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Long Term Users of Benzodiazepine Attending the Department of
Medicine in a Tertiary Care Hospital

*Islam MR?, Sultana UKT?, Khan TR?, Sultan-E-Monzur M4, Rahman MM?2, Juwel MFI1®

Although comprehensive epidemiological data related to long term use and abuse of benzodiazepine
(BZD) in our country is scarce, undocumented clinical observation suggests that the prevalence is
quite high and constitutes a significant public health problem. This cross-sectional study was carried
out in the Department of Medicine, Shaheed Ziaur Rahman Medical College hospital, Bogra, from
1%t October 2015 to 31 March 2016. The objectives of the study were to evaluate the indication,
dosage, duration and untoward effects of use of benzodiazepine for one month or longer among the
patients attending the inpatient and outpatient departments of medicine. A total of 100 cases of long
term benzodiazepine users aged between 18 to 72 years with mean age of 44.0+15.02 years were
taken for the study. Male to female ratio of the cases was 1.08:1.00, 97.0% were Muslims, 96.0%
were married; 77.0% were rural dwellers. Fifty four (54.0%) cases were from middle class society
and 39.0% were housewives by occupation. The benzodiazepine dosage ranged from <5mg to 10mg
equivalent to diazepam, with mean dose of 7.5+1.71 and the duration ranged from 1-60 months.
Benzodiazepine tolerance was found in 21.0% and dependence in 18.0%. The common reason for
taking was benzodiazepine for long duration was the different anxiety disorders in 63.0% followed
sleep disturbance in 33.0%. Common cause of long term continuation reported by the respondents
was rapid relief of symptoms (51.0%) and lack of awareness (21.0%). In 56.0% cases, the drugs
were prescribed by providers other than registered physicians. Only 23.0% of patients were
counseled beforehand regarding the probable hazards of long term use of the drugs and the
counseling were provided only by registered physicians. In conclusion, it can be said that, large scale
epidemiologic studies are warranted to evaluate the weight of burden of benzodiazepines abuse in
our community and the needs for changes in clinical approach.
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BZD can cause physical dependence evidenced by
withdrawal syndrome that is often encountered
after sudden cessation in the long term users. To
our best of knowledge, the exact prevalence of
using total spectrum of long term BZD in our
country has not been well studied. Undocumented
clinical observation suggests that the prevalence is
quite high and constitutes a significant public
health problem. In absence of elaborate ethical or
legal guideline on indications of long term use of
BZDs in our country, this study was not focused
on justifiability of their use in the cases studied.
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from 1% October 2015 to 31 March 2016. Among
the patients attending inpatient and outpatient
departments of Internal Medicine, those using
Benzodiazepine (BZD) regularly for 1 month or
longer, were taken as study population. Total
number of 100 consecutive cases was included by
purposive sampling. The demographic details
including age, sex, self-reported socioeconomic
status, inhabitation, marital status, religion and
occupation were recorded. The Diagnostic and
Statistical Manual of Mental Disorders (DSM-1V)
of The American Psychiatric Association criteria

were adopted in relevant cases. The relative
details of long term BZD use including dose,
duration and type of BZD with indications,
prescription status and detectable side effects were
all noted.

Methods

This cross-sectional study was carried out in the
Department of Medicine, Shaheed Ziaur Rahman
Medical College Hospital, Bogura, Bangladesh

Results

A total of 100 cases of long term users of Benzodiazepine (BZD) in the present study were aged between
18 to 72 years with mean age of 44+15.02 (meanSD) years. Number of males (52) was just higher than
females (48) in the ratio of 1.08:1 (Figure 1). Of the respondents, 97.0% were from Muslim community
and 96.0% were married (Table I). Rural dwellers were 77.0%. Socioeconomic background of the cases
reveals 32.0% from poor, 54.0% from middle class and 14.0% from rich families (Table II).
Occupational categories of the cases shows housewife 39.0% followed by farmers 24.0% (Figure 2). The
Diazepam equivalent dosage of BZDs use ranged from <5 to 10 mg with mean dose of 7.5+1.71 mg.
(Table I11). Duration ranged from 1-60 months with a mean of 30.36 months. Features of tolerance were
found in 21.0% and dependence in 18.0% (Table V). Clonazepam was the most common generic used
by 66.0% (Figure 3). Common indications were different anxiety disorders (63.0%) followed by sleep
disturbance (33.0%) (Table V). Self-reported causes of long term continuation was rapid relief of
symptoms (51.0%) followed by lack of awareness (21.0%) (Table VI). BZDs were prescribed for long
term use by registered doctors only in 2.0% of the cases, while 56.0% were prescribed by providers other
than registered doctors and 42.0% used to take by self-continuation from registered doctors’
prescriptions. Prior counseling about the risks of long term BZD therapy was done only in 23.0% of
cases and all by the reaistered doctors (Table VII.
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Figure 1: Bar chart for age matched sex distribution of the long term users of BZD showing most of the
patients (87.0%) were within the age range of 31-70 years. Males were 52.0% and females were 48.0%
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Table I: Distribution of respondents according to religion and marital status

Religion (n=100)

Married Unmarried Others Total
n (%) n (%) n (%) n (%)
97(97.0) 03(03.0) 00(0.0) 100(100.0)
Marital status (n=100)
Muslim Hindu Others Total
n (%) n (%) n (%) n (%)
96(96.0) 04(4.0) 00(0.0) 100(100.0)
Table | shows that 97% cases were Muslim and 96% were married.
Table II: Distribution according to habitation and socioeconomic class
Background of habitation (n=100)
Rural Urban Others Total
n (%) n (%) n (%) n (%)
77 (77.0) 23 (23.0) 0(0.0) 100 (100.0)
Socioeconomic status (h=100)
Poor Middle class Rich Total
n (%) n (%) n (%) n (%)
32 (32.0) 54 (54.0) 14 (14.0) 100 (100.0)
45.00%
40.00% 39 (39%)
35.00% W Agriculture
30.00% M Laborer
25 00% 24 (24%) W Housewife
O Businessman
20.00% M Service
15.00% W Student

12 (12%]

10.00%

5.00% -

0.00% -+

Occupational Catagories (n=100)

O Unemployed
B Others

Figure 2: The Bar chart for the occupational categories of the 100 patients under study showing the most
common were housewife (39%), followed by agriculturist i.e. farmer (24%)

Table 111: Diazepam equivalent dosage of BZD (n=100)

Dose (Diazepam equivalent) in mg n (%) Mean+SD (mg)
<5-5 56 (56.0) 7.5+1.71
>5-10 44 (44.0)

Total 100 (100.0)
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Table 1V: Duration of BZD use correlated with side effects (n=100)

Side effects Duration of BZD use (months) Total (%)
1-6 6-12 12-60

Tolerance 07 06 08 21 (21.0)

Dependence 05 04 09 18 (28.0)

None 41 13 07 61 (61.0)

Total 53 23 24 100 (100.0)

Table IV shows the duration of BZD use in this study ranged from 1 to 60 months. Developed tolerance
21.0% and 18.0% developed dependence.

Distribution of Generic Types of Benzodiazepines Used
(n=100)

Clonazepam  [AAMALALLOACARRRAIARAAAAARAARRRRRLAARRRAAAARAARRA AR ned <5
Diazepam  |INMMAMMINY 14
Bromazepam |||l 14

Clobazam i 3
Nitrazepam i 2

Alprazolam I 1

Figure 3: Bar chart shows that clonazepam (66.0%) as the most commonly used BZD

Table V: Indication of BZD use (n=100)

Indication Male (n=52) Female (n=48) Total

n (%) n (%) n (%)
Anxiety disorders 39 (39.0) 25 (25.0) 63 (63.0)
Generalized anxiety disorder 05 (05.0) 11 (11) 15 (15.0)
Panic anxiety disorder 03 (03.0) 01 (01.0) 04 (04.0)
Anxiety disorder with other medical condition 29 (29.0) 10 (10.0) 39 (39.0)
Unspecified anxiety disorder 02 (02.0) 03 (03.0) 05 (05.0)
Sleep disturbance 12 (12.0) 21 (21.0) 33(33.0)
Others 01 (01.0) 02 (02.0) 04 (04.0)
Total 52 (52.0) 48 (48.0) 100 (100.0)

Table V shows that, long term BZDs were prescribed for different anxiety disorders in 63.0% including
39.0% males and 25.0% females. For sleep disturbance in 33.0% were prescribed that included 12.0%
males and 21.0% females.
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Table VI: Reason for long term continuation of BZD use (n=100)

Reasons for use n (%)
Rapid relief of symptoms 51 (51.0)
Lack of awareness of untoward effects 21 (21.0)
Easy availability 11 (11.0)
Low cost 09 (09.0)
Others 08 (08.0)
Total 100 (100.0)

Table VI showing self-reported causes of long term continuation of BZD use.

Table VII: Category of health care provider and prior counseling status (N=100)

Healthcare provider (n=100) n (%) Prior counseling (n=100)
Yes Yes
n (%) n (%)
Registered physician 02 (02.0) 01 (01.0) 01 (01.0)
Registered physician followed by self-continuation 42 (42.0) 22 (22.0) 20 (20.0)
Other than registered physician 56 (56.0) 00 (00.0) 56 (56.0)
Medical assistant 14 (14.0)
Health assistant 06 (06.0)
Family welfare visitor 01 (10.0)
Pharmacist 00 (00.0)
Drug seller 27 (27.0)
Others 08 (08.0)
Total 100 (100.0) 23 (23.0) 77 (77.0)

Table VII shows that, 56.0% of BZD users’ providers other than registered physician. Prior counseling

was not done in 77.0% cases.

Discussion

Benzodiazepine (BZD), the most frequently
prescribed psychotropic medications and are used
by 5.0-10.0% in communities of the developed
world*?2. In the United States, BZD are
prescribed around 5.0% of the adults*®. Electronic
health care data based study of 5 Western
European countries showed prevalence of 570 to
1700 per 10 000 person-years during 2001 to 2009
and revealed decreasing trends in The
Netherlands, Germany and Denmark but
increasing trends in Spain and United Kingdom®.
Definition of long term use of BZD varies in
duration from 1 month to couple of years’®.
Different studies have defined long term use, for
example, continuous use for >12 months®, >120
days®, more than 3 months'®, monthly prescription
3 or more in a year'!, continuous use for 180
days?21314 medication possession ratio >30.0% in
one year after prescription’® and longer than 12
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weeks!. Guidelines cautioned limiting prescribing
BZD for patients unacceptably distressed from
severe anxiety just for 2-4 weeks and for extreme
insomnia®®"1819  Dutch and Belgian guidelines
recommend use in insomnia only for 1-2
weeks?%2L, In insomniacs, the effect of BZD wears
off within a few weeks and on cessation, insomnia
often rebounds??. After regular use of BZD just for
one month, withdrawal symptoms can develop?.
In Japan, hypnotics can be filled in one
prescription for not more than one month®. In this
small scale study, we defined regular use of BZD
for 1 month or longer as long term use. In a
Brazilian study, common mental disorders were
more among lower income groups but the use of
psychotropic drugs including antidepressant and
BZD were more among higher income groups®*
WHO World Mental Health Survey Initiative

estimated 12-month prevalence of major
depressive episodes is 5.5% in developed
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countries and 5.9% in developing countries®.
Whereas in a systematic review mostly using US
data shows that, lower educational level,
unemployment, low income, and unmarried status
are associated with higher BZD misuse?. In spite
of the potential for abuse, dependence, withdrawal
symptoms, motor vehicle accidents and other side
effects like higher risk of falls, fractures, fatal
events and cognitive disturbances in particular
among elderly*?2627  prevalence of BZD use
among adults at some time in a year remaining
high and vary between 7.5% and 21.3% across
countrigs®1418.25.2627.282930 gryey on BZDs use by
US adults during 2015 and 2016 reported 10.4%
use as-prescribed and 2.2% with misuse totaling a
prevalence of 12.6%*. Misuse was highest in 18-
25 age group and more among males. The
common association of misuse was alcohol and
other substance use, anxiety, insomnia and poor
access to better care like cognitive behavioural
measures. In this study the age of the long term
BZD users were ranged from 18-70 year with
mean age 44.0+15.02 (Mean+SD) years. Most of
the patients (87.0%) were within the age range of
31-70 years. Cross-sectional study on BZD
prescriptions in a tertiary care hospital, Mumbai,
India shown the age range 16-78 years with mean
36.33+14.3 years®. In a similar study conducted
in the department of Internal Medicine, Aga Khan
University, Pakistan, on subjects aged >18 years,
Patel MJ et al.*® reported the mean age 45.0+17.0
years and interquartile range 32-60 years which
are very close to ours. In the present study, there is
slight male preponderance with male (52.0%),
which is comparable similar to Raoof M et al.®*
study showing 58.5% male and exactly same as
that of Patel MJ et al.®*. A French population-
based cohort study among age group 18-69 years
reported long term BZD user in 2.8% men and
3.8% in women?. Prevalence study on 5 Western
European countries showed BZD use two fold
higher among females®, while in another study,
such prevalence was much higher in U.S. males
than in female but equal among Ontarian and
Australian males and females®®. Women are more
likely to have insomnia and anxiety disorders but
the variations may also reflect study designs used
and socio-cultural differences of the respondents.

In this study, 97.0% of the respondents were
Muslims which may nearly reflect the religious
distribution of this study population. In this study,
majority of long term BZD users were married
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(96.0%) which can be correlated with 2 other
studies reporting 78.0%* and 73.5%3%. Rural
dwellers comprised 77.0% of this study cases
which is somewhat more than the proportion of
our rural population and may reflect their choice
for lower cost public hospital care. Socioeconomic
background of the 100 subject under study
revealed 32.0% were from poor, 54.0% from
middle class and 14.0% from rich families which
are concordant with another study in the
subcontinent reporting 19.6%, 49.0% and 24.0%
respectively®. Occupational distribution of this
study cases shows housewife 39.0% followed by
farmers 24.0%. Occupational categorization differ
among studies but housewife also constituted the
most common category in two other studies®**.

Diazepam equivalent dosage of BZDs used in our
cases ranged from >5 to 10 mg with the mean
dose of 7.5£1.71 which very close to 7.04+4.0
reported in another study®. In this study,
Clonazepam, Diazepam and Bromazepam were

commonly used. Similar generics including
Clonazepam, Lorazepam, Alprazolam,
Midazolam, Diazepam and Bromazepam,

Oxazepam are reported in other studies?323334, A
Finnish cohort study found Clonazepam to have
greater risk of long-term use compared with other
BZDs*. The duration of BZD use in our cases
ranged from 1 month to 60 months a mean of
30.36 months. Features of tolerance were found in
21.0% and dependence in 18.0%. Common initial
indications for staring BZD were various anxiety
disorders (63.0%) and sleep disturbance (33.0%).
Self-reported causes of long term continuation
include rapid relief of symptoms (51.0%) lack of
awareness of untoward effects (21.0%), easy
availability (11.0%) and low cost (9.0%). BZDs
are commonly prescribed for anxiety, insomnia,
painful physical conditions and with medications
for depressive illness*?*°. The causes of
continuation explained by the respondents are also
logical but the pharmacological reason lies in the
development of tolerance, abuse or dependence®.
Development of tolerance to BZD in respect to
hypnotic, anxiolytic and anticonvulsant effect can
develop within a few days or weeks of daily
use®?, The mechanism of tolerance is thought to
result from neuroadaptation that involve
hyposensitization and down regulation of GABA
receptors as well as sensitization of excitatory
glutaminergic  receptors®. BZD abuse or
dependence is diagnosed on the basis of criteria®.
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Clinical clues to BZD dependence are history of
long term use, withdrawal symptoms, rebound
anxiety or insomnia, dosage escalation or
unsuccessful previous attempts for stopping®.
However, American Psychiatric Association
revised and abolished hierarchical diagnoses of
abuse and dependence in favour of single term
“Substance Use Disorder”®"%®, In this series, only
2.0% patients had been using BZD for long term
as prescribed by registered physician and another
42.0% were continuing by self after initial
prescription from registered physician. Prior
counseling was done only by registered physician
in 23.0% cases. To limit long term use of BZD
and its consequences, value of evidence based
prescribing by competent physician with proper
counselling cannot be overemphasized'’?*%, An
US survey* reported prevalence of BZD misuse,
defined as not prescribed or more than or other
than as prescribed, among 2.2% adults and of
those 4.6% and 6.8% met criteria for abuse and
dependence, respectively. Sources of misused
drugs were commonly friends or relatives.
Clinicians’ awareness in recognizing associations
of misuse and possible permissive role of their
prescribed BZD for misuse by others were
emphasized. A systematic review of European
Union data® revealed high potential BZDs for
misuse, abuse and dependence potential. Study on
web based cryptomarket® shown that with the
advent of online pharmacies using banners of ‘no
prescription required’. ‘free online consultation’,
etc and various online healthcare services, the sale
and nonmedical use of BZDs have risen globally
with resultant increases in drug overdose related
accidents, hospital visits and deaths. Monitoring
and legitimacy assessment of the online vendors is
difficult as some of these websites are short lived
and obscure actual vendor location by using proxy
servers. The situation in our community is beset
with multifaceted problems. United Nations
Office on Drugs and Crime (UNODC), report on
South Asia emphasized that narcotic and
psychotropic drugs including BZDs are largely
available through pharmacies, primarily due to
lack of affordable health care systems for the
common people in the region*. The report also
warned that, illicit use of pharmaceutical products
surpasses the use of illicit drugs because of users’
perception of relative legality, safety, free of
stigma and lower cost. Nattala P et al. reported
nonmedical use of BZDs in South India which
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were obtained from pharmacies*. Raoof M et al.3*
also mentioned nonprescription availability and
self-poisoning of BZD are common in Pakistan.
Pertinent studies in Bangladesh shown that other
than Registered Doctors, many other categories of
providers are prescribers®>#34  There are drug
shops without a license and in majority of
pharmacies, drugs are dispensed by persons
without a required professional qualification®.
BZDs are very often purchased from pharmacies
without a creditable prescription®*#4, These
practices in our community are linked to long term
use of BZD without counseling.

Conclusion

Although the study could not reflect the incidence
or prevalence of long term benzodiazepine (BZD)
user in the community, it emphasizes the need for
enthusiasm of the physicians during clinical
practice as well as enhanced awareness of the
users to minimize long term use of this group of
drugs and the undesirable consequences thereof.
Increased access of the cases of anxiety and
insomnia, in particular, to evidence based care
especially involving counseling and non-
pharmacological measures at an affordable cost
appear to be a prerequisite. Epidemiologic studies
are needed to evaluate the weight of burden
related to long term use of BZD in our community
and to formulate strategies for improvement at the
level of healthcare provider and of regulatory
agencies.
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