
1 

 

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). 
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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. 
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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). 

 



4 

 

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 
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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). 

 



17 

 

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 

11th 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 18th 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
th
 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 20th 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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• Continuing antidepressant treatment for 6-9 months after remission of the 

depressive episode 

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

• 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 & Gelernter, 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 
n=470 

US: ECA 
n=12,688 

Munich 
n=483 

Puerto Rico 
n=1551 

Zurich 
n=591 

All anxiety 
disorder 
 

3.0 
(1.8-5.0) 

6.7 
(5.5-7.4) 

5.5 
(3.7-8.2) 

14.9 
(8.2-27.1) 

2.7 
(1.8-4.1) 

GAD 
 
 

7.4 
(1.8-27.1) 

- - - 4.1 
(0.6-2.3) 

Panic disorder 
 
 

13.5 
(4.5-40.4) 

12.2 
(9.0-14.9) 

9.0 
(4.5-18.2) 

30.0 
(13.5-81.5) 

2.7 
(1.3-5.0) 

Agoraphobia 
 
 

1.3 
(0.6-3.3) 

4.5 
(4.1-5.5) 

5.0 
(3.0-8.2) 

12.2 
(7.4-20.0) 

2.7 
(1.5-5.0) 

Simple Phobia 
 
 

3.7 
(1.3-9.0) 

2.7 
(2.5-3.3) 

5.5 
(3.3-9.0) 

9.0 
(5.0-16.4) 

1.8 
(1.1-3.3) 

Social phobia 
 
 

2.2 
(1.3-4.0) 

5.0 
(4.1-6.7) 

6.7 
(3.3-13.5) 

18.2 
(6.7-44.7) 

2.7 
(1.3-6.0) 

Alcohol misuse/ 
dependence 
 

- 2.0 
(1.6-2.5) 

1.1 
(0.6-1.8) 

2.0 
(1.0-3.7) 

2.0 
(0.8-5.5) 

Drug misuse/ 
dependence 
 

- 4.1 
(3.3-5.0) 

5.6 
(2.5-12.2) 

- 2.2 
(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). 
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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 GABAA receptor.  There are various subtypes of GABAA 

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 
- Tetanus 

- Muscle asthenis, ataxia 
- Disturbance of gait 
- Respiratory depression 

Sedative / hypnotic 
 
 
 

- Sleep disturbances 
- Premedication in 
anesthesiology 

- Diurnal sedation 
- Reduced attentiveness 

Amnestic 
 
 

- Various applications in 
anesthesiology 

- Amnesia (anterograde) 
e.g. when used as a 
hypnotic 

Anxiolytic, subduring 
excitement and aggression 
 
 

- Tense, excited, and 
anxious states of various 
origins 
- Stress shielding 

- Indifference 
- Retreat from reality 
- Flattening of affect 

* 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 

et al., 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 

3. To determine the socio-demographic, clinical and psychosocial factors which 

associated with long-term use of benzodiazepines (>180 days) among depressed 

patients 

4. 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. 

2. Patients who on long-term benzodiazepine use will be elderly, low education 

level, low social economic status and single or divorve 

3. 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 = Z2 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 = 1.96 x 1.96 x 0.36 x 0.64 

               0.12 x 0.12 

  = 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.I.N.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 

1. Patients diagnosed with major depressive disorder using Mini International 

Neuropsychiatric Interview (M.I.N.I) 

2. Patients who are treated with antidepressant for at least 6 months or more 

3. Patients aged 18 years old and above in the period of study 

4. 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.I.N.I) (APPENDIX 4) 

M.I.N.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.I.N.I has good validity and reliability and it had been used 

extensively in local studies in the field of psychiatry.  M.I.N.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.I.N.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 

 

 

 

 

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 

• 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 

• No       47  82.5 
 
Co-morbid substance related disorder (other than benzodiazepine)   

• Yes       0  0.0 

• No       100            100.0 
 
Physical illness        

• Yes       22  38.6 

• No       35  61.4 
 
 

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 

• Short-term      10  17.5 

• Intermediate      7  12.3 

• Long-term      40  70.2 
Type of benzodiazepines 

• Short-acting benzodiazepines    47  82.5 

• Long-acting benzodiazepines    10  17.5 
Adverse effects of benzodiazepines use 

• Yes       12  21.1 
� Sleepiness     8  14.1 
� Poor memory     2  3.5 
� Tremor     1  1.8 
� Increase of body temperature   1  1.8 

• No       45  78.9 
Benzodiazepines dosage trends among long-term users 

• Decreasing      16  40.0 

• Remained unchanged     14  35.0 

• Increasing      10  25.0 
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Figure 4.3: Benzodiazepines usage duration 

 

 

 

Figure 4.4: Type of BDZ using by the patients 
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Figure 4.5: Benzodiazepines usage adverse effect 

 

 

Figure 4.6: Dose escalation of benzodiazepines usage 

 

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  

• Below 65 years old      33         15  0.629 0.116-3.390      0.710 

• Age 65 and above         7          2 

 

Gender 

• Male         16          4  2.165 0.598-7.874      0.233 

• Female         24         13 

 

Ethinicity 

• Malay           6           2  1.323 0.239-7.353      1.000 

• Non-Malay         34         15 

 

Education level 

• Primary and below        18          5  1.965 0.582-6.623      0.272 

• Secondary, tertiary        22         12 

 

Marriage 

• Single/Divorce/Widowed  11          1  6.061 0.717-52.632      0.085 

• Married          29          16 

 

Employment 

• Unemployed            20          9  0.889 0.285-2.770      1.000 

• Employed             20          8 

 

Co-morbid physical illness   

• Yes            16          6  1.222 0.376-3.968      0.738 

• No             24         11 

 

Co-morbid anxiety disorder 

• Yes            8          2  1.876 0.354-9.901      0.706 

• No             32         15 

 

Type of antidepressant 

• Older antidepressant        5         0          0.308 

• Newer antidepressant      35         17 

 

Type of benzodiazepines 

• Short-acting            2        15  0.533 0.101-2.823      0.706 

• Long-acting            8         2 

 

Adverse effect of benzodiazepines 

• Yes            5         7  0.204 0.053-0.784      0.029* 

• 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 

 

 

 



61 

 

Table 4.9: Association of Psychosocial Factors with Long-term Benzodiazepines 

use using t test 

 

Independent t-test Mean score Mean difference 95% CI         P value 

 

HAM-A 

• Not long-term 6.41 

• Long-term 12.60  -6.188            -10.309 - -2.068        0.004* 

MSPSS 

• Not long-term 61.47 

• Long-term  52.08  9.396   1.873-16.918         0.015* 

DRI 

• Not long-term 19.53 

• 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 
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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 

 

1. The sample size of this study was limited, leading to a relatively limited precision.  

Ideally a larger sample size was preferred with higher precision. 

2. 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. 

3. 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. 

4. 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. 

5. 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. 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). 

7. Another limitation of Hamilton depression scale is that atypical symptoms of 

depression (e.g., hypersomnia, hyperphagia) are not assessed. 

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

1988). 

9. 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). 

10. 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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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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APPENDIX 3: SOCIO-DEMOGRAPHIC AND CLINICAL DATA SHEET 

 

 

 

Patient Data                                                                                                      (no        ) 

 

Socio-demographic Variables 

 

Patient initials  : 

RN   : 

Age   : 

Gender   Xmale    Xfemale 

Ethnicity  X Malay   X Chinese    

    X Indians   X others  

Education level X no formal education X primary and below 

   X Secondary   X tertiary 

Marriage status X single   X married  

   X Divorce   X widow/widower 

Employment  X unemployed   X employed 

    

 

Clinical variables 

 

Duration of illness  : 

Age of onset   : 

Antidepressant  : 

Benzodiazepine  : 

Co-morbid medical illness : 
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APPENDIX 4 
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APPENDIX 5 
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APPENDIX 6 
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APPENDIX 7 

 
 
 
 



140 

 

APPENDIX 8 
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APPENDIX 9 
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APPENDIX 10 
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APPENDIX 11 
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APPENDIX 12 
 

 

 

 


