tion (I) (Pearson Correlation =
0.514) and Communication (C)
(Pearson Correlation = 0.510) (all
1-tailed).

The Principle Component analysis
of GHQ questionnaire is presented
in table 8 and graph 2 (Scree plot).
Nine Principle Components were
identified and of these the first three
components accounted for 37.8% of
the explained variance. The first
Principle Component was corre-
lated with seven questions and ac-
counted for 25.3% of the explained
variance. Generally there was a
weak influence from other Principle
Components on this questionnaire.
The component is made of 7 ques-
tions: G10: finding it not easy to get
on with other people? G 11: spent
less time chatting with people? G
26: feeling not hopeful about own
Sfuture? G 27: not feeling happy, all
things considered? G 28: been feel-
ing nervous and strung-up all the
time? G29: felt that life isn’t worth
living? G30: found at times you
couldn't do anything because your
nerves were too bad? This compo-
nent is related to social incompe-
tence, anxiety and depressive symp-
tomatology.
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highly competitive and highly tech-
nological. The second group belong
to colleges which are not that com-
petitive, and based mainly on lec-
tures and theoretical studies rather
than laboratories or modern tech-
nology. It is usually acceptable to
say that students in the first group
are usually considered more aca-
demically capable and of higher
socio economic class.

Results were divided into three
main groups; the (I) descriptive
summary and the analytical studies
including (II) Correlation tests and
(IIT) the factor analysis test. The
statistical comparison of the means
has been included in the descriptive
summary.

Subjects of this study are 130 males
and 72 females. Average age is
22.35 (SD 4.64). Subjects from the
science colleges are 175 and the
theoretical studies subjects are 28
(table 1).

The average Autistic-Spectrum
Quotient (AQ) total score (Atot) is
22.72 (SD 4.44) which followed
normal distribution. There have
been no cut off points used in the
analysis, taking in consideration
that both questionnaires (AQ and
GHQ) are not diagnostic and that
they are best used as indications of
trends rather than being exact
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measures of a phenomena. There
have been no significant differences
in Atot among different groups in
the sample (table 2).

The General health Questionnaire
(GHQ) average total score (Gtot) is
3443 (SD 13.09) and of normal
distribution. The Gtot has been
found to be significantly higher
among sciences students compared
with the theoretical studies stu-
dents. It also higher in the females
compared to the males, though not
statistically significant (Table 3)

A positive correlation has been
found between the AQ total scores
(Atot) and GHQ total scores (Gtot)
(Pearson’s correlation one tailed
test: n = 202, r = 0.126, P = 0.036)
(table 5). However this significant
correlation is found only when 1-
tailed analysis is used. This is based
on the assumption that the relation-
ship between autistic spectrum
traits, as represented by (Atot), and
psychological distress, as repre-
sented by (Gtot), is basically a one
direction relationship. This mean
that higher autistic traits (higher
Atot) is associated with higher psy-
chological distress (higher Gtot) but
not necessarily the opposite. People
with less. autistic traits can have
other reasons for psychological dis-
tress. For example in this study be-
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able. The scale asks whether the re-
spondent has experienced a particu-
lar symptom or behaviour recently.
Each item is rated on a four-point
scale (less than usual, no more than
usual, rather more than usual, or
much more than usual); and for ex-
ample when using the GHQ-12 it
gives a total score of 36 or 12 based
on the selected scoring methods.
The most common scoring methods
are bi-modal (0-0-1-1) and Likert
scoring styles (0-1-2-3). The HGQ-
30 was translated, standardised and
validated in Al-Ain University,
UAE [66]. The simple Likert scor-
ing method (0-1-2-3) rather than the
Bi-modal method (0-0-1-1) was
used. Using the simple Likert scor-
ing method, the best cut-off point of
the GHQ-30 was 31/32 with a sen-
sitivity of 83% and specificity of

83%. The total discriminatory
power of the GHQ-30 was ap-
proximately 93%.

Data were analysed using the SPSS
version 13.0. The underlying distri-
butions were analysed for normality
(Kolmogorov-Smirnov test) and
summary statistics were generated
for questionnaire totals and sub-
groupings. Pearson’s correlation
one tailed test was used to examine
relationships between questionnaire
scores and between sub-scores.
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Principle Component Analysis was
used to examine and reduce the
number of variables in each ques-
tionnaire (AQ & GHQ). Independ-
ent T-Test has been used to com-
pare between means of scores of a
scale in different groups.

Results

By the end of time allowed to col-
lect data, 206 responses were avail-
able. Most of the responses were
from a limited number of colleges
in the first group of colleges i.e. the
practical sciences colleges. Most of
the second group colleges (theoreti-
cal studies colleges) were in the
middle of their exam season at the
time and the distribution of ques-
tionnaires and it had to be put on
hold.

Among the 206 responses 4 were
not valid and 202 only were proc-
essed. The responses have been di-
vided into two groups of colleges;
the “practical sciences colleges”
(mainly include medical school,
school of sciences and technology,
school of dentistry, and school of
engineering). The other group usu-
ally called the “theoretical studies
colleges” (mainly school of arts and
literature, law and school of eco-
nomics). The first group belong to
top colleges in Egypt which are
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cords the abnormal or autistic-like
behaviour either mildly or strongly.
Approximately half the items were
worded to produce a ‘disagree’ re-
sponse, and half worded to produce
an ‘agree’ response, in a high scor-
ing person with Asperger Syndrome
(AS). This was to avoid a response
bias either way. Following this,
items were randomized with respect
to both the expected response from
a high-scorer, and with respect to
their domain. The term ‘quotient’ is
not used in the arithmetic sense (the
result of dividing one quantity by
another) but as derived from the
Latin root quotients (how much or
how many).

AQ is not diagnostic test, but it can
serve as a useful instrument in iden-
tifying the extent of autistic traits
shown by an adult of normal intel-
ligence. A score of 32+ is used to
be a useful cut- off or distinguish-
ing individuals who have clinically
significant levels of autistic traits.
Such a high score on the AQ how-
ever, does not mean an individual
has AS, since a diagnosis is only
merited if the individual is suffering
a clinical level of distress as a result
of their autistic traits. The question-
naire has been standardised and
validated by authors * =, although
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their properties have not yet been
systematically evaluated .

In a validation study of the AQ,
Baron-Cohen and colleagues ©
showed that it does discriminate
high-functioning people with au-
tism from unaffected adults. It is
also sensitive to differences in mild
autistic-like features in the normal
population, supporting the notion
that it is possible to regard autism
as the end of a quantitative contin-
uum which start with normality.
Men from the general population
fell closer to the autistic end of the
continuum than did women. Like-
wise, those engaged in careers in
science and engineering scored
closer to the autistic end of the con-
tinuum than those working in the
arts .

The Arabic version of General
health Questionnaire-30 «:

The General Health Questionnaire
(GHQ) is a measure of current men-
tal health and since its development
by Goldberg in the 1970s it has
been extensively used in different
settings and different cultures. The
questionnaire was originally devel-
oped as a 60-item instrument but at
present a range of shortened ver-
sions of the questionnaire including
the GHQ-30, the GHQ-28, the
GHQ-20, and the GHQ-12 is avail-
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This Research

It is of both theoretical and clinical
importance to explore the milder
forms of Autism. This can take
place in two form, the mild forms
of illness and the sub-clinical forms
and expressions of such phenome-
non. One form of sub-clinical ex-
pressions of this phenomenon is the
“Broader  Autism  Phenotype”
(BAP) which is a name for such
sub-clinical forms of autism identi-
fied in relatives of autistic patients.
Another way to study that is to
trace such traits in “ordinary” and
adequately functioning individuals.
It seems that such traits can lead for
discovering a new unexplored as-
pect of human development and to
discover the implications on both
behaviour and coping abilities of
affected individuals. This research
aims at further testing the useful-
ness of the concept of autistic mild
traits as expressed in AQ on a sam-
ple of adequately functioning indi-
viduals with normal intelligence. It
also aims to identify the presence or
absence of psychological discom-
fort which could be associated with
higher scores of AQ as detected by
the Arabic Version of the General
Health Questionnaire (AGHQ-30)~.

126

This research also tries to introduce
the AQ questionnaire to a new
culture and language through using
it on an Arabic (Egyptian) sample
and introduce the concepts of AQ
as a broader spectrum (from nor-
mality to severe autism) to the
Egyptian literature and Arab scien-
tific communities.

Methods And Material

A pack of questionnaires has been
prepared. The package has included
both the AQ questionnaire trans-
lated into Arabic by the author and
The Arabic version of AGHQ-30.
The packs were then distributed to
the Zagazig university students by
university officials.

Tools Used
Autistic-Spectrum
(AQ):

It comprises 50 questions, divided
into 5 subscales of 10 questions
each. The 5 subscales are: Social
Skill, Attention Switching, and At-
tention to Details, Communication
and Imagination. On the whole, the
items are not couched in language
of disability, but rather ask the re-
spondent to agree or disagree with
statements about personal prefer-
ences and habits. Each of the items
scores | point if the respondent re-

Quotient
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ASPERGER

ASD - new model

ASD new model: A spectrum from normality to severe autism with
Asperger Syndrome as a bridge.
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ASPERGERS

ASD - Wing’s model

ASD old model of L. Wing: A spectrum between mild and sever forms
of autism.
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ASPERGER
SYNDROME

RETT
SYNDROME

PDD | | HELLERS | |ATYPICAL
NOS | | SYNDROME AUTISM

AUTISM

Kanner's
SYNDROME

ASD (PDD)- (ICD-10 & DSM-IV) model

ASD (PDD) model as in ICD-10 and DSM-IV: A cluster of separate
syndromes.
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Kurita and colleagues*administered
the Japanese version of the AQ
(AQ-J) to 25 normally intelligent
high-functioning pervasive devel-
opmental disorder (HPDD) patients
(mean age, 24.2 years; 24 male, one
female) and 215 controls (mean
age, 30.4 years; 86 male, 129 fe-
male) randomly selected from the
general population. The AQ-J had
satisfactory internal consistency re-
liability (Cronbach's u> 0.70 in the
two groups), test retest reliability,
and discriminate validity [i.e. the
AQ-J score was significantly higher
in the HPDD (mean, 29.6) than
controls (mean, 22.2)]. At a cut-off
of 26, the AQ-J had satisfactory
sensitivity, specificity, and negative
predictive value, but it had low
positive predictive value (0.24) pos-
sibly due to the facts that the 25
mild HPDD patients scored lower
_ and the controls scored higher on
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the AQ-J than British counterparts
on the AQ. The AQ-J-21 (consist-
ing of 21 items significantly associ-
ated with HPDD diagnosis) and the
AQ-J-10 (consisting of 10 of the 21
items with an effect size >0.17) had
higher, although not satisfactory,
positive predictive values of 0.35
and 0.46 at cut-offs of 12 and 7, re-
spectively, than the AQ-J. The AQ-
J and two short forms are useful not
to predict but to rule out mild
HPDD, the most difficult part of
HPDD to be distinguished from
non-PDD conditions, in persons
scoring under the cut-offs and to
consider professionals' examination
of HPDD in persons scoring over
them, because their negative predic-
tive values were satisfactory.
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(AS) or high-functioning autism
(HFA); randomly selected controls;
students in Cambridge University;
and winners of the UK
Mathematics Olympiad. The study
proved that the AQ is a valuable
instrument for rapidly quantifying
where any given individual is
situated on the continuum from
autism to normality.

Bishop and colleagues * used the
Autism Spectrum Quotient (AQ), to
assess features of the broad pheno-
type in adults, with parents of peo-
ple with autism, to see whether they
would be more likely to obtain ex-
treme scores than a control group.
The AQ was administered to par-
ents of 69 people with an autism
spectrum disorder and parents of 52
controls. On two of the five sub-
scales of the AQ, social skills and
communication, parents of people
with autism obtained higher scores
than control parents. The other
three scales, attention to detail, at-
tention switching, and imagination,
did not differentiate groups. The
correlation between social skills
and communication scales was
.663. Bishop and colleagi-2s * con-
cluded that the AQ scales can be
combined to give an index of broad
phenotype. The AQ appears to be
sensitive to the broad phenotype,
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provided attention is restricted to
the social skills and communication
scales.

Wakabayashi and colleagues “ re-
port on a Japanese version of the
AQ instrument (AQ-J). Three
groups of Japanese subjects were
assessed. Group 1 (n = 57 consisted
of adults with Asperger Syndrome
(AS) or high-functioning autism
(HFA). The other two groups were
control groups. Subjects of Group 2
(n = 194) were normal adults and
those of Group 3 (n = 1 050) were
students selected from five Univer-
sities in Tokyo and Chiba. The
adults with AS/HFA had a mean
AQ score of 379 (SD = 5.31),
which was significantly higher than
the two control groups (Group 2: X
= 18.5, SD = 6.21, and Group 3: X
= 20.7, SD = 6.38). While eighty-
eight percent of the adults with
AS/HFA scored more than 33
points, only 3% of subjects in the
two control groups indicated those
points. Among the controls, males
scored slightly but significantly
higher than females. The reliability
of the AQ in both test-retest and in-
ter-rater measures were signifi-
cantly high.

Kurita and colleagues* adminis-
tered the Japanese version of the
AQ (AQ-J) to 25 normally intelli-
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autism in a child are likely to be
genetically mediated *.

Of particular interest in the debate
over the nature and range of expres-
sion of the underlying genetic li-
ability for autism have been studies
suggesting that there is a higher
than expected rate of some psychi-
atric disorders in the relatives of au-
tistic individuals. Some family stud-
ies, employing comparison groups
and direct psychiatric assessment,
have shown high rates of some psy-
chiatric disorders in relatives ascer-
tained through a single autistic pro-
bands **.

Widening the concept of Autistic
Spectrum to include normality:

Some researchers emphasised the
view, which still under debate, that
the spectrum including Autism and
AS can be seen differently in a
wider perspective to be a part of a
bigger spectrum of  social-
communication disability. In this
bigger spectrum, Asperger Syn-
drome lies as a “bridge” between
Autism and Normality 2*«¢. The
continuum view shifts thinking
away from -categorical diagnosis
and towards a quantitative ap-
proach®. This approach allows to
identify “autistic traits” in normally

functioning individual e.g. relatives
of autistic patients.

Baron-Cohen and colleagues ¢ de-
veloped a new instrument called:
the Autism-Spectrum  Quotient
(AQ).The AQ is a self administered
instruments for measuring the
degree to which an adult with
normal intelligence has the traits
associated with the autistic
spectrum Individuals. Baron-Cohen
and colleagues ¢ tried by develop-
ing this scale to identifying the de-
gree to which any individual adult
of normal IQ may have ‘autistic
traits’, or what has been called ‘the
broader phenotype’ ©. This would
be useful for both scientific reasons
(e.g., establishing who is “affected”
and who is not, or the degree of
“caseness” of an individual, in sci-
entific comparisons), and poten-
tially for applied reasons (e.g.,
screening for possibly “affected”
individuals to assist in making re-
ferrals for a full diagnostic assess-
ment). For both of these reasons,
the Autism-Spectrum Quotient was
developed. The instrument’s name
was chosen because of the assump-
tion, mentioned above, that there is
an autism spectrum *.

Baron-Cohen and colleagues ¢ as-
sessed four groups of subjects:
adults with Asperger syndrome
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The_Broader Autism Phenotype

(BAP): :
The Broader Autism Phenotype

(BAP) is a sub-clinical set of per-
sonality and other features that is
thought to index familiality and/or
genetic liability to autism “. These
subtle abnormalities include social
and communication impairments, as
well as repetitive and stereotyped
behaviours “«. The precise bounda-
ries and components of this lesser
variant of autism are nevertheless
still debated *. Social abnormalities
have been found to include: lack of
affection, social dysfunction, im-
paired friendships, impaired social
play, odd behaviour and impaired
conversation * *. Developmental
language abnormalities, particularly
language delay, language pragmat-
ics » and language based cognitive
deficits *, also appear to be in-
creased in siblings of probands with
PDDs. Obsessional and repetitive
behaviours in a clear-cut form seem
to occur in only a small minority of
relatives of autistic probands, and
usually in association with either
social or communication difficul-
ties”. These also include: circum-
scribed interests, rigidity, obses-
sions/compulsions and repetitive in-
terests and activities *.

In the past the notion of a genetic
basis to autism was dismissed be-
cause the disorder did not appear to
run in families. In a genetic disor-
der, it is usually expected to find
evidence of the same condition in
parents and their children, and in
affected cases and their siblings, yet
in autism it is unusual to find fami-
lies where more than one individual
is affected. Indeed, people with au-
tism are unlikely to have children,
because their social impairments
make it difficult to establish close
relationships with others. Neverthe-
less, over the years there have been
repeated suggestions that parents of
children with autism may them-
selves show unusual traits reminis-
cent of autism, such as difficulties
with social interaction and commu-
nication. In the past, there was a
tendency to assume that abnormali-
ties in parents were either direct
causes of a child's autistic behav-
iour (e.g., the notion of the 'refrig-
erator parent' who is unable to en-
gage emotionally with a child), or
were reactions to.the stress of rear-
ing a child with a serious develop-
mental disorder. However, over the
last decade of the twentieth century
new evidence has emerged to indi-
cate that associations between un-
usual characteristics in a parent and
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PDD, including AS, disintegrative
disorder, and Rett syndrome. PDD-
NOS were retained and could also
be referred to as atypical autism *.
However, with greater understand-
ing and greater precision in the di-
agnosis of autism in the 1980s and
early 1990s, there was a growing
realization that many children who
had autistic symptoms failed to
meet criteria for that diagnosis.
There was also dissatisfaction with
the term “PDD-NOS,” particularly
among parents, who did not appre-
ciate being told that their child had
a “non-specific disorder”. They
were in fact looking for something
specific to explain their child’s de-
velopmental difficulties and to give
them a concrete’ plan for interven-
tion *.

An alternative to classifying is to
adopt a dimensional model. It is
possible to view autism (or PDD) as
a categorical distinction, in the
bread sense, from other emotional
and behavioural disorders, with the
various types of PDD differing
along a single underlying dimen-
sion of severity. This is, in fact, the
theoretical model underlying the
notion of autistic spectrum disor-
ders. In this context, severity is
usually measured using some cog-

nitive measure, such as IQ or verbal
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ability, and the distinctions between
PDD subtypes is largely arbitrary.
For example, lower-functioning in-
dividuals with autism tend to have
lower IQ and more severe autistic
symptoms, whereas those at the
other end of the spectrum (AS) or
high-functioning autism) tend to
have fewer autistic symptoms and
to be brighter.

In fact, the utility or “validity” of
classifying individuals as high- and
low-functioning has quite a bit of
evidence. Many studies have re-
ported that lower-functioning indi-
viduals have more symptoms than
those who are higher-functioning*.
They also differ on etiological pa-
rameters “, on natural history and
outcome “, and on response to
treatment. A massive study under-
taken by Rapin and others * of a
large number of preschool children
clearly demonstrates the existence
of two “taxa,” or subgroups, of
children with autism: higher-
functioning and lower-functioning.
Ironically, the clinical distinction
that has the most evidence of valid-
ity that is, high versus low function-
ing is not captured by either of the
two official classification systems
(DSM or ICD).
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term PDD became included in the
official classification system of the
American Psychiatric Association
(APA) in 1980. In 1988, Wing * has
argued that rather than thinking rig-
idly in terms of a discrete syndrome
of autism, we should be aware that
there is a continuum of autistic dis-
orders. She regards social impair-
ment as the core symptom of such
disorder. Children with this social
impairment are characterised by a
triad of deficits in social develop-
ment. In each of these domains, a
wide range of severity of impair-
ment is recognised. Wing would re-
gard a child as falling on the autis-
tic continuum provided they
showed this triad of sccial impair-
ment, irrespective of other symp-
torns. However, she noted that im-
pairments in other areas do tend to
co-occur with the social triad, in
particular repetitive and stereotyped
activities, poor motor coordination
and abnormal responses to sensory
stimuli.

The World Health Organisation
(WHO) and the American Psychiat-
ric Association (APA) have defined
Autism Spectrum Disorders (ASD)
to mean the group of Pervasive De-
velopmental Disorders (PDD) char-
acterised by qualitative abnormali-
ties in reciprocal social interactions

and in patterns of communication,
and by a restricted, stereotyped, re-
petitive repertoire of interests and
activities. These qualitative abnor-
malities are a pervasive feature of
the individual's functioning in all
situations, although they may vary
in degree °. Atypical autism in
ICD-10 and DSM-IV has been in-
cluded under the category of: ‘Per-
vasive developmental disorder not
otherwise specified’ (PDD-NOS).
PDD-NOS refer to what is a resid-
ual diagnostic category. ICD-10
provides the possibility for various
forms of special coding-for exam-
ple, failure to meet the onset criteria
for autism, failure to meet devel-
opmental/behavioural criteria, fail-
ure to meet both, and so forth. Es-
sentially this diagnostic concept re-
fers to a ‘sub-threshold’ condition
that has similarities to autism and
the other explicitly defined PDDs
but which does not meet criteria >.
At the same time, several cross-
sectional studies were being pub-
lished showing symptom patterns in
Asperger syndrome, atypical au-
tism, and disintegrative disorder
different from those seen in au-
tism** The DSM-IV task force
completed a review of this litera-
ture*, and the new DSM-IV again
specified several other types of
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world for many years, his descrip-
tion had points of difference, as
well as similarity, to Kanner’s re-
port. For example, verbal abilities
tended to be an area of strength,
concerns typically did not arise un-
til later in the preschool period, and
there was a tendency for the condi-
tion to run in families-particularly
in fathers. Lorna Wing’s report = of
Asperger’s work and publication of
a series of cases brought wider at-
tention to the diagnostic concept.
The validity of this condition, par-
ticularly apart from higher function-
ing autism, remains the topic of
much debate 2. A major complica-
tion has been the marked differ-
ences in the ways in which the con-
cept has been used and its potential
overlaps with other diagnostic con-
cepts (e.g. schizoid personality ¥,
semantic-pragmatic disorder *, and
right hemisphere learning prob-
lems™. As a result, the literature on
this condition is difficult to inter-
pret, although several areas of po-
tential differences from autism have
been identified (e.g. neuropsy-
chological profiles 7 and family his-
tory .

Heller » reported children who had
a period of several years of normal
development prior to a marked re-
gression with loss of skills in multi-
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ple areas and minimal recovery. He
initially termed the condition de-
mentia infantilis; subsequently it
has been referred to as Heller’s
syndrome, disintegrative psychosis,
or childhood disintegrative disor-
der®. Once it develops the condition
is indistinguishable from autism *,
but it is accorded separate diagnos-
tic status since it appears distinctive
in terms of onset and course 2. In
1966, Andreas Rett described an
unusual syndrome in girls. In addi-
tion some features suggestive of au-
tism were present”. His findings
were replicated and extended by
Hagberg et al .

In the seventies of the last century,
Lorna Wing completed her epide-
miologic work on autism in Cam-
berwell and delineated more care-
fully a subgroup of children with
autism and autistic-like conditions .
Lorna Wing demonstrated a link,
not between autism and schizo-
phrenia, but rather, between autism
and mental retardation. Wing also
clearly formulated the notion of a
triad of impairments-in socializa-
tion, in social communication, and
in social play. This triad, then,
translated into the concept of “per-
vasive developmental disorders”
(PDDs) characterized by a similar
(but somewhat different) triad. The
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a true increase in incidence, but
most of the increase can be ac-
counted for by changes in case-
finding methods and diagnostic cri-
teria, and by differences in sample
sizes, and the age range and intel-
lectual ability of the populations
studied °. The increase in numbers
identified has led to a correspond-
ing increase in demand for services.
This is thought to be an effect of the
broadness of the concept of autism
from classical autism as a rare spe-
cific syndrome to become Autistic
Spectrum*.

The term ‘autistic spectrum disor-
der’ (ASD) provides a clearer rep-
resentation of the continuity be-
tween autism and related disorders
within the spectrum * ** thus ac-
knowledging the importance of the
varied manifestation of these core
deficits and the need to plan for the
assessment, diagnosis and provision
of intervention and support services
for the much larger number of indi-
viduals and their families than
might have been previously consid-
ered.

Development of the Autistic Spec-
trum Disorder (ASD) concept:

Autism was first recognized by Leo
Kanner " Although children with
autism had undoubtedly previously
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been observed ", it was Kanner’s
particular genius to so precisely de-
scribe the condition. At the same
time certain of his initial impres-
sions were incorrect, for example
his use of the term autism intro-
duced an (originally) unintended
confusion with schizophrenia and
assumed that the children had nor-
mal intellectual potential. Sub-
sequently, it became clear that au-
tism and schizophrenia were dis-
tinct and that attribution of low IQ
scores to ‘poor testability’ was in-
correct ". Kanner also mentioned
that parents were very well edu-
cated and successful; this led to a
notion, common during the 1950s,
that autism might somehow result
from deviant patterns of care. A
large body of evidence shows that
this is most certainly not the case v.
It is clear that families of children
with autism come from all social
classes and circumstances .

In the year following Kanner’s de-
scription, a medical student, Hans
Asperger *, described four boys
with marked social problems, un-
usual perseverative interests, and
motor clumsiness. Although un-
aware of Kanner’s work, Asperger
used the term ‘autistic psychopathy’
to describe this condition. Un-
known to the English-speaking



Autistic Traits in Individuals with Normal Intellectual Level

The autistic traits have been positively correlated to psychological distress

as expressed by the score of GHQ.

Conclusion: The conclusion of the study suggests that the AQ is a poten-
tially useful tool to assess autistic traits in highly functional individuals in
Egyptian subjects. Tracing such traits in such individuals can be of signifi-
cant clinical importance and would be a significant addition to clinical as-
sessment methods which would enrich our knowledge of human behaviour.

Introduction

The criteria of autism have evolved
over the almost 60 years since Kan-
ner and Asperger first introduced
the term autism for childhood dis-
orders of social interaction. In re-
sponse to research findings, there
has been a progressive widening of
diagnostic criteria '. Kanner and
Eisenberg : identified as the two
key features of autism; social
aloofness and insistence on same-
ness, and to these Rutter * added
impairment in language develop-
ment. Wing and Gould ¢ introduced
the notion of an autism spectrum,
covering a range of ability levels
and severities, but characterised by
qualitative impairments in social,
communicative and imaginative
development. It is this ‘triad’ of
impairments that is captured in cur-
rent international classification sys-
tems of the World Health Organisa-
tion’s, “International Classification
of Diseases”, 10th
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edition (ICD-10) *, and the Ameri-
can Psychiatric Association’s “Di-
agnostic and Statistical Manual,”
4th edition (DSM-IV) ©. These re-
flect agreement in the field that Au-
tistic Spectrum Disorders (ASDs)
are characterised by early emerging
(before 3 years old), qualitative (i.e.
abnormal and not merely delayed
development) impairments in social
interaction, communication (and
imagination); with restricted and
repetitive interests and activities .

In recent reports, the prevalence of
autism has varied widely from 5 to
67 cases per 10 000 children, an in-
crease compared with the 3.54.5
cases per 10 000 children reported
in the 1970s *. This high preva-
lence is consistent with a number of
recent reviews that agree that the
ASD affect approximately 60 per
10,000 under 8 years, of whom 10-
30 per 10,000 children have nar-
rowly defined autism *>. The in-
crease in prevalence might indicate
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Autistic Traits in Individuals with Normal Intellectual Level
and Associated Psychological Distress:

A Pilot Study in an Arabic Culture
Omaima A Daoud, Mick Loughren , K Mansour, Abdulshafi Khashaba
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Abstract
Introduction: The advances in the concept of Autism are among the most
significant developments in the recent history of psychiatry. Psychiatric lit-
erature in the Arab world needs to put more emphasis and to encourage the
local research in this area. This pilot study is adopting the wider concept of
the Autistic Spectrum Disorders (ASD).
Aims: This study aims to introduce a new questionnaire i.e. The Autistic-
Spectrum Quotient Questionnaire (AQ) to the psychiatric literature in the
Arab World. The (AQ) questionnaire has been translated to Arabic and
used on Egyptian participants. The questionnaire could not be formally
validated as this is beyond the scope of this pilot study. The study has also
been designed to find out if highly functioning Egyptian students could
have some “autistic traits” and if these traits are of any clinical significance.
Method: 202 students from different colleges at Zagazig University in
Egypt have fully completed the Autistic-Spectrum Quotient Questionnaire
(AQ). The students have also completed the Arabic version of the General
Health Questionnaire (GHQ-30) as a measure of any associated psycho-
logical distresses.
Results: The average Autistic-Spectrum Quotient (AQ) total score is 22.72
(SD 4.44) which followed normal distribution. The General health Ques-
tionnaire (GHQ) average total score is 34.43 (SD 13.09). A positive corre-
lation has been found between the AQ total scores and GHQ total scores
(Pearson’s correlation one tailed test: P = 0.036). Results suggest that autis-
tic traits as expressed by the score of AQ do present in a differed range in
Egyptian students not dissimilar from the British and the Japanese studies.
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oxcarbazepine

IS A NEW APPROACH IN THE
MANAGEMENT OF EPILEPSY

Inhibition of sustained high frequency repetitive firing
of voltage-dependant sodium action potentials.

ACTIO

Is useful and safe drug for the treatment of partial
M seizures with or without secondarily generalized
seizures.®

Compared to carbamazepine:

. Better pharmacokinetic profile.”

. Better tolerated:*
- Improved alertness.
- Improved cognition.

g Better safety profile:*
- NO agranulocytosis.
- NO thrombocytopenia.
- NO aplastic anemia.

when the safety makes the difference.

ABBREVIATED PRESCRIBING INFORMATION: e

DESCRIPTION: Oxcarbazepme is chemically closely rela(ed to carbamazepme Oxcarbazepine and its derivatives have shown to be potent and effective anticonvulsants.
PHARMACOLOGY: Oxarbazepine is rapidly and ¢ rbed from the gastrointestinal tract. Peak plasma levels are attained within 4 hours. INDICATIONS: Oxcarbatol is used to
treat the lollowmg conditions: |- Primary generalized tonic-donic seizures (grand mal). 2- Partial seizures with or without secondary generalization. DOSAGE: Adults: |- Monotherapy: The
starting dose is 300 mg daily to be increased gradually to 600- | 200 mg/day in divided doses. 2- Polytherapy: In patients with severe picture of epilepsy the starting dose is 300 mg daily to be
gradually increased to 900 - 3000 mg/day in divided doses. The dosage of Oxcarbatol should be adjusted to the patients needs and requirements when the drug is given concomitantly with
other antiepileptic agents. Children: The dose should commence at |0 mg/kg body weight, to be increased gradually until the lowest effective level of the drug is obtained. The tablets should
be taken during or after a meal with liquids. CONTRAINDICATIONS: - In patients with known hypersensitivity to oxcarbazepine. - In patients with atrioventricular block. SIDE EFFECTS:
Normally oxcarbazepine is well tolerated . Adverse effects reported were mild and transient and occurred mainly at the start of treatment. The most common reactions were tiredness,
drowsiness, dizziness, headache, ataxia, nausea, vomiting and diarrhea. PRECAUTIONS: in patients treated with diuretics, serum sodium should be monitored at regular intervals. Patients
with renal, hepatic or cardiac dysfunction and geriatric patients should be under close supervision as they are at high risk. Pregnancy: Pregnant women with epilepsy should be treated with
special care in the first trimester. The physician should evaluate the benefit /risk ratio. Nursing mothers: Oxcarbazepine is excreted in breast milk. The possibility of adverse effects to the infants
cannot be ruled out. DRUG INTERACTIONS: Mono Amino Oxidase inhibitors should be discontinued at least two weeks before starting therapy with oxcarbazepine. - Estrogen and
progesterone may be decreased in women taking contraceptives concomitantly with oxcarbazepine, which may result in loss of contraceptive efficacy. Alternative methods should be
considered. OVERDOSAGE: There is no specific antidote in case of overdosage whit oxcabazepine . Patients should be treated symptomatically. The drug is removed by gastric lavage and
activated charcoal, and the vital functions of the body should be closely monitored. PRESENTATIONS: Oxcarbatof 300 Film Coated Tablets, Pack of |0 tablets. Each tablet contains 300 mg
oxcarbazepine. Oxcarbatol 600 Film Coated Tablets. Each tablet contains 600 mg Oxcarbazepine.

—— References: )

1) Epilepsia, 1995; 36 supp. 2. 2) Epllepsy - Res.1996 Nov; 25 (3): 299-319. 3) Clin - Pharmacokinet. 1996 Oct; 31 (4): 309-24. 4) Pharmacol Res. 1995 Mar - Apr; 31 (314) : 155-62.
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Fluvoxamine: Safety Profile in Extensive
Post- Marketing Surveillance

The safety profile of the selective serotonin reuptake inhibitor,
fluvoxamine, has been assessed in clinical and post-marketing
studies. Post-marketing surveillance provides the opportunity
to assess a drug’s safety in every day clinical conditions in
a much greater patient population than in clinical trials and
therefore serves as a useful tool to detect signals for adverse ef-
fects with an incidence of less than 1:10,000. The safety profile
of fluvoxamine was evaluated based on data from 17 years of
global post-marketing surveillance in an estimated 28 million
patients exposed to fluvoxamine. A total of 6,658 adverse drug
reaction reports received from world-wide sources were re-
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and post-marketing studies. A remarkably low level of

ity, switch to mania, and sexual dysfunction was found.

nin Syndrome appeared to be a very rare complication of fl
amine treatment. No signals for drug interactions unknown
far were identified. Withdrawal symptoms were observed in e
eryday clinical conditions, which were generally mild and r
solved spontaneously. However, no cases suggestive for drug d
pendence have been reported. In conclusion, the data presente
underlined that fluvoxamine offers a safe and well-tolerated o
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Strattera (Atomoxetine HCL)
A breakthrough treatment for ADHD

Non-stimulant with a new mode of action
Provides significant core symptom efficacy’

Provides VWhole Day Continuous Symptom Relief

option for ADHD by AACAP
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