ABSTRAK

PENGGUNAAN UBAT PENENANG (BENZODIAZEPINES) UNTUK JANGKA

MASA PANJANG DI KALANGAN PESAKIT KEMURUNGAN (DEPRESSION)

Pengenalan: Penggunaan ubat penenang untuk jangka masa panjang di kalangan
pesakit kemurungan tidak digalakkan mengikut panduan yang sedia ada. Namun
demikian, kadar penggunaan ubat tersebut masih tinggi pada masa kini. Untuk
mencegah keadaan tersebut, adalah penting untuk kita mengetahui punca-puncanya

supaya masalah ini dapat dikawal dengan berkesan.

Objective:  Tujuan utama kajiaan ini adalah untuk mengkaji kadar kegunaan ubat
penenang untuk jangka masa panjang di kalang pesakit yang menghidapi penyakit

kemurungan serta faktor-faktor yang menyebabkan kegunaan ubat tersebut.

Kaedah: Penyelidikan ini merupakan kajian keratan rentas yang melibatkan 65
pesakit luar yang menghidapi penyakit kemurungan. Kajian ini dijalankan di hospital
yang mempunyai kepakaran psikiatrik. Faktor-faktor yang menyebabkan kegunaan

ubat penenang untuk jangka masa panjang dikaji.

Keputusan: Kadar kegunaan ubat penenang dalam jangka masa panjang di kalangan
pesakit kemurungan adalah 70.2%. Faktor-faktor yang mempengaruhi kegunaan ubat
penenang dalam jangka masa panjang adalah tahap kemurungan yang serious
(p=0.038), tahap kerisauan yang serious (p=0.004), tahap kefungsian yang rendah
(p=0.047), kekurangan sokongan social (p=0.015) dan kekurangan keagamaan

(p=0.010).



Kesimpulan: Terdapatnya hubungan yang bermakna di antara jangka masa kegunaan
ubat penenang dengan tahap kesedihan, tahap kerisauan, tahap kefungsian, tahap
sokongan social dan tahap keagamaan. Penambahbaikan qualiti rawatan kemurungan

yang sedia ada perlu dijalankan.



ABSTRACT

LONG-TERM USE OF BENZODIAZEPINE AMONG DEPRESSED PATIENTS

Introduction: Long-term benzodiazepine use in depression is not recommended by
the treatment guidelines. Nevertheless, its prevalence is still remaining high. In order
to prevent long-term use, it is important to know which determinant factors are
associated with it. This may create awareness among the clinicians and take further

measures regarding this issue.

Objective: The purpose of this study was to determine the prevalence of long-term
benzodiazepines use among depressed patients in the specialty mental health setting
and identify the socio-demographic, clinical and psychosocial factors that associated

with the long-term use.

Methodology: This was a retrospective cross-sectional study involving 65 outpatients
with major depressive disorder in specialty mental health setting. We investigate the
socio-demographic, clinical and psychosocial factors which associated with long-term

benzodiazepine use.

Results: The prevalence of long-term benzodiazepines use among depressed
patient was 70.2%. Long-term use of benzodiazepines were significantly associated
with more severe of depressive symptoms (p=0.038), more severe anxiety symptoms
(p=0.004), poor functioning level (p=0.047), poor social support (p=0.015) and poor

religiosity (p=0.010).



Conclusion: There was significant association between long-term use of
benzodiazepines among depressed patient with severity of depressive and anxiety
symptoms, level of functioning, social support and religiosity. This associations found
point to possibilities to reduce long-term benzodiazepine use, for example if patient still
having residual depressive and anxiety symptom, the medication and treatment plan

should be further optimized.
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CHAPTER 1: INTRODUCTION AND LITERATURE REVIEW

1.1 EPIDEMIOLOGY OF MAJOR DEPRESSIVE DISORDER

Depressive disorders are very common in nowadays. In the WHO World
Mental Health (WMH) surveys representative community surveys in 28 countries
throughout the world, the lifetime prevalence of major depressive disorder (MDD) has
been estimated in the 4-10% range and 12-months prevalence estimates in the 3-6%
range (Kessler et al., 2009)

Depressive illness can be happen at any age, but the average of onset age is
between 30 to 40 years old. The depressive symptoms can develop either gradually
over a period of times or it can be presented suddenly over a short duration. In many of
the cases, the depressive symptoms always develop following a significant loss such as
death of love one or episode of stress, although this is not necessary.

Community surveys frequently find that elderly people have much less clinical
depression compare with younger people (Blazer & Hybels, 2005; Jorm, 2000).
Several explanations have been suggested for this finding, most of it focusing on the
possibility of underestimation of depression among the elderly. Others suggested
explanations include age-related differentials in recall, mortality, selection out of the
household population into nursing homes, willingness to participate in surveys, and
willingness to admit psychiatric symptoms in the interviews (Schoevers et al., 2008;
Snowdon, 1997).

Female gender was found to have higher risk of develop major depressive
disorder in the community survey (Kessler et al., 2010). Elevated risk of Major
Depressive Episode is related to being low income, unemployed and unmarried in the
same community survey (Kessler et al., 2010). Lower education level was found to be

associated with the development of major depressive disorder (Kessler et al., 2003).
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Study done in Malaysia also found that those who were unmarried, without
formal education, low total family income and urban residence were associated with

depression (Sherina et al., 2003).

1.2 BURDEN OF MAJOR DEPRESSIVE DISORDER

A depressive episode can last up to six months or more if a depressed patient
not received any treatment. In a prospective psychiatric epidemiological study, the
mean time of a depressive episode to recovery was 8.4 months and about 20% of
depressed patients had not recovered by 24 months (Spijker et al., 2002). A
longitudinal studies result suggest that nearly 80% of individuals experiencing a major
depressive episode will have at least one more episode during their lifetime and about
12% of patients who suffer from depression will have a chronic, unremitting course
(Judd et al., 1997).

Due to the depressive disorders are commonly occurring in general population
and its’ chronic course of disease, depressive disorders has consumes a substantial
amount of economic costs. In the US World Mental Health survey, for example, 6.4%
of workers were found to have an episode of major depressive disorder (MDD) in the
year of the survey, resulting in average of over five weeks of lost work productivity
(Kessler & Akiskal et al., 2006). Given the salaries of these workers, the annualized
human capital loss to employers in the US labor force associated with MDD was
estimated to be in excess of $36 Billion. Besides, major depressive disorder is
projected to be the second largest of the global burden of disease after heart disease at
year 2020 (Murray et al., 1997).

In Malaysia, psychiatric disorders were responsible for 8.6% of the total
Disability Adjusted Life Years and were ranked fourth as the leading cause of burden

of disease by disease categories from 111 diseases (Malaysia Burden of Disease and
15



Injury Study, 2004). In the same study, unipolar major depression is the leading cause
of non-fatal burden (54% is experienced among 30-59 years old). Apart from that,
Malaysian Burden of Disease and Injury which done in 2000 reported that depression is
the leading cause of disability among Malaysian females with about 12.7% affected
compared with 7.2% in male (Malaysian Burden of Disease and Injury Study, 2000).

There are several complications arise due to major depressive disorder. The
most serious and irreversible complication of major depressive disorder is suicide. The
suicidal risk associated with major depressive disorder is 12 to 20 times more compare
to the general population. The lifetime risk of major depressive disorder’s patient for
complete suicide is 10 — 15% (Guze et al., 1970).

Major depression in the elderly or in people with serious illness can leads to
greater physical decline (Sherina et al., 2003). This may be due to decreased physical
activity and social involvement. This condition may leads to greater risk of
hospitalization (Huang et al., 2000) and inappropriate use of hospital bed (Ingold et al.,
2000).

Depression is also an independent risk factor for other illnesses. It has been
shown that it is associated with stroke, both in western (Jonas et al., 2000) and eastern
cultures (Ohira et al., 2001). In older group of people, depression is linked with heart
failure (Ariyo et al., 2000). In women over 50, being depressed is associated with a
higher rate of hip fracture compare with general population (Forsen et al., 1999).

Despite the consequence of depression is severe as mentioned above, depressive
illness is often under-recognized and under treated (Simon et al., 1995) (Gerber et al.,
1989). It has been estimated that about 30-50% of cases of depression in primary care

service are not detected (Ronalds et al., 1997).
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There was a cross sectional study done among adult who attended the primary
care service in Malaysia, and it reported that the prevalence of Major Depressive

Disorder as 5.6% (Jammy et al., 2005).

1.3 SYMPTOMATOLOGY OF MAJOR DEPRESSIVE DISORDER

Since early Egyptian times, depression has been recognized as a distinct
pathological entity. The term of “melancholia” was started to be used in Ancient Greek
to describe a distinct disease with certain mental and physical symptoms (in the
Ancient Greek, “melas” means black, and “khole” means bile). Melancholia was
described by Hippocrates in his Aphorisms as “fears and despondencies, if they last a
long time” as being symptomatic of the illness (Hippocrates, Aphorisms, Section 6.23).
At that time melancholia was a far broader concept than today’s depression; it
characterized by the symptoms of sadness, dejection, and despondency, and often fear,
anger, delusions and obsessions were included (Radden, 2003).

Influenced by Greek and Roman texts, physicians in the Persian and then the
Muslim world developed ideas about melancholia during the Islamic Golden Age. The
11™ century Persian physician Avicenna described melancholia as a depressive type of
mood disorder in which the person may become suspicious and develop certain types of
phobias (Haque, 2004).

In Ancient Greek, disease was thought to be due to an imbalance in the four
basic bodily fluids, or known as humors. This humoral theory fell out of favor but was
later revived in Rome by Galen. During the 18" century, the humoral theory of
melancholia was increasingly challenged by mechanical and electrical explanations;
references to dark and gloomy states gave way to ideas of slowed circulation and

depleted energy (Jackson, 1983). German physician Johann Christian Heinroth,
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however, argued melancholia was a disturbance of the soul due to moral conflict within
the patient.

The term depression was derived from the Latin verb deprimere, “to press
down”. An early usage of this term to refer a psychiatric symptom was by French
psychiatrist Louis Delasiauve in 1856, and by the 1860s it was appearing in medical
dictionaries to refer to a physiological and metaphorical lowering of emotional function
(Berrios, 1988).

Although melancholia remained the dominant diagnostic term, depression
gained increasing currency in medical field and was a synonym to melancholia by the
end of 19" century as psychiatrist Emil Kraepelin first to use it to refer the different
kinds of melancholia as depressive state (Davison, 2006).

The influential system put forward by Kraepelin unified nearly all types of
mood disorder into manic-depressive insanity. Kraepelin worked from an assumption
of underlying brain pathology, but also promoted a distinction between endogenous
(internally caused) and exogenous (externally caused) types (Davison, 2006).

German psychiatrist Kurt Schneider coined the term endogenous depression and
reactive depression in 1920 (Schneider, 1920), the latter referring to reactivity in mood
and not reaction to outside event, and therefore frequently misinterpreted. This division
was challenged in 1926 by Edward Mapother who found no clear distinction between
both types (Mapother, 1926).

The DSM-I (1952) contained depressive reaction and the DSM-II (1968)
defined depressive neurosis as an excessive reaction to internal conflict or an
identifiable event, and also included a depressive type of manic-depressive psychosis
within Major affective disorders. At 1970s, diagnosed depression was either
endogenous (melancholic) which considered a biological condition, or reactive

(neurotic) which was a reaction to stressful events (Parker, 2000).
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Debate has persisted for most of the 20™ century over whether a unitary or
binary model of depression in truer reflection of the syndrome (Parker, 2000); in the
former, there is a continuum of the depression ranked only by severity, whereas the
latter conceptualizes a distinction between biological (endogenous) and reactive
depressive syndromes (exogenous). The publishing of DSM-III saw the unitary model
gain a more universal acceptance (Parker, 2000).

Nowadays, DSM-IV-TR’s criteria stated a major depressive episode must last at
least for two weeks and without a history of manic, mixed or hypomanic episode prior
to it. A major depressive episode was defined as experiencing at least four symptoms
from a list that includes changes in appetite and weight, changes in sleep and activity,
lack of energy, feelings of guilt, problems thinking and making decisions, and recurring
thoughts of death or suicide (APA, 1994). Currently, the term “melancholia” indicates
a major depressive disorder with changes in endogenous or vegetative function such as

disturbance of sleep, appetite, and libido.

1.4 TREATMENT OF DEPRESSION

1.4.1 Pharmacological Treatment

Acute Phase Treatment

Antidepressants are effective in acute treatment of major depression. The greatest
effects relative to placebo group are seen in patients’ with major depression of at least
moderate severity. In this group of patients, the short-term response rates are about
60% compare 30% for placebo group (number needed to treat [NNT] = 4-5) (Anderson
et al.,2003). A meta-analysis done by de Lima et al. (1999) showed similar clinical
response rate in dysthymia. In this study, the response rate in treatment group was 55%

compare with 30% in placebo group (NNT = 4).
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The value of antidepressant drugs in milder depression disorders such as minor
depression and mixed anxiety-depression is not established. American Psychiatric
Association (APA) gives antidepressant as an option rather than a mandatory measure
in the initial primary treatment of mild major depressive disorder (APA, 2000).

NICE (2004) found that antidepressant are efficacious for reducing depressive
symptoms in moderate to severe major depressive disorder. In the same study, it was
found that the effectiveness among SSRIs, TCAs and MAOIs in both inpatients and
psychiatric outpatients or primary care patients were similar. However, SSRIs are
better tolerated compared to other antidepressant and therefore, make it appropriate as
the drugs of first choice.

In a systematic review done by Hansen et al (2005) showed that the newer
antidepressants such as mirtazapine, venlafaxine, escitalopram are generally did not
differ substantially from each other in the efficacy.

If a patient does not show any response after 4 weeks of antidepressant
treatment at adequate dosage, the likelihood of a later response on the same medication
is low therefore switching of antidepressant was considered in this group of patient. If
there is partial response by 4-6 weeks, there is a likelihood of further response after

several more weeks of treatment (Bauer et al., 2002).

Continuation Phase Treatment

It is now well established that stopping antidepressants soon after treatment response is
associated with a high risk of relapse. About one third of the patients withdrawn from
medication having relapse over the next year with the majority of the relapses occurring
in the first 6 months. Placebo-controlled studies of the role of continuation therapy

have reached the following conclusions (Anderson et al., 2000):
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e Continuing antidepressant treatment for 6-9 months after remission of the
depressive episode

e Treatment should be at the originally effective dose of medication if possible

e In patients at low risk of further episodes, continuation of antidepressant
treatment longer than 9 months confers little extra benefit except in the elderly

where 12 months continuation therapy is more appropriate

Maintenance Phase Treatment

Controlled studies involving patients with recurrent depression (usually defined as at
least three episodes over the last 5 years) have shown that maintenance antidepressant
treatment can substantially reduce relapse rate. The effects of long-term maintenance
treatment were confirmed in a systematic review (Geddes et al., 2003) where over one
to two years of continued antidepressant treatment the relapse rate was lowered from
41% on placebo to 18% on active medication.

There is some variation in the literature regarding the duration of maintenance
medication. Factors to be considered include the patient’s absolute risk for recurrence
(number and severity of previous episodes, the presence of residual depressive
symptoms, ongoing psychosocial stressors) and patient preference. NICE (2004)
considers that for patients who have had multiple recurrences, it is worthwhile to
continue antidepressant medication for up to 2 years, but others have recommended
maintenance treatment for up to 5 years, with possibility of life-long treatment

(Anderson et al., 2000).
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1.4.2 Psychological Treatment

There is some evidence that cognitive therapy given during an acute phase of
depression leads to a more sustained improvement in depressive symptomatology and
lessens the risk of subsequent relapse (Hollon et al., 2005). There is also growing
interest in the use of continuation and maintenance treatment with cognitive therapy,
particularly in patients who have residual depressive symptomatology and are thereby
at increased risk of relapse. For example, Paykel et al. (1999) studied 158 patients who
experienced significant residual symptoms after treatment of an episode of major
depression. All patients received clinical management and continuation treatment with
antidepressant medication and half also received 16 sessions of cognitive therapy.
Over the next 16 months, the relapse rate in the patients receiving cognitive therapy

was 29% compared with 47% in the group who received clinical management only.

1.5 ANXIETY IN MAJOR DEPRESSIVE DISORDER

Major Depressive Disorders are often accompanied by significant anxiety
symptoms or full anxiety disorders. Therefore, anxiety symptoms are a common
feature of major depressive episodes even in the absence of a discretely diagnosed
anxiety disorder. When anxiety and depressive symptoms overlap and produce distress
and impairment but fail to meet full diagnostic criteria for either class of disorder, the
term “mixed anxiety-depressive states” has been proposed and incorporated into the
ICD-10 (Boulenger et al., 1993). The present of anxiety symptoms may predict a
poorer long-term outcome and a greater familial prevalence of MDD (Clayton et al.,

1991, Coryell et al., 1992).
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1.5.1 Prevalence of Co-morbid of Major Depressive Disorder and Anxiety
Disorder in general population and Specialty Mental Health setting

In the general population, the frequency of develop co-morbid anxiety and
mood disorders was 3.6% throughout their lifetime. For individuals in the community
with mood disorders, 43% of them will develop a co-morbid anxiety disorder during
their lifetime (Regier et al,, 1990). In another community survey which involves
general population, 64.2% of individuals in the community who was diagnosed to have
mood disorder are associated with co-morbid anxiety disorder. These comorbid anxiety
disorders included Panic disorder (14.6%), Generalized Anxiety Disorder (24.5%),
Agoraphobia without panic (3.4%), Specific phobia (28.2%), Social phobia (27.9%)
and Post-traumatic stress disorder (17.0%) (Kessler et al., 2010).

In a cross-sectional study was done in a Specialty Mental Health setting with
the sample population of adult outpatient with major depression, the result showed that
the present of co-morbid anxiety disorder among these patients was 50.6% and it
include social phobia (27.0%), simple phobia (16.9%), panic disorder (14.5%),
generalized anxiety disorder (10.6%), obsessive-compulsive disorder (6.3%), and

agoraphobia (5.5%) (Maurizio et al., 2000).

1.5.2 The Relation between anxiety, MDD and substance use

A large scale of epidemiological study was done in US on the psychiatric
disorder comorbidity revealed that half of the individuals who met criteria for any
psychiatric disorder have met criteria for more than one disorder, and about 30% of
them have more than two conditions (Kessler et al, 1994). Among these psychiatric
diagnoses, affective disorders have been found to co-occur with other psychiatric
conditions, especially with anxiety disorder and substance use disorder (Marks &

Lader, 1973; Boyd et al., 1984; Maser & Cloninger, 1990). Affective disorders have
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also been consistently associated with both alcoholism and drug misuse in clinical
samples and in community surveys (Helzer & Pryzbeck, 1988; Ross et al., 1988;
Merikangas & Gelemnter, 1990; Reiger et al., 1990). The large epidemiological study to
investigate comorbidity of substance misuse and psychiatric disorder reported that
nearly a third of people with an affective disorder also report a history of some form of

substance misuse (Reiger et al, 1990).

Basel US: ECA Munich Puerto Rico Zurich

n=470 n=12,688 n=483 n=1551 n=591
All anxiety | 3.0 6.7 5.5 14.9 2.7
disorder (1.8-5.0) (5.5-7.4) (3.7-8.2) (8.2-27.1) (1.8-4.1)
GAD 7.4 - - - 4.1

(1.8-27.1) (0.6-2.3)
Panic disorder 13.5 12.2 9.0 30.0 2.7

(4.5-40.4) | (9.0-14.9) | (4.5-18.2) | (13.5-81.5) | (1.3-5.0)

Agoraphobia 1.3 4.5 5.0 12.2 2.7
(0.6-3.3) (4.1-5.5) (3.0-8.2) (7.4-20.0) (1.5-5.0)
Simple Phobia | 3.7 2.7 5.5 9.0 1.8
(1.3-9.0) (2.5-3.3) (3.3-9.0) (5.0-16.4) (1.1-3.3)
Social phobia 2.2 5.0 6.7 18.2 2.7
(1.3-4.0) (4.1-6.7) (3.3-13.5) (6.7-44.7) (1.3-6.0)
Alcohol misuse/ | - 2.0 1.1 2.0 2.0
dependence (1.6-2.5) (0.6-1.8) (1.0-3.7) (0.8-5.5)
Drug  misuse/ | - 4.1 5.6 - 2.2
dependence (3.3-5.0) (2.5-12.2) (1.3-3.7)

* Table above was adapted from “Comorbidity and Boundaries of Affective Disorders with
Anxiety Disorders and Substance Misuse: Results of an International Task Force, 1996” by
Merikangas et al.

The above table presented the odds ratios (with 95% confidence intervals)
measuring the associations of major depression with anxiety disorders and substance

misuse across the study site. We noted that anxiety disorders were strongly associated
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with major depression across all sites, with range of 2.7-14.9. Besides, the table also
showed that substance misuse or dependence was also associated with major
depression, but the magnitude was generally lower and findings were less consistent

than those regarding anxiety disorder.

1.6 SOCIAL SUPPORT AND DEPRESSION

Social support is considered as one of the social determinants of health in the
community (Wilkinson & Marmot 2003). The studies showed that people who get less
social support from others are more likely to experience a poorer quality of life
(Antonucci & Akiyama 1987, House et al., 1988). This result was found similar in the
depressed patient group (George et al., 1989, Prince et al., 1997). Many people have
tried to define and measure the social support in various ways. Most of the definitions
were arising from Cobb (1976): “Social support is defined as information leading the
subject to believe that he is cared for and loved, esteemed and a member of a network
of mutual obligations”.

The consequences of depression can be disabling and worsen until causing
death. A several numbers of risk factors for depression have been studied and one of it
was social support. The relationship between social support and depression has been
studied well since mid-1970s (Broadhead et al., 1983).

The social support is a multidimensional construct such as instrumental support,
emotional support, social network, quality of social support and reciprocal helping of
other (Sarason et al., 1983). One of the scales designed to assess the social support was
MSPSS. The MSPSS is a self-administered measure of social support and it assesses

the adequacy of social support subjectively.
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1.7 RELIGION AND DEPRESSION

Psychiatry continues to debate the appropriate of including religion issues into
the clinical practice. These debates continue as there is increasing consensus among
researchers and clinicians that religion is associated with improved mental and physical
health (Kendler et al., 2003; Plante & Sherman, 2001; Powell, Shahabi, & Thoresen,
2003). Recently, a proposal for World Psychiatric Association consensus statement to
include spirituality and religion in psychiatry practice was not passed due to
controversy in two areas: First, the definition of religion and spirituality, and Second,
the relationship between religion and spirituality (Verhagen et al., 2010).

Although the proposal has not been passed, but the authors did make this topic
highlighted internationally and further encourage the topic to be discussed among the
psychiatric field. This has created the awareness among the clinician and researchers
the important of considering the spirituality and religion in the daily practice. The
conflict in including the spiritual and religion into the daily practice was showed in a
survey recently done in Quebec and Geneva, where over 90% of the psychiatrists felt
comfortable discussing spirituality, but they still underestimated the importance of
religion in the lives of their patients. The psychiatrist frequently did not know about
the conflict between religion and psychiatric care, and this may subsequently affect the
treatment adherence or therapeutic alliance (Borras et al., 2010). Study has showed that
about one-fourth of patients with delusions of religious content were experienced
conflict between belief and treatment, and in this population were actually less likely to
adhere to the psychiatric treatment (Mohr et al., 2010).

Regarding the first controversy about the definitions of religion and spirituality
brought up by World Psychiatric Association, Koenig offered some useful definitions
after consulting with 60 experts and other written material. According to Koenig,

religion can be defined as ‘an organized system of beliefs, practices, rituals, and
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symbols’ that facilitate closeness to the transcendent or a community. Spirituality
refers to ‘the personal quest for understanding answers to ultimate questions about life,
about meaning, and about relationships to be sacred or transcendent’ (Koenig et al.,
2001). However, there is still lack of international consensus regarding the relationship
between religion and spirituality.

In view of the impact of the religiosity to the psychiatry practice therefore we
include religiosity as one of the assessment in order to determinant its effect on the
duration of benzodiazepine use. We also examined the association between the
religiosity and the severity of depressive and anxiety symptoms. The level of
religiosity in our study sample was measure by using the Duke University Religion
Index (DUREL)’s. It is a five-item scale assesses the three major dimensions of
religious involvement which include organizational, non-organizational, and intrinsic

religiosity.

1.8 PREVALENCE OF BENZODIAZEPINES USAGE

Benzodiazepines were first marketed in 1961 with the licensing of
chlordiazepoxide, which was developed by Hoffmann La Roche. Several decades after
their introduction to the market, benzodiazepines are still among the most widely
prescribed drugs in the world (IMS America, 1998) and represent highly effective
treatments for anxiety, panic disorder, bipolar illness, and sleep and seizure disorders
(Shader et al., 1993, Woods et al., 1995, Ballenger et al., 1991, APA, 1994).

From the latest Netherlands Study of Depression and Anxiety (Leonie et al.,
2011), an 8-year longitudinal cohort study, there were 2852 respondents involved
which representative of individuals with depressive and/or anxiety disorders in the
community, general practice and specialized mental health care institutions throughout

the Netherlands. Of the 2852 subjects, 429 (15.0%) had used a benzodiazepine in the
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past month. Among patient with major depression alone, 17.0% of them were
benzodiazepines users. 18.1% of patient with anxiety disorder alone had used a
benzodiazepine in the past month. Among patient with comorbid major depressive
disorder and anxiety disorder, 27.3% of them use the benzodiazepines for the past
month (Leonie et al., 2011).

Among the 429 benzodiazepines users, majority (84.8%) of them took
benzodiazepines for a much longer period then recommend by international guidelines
(NICE Clinical Guidelines, 2011). From the same study, benzodiazepines use was
significant associated with older age, singleness, unemployment, treatment in
secondary care, more severe anxiety and/or depressive symptoms, comorbid insomnia
and antidepressant use (Leonie et al., 2011).

A cross-sectional study was carried out in family practices among users of
benzodiazepines with regard to DSM-IV diagnosis. Long-term use of benzodiazepines
was the dependent variable in the study. The study recruited 164 shor-term (< 90 days)
and 158 long-term (>180 days) benzodiazepines users. From the study, long-term use
of benzodiazepines was significantly associated with lower level of education, older
age and loneliness. No statistically significant differences were found for the other
independent variables such as gender and income (Zandstra et al., 2004).

A retrospective, population-based cross-sectional prescription survey with
520,000 patients was done in Swiss adult population. Participants were aged 15 years
or older, and have a complete pharmacy record. This study showed that 45,309 out of
520,000 patients (9.1%) received at least one benzodiazepine prescription within a 6-
month period. Most patients with benzodiazepine prescriptions were women (67.9%
women versus 32.1% men), and half of the patients were aged 65 or older (50.7%)

(Sylvie et al., 2007).

28



1.9 MECHANISM OF ACTION OF BENZODIAZEPINES

The clinical-pharmacologic effects of benzodiazepines can be explained by an
increase of gamma-aminobutyric acid (GABA) inhibitory impulses in the central
nervous system mediated via benzodiazepines receptors. Benzodiazepines act as
allosteric modulators of the GABA4 receptor. There are various subtypes of GABA4
receptor and it was distributed in a different area in the brain (Haefely et al., 1990). In
an experiment, benzodiazepine was significantly showed that it reduces the
concentration of cortisol in the blood and also reduces the concentration of stress-

induced catecholamine (File et al., 1987).

1.10 BASIC PHARMACOLOGY OF BENZODIAZEPINES

All benzodiazepines have 5 major actions, these include hypnotic, anxiolytic,
anticonvulsant, muscular relaxant and amnesic. However, they exert these actions in
slightly varying degree.  There are large differences in potency among the
benzodiazepines, possibly due to differences in affinity for various benzodiazepine-
receptor subtypes. Thus, some benzodiazepines are more effective than others as
anticonvulsant and some may differ in the ratio between anxiolytic and hypnotic
actions.

Despite potency, the rate of penetration into the brain also differs significantly
among the benzodiazepine. Polar benzodiazepines such as lorazepam and temazepam,
which attached with a hydroxyl groups causing it enter the brain slower than the less
polar benzodiazepines such as diazepam and alprazolam. Therefore polar
benzodiazepines are less suitable to use as a hypnotic, but at the same time polar
benzodiazepines has a lower abuse potential in view of their slower time of onset.

Apart from potency and rate of penetration into the brain, benzodiazepines also

differ significantly in their elimination rate from the body (elimination half-lives vary
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from 2 to 100 hours) and some of the benzodiazepines have pharmacological active
metabolites which causing them to have longer elimination half-lives. Potent
benzodiazepines with relatively short elimination half-lives (triazolam, alprazolam,
lorazepam) have the highest risk of developing problems with dependence (Marriott et
al., 1993). With respect to the elimination half-life, benzodiazepines can be divided
into the short-acting benzodiazepines and long-acting benzodiazepines. The long-
acting benzodiazepines have half-life values usually exceeding 24 hours (D.J.
Greenblatt et al., 1981).

Clinical effects such as time of onset, duration of effect, and adverse effect of
benzodiazepines are corresponding to the pharmacokinetic parameters of the drugs
which include absorption, metabolism, and elimination half-life (Feely et al., 1990).

Table below showed the pharmacologic properties and the relevant clinical anxiolytic

effects, together with corresponding adverse effects that may occur (Laux et al., 1995):

Pharmacologic Properties | Therapeutic Use Adverse Experience
Anticonvulsive - Cerebral seizures
- Epilepsy

Centrally muscle-relaxing

- Central spasticity
- Muscle tension

- Muscle asthenis, ataxia
- Disturbance of gait

- Tetanus - Respiratory depression
Sedative / hypnotic - Sleep disturbances - Diurnal sedation
- Premedication in - Reduced attentiveness
anesthesiology
Amnestic - Various applications in - Amnesia (anterograde)

anesthesiology e.g. when used as a
hypnotic
Anxiolytic, subduring - Tense, excited, and - Indifference
excitement and aggression | anxious states of various - Retreat from reality
origins - Flattening of affect

- Stress shielding

* All effects and side effects described here are caused by actions on central
benzodiazepine receptors and can therefore be terminated with a benzodiazepine
receptor antagonist (e.g. flumazenil). (Laux G. Aktueller stand der Berhandlung mit
Benzodiazepinen. Nervenarzt 1995, 66: 311-22, Springer-Veriag).
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1.11 THE ‘Z° DRUG AS NEWER BENZODIAZEPINES RECEPTOR AGONIST

The term Z-drugs refers to the three most recently developed hypnotic drugs,
zolpidem, zopoclone and zaleplon. They have developed from a 20-year research effort
to optimize both the pharmacokinetic and pharmacodynamic properties of hypnotic
drug acting at the benzodiazepine receptor. The target of the development is to create a
hypnotic drug that has a fast onset of hypnotic action, with a rapid clearance overnight
in order to minimize and hopefully eliminate residual daytime sedation (hangover).
This target has been achieved as the Z-drugs all have an elimination half-life of less
than 6 hours, which is significantly shorter than any other currently available
benzodiazepine hypnotic. Zaleplon has a very short elimination half-life, which make
the Zaleplon can even be used to treat middle-of-the-night insomnia with little risk of
develop daytime hangover.

Beside the pharmacokinetic properties, the Z drugs also have advantages in
terms of their pharmacodynamic properties. In the aspect of receptor, both zolpidem
and zaleplon were designed to be relatively selective for the subtype of the
benzodiazepine receptor that was preferentially expressed in the cortex (originally
called the benzodiazepine-1 receptor). It was predicted that this subtype would
immediate the hypnotic action of the benzodiazepines (Rudolph and Mohler, 2004).
“Z” drugs also have a better safety profile compare with less selective benzodiazepine
receptor agonist such as clomethiazple and choral hydrate, (Nutt et al., 2005).
However, both Z drugs and benzodiazepine group have equal efficacy in hypnotic
effect. (Dundar et al., 2004)

Over the past few years, there was a gradual rising of Z drugs usage associated
with reduction in prescribing of older benzodiazepine hypnotic (Dundar et al., 2004).
This has been due to the fears over benzodiazepine use and abuse which causing the

increase in prescribing of Z drugs (Holbrook et al., 2004). Nevertheless, withdrawal
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reactions with rebound insomnia are still seen in some patients even with these newer

hypnotic agents.

1.12 BENZODIAZEPINES IN TREATMENT OF INSOMNIA

Insomnia is extremely common in general population, especially in the elderly
and in women. In the United Kingdom, nearly 40% of the elderly complain of sleeping
difficultly in their daily life (Crook et al.,, 1987). Approximately 40% of all
benzodiazepines hypnotic prescribed by family physicians were consumed by British
women older than 65 years old (Taylor et al., 1987). In the adult population, 15% of
them suffer from severe insomnia mainly happen in women, the elderly, and in persons
with psychic distress, psychiatric disorder, or a history of drug and alcohol abuse
(Gillin et al., 1991).

Benzodiazepines are probably the best hypnotic drugs available currently, but it
is important to remember that the sleep induced by benzodiazepines differs from the
natural sleep (Ashton, 1994). Generally, the benzodiazepine hasten sleep onset,
decrease nocturnal awakenings, increase total sleeping time and often impart a sense of
sleep, refreshing sleep. However, they alter the normal sleep pattern: Stage 2 (light
sleep) is prolonged and mainly accounts for the increased sleeping time, while the
duration of slow wave sleep (SWS) and rapid eye movement sleep (REMS) may be
considerably reduced. The onset of the first REMS episode is delayed and dreaming is
diminished. These effects of benzodiazepines have been well studied (Hartman et al.,
1976, Kay et al., 1976, Wheatley et al., 1981).

The major disadvantages of benzodiazepines as hypnotic drugs were the rapid
development of tolerance to their hypnotic effect and the occurrences of rebound
insomnia which commonly happen on withdrawal of the drug. Benzodiazepines are

initially very efficacious in inducing and prolonging sleep. However, tolerance to the
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hypnotic effects develops rapidly, sometimes after only a few days of regular use
(Petursson et al., 1984, Kales et al., 1978). Nevertheless, certain group of people may
report continued efficacy without escalation of the benzodiazepine dosage and in these
group of patients, the drugs are often used long term, possibly because of difficulties in
withdrawal (Oswarld et al., 1982).

The other disadvantage of benzodiazepines as hypnotic agent was causing CNS
depression. Due to the elderly have slower metabolism of benzodiazepines (which are
oxidized by the liver) compared with younger persons, they are more susceptible to
CNS depression. To minimize the adverse effect of benzodiazepine used as hypnotic
agent, the UK Committee on Safety of Medicine recommended (Committee on Safety
of Medicine, 1988) that benzodiazepines are prescribed for insomnia only when it is

severe or disabling or it subjects the patient to extreme stress.

1.13 BENZODIAZEPINES IN TREATMENT OF ANXIETY

Benzodiazepines are potent anxiolytic drugs that are efficacious to the anxious
patient and patient who undergoing psychological stress. The main advantage of
benzodiazepines as an anxiolytic agent is the fast onset of action. This feature is
contrast with the delayed anxiolytic effects of antidepressant and psychotherapy.
Furthermore, benzodiazepines are relatively non-toxic and safer than most of the
alternative drugs. Both the immediate efficacy and safety profile had made
benzodiazepines the drugs of choice for rapid relief of anxiety that is unacceptably
distressing.

Although benzodiazepines provide rapid symptomatic treatment for anxiety, but
they do not cure the underlying disorder. The National Institute for Health and Clinical
Excellence (NICE, 2011) guideline on the management of anxiety (panic disorder and

generalized anxiety disorder) actually recommend selective serotonin reuptake
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inhibitors (SSRIs) as the best choice for the treatment of these anxiety disorder,
alongside cognitive-behavioral therapy (CBT) and self-help based on CBT principles.

According to NICE guidelines, benzodiazepines are associated with a less good
outcome in the long term and should not be prescribed for the treatment of individuals
with panic disorder and, for GAD, they should not usually be used beyond 2-4 weeks.

Anxiolytic effects are exerted in doses that cause minimal sedation, although the
hypnotic, muscular relaxant and perhaps amnesic actions may all contribute to relief of
associated tensions and insomnia. The relatively selective effect on anxiety is probably
related to the fact that benzodiazepines suppress activity in many limbic and other brain
areas involved in anxiogenesis, including the septal area, amygdale, hippocampus,
hypothalamus, locus coeruleus and raphe nuclei. They also decrease the turnover of
acetylcholine, norepinephrine (noradrenaline), serotonin and dopamine in these areas
(Haefley et al., 1981). Suppression of noradrenergic and/or serotonergic pathways
appears to be of particular importance in relation to anxiolytic effects.

Tolerance to the anxiolytic effects of benzodiazepines is develops more slowly
compare with the tolerance to the hypnotic effects (Rickels et al., 1985). The
limitations of benzodiazepines as anxiolytic agents include long-term users of standard
therapeutic doses show cognitive deficits (Lader et al., 1987), long-term use of
benzodiazepines may cause or aggravate depression (Lader et al., 1981). Chronic user
may carries a risk of become dependence (Marriott et al., 1993, Murphy et al., 1988,

Tyrer et al., 1989).

1.14 OTHER USED OF BENZODIAZEPINES
Despite being hypnotic and anxiolytic agents, benzodiazepines such as
diazepam are the drug of choice for the treatment of status epilepticus and for the

control of seizures resulting from drug overdose. Clonazepam and clobazam (a 1,5-
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benzodiazepine) are available in several countries as oral anticonvulsant agents.
Limitations on the long-term use of these benzodiazepines for seizure control include
the development of tolerance in many patients, sedation, and psychomotor impairment
(Brodie et al., 1990, Trimble et al., 1990, Feely et al., 1989). Benzodiazepines such as

midazolam are used in anesthesia due to their sedative and amnestic properties.

1.15 ROLE OF BENZODIAZEPINES IN THE TREATMENT OF MAJOR
DEPRESSIVE DISORDER

Antidepressant medications are the recommended pharmacological treatment
for depression, and many antidepressant are effective for both the core symptoms of
depression and for coexisting anxiety (Berk et al., 2000 ; Doraiswamy et al., 2001).
However, antidepressants’ beneficial effect often does not occur for several weeks, and
physicians may prescribe benzodiazepines for more immediate relief.

According to Malaysia depression treatment guidelines, after weighing the
potential risks and benefits, clinicians may consider prescribing benzodiazepines as an
adjunct to antidepressant but avoid giving them for more than 2-4 weeks (Malaysia
Psychiatry Association, 2007). However, not all the patient was tapered off the
benzodiazepines once the antidepressant started to show the effect. And some of the

patients may put on a duration longer than which is recommended by the guideline.

1.16 PREVALENCE OF BENZODIAZEPINE USE AMONG DEPRESSED
PATIENT IN PRIMARY CARE SETTING AND SPECIALTY MENTAL
HEALTH SETTING

A nationally representative survey of United State was done from 1987 to 2001
based on the data from National Disease and Therapeutic Index (NDTI). The study

sample consists of patients treated by primary care office-based physicians in the
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United State. In 1987, there was approximately 14.4 million primary care physician
visited by patients with depression. This number has increased to 24.5 million in year
2001. 21% of the depression patient in 1987 was prescribed with benzodiazepine in
their pharmacological treatment of depression and the number reduce steadily to 10%
in 1994 and 7.5% in 2001 (Randall et al., 2001).

A latest study consist of 43,915 patients who diagnosed with depression was
done in year 2007 in United State. The study was based on Veterans Health
Administration data in United State. Results of the study showed that of the 43,915
Veterans Health Administration patients diagnosed with depression and started on an
antidepressant, about 7.6% patients received a benzodiazepine on the same day as their
initial antidepressant prescription (Paul et al., 2011). In the same study, 2.2% of the
total study population received benzodiazepine prescription for 180 days or more (Paul
etal., 2011).

A Veterans Affairs (VA) National Registry for Depression was used to identify
patients treated for depression in specialty mental health settings in 129 VA facilities
during the first 3 months of fiscal year 2001 in United State (N = 128,029). A total of
46,244 (36%) of the depressed patients received a benzodiazepines prescription during
the year. The study also showed that almost all patients who received a
benzodiazepines prescription were also taking antidepressant. Among the 46,244
benzodiazepine’s users, 78% of them received more than 90 days’ supply of

benzodiazepines, and 61% received more than 180 days’ supply (Marcia et al., 2004).
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CHAPTER 2: RATIONALE AND OBJECTIVES

2.1 RATIONALE OF STUDY

Meta-analyses of randomized controlled trials have showed that coprescribing a
benzodiazepine with an antidepressant reduces the likelihood of treatment dropout as
the result of greater improvement in depression symptoms during the first 4 weeks
(Furukawa et al., 2001).

However, benzodiazepine treatment carries risks of abuse, dependence, and
withdrawal symptoms upon discontinuation, especially in long-term use (Ashton,
2005). Benzodiazepines also increase the risk of cognitive impairment, falls, and hip
fractures in the elderly, although the impact of benzodiazepine use on these outcomes
may be no worse than for many other psychotropic medications (Hanlon et al., 1998;
Leipzig et al., 1999; Takkouche et al., 2007; Brooks et al., 2007). The above
complications of benzodiazepines when used in conjunction with antidepressant to treat
depression are not well established and therefore are important for clinicians to weigh
the potential risks of this combination therapy.

Another controversial and relatively unstudied issue is the relationship between
long-term therapeutic use of benzodiazepines and abuse. Although guidelines rarely
recommended use of benzodiazepines for more than four months, long-term use may be
warranted in some situations. For example, long-term use of benzodiazepines may
improve outcomes among patient with comorbid anxiety disorder.

Therefore it is important for us to identify the prevalence of long-term
benzodiazepines usage among depressed patients, and further determine the factors
associated with it. This may create awareness among the clinicians and take further

measures regarding this issue.
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2.2 GENERAL OBJECTIVE

To study the prevalence of long-term benzodiazepines usage among depressed patients

in Hospital Bahagia Ulu Kinta, and further determine the factors associated with it.

2.3 SPECIFIC OBJECTIVE

1.

To determine the benzodiazepines prescribing rate among depressed patients

2. To determine the prevalence of long-term use of benzodiazepines among

depressed patients

To determine the socio-demographic, clinical and psychosocial factors which
associated with long-term use of benzodiazepines (>180 days) among depressed
patients

To determine whether long-term benzodiazepine use is associated with dose

escalation

2.4 RESEARCH HYPOTHESIS

1.

There is a high prevalence of benzodiazepines prescribing rate among depressed
patients in Hospital Bahagia Ulu Kinta compared with similar study at oversea.
Patients who on long-term benzodiazepine use will be elderly, low education
level, low social economic status and single or divorve

Patients who on long-term benzodiazepines use are associated with poor

functioning level, poor social support and lower level of religiosity
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CHAPTER 3: METHODOLOGY

3.1 STUDY SETTING

This is a cross sectional study and it was conducted in the psychiatric outpatient clinic
Hospital Bahagia Ulu Kinta (HBUK). HBUK is one of the largest mental hospitals
which provide its service since 1911. Services included inpatient and outpatient
services, community psychiatry and forensic psychiatry. Besides providing care for
patients, Hospital Bahagia Ulu Kinta also functions as a training centre for candidates
of Masters Programme in psychiatry and also functions as a research centre.

Psychiatric outpatient clinic Hospital Bahagia Ulu Kinta is a psychiatric
specialty referral center. It receives referral from Klinik Kesihatan and District hospital
in Perak state which does not have psychiatrist. Besides receiving referral, psychiatric
outpatient clinic HBUK also provide walk-in service for all new cases, patient who
needs services will be seen by walk-in doctor regardless of the patient place of origin.

After a new case has been seen in the walk-in clinic, patient will be allocated to
follow-up clinic. Besides walk-in clinic, the follow-up clinic also provides services to

the patient discharge from HBUK inpatient wards.

3.2 STUDY DESIGN

This is a cross sectional study looking at the prevalence of benzodiazepines use among
depressed patients attending outpatient service in Hospital Bahagia Ulu Kinta from
November 2011 to January 2012. This study also aim to study the associated socio-
demographic and clinical factors, and it also examine the determinant of long-term

benzodiazepine use (>180 days) among depressed patients.
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3.3 SAMPLE SIZE AND CALCULATION

The sample size is calculated with the following formula (Naing, 2006)

n=2"P(1-P)
d2
n = sample size
Z = 1.96 (level of confidence: 95%)
P = Expected prevalence of benzodiazepine use among depressed patients in

specialty mental health setting: 36% (Marcia et al., 2004)
d = Precision (0.12)

n=196x1.96x0.36x0.64

0.12x0.12
=61

The sample size required through calculation is 61.

3.4 STUDY POPULATION

Subjects were recruited from patients who were attending follow-up clinic at
outpatient department Hospital Bahagia Ulu Kinta between November 2011 and
January 2012. Written informed consent was obtained from each subject before
proceeding to the study (Appendix 1, 2). Explanation regarding the study will be given
to all patients prior to consent.

Recruitment was done at pharmacy department HBUK. After patients finish
clinic session with treating doctor, patient will approach the pharmacy department for
their medication, patient with clinical diagnosis of major depressive disorder stated in
their prescription slip would be invited for the study. For those who agree to

participate in the study, they would be administered with Mini International
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Neuropsychiatric Interview (M.L.LN.I) (Appendix 4) to confirm the diagnosis. Patients

were screened for inclusion and exclusion criteria.

Demographic data and clinical data were obtained in the interview using

questionnaire (Appendix 3). Demographic data on age, gender, ethnicity, level of

education, employment status and marital status were obtained. Clinical data on age of

onset, duration of illness, the current medication and co-morbid physical illness was

obtained. For those who were prescribed benzodiazepines during their treatment of

major depressive episode, they are further selected for clinical assessment below:

Hamilton Depression Rating Scale (HAM-D) (Appendix 5) was administered to
access the severity of depression

Hamilton Anxiety Rating Scale (HAM-A) (Appendix 6) was administered to
access the severity of anxiety

Global Assessment of Functioning (GAF) (Appendix 7) was administered to
assess the level of functioning

Multidimensional Scale of Perceived Social Support (Appendix 8) was
administered to assess the level of social support

Duke Religious Index (Appendix 9) was administered to rate the level of

religiosity

3.5 INCLUSION CRITERIA

l.

Patients diagnosed with major depressive disorder using Mini International
Neuropsychiatric Interview (M.L.N.I)

Patients who are treated with antidepressant for at least 6 months or more
Patients aged 18 years old and above in the period of study

Patients who are able to understand, communicate and able to give consent
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3.6 EXCLUSION CRITERIA
1. Patients who were unable to give consent

2. Patients who were too depress to be interviewed or unable to cooperate

3.7 STUDY INSTRUMENTS

3.7.1 SOCIO-DEMOGRAPHIC CLINICAL DATA SHEET (APPENDIX 3)

The identification data sheet was used to document demographic data and clinical
variables of the patients. Demographic variables collected included age, gender, ethnic
group, marital status and employment status. Clinical variables included duration of

illness, age of presentation, current medication and co-morbid physical illness.

3.7.2 MINI INTERNATIONAL NEUROPSYCHIATRIC INTERVIEW V6.0.0
(M.LN.I) (APPENDIX 4)

M.LN.I is a short structured diagnostic interview designed to diagnose both current and
lifetime DSM-IV and ICD-10 psychiatric disorders. It is a relatively brief instrument
and consists of different modules corresponding to different diagnostic categories. In
this study, module A is used to confirm diagnosis of major depressive disorder while
modules E, F, G, H, I, O are used to diagnose anxiety disorders (panic disorder,
agoraphobia, social phobia, obsessive compulsive disorder, post-traumatic stress
disorder, generalized anxiety disorder). Module I, J was used to screen for substance
related disorder. The M.LN.I has good validity and reliability and it had been used
extensively in local studies in the field of psychiatry. M.LN.I English version 6.0.0

was used in this study.
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3.7.3 HAMILTON DEPRESSION RATING SCALE (HAM-D) (APPENDIX 5)
The Hamilton Depression Rating Scale has been the gold standard for the assessment of
depression for more than 40 years by the Food and Drug Administration (FDA) (Healy,
1997). Although HAM-D was developed in the late 1950s and was originally
published in 1960, but until now it still retained its function and is the most commonly
used measure of depression (Williams, 2001).

HAM-D is an interviewer-rated, 17-item rating scale for depressive illness. It is
not a diagnostic instrument because it measures the severity of the depressive syndrome
rather than the symptom of depression. 17 items were scored based on the severity of
depressive symptoms and summing up the score of all 17-item will produce a total
score.

A good clinician-rated instrument should demonstrate three types of reliability:
1) internal reliability, 2) retest reliability, and 3) interrater reliability. Many of the
psychometric properties of the Hamilton depression scale are adequate and the overall
internal, interrater, and retest reliability are mostly good. Similarly, established criteria
are met for convergent, discriminant, and predictive validity (Michael et al, 2004). The
scale has been translated into a number of languages including French, German, Italian,

Thai, and Turkish.

3.7.4 HAMILTON ANXIETY RATING SCALE (HAM-A) (APPENDIX 6)

The Hamilton anxiety rating scale was one of the first rating scales developed to
measure the severity of anxiety symptoms, and is still widely used today in both
clinical and research settings. HAM-A is a 14 items and rated by an interviewer on 5-
point scales. The scale is useful to assess both psychic anxiety and somatic anxiety.
Psychic anxiety refers to psychological agitation and distress while somatic anxiety

refers to physical manifestation due to anxiety. Some depressive symptoms are
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included so that the scale is in fact a measure of the severity of the anxiety syndrome
and not the symptom of anxiety. The total score of HAM-A ranged from 0-56 with
score of < 17 refers to mild anxiety, 18-24 indicates mild to moderate severity, 25-30
indicates moderate to severe anxiety and >30 refers to severe anxiety.

The Hamilton anxiety scale has been validated in patient with anxiety and
depressive disorders. In this study, the reliability and the concurrent validity of the
HAM-A is proved to be sufficient (Wolfgang et al., 1988). The reported levels of
interrater reliability for the scale were good, score distribution and known groups
validity with satisfactory discriminative properties with moderate to good specificity
(0.74-0.79) and fair sensitivity (0.67-0.72) at optimal cut-off points (11/12 and 12/13)
(Leentjens et al., 2011) (Hamilton, 1959). The HAM-A also had a satisfactory inter-
item correlation, convergent validity and factorial structure (Leentjens et al., 2011).

This scale has been translated into Cantonese for China, French and Spanish.

3.7.5 GLOBAL ASSESSMENT OF FUNCTIONING (GAF) (APPENDIX 7)

Global Assessment Functioning (GAF) was introduced in Axis V in DSM-IV, and is a
revised version of the Global Assessment Scale (Endicott et al., 1976). This Axis is
used to report a clinician’s judgment of a patient’s overall level of functioning. The
GAF is a 100-point scale on which the clinician rates the overall functioning of the
patient. Each decile has a brief description of psychological, social and occupational

performance.

3.7.6 MULTIDIMENSIONAL SCALE OF PERCEIVED SOCIAL SUPPORT
(APPENDIX 8)
The MSPSS was originally developed on university students (Zimet, Dahlem, Zimet, &

Farley, 1988) and was later validated in a wide range of samples, including pregnant
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women, adolescents, older adults, doctor-trainees and psychiatric patients (Kazarian &
McCabe, 1991; Stanley, Beck, & Zebb, 1998; Zimet, Powell, Farley, Werkman, &
Berkoff, 1990). Even though all the items are worded in the positive, the MSPSS has
been shown to be relatively free of social desirability bias (Dahlem, Zimet, & Walker,
1991; Kazarian & McCabe, 1991). The reliability, concurrent validity and construct
validity of the Malay version of MSPSS were established on a group of medical
students in Faculty of Medicine, University Malaya (C.G. Ng et al.,, 2010). This
version of MSPSS was used in this study.

MSPSS is a scale that assesses three sources of support which are family (FA),
friends (FR), and significant other (SO). Zimet and his colleagure have mentioned a
several superiority of this scale compare with other assessment tools of social support
(Canty-Mitchell & Zimet, 2000; Zimet et al., 1988). Firstly, it is a short (12 items)
scale, therefore is suitable for a research requires assessment of multiple variables and
population which cannot tolerate a long questionnaire. This is especially important for
us as our study involve several rating scale that may consume a large amount of time.
A 7-poin Likert-type 1 scale that consisted of 12 items ranging from “Definitely No” to
“Definite Yes” was used. This scale consists of 4 main items with 3 subscales that
determine family, friend, and a special person support. The lowest point to be received
from the whole MSPSS survey is 12 and the highest point is 84. Higher points mean
that the perceived social support will be higher.

Secondly, the point rating system using in MSPSS rating scale are easy to
understand (requiring just fourth grade reading level). In view of our sample consisted
of 37.0% patient who received education until primary school or below, therefore this
feature of the MSPSS scale is important for our study. Thirdly, despite being a brief
instrument, MSPSS are reliable as it measure the social support multi-dimensionally

which include support from three source which include family (FA), friends (FR), and
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significant other (SO). In addition, the SO subscale is unique compare with other
assessment tools of social support whereby it allow the “significant other(s)” to the

defined by the respondent in the study.

3.7.7 DUKE RELIGIOUS INDEX (APPENDIX 9)

Duke Religion Index (DRI) is a brief and comprehensive assessment tool that
assesses multiple dimensions of religiosity created by Koenig, Parkerson, and Meador
(1997a). DRI is a five-item self-report scale that assesses the organizational, non-
organizational, and intrinsic dimensions of religiousness. Organizational religiosity is
measured by one-item and defined as the frequency with which one attends formal
religious services. Non-organizational religiosity is measured by one-item and defined
in terms of the amount of time spent in private religious activities such as prayer or
meditation. Intrinsic religiosity is measured by three-items and conceptualized as the
degree to which one integrates their religiousness into their life. The DRI has been
used in over 100 published studies and is available in 10 languages (Koenig et al.,
2010). A validated Malay version of Duke University Religion Index (DUREL-M) was

used in this study (Nurasikin et al., 2010).

3.8 DEFINITION OF VARIABLES

3.8.1 CO-MORBID ANXIETY DISORDER IN MAJOR DEPRESSIVE
DISORDER

Co-morbid anxiety disorder refers to patients with anxiety symptoms which are
adequate to diagnose any of the anxiety disorders (generalized anxiety disorder, panic
disorder, agoraphobia, phobias, social anxiety disorder, obsessive compulsive disorder,
post traumatic stress disorder) according to M.LN.I. module E, F, G, H, I, O which

included current diagnosis
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3.8.2 CO-MORBID SUBSTANCE RELATED DISORDER IN MAJOR
DEPRESSIVE DISORDER

Co-morbid substance related disorder refers to alcohol dependence, alcohol abuse,
substance dependence and substance abuse, diagnosed using M.I.N.I. module I, J which

included current diagnosis.

3.8.3 LONG-TERM USE OF BENZODIAZEPINES

Long term use of benzodiazepines was defined according to WHO criteria as
180 days or more (Committee on the Safety of Medicine, 1988; Salzman, 1991). Long-
term continuous of benzodiazepines was defined as use for 75% or more of the time
during the 180 days following the first date diagnosis of major depressive disorder.
This definition was considered both a clinically relevant definition of long-term
continuous use and a definition that would ensure the inclusion of the majority of long
term users (Egan et al., 2000).

For patients treated with benzodiazepines for more than one treatment episode,

the longest treatment episode was analyzed (John et al., 2005).

3.8.4 DIAZEPAM MILIGRAM EQUIVALENTS (DMEs)

We defined DME dosage for each benzodiazepine generic entity, which allowed us to
convert dosages for all benzodiazepines prescribed to therapeutically equivalent DME
dosages. We used the equivalencies proposed by Shader and colleagues (Shader et al.,
1994), which already validated by Havard Medical School and Harvard Pilgrim Health
Care (Stephen et al., 2003). The relative potencies of equivalent dosages of various
benzodiazepines are diazepam, 1.00; Alprazolam, 10.00; Clonazepam, 20.00;
Lorazepam, 6.67 (Stephen et al., 2003) and Bromazepam, 1.67; Zolpidem, 0.20

(Ashton H, 2002).
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3.8.5 AVERAGE DAILY DOSAGE OF BENZODIAZEPINES
Average benzodiazepine daily dosage for a specific clinic visit was determined by the
total benzodiazepine dose prescribed over the duration divided by the number of days

of the prescription (John et al., 2005).

3.8.6 DOSE ESCALAION OF BENZODIAZEPINES USAGE

To determine the dose escalation, we take the average benzodiazepine daily dosage of a
clinic visit after a 3 months initiation period (Stephen et al., 2003). The dosage was
then converted to DMEs dosage. This figure was use to compare with the average
benzodiazepine daily dosage of the last clinic visit of the same patient (in DMEs

dosage).

3.9 STATISTICAL ANALYSIS

The data obtained from the study will be assessed using Statistical Package for
Social Study (SPSS). Descriptive analysis was done for socio-demographic and
clinical variables by expressing frequencies, means or medians and range.

Prevalence of long-term benzodiazepines use was calculated. The associations
of socio-demographic, clinical and psychosocial variables with long-term
benzodiazepines use were analyzed using chi square test (for categorical variables),
Mann-Whitney U test (for non-normally distributed, continuous variables) and
independent t-test (for normally distributed, continuous variables).

Correlation between HAM-D, HAM-A, GAF, Multidimensional Scale of
Perceived Social Support and Duke Religious Index were done using Pearson (for
normally distributed, continuous variables) and Spearman correlation (for non-normally

distributed, continuous variables).
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3.10 ETHICAL CONSIDERATIONS

This study was registered in National Medical Research Register (NMRR) of Ministry
of Health, Malaysia. Ethical approval was obtained from Ministry of Health Research
and Ethic Committee (MREC). Further ethical approval was obtained from ethical
committee, Hospital Bahagia Ulu Kinta. A written informed consent was obtained

from each subject prior to recruitment into the study.
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CHAPTER 4: RESULTS

4.1 SOCIO-DEMOGRAPHIC CHARACTERISTICS
Socio-demographic of 65 patients was as below:

Table 4.1: Socio-demographic characteristics of study participants

Characteristic Range Mean SD
Age 21-72 49.86 12.995
Characteristic No %
Gender Male 21 32.3
Female 44 67.7
Ethnic Malay 11 16.9
Chinese 51 78.5
India 2 3.1
Others 1 1.5
Educational level No formal education 4 6.2
Primary school 20 30.8
Secondary school 36 55.4
Tertiary 5 7.7
Marital status Single 6 9.2
Married 51 78.5
Divorce/ widow 8 12.3
Employment Unemployed 33 50.8
Employed 32 49.2
Monthly income no income 33 50.8
<RM 500 5 7.7
RM 501 — RM 1000 7 10.8
RM 1001 — RM 3000 20 30.8
Usage of benzodiazepines Yes 57 87.7
No 8 12.3
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Figure 4.1: Distribution of age of the study sample

A total of a 65 patients were recruited into this study. The mean age of the
patients was 49.86 years old with standard deviation of 12.995 (Table 4.1 and Figure
4.1). 78.5% of the patients were Chinese, while Malay patients constitute 16.9%,
Indian patients constitute 3.1% and other race constitutes 1.5%. 6.2% of the patients of
the patients not received any formal education. Majority of patients (55.4%) received
education until secondary. 30.8% of the patients received education until primary and
7.7% patients studied until tertiary level (Table 4.1).

9.2% of the patients were single and 12.3% of them were divorce or widow.
Majority of them (78.5%) were married. There were 49.2% of the patients still

working at the time of recruitment. However, most of them (50.8%) were unemployed
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at the time of recruitment. 87.7% of the patients were prescribed with benzodiazepines
during their treatment with antidepressant. Only 12.3% of patients not received

benzodiazepine during their treatment course of major depressive disorder (Table 4.1).

4.2 CLINICAL CHARACTERISTIC

Total of 57 patients were prescribed benzodiazepines during their major
depressive episode and they were further analyzed about their clinical and psychosocial
characteristic as below:

Table 4.2: Clinical characteristics of BDZ’s user

Characteristic Range Mean SD
Duration of illness (years) 0.5-13.77 3.67 3.492
Age of onset of MDD (years) 24-70 47.72 11.866
HAM-D score 0-27 9.93 7.973
HAM-A score 0-31 10.75 8.586
GAF score 40-95 77.49 11.972
MSPSS score 21-78 54.88 13.561
DRI score 5-27 17.51 6.009
DRI subscale 1 1-6 3.39 1.360
DRI subscale 2 1-6 4.40 1.801
DRI subscale 3 3-15 9.68 3.883

The mean duration of MDD was 3.67 years (SD 3.492). The mean age of onset
of MDD was 47.72 years old (SD 11.866) and it range from 24 years old to 70 years
old. Regarding the severity of depression, the mean score of HAM-D was 9.93 (SD
7.973). Mean score of HAM-A was 10.75 (SD 8.586) showed that most of the patients
were mild severity of anxiety (Table 4.2).

GAF had mean score of 77.49 (SD 11.972), while MSPSS had mean score of
54.88 (SD 13.561). Mean score of DRI, DRI subscale 1, DRI subscale 2 and DRI
subscale 3 showed 17.51 (SD 6.009), 3.39 (SD 1.360), 4.40 (SD 1.801), 9.68 (SD

3.883) respectively (Table 4.2).
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4.3 TYPE OF ANTIDEPRESSANT USE

Table 4.3: Type of antidepressant use among depressed patient prescribed with
benzodiazepines

Type of antidepressant No %
Tricyclic Antidepressant (TCA) 5 8.8
SSRI 39 68.4
SNRI 6 10.5
NaSSA 7 12.3
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Figure 4.2: Type of antidepressant using by the patients

Among depressed patients who were prescribed with benzodiazepine, majority
of them (68.4%) using SSRI as the treatment of MDD. 12.3% were administered with
NaSSa while SNRI and Tricyclic antidepressant constitute 10.5% and 8.8% of the

treatment respectively (Table 4.3) (Figure 4.2).
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4.4 COMORBIDITY

Table 4.4: Co-morbidity of anxiety disorder, substance related disorder and
physical illness

Co-morbidity No %
Co-morbid anxiety disorder
e Yes 10 17.5
» Panic disorder 4 7.0
» Agoraphobia without panic attack 1 1.8
» Post traumatic stress disorder 4 7.0
» Generalized anxiety disorder 1 1.8
e No 47 82.5

Co-morbid substance related disorder (other than benzodiazepine)

e Yes 0 0.0

e No 100 100.0
Physical illness

e Yes 22 38.6

e No 35 614

Among the benzodiazepines users, up to 38.6% of the patients suffer from
physical illness which may consist of diabetes mellitus, hypertension, hyperlipidemia
or other common medical disorders (Table 4.4).

Among all the anxiety disorder, both panic disorder without agoraphobia and
post traumatic stress disorder constitute of 7.0% of the patients each. While
agoraphobia without panic attacks and generalized anxiety disorder were appear in
1.8% of patients each. 82.5% of patients did not suffer from any anxiety disorder
(Table 4.4).

None of the benzodiazepines users have reported any substance related disorder

other than benzodiazepine (Table 4.4).
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4.5 CLINICAL CHARACTERISTICS OF BENZODIAZEPINES USER

For those who receiving benzodiazepine prescription during their treatment
course of major depressive episode, 17.5% of the patient consumes benzodiazepine in
short-term duration, while12.3% in intermediate duration and 70.2% in long-term
nature (Table 4.5) (Figure 4.3).

About 82.5% of the BDZ user receive benzodiazepine prescriptions consume
short-acting benzodiazepines at the time of recruitment of this study. 17.5% of patients
receive a long-acting benzodiazepine (Table 4.5) (Figure 4.4).

21.1% of the patients who receiving benzodiazepines prescription complaint of
adverse effect including sleepiness, poor memory, tremor and increase of body
temperature while 78.9% of the patients did not complain of adverse effect of
benzodiazepines (Table 4.5) (Figure 4.5).

There are total of 40 patients consumes the benzodiazepines in long-term
duration. Among them, 40.0% show decreasing in dosage, 35.0% show no changed in
dosing and 25.0% show increasing in dosage (Table 4.5) (Figure 4.6)

Table 4.5: Clinical characteristics of benzodiazepines use

Characteristics No %
Duration of benzodiazepines use
e Short-term 10 17.5
¢ Intermediate 7 12.3
e Long-term 40 70.2
Type of benzodiazepines
e Short-acting benzodiazepines 47 82.5
e Long-acting benzodiazepines 10 17.5
Adverse effects of benzodiazepines use
e Yes 12 21.1
» Sleepiness 8 14.1
» Poor memory 2 3.5
» Tremor 1 1.8
» Increase of body temperature 1 1.8
e No 45 78.9
Benzodiazepines dosage trends among long-term users
e Decreasing 16 40.0
e Remained unchanged 14 35.0
e Increasing 10 25.0
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4.6 ASSOCIATION BETWEEN SOCIODEMOGRAPHIC AND CLINICAL

VARIABLES WITH LONG-TERM USE OF BENZODIAZEPINES
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Table 4.6: Univariate analysis of association between sociodemographic, clinical
characteristic with long-term use of benzodiazepines

Variables Duration of BDZ use(n) OR 95% CI P-value
Long-term  Not long-term

Age

e Below 65 yearsold 33 15 0.629 0.116-3.390 0.710
e Age 65 and above 7 2

Gender

e Male 16 4 2.165 0.598-7.874 0.233
e Female 24 13

Ethinicity

e Malay 6 2 1.323 0.239-7.353 1.000
e Non-Malay 34 15

Education level

e Primary and below 18 5 1.965 0.582-6.623 0.272
e Secondary, tertiary 22 12

Marriage

e Single/Divorce/Widowed 11 1 6.061 0.717-52.632 0.085
e Married 29 16

Employment

e Unemployed 20 9 0.889 0.285-2.770 1.000
e Employed 20 8

Co-morbid physical illness

e Yes 16 6 1.222 0.376-3.968 0.738
e No 24 11

Co-morbid anxiety disorder
e Yes 8 2 1.876 0.354-9.901 0.706
e No 32 15

Type of antidepressant
e Older antidepressant 5 0 0.308

e Newer antidepressant 35 17

Type of benzodiazepines

e Short-acting 2 15 0.533 0.101-2.823 0.706
e Long-acting 8 2

Adverse effect of benzodiazepines

e Yes 5 7 0.204 0.053-0.784 0.029*
e No 35 10

*Significance level: p<0.05
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Univariate analysis was done between socio-demographic and clinical variables
with the long-term use of benzodiazepines using Chi square test and Fisher’s extract
test (Table 4.6). Variables such as age, ethnicity, educational level, marriage, duration
of illness were re-categorized.

For socio-demographic variables, elderly (age 65 years old and above), being
male, Malay, lower education, single or divorce or widow, being employed appeared to
be associated with longer duration of benzodiazepines use but the associations were not
statistically significant.

For clinical variables, the only statistical significant finding was that those who
experience side effect of benzodiazepines appeared to have lower odd of using
benzodiazepines in long-term, with odd ration of 0.204, p=0.029. Patient with
comorbid medical illness, comorbid anxiety disorder and on long-acting
benzodiazepines appeared to be associated with longer duration of benzodiazepines

use. However, the associations were not statistically significant.

4.7 TO DETERMINE THE DISTRIBUTION OF HAM-D, HAM-A, GAF,
MSPSS, DRI, DRI SUBSCALE 1, DRI SUBSCALE 2 AND DRI SUBSCALE 3
Before we perform statistic analysis, we need to determine the distribution
nature of the data in order to select appropriate statistical method. Using SPSS, we
conduct Kolmogrov-Smirnov test with the quantitative variable which include HAM-D,
HAM-A, GAF, MSPSS, DRI, DRI SUBSCALE 1, DRI SUBSCALE 2 AND DRI
SUBSCALE 3. If the Kolmogrov-Smirnov test is significant, it indicates the

distribution is significantly different from the normal distribution.
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Table 4.7: Tests of Normality of the continuous variables

Kolmogorov-Smirnov

Statistic df Sig
HAM-D 0.131 57 0.016
HAM-A 0.105 57 0.180
GAF 0.212 57 0.000
MSPSS 0.090 57 0.200
DRI 0.071 57 0.200
DRI subscale one 0.173 57 0.000
DRI subscale two 0.244 57 0.000
DRI subscale three 0.130 57 0.018

Below are the nature of the continuous data and the corresponding statistic method:

Continuous data

Nature of distribution

Corresponding statistical method

HAM-D Non-normal distribution | Mann Whitney U test
HAM-A Normal distribution Independent t-test
GAF Non-normal distribution | Mann Whitney U test
MSPSS Normal distribution Independent t-test
DRI Normal distribution Independent t-test
DRI subscale one Non-normal distribution | Mann Whitney U test
DRI subscale two Non-normal distribution | Mann Whitney U test
DRI subscale three | Non-normal distribution | Mann Whitney U test

4.8 ASSOCIATIONA OF PSYCHOSOCIAL FACTORS WITH LONG-TERM

BENZODIAZEPINES USE

Table 4.8: Association of Psychosocial Factors with Long-term Benzodiazepines
use using Mann Whitney U test

Mean rank P value
Long-term  Not long-term
HAM-D score 31.98 22.00 0.038*
GAF score 26.20 35.59 0.047*
DRI#1 28.55 30.06 0.747
DRI#2 29.20 28.53 0.884
DRI#3 25.35 37.59 0.010%*

*Significance level: p<0.05
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Table 4.9: Association of Psychosocial Factors with Long-term Benzodiazepines
use using t test

Independent t-test Mean score Mean difference 95% CI1 P value
HAM-A

e Not long-term 6.41

e Long-term 12.60 -6.188 -10.309 - -2.068 0.004*
MSPSS

e Not long-term 61.47

e Long-term  52.08 9.396 1.873-16.918 0.015*
DRI

e Not long-term 19.53

e Long-term  16.65 2.879 -0.552-6.311 0.098

*Significance level: p< 0.05

HAM-D score was significantly higher in long-term benzodiazepine user’s
group. This means long-term benzodiazepine user’s group is associated with more
severe depressive symptoms (Table 4.8).

HAM-A score was also significantly higher in long-term benzodiazepine user’s
group. This means long-term benzodiazepine user’s group is associated with more
severe anxiety symptoms (Table 4.9).

Functioning level also impaired significantly in long-term benzodiazepine
user’s group compare with not long-term user (Table 4.8).

Religiosity of long-term benzodiazepine depressed patients was significantly
poorer compared with not long-term user. This was evidenced by DRI subscale three
score with p value less than 0.05. DRI total score and DRI subscale one were showed
poorer score in long-term group but there were statistically not significant (Table 4.8).

Social support was significantly poorer in long-term benzodiazepine user’s

group compare with not long-term user (Table 4.9).
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Table 4.10: Correlation between MSPSS, DRI, DRI 1, DRI 2, DRI 3 with HAM-

D, HAM-A and GAF

Correlation P value

MSPSS

= HAM-D Spearman Correlation -0.405 0.002*

= HAM-A Pearson Correlation -0.267 0.045%*

* GAF Spearman Correlation 0.514 <0.001*
DRI

= HAM-D Spearman Correlation - 0.286 0.031*

= HAM-A Pearson Correlation -0.358 0.006%*

= GAF Spearman Correlation 0.492 <0.001*
DRI 1

= HAM-D Spearman Correlation -0.105 0.435

= HAM-A Spearman Correlation -0.137 0.310

= GAF Spearman Correlation 0.180 0.180
DRI 2

= HAM-D Spearman Correlation 0.042 0.765

= HAM-A Spearman Correlation - 0.082 0.544

= GAF Spearman Correlation 0.205 0.126
DRI _3

= HAM-D Spearman Correlation -0.0414 p <0.001*

= HAM-A Spearman Correlation -0.512 p <0.001*

= GAF Spearman Correlation 0.587 p <0.001*

*Significance level: p<0.05

Poorer social support was significantly associated with more severe depressive
and anxiety symptoms. While better social support was significantly associated with
good functioning level (Table 4.10)

Poorer religiosity associated with more depressive and anxiety symptoms while
better religiosity associated with good functioning level. DRI subscale one and DRI
subscale two produced non-significant result. However DRI subscale 3 produce similar

conclusions with DRI total score (Table 4.10)
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CHAPTER 5: DISSCUSSION

5.1 Concept of research

This was a cross sectional study with the purpose of determines the prevalence
of long-term benzodiazepines use among depressed patients in the specialty mental
health setting. This study also attempted to identify the socio-demographic, clinical

and psychosocial factors that associated with the long-term use of benzodiazepines.

5.2 Socio-demographic and clinical characteristic of study patients

Psychiatric outpatient clinic HBUK is a specialist referral center for psychiatric
cases. Patient was referred from primary care clinic in Ipoh which include Klinik
Kesihatan Tanjung Rambutan, Klinik Kesihatn Kampung Simee, Klinik Kesihatan
Jelapang, Klinik Kesihatan Manjoi, Klinik Kesihatan Pasir Pinji, Klinik Kesihatan
Kampar, Klinik Kesihatan Karai, Klinik Kesihatan Gopeng. The clinic also received
referral from district hospital which does not have psychiatric specialty service include
Hospital Sungai Siput, Hospital Grik, Hospital Batu Gajah, Hospital Tapah, Hospital
Changkat Melintang, and Hospital Kampar.

Outpatient clinic HBUK have total of 10,960 patient’s visits in year 2010
compare with 9,400 visits in year 2009 (HBUK, 2011). Among 10,960 patient’s visits
in year 2010, there were 593 new cases which constitute 5.4% of 2010 total clinic visit
(HBUK, 2011).

In our study population, the Chinese patients consisted of 78.5%, Malay
patients consisted of 16.9% and Indian patients were made up of 3.1%. This is
different from a cross sectional study done for major depressive disorder among
psychiatric outpatient in Malaysia, whereby the percentage of Malay, Chinese and

Indian were 34.7%, 51.4% and 13.9% respectively (Hat NH et al., 2011). This
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discrepancy was due to different patient’s ethnicity distribution of psychiatric
outpatient HBUK where Chinese community is in proximity. The ethnicity
distributions of psychiatric outpatient HBUK were 24.4% for Malay, 63.0% for
Chinese, 11.3% for Indian and 1.3% for other race (HBUK, 2003).

67.7% of participants in this study were female while the remaining were male
patients. This is comparable to a cross sectional study done in Malaysia among
psychiatric outpatients with major depressive disorder, whereby the percentage of
female patients was 66.7% (Hat NH et al., 2011).

The mean age of our study samples was 49.9 comparable to 46.0 in the study
done in Malaysia (Hat NH et al., 2011). In this study, the patients who studied until
secondary school and above was 63.1% compare with 84.7% in the similar study in
Malaysia (Hat NH et al., 2011). The difference in education level probably reflects that
patients from Hospital Bahagia Ulu Kinta outpatient clinic came from semi-urban areas
while patients attending the University Kebangsaan Malaysia Medical Centre
psychiatric outpatient clinic came from urban area (Hat NH et al., 2011). About 78.5%
of our study samples married which was similar to the 73.6% in the study done in
UKM (Hat NH et al., 2011).

The unemployment rate of study sample was 50.8% compare with the study
done in Mukim Sepang is about 83.4% (M. S. Sherina et al., 2004). This may be due to
age of patients from Mukim Sepang was older than study sample which was reflected
by the older mean age.

In this study, there was 21.1% of the patient complaint of having adverse effect
secondary to benzodiazepine use. This figure is comparable with the similar study
done at in U.K. which shows 16% of respondents experience undesirable effect from
their benzodiazepines (Michael et al., 1990). Our study showed that patient who had

history of experiencing side effect of benzodiazepine was significantly associated with
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shorter duration of benzodiazepine use. This can be understood as patients were
reluctant to put on medication that brought uncomfortable effect such as tremor, poor

memory and sleepiness.

5.3 Prevalence of Benzodiazepines Use in HBUK among Depressed Patient

87.7% of our study sample was prescribed with benzodiazepines during their
treatment course of depression. Compare with 36% depressed patients at specialty
mental health settings in United State (Marcia et al., 2004), our study sample appear to
have higher percentage of benzodiazepine use.

This discrepancy may be related to strict government regulation in United State.
The United State government regulation of benzodiazepines use was started at New
York State in year 1989. This regulation has emphasize that the benzodiazepine can
only be prescribed with the filling on the State’s triplicate-copy prescription forms,
whereby one of the copy must forwarded to the State Department of Health for the
purpose of computerized monitoring (Eadie et al., 1990). The effect of this regulation
was seen whereby the benzodiazepine prescribing rate in the New York State had
declined by about half in the year following its implementation. However at the same
time, there was increased of non-benzodiazepine drugs prescription which apparently
prescribed by physicians to substitute the benzodiazepine included meprobamate,
barbiturates, and other sedative-hypnotics that we known as “older, less effective, and

more hazardous” (Shader et al., 1991) than benzodiazepines.
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5.4 Long-term Benzodiazepines Use and unresolved depressive symptom and
anxiety symptoms

70.2% of BDZ user in our sample consumed benzodiazepine in long-term
duration (> 180 days). This finding was found higher compare to the study done at
specialty mental health settings in United State that percentage of depressed patient
who received benzodiazepine prescription for 180 days or more was 61% (Marcia et
al., 2004).

There are several reasons related to the higher rate of long-term benzodiazepine
use among depressed patient in our study samples. One of the possible reasons was
due to the unresolved depressive symptom and anxiety symptoms. These facts were
evidenced by the patient with higher score of HAM-D and HAM-A score were
associated with longer duration of benzodiazepines usage. These associations were
statistically significant. These may be due to depressed patients need to take longer
duration of benzodiazepine in order to overcome their depressive and anxiety
symptoms. As a tertiary referral center, HBUK more likely to receive referral of
treatment resistant depression from primary and secondary center such as Klinik
Kesihatan and District hospital, these groups of patient tend to have more severe
depressive and anxiety symptoms which may need longer duration of benzodiazepines

to control their symptom in addition of antidepressant treatment.

5.5 Long-term benzodiazepines use and Social support

In our study, there was association between perceived social support and
duration of benzodiazepines use. The independent t-test showed that poor social
support was significantly associated with long-term use of benzodiazepines among
depressed patient. The Spearman correlation of MSPSS and HAM-D was statistically

significant. This concluded that poor social support was associated with more severe
66



depressive symptoms. This probably suggested that poor social support is a risk factor
to the persistent of depressive symptoms. Beside HAM-D score, the Pearson
correlation of MSPSS and HAM-A was statistically significant too. As the present of
anxiety symptoms may predict a poorer long-term outcome (Clayton et al., 1991,
Coryell et al., 1992), the poor social support may be a risk factor to the worsening of
depression. Apart from that, the functioning level of patient was correlated with the
social support and it was statistically significant. This means better social support will

bring a better functioning level.

5.6 Long-term benzodiazepines use and Religiosity

In our study, we noted that the poor religiosity was significantly associated with
longer duration of benzodiazepines use among the depressed patient. The Mann-
Whitney U test showed that poor religiosity was significantly associated with long-term
use of benzodiazepines among depressed patient.

The Spearman correlation of DRI subscale 3 and HAM-D was statistically
significant. This concluded that poor religiosity was associated with more severe
depressive symptoms. This probably suggested that poor religiosity is a risk factor for
the persistent of depressive symptoms. Beside HAM-D score, the Spearman
correlation of DRI subscale 3 and HAM-A was statistically significant too. Apart from
that, the functioning level of patient was correlated with the level of religiosity and it
was statistically significant, which means better religiosity will bring a better
functioning level.

We noted the phenomenon of DRI total score is not statistically significant
despite the DRI subscale 3 showed significant results. This phenomenon is due to the
three subscale in the DUREL assess the different component. DUREL actually was

designed to measure three dimensions of religiosity therefore it consists of three
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“subscale”. Each subscale assesses a particular aspect of religious practices or religious
devotions (spirituality) which are ORA, NORA and IR. The first subscale is assess the
organizational religious activity (ORA) involves public religious activities such as
attending religious services or participating in other group-related religious activity
(prayer groups, Scripture study groups, etc.). The second subscale is assess the non-
organizational religious activity (NORA) consists of religious activities performed in
private, such as prayer, Scripture study, watching religious TV or listening to religious
radio. Both the ORA and NORA also termed as extrinsic religiosity (ER). The third
subscale is assess the intrinsic religiosity (IR) which determined by the degree of
personal religious commitment or motivation.

Extrinsic religiosity (ER) was a form of religiosity that is used as a means to
some more important gain such as financial success, social status, comfort, a congenial
social activity inherit from parent, rather than for religion’s sake alone. Intrinsic
religiosity (IR), in the contrary, it involves pursuing religion as an ultimate end in itself.
Allport and Ross had defined IR as “Persons with this orientation find their master
motive in religion. Other needs, strong as they may be, are regarded as of less ultimate
significance, and they are, so far as possible, brought into harmony with the religious
beliefs and prescriptions. Having embraced a creed, the individual endeavors to
internalize it and follow it fully. It is in this sense that he lives his religion.” (Allport et
al., 1967).

Literature review has showed that summing all three ‘subscale’ of DUREL into
a total overall religiosity score is not recommended (Harold et al., 2010). This is
because of combining all three subscales in a single analysis could result in subscale
scores canceling out the effects of each other.

Based on the study done by Koenig and his colleague, the first ‘subscale’

assessing religious attendance (ORA) has been related to less depression, more social
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support, better physical health, lower health service use, and lower mortality (Koenig et
al., 2008). The second ‘subscale’ assessing prayer, meditation and Scripture reading
(NORA), on the other hand, has been related to poorer physical health, greater social
support, and has been associated with both less and more depression, depending on
population (Koenig et al., 1997).

In view of the reasons above, we agree that the intrinsic religiosity (subscale 3)
is a better measurement of religiosity than the subscale 1, subscale 2 or total score. It is
more reliable to use subscale 3 as assessment tool to assess the religiosity in our study

sample.

5.7 Long-term benzodiazepines use and Dosage escalation

Some of the articles have argued that the high prevalence of long-term
benzodiazepines use among depressed patient must have reflected the over-use of these
drugs and they related this phenomenon to the liability of benzodiazepines to abuse and
dependence. However, in other study including our study have attributed this
phenomenon to the present of unresolved depressive and anxiety symptom for which
the benzodiazepines are prescribed. Wood and colleague have proposed that the
divergent views of benzodiazepines use as “abuse model” and “therapeutic use model”
(Woods et al., 1987, 1988).

Although clinical research had showed that prolonged use of therapeutic doses
of benzodiazepine can lead to physiological dependence; however this dependence is
not usually accompanied by a tendency of dose escalation which is a characteristic of
“psychological dependence” or “addiction” (Stephen et al.,, 2003). However, this
condition did not happen in our study. Among the long-term benzodiazepines users in
our study sample, 40.0% of them showed decreasing of benzodiazepines dosage (mean

for HAM-D score was 8.50 with SD of 6.55) (mean for HAM-A score was 9.94 with
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SD of 6.94), only 25.0% of them show increasing in dosage (mean for HAM-D score
was 13.40 with SD of 9.77) (mean for HAM-A score was 16.30 with SD of 11.19).
While 35.0% of them showed no change in dosage of benzodiazepines. This findings
were similar to a study done in United State which also did not support the hypothesis
that long-term benzodiazepines use are frequently results in notable dose escalation
(Stephen et al., 2003). Therefore, we associated the use of benzodiazepines in HBUK
is better explained by “therapeutic use model” than “abuse model”.

In the New York State, the evidence to support that the benzodiazepine are used
to control the anxiety symptom is that in the three months time after the government
regulation enforce, quite a number of the presentations at a New York City emergency
room for problems associated with benzodiazepine use was associated with the re-
emergence of anxiety disorders that had previously under controlled by the

benzodiazepines treatment (Schwartz and Blank, 1991).
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CHAPTER 6: LIMITATION

The sample size of this study was limited, leading to a relatively limited precision.
Ideally a larger sample size was preferred with higher precision.

The cross-sectional study design does not allow us to make causal interferences on
whether determinants preceded BDZ use or vice versa. Therefore, the cause-effect
relationship could not be ascertained between the long-term BDZ use and the
severity of depression, severity of anxiety, level of functioning, level of social
support or level of religiosity. We only able to showed the significant association
between them in this study.

Patients may have tendency to give ‘acceptable’ answers, especially to the question
concerning any substance misuse and dependence such as alcohol, amphetamine,
morphine, ecstasy and other types of illicit drug. They may worry about the legal
consequences of their substance misuse behavior and termination of
benzodiazepines prescription by treating doctor. But we have try to minimize this
bias by making clear that the interviewer had no direct connection with the patient’s
treating doctor and that all information would be used solely for the purpose of
research only. Urine test should be used in determined the substance use behavior.
There were limited socio-demographic factors captured. Other factors which may
be relevant were financial status, amount of debt, social class, type of job and
available of caretakers.

There were also limited clinical factors captured. Although our patients were
relatively stable (as patient recruit 6 months or more after diagnosis of major
depressive disorder), however it still a heterogenous group of sample whereby
phase of illness, medication dosage, genetic loading data should be captured for

more accurate analysis.
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6.

10.

The internal, interrater, and retest reliability for the overall Hamilton depression
scale are mostly good. However, at the individual item level, interrater reliability is
poor for many items. Cicchetti and Prusoff assessed reliability before treatment
initiation and 16 weeks later at trial end. Only early insomnia was adequately
reliable before treatment, and only depressed mood was adequately reliable after
treatment (Cicchetti et al., 1983). Beside interrater reliability, the retest coefficients
are also weak for many items at the individual item level (Michael et al, 2004).
Another limitation of Hamilton depression scale is that atypical symptoms of
depression (e.g., hypersomnia, hyperphagia) are not assessed.

The internal validity of Hamilton anxiety scale was insufficient (Wolfgang et al.,
1988).

The applicability of the Hamilton anxiety scale in anxiolytic treatment studies is
limited due to its subscale of somatic anxiety is strongly related to somatic side
effect (Wolfgang et al., 1988).

There was limitation of generalization of the study in view of this study is
convenience sampling and non-randomization (Non-probability sampling). This is
due to all the individuals in the psychiatric outpatient clinic do not gave equal
chance of being selected to participate in this study. Patients who defaulted follow-
up or those who admitted to inpatient ward were not captured in this study. Only

stable outpatient who willing to come for follow-up in HBUK was selected.
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CHAPTER 7: CONCLUSION AND RECOMMENDATIONS

Prevalence of benzodiazepines use among depressed patients in HBUK (87.7%)
was higher compare with specialty mental health setting in United State (36%). 70.2%
of the benzodiazepine user in HBUK consumes 180 days or more, this figure is higher
compare with similar setting in United State (61%).

Despite government regulation, the persistent of depressive and anxiety
symptoms appeared to be another risk factor associated with longer duration of
benzodiazepines use. In our study, patients with higher score of HAM-D and HAM-A
were significantly associated with long-term use of benzodiazepines.  This
phenomenon most likely due to depressed patients need to take longer duration of
benzodiazepine in order to overcome their depressive and anxiety symptoms.

Patient who has better social support was significantly shortened the duration of
benzodiazepine use and this was consistent with other similar studies done in oversea.
Patients who have better social support were also significantly associated with lower
HAM-D and HAM-A score. Therefore social supports have become a determinant of
mental health in our study samples.

It was demonstrated that poor religiosity was significantly associated with
longer duration of benzodiazepine use. Patients who have poorer religiosity were
significantly associated with higher HAM-D and HAM-A score as well. Therefore,
good religiosity able to contribute for a better outcome in depressed patient. We noted
that the DRI subscale 3 is more reliable in determine the religiosity of the patients
compare with DRI total score. This is due to the DRI subscale 3 is measuring the
intrinsic religiosity rather extrinsic religiosity. Besides, our study showed that better
social support and good religiosity were significantly associated with better functioning

level.
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After considering above facts, we can conclude that longer duration of
benzodiazepines use among depressed are closely related to the severity of the
depression, the severity of anxiety, the level of functioning, social support and
religiosity. These associations found point to possibilities to reduce long-term
benzodiazepine use, for example we can improve these factors in order to reduce the
dependence of the patient to benzodiazepines rather than taper off benzodiazepines
directly without further examine the factor associated with long-term benzodiazepine
use.

Besides, 40% of long-term benzodiazepines user in our study showed
decreasing dosage of benzodiazepines use, only 25.0% of them show increasing in
dosage. While 35.0% of them showed no change in dosage of benzodiazepines.
Therefore we would suggest that our study population is better explained by the
“therapeutic use model” than by the “abuse model” as majority of them did not show
the tendency of dose escalation, a characteristic feature of “psychological dependence”
or “addiction”.

In future, it is recommended that a different study design to be use to determine
the determinant of long-term use of benzodiazepines among depressed patients.
Prospective study design would a better option in order to determine the causal
relationship of longer duration benzodiazepine use and social support or religiosity.
Apart from that, more extensive studies could be done to study other related socio-

demographic and clinical factors involved.
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APPENDICES

APPENDIX 1

LEMBARAN INFORMASI PESAKIT

Sila baca maklumat berikut dengan teliti, jangan ragu untuk membincangkan
soalan yang mungkin anda hadapi dengan doktor anda.

Tajuk Penyelidikan

PENGGUNAAN UBAT PENENANG (BENZODIAZEPINES) SECARA
JANGKA MASA PANJANG DI KALANGAN PESAKIT KEMURUNGAN
(DEPRESSION) / LONG TERM USE OF BENZODIAZEPINES AMONG
DEPRESSED PATIENTS

Pendahuluan

Penyakit kemurungan (depression) merupakan penyakit mental yang sering
dialami oleh masyarakat hari ini. Adalah dijangkakan seramai 17% daripada
masyarakat mempunyai risiko menghidapi penyakit kemurungan dalam masa seumur
hidup mereka. Pesakit kemurungan pada masa yang sama juga sering kali mengalami
tanda kerisauan (anxiety symptoms) ataupun penyakit kerisauan (anxiety disorder).
Kewujudan tanda kerisauan di kalangan pesakit kemurungan akan menyusahkan
kesembuhan pesakit daripada penyakit kemurungan.

Ubatan kemurungan (antidepressant) adalah berkesan dalam mengubati tanda
kesedihan dan tanda kerisauan. Namun demikian, ubat kemurungan mengambil masa
beberapa minggu untuk menunjukkan kesannya, oleh itu doktor juga akan memberikan
ubat penenang (benzodiazepine) pada waktu permulaan rawatan supaya emosi pesakit
dapat dikawal dengan lebih cepat. Tetapi ubat penenang hanya berkesan dari segi
pengawalan emosi dan menyenangkan pertiduran, tetapi ia tidak berkesan dalam
mengubati penyakit kemurungan.

Kebanyakkan ubat penenang membawa kesan sampingan terutamanya pada
pesakit yang menggunakkannya untuk jangka masa panjang. Kesan sampingan yang
sering dihadapi oleh pesakit adalah ketagihan kepada ubat tersebut, kekurangan daya
ingatan dan mengurangan kecerdasan pemikiran. Memandangkan ubat penenang
membawa kesan sampingan yang tidak diingini, maka adalah penting untuk kita
mengenalpasti betapa ramai pesakit menggunakan ubat tersebut dalam jangka masa
panjang. Maklumat ini akan membolehkan kami menambahbaikan perkhidmatan yang
disediakan oleh kami.

Apakah tujuan kajian ini?

Untuk mengenalpasti betapa ramai pesakit kemurungan menggunakan ubat penenang
dalam jangka masa panjang serta faktor-faktor yang berkaitan dengan kewujudan
keadaan tersebut.
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Apa prosedur yang harus diikuti?

Anda akan diminta mengisikan boring kebenaran untuk mengikuti penyelidikan ini.
Anda kemudian akan diminta untuk menjawab soalan-soalan dalam set soal selidik.
Soalan akan mengambil kira-kira 45 minit. Sebarang pertanyaan anda akan dijelaskan
dengan terang oleh doktor.

Tiada sebarang perubahan terhadap rawatan yang sedang anda terima.

Siapakah yang tidak harus menyertai kajian ini?
Mereka yang berumur di bawah 18 tahun atau melebihi umur 65 tahun atau mereka
yang tidak dapat berkomunikasi.
Apakah manfaat yang diperolehi dari kajian ini?
(a) Kepada anda?
Anda akan membantu kami dengan menyediakan maklumat yang penting untuk
kami dalam proses penambahbaikan kualiti perkhidmatan kami.
(b) Kepada penyelidik?
Anda akan membantu kami untuk menyediakan data yang sangat penting dalam
bidang perubatan. Segala maklumat yang diberikan oleh anda adalah sulit.
Apakah kekurangan yang mungkin dihadapi oleh anda?
Anda akan diminta untuk menjawab soal selidik yang mungkin memerlukan 45 minit
daripada masa anda.
Bolehkan anda menarik diri dari mengambil bahagian dalam kajian ini?
Ya, anda boleh. Kajian ini adalah bersifat sukarela dan anda boleh menarik diri tanpa
menjejaskan kualiti rawatan yang anda sedang terima.
Siapakah yang boleh anda hubungi sekiranya anda mempunyai pertanyaan
mengenai kajian ini?

Nama doktor: Dr. Tan Chea Loon Tel : 05-5332333
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REFZINAN OLEH PESAKIT UNTUK PENYELIDIKAN KLINIEKAL

{Alamai)

dengan ini bersetuju menyertai dalam penyelidikan klinikal (pengajion klinikal/pengajian soal-
selidik f percubaan ubat-ubatan) disebut berikut: | i

Tajuk Penyvelidikan:
LONG TERM USE OF BENZODIAZEPINES AMONG DEPRESSED PATIENTS

(Nama & Jfawatan Perterfemah)
,mmmmmhmammmkmmmmmmwﬁm

Saya telsh diberitahu bahawa dasar penyelidikan klinikal dalam keadsan methodologi, risiko dan
komplikazi (menpgikut kertas maklumat pesakitl,  Selepas mengetahui dan memabami  semia

kebalkan dan keburukan penvelidikan klinikal ini, saya merelakan/mengizinkan sendirl
menyertal penyelidikan klinikal tersebut &i atas.

Saya faham bahawa saya boleh menarik diri dari penyelidikanm klinikal ini pada bila-bila masa tanpa
member sebarang alasan dalam situasi ini dan tidak akan dikerualikan dari kemudahan rawatan dard

doktor vang merawai.
{Pesakit)

DI HADAPFAN

Saya sahkan bahawa saya telah menerangkan kepada pesakit sifar dan mijuan penvelidikan klinikal tersebut di
atas,

{Doktor yang merawar)
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KEIZINAN OLEH WARIS YANG EERTANGGUNGJAWAR UNTUK PENYELIHEAN KIINIKAL

-

(Alarmat)

dengan inl bersetuju supaya sandard Sa¥a................. B SRR R menyertal
dalarr penvelidikan kimikal (pengafian klinikal/pengajian soal-sefidic/percubasn ubat-ubatan) disebat berikut;
Tajuk Penyelidikan

LONG TERM USE OF BENZODIAZEPINES AMONG DEPRESSED PATIENTS
yang mana sifat dan nijuannya telah diteranghkan kepada sava oleh Dr.......

(Nama & fawatan Pentevjemah)

yang telah menterjemahlan kepada saya dengan sepenuh kemampoan dan kebolehannya di dalam Balias

Sava telah diberitabhu babawa dasar penyelidikan kiinikal dalam keadaan metodologl, risiko dan

kertas maklumai pesakdil. Saya mengetabui dan memahomi semna kemungkinen kebaikan dan
mm;knnpenrsl]jﬁmk]hﬂﬂlnl. Saya merelaksnmengizinkan sapdara saya menyertal penyelldikan
klinikal iersebut di atas.

Saya faham bahawa saya boleh menarik balik penvertaan sauwdara saya dalam penyelidikan kliinikal ini pada
bila-bila masa tanpa memberl sebarang alasan dalam sitoasi ini dan tidak akon dikecualilon dari kemmdahan
rawatan darl doktor vang merawat. Sekiranya saudara saya kembali beropaya untuk memberi keirinan, beliao
mempunyii hak untuk terus menyertai kajian ini atan memilih uatok menarik dir.

TRHEIE, = vcianspinsnaniniss Pertalian Tandatangan/Cap Jari Warks
dengian Pesakil ...c.....ccooecco. Vang bertanggungiawab e

Sava sahkan bahawa saya ielah menerangkan kepada waris yang bertanggungjawab stfat dan mjuan penyelidikan
Klinikal tersebut di atas.

[(Dokior yang meravwat)
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APPENDIX 2

PATIENT INFORMATION SHEET

Please read the following information carefully, do not hesitate to discuss any
questions you may have with your doctor.

Study title

LONG TERM USE OF BENZODIAZEPINES AMONG DEPRESSED
PATIENTS

Introduction

Depressive disorders are extremely common, and it has been estimated that
approximately 17% of community residents experience a major depressive episode
during their lifetime. Depressive disorders are often accompanied by significant
anxiety symptoms or full anxiety disorders. The present of anxiety symptoms may
predict a poorer long-term outcome and a greater familial prevalence of MDD.

Antidepressant medications are the recommended pharmacological treatment
for depression, and many antidepressant are effective for both the core symptoms of
depression and for coexisting anxiety. However, antidepressants’ beneficial effect
often does not occur for several weeks, and physicians may prescribe benzodiazepines
for more immediate relief. However, benzodiazepines are less effective than
antidepressant, as they address sleeplessness and restlessness but not the other core
depressive symptoms.

Most benzodiazepine problem arises with long-term use of these drugs.
Impairment of memory, decreased psychomotor performance and dependence are
commonly reported adverse effect. In view of the side effect of benzodiazepines, it is
important for us to identify the prevalence of long-term use of benzodiazepines among
depressed patients in Hospital Bahagia Ulu Kinta. This may create awareness among
the clinicians and population.

What is the purpose of this study?

To assess the prevalence of long-term use of benzodiazepines among depressed patients
in Hospital Bahagia Ulu Kinta and the possible associated factors

What are the procedures to be followed?

You will be asked by the researcher to fill out an informed consent form. You will then

be asked to answer a set of questionnaire; the questions will roughly take 45 minutes.
There will be no intervention. You can asked any questions if you are interested.
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Who should not enter the study?
Those who are below 18 years old or above 65 years old or those who are too ill to
communicate will be excluded from the study.
What will the benefits of the study?
(a) To you as the subject?
You will be helping us by providing information in this area of management which
we hopefully can use in providing better services later.
(b) To the investigator?
You will be helping us to provide much needed data in this area of medicine under
researched. All information is strictly confidential
What are the possible drawbacks?
You will be required to answer a set of questionnaires which may take up 45 minutes of
your time.
Can I refuse to take part in the study?
Yes, you can. This survey is voluntary in nature and you may refuse to participate
without any affect to your current care.

Who should I contact if I have additional question during the course of the study?

Doctor’s name: Dr. Tan Chea Loon Tel: 05-5332333
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CONSENT BY PATIENT FOR CLIMICAL RESEARCH

e st v i g b i e DB EBTY TP MR, e rrimi i s rmrrm e s
(Mt of Papfier!

hireby agren fo take part in the clindcal resestch dclinical snedy fquestionnaiee study /dreg trind] specifled

Tiule of St
LOMNG TERM TSE OF BENZODIAZEFMES AMONG DEMRESSED PATIENTS

1B narre and purpose of witlch hay been axplaimed wem By Do i W
e & Deshmation of

e e b g s e SR TR B i s e s s
(W & Pesiymuaiion of Interpreferd

I coones i T Bveced o oy B I i . lamguage | dighect.
|mmwmmmummmunﬂwmm

amil complications jas per patbent informedion sheer),  Afoer all the poesaible
advapmages and dissdvontoges of ihis clinicel research, 1 wal oonsent of my owm free will
specified above,
amy

g

participase In the clinkol research

1 understand that | con withdrow from this climicsal mesesrch an vy dme withoul aesigning TEZAn
whalsoever anid in soch & sBestion shall not be dended the bessfits of usual reames by the atending

1 eomfirm that § have cxplained to the patient ibe manice wnd parpose of e above-meatiomed clinlcal

{Attending DPagtor)

98



CYIMEENT BY RESPOMSIRLE RELATIVE FOR CLINIC AL RESEARCH

T s m i Ve b s s e i st e s syt o TR IO PO s ek b e L
{armel

B 2 o i il s e o s ey im0 L A N bt L 1 R R AL A A

{Adidress)
harelny agres that my redstive - TR R R OB G i GO i s
participats in the climical recesnch ummmmmwmmmdﬂd b -
Tigle uf Studhs
LONG TERM UHE OF RENTODATEFNES AMONG DEFRESSED PATIENTS

e mmfure and purpose of whikch lae Tees explaleed tome by DO
iNme & Designation of Doofory

e et s L, O PR R O IH i  m wrmedfd m frd mr  m s F  e  eree s
{Warres & Desigroion of tarprater)

...... o the best of his)/ber abfliy b ..o nonmaenenen s Eigiiagsf dakect.

1 have heen mformed of the narre of this chindoal research (o terms of procedure; possible sidverse o[Tes
asd complications {as per potlent infermsstbon shoctl. | onderstond the possible advamtages snd
disadvantages of participaiing In this reseanch. | volamturily ghve my consest for nry relative to participase
i nhits research specified abowve,

I mnderstand that | can withdrow oy relative Poom (his clinkcal research af amy dme wibout ssigning any
Feasin whatsnever and in surk madon, my relutive shall oo e deoied e Benefies of wsoal ineatment by
the arffending doctors. Should oy relative regadns his/ber abilly (6 comsent, befshe will have the right o
remain in this research or may choose o withdrany.

Helatinnsilp Signature or
[ R L T - Thambpret ...

1IN THE PRESENCE OF
1 T R SRR SR T S | |
dendity Cand Mo, e B o[ i O S PP
| Fftmers)

| comFirm ihat | ave explalmed o the patient's relative the aatarn: amsd purpose of the above-mimiioned
climdcal research.

o S - NI o e e i+ S g e i iv
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APPENDIX 3: SOCIO-DEMOGRAPHIC AND CLINICAL DATA SHEET

Patient Data

(no

Socio-demographic Variables

Patient initials
RN

Age

Gender
Ethnicity

Education level

Marriage status

Employment

Clinical variables

Duration of illness

Age of onset

Antidepressant

Benzodiazepine

[Omale
[l Malay
[J Indians
[ no formal education
[J Secondary
[ single
] Divorce

[J unemployed

Co-morbid medical illness

[Cfemale
[J Chinese
[J others
) primary and below
[ tertiary
[ married
[l widow/widower

[ employed
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APPENDIX 4

M.L.N.L

MINI INTERNATIONAL NEUROPSYCHIATRIC INTERVIEW

English Version 6.0,0

Dsh-Iv

USA: D.Sheehan, ). fanavs, K. Harnett-Sheehan, M. Sheehan, C. Gray.
YWniversity of South Florida College of Medicine- Tampa, USA

EU: Y. Lecrubier®, E. Weiller, T. Hergueta, C. Allgulander, M. Kadri, D, Baldwin, C. Even.
*Centre Hospitalier Sainte-Anne — Paris, France

@ Copyright 1992-2009 Sheehan DV & Lecrubier ¥

All rights reserved. No part of this document may be reproduced or transmitted in any form, or by any
means, electronic or mechanical, including photocopying, or by any information storage or retrieval
system, without permission in writing from Dr. Sheehan or Dr. Lecrubier. Researchers and dclinicians
waorking in nonprofit or publicly owned settings (including universities, nonprofit hospitals, and
government institutions) may make copies of a MLLNLL. instrument for their own clinical and research
use.

DISCLAIMER

Our aim ks to assist in the assessment and tracking of patients with greater efficiency and accuracy. Before action is taken
on any data collected and processed by this program, it should be reviewed and interpreted by a hcensad dinician.

This program is not designed or intended to be used in the place of a full medical and poychiatric evaluation by a qualifiad

licensed physician — psychiatrist. it is intended only as a tool to faglitate accurate data collection and processing of
symptoms elicited by trained personnel.

ML 6.0.0 {January 1, 2009)
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Potient Name: Patient Number:
Date of Birth: Time interview Began:
Interviewer's Name: Time Infevview Eaded:
Date of Interview: Total Time:
MEETS FRIMARY
MODULES TIMIE FRAME CRITERIA DSM-IV-TR D=1 DIAGNOSIE
&  MAKOR DEPRESSIVE EPISODE Cusrrent (2 weeks) o X6 M-256.2E Single Hix [u}
Past m} 296.20-296.26 Single PRl o
Recurment o 25€.30-256.36 RecuTent ER 0O
B SUICDELITY Curnent {Pust Manth) m
O Low O Moderat= O High
€ MANIC EPIS0DE Cusrrent o 156, 00-256.06 FE0a-F31S 0O
Past ]
HYPORANIC EPISODE Curment m] 196 50-256.89 FALEFRSFMO o
Past o
EIPOLAR | DISORDER Curment o 196, 0n- 296 6 FI0EFALY ju
Past [m] Z5E. Dw- 235,50 F30s-FaLe u
BIPOLAR Il ISORDER Cusrrent o 5689 Fa1.8 ]
Past O 15€.28 F3i.8 O
EIPOLAR DHSORDER ROS Current m] 196.50 7218 ]
Past o D F31% 0O
D PANIC HSORDER Curment {Past Month) O 300:04,/300.21 FAIM-FAL0 o
Lifetime o
E AGORAPHOBLA Cusrrent o 00,22 F40.00 o
F 5SOCIAL PHOBIA [Social Arodety Disorder) Curnent {Fast Month)
Generalized o 300.23 a0l O
Mor~Senamkzes m| 0023 Fag.1 |
G OBSESSIVE-COMPULSIVE DiSORDER Curment {Prst Mantt) A 3003 2 n
H POSTTRAUBATIC STRESS DiSORDER Cusrment | Prst Manth) o S.EL CER 0O
| ALCOHOL DEPENDENCE Past 12 Mornths m] Ech] Fil.2n o
ALCOHOL ABUSE Past 12 Mortths jm] 30%.00 Fi0.1 m}
I SUBSTANCE DEPENDENCE {Nor-afcohal) Past 12 Months O 304, 00~ 50/305.20-.30 F1i.1-Fi91 u |
SUBSTANCE ABUSE [Mon-alcohod] Past 12 Months O 304, 00-90/303.20-.50 Fl11-Fi94 o
K PSYCHOTIC DISORDERS Lifetime o 159 425,90, 257 4f FRl-FIE 0O
Current o 97.3/293.81/053.22/
253.59/295 5/158.5
MDOD DIS0RDER WITH Lifetime O I5€.24/2595 34/296.44 R2.3F33a/ O
PSYCHOTIC FEATURES Current o I56.24/295.34/256.49 FEAFILY ALY
F31.8/F3L 9/F35 a ]
L ANDREXIA NERVOSA Current (Pest IMonths] O i F30.0 jm
M BULIMIA NERVOSA Current {Pest I Months] O =T F30.2 ]
ANOEEN A MERVOSS, BINGE E4TINGPURGING TYPE Current m] 07.L F30.0 O
N GENERALIZED ANNIETY DISORDER Corrent (Pest € Momths] OO 30002 a1 |
0 MEDICAL ORGANIC, DRUG CALUSE RLSLED OUT O O'¥es DOUncertzin
P ANTISOCIAL PERSONALITY DISORDER Lifetime O LT FE0:2 u |

IDENTIFY THE PRIMARY DIAGMNCOSIS BY CHECKING THE APPROPRIATE CHECK BOX.

[which problem troubles you the most or dominates the others or came first in the natural history?)

|

The transistion from DSM--TR o ICD-10 coding is not aéweys exact. For more information on this topic se= Schuft=-harowont
Crosswalks BCD-10,/DSMHY-TR. Hogrefe & Huber Publishers 2006,

MLLMN.L, 5.0.0 {January 1, 2002}
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GENERAL INSTRUCTIONS

The M.LM.I. was designed as 3 brief structured interview for the major Axis | psychiatric disorders in DSR-IV and BCD-10. Valkdation
and refizbility studies have been done comparing the MM to the SCID-P for DSM-I-R and the CIDI (@ structured interview
developed by the World Haalth Crganization). The results of these studies show that the MLLMLL has similar reliability and validity
properties, but can be administered in @ much shorter pencd of ime [mean 16.7 * 11 6 minutes, median 15 minutes] than the
above referenced instrumants. it can be used by clinicians, after 3 brief training session. Lay intenviewers require more extensive
training.

INTERVIEW:
in order to keep the intendew as brief as possible, inform the patient that you will conduct a clinical interview that is more
structured than usual, with very precise questions about psychological problems which require a yes or no answer.

GENERAL FORMAT:
Thee MLLMNL is divided into modules identified by letters, each corresponding to 3 diagnostic category.
=4t the beginning of each diagnostic module [except for psychotic disorders module|, screening question(s) corresponding
to the main criteria of the disorder are presented in 3 gray boo
=t the end of each module, diagnostic box(es) permit the climician to indicate whether diagnostic criteria are met.

CONVENTIONS:

Sentences written in « normal font o should be read exactly as written to the patient in order to standardize the assessment
of diagnostic criteria.

Sentences writhen in « CAPTTALS » should not be read to the patient. They are instructions for the interviewsr to assist in the
scoring of the diagnostic algorithms.

Sentences writhen in « bold » indicate the time frame being investigated. The interviewer should read them as often as
necessany. Onky symptoms oocurning during the time frame indicated should be considered in scoring the responses.

Answers with an arrow above them [w) indicate that ona of the critena necessary for the diagnosis|es) is not met. in this
case, the intendewer should go to the end of the module, cirde « MO » in all the diagnostic boxes and move to the next
rmiodule.

when terms are separated by a siash /] the interviewer should read only those symptoms known to be present in the
patient [for example, guestion GE)-

Fhrases in (porentheses) are clinical examples of the symptom. These may be read to the patient to clarify the question.
RATING INSTRUCTIONS:

all questions must be rated. The rating is done at the right of each question by cirding either Yes or No. Clinkcal judzment
by the rater should be used in coding the responses. interviewers need to be sensitive to the diversity of cultural baliefs in
their administration of questions and rating of responses. The rater should ask for examples when necessary, to ensure
accurate coding. The patient should be encouraged to ask for darification on any question that is not absolutely clear.

The clinician should be sure that each dimension of the question is taken into account by the patient (for example, tme
frame, requency, severity, and/or @ternatives).

Ssymptoms better socounted for by an organic cause or by the use of alcohol or drugs should not be coded positive in the
BLLN.L The MLLN.L Plus has questions that investigate these issues.

For amy questions, suggestions, need for 2 taining session or information sbout updates of the MUNLL, plesse contact:

Dravid V Sheshzn, MLD., M.B.A ‘Fves Lecrubier, MUD. f Chsistian Even, MUD.

Unitversity of South Floridz Coflege of Medicine Centre Hospitzlier Sainte-Anne

3515 Ez=t Fletcher Ave, Tamps, FL USA 33613-3706 Clirique des Malzdies Mentales ce I'Encéph:le

sl +1 B13 674 4544; faw : £1 B13 974 4575 100 rue de la Sants, 75674 Paris Cedex 14, France

e-madl : dsheehan@hesith. usfedu wed c+33 (0 153804941 fan 433 [0j 145658854
M.LN.L 5.0.0 [January 1, 2009 3 e-madl: ylecrubier@nogs i or even-sintesnne@ornge.fr
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A. MAIOR DEPRESSIVE EPISODE

[ ReAMS - B0 T THE DUAGMOSTIC DO, CinciE D) i ALL Do bz Tl BEIGES, AMD MACOVE 10 THE REXT MODULE]

‘Were you ever depressed or down, most of the day, nearly every day, for two weeks?

iF NO, CODE NO TO Alb: IF YES ASK:

For the past twio weeks, were you depressed or down, most of the day, nearly every day?

Were you ever much kess interasted in most things or much less able to
enjoy the things you used to enjoy most of the time, for two weeks?

IF NO, CODE NO TO AZb: IF YES ASK:

In the past two weeks, were you much less interested in most things or
muich less able to enjioy the things you used to enjoy, most of the time?

15 Ala OR A2a CODED YES?

NO

8

»
MNO

YES

MLLM.L

IF A1b OR AZb = YES: EXPLORE THE CURRENT AND THE MOST SYMPTOMATIC PAST EPISODE, OTHERWISE

IF A1b AND AZb = NO: EXPLORE ONLY THE MOST SYMPTOMATIC PAST EPISODE

Oweer that two week period, when you felt depressed or uninterested:

‘Wias your appetite decreased or increased nearfy every day? Did your
weight decreasa or increase without trying intantionally (ie., by 25% of
body weight or 28 fhs. or £3.5 kgs., for 2 1601b./70 kg person in a month]?

11 ¥ES T EMTHER, CO0E TES,

Déd you have trouble sleeping nearly every night
|difficulty falling asleep, waking up in the middle of the nizht,
early moming wakening or sleeping excessively)?

oid you talk or move more slowly than normal or were you fidzety,
restiess or having trouble sitting still almost every day?

Did you feel tired or without energy almost every day?
Did you fesl worthless or guilty almost every day?
I ¥is, ALK POR EXARSPLES,
THE Exiasi 1S ARE CORSIETENT WITH A DELLEAORAL ID€4. Current Episode O Mo O Yas
Past Egimde B b O ves
Did you hawve difficulty concentrating or making decisions almost every day?
Did you repeatedly consider hurting yoursalf, feel suicdal,
or wish that you were dead? Did you attempt suicide or plan a suicide?

1 15 1O ESTHES, OOOE YIS,

Déd these symptoms cause significant problams at home, at work, socially,
at school or in some other important way?

In between 2 episodes of deprassion, did you ever have an interval

)

NOD

NO

NO

NO

NO

RO

NO

Past 2 Weeks

YES

;]

i

YES

YES

of at least 2 months, without amy significant depression or any significant loss of interest?

. 5.0.0 [January 1, 2009} 4

Past Episode

MO

MO

MO

MO

MO

MO

MO

N

MO

YES

YES

YES

YES

YES

YES

YES
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ARE 5 DR MORE ANSWERS [A1-A3) CODED YES AND |5 A4 CODDED YES NO YES
FOR THAT TIME FRAME?

MAJOR DEPRESSIVE

SPECIFY IF THE EFSODE |5 CURRENT AND / OR PAST. EPISODE
IF A5 I5 CODED YES, CODE YES FOR RECURRENT. CURRENT O
PAST O
RECURRENT [ |

A6 @ How many episodes of depression did you have in your [ifetime?

Between each episode there must be at least 2 months without any significant depression.

M.LM.L 6.0.0 [January 1, 2008} 5
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B. SUICIDALITY

In the past month did you:
Bl Suffer any accident?
IF NO TO B, SKEP TO B2; IF YES, AS¥ Bla:
Bia Plan or intend to hurt yourseff in that accident either actively or passively
|e.g- not avoiding a risk)?
IF N TO Bla, SKIP TO B2: IF YES, ASK Bib:
Bib Intend to die as a result of this accident?
B2 Fesl hopelass?
B3 Think that you would be better off dead or wish you were dead?
B& Want to harm yourself or to hurt or to injure yourself or
hawve mental images of harming yourself?
BS Think about suicide?
IF NO TO B5, 5¥5P TO B7. OTHERWISE ASK:
Fragusncy Intensity
occasionally mild )
often (| Moderate 1
veryoften [ Savare 0
Can you state that you will not act on these impulses during this treatment program?
BE Feel unable to control these impulses?
B7 Hawe a suicide plan?
BS Take any active steps to prepare to injure yourself or to prepare for a suicide attempt
in which you expected or intended to die?
B2 Deliberately injure yourseif without intending to kill yourseif?
B1D Attempt suicide?
IF NO SEIP TO B11:
Hope to be rescised / survive [
Expected / intended to die [ |
In your lifetime:
Bi1 Did you ever make a suicide attempt?
M. LML 6.0.0 [January 1, 200) 6

8

8

YES

YES

YES

YES

YES

YES

YES

YES

YES

YES

YES

YES

YES

YES

Points
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I5 AT LEAST 1 OF THE ABOVE [EXCEPT B1) CODED YES? y/in}

YES
SUNCIDALITY
IF YES, ADD THE TOTAL FOINTS FOR THE ANSWERS [B1-811) CURRENT
CHECKED “YES' AND SPECIFY THE SLICIDALITY SCORE A5
INDICATED IN THE DIAGNOSTIC BOX: 1-Epoints  Low O
o9-16 points  Moderate 1
=17 points Hizh m |

MAKE ANY ADDITIONAL COMMENTS ABOUT YOUR ASSESSMENT
OF THIS PATIENT'S CURRENT AND NEAR FUTURE SUICIDALITY IN
THE 5PACE BELOW:

MALMLL 6.0.0 [January 1, 2004] 7
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C. MANIC AND HYPOMANIC EPISODES

[wh MIEANS - GO TO THE MAGMNOSTIC BONES, CIRCLE NO IN MANIC AND HYPOMANIC DIAGNOSTIC BOXES, AND MOVE TO NEXT

MODULE]

Do youw have any family history of manic depressive illness or bipolar disorder,

or any family member who had mood swings treated with a medication like lithium, NO
sodium valproate |Depakote) or lamotrigine (Lamictal)?

THIS CUIESTION IS WOT & CRITERSOM FOR BIFOLAR DISORDER, BUT IS ASKED TO INCREASE

THE CLINICIAM VISILANCE ABOUT THE RISK FOR BIPOLAR DESORDER .

IF ¥ES, PLEASE SPECIFY WHO:

YES

Hawve you ever had a period of time when you were feeling "up’ or high' or ‘hyper’ N
or 50 full of energy or full of yoursalf that you got into trouble, - or that

other paople thought you were not your usual seif? |Do not consider

times when you were intoxicated on drugs or aloohol.)

IF PATIENT 15 PUZZLED OR UNCLEAR ABOUT WHAT ¥0U MEAN

BY 'UP' OR "HIGH' OR ‘HYPER', CLARIFY AS FOLLOWS: By 'up’ or 'high' or ‘hyper’

I mean: having elated mood; increased energy; needing less sleep; having rapid
thoughts; being full of ideas; having an increase in productivity, motivation,

creativity, or impulsive behawior; phoning or working excessively or spending more money.

IF NO, CODE NO TO C1b: IF YES ASK:

Are you currently feeling ‘up’ or *high’ or ‘hyper’ or full of energy? NO

Hawe you ewer been persistently irritable, for several days, so that you NO
had arguments or verbal or physical fights, or shouted at people outside

wour family? Have you or others noticed that you have been maore imitable

or over reacted, compared to other people, even in situations that you felt

were justified?

IF NO, CODE NO TO C2hb: IF YES ASK:

Are you currently feeling persistently imtable?

I5 Cla O C2a CODED YES?

g8

0

0

YES

YES

c3

IF C1b OR C2hb = YES: EXPLORE THE CURRENT AND THE MOST SYMPTOMATIC PAST EPMISODE, OTHERWISE
IF Cib AND C2b = NO: EXPLORE OMLY THE MOST SYMPTOMATIC PAST EFISODE

During the times when you felt high, full of energy, orirritable did you:

M.LM.L

Current Episoda

Fesl that you could do things others couldn't do, or that you were an NO YES
especially important person? I ves, s ol EamiLe.
ThE EGAMPLES ARE CORSSTERT WiTH & DELUSOMAL IDES.  Current Episode T Mo O Ve

PastEpisode - O Mo Oves

meed less sheap [for example, feel rested afrer only a few howrs sleep)? NO

;.

Talk too much without stopping, or so fast that people had difficulty NO
understanding?

;]

Hawe racing thoughts? NC YES
6.0.0 [Januzry 1, 2000} g

MO

MO

MO

MWD

YES

YES

YES

YES
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Current Episode

e Become easily distracted so that any little interruption couwld distract you? NO

f Have a significant increase in your activity or drive, at work, at school, NO
socially or sexually or did you become physically or mentally restless?

g 'Want so much to engage n pleasurable activities that you ignored the risks or NO
consequences [for example, spending sprees, reckless driving, or sexual
mdiscrations)?

C3 SUNMARY. WHEN RATING CURKENT EPSODE: HNO
iF Clbe RO, ant 4 on moak CF aswtns conen FES?
i C1ba YES. anE 3 on MoRE CF answins cobes TES?

VR RATING FAST EFEODE:
1 Cla i MO, ang £ o ponE C3answins cooin YES?
i Cla i YES, A 3 o wacid C3 Apdweins oo YES?

cood VES GRLY I THE AROVE 3 0f £ SYsrTonds OCTUREED DURMNG THE SAME TIME FENOD.

MLRE: ELATION fEXPaMSVENESS REGUERES DMLY THREE C3 SvarTams, wiile
IIETARLE WGl ALOME meciinEs & of THE C3 s¥irion.

ca what is the longest time these symptoms lasted?
2) 3 days or less
b) 4to6days
c) 7 days or more

c5 ‘were you hospitalized for these problems? NO
[F ¥ES, STOP HEEE AND CIRCLE YES 1N MANIC EPIS0DDE FOR THAT TIME FRAME.

c6 Did these symptoms cause significant problems at home, at work, socially NO
in your refationships with others, at schood or in some other important way 7
ARE €3 SUMNMARY AND C5 AND C6 CODED YES AND ETTHER €43 or b or ¢ CODED YES?

oR

ARE C3 SUMMARY AND C4c AND C6 CODED YES AND 15 €5 CODED NO?

SPECIFY IF THE EPISODE 15 CURRENT AND // OR PAST.
ARE €3 SUMMARY AND C5 AND C6 CODED MO AND EITHER C4b OR CAC CODED YES?
oR

ARE C3 SUMMARY AND C4b AND ©6 CODED YES AND 15 C5 CODED NO?

SPECIFY iF THE EPtSODE |5 CURRENT AND / OR PAST.

ML 5.0.0 [January 1, 2008) q

Past Episode
YES MO YES
YES MO YES
¥ES MO YES
YES MO YES
[ ) a
O 0
[ | m |
¥ES MO YES
¥ES HO YES
NO YES
MANIC EPISODE
CURRENT i |
PAST jm |
NO YES
HYPOMANIC EPISODE
CURRENT m |
PAST a

109



ARE €3 SUMMARY AND C4a CODED YES AND |5 C5 CODED NO? N0 YES

HYPOMANIC SYMPTOMS
SPECIFY IF THE EFS00E 15 CURRENT AND / OR PAST. B a
PAST O

c7 a) IF MANIC EPISODE IS POSITIVE FOR EITHER CURRENT OR PAST ASK:
Did you have 2 or more manic episodes (C4c] in your fetime (induding the current episode if presant)? NO YES

b} IF HYPOMAMNIC EPISDDE 15 POSITIVE FOR EITHER CURRENT OR PAST AS:
Did you have 2 or more hypomanic EPISODES (Cab) in your [fetime {including the current episoda)? ND  YES

c} IF PAST "HYPORMANIC SYMPTOMS" |5 CODED POSITIVE ASK:
Cid you have 2 or more episcdes of hypomanic SYMPTOMS (C4a) in your lifetime
|including the current episode if present]? NO  YES

M.LM.L 6.0.0 {Januzry 1, 2008} 10
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0. PANIC DISORDER

{mb MEANS © CIRCLE NO N D5, DE AND D7 AND SKIP TO E1)

-
D1 Have you, on more than one occasion, had spells or attacks when you suddenly MO YES
feit anxious, frightened, uncomfortable or uneasy, even in situations where most
people would not feel that way?
-
Did the spalls surge to a peak within 10 minutes of startmg? NO YES
-
D2 At any time in the past, did any of those spells or attacks come on unexpactedly MO YES
o ooour in an unpredictable or unprovoked manner?
D3 Have you ever had one such attack followed by a month or more of persistent MO YES
concern about having another attack, or worries about the consequences of the attack -
or did you make a significant change in your behavior because of the attacks (e.g., shopping
only with a companion, not wanting to leave your house, visiting the emargency
room repeatedly, or seeing your doctor more frequently because of the symptoms)?
o4 During the worst attack that you can remember:
Did you have skipping, raang or pounding of your heart? MO YES
Did you have sweating or dammy hands? MO YES
‘Were you trembling or shaking? N0 YES
Did you have shortness of breath or difficulty breathing? MO YES
Did you have a choking sensation or a lump in your throat? N0 YES
Did yiou hawe chest pain, pressure or discomfort? NO YES
Did you have nausea, stomach problems or sudden diarrhea? MO YES
Did you feal dizzy, unsteady, lightheaded or faint? MO YES
Did things around you feel strange, unreal, detached or unfamiliar, or did MO YES
you feel outside of or detached from part or all of your body?
D you fear that you were losing control or going crazy? MO YES
D you fear that you were dying? MO YES
Did yiou hawe tingling or numiness in parts of your body? MO YES
Did yiou hawve hot flushes or chills? MO YES
D5 ARE BOTH D3, AND 4 OR MORE D4 ANSWERS, CODED YES? NO YES
IF¥ES TO D5, SKIP TO D7 PR OSSR
LT
(] IF D5 = MO, ARE ANY [ ANSWERS CODED YES? MNO YES
THEN SKIPTO E1. LTI FrMPTOM
AT T LA
M.LM.L 5.0.0 (January 1, 2009) 11
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In the past maonth, did you have such attacks repeatedly (2 or more), and did you have MO YES
persistent concern abowt having another attack, or worry about the consequences PAMIE DHSORDIR
of the attacks, or did you change your behavior in any way because of the attacks? CORRINT
E. AGORAPHOBIA
Do you feel anmious or uneasy in places or situations where help might not be available
or escape might be difficult, like being in a crowd, standing in a line (queus), when you
are alone away from home or alone at home, or when orossing a bridge, or traveling
in a bus, train or car or where you might have a panic attack or the panic-like NO YES
symptoms we just spoke albout?
IFE1 =NO, CIRCLE MO IN E2
Do you fear these situations so much that you avoid them, or suffer NO YES
through them, or need a companion to face them? AGOBAMEA
CLRETwT
15 E2 |CURRENT AG0RAPHOBLA) CODED YES NO YES
o PANIC DISORDER
15 D7 (CURRENT PANIC DISORDER] CODED YES? with Agoraphobia
CLURRENT
15 E2 {CURRENT AGORAPHOBIA) CODED MO NO YES
= PANIC DISORDER
I5 D7 {CURRENT PANIC DISORDER) CODED YES? without Agoraphobia
CLURRENT
5 E2 [CURRENT AGDRAPHOBIA) CODED YES NO YES
and AGORAPHOBIA, CURRENT
I5 DS [PANIC DISORDER LIFETIME] CODED NO? wnmf‘" r?smﬂ" of
Panic Disorder

MLLMLL 5.0.0 [Januzry 1, 2008) 12
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F. SOCIAL PHOBIA |Social Anxiety Disorder)

{wb MEANS - GO TO THE DIAGNOSTIC BOX, CIRCLE MO AND MOVE TO THE MEXT MODULE)

In the past month, did you have persistent fear and significant anxiety at being watched,

-
MO YES

being the focus of attention, or of being humiliated or embarrassed? This includes things like

speaking in pulbdic, eating in public or with others, writing while someons watches,
or being n social situations.

F2

F3

Fa

Is this social fear excessive or unrezsonable and doas it almaost always make you anxicus?

Dwo yiou fear these social situations so much that you avoid them or suffer
through them maost of the time?

YES

gE¢ g

YES

Do these social fears disrupt your normal work, school or social functioning or cause
you significant distress?

SUBTYPES

Do you fear and avoid 4 or more sodial situations?

IfYES Generalived social phobia [social anety disorder)

If MO mon-generalized social phobia |social avaety disorder)

EXAMPLES OF SUCH SOCIAL SITUATIONS TYPICALLY INCLUDE
INITIATING OR MAINTAINING A CONVERSATION,
PARTICIPATING IN SMALL GROUPS,

DATING,

SPEAKING TO AUTHORITY FIGURES,

ATTEMDING PARTIES,

PUBILIC SPEAKING,

EATING IN FRONT OF OTHERS,

URINATING IN & PUBLIC WASHROOM, ETC.

MOTE TO INTERVIEWER: PLEASE ASSESS WHETHER THE SWBIECT'S FEARS ARE RESTRICTED TO
MON-GEMERALITED | "OHLY 1 OR SEVERAL") SOCIAL SITUATIONS OR EXTEND TO GENERALIZED

([ “MIOET") SOCIAL SITUATIONS. “MOST" SOCIAL SITUATIONS 15 USLALLY OFERATIONALIZED TO
BAEAN 4 OR MDRE 300IAL SITUATIONS, ALTHOUGH THE DEM-1'v DOES NOT EXPUCITLY STATE
THIS.

MO YES
SOCIAL PHOBIA

[Social Anxiety Disorder]
CURRENT

GENERALIZED m |

MON-GEMERALZED [

MLLMN.L, 5.0.0 {fanuary 1, 2009} 13
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G. OBSESSIVE-COMPULSIVE DISORDER

[w MEANS: GO TO THE DIAGNOSTIC BON, CIRCLE NO AND MOVE TO THE MEXT MODULE)

Gl

in the past month, have you been bothered by recurrent thoughts, mpulses, or

images that were unwanted, distasteful, inappropnate, intrusrve, or distressing? -
{For example, the idea that you were dirty, contaminated or had germs, or fear of

contaminating othears, or fear of harming someone even though it disturbs or distresses
wou, or fear you would act on some impulse, or fear or superstitions that you would

be responsible for things going wrong, or obsessions with sexual thoughts, images
or impulses, or hoarding, collecting, or religious obsessions. |

(D0 NOT ICLUDE SAMFLY ENCESSHE WORRIES ABOUT REALLIFE PROBLEMSE. DO NOT

IMCLUE DESESSI0NS DIRECTLY RELATED T EATING CHSORDERS, SEXLIAL CEVIATIONS,
FATHOLOGICAL SAMBLUNG, OF ALCOHOL OF DRLIG AELUSE BECAUSE THE FATIENT MAY
DERNE PLEASURE FROM THE ACTIVITY AND BASY VWANT TO RESST ITOMLY BECALSE OF
TS HEGATIVE CONSE0UIENCES. |

NO YES

SKIF TD G4

&3

Did they keep coming back into your mind even when you tried to ignore or
get rid of them?

Do you think that these obsessions are the product of your own mind and that
they are not imposed from the outside?

HO YES

4

SKIP TD G4

MO YES
S

in the past month, did you do someathing repeatedly without being able o
resist doing it, fike washing or deaning excessively, counting or checking
things ower and ower, or repeating, collecting, arranging things, or other
superstitious rituals?

1563 OR G CODED YES?

At any point, did you recognize that either these ohsessive thoughts or these
compulsive behawiors were excessive or unreasonable?

In the past month, did these obsassive thoughts and/or compulsive behaviors
significantly interfere with your normal routine, your work or school, your usual
social activities, or relationships, or did they take more than one hour a day?
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H. POSTTRAUMATIC STRESS DISORDER

{me MEANS : GO TD THE DIAGNOSTIC BOX, CIRCLE NO, AND MOVE TO THE NEXT MODULE]

-
H1 Hawe you ever experienced or witnessed or had to deal with an extremely traumatic (] YES
event that included actual or threatened death or serious injury to you or someonz else?
EXARMPLES OF TRAUMATIC EVENTS INCLUDE: SERIOUS ACCIDENTS, SEMUAL OR PHYSECAL
ASSAULT, A TERRORIST ATTACK, BEING HELD HOSTAGE, KIDNAPPING, FIRE, DISCOVERING
A BODY, \WAR, DR NATURAL DISASTER, WITNESSING THE VIOLENT DR SUDDEM DEATH OF
SOMEDNE CLOSE TD ¥OU, OR A UIFE THREATEMING ILLNESS.
-
H2 Did you respond with intense fear, helplessness or horror? WO YES
-
H3 Cwring the past month, have you re-experienced the event in 2 distressing way ] YES
{such as in dreams, intense recollections, fiashbacks or physical reactions) or did you
hawe intense distress when you were reminded about the event or exposed to a similar event?
Ha In the past month:
Have you avoided thinking about or talking about the event 7 [ lu] YES
Have you avoided activities, places or people that remind you of the event? MO YES
Hawe you had trouble recalling some important part of what happened? [ n] YES
Have you become much less interested in hobbies or socal actities? MO YES
Have you falt detached or estranged from others? MO YES
Have you noticed that your feelings are numbed? [ u] YES
Have you felt that your life will be shortened or that you will die sooner than other people? 8] YES
-
ARE 3 OR MORE HA ANSWERS CODED YES? NO YES
H5 In the past month:
Hawe you had difficulty sleeping? [ n] YES
‘Were you especially irritable or did you have outbursts of anger? MO YES
Have you had difficulty concentrating? MND YES
\Were you nervous of constanthy on your guard? [ 1n] YES
‘Were you easily startled? ] YES
»
ARE 2 OR MIORE H5 ANSWERS CODED YES? MO YES
NO YES
HE& During the past month, have these problems significantly interferad with POSTTRAUMATIC
wour work, schoel or social activities, or caused significant distress? STRESS DISORDER
CURRENT
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I. ALCOHOL DEPENDENCE / ABUSE

{me MEANS: GO TO DAGNOSTIC BOXES, CIRCLE MO IN BOTH AND MOVE TO THE NEXT MODULE]

-
1 In the past 12 months, have you had 3 or more alcoholic drinks, - within a NO YES
3 hour period, - on 3 or more occasions?
12 In the past 12 months:
& Did you need to drink & lot more in order to get the same effect that you got when you first NO YES
started drinking or did you get much less effect with continued use of the same amount?
b when you cut down on drinking did your hands shake, did you sweat or feel agitated? Did NO YES
wou drink to avoid these symptoms {for example, "the shakes", sweating or agitation)
or to avoid being hungover?
IFYES 1O ANY, CODE YES.
¢ During the times when you drank alcohol, did you end up drinking more than MO YES
you planned when you started?
d Hawe you tried to reduce ar stop drinking alcohol but failed? NO YES
e On the days that you drank, did you spend substantial time in obtaining NO YES
alcohod, drinking, or in recovering from the effects of alcohol?
f  Did you spend less time working, enjoying hobbies, or being with others nO YES
because of your drinking?
g If wour drinking caused you health or mental problems, NO YES
did you still keep on drinking?
ARE 3 OF MORE 12 ANSWERS CODED YES? MO ‘I"ES*
IFYI?_,S!C!F‘ |13 QUESTIONS AND GO TO NEXT MODULE. " DEPENDENCE PREEMPTS ALCOHOL DEPENDENCE
ABUSE" IN D5 I TR, CURREMT
13 In the past 12 months:
8 Hawe you been intoxicated, high, or hungover more than once when you had other NO YES
responsibilities at school, at work, or at home? Did this cause any problems?
[CODE YES ORLY I THIS CALBED PROBLEMA. )
b weres you mtoxicated more than once in amy situation where you were physically at risk, MO YES
for example, driving & car, niding a motorbike, using machinery, boating, etc.?
©  Did you have legal problems more than once because of your drinking, for example, NO YES
an arrest or disorderhy conduct?
d i your drinking caused problems with your family or other people, MO YES
did you still keep on drinking?
M.LMLL 5.0.0 [Januzary 1, 2009} 16
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ARE 1 OR MORE I3 ANSWERS CODED YES?

M.LMLL 6.0.0 [fanuary 1, 2009}
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NO YES

ALCOHOL ABUSE
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1. SUBSTANCE DEPENDENCE / ABUSE [NON-ALCOHOL)

[ MEANS - GOTO THE DIAGNOSTIC BOXES, CIRCLE MO 1N ALL DIAGNOSTIC BOXES, AND MOVE TO THE NEXT MODULE)

i

Hmiimmmslwwnfren&m you a list of street drugs or medicnes.

»
a Inthe past 12 months, did you take any of these drugs more than once, e} YES

to gt high, to feel elated, to get “a buzz” or to change your mood?

2

d Hawve you tried to reduce or Stop KN (uewe or o J pav ceds speces) but failed?

e On the days that you used {meawe o pawd [ el ase seecren), did you spend substantial

EIRELE EALH s TAREN.
stimulants: amphetamines, "speed"”, crystal meth, “crank”, “rush”, Dexedrine, Ritalin, diet pills.

Cocaine: snorting, IV, freebase, crack, "speadball”.

Marcotics: heroin, morphing, Dilaudid, opium, Demerol, methadone, Darvon, codeine, Percodan, Vicoden, OxyContin
Halludnogens: LD ["acd"), mescaline, peyote, psilocybin, 5TP, "mushrooms”, “ecstasy”, MDA, MDMA
Phencyclidine: PCP ["Ange! Dust”, "Peace Bill", “Trang”, “Hog”), or ketamine [“specizl K]

Inhalants: "glue®, ethyl chlonde, “rush”, nitrous oxide ("laughing gas"), amyl or butyl nitrate [“poppers").

Cannabis: marijuana, hashish [“hash"], THC, "pot®, "grass”, "weed", "resfer”.

Tranquilizers: Quaalude, Seconal ("reds"), valium, Xanax, Librium, Ativan, Dalmane, Haldon, barbiturates,

Miltown, GHE, Roofinol, “Roofies”.

Miscellaneous: steroids, nonprescription sleep or diet pills. Cough Medicne? Any others?

AFECHY THE MCET LED DS ]:

WEBCH [NRLIGS] CALISE THE BIGELEST PROBLEMET:

FIRST EXPLORE THE DRUIG CALPINIG THE BIGSEST PROBLENS AND MOST LKLY 10 MEET DEPENDENCE [ ADUSE CRITERIA.

IF MEETS CRITERS FON ASLIE O DEPEMDENCE, S0IF 10 THEMEXT MOULLE. OTHENWISE, EXFLOSE THE NEXT SMOST FROBLEMATIC DRLIG,

Considering your use of [kase e onue J ceus cass secren, in the past 12 months:

a8 Have you found that you needed to use much more s of e f oeis e SEECTED) NO YES

to get the same effect that you did when you first started taking it?

b wWhen you reduced or stopped Using (M of bai / B coas siecten|, did you hawve MO YES

withdrawal symptoms (aches, shaking, fever, weakness, diarrhea, nausea, sweating,
heart pounding, difficulty sleeping, or feeling agitated, anxious, irmitable, or depressed)?
Did yous use any drugls) to keep yourself from getting sick [withdrawal symptoms) or so
that you would feel better?

[F YES TO EITHER, CODE YES.

Have you often found that when you used {rae of peus / paus coes oo, MO YES
wou endad up talking more than you thouzht you would?

g

YES

g

YES
time {2 wouss ), obtaining, using or in recovering from the drug, or thinking about the drug?

Did you spend less time working, enjoying hobbies, or being with family MO YES
or friends because of your drug wse?

E I [wamE oF miuo f o coass secieten) caused you health or mental problems, MO YES

diid you still keep on using it?
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ARE 3 OR MORE J2 ANSWERS CODED YES?

SPECIFY DELAG(S):

" IF ¥ES, SKIP 13 GUESTIONS, MOVE TO NEXT DISORDER.

“DEPENDEMCE PREEMPTS ABUSE" [N DSM IV TR

Considering your use of [mame mit ohus cass seikctin), in the past 12 months:

13 @ Have you been intoxicated, high, or hungover from [mam or bus / onus s seiscrin)
more than once, when you had other responsibilities at schoal, at work, or at home?
Did this cause amy problem?
|CODE YES ONLY IF THiS CAUSED PROBLEMS.)

b Have you been high or intoxcated from (e o pavy / pave cosss sEcTEs)

maore than once in any situation where you were physically at risk {for example,
driving a car, riding a motorbike, using machinery, boating, etc_}?

c Did you have legal problems more than once because of your drug use, for example,
an arrest or disorderly conduct?

d OF [sameos prua ) oeo ciass stuieren) @used problems
with your family or other people, did you still keep on using it?
ARE 1 OR MORE J3 ANSWERS CODED YES?

SPECIFY DRUG|S):

M.LM.I. 5.0.0 {January 1, 2009} 19

NO YES ¥

SUBSTANCE DEPENDENCE
CURRENT

WO ¥ES

WO YES

MO YES

SUBSTANCE ABUSE
CURRENT
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K. PSYCHOTIC DISORDERS AND MOOD DISORDER WITH PSYCHOTIC FEATURES

At PO AN EXAMPLE OF EACH GUESTICN ARSWIRED POSITIVELY. CODE VES ORLY i THE EXAMPLES CLERRLY SHOW & DETORTION OF TisOUdsiT ai OF PERCEFTION O I THEY ASE NOT
CLETURALY APFROPIZATE. BEFORE CODING, INVESTIGATE WHITHER DELUSONS QUALITY &4 "BEARRE™.

DELLSIONS SAE "SIZARRE" F1 CLEANLY IMPLAUSISLE, ARSLID, KOT UNDERSTANOABLE, AND CARNOT DERIVE FROM ORDBMARY LIFE EXPERIERCE.

FALLLICIHATIONS ARE SCCRED "RIEAARE" IFZ & VOKE COMBENTS OH THE PERSON™S THOUGHTS 00 BEHAVCH, OR WHEK TWO OF MORE WHLES SRE CORVERSING WITH EACH OTHEN,
THE PUBFCSE OF THIS MODULE B 10 EXCLUDE PATIENTS WITH PEACHOTIC DEGRDERS. THE MODULE MEEDS FEXPENENCE.

K1

Mo | am going to ask you about unusual experiences that some people have.

Hawe you ever believed that people were spying on you, or that someone
was plotting against you, or trying to hurt you?

NOTLE At FON EXAMPLES T RULE OUT ACTLAL STALKNG.

IF YES DR YES BIZARRE: do you currently believe these things?

Hawe you ever believed that someone was reading your mind or could hear
wour thoughts, or that you could actually read someone’s mind or hear what
another person was thinking?

IF YES OR YES BIZARRE: do you currently believe these things?

Hawe you ever believed that someone or some force outside of yourself
put thoughits in your mind that were not your own, or made you actina
wiay that was not your usual seif? Have you ever felt that you were
possessed?

CLMICIARC A%E POR EXAMMES AMD DECOUNT ANY THAT ARE MOT PRYOHUTC

IF YES OR YES BIZARRE: do you currently believe these things?

Hawe you ever believed that wou were being sent special messages through
the TV, radio, newspapers, books or magazines or that a person you did not
personally know was particularly interested in you?

FF YES OR YES BIZARRE: do you currenty beleve these things?

Hawe your relatives or friends ever considered any of your beliefs odd

of unusual?

TNTEAE SR 250 P On EXAMPLEL. OWLY DOGE TES 0 Tht EXAMPLES AR CLERRY

DELLSIOAAL IS HOTT E0R DRED [W OUESTIONS K1 TO K2, FOA EXAMPLE, SORMATIC 0N REC GO
DELLSIONS OF DELLISAORS OF GRAMDIISTTY, EALCUSY, GUILT, NLIN O DESTITUTION, ETC.

IF YES OR YES BIZARRE: do they currently consider your beliefs strange?
Hawe you ever heard things other people couldn't hear, such as voices?

IF YES TO VOICE HALLUCINATION: \Was the voice cormmenting on your
thoughts or behavior or did you hear two or more voices talking to each other?

IF YES OR YES BIZARRE TO K6a: have you heard sounds / voices in the past month?

IF YES TO VOICE HALLUCINATION: Was the voice cormmenting on your thoughts
or Behavior or did you hear two or more voices talking to each other?

MLLMN.IL 5.0.0 {fanuary 1, 2009) 20
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K7 & Haveyou ever had visions when you wera awake or have you ever seen things
other people couldn't see?

CLIMICIANT CHECK 10 S5 1F Tttt Al CULTURALLY I APPROPIATE.
b EFYES: have you seen these things in the past month?
CLUMNICIAN'S JUDGMENT

KE b ISTHE PATIENT CURRENTLY ENHIBTING INCOHERENCE, DISORSAMZED
SPEECH, OR MARKED LOOSEMING OF ASSOCIATIONS?

Ko b ISTHE PATIENT CURRENTLY EXHIBITING DISORGANIZED OR CATATONIC
BEHAVIOR?

Ki0 b ARE NEGATIVE SYMPTOMS OF SCHIZOPHRENIA, E.G. SIENIFICANT AFFECTIVE
FLATTENING, POVERTY OF SPEECH [ALDGIA) OR AN INABILITY TO INITIATE
OF PERSIST IN GOAL-DIRECTED ACTIVITIES {AVOLITION], PROMINENT DURING
THE INTERVIEW?

K1l @ ARE1 QR MORE « 3 » QUESTIONS FROM K1a TO K7a CODED YES DR YES BIZARRE
AMND IS5 EMTHER:

MAJDR DEPRESSIVE EPSDDE, (CURRENT, RECURRENT OR PAST)
on
MANIC OR HYPOMANIC EPESODE, (CURRENT OR PAST) CODED YES?

IFHOTO K11 &, CIRCLE MO IN BOTH "MOOD DISORDER 'WITH PSWCHOTIC
FEATURES' THAGMNOSTIC BOXES AND MOVE TO K13,

b vou told me earlier that you had period(s) when you felt |depressed,high/persistently
irritable).

Wwere the beliefs and experiences you just described (swmimoms cooes ves ieow K13 10 K7a)
restricted exdusively to times whan you were fealing depressed/high/irritabla?

IF THE PATIENT EVER HAD A PERIOD OF AT LEAST 2 WEEKS OF HAVIMNG THESE BELIEFS OR
EXPERIENCES [PSYCHOTIC SYMPTOMS] WHEN THEY WERE NOT DEPRESSED/HIGH/ IRRITABLE, CODE
NOTO THIS DIS0RDER.

IF THE ANSWER I5 MO T THIS DISORDER, ALS0 CIRCLE NO TO K12 AND MOVETO K13

K12 & ARE 10RMNORE «b » QUESTIONS FROM K1b TO K7h CODED YES OR YES BIZARRE AND |5
ESTHER:

MEOR DEPRESSIVE EPISODE, (CURRENT)
oi
MANIC OR HYPOMANIC EPISODE, {CURRENT) CODED YES?

IF THE AMSWER IS ¥ES TO THIS DISORDER (LIFETINGE OR CURRENT), CIRCLE NO TO K13 AND K14 AND
MOVE TO THE NEXT MODRULE.
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LIFETIME

MO YES

MOOD DISORDER WITH
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CURRENT
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K13 ARE 1 ORMORE « b » QUESTIONS FROM Kib TO K6b, CODED YES BIZARRE?
o

ARE 2 OR MORE 1 b » QUESTIONS FROM K1b TO K10k, CODED YES |RATHER THAN YES
BIZARRE]?

AMND D4D AT LEAST TW/O OF THE PSYCHOTIC SYMPTOMS OCCUR DURING THE SAME 1 MONTH
PERIOD?

K14  I5K13 CODED YES
oR
ARE 1 OR MORE = 3 » QUESTIONS FROM K12 TO K6a, CDDED YES BIZARRE?
ol
ARE 2 DR MORE o 3 » QUESTIONS FROM kia TO K73, CODED YES (RATHER THAN YES BIZARRE)

AND DiD AT LEAST TWO OF THE PSYCHOTIC SYMPTOMS QCCUR DURING THE SAME 1 MONTH
PERIOD?

M.LMLL 5.0.0 [January 1, 2008) 79
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PSYCHOTIC DISORDER
CURRENT

MO YES

PSYCHOTIC DISORDER
LIFETIME

122



L. ANOREXIA NERVOSA

{ml MEANS © GO TO THE DIAGNOSTIC BOX, CIRCLE MO, AND MOVE TO THE NEXT MODULE)

L1 & How tall are you? D“DD“‘L
I [

b. What was your lowest weight in the past 3 months? I:I D [:Iﬂn
I
»
C I5PATIENT'S WERGHT EQUAL TO OR BELOW THE THRESHOLD CORRESPONDING TO MO YES
HIS / HER HEIGHT? [SEE TABLE BELOW]
in the past 3 months:
-
Lz In spite of this low weight, have you tried not to gain weight? NO YES
L3
Have you intensaly feared gaining weight or becoming fat, even though yvou were underweight? NO YES
L4 & Haveyou considered yourself too big [/ f2t or that part of your body was too big / fat? MO YES
b Has your body weight or shape greatly influenced how you felt about yoursai? [[a] YES
c Have you thought that your current low body weight was normal or excessive? MO YES
-
L5 LRE 1 OR MORE ITEMS FROM LS CODED YES? MO YES
]
L& FOR WOMEN ONLY: During the last 3 months, did you miss all your menstrual WO YES
periods when they were expected to oocur (when you were not pregnant)?
MO YES
FOR WOMEN: ARE L5 AND L6 CODED YES?
5 ANDREXIA NERVOSA
FOR MEN: 15 L5 CODED YES? CURRENT

HEMGHT J WEIGHT TABLE conmisomping 1o 4 BMI THRESHOLD oF 17.5 kafs’

Height,"Weight

ffin 40 4100 A1 50 51 5% 55 55 57 5B 5'0 510
[ | B4 a7 8 a2 o5 o9 102 105 108 1z 115 118 122
on 145 147 150 152 155 158 160 163 165 168 170 173 175 176
kgs 37 36 38 41 42 43 45 46 48 42 51 52 54 55
HeightWeight

fin 511 6D 51 ‘2 63

be 135 129 132 136 140

on 180 183 185 188 191

kes 57 58 &0 62 6

The weight thresholds shove are Gloutated using 2 body mass index [BMI} equal to or below 17.5 kg/m” for the patient’s height. This is the
threshold guideline below which 3 person is deemed underseight by the DSM-V and the ICD-10 Diagnestic Criteriz for Research for Anorexia
Mervosa.
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M. BULIMIA NERVOSA

[m MIEANS - GO TO THE DUAGMNOSTIC BOXES, CIRCLE MO 1M ALL DIAGMOSTIC BOXES, AND MOVE TO THE MEXT MODULE]

-
M1 in the past three months, did you have eating binges or times when you ate MO YES
a wery large amount of food within a 2-hour period?
s
M2 In the last 3 months, did you have eating binges as often as twice a week? NO YES
-
M3 During these binges, did you fesl that your eating was out of control? NO YES
-
M2 Did you do anything to compensate for, or to prevent a weight gain from these NO YES
binges, like vomiting, fasting, exercising or taking laxatives, enemas, diuretics
|ftuid pills), or other medications?
-
MS Does your body weight or shape greatly influence how you feel about yourself? N0 YES
MBE DO THE PATIENT'S SYMPTOMS MEET CRITERIA FOR ANOREXIA NERVDSAT MO YES
L
Skip to ME
M7 Do thess binges occur only when you are undear | bs./kgs.])? WO YES
INTESEWER: WRITE K THE SBOVE PASENTHESE THE THRESHOLD WEIHT FOR T PATIENT S
HERGHT FROM THE BESGHT ) WIRIGHT TABLE i THE AMORERIA NERVOSR WMODILE,
MO YES
KB 15 WIS CODED YES AND IS EITHER MG OR M7 CODED MO?
BULIMIA NERVDSA
CURRENT
5 M7 CODED YES? NO YES
ANOREXIA NERVOSA
Binge Eating/Purging Type
CURRENT
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N. GENERALIZED ANXIETY DISORDER

= MEANS : GO TO THE DIAGNOSTIC BOX, CIRCLE NO, AND MOVE TO THE MEXT MODULE]

»
M1l a \Were you excessively aneious or worried about several routing things, NO YES
ower the past 6 months?
IN ENGLISH, IF THE PATIENT 1S UNCLEAR ABOUT WHAT YOU MEAN, PROBE
BY ASKING Do others think that you are a “worry wart”) AND GET EXAMPLES.

-
b Are these andeties and worries present most days? O YES
»
ARE THE PATIENT'S ANKIETY AND WORRIES RESTRICTED EXCLUSIVELY MO YES
T, OR BETTER EXPLAINED BY, ANY DISORDER PRIOR TO THIS POINT?
-
Nz Do you find it difficult to control the wornes? MO YES
N3 FOR THE FOLLOWING, CODE NO IF THE SYMPTOMS ARE CONFINED TO
FEATURES OF ANY DISORDER EXPLORED PRIOR TO THIS POINT.
When you were anxious over the past 6 months, did you, most of the time:
a Feel restless, keyed up or on edge? MO YES
b Have muscle tension? NO YES
c Fesl tired weak or exhausted easiy? MO YES
d Have difficulty concentrating or find your mind going blank? (L] YES
e Feelimitable? NO YES
f Have difficulty sleeping [difficulty falling asleep, waking up in the middle MO YES
of the night, early morning wakening or sleeping excessively]?
-
&RE 3 OR MORE N3 ANSWERS CODED YES? MO YES
N4 Do these anxieties and worries disrupt your normial work, school or HO YES
social functioning or cause you significant distress?
GENERALIZED ANXIETY
DISORDER
CURRENT
0. RULE OUT MEDICAL, ORGANIC OR DRUG CAUSES FOR ALL DISORDERS
IF THE PATIENT CODES POSITIVE FOR ANY CURREMNT DISORDER ASK:
Just before these symptoms began:
Ola  Were you taking any drugs or medicines? Omxe Oves O uUncertzin
oib  Did you have any medical iliness? Ono Oves O uUncertzin
b THE CLMIOAR S IUDGMENT: 08 EITHER oF THESE LIKELY PO B DIMECT CALISES OF THE PATIENT S DestisEn?
W RS AN AS SDDITHAAL OPEM-ERDED GLIETTIONS.
02  SUMMARY: HAS AN ORGANIC CAUSE BEEN RULED DUT? Omue OvYes O uUncertain
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Pl

P2

P. ANTISOCIAL PERSONALITY DISORDER

= MEANS : G0 TO THE DIAGNOSTIC BOX AND CIRCLE MO
Before you were 15 years old, did you:
repeatedly ship school or run away from home overnight?
repeatedly lie, cheat, "con” others, or steal?
start fights or bully, threaten, or intimidate others?
defiberately destroy things or start fires?
deliberately hurt animals or people?
force someone to have sex with you?
ARE 2 OR MORE P1 ANSWERS CODED YES?

D0 NOT CODE ¥ES TO'THE BEHAVIORS BELOW IF THEY ARE EXCLUSIVELY
POLUTICALLY OR REUGIOUSLY MOTIVATED.

Since you were 15 years old, have you:
repeatedly behaved in a way that others wiould consider irresponsible, like

failing to pay for things you owed, deliberately being impulsive or deliberately
not working to support yourself?

done things that are illegal even i you didn't get caught [for example, destroying
property, shoplifting, stealing, seliing drugs, or committing a felomy)?

been in physical fights repeatedly {induding physical fights with your
spouse or children)?

often lied or "conned” other people to get money or pleasure, or lied just
for fun?

exposad others to danger without caring?

falt no guilt after hurting, mistreating, lying to, or stealing from others, or
aftier damaging property?

ARE 3 OR MORE P2 QUESTIONS CODED YES?

( THIS CONCLUDES THE INTERVIEW j

M.LM.L 6.0.0 [Januzary 1, 2009) 6
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Farsi/Persian

Finnish M. Hedciinen, M. Lijestrém, 0. Tuominen

French ¥. Lecrubier, E Weiller, L. Borors, P. Amorim, LP. Legine

German L. w. Denffer, M. Ackenheil B. Dietz-Baver

Gresk 5. Beratis

Gujarati

Hebrews 1. Zohar, ¥. Saszon

Hiredi

Hunpazrian L. Batker, J. Balaz

be=tandic

kalian I. Bonors, L Conti, M. Piccinelli, M. Tansellz, G. Cazsano,
¥. Lecrubser, P. Donda, E. Weiller

lapanese
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H. Banerjee, A Banerjee

P. Armorim

L Carroll, ¥-1. Lee, Y-5. Chen, C-C. Chen, C-¥._ Liu,
C-K. Wy, H-5 Tang, K-D. Juang, Yan-Ping Zheng

P. Sulasky

P. Bech, T. Schiftze

I ¥an ¥het, H. Leroy, H. van Megen

Ot Sheshan, B. Baker, 1. Janavs, K. Harmett-Sheshan,
M. Sheehan

1. Shlik, A Aluoja, E Khil

K. Khoashabi, & Zomorod

M. Heikkiner, M. Lijestrém, 0. Tuomiren

¥. Lecrubier, E. Weiller, P. Amorim, T. Herguetz

G, Stotz, B Distz-Bawer, M. Ackenhail

T. Calligas, 5. Beratis, GM Papidimitriou, T Matsoukzs
CR Soidatos

M. Patel, B. Patel, Organon

R Banda, L Levinson, A Sviv

€. Mittal, K. Batra, 5. Gambhir, Organon

I. Bitter, J. Balazs

LG Stefanzzon

L Conti, & Rossi, P. Donda

T. Otsubo, H Watarabe, H. Miyaoka. K. Kamijma,
1 Shinoda, K. Tanzks, V. Okajima
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Kanrada
Kprean
Latvian
Lithauzmian
Lugamda
Malayatam
Marzshi
MNorwegian
Polish
Portuguese
Punjzbi
Romarian
Ruszian

Serbian
Setowana
Siovenian
Spaniish

Swedizsh
Tamil
Teluzgu
Thai

Turkish
Urdu
Yiddizh

V. Janaws, ). fanaws, | Nagobads

G. Pedersen, 5 Blomboff
B, Masiak, E. fasizk
P. Amonim

L. Timotijevic

K. Eetlogetowe

M. Kocmur

L. Ferrando, |. Bobes-Garcia. 1. Gilbert-Raholz, ¥. Lecrubier

B, Waemn, 5. Anderzch, M. Humble

T. Ornek, & Keskiner, L Vahip

DOrzanon

K.5. Oh and Kprean Aczdemy of Anxiety Disorders
V. laravs, | Janavs

& Baceviciuz

WAN. Mubweziosal, H Agren

Orzanon

DOrzanon

K& Lefiones , U Mg, E. Mait, 5. Leganger

M. Masizk, E. Jasiak

P. Amorim, T. Guierres

& Gahuniz, 5. Gamibhir

0. Drig=

A Bystritsky, E. Selivra, M. Bystritsioy, L Shumyak,
M. Klisinzka

L. Timaotijevic

L Ferrandao, L Franco-Affonso, M. Soto, J. Bobes-
Garcia, 0. 5oto, L Franco, G. Heinze, C. Santana,
R Hidaizo

. Mizulznder. H. Agren M. Waern, A Brimse, M. Humble.

Drganon

Orzanon

P. Kittirattanapadboon, 5. Mahatnirnenkul, P. Udomrat,
P. !_i_ilp:kit.. M. Khamwongpin, 5. Srikossi.

T. Ornek, A. Kesiiner, A Enzeler
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The authors are grateful to Dr. Pauline Powers for her advice on the modules on Anorexia Nervesz and Bulimia.
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MOOD DISORDERS: DIAGNOSTIC ALGORITHM

Consult Modules: Major Depressive Episode
|Hypo) manic Episode

K Psychotic Disorders

Lol =

MODULE K-
1a I5K11bCODED YES? MO ¥YE5
ib 15 Ki2a CODED YES? MO YES

MODULES & and C: Current Past

i a CIRCLE YES IF A DELUSIOMAL IDEA 1S IDENTIFIED IN A3e? YES YES

b CIRCLE YES IF A DELUSIOMNAL IDEA IS IDENTIFIED IN C3a? YES YES

C Isa Major Depressive Episcde coded YES (current or past)?
and
is Manic Episode coded MO (current and past)?
and
is Hypomanic Episode coded MO (cwrrent and past)?
and
is "Hypomanic Symptoms" coded MO (cwrrent and past)?

specify:
» [f the depressive episode is orrent or past or both

* With Psychotic Features Current: 1f 1b or 2a {current] = YES
‘With Psychotic Features Past: if 1a or 2a (past) = YES

d 15 a Manic Episode coded YES (current or past)?
Specify:
» |f the Bipolar | Disorder is current or past or both

» \With Single Manic Episode: if Manic episode [current or past) = YES
and MDE (current and past) = ND

# 'With Psychotic Features Current: 1f 1bor 2a {current] or 2b [current) = YES
‘with Psychotic Features Past: if 1a or 2a [past) or 2b [past] = YES

» |f the most recent episode is manic, depressed,
mixed or hypomanic or unspecified [all mutually exdusie)

» Unspecified if the Past Manic Episode is coded YES AND
Current (C3 Summary AND Cd4a AND C6 AND 02] are coded YES
M.LM.L 6.0.0 [January 1, 2004) 79

MAMOR DEPRESSIVE
DNSORDER

current  past
MDD a a

with Psychotic Features
current (|
Past a

BIPOLAR ]
NSORDER

current past
Bipolar | Disorder a o
Single ManicEpisode @ 22

with Psychotic Features
Ccurrent o |
Past |
Most Recent Episode
Manic a
Depressed |
Mixed 8 |
Hypomanic a
Unspecified = |
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M.LM.L 6.0.0 [January 1, 2008}

15 Major Deprassive Episcde coded YES (ourrent or past]?
and

|5 Hypomanic Episode coded YES (current or past)?

and

Is Manic Episode coded MO (ourrent and past)?

Specify:
» |f the Bipodar Disorder is current or past or both

» If the most recent mood episode is hypomanic or depressed [mutually exclusiva)

s MDE coded NO |current and past)
and

Is Manic Episode coded NO [current and past)?
and is either:

1) C7b coded YES for the appropriate time frame?
or
2} C3 summary coded YES for the appropriate time frame?
m:nl:ided ¥ES for the appropriate time frame?

and
C7c coded YES for the appropriate time frame?

Specify if the Bipolar Disorder MOS is current or past or both

BIPOWLAR I
DISORDER

current past
Bipolar Il Disorder o o
Maost Recent Episnde

Hypomanic Q
Depressed 2

BiPOLAR
DISORDER NOS

current  past
Bipolar DisorderNOs O 0
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M.LN.L PLUS

The shaded modules below are additional modules available in the MiNI PLUS beyond what is available in the standard maiNI. The
un-shaded modules below are n the standard BB

These MINI PLUS modules can be inserted into or used in place of the standard MINI modules, as dictated by the specific needs of
any study.

MODULES TIME FRAME
A MARDR DEFRESSIVE EPISODE Current {2 wesks)
Fast
FeouTEnt
KOG ORI T T A, GEMDARL WTDHOAL COMTITION Current
Fast
FUMATARCE MNICED W (SOR DR Current
Fast -
MADE WITH MELANCHOU. FEATURES Current [2 wesks)
MIDE WITH ATYFICAL FEATURES Current {2 wesks|
MACE WITH CATATONIC FEATURES Current |2 wesks|
5 DYSTHYNA Currmnt [Fast 2 years|
Fast
C  SUBCIDALITY Current |Fast Month|
Rk Dlsw Qi sdiom 2 Hah
D MANIC EFISCOE Current
Fast
HYPORMANIC EPGODE Currem
Fast
BIFOLAR | DISORDER Qarent
Fast
BiFCLAR 1l TiSORDER Current
Fast
BIFCLAR DESORTER NOS Qurrent
Fast
LANIC ERSCDN DU 701 A GINERAL METHOAL CORIITION Current
Fast
WTPCRASAT FPISO0E TOE TO & GRARRAL METICAL CORCITION Currest
Fast
FRSTARCE IMCUCED AR FREDDD Current
Fast
BIRSTARCE INCLUTED HYPORARC [P0 Current
Fast
E PANIC DISORDER Curres [Fast bonkh|
Lifetime
ARNETY DEOROTA WITH PANIC ATTACKS DUE TO A Current
GEHEARL WEDRCAL CONTITION
RETARCE IREAITED AHNIETY CE08 [6R WITH PAMIC Current
ETIMOS
E AGORAFHOBLA Qurrent
& SOCIAL FHOBIA (Social Anxisty Disordar] Current {Fast Month)
H FPECFIC PHOEA Current
I DESESSWVE-COMPULSIVE DNSORDER Current [Fast Month}
T T TOA SN RAL METICAL CORTATION Current
SRESTARCE IRELCED OCD Current
1 POSTTRAUMAATIC STRESS DMSORDER Current [Fast Monkh)
E ALCOHOL DEFENDENCE Fast 12 Months
ALCOHOL DEFEMDENCE Lifetime
ALCOHOL ABAUSE Fast 12 Monihs
ALCDHOL ABRISE Lifstime
L SUSSTANCE DEPENDENCE |Nor-micohal| Fast 12 Monibs
SLESTANCE DEFENDENCE |Nor-aicohal| Lif=time
SUSSTAMCE ABUSE |W‘ruﬁ:\:‘l‘mﬂ Fast 12 Months

WllaPials Dulh | JITUT Y L, S0P Ji1
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FEE=wn

-

i

PEYCHOTIC DISORDERS

MIDOD DISORDER WITH PSYCHOTIC FEATURES
SCHZOFHAENIA

SCHEOAFFECTIVE DISORDER
SCHEOFHRENIFORM DISORDER

ERIEF PSYCHOTIC NSDADER

DELUGIONAL DSORDER

FEVCOTE DASOROEE TR 708 GERERAL METSCAL CORDETEN
BETANCT IMEARED FOAOTY DECRIEE

PEYCHOTIC DEORDER MOS

MDD D DIEORDER WITH PEYCHOTIC FEATURES
MIOICID DISORDER MOG
BAST8 EFRESSINT [HECHICN WTH FERCHOTH. FRATLRDS

EPOLAN | DECHIIER WITH POYCHOTIC FEATLIRES

AMORENLA NERVDSA

BUUMIA HERWOSS

BULINA MERVOLA FURGIMG TEPE

BULILA MEHVOSS RORPURGIRG TRE
ARCREN A MERYCSA, RINGE EATIRGTURGING TYPE
AHOREGA MENVOSS, BESTINCTING TPt
‘GENERALIZED ANWIETY DESORDER

CEMERALLFED AMMETY DEORDER DUE TO & GENERAL
WAEINCAL CORTATION

DMEORDER | Children/ Adolescents]
ATTENTRON DEFMIT,

ADIIETMENT DISORDERS:
PREMEENSTRLUAL DYSPHOREC CISDADER
MDD AMMIETY-DEPRESSNVE DISORDER

MULMLL 5.0.0 [January 1, 2000)

Current |Fast 5 Months)

Current

Qurresit
Lifetime

32
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APPENDIX 5

THE HAMILTON RATING SCALF FOR DEPRESSION

{to be administered by o health care professionall

Patients Mame

Date of Assessmeant

To rate the severity of depression in patients who are already diagnosed as depressed, administer this
guestionnaire. The higher the score, the more severe the depression.

For each item, write the correct number on the line next to the item. (Only one response per item}

1. DEPRESSED MOOD (Sadness, hopeless, helpless, worthlass!

0= Absent

1= These fesling states indicated only on guesticning

2= These fesling states spontanacusly reported varbally

3= Communicates feeling states non-verbally—i.e., through facial expression, posture,
vioice, and tendency to weep

4= Patient reports VIRTUALLY OMLY these feeling states in his spontaneous verbal and non-
verbal communication

2. FEELINGS OF GUILT

0= Abzent

1= Self reproach, feels he has let people down

2= |deas of guilt or rumination over past errors or sinful deeds
3= Present illness is a punishment. Delusions of guilt

4= Hears accusatory or denunciatory voices and/or experiences threatening visual
hallucinations

3. SUICIDE
0= Absent
1= Feals life is not worth living
2= Wishes he were dead or any thoughts of possible daath to self
3= Suicidal ideas or gesture
4= Attempts at suicide {any sericus attempt rates 4}

4. INSOMMIA EARLY

0= Mo difficulty falling asleep
1= Complains of occasional difficulty falling asleep—ice., more than 1/2 howr
2= Complains of nightly difficulty falling asleep

5. INSOMMNIA MIDDLE

0= No difficulty
1= Patient complains of being restless and disturbed during the night
2= Waking during tha night—any getting out of bad rates 2 (except for purposes of voiding)

sdaptod fram Hediung amd Viaweg, The Hamilton rating scale for depression, Journal of Oporatiomal Paechiatry, 1970 00020149 165-
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10,

INSOMMIA LATE

0= No difficulty
1= Waking in early hours of the morning but goss back to sleap
2= Unable to fall asleep again if he gets out of bed

WORK AND ACTIVITIES

0= No difficulty
1= :hggghts and feelings of incapacity, fatigue or weakness related to activities; work or
obbies

2= Losz of interest in activity; hobbies or work—either directly reported by patient, or
indiract in listlessness, indecision and vacillation (feels he has to push self to work or
activities)

3= Decrease in actual time spent in activities or decrease in productivity

4= Stopped working because of present illness

RETARDATION: PSYCHOMOTOR (Siowness of thought and speech; impaired ability
to concentrate; decreased motor activity}

0= Mormal speech and thought

1= Slight retardation at interview

2= Obvious retardation at interview

3= Interview difficult

4= Complete stupor

AGITATION

0= MNone

1= Fidgetiness

2= Playing with hands, hair, etc.

3= Moving about, can’t sit still

4= Hand wringing, nail biting, hair-pulling, biting of lips

ANXIETY (PSYCHOLOGICAL)

0= Mo difficulty

1= Subjective tension and irritability

2= Worrying about minor matters

3= Apprehensive attitude apparent in face or speach
4= Fears expressed without guestioning

ANXIETY SOMATIC: Physiological concomitants of anxiety, li.e., effects of autonomic
overactivity, “butterflies,” indigestion, stomach cramps, belching, diarrhea, palpitations,
hyperventilation, paresthesia, sweating, fushing, tramor, headache, urinary frequencyl.
Avoid asking about possibla medication side effects (i.e., dry mouth, constipation)

0= Abzent

1= Mild

2= Moderate

3= Severe

4= Incapacitating
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SOMATIC SYMPTOMS (GASTROINTESTINAL)

0= Mone

1= Loss of appetite but eating without encouragement from others. Food intake
about normal

2= Difficulty eating without urging from others. Marked reduction of appatite and
food intake

S5OMATIC SYMPTOMS GENERAL

0= None

1= Heaviness in limbs, back or head. Backaches, headache, muscle aches. Loss of energy
and fatigabifity

2= Any clear-cut symptom rates 2

GENITAL SYMPTOMS (Symptoms such as: loss of libido; impaired sexual performance;
menstrual disturbances)

0= Abzent
1= Mild
2= Severe

HYPOCHONDRIASIS

0= Mot present

1= Self-absorption (bodily)

2= Preoccupation with health

3= Frequent complaints, requests for help, stc.
4= Hypochondriacal delusions

LS5 OF WEIGHT
A. When rating by history:
0= No weight loss
1= Probably weight loss associated with present illness

2= Definite {according to patient) weight loss
3= Mot assassed

INSIGHT

0= Acknowledges being depressed and il

1= Acknowledges illness but attributes cause to bad food, climate, overwork, wirus, need
for rest, etc.

2= Denies being ill at all

DIURNAL VARIATION

A. Mote whather symptoms are worse in morming or evening. If MO diurnal variation, mark mone

0= Mo variation
I=Worse in AM.
2= Worse in EM.
B. When presant, mark the severity of the variation. Mark "Mome” if NO variation
0= None
1= Mild
2= Savere
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19. DEPERSOMNALIZATION AND DEREALIZATION (Such as: Feelings of unreality;
Mihilistic ideas}
0= Absent
1= Mild
2= Moderate
3= Severe
4= Incapacitating

20, PARANOID 5YMPTOMS

0= Mone

1= Suspicious

2= |deas of reference

3= Delusions of reference and persacution

Z1. OBSESSIONAL AND COMPULSIVE SYMPTOMS

0= Absent
1= Mild
2= Severe
Total Score
Presented as a service by
GlaxoWellcome
Gt Mdioee I
Pssah Triangie Park. NC 27705
Wirh s Wi IS o
2 1997 Claxo Wallcoma inc. &8 rights reserved. Frintad in USA. WELDSERD Fabruary 1997

136



APPENDIX 6

Hamilton Anxiety Rating Scale (HAM-A)

Reference: Hamilton M. The assessment of anxiety states by rating. Br ] Med Psychal 195%9;

31:50-55.

Roting Chnician-rated
Administrotion tdme 10-15 minutes

Main purtose To assecs the severity of symploms
of anxlety

Populstion Adults, adolescents and chifdren

Commentary
The HAM-A was one of the fire rating sales developed

o mezsure the severity of anxiety sympioms. and is sill
witely used enday in bath clinical and ressarch sestings.
The scale consists of 14 iems, euch defined by 2 series of
gymptoms, and mesares both pevchic anxiety (mental
amtation and peychologicl disires) and somanc anviey
{physical complainis related o anvety). Although the
HAM-A remains widely used a5 an poicome mesure n
dinicl trials, it has been criticized for s sometimes poar
zhility o discriminzie berwesn anvolyne and anddepres-
sani effeces, and somaiic anery versas somatic side
effecs.. The HAM-A does not provide any sandardizsd
probe questions. Diespite this. the reported levels of inger-
rater reliability for the scabe appear o be acceptable:

Scoring

Earh item = scored on a smale of § {not present) w4
{zevere}, with 2 total score ranpe of 056, where <17 indi-
cazes mild severizy, T8-24 mild m modersie severity and
353 moderate to severs

Versions
The srale has been transheed intee Canmase for China,

French and Spanish. An [VE version of the scals is avail-
ahle from Healtheare T-u:i'mliug E\'Sh:m.:.

Additional references

Maler W, Bufler B, Philipp M, Heuser L The Hamiloon

Anxiery Scales reliability, valdity and sensiovity to
change In arxlety and depresche disorders. | Affect

Dusord 1588 14(1361-8.

Borkovec T and Comelio E Eficacy of applied
relaxadon and cognitive behawioral therapy in the
treszment of ganeralized aneiery disorder. | Clin
Conzult Poychol 1593 61{4p80 119

Address for correspondence
The HAM-A & in the publc domain
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Baiow & 3 b of phmsas Dhar descriss oerain faaiing thar poopds Rave. Race ohe paoante by fnding Mia anawor which Bast Sopcribes tha anont
b which his'tha has thaes consitions. Saart one of cha five reponies for gach of O TorToas JUEstons

0= Mot prasant, 1= i, 1= Modarts, 1 = Savere, 4 = Vary mavera

| ArESous misod [@ M [ 3] [ B Somathe (Rensory) ® M 3 @3 &

Wy, articipasion of che worst, Smrful anticiparion, iFribty: TiRnELE, Burkng of vision, hot sed eold fuzher, foalisgs of weaknas
precking senmrion

1  Taonsien @ M [F 3] [

Faglings of mmsion, frijgmbiky, st reporse, moved Do Smrs
msrily. crombling, fesdnps of rextiesrnest irsbifcy to el

1 Foars MmmEE A

Of dark, of rimangars, of baing kit slcoa, of mimaiz, of raffc, of
oW

4 Ingmmnla [ M 3 & @
Cefficainy in G¥ing ankan, brokes: cieop, unmEklying Soap nd Sitpue
on waking, dreame. fighemare. Bip terror.

5 intslioctual Bl M [ 3 &
Ceficsity in concentrabion, poor mamory.

&  Dopresed mood HOEEER

Logs of intareet. lick of piamara in hoblies, dopression, ooy waking,
durmad swing.

7 Somade (mugcuiary M M 3 =] =]

Faing and achas, twitching. sofnes, myocionic jerks, prindng of

¥ Cardiovascular ymptoms [0 [T 5 [3] 4]

Tachyrardia, paip@asions, pain in chest, throbsing of vk, fainting
fgelings, mizmng bea

I8 Redpiratery srmptoms HMEEDDN
Prssune: oF ConEtricCica In chast, choking fosinge, sighing, dymom.

11 Gastroivtestina cymptoms  [2] (11 (3] & @&
Deficuty i cwalowing, wind abdomisal pais, tarning casztions,
axdominal falless, rausE, vomitng sorborggml Inasenas of
Bowek, koex of walpht, conmipaion,

1T Genitowrinary symptems [0 [7] (2 (@] @&
Fraquancy of micurticn., wgency of MSUricn, amenomiE,

manorrtapi, devdlopmant of frigdiy, pramacuns apcuanon, o of
=i, Empotonca.

13 AUCORBSMEC CFMEPLOMs HNOEEE
Dry moteh, fishing, palior, Tandancy 1o owear, Botiness, Temsion
Bayiama, FELRg of Rr.

i4 Bgohavior at nterviow

M OEEE
Fiipating, resessnee or pacisg, tamor of haode, furrowod sros,

mraings face, Sphing oF repid respiracion, fickl pallor, cwallowing,
i
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APPENDIX 7

Global Assessment of Functioning (GAF) Scale

(From DSN-V-TR, p. 24.)

Consider psyeholomcal. socal, and occupatonal fimchoning on a bypothetieal conbmmm of mental
bealth-1linesz. Do not include impanment in fimehoning due to phy=ical (or emvronmental) lismtations.

Code

100

I
o1

a0

I
&1

&0

I
71

70

I
&1

&0

I
51

&0

|
41

[Mote: Use intermediate codes when appropriate, e.g., 45, 68, 72.)

Superior functioning in a wide range of activities, life’s problems never seem to
pet out of hand, is sought out by others because of his or her many positive
qualiies. No symptoms.

Absent or minimal symptoms (e.g., mild anxiety before an exam), good
functioning in all areas, interested and involved in a wide range of activities.
socially effective, generally satisfied with fife, no more than everyday problems
or concems [e.g. an occasional argument with family members).

If symptoms are present, they are fransient and expectable reactions to
psychosocial stressors (e.g., difficulty concentrating after family argument); no
maore than slight impairment in social, cccupational or school functioning (=.9.,
temporanly failing behind in schoohwork).

Some mild symptoms (2. g. depressed mood and mild inscmnia)

OR some difficulty in social, occupational, or school functioning (=.g., cocasions
truancy, or theft within the household), but generally functioning pretty well, has
some meaningful interpersonal relationships.

Moderate symptoms {&.g., flat affect and circumstantial speech, ococasional panic
attacks)

OR moderate difficulty in social, occupational, or school functioning (e.g.. few
friends, conflicts with peers or co-workers).

Senious symptoms (2.g.. suicidal ideation, severe chsessional ntuals, frequent
shoplifingy

OR any serious impaiment in social, cccupational, or school functioning (e.g..
no friends, unable to kesp a job).

Some impairment in reality testing or communication (2.g., speech is at imes
illogical, cbscure, or imelevant)

OR major impairment in several areas, such as work or school, family relations,
judgment, thinking, or moced (2.9, depressed man avoids fmends, neglects family,
and is unable to work; child frequently beats up younger children, is defiant at homse,
and is failing at schooi).

Behavior is considerably influenced by delusions or hallucinations

OR serious impairment in communication or judgment {e.g., sometimes.
incoherent, acts grossly inappropriately, suicidal precccupation}

OR inability to function in almost all areas (=g, stays in bad all day; no job, home,
or friemnds).

Some danger of hurting seif or others (e.g., suicide attempts without clear
expectation of death; frequently violent; manic excitement)

OR occasionally fails to maintain minimal personal hygiene (.., smears feces)
OR gross impairment in communication {e.g., largely incohsrent or mute).
Fersistent danger of severely hurting self or others [e.g., recurment viclencs)

OR persistent inability to maintain minimal personal hygiene

OR serious suicidal act with clear expectation of death.

Inadequate information.
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APPENDIX 8

SKALA MULTIDIMENTIONAL UNTUK SOKONGAN SOCIAL

{The Malay version of the Multidimensional Scale of Perceived Social Support, MSPSS-M)

Sila baca kenyataan-kenyataan berikut. Bulotkan nombor mengikut skala di bawah

1 2 3 4 5 B 7
Tersangat tidak Sangat tidak . - i i Tersangat
setuju ~ Tidak satuju Berkecuali Satuju Sangat setuju cotuju

1. Ada seseorang yang istimewa bersama saya bila saya dalam 1 2 3 4 5 B 7
keadaan yang memeriukan.

2 Ada seseorang yang istimewa untuk saya berkongsi 1 2 3 4 5 & 7
kegembiraan dan kesadihan.

3. Keluarga saya cuba sedaya-upaya untuk menolong saya. 1 2 3 -+ 5 ] 7

4. Saya mendapat pertolongan dan sokongan emosi yang saya 1 2 3 + 5 ] 7
periukan daripada keluarga.

5. Saya mempunyai seseorang yang istimewsa yang benar-bepar 1 2 3 4 5 B 7
membuat saya selesa.

b. Kawan-kawan saya cuba sedaya-upaya untuk menolong saya. 1 2 3 4 5 b 7

7. Saya boleh berharap kepada kawan-kawan saya apabila 1 2 3 4 5 & 7
sesuatu hal yang tidak baik berlaku.

8. 5aya boleh bercerita tentang masalah saya dengan keluarga. 1 2 3 4 5 & 7

5. Saya mempunyai kawan-kawan yang saya boleh berkongsi 1 2 3 + 5 B 7
kegembiraan dan kesadihan.

10. Ada seseorang yang istimewa dalam hidup saya yang 1 2 3 + 5 b 7
mengambil berat tentang perasaan saya.

11 Keluarga saya bersedia untuk menolong saya membuat 1 2 3 4 5 1] 7
keputusan.

12 Saya boleh bercerita tentang masalah saya dengan kawan- 1 2 3 4 5 & 7
kawan saya.

‘g, £.6, Amer Siddiq. AN, Aida, SA Zoinal, N2, Kok, O.H., 2010, Velidotion of the Maloy wersion of the Multidimensional Scafe of Parceived
Social Support (MAPES-I) omong & groug of medical Sudents in Facwty of Medioina, Unversity Maizypn. Asian fownal of Popchiotry 3, 3-8

"Z'.rnnt. Gk, Dohiom KW, Zimet 5.6, Forey, G, 1585 The Mutidimansional Scoie of Porceived Social Support. Journa of Personolity
Arzosoment 52 30-41.
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APPENDIX 9

3.

The Malay Version of Duke Religious Index (DUREL-M)

Indeks Agama Duke

Berapa kerapkah anda menghadiri aktiviti keagamaan di masjid, gereja, kuil, tokong
atau perjumpaan agama?

1
Tidak pernah

2.
Sekali setahun
atau kurang
dari itu

3.
Beberapa kali
setahun

4, LS
Beberapa kali Seminggu
sebulan sekali

6.
Lebih dari
sekali dalam

SEMmin

Berapa kerapkah anda meluangkan masa untuk aktiviti keagamaan secara
bersendirian seperti sernbahyang, bermeditasi atau membaca kitab seperti A-Quran

atau Bible?

: 2 3. 4. LS 6.
Jarang atau Beberapa kali Sekali Dwa kali atau Setiap hari Lebih dari
tidak pernzh sebulan EEMINZEU lebih dalam sekali dalam
seminggu sehari
Bahogian berikutnya mengandurgi 3 kenyotoon tentang kepercayoon agama gtow omalan.
Silg tandokan jowapon bogl kenyotagn yang tepot bogl anda.
Saya dapat merasakan kehadiran Maha Pencipta (Tuhan) dalam hidup saya.
1. 2. 3. 4 L
Tidak benar Lebih cenderung Tidak pasti Lebih cenderung Amat benar
sama sekali kepada tidak kepada benar sekali

benar

Kepercayaan terhadap agama saya menjadi pedoman kepada kehidupan saya secara

menyeluruh.
1 2. 3 4. L.
Tidak benar L=bih cenderung Tidak pasti Lebih cenderung Amat benar
zama sekali kepada tidak kepada benar sekali
benar

Saya telah sedaya upaya menerapkan elemen keagamaan saya dalam menangani
segala urusan kehidupan saya.

1
Tidak benar
sama sekali

2. 3.
Lebih cenderung Tidak pasti
ke=padsa tidak
benar

4.
Lebih cenderung
kepada benar

L.
Armnat benar
sekali

Nurasidn M5, Aini A, Aida Spaninaz AA, Mg C6. Validity and Rel@bility of the Malay Version of Duke University Religion Index
|{DUREL-I) &mong A Group of Nursing Student. Vol 19, No 2 (2010]: Malaysan Joumnal of Psychiairy.
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INVESTIGATOR'S AGREEMENT, HEAD OF DEPARTMENT'S AND INSTITUTIONAL APPRUVAL
PERSETUJUAN PENYELIDIK, PENGESAHAN KETUA JABATAN DAN INSTITUS!

This document is intendad for online submission for purpose of formal research review and approval. It is to be used in
liexts of othar equivalent manuaily printed document such as Borang JTRKEM 1-2 and Borang JTP/KKM 3. After

completing the form bedow and obtaining the required signatures, please scan ihis documant and submit online.
Dokumen ini adalah untuk penghartaraan atas talian (online) mengiku! prosedur rasmi semakan dan persetufuar]

penyelidikkan. Barang inf dikeluarkan sebagal gantian dokurmen kebenaran manual yang serups ssperli Borang JTRAG0
12 dan Boremg JTRKKM 3. Selspas melengkapkan borang di bawah dan mendapatkan tanda tangan yang dipariukan
zila imbaskan dokumen il dan hantar alas talian.

Unigue Research ID :

[ambor Pendeftaman] BSES
Rosearch Title : Long Term Use of Berzodiszapines among Daprogsed Fetants
[Tajuk]

Protocol Number i available
[Nombar Profokol fiks adal

Investigator agreemant [Persefufuan penyelidik]
| hava understood the above titted proposed research and | agres Lo participate in the: research as an investigator.
Saya ra!‘rarﬂ cadangan penyealiaikan yang baraful df afes dan saya bersefulu mengambf bahagian dalem projak lersedul

sabagal penyelidik

M tor Ti HEA LOON

Neime enyand AR

}Wkﬁ ; 780124086505

Site Institution : ta

Finstitisi] Hospéital Bahagla Ly Kin

Signature & Official stamp : R TAN CHEA LOH
[Tandatargan dan Cop s ;:I:JHI?‘E:'L:LB‘:::.UI._N‘-E'
Date :  [Tanikh| i HOVE BER. i Prrah Dant Fidian

Head of Department Agreement  [Persetujwan Ketwa Jabatan]
| agree 1o allow the above named investigator to conduct or io parficipate in the above fifled research.

Says membanarkan pegawal yang bernarma di aias untuk menadi pampelidik dalam projek penyelidian lersebut of alss.
Iame of Hew WClaah  Jer SMuang
pmsgmmn e | Vovitl Bahegia Wy [Gate

Signature & Official stamp : A = "'":";,.":JTET <
[Tandatangan dan Cop l IR—

'ﬁ. !ﬂgj\:;.ﬁ;m.'-:gl::ul
Date : (Tarkhj —=7 | 0

Institutional approvel [Pengesahan Insiitusi] |
This section maybe omitted il one of the MIH institute is suthorized o ap an bahall of nstitulion, Refer NIH for
ign ini tidak pertu fka salah saty denipads instilusi NiF diber kusss pengaesahan bagl pifak instifusi ersebut.

Uk, NTH nfulk makiumel fanful]
ag w e vestigaton s ) named above to conduct of to parficipate in the sbove tilled research. Wherne
applicabiz, | further agree Lo allow my institution 1o be one of the siles participating in the research.

Saya membenarkan pegawal yang bemana ol atas mens@nkan parpalidian sk penyelidik delam projek
penyeidikan tersebut. Jika berkenzan, saya fuga membenarkan insfitusi ini mengambil bahagran daism projek fersebed.

Name of Director :

[Nama Pengarah]

Name of Institution

[ Ins#itusi] .

Sign b Fongacak & Fdﬁuﬁﬁ?ﬁﬁhilhmﬁ!

[Tandatangarn dan Cop hmlawﬂmamm
Patak Cand Fiden

Date - [Tarkh| 2o Moy =il
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MATIOMAL INSTITUTES OF HEALTH APPROVAL FOR CONDUCTING RESEARCH

PENGESAHAM INSTITUSI PEMYELIDIKAN NEGARA UNTUK MEMNJALANKAN

This is an auto computer - generated document. it is issued by one of the research institute under the
Mational Institutes of Health (MIH). These are the Institute for Medical Research (IMR), Clinical Research
Centre [CRC), Institute of Public Health {IPH), Institute for Health Management (IHM}. Institute for Health

IN THE MINISTRY OF HEALTH MALAYSIA

PEMYELIDIKAM Di KEMENTERIAN KESIHATAN

Systems Research (IHZR), and Institute for Health Behavioural Research (IHBR)
Dokumen ini sdalah cefakan berkomputer. Borang ini dikeluarkan oleh salah sate insfitusi dibawah National
Insfitutes of Health (NIH) iaitu Inzfifut Penyelidikan Perubatan (IMR). Puzat Penyelidikan Klinikal {CRC),
Institut Kezihafan Umum (KLY, Insfifut Pengurusan Keaihafan (1PK], Institut Perguruzsan Siztem Kesihatan
(IFSK]}, Instifuf Penyelidikan Tingkahisku Keazihatan (IFTH)

Unigue NMRR
Registration [D :
[Mombor Pendaftaran]

MMAR-11-305-25E85

Research Tithe :
[Tajuk]

ng Term Jse of BenZodiaZepines among Depressed Fauents

Protocol Number if
available :

[Mombar Protokal jika
ada]

& Inwestigator Mame
[Name Penyelidik]

Institution Name
[Mama Institusi]

1 |TAN CHEA LOON

Hosgpital Bahagia Uiy Kinta

| hawe reviewed the above titled research, and approve of its design and conduct.

Eaya telsh menyemak kajian yang berfajuk ssperl di afas dan mefuluskan rekabentuk dan perlaksanaannys.

Name of Director :
[Nama Pengarahl

Dr. Goh Pik Pin

IHM, IH5R and IHBR}

MIH Institute (IMR, CRC, IPH,

[Nams Instifusi of bawsh NiH]

Clinical Research Centre (CRC)

[Tandatangan dan Cop
Razmi]

Signature & Official stamp - This is computer generated document,

therefore no signature is reguired.

Diate :
[Tankh]

10-01-2012

{Mote: This is a computer generated document. 1t may not camy any signature)
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PEJABAT TIMBALAN KETUA PENGARAH KESIHATAN

OFFICE OF THE DEPUTY DIRECTOR-GENERAL OF HEALTH

(PENYELIDNKAN & SOKONGAN TEKMIKAL)

(RESEARCH & TECHNICAL SUPPORT)

KEMENTERLAN HESIHATAN MALAYSIA

MINISTRY OF HEALTH MALAYSIA

Ares 12, Blok ET, Pamsel E. Prasinl 1

Laval T2, Block ET, Pavopl E, Pracinf 1

Pusat Pentadbiran Kemjaan Parsakutoan

Faderal Goverrimand Admirisiraive Carire T 03-BEA3ZS43
2590 PUTRAJAYA, * Faks | D3-BEASS1BL

JAWATANKUASA ETIKA & PENYELIDIKAN

PERUBATAN Rug. Kami : (2) dim KKMMIHSECDBa0F11-743

KEMENTERIAN KESIHATAN MALAYSIA Tarikh 23 Februari 2012

dia Institut Pengurusan Kesihatan
Jalan Rumah Sakit, Bangsar
59000 Kuala Lumpur

[ Ten Chea Loan
Hospital Bahagia Ul Kinta

Puan,

MMRR-11-805-8585
Long Term Use of Benzodiazepines among Depressed Patients

Lokasl Projek : Hospital Bahagia Ulu Kinta
Dengan hormatnya perkara di @las sdelan dinjuk.

Z Jawatankussa Etika & Penyelidikan Perubatan (JEPP), Kemenierian Keshatan Malaysia (KEM)
mengamibs makkim bahawa projek tersebul adalsh untuk memenuhi kepadian aladems Program
Sarjana Parubatan Psikologi . Universdi Malaya (UM)

3. Sehubungan dengan ini, dimaklumkan behawa pihak JEPP KKM tinda halangan, dan segi
etixa, ke atas pelaksanaan projek tersebul JEFF mengambdl maklum bahswa kajian ini tidak
mempuryal intervens kinlkal ke atas subjex dan hanya melibatkan rekod perubatan, temuamah dan
borang scal selidik untuk mengumpul data kejizn, Segala rekod dan data pegawal adalsh SULIT dan
hanya digunakan untuk tujuan kajian dan semua lsu serta prosadur mangenai dats confidentizily mesh
dipatuhi. Kebenaran daripada Pengerah Hospital @ mana kajlan akan dijatankan mesti dipamishi
terlabih dahulu sebelum kajian dialankan. Puan pariu akur gan mematunl keputusan tersebut.

4 Laporan tamat kajian dan sebarang panerbitan dari ksjizn ini handaklah dkemukakan kepada
Jawatankuasa Efika & Peryelidikan Perubstan selepas tematnya projes ini.

Sakian terima kasih,
BERKHIDMAT NEGARA

Eaye yang menurut periniah,

(DATO' DR CHA AN MENG)

Pengerusi

Jawatankuasa Etika & Penyelidikan Perubatan
Hemenieran Kesihatan Malaysia
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