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Abstract

Benzodiazepines are widely used in primary health care, and their prolonged use is an important problem
given the medical consequences particularly in older adults, such as dependence, cognitive impairment,
and risk of falls, among others. Primary care doctors generally have few tools to help with managing
withdrawal from benzodiazepines. We conducted a review of the best available evidence on practical
strategies to avoid dependence at the time of the initial prescription, and to help the patient with
prolonged and probably dependent use. We found ten relevant systematic reviews showing evidence in
favor of the use of multifaceted prescription strategies, gradual dose reduction, standardized letters,
standardized counseling, pharmacotherapy and cognitive behavioral psychotherapy. For benzodiazepine
withdrawal, a simple strategy that can be effective and long-lasting is to inform patients of the need to
reduce consumption, giving them in writing the withdrawal guideline, indicating the possible effects of
withdrawal and its solution. Given the available evidence, an integrated and step-by-step model is

proposed for the management of the benzodiazepine user, from prescription to withdrawal.

Introduction

Benzodiazepines are widely used anxiolytic, sedative and
hypnotic drugs [1],[2],[3]. The frequency of mental health
pathologies at primary health care level and the chronic
evolution of these make their use something usual and
often prolonged [4]. There are different systematic reviews
that have evaluated the role of benzodiazepines, standing
out as coadjuvants in the initial phase of mood disorders
[5] and for the management of seizures in anxiety disorders
[6]. In both, there is no evidence that its use for more than
four weeks is associated with benefits, but rather with
known risks [7],[8],[9],[10],[11],[12],[13].

Some studies show that its withdrawal results in better
health in older adults [14], however, it is not always easy.
The pattern of gradual dose reduction is widely known as
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strategy, with varying success rates, which increase if it is
associated with other strategies such as letters [15],
interviews with standardized content [16], or cognitive
behavioral therapy [17].

The present review aims to present an integrated, practical
and updated strategy based on the best available evidence,
to address withdrawal in the consumption of
benzodiazepines in the patient with dependence, in primary
health care.

Methods

We carried out a narrative (non-systematic) review of the
literature, with the search for articles addressing the issue
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of withdrawal strategies for benzodiazepine consumption.
We consulted MEDLINE/PubMed, Cochrane, Epistemonikos
and Google Scholar databases. The term "benzodiazepine"
was used alone or in conjunction with other terms such as
"dependence", "withdrawal", and others. The inclusion
criteria were: review articles, systematic or not; limited to
english, outpatient management, with participants older
than 15 years, and not prior to 2006. The results were
analyzed and grouped by type of intervention in five large
groups: interventions during prescription, gradual dose
reduction, psychosocial interventions, pharmacotherapy
and psychotherapy. With this information, we created a
management proposal for the patient with benzodiazepine
dependence.

Results

We found ten relevant systematic reviews that addressed

benzodiazepines [18],[19],[20],[21],[22],[23],[24],[25],
[26],[27]. Two systematic reviews evaluated strategies
used during the prescription to decrease the chronic use of
benzodiazepines [22],[23]; three systematic reviews
evaluated the use of gradual dose reduction [19],[20],[24];
five evaluated different psychosocial interventions
(education, certified letters, e-counseling, supervised
gradual dose reduction, standardized medical counseling,
motivational interview, minimal intervention and relaxation
techniques) [19],[20],[21],[25],[27]. Seven systematic
reviews evaluated the use of pharmacological replacement
[181,[19],[20],[23],[24],[261,[27]. Finally, four systematic
reviews evaluated psychotherapy [19],[23],[24],[25].

Details of the results reported in each systematic review
(type of intervention, number of primary studies, number
of patients involved, point estimator, confidence interval)
grouped by type of intervention, are presented in Table 1.

strategies of withdrawal

and prescribing control of

Review Main intervention N* Studies N° Patients Oﬁgm NNT Comments
1. During the prescription
Non-systematic review: Monitoring would decrease the use of
Fisher et al. (2012) [22] Monitoring Does not apply Does not apply Does not apply Does not apply benzodiazepines in elderly patients, social risk and with
appropriate indication.
Gould et al. (2014)[23] IntervemiPrT when 5 3580 137 (1,1-1,72) 15 Systematic review: Useful associated interventions in
prescribing older adults.
2.  Gradual dose reduction
Meta-analysis: evidence in favor of gradual dose reduction.
Voshaar et al. (2006) [19] Gradual dose reduction 1 107 6,1(2-18,6) Not reported Other studies also with evidence in favor of minimal
interventions such as letters.
Parr et al. (2009) [20] Gradual dose reduction 1 107 5,96 (2,08-17,1) Not reported Meta-analysis: Same study as Voshaar.
Non-systematic review: No comparison of the intervention is
Paquin et al. (2014) [24] Gradual dose reduction 10 1003 Not reported Not reported sgecnﬁeu, Dot RRor OR calculat_ed. Inaddition, primary,
studies are reported as separate, being that they are probably
different ¢ ications of the same primary study
3.  Psychosocial intervention
Voshaar et al. (2006) [19] Letters and group meeting 3 601 2,8(1,6-5,1) Not reported Meta-analysis.
Relaxation, Education and
Parr et al. (2009) [20] norsmedical srategles for 7 354 338(1,86-6,12) | Notreported Meta-analysis
the management of
insomnia.
Letters, Counseling, L N
Mugunthan et al. (2011) Monthly notes, Sel er'p 5 588 2.3 (1,26-4,17) Not reported Meta-analysis: It was shown that benefit would be given by
[21] the use of letters (Subgroup study)
brochures.
Brochures on
empowerment education,
information on gradual dose Systematic review without meta-analysis: Benefit was
Reeve er.ol, (2017 127] reduction, information on Does nat apply Does notapply, Bogs notaApply Boesnovapely concluded in favor of these techniques in older adults.
adverse effects, instructions
for cessation.
Darker et al. (2015) [25] Motivational interview 1 80 3,46 (0,5-22,5) Not reported Meta-analysis
Darker et al. (2015) [25] Standardized c i 1 139 13,11 (3,3-52,8) Not reported Meta-analysis
Darker et al. (2015) [25] Letter 1 183 1,54 (0,64-3,7) Not reported Meta-analysis
Darker et al. (2015) [25] Standardized Letter 1 322 1,7 (1,07-2,7) Not reported Meta-analysis
Darker et al. (2015) [25] Relaxation 1 18 1,9(0,98-3,7) Not reported Meta-analysis
4. Pharmacologic
Voshaar et al. (2006) [19] Imipramine Not reported Not reported 3,1(1,1-9,4) Not reported Other drugs evaluated without benefit
Parr et al. (2009) [20] Paroxetine 2 134 1.73 (1,01-2,96) Not reported
Parr et al. (2009) [20] Melatonin 1 25 4,71 (1,08-20,6) Not reported )
Parr et al. (2009) [20] Trazodone 1 64 4,47 (1,25-15,9) Not reported Otherdrueswithoutbencent
Parr et al. (2009) [20] Valproic acid 1 30 4,81(1,14-20,3) Not reported
Systematic review without meta-analysis: Significant benefit,
Denis et al. (2013) [18] Carbamazepine 1 Does not apply Dees not apply Does not apply however, withdrawn due to being outdated. Other drugs
without benefit
Gould et al. (2014) [23] All the drugs 4 193 1,31 (0,63-2,53) Not reported Meta-analysis: no significant benefit in older adults.
o - s No comparison of the intervention is specified, nor is RR or OR|
aroxetine, melatonin, i 4 z
Paquin et al. (2014) [24] valproic acid / trazadone, 9 10044 Not reported Not reported Calctiatedn aqdmon, primary sdies ave r_eported 2
Buspirona y progesterone separate, b}alng that they are probAably different
C ations of the same primary study
Wright et al. (2015) [26] Melatonin 4 244 0,72 (0,21-2,41) Not reported
Reeve et al. (2017) [27] Melaton?r,al.z«:r:;it:zepam Y Does not apply Does not apply Does not apply Does not apply Reports isolated primary studies with significant benefit
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52 Psychotherapy
Voshaar et al. (2006) [19] C““”;‘;‘ZZED'LBV"’“' 5 357 55(2,3-14,2) Not reported
Gould et al. (2014) [23] Psychotherapy 4 228 5,06 (2,68-9,57) 3 Profit decreases over time (NNT3 monwms =4 Y NNT 22 meeshs = 5)
No comparison of the intervention is specified, nor is RR or OR
Paquin et al. (2014) [24] Cognitive behavioral 9 953 Not reported Not reported calculated:In addition, primary.studies are reported as
therapy separate, being that they are probably different
(< ications of the same primary study
Darker et al. (2015) [25] c°g"";"’ferp:a"'°'a' 9 260 1,51 (1,15-1,98) Not reported Profit is lost from 12 months

OR: odds ratio

RR: relative risk

Cl: Confidence interval

NNT: Number needed to treat

Table 1. Results reported by systematic reviews

1. Strategies used during the prescription of
benzodiazepines

Fisher et al. evaluated benzodiazepine prescription
monitoring programs in the State of New York, concluding
that their use decreases the general use of the drugs [22].
On the other hand, Gould et al. evaluated interventions
carried out at the time of benzodiazepines prescription such
as education, counseling, review of pharmacological
aspects and feedback on the prescription to the prescribing
physician. They concluded that the use of several of these
interventions simultaneously would be beneficial for the
decrease in the number of chronic users of
benzodiazepines, however, they found no evidence in favor
of the use of a single strategy [22].

2. Gradual dose reduction for benzodiazepines
withdrawal

Voshaar et al. and Paar et al. evaluated the use of a gradual
dose reduction scheme supervised by a doctor or
psychologist versus no intervention, concluding a benefitin
favor of gradual dose reduction (both reported the same
primary study) [20]. Paquin et al. (2014) concluded a
benefit of the use of gradual dose reductiont in older adult
population [24].

3. Psychosocial intervention for benzodiazepines
withdrawal

Voshaar et al. compared the use of minimal intervention
(use of letters or group meetings for the recommendation
of cessation of benzodiazepines) with non-intervention,
concluding a benefit in favor of these interventions [19].
Parr et al. compared psychological interventions (relaxation
training, education on abstinence from benzodiazepines
and non-medical strategies for the management of
insomnia) with non-intervention, concluding a benefit in
favor of these strategies [20]. Mugunthan et al. compared
the use of minimal interventions (use of letters to the
patient, counseling, monthly written notes in which
abstinence was urged and / or self-help booklets) with
allowing to continue the use of benzodiazepines, concluding
a benefit for the interventions [21].

Darker et al. [25], in a Cochrane review, includes different
comparisons of minimal interventions where it is worth
noting that the standardized counseling by a family doctor
associated with a gradual dose reduction would be superior
to the usual counseling. However, this benefit would be lost
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at three years of follow-up. No benefit from the use of non-
standardized motivational letters (standardized were better
than non-standardized letters); or from the use of
motivational interviewing, relaxation techniques and e-
counseling [20] was also prominent in this review. Finally,
Reeve et al. found favorable results with the use of such
strategies as educational empowerment brochures,
information on the gradual dose reduction, information on
long-term adverse effects and instruction for cessation,in
the population of adults over 6 and 12 months of follow-up
[20].

4. Pharmacological intervention for benzodiazepines
withdrawal

Denis et al. analyzed the use of different drugs for
benzodiazepines withdrawal, finding good results with the
use of carbamazepine associated with gradual dose
reduction and concluded there was no benefit with the use
of propanolol, hydroxyzine, progesterone, and
antidepressants tricycles [18]. Voshaar et al. concluded
that the use of imipramine associated with gradual dose
reduction would be beneficial for the cessation of use of
benzodiazepines compared to the gradual dose reduction.
However, no benefit was reported with the use of
propanolol, buspirone, carbamazepine and trazodone [19].
Parr et al. concluded that gradual dose reduction associated
with paroxetine, melatonin, trazadone and valproic acid
[20] were beneficial. Gould et al. (2014) concluded an
absence of benefit from adding pharmacological
substitution to gradual dose reduction compared with
placebo [23]. Paquin et al. concluded that adding
pharmacological substitution in the elderly population [24]
would be beneficial. Wright et al. pointed out that adding
melatonin to supervised gradual dose reduction would not
imply any benefit [26]. Finally, Reeve et al. reported good
results for the use of melatonin, lormetazepam and
trazodone in the elderly population [27].

5. Psychotherapy

Voshaar et al. concluded that the use of cognitive
behavioral therapy would be positive [19]. Gould et
al. concluded that psychotherapy associated with
supervised abstinence, meant a benefit that decreased
(remaining statistically significant) at 3 and 12 months
[23]. Paquin et al. concluded that psychotherapy had good
results in the elderly population [24]. Finally, a benefit of
adding cognitive behavioral psychotherapy to the gradual
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dose reduction was found in the Cochrane review by Darker
et al. This benefit lost its statistical significance at a follow-
up of more than 6 months [25].

Discussion

Lifetime prevalence for the consumption of these drugs lies
between 0.2 and 8% worldwide [28]. In a recent literature
review on the population of elderly Latinos treated in
primary health care, the frequency of consumption at least
once in their life fluctuated between 25% and 61% [29]. A
study conducted in primary health care population in Chile,
reported an annual prevalence of 26%, with a consumption
over one year in 11% of the respondents [30].

The Diagnostic and Statistical Manual of Mental Disorders-
Text Revised-IV (DSM-IV-TR) defines dependence as a
maladaptive pattern of substance use that leads to clinically
significant impairment or discomfort [31]. However, the
American Psychiatric Association (APA) in the Diagnostic
and Statistical Manual of Mental Disorders-V (DSM-V)
recently unified the concepts of substance abuse and
dependence, creating the concept of substance use disorder
[32]. According to the Iliterature, benzodiazepines
consumption for more than four to six weeks is an
important risk factor for dependence [33]. Because of this,
different treatments have emerged that favor the cessation
of the chronic consumption of these drugs [34],[35],
[36],[37].

As a summary of the evidence presented, we found reports
in the literature that showed benefits for the use of
combined techniques at the time of prescription, the use of
gradual dose reduction schemes, the use of letters of
motivation, the use of standardized counseling and the use
of psychotherapy. There is evidence of low level of certainty
(isolated and contradictory randomized trials) that showed
a significant benefit for the use of drugs such as
carbamazepine, imipramine, paroxetine, melatonin,
trazodone, valproic acid and lormetazepam. From the
analysis of the evidence, it was also possible to conclude
that, all together, primary studies would have a moderate
risk of bias. Furthermore, within the limitations of the
summarized evidence, it was found that the control
treatment was not always detailed but repored as usual
therapy (treat as usual), making difficult the comparison
between systematic reviews.

On the other hand, many of the disagreements among the
systematic reviews could be due to the fact that, when
comparing the primary reports, each one would use
different studies to perform the respective meta-analyses.
In sum, using the available evidence, the following
strategy was designed for the prescription, monitoring and
cessation of chronic consumption and benzodiazepine
abuse (Figure 1).

y

Step 4 —
Referral to
specialist

A

Step 3 —Face to
face

Step 2 — Face Withdrawal of
to face consumption 2
Step 1—Non Withdrawal of
face consumption 1

Step O -
Prescription

Withdrawal of
consumption

Figure 1. Strategy for the prescription, monitoring and cessation of chronic consumption and abuse of

benzodiazepines.

Step O - Prescription (apply in initial prescription of
benzodiazepines):
The objective of this first stage is to reduce the possibility
of incidence of chronic users or patients with
benzodiazepine consumption disorder. It includes the
following strategies:

a) Prescription of benzodiazepines must be restricted to a

maximum of four weeks, for psychiatric disorders.
b) It is suggested to educate the patient at the time of the
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prescription about the adverse effects and the risk of
consumption disorder from its chronic use.

c) Deliver, in print, along with benzodiazepines, a brief
summary of the adverse effects of prolonged use of these
drugs.

d) At the time of prescribing benzodiazepines the doctor will
have a reminder, either at desk or computer, which will say:
"benzodiazepines are not, according to current evidence,
indicated for leep disorders" and "according to current
evidence, benzodiazepines do not report benefit after four
weeks of wuse in mood and anxiety disorders”

doi: 10.5867/medwave.2018.01.7159
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e) At the time of prescribing benzodiazepines, the doctor
will have a reminder either on the desk or on the computer
that will read: "The benzodiazepines are not, according to
the current evidence, indicated for sleep disorders", "the
benzodiazepines do not report benefit, according to the
current evidence, after four weeks of use in mood and
anxiety disorders.”

e) As part of the prescription of benzodiazepines, during
week three and four, it is suggested to have gradual
reduction schemes.

Step 1.

Non face-to-face consumption cessation (to apply in
patients with a consumption greater than 4 weeks):

Objectives

The objective of this stage is to get people to make the
decision motivated by their desire for self-care guided by
brief information about the benefits of stopping
consumption and a written guide on how to do it. In this
way, we will try to reduce the chronic use of
benzodiazepines without involving hours of doctor's
attention that can be used in the management of the
underlying pathology. This stage consists in the delivery of
a letter with the agreed dose of benzodiazepines on behalf
of the medical team of the health center, suggesting
cessation of use, in a "standardized letter" (Table 2). Along
with this letter, a gradual dose reduction pattern suggesting
a 25% decrease of the initial dose each week is also
delivered (optimal scenario).

Increase the perception of positive results in
relation to the discontinuation of benzodiazepines.
Decrease the beliefs of obtaining a positive effect

with benzodiazepine use.
self-efficacy to achieve

Increase  patients'
discontinuation

Table 2. Standarized Letter.

Step 2 - Face-to-face withdrawal consumption
through minimum intervention and supervised
gradual dose reduction (from the eighth week):

The objective of this step is to achieve cessation with
minimal non-standardized face-to-face intervention and the
controlled prescription of drugs. In this stage, the patient
has already received education at the time of the initial
prescription, has received at least one letter at the time of
withdrawal of the drug, and this last intervention is
intended to end the consumption gradually.

Step 3 - Face-to-face withdrawal consumption
through standardized counseling and supervised
gradual dose reduction (since the twelfth week):
The objective of this stage is achieving cessation of
benzodiazepine consumption using the maximum resources
available in the health center. In this stage, detailed
standardized counseling (Table 3) is applied to encourage
the motivation for cessation of benzodiazepine use. As part
of this stage, patients receive a gradual dose reduction
scheme (Similar to step 1). Substitution drugs may also
considered in this stage (Table 4).

Contents

What are benzodiazepines and for what do we use them?

Treatment of symptoms versus treatment of their causes.

Adverse effect of the use of benzodiazepines (memory
impairment, decreased reflexes, risks of falls, hip
fractures, dementia, among others)

Problems associated with chronic use (dependence,
tolerance and withdrawal symptoms)

Information on how to remove benzodiazepines by
means of a gradual dose reduction

Follow-up: Discussion of problems arising from the first
consultation, evaluation of withdrawal symptoms,
positive reinforcement of achievements

Table 3. Standardized Counseling.

www.medwave.cl
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Drug Dosage

Carbamazepine

200 mg every 12 hours, increase to 400 every
12 hours between weeks 3rd and 4th, and
maintain for 2 to 4 weeks from the suspension
according to withdrawal symptoms.

Imipramine

150 mg every 24 hours for 4 weeks

Melatonin

2 mg every 24 hours (PM) for 6 weeks

Paroxetine

10-20 mg every 24 hours, keep for 2 to 4
weeks from the suspension according to
withdrawal symptoms

Trazodone

100 mg every 24 hours, for 5 weeks.

Valproic acid

500 mg every 24 hours, for 5 weeks.

mg: miligrams.
PM: after noon.

Table 4. Substitution drugs in the cessation of benzodiazepines.

Step 4 - Specialist referral for patients refractory to
the previous steps (from the twelfth week or
according to the doctor’'s criteria):

The objective of this stage is that, having a patient
motivated to cease, and exceeding the resources available
in the health center, the patient will be referred to the
mental health center for specialized management. This is
because psychotherapy is the treatment with the
highest evidence level for benzodiazepines withdrawal.
However, because it is an expensive and scarce resource,
it is left for patients who are refractory to less complexity
management, and as the cusp of management proposed in
this protocol.

Conclusions

To stop prescribing treatments to patients when they no
longer need them is an essential part of a good medical
exercise. There is a lot of scientific evidence about how to
start a treatment, but there is very little about the best way
to stop prescribing. This would not be important if the
withdrawal of drugs, when they are unnecessary, was a
routine activity.

The inertia of the prescription establishes a perfect
framework to understand why some prescriptions become
chronic, despite being recommended only in short
treatments. Some classic examples of this reality are the
prescription of benzodiazepines, nonsteroidal anti-
inflammatory drugs (including COX-2), proton pump
inhibitors (PPI) and analgesics [36].

The chronic use of benzodiazepines presents different
adverse effects, among which dementia, the risk of falling
and fractures, traffic accidents and upheaval by
consumption of these substances stand out. Hence, several
meta-analyses have compared the effectiveness of
different withdrawal strategies for benzodiazepines.

It is observed that any type of intervention, even the
simplest to implement (letter, talk or interview), improve
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the results obtained compared to routine performance. In
general, the best results are obtained with an intervention
to which a psychotherapy technique is added, OR = 5.06
(95% CI: 2.68 to 9.57) [23]. The minimal interventions
were also effective, although to a lesser extent, OR = 1.37
(95% CI: 1.1 to 1.72).

In one study, 258 primary care patients with prolonged
treatment (more than three months), who had ceased
consumption after receiving a single "letter of interruption”
by their family doctor (measured at three months after
delivery), were allowed medical consultations on the
subject and followed for 10 years. At 21 months, 59.8%
remained abstinent and 58.8% after 10 years. This study
also showed that probabilities of success in abstinence are
not related to less time of previous consumption, use of
basic antidepressants or type of benzodiazepines [37].

On the other hand, the use of drugs did not show significant
differences compared with routine interventions, OR = 1.31
(95% CI: 0.68 to 2.53), which is why they were not
included in the proposed strategy [23].

It is important to bear in mind that the currently available
evidence does not allow us to have a high certainty that
this will not change in the future, this is especially true for
the use of pharmacological replacement. Thus, we propose
an effective discontinuation strategy, at a minimum cost,
and with a low need for professional time, both of which are
relevant issues in the primary care setting.

Notes
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