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Background
The use of benzodiazepines has been advised against in
older people, but prevalence rates remain high.

Aims
To review the evidence for interventions aimed at reducing
benzodiazepine use in older people.

Method

We conducted a systematic review, assessment of risk of
bias and meta-analyses of randomised controlled trials of
benzodiazepine withdrawal and prescribing interventions.

Results

en withdrawal and eight prescribing studies met the
inclusion criteria. At post-intervention, significantly higher
odds of not using benzodiazepines were found with
supervised withdrawal with psychotherapy (odds ratio
(OR)= 5—66 95% Cl 2:68=9-57, P<0.00001) and withdrawal
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with prescribing interventions (OR=1.43, 95% Cl 1.02-2.02,
P=0.04) in comparison with the control interventions
treatment as usual (TAU), education placebo, withdrawal with
or without drug placebo, or psychotherapy alone.
Significantly higher odds of not using benzodiazepines were
also found for multjfaceted prescribing interventions

(OR= 1—37— 95% Cl #+46-1.72, P=6:066) in comparison with
control interventions (TAU and prescribing placebo).

conclusions

Supervised benzodiazepine withdrawal augmented with
psychotherapy should be considered in older people,
although pragmatic reasons may necessitate consideration of
other strategies such as medication review.

Declaration of interest
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The long-term use of benzodiazepines has been advised against in
older people owing to adverse outcomes,'™ including increased
risks of cognitive impairment, falls, fractures, traffic accidents,
delirium and dependence.”™'® The American Geriatrics Society
2012 Beers Criteria Update Expert Panel has recommended
avoidance of benzodiazepines for insomnia, agitation or delirium
in older people owing to slower metabolism of and increased
sensitivity to such medications."' Despite previous recommend-
ations, estimates of the prevalence of benzodiazepine use in older
people remain high. Estimates from recent studies range from
12% to 32%,'>"? with prevalence rates being even higher in those
with psychiatric disorders.'*'®> Benzodiazepine rates of 57-59%
have been reported in the latter group,'* and more specifically
in those with depression or anxiety disorder."” Benzodiazepine
prevalence rates may continue to be high for numerous reasons.
These include a lack of specialist knowledge about benzodiazepine
prescribing in geriatric care;'* difficulties in translating prescribing
guidelines into clinical practice, including a perceived lack of
alternative evidence-based treatments and unwillingness of older
people to discontinue benzodiazepines;'® a perceived lack of
priority for physicians (e.g. due to greater physical health needs);
and physiological and psychological dependency issues.
Consequently, interventions that aim to reduce benzodiazepine
use by helping patients to withdraw from them or by changing
prescribing (and hence benzodiazepine use) may help to reduce
prevalence rates in older people.

A stepped care approach has been proposed for withdrawal
from benzodiazepines, comprising minimal interventions such
as advisory letters or consultations with healthcare professionals,
supervised gradual withdrawal and specialised care (e.g.
supervised withdrawal augmented with psychotherapy or
pharmacotherapy).'”” These proposals have been supported by
meta-analyses and systematic reviews of interventions that

included adults of any age,'®' but have not been examined
specifically in older people. Meta-analyses have also shown that
this stepped care approach may not be applicable in all settings.
For example, gradual withdrawal plus pharmacotherapy was
found to be superior to gradual withdrawal alone for participants
using benzodiazepines recruited from in-patient and out-patient
settings,”® but not when limited to general practice and out-
patient settings.'® With respect to strategies for changing
prescribing (and hence drug use) in older people, a number of
interventions have been suggested.”” > These include completing
regular medication reviews and consultations with patients (which
overlap with minimal withdrawal interventions noted above),
providing educational outreach programmes to prescribers,
conducting audits and providing feedback on prescribing patterns,
implementing electronic prescribing alerts and providing patient
support groups. Previous meta-analyses and reviews provide
support for these strategies,” " but were not focused specifically
on benzodiazepines (focusing primarily on inappropriate prescribing
in care homes)****?%?” and/or examined interventions in a wider
age group.”>’

The extent to which findings from withdrawal and prescribing
studies specifically apply to older people is uncertain as the
majority of studies used a broad age range. Certainly, inconsistencies
exist in the literature with respect to the influence of age on
benzodiazepine-related outcomes: for example, some studies
reported more favourable outcomes for older than younger
people,®®>!  whereas other studies reported less favourable
outcomes.””™> Yet other studies reported no effect of age,**™*
although the degree to which some of them were sufficiently
powered to detect an effect is unclear owing to failures to report
age ranges. 6374142

It may be that withdrawal interventions are more successful in
older people because of age-related physiological processes (e.g.
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slower metabolism of benzodiazepines), which may result in
slower clearance rates from the body.?® This may lead to less severe
withdrawal symptoms,?®>! or at least a different presentation in
symptoms (e.g. disorientation and confusion rather than anxiety
or insomnia).*> On the other hand, it may be that the effectiveness
of interventions is reduced in older people owing to long-term
dependency issues such as lack of motivation to reduce
medication.!®** Furthermore, withdrawal interventions involving
psychotherapy might be less effective in older people owing to
difficulties in addressing chronic underlying disorders such as
anxiety or insomnia. Certainly, smaller effect sizes in favour of
cognitive-behavioural therapy (CBT) for generalised anxiety
disorder have been reported in older participants compared with
younger people.”” Alternatively, an interaction of these factors
might mean that interventions are as efficacious in older people
as in wider populations. Thus, there is a need to clarify the
effectiveness of interventions for reducing benzodiazepine use
specifically in older people. Consequently, our aims were: first,
to conduct a systematic and critical review of the evidence from
randomised controlled trials (RCTs) targeting the reduction
of benzodiazepine use in older people in a variety of settings
(in-patient, out-patient, community and care homes); second,
to compare the efficacy of different types of interventions for
reducing benzodiazepine use; and third, to examine the
persistence of beneficial intervention effects at short-term (0.5-3
months) and longer-term (12 months) follow-up.

Method

Medline, EMBASE, PsycINFO, Web of Knowledge and the
Cochrane Collaboration Central Register of Controlled Trials were
searched on 6 October 2012 using the following terms:
[benzodiaz* OR hypnotic* OR anxiolytic* OR psychotropic* OR
sedative* OR tranquil* OR alprazolam OR bromazepam OR
clobazam OR clonazepam OR diazepam OR flunitrazepam OR
lorazepam OR midazolam OR nitrazepam OR oxazepam OR
temazepam OR triazolam OR zolpidem OR zopiclone] AND
[taper* OR discontinu* OR reduc* OR withdraw* OR cessation
OR long-term OR chronic OR dependen* OR overuse OR misuse
OR addiction OR abuse OR prescri*] AND [older OR elder* OR
geriatr* OR “old age” OR “late life” OR late-life] AND [RCT OR
random*]. Studies were also identified from citations in studies,
reviews and meta-analyses of interventions that aimed to reduce
benzodiazepine use in adults of any age.

Inclusion and exclusion criteria

Studies were included if they met the following criteria:

(a) the study was a peer-reviewed parallel RCT, cluster RCT (with
more than two clusters) or crossover RCT (with data available
for separate crossover periods);

(b) a primary or secondary aim was to reduce benzodiazepine use
by withdrawal interventions or interventions for changing
benzodiazepine prescribing;

(c) the intervention was compared with a non-active control such
as waiting list or treatment as usual (TAU), or with an active
control (e.g. pill placebo, social support/talking/education
placebo, or psychotherapy alone);

(d) the mean, median or modal age of participants in the study
was 60 years or more, with the minimum age of participants
being 50 years.

The age criteria were chosen to reflect official definitions of

‘older people}*®* and because higher prevalence rates of
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benzodiazepine use have been reported in this age group.*® Studies
that involved both older and working-age people were included if
age-specific analyses were reported. Studies that failed to report
mean or minimum ages were included only if the setting was
exclusively for older people, such as a residential care home.
Studies were excluded if data were insufficient to permit the
calculation of effect sizes, or if the number of participants in each
condition was fewer than five.

Study selection and assessment of trial quality

Studies were independently screened and selected if they were
considered to meet inclusion criteria by three authors (R.L.G.,
N.P. and M.C.C.). Study quality in five areas of bias known to
affect clinical outcomes (sequence generation, allocation
concealment, masking of outcome assessors, incomplete outcome
data and selective outcome reporting) was assessed using a risk of
bias tool recommended by the Cochrane Collaboration.*” The
control of bias in each area (i.e. whether it was adequate, partially
adequate or inadequate/unclear) was independently, blindly
rated by the same three authors for each study. Discussion and
consensus were used to resolve any discrepancies.

Outcome measures

The main outcome measure was odds ratio in relation to not
using benzodiazepines, at the level of patients or prescriptions.
Data were examined at the post-intervention assessment and at
short-term (0.5-3 months) and longer-term (12 months)
follow-up. Following a previous meta-analysis,'® wherever
possible a conservative approach was taken whereby all patients
withdrawing from the study were assumed to have continued
using benzodiazepines (akin to intention-to-treat rather than
completer analyses). Data were extracted from each study by three
authors (R.L.G., N.P. and M.C.C.), study authors were contacted
for further information if necessary, and any discrepancies were
resolved through discussion and consensus.

Calculation of effect sizes

Odds ratios with 95% confidence intervals were calculated for
each study. These were log-transformed for input into meta-
analyses and back-transformed for reporting purposes. If a study
included two or more comparator conditions then the experimental
and control conditions were combined in order to avoid making

unit-of-analysis errors.’® "Data from cluster RCTs were only
included with data from parallel RCTs if there was adjustment
for clustering at the individual level.>® In cases where there was
no adjustment, this was calculated using study-specific estimates
of the design effect or variance inflation factor.Z} The design effect
was calculated as 1+(m—1)p, where m is the average cluster size
and p is the sample estimate of the intracluster correlation
coefficient (ICC). If an ICC was not reported, this was taken from
a similar study and used to calculate study-specific estimates of
the design effect. Data from crossover RCTs were included with
data from parallel RCTs only if data were available separately for
all crossover periods, in addition to combined data from all
crossover periods, thus enabling estimations of the risk of bias
from carry-over effects.?3

Meta-analyses

Random effects meta-analyses using a DerSimonian & Laird
estimator based on generic inverse variance weights were
conducted using the metan function in Stata version 11.2 and
RevMan version 5.1 on Windows OS.5772% Separate groups of

If a study included data for two or more time points within the same meta-analysis then an overall mean log odds ratio and a conservatively-adjusted
standard error were calculated, accounting for a correlation of 1 between data from different time points.°! 99
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meta-analyses were conducted for withdrawal and prescribing
studies owing to anticipated heterogeneity in interventions and
control conditions. There was an overlap between some withdrawal
and prescribing interventions (e.g. those involving the provision of
advisory letters or consultations with a withdrawal plan), thus a
study could potentially be included in both groups of meta-analyses.
Following evidence of differential effectiveness of withdrawal
interventions in adults of any age,'®?' separate meta-analyses
were conducted for studies of:

(a) withdrawal with a prescribing intervention (i.e. an inter-
vention that included a withdrawal plan with one or more
prescribing interventions such as medication
consultation or education);

review,

(b) supervised withdrawal alone (i.e. supervised by study personnel
or healthcare professionals);

(c) supervised withdrawal augmented with psychotherapy (e.g.
CBT or psychological consulting);

(d) supervised withdrawal augmented with pharmacotherapy (e.g.
non-benzodiazepine medication, another type of benzodiaze-
pine or a pill placebo).

Separate meta-analyses were also conducted for single-faceted
v. multifaceted interventions as the latter were reported to be
more effective than the former.?® Single-faceted interventions were
defined as those that included only one prescribing intervention
(e.g. education alone). Multifaceted ones were those that included
two or more prescribing interventions (e.g. education plus
medication review). In addition, separate meta-analyses were
conducted for different assessment periods (post-intervention,
short-term and longer-term follow-up) in order to avoid non-
independence of effect sizes. Finally, sensitivity analyses were
conducted in order to examine the robustness of findings when
not adjusting for clustering at the individual level in cluster RCTs,
using fixed effects rather than random effects analyses and
excluding any study that received a rating of inadequate/unclear
in all five areas of risk of bias.

Statistical significance of the estimated average treatment
effect in each meta-analysis was examined using the Z-test.
Percentage of variability in treatment effects between studies due
to heterogeneity rather than sampling error or chance was assessed
in each meta-analysis using Cochran’s Q-test and the I” statistic.
Values of 0%, 25%, 50% and 75% indicated no, low, moderate
and high heterogeneity respectively.% If there was evidence of
low to high heterogeneity, 95% prediction intervals were
calculated in order to provide an estimate of the range of
treatment effects within an individual study setting.2% Publication
bias was examined using funnel plots and Egger’s regression
asymmetry test.Z If publication bias was detected, a non-
parametric trim and fill method was used to impute missing
studies and re-estimate the pooled effect size.Z8 An alpha level of
0.05 was used for tests of the estimated average treatment effect
and publication bias, whereas o= 0.10 was used for tests of hetero-
geneity due to reductions in sensitivity of Cochran’s Q-test with
small numbers of studies. Finally, the number needed to treat
(NNT) to enable one additional person to not use benzo-
diazepines with the treatment rather than control intervention
was calculated. This was computed from odds ratios, whereby
the median control group risk across studies in the same group
served as the assumed control risk.”

Subgroup and meta-regression analyses

A priori subgroup and meta-regression analyses were used to
examine whether any between-study heterogeneity could be

explained by type of intervention in withdrawal and prescribing
studies. In addition, analyses were completed for two further
variables (underlying pathology and setting) as recommended
by an anonymous reviewer. Subgroup analyses in RevMan 5.1
indirectly assessed differences in overall effect sizes between
subgroups using a test of heterogeneity.Zi Bonferroni-corrected
alpha levels were chosen to indicate statistically significant
subgroup differences at each time point in order to control for
the risk of false positives in multiple subgroup analyses.®® Random
effects univariate meta-regression analyses formally examined
whether moderating variables were associated with effect sizes.
The I statistic was used to measure the percentage of variability
in treatment effects due to subgroup differences rather than
sampling error or chance. Log-transformed odds ratios were
entered into meta-regression analyses as the dependent variable,
whereas dichotomous moderating variables were dummy-coded
independent variables. Analyses were conducted using the metareg
function in Stata version 11.2 with restricted maximum likelihood
estimation and Knapp-Hartung adjustment. Any factor that was
significant in univariate analyses was entered into a random effects
multivariate meta-regression analysis, and a joint test of covariates
was calculated in order to control for the risk of false positives. In
addition, a Monte Carlo permutation test (with 1000 random
permutations) was performed to adjust P-values for multiple
comparisons.®’ An alpha level of 0.05 was chosen to indicate
statistical significance.

Results

The PRISMA checklist was used to guide reporting (see online
Table DS1).%?

Identification and characteristics of included studies

Literature searches identified 2848 studies, of which 1 met
inclusion criteria (Fig. 1).§77° Of these, ‘ten focused on withdrawal
from benzodiazepines,*>™3 and eight focused on changing benzo-
diazepine prescribing (and hence benzodiazepine use). 75 0% Two
studies were included in both meta-analyses as the treatment
intervention qualified as both a withdrawal and multifaceted
prescribing intervention for some participants.’s5; 7.7, The
characteristics of each of the included studies are described in
online Table DS2.

Withdrawal interventions

For the withdrawal studies, supervised gradual withdrawal was the
most common type of intervention (6 studies); 1 study employed
supervised abrupt withdrawal, 1 study compared both gradual and
abrupt withdrawal and 2 studies used gradual withdrawal with a
prescribing intervention (for some participants only). Withdrawal
was augmented with pharmacotherapy in 4 studies and with
psychotherapy in 4 studies. No study compared withdrawal alone
with a control condition. Psychotherapy was described as CBT in 2
studies, behavioural therapy (i.e. relaxation training) in 1 study
and ‘psychological consulting’ in 1 study. Pharmacothgllc'iapy
comprised melatonin (1 study), carbamazepine (1 study),pill
placebo (Ei;tf;gies) andtow-dosetormetazepam—{2-studtes). The
length of withdrawal interventions ranged from 1 week to 12
months. Studies employed a variety of comparison conditions:
withdrawal alone (3 studies), withdrawal with pill placebo (3
studies), withdrawal with combined psychotherapy and pill
placebo (1 study), psychotherapy alone (1 study) and an
education control (1 study). Frvo—stirdties compared withdrawal
with a non-active control condition (TAU). The most common
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Potential studies identified through database search:
n=2848
EMBASE and PsycINFO (n=1078)
Web of Knowledge (n=889)
Medline (n=556)
Cochrane Central Register of Controlled Trials
(n=325)

Potential studies identified
through published reference lists:
n=66

v

Potential studies retrieved for assesment of eligibility:
n=203

Studies excluded: n=
Not an RCT (n=58)
RCT but observational study (n=2)

Aimed at/included all ages,

with no age-specific anslyses (n=47)
Mean, median or modal age <60 years (n=27)
No data specifically for benzodiazepines (n=32)
Secondary analysis (n=6)
No details given about age criteria (n=2)

Unsuitable control condition (n = 1)

74 175

\ 4

\4
Studies eligible for data extraction:
n=2028
Studies excluded owing to insufficient data
= to calculate effect sizes: n=143-11
v

Studies included in meta-analyses:
Withdrawal studies (1= %8 °
Changing prescribing studies (n=8)

Fig. 1 Flow of studies from identification to meta-analyses.

RCT, randomised controlled trial.

setting of withdrawal interventions was the community (6 studies),
followed by in-patient wards (2 studies) and out-patient clinics
and care homes (1 study each). The majority of studies recruited
participants who were using benzodiazepines for insomnia; in 5
studies this was for insomnia alone, in 2 studies for insomnia
and/or anxiety and for anxiety alone in only 1 study. The most
frequent inclusion criterion with respect to duration of benzo-
diazepine use was 3 months or more (3 studies), followed by
6 months (2 studies), then 1 month and 12 months (1 study
each), with 3 studies not specifying duration. The mean age of
participants was 74.1 years and the mean minimum age was
61.9 years. The mean percentage of female participants was
73.4%. Follow-up data were reported in 5 studies, with 0.5-3
months being the most frequent follow-up assessment period.

Prescribing interventions

The most common components of prescription interventions
were education (6 studies), medication reviews (6 studies) and
provision of prescribing feedback (3 studies). The length of inter-
ventions varied from 1 month to 12 months. Half of the studies
employed a cluster RCT design (with the unit of randomisation
typically being care homes). Non-active controls (TAU) were
employed in the majority of prescribing studies (6 studies), with
2 studies using an active control. Half of the studies were
conducted in care homes and half in the community. The majority
of studies primarily aimed interventions at physicians and/or

Reducing benzodiazepine use

other staff (5 studies); 2 studies targeted patients and 1 involved
both staff and patients. Only 1 prescribing study reported reasons
for the use of benzodiazepines, and no study reported inclusion
criteria for the duration of benzodiazepine use. The mean age of
participants was o years and the mean minimum age was
658 years. The mean percentage of female participants was
#-4%. Follow- up data with respect to the use of benzodiazepines
were not reported in any prescribing study, although this was
unclear in 2 studies and so the final follow-up assessment was used
as the post-intervention assessment in these cases.

Trial quality of included studies

Potential sources of bias for each study are listed in online Table
DS3. No study achieved adequate ratings in all areas of risk of bias,
and no study was rated as inadequate/unclear in all five areas. The
majority of benzodiazepine withdrawal studies were rated as
hav1ng three or four inadequate/unclear areas of bias (# out of
}0 studies). In contrast, the majority of prescribing studies
received only one or two inadequate/unclear ratings (5 out of 8
studies). Allocation concealment was the most inadequately/
unclearly addressed area of bias in withdrawal and prescribing
studies, whereas incomplete data and selective reporting of data
were the most adequately addressed areas of bias for both types
of study.

Meta-analysis: withdrawal interventions
0dds of not using benzodiazepines

The average effect of supervised withdrawal with psychotherapy
at post-intervention was to make the odds of not using
benzodlazeplnes 5—96 times higher than for control interventions
(95% CI 2—68-9-57 P<0.00001, NNT=3; Fig. 2 and online
Table DS4). In contrast, the odds were 1.43 times higher for
withdrawal with a prescrlblng intervention (95% CI 1.02-2.02,
P=0.04, NNT=13) and +3+ times higher for supervised withdrawal
with pharmacotherapy (95% CI 8:68—353, P=0.42, NNT = 26)
At 0.5-3 months follow -up, on average, the odds of not using
benzodiazepines were 396 times higher for supervised withdrawal
with }gs?fchotherapy compared with control interventions (95% CI

1.87

+94=782, P=0.0001, NNT =4; F1g 3 and Table DS4). H-mvcv-c-r

interventions. Only one study examined supervised withdrawal
with pharmacotherapy: here, the odds of not using benzo-
diazepines were 4.00 times higher than for the control
intervention (95% CI 0.68-23.41, NNT =5). No study examined
withdrawal with a prescribing intervention.

As can be seen in Fig. 4 and Table DS4, significantly higher
odds of not using benzodiazepines were found with supervised
withdrawal plus psychotherapy at 12 months follow-up. The
average effect of treatment was to make the odds of not using
benzodiazepines 3:60 times higher for supervised withdrawal plus
psychotherapy compared wijth control 1ntervent10ns (95% CI

P—9-994 NNT = 5) 5 heterogeneity
in effect sizes was found, although this was not significant (32—6%,
P= 9%3) On average, although studies with psychotherapy
appeared effective at aiding withdrawal from benzodiazepines in
comparison with control interventions, 95% prediction intervals
suggested they might not always be effective in individual settings.
No study assessed withdrawal with a prescribing intervention or
supervised withdrawal with pharmacotherapy.
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Experimental Control Odds ratio Odds ratio
Study or subgroup log (odds ratio) s.e. Total Total  Weight IV, Random, 95% Cl IV, Random, 95% Cl
Withdrawal with preggﬂ{)g]g intervention
Salanoja et al (2010) 71,72,b 0.3329 0.1849 259 269 90.1% 1.40 (0.97, 2.00)
Velert Vila et al (2011, 2012)775 0.6071 0.5581 192 172 9.9% 1.84 (0.61, 5.48)
Subtotal (95%) 451 441 100.0% 1.43 (1.02, 2.02)
Heterogeneity: 1°=0.00; y>=0.22, df.=1 (P=0.64); ' =0%
Test for overall effect: Z=2.05 (P=0.04)
Withdrawal with psychotherapy a0n
Baillargeon et al (2003)%° 1.6074 0.5414 35 30 - 4.99 (1.73, 14.42) —i—
Giblin & Clift (1983)%¢ 30445 12599 10 0 && 21,00 (1,78, 248.11) N
Morin et al (2004 17084 64 54 19 345 5.5 e —-—
Petrovic et al (20027 04626 09735 20 20 1% 159 (g 4, 410, )70) —r—
Subtotal (95%) 19 109 100.0% RV LT 4
Heterogeneity: t?=0.00; x 42-7-8 d.f.=3 (P=0.44); P=0%
Test for overall effect: Z= 4—99 (P <0.00001)
Withdrawal with pharmacotherapy .
Cardinali et al (2002)%* 0.619 0.5396 32 3 383 1.86 (0.64, 5.35) T
Di Costanzo & Rovea (1992)° 0.3567 0.8494 18 18 : 1.43 (0.27, 7.55) e
Habreker-et-al-As9E =—02466 056 8 345% U3T(0.26, Z.45]
Tham et al (1989)™* 70 047 0.9811 18 18 1réd 160 (0.23, 10.95) %
Subtotal (95% CI) 2 s 95 & 100.0% 13 0es 258
Heterogeneity: t°=0.00; _241’29 d.f, =3 (P=644), P =0%

20
Test for overall effect: Z= 6-84(P 9-42)

Fig. 2 Pooled odds ratios in relation to not using benzodiazepines in studies aimed at withdrawal from these drugs at post-intervention.

a. Participants leaving the study were not assumed to have continued using benzodiazepines as it was not possible to calculate this.
b. Withdrawal occurred only for some participants.

Experimental Control Odds ratio Odds ratio
Study or subgroup log (odds ratio) s.e. Total Total ~ Weight IV, Random, 95% ClI IV, Random, 95% ClI
Withdrawal with psychotherapy -
Baillargeon et al (2003)°2 1.2192 0.5219 3§ 39 5 3.38 (1.22, 9.4']2 —a—
o . 2.6148 1.0139 1 1 9.3% 13.66 (1.87, 969.68)
Giblin & Clift (1983)% 26677 - 29 26 : 1350 (333-5467) ——
. 867 0.5092 27 36.9% 0.84, 6.19)
Morin et al (2004) 0.8242 - 54 49 358 2.28 éJ—QZ—S—'lQ) i
Petrovic et al (2002 ¢ 1.3863 0.7159 20 20 - 400098, 16.27) -
subtotal (95% C) ., o W5 1000% SISO >
Heterogeneity: t°=0748; y 951—69 df.=3 (P 9—26); P =36%
Test for overall effect: Z= 3—8-3 (P=0.0001)
Withdrawal with pharmacotherapy
Di Costanzo & Rovea (1992)%° 1.3863 0.9014 18 18 100.0% 4.00 (0.68, 23.41) -
Subtotal (95% Cl) 18 18 100.0% 4.00 (0.68, 23.41) -~

Heterogeneity: not applicable

Test for overall effect: 7=1.54 (P=0.12)

Fig. 3 Pooled odds ratios in relation to not using benzodiazepines in studies aimed at withdrawal from these drugs at 0.5-3 months

follow-up.
Experimental Control Odds ratio 0dds ratio
Study or subgroup log (odds ratio) s.e. Total Total  Weight IV, Random, 95% Cl IV, Random, 95% ClI
Withdrawal with psychotherapy e e
Baillargeon et al (2003)% 1.8402 0.5596 35 30 3 6.30 (2.10, 18.86) —a—
X 867 0.4866 27 42.5% 0.75, 5,03) i
Morin et al (2004) 0.6624 o4 -S4 49 4729 1.94 ) i
Petrovic et al (2002)% ¢° 0.9808 0.7217 20 20 - 2.67 (065, 10.97) T
3.14 (1.50, 6.56)
subtotal (95% C1) -, . 99 100.0% : >
Heterogeneity: t%=034; x 0244 df=2(P= 9-23) =

Test for overall effect: 7= 2-92(

2

=0-064)

Fig. 4 Pooled odds ratios in relation to not using benzodiazepines in studies aimed at withdrawal from these drugs at 12 months
follow-up.
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Subgroup and meta-regression analyses

At post-intervention assessment significant differences were found
in subgroup analyses comparing e-ggﬁe of intervention (P= (-)-099;2‘)
and underlying pathology (P but not setting (P = 6:69;
Table DS4). Similarly, meta-regression analyses revealed a
significant association between effect sizes and type of intervention
(Pzﬁtﬁﬁ?) and underlying pathology (P= 6:61), but not setting
(P= ee-} Table 1). Higher odds of not using benzodiazepines were
found in studies employing supervised withdrawal and
psychotherapy compared with withdrawal and a prescribing
intervention or supervised withdrawal with pharmacotherapy,
and also in studies aimed at people with insomnia compared with
anxiety, mixed or unreported diagnoses. A joint test of covariates
in a multivariate meta-regression analysis showed there was a
51gn1ﬁcant association of at least one of these variables with effect
sizes (P= 9—62) However, neither variable was independently
associated with between-study heterogeneity after adjusting for
multiple comparisons (P= 630 for intervention; P=054 for
underlying pathology; Table 2).

At 0.5-3 months follow-up it was not possible to detect any
significant between-group  differences in mean effepc'i sizes in
subgroup analyses (P -6:98 for type of intervention, underlying
pathology and,\ settmg, Table DS4). A limited number of
studies precluded subgroup analysis at 12 months follow-up
and meta-regression analyses at 0.5-3 months and 12 months
follow-up.

Sensitivity analyses and publication bias

Sensitivity analyses revealed the same pattern of results at all time

points (online Table DS5). There was no ev1dence of pubhcatlon
(gnline Tables DS4 and DSS5)

bias in any analy51s

Reducing benzodiazepine use

Meta-analysis: prescribing interventions
0dds of not using benzodiazepines

At post-intervention three studies did not appear to adjust for
clustering at the individual level for the outcome of interest. 7557 5,
All used care homes as the unit of randomisation and so an ICC of
0.057 was used to estimate the design effect as this has been
reported in a study of benzodiazepine prescribing in care homes.5%
As shown in Fig. 5, significantly higher odds of not using
benzodiazepines were found with multifaceted prescribing inter-
ventions. The average effect of treatment at post-intervention
was to make the odds of not using benzodiazepines -1—?5’- times
hlgher for multifaceted interventions (95% CI E16-1.72,
P= 6—666 NNT =15) compared with control interventions. In
contrast, the odds were lower for single-faceted interventions in
cg)r6r71pla¥son w1th control mterventlons (OR=687, 95% CI

- , P= 9—%5‘ NNT = —ErEr) It was not possible to examine
the longer-term effectiveness of multi- and single-faceted prescribing
interventions as no study assessed outcomes at 0.5-3 months or
12 months follow-up.

Subgroup and meta-regression analyses

Significant differences were found in subgroup analyses comparing
type of intervention (P= (9-967") but not setting (P= 9—1-9 see

Table DS4).|It was not possible to examine subgroup differences

respect to underlying pathology as studies rarely reported

these data. Meta-regression analyses similarly showed & sishifeant

assocxatlons
between effect sizes and type of intervention
(P=6:04), butnot

5:04). bt setting (P= 9%0 Table 1). |The odds of not

Table 1 Random effects univariate meta-regression analyses at post-intervention

Regression a b
coefficient (s.e.) 95% Cl P Adjusted R? (%)" P (%)
9
Withdrawal studies (n=46)
Intervention (0 withdrawal with pharmacotherapy/prescribing 1.22 (0.39) 0.29 to 2.15 0.02
intervention, 1 withdrawal with psychotherapy) A2 6067 100.00 0.00
Upderlym_g pathology (0 anxiety/mixed/not reported, 0.9 (0.34) 015 1o 1.5 .03
1 insomnia) 4—9&-(9—32? - - 6+ 100.00 0.00
. . . . . -0.53 (0.67) -2.11 to 1.05 0.46 -31.63 44.44
Setting (0 care home/in-patient, 1 community/out-patient) 9—82—(@-6@) —O-eete220 - 549 468
Prescribing etudies h=8) . . . . 0,42 (0.19) 055 e 0.03 006
Intervention (0 multiple intervention, 1 single intervention) —0-45-01L) 0-8710——0.04 864 100.00 0.00
Underlying pathology (0 anxiety/mixed/not reported, uc uc uc uc uc
1 In_Somma) . 0.22 -0.25 to 0.69 0.30 55.41
Setting (0 care home, 1 community) 927 (0.19) - - 0.00
UC, unable to calculate as these data were rarely reported in prescrlbmg studies.
AWENT t n A' todl £ IA- I A- i
MMMMM for E-HSRE-a-MeRte-Care-permutation-testiwmit-1000-permttationsy.
a 4 Percentage proport|on of between studSy vargnce explained b; the variable.
b e Percentage proportion of residual variation due to heterogeneity.

Table 2 Random-effects multivariate meta-regression analyses at post-intervention

Adjusted P?
9
Withdrawal studies (1= 16) 0.26
Intervention Tey

Underlying pathology

c. Percentage proportion of between-study variance explained by the variable.
d. Percentage proportion of residual variation due to heterogeneity.

a. Values adjusted for multiple testing using a Monte Carlo permutation test (with 1000 permutations).
b. Joint test with Knapp-Hartung modification of all covariates significant at P<0.05 in univariate meta-regression.

I2 (%)d

F P for joint test”

Adjusted R? (%)°

5.23 0.048

100.00 0.00
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Experimental Control 0dds ratio Odds ratio

Study or subgroup log (odds ratio) s.e. Total Total  weight IV, Random, 95% ClI IV, Random, 95% Cl
Multiple prescribing interventions
Crotty et al (2004)"°7* 0.19 0.2629 381 334 Zlii% 121 (972, 2.02) N
Pit et al (2007)%7° 04305 635762 30 309 164 1.54 (654264 r—
Roberts et al (2001 02426 0.2573 478 850 oo 1.27 (0.77, 2.17) ‘1'-‘_
Salanoja et al (2010)79 &° 0.3329 0.1849 259 269 422: 1.40 (0.97, 2.00)
Velert Vila et al (2011, 2012)5375% . 0.6071 0.5581 192 172 &9 1,84 (olég . 548) T
Subtotal (95% cl) 0. 96 1660 1934 100.0% . , 1.72) ¢
Heterogeneity: t2=0.00; Xz 49—75‘ df =4 (P=654), =0%
Test for overall effect: Z=276 (P=6:086)
Single prescribing intervention

0.3514 15.9% (0.51, 2.04)
Avorn et al (19927* 72 0.022 349 329 6% 1.02 -
Rikala et al (201177 ~00404 02415 281 257 %% 096 0659 115148)
Strikwerda et al (1994);978 —0.2174 ' 796 1087 55%7_‘5% 9'%0 0. 67, 1,11) ?
Subtotal (95% CI) - 1426 8 100.0% . 68,1
Heterogeneity: t°=0.00; Xo ) %f39 (P=63); P=0%
Test for overall effect: Z= 1—1-9 (P:e%7)

I } } i

Fig. 5 Pooled odds ratios in relation to not using benzodiazepines in studies aimed at changing benzodiazepine prescribing (and hence
use of these drugs) at post-intervention.

a. Those leaving this study were assumed to have continued using benzodiazepines (for all other studies this was not possible to calculate).

using benzodiazepines were higher for multifaceted prescribing
interventions (in comparison with control interventions) than
for single-faceted interventions (in comparison with control
interventions).

Sensitivity analyses and publication bias

The same pattern of results was found in sensitivity analyses
at post-intervention (Table DS5). There was no evidence of
publication bias.

Discussion

The odds of not using benzodiazepines were significantly higher
for supervised withdrawal with psychotherapy in comparison with
control interventions in the short term. Number needed to treat
analyses indicated that 1 additional person would not use
benzodiazepines for every 3 receiving supervised withdrawal with
psychotherapy rather than the control intervention. The beneficial
effects of supervised withdrawal with psychotherapy were
maintained at 0.5-3 months and 12 months follow-up. However,
evidence was weakened by non-s dglmﬁcant but moederate hetero-
geneity 1n,\effect sizes; 95% prediction intervals suggested that
supervised withdrawal with psychotherapy might not always be
effective in individual settings at these-two follow- up points.

Few studies examined both short-term and long-term
effectiveness of withdrawal with a prescribing intervention. In
two studies there was evidence that the odds of not using
benzodiazepines were significantly higher for withdrawal with a
prescribing intervention in comparison with control interventions
in the short term, although the magnitude of this effect was small,

supervised withdrawal with pharmacotherapy rather than the
control intervention at post-intervention. | Again, it was not

as demonstrated by an NNT of 13.]Fhese results should De

interpreted with caution given the small number of studies

included in the analysis.|No conclusion could be drawn with

respect to long-term effects owing to a lack of studies. There
was little evidence to support the use of supervised withdrawal
with pharmacotherapy compared with control interventions in
the short term. The NNT analyses indicated that 1 additional
person would not use benzodiazepines for every 26 receiving

possible to draw any conclusion with respect to longer-term effects
owing to a lack of studies. There was evidence that multifaceted
interventions aimed at changing prescribing (and hence benzo-
diazepine use) were effective at significantly increasing the odds
of not using benzodiazepines in comparison with control inter-
ventions in the short term. However, the magnitude of this effect
was small. The NNT analyses indicated that 1 additional person
would not use benzodiazepines for every 15 treated with multi-
faceted interventions rather than the control intervention at
post-treatment. It was not possible to detect evidence that
single-faceted interventions increased the odds of not using
benzodiazepines compared with control interventions. However,
this may in part be due to the smaller number of available studies,
thus these results should be interpreted with caution. No study
examined longer-term effects of interventions aimed at changing
prescribing.

Comparisons with other studies

The finding that supervised withdrawal with psychotherapy was
more effective than other withdrawal interventions in the short
term is consistent with previous meta-analyses.'®*® Evidence that
withdrawal with a prescribing intervention may also be effective in
reducing benzodiazepine use, albeit to a small degree, is also
consistent with other meta-analyses."° The lack of evidence to
support the use of supervised withdrawal with pharmacotherapy
compared with control interventions is in accord with one study,'®
but not another.”® However, the latter study only reported
significantly higher discontinuation rates for the augmentation
of withdrawal with imipramine, but not other pharmaceutical
agents, in comparison with control interventions. No study in
the current meta-analysis examined withdrawal with imipramine.
Multifaceted interventions aimed at changing benzodiazepine
prescribing were found to be more effective at increasing the odds
of not using benzodiazepines in comparison with single-faceted
interventions. This is consistent with the conclusions of a previous
non-systematic review.””> The fact that multifaceted prescribing
interventions comprised education and medication review in
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four out of five studies is also in accord with previous reviews
which concluded that these components of the interventions were
the most beneficial for reducing drug use.*>**

Although direct comparisons were not made between studies
of younger v. older people (as this was beyond the scope of this
review), similarities were found between our findings in older
people and those of previous meta-analyses in adults of any age.
These similarities suggest that interventions aimed at reducing
benzodiazepine wuse (through withdrawal or benzodiazepine
prescribing strategies) may be as applicable to older people as they
are in wider populations. The exception may be interventions
involving supervised withdrawal with pharmacotherapy, which
may in part be related to the type of pharmaceutical compound
used.

Limitations of the study

First, the small number of studies (particularly at follow-up)
limited the strength and reliability of the conclusions that could
be drawn about the effectiveness of interventions for reducing
benzodiazepine use. Second, subgroup and meta-regression
analyses examined whether any between-study heterogeneity
could be explained by the type of intervention, underlying
pathology or setting. It was not possible to examine the
moderating effect of underlying pathology on effect sizes in
prescribing studies as this was rarely reported. In addition,
although significant associations were found between effect sizes
and type of intervention and underlying pathology in some
analyses, the possibility that another moderating variable might
have been responsible for these differences cannot be ruled out.
Furthermore, results should be interpreted with caution owing
to small study numbers and the fact that associations across
studies may not be the same as those within studies.%) Third,
although there was evidence of publication bias in one subgroup
analysis alone, the inclusion of unpublished data or data from
controlled trials (rather than solely from RCTs) may have altered
pooled odds ratios and hence conclusions drawn in the current
meta-analysis. Fourth, two studies examined withdrawal within
the context of a multifaceted prescribing intervention;
consequently, the exact mechanism of change or ‘active ingredient’
in these studies is unknown. Finally, a conservative approach to
data extraction was adopted following a previous meta-analysis,'®
whereby all patients who left the study were assumed to have
continued using benzodiazepines. This assumption might not
always have applied to this group, and so results may be overly
conservative. In addition, it was not possible to use this approach
for all studies as some did not report withdrawal rates specifically
for patients using benzodiazepine. The majority of studies in
which this conservative approach could not be used were those
that targeted changing benzodiazepine prescribing. As a result,
different conclusions may have been drawn about the effectiveness
of multi- v. single-faceted prescribing interventions for reducing
benzodiazepine use had this occurred.

Clinical and research implications

Despite these limitations, there are a number of clinical and
research implications of our findings. In two studies examining
benzodiazepine dependence in older people, 43% of those taking
these drugs considered themselves to be addicted,'® whereas 9.5%
were found to meet DSM-IV criteria for benzodiazepine
dependence.® In the current meta-analysis, all bar one of the
psychotherapy studies reported addressing coping with
dependency/withdrawal symptoms, together with underlying
pathology (e.g. insomnia or anxiety). Few details were provided

Reducing benzodiazepine use

about the ‘psychological consulting’ intervention, but it is likely
that this addressed similar issues. In contrast, these factors were
not reported to have been addressed in withdrawal with pharmaco-
therapy studies. It is not possible from this meta-analysis to
determine whether beneficial treatment outcomes were
attributable to addressing the interpretation and experience of
withdrawal symptoms, underlying pathology, or both. However,
an RCT conducted in younger and older adults reported no
difference in benzodiazepine discontinuation rates between
gradual withdrawal alone and gradual withdrawal plus CBT
specifically targeted at dependency/withdrawal rather than
underlying pathology.’”% This suggests that the key mechanism
of change in psychotherapy interventions might be targeting
underlying pathology rather than dependency and withdrawal
issues.

In addition to examining potential mechanisms of change
further, future studies could explore possible moderators of
treatment response in older people. In particular, the results of
the subgroup and meta-regression analyses suggest that type of
intervention and underlying pathology could be examined. The
results further suggest that a factorial design nested within an
RCT, such as underlying pathology (insomnia v. anxiety) by type
of intervention (withdrawal with psychotherapy v. withdrawal
with pharmacotherapy), might be invaluable in addressing this
issue. The findings of this meta-analysis also highlight the need
for more studies aimed at establishing the long-term effectiveness
of specific interventions for reducing benzodiazepine use in older
people. In addition, studies could explore withdrawal with other
pharmaceutical agents such as imipramine, together with optimal
benzodiazepine tapering schedules, given that little is known
about this in adults of any age,5%; let alone older people. Further-
more, they could examine economic evaluations of augmented
withdrawal and multifaceted prescribing interventions to determine
whether improvements in clinical outcomes are outweighed by the
costs of implementing such interventions in clinical practice.
Although relatively small increases in cost-effectiveness have been
reported for withdrawal alone v. withdrawal with psychotherapy
in an RCT involving adults of any age,% little is known about this
in older people.

Finally, the results of the meta-analysis imply that a multi-
strategy approach incorporating both supervised withdrawal with
psychotherapy and multifaceted prescribing interventions, with
‘buy-in’ from both prescribers and patients, as highlighted in a
recent review,””¥? could be most beneficial for reducing benzo-
diazepine use in older people. Two studies in the current meta-
analysis examined withdrawal alone combined with multifaceted
prescribing interventions.;;;+, However, no study to date has
explored whether combining supervised withdrawal with
psychotherapy (targeted at patients) and multifaceted prescribing
interventions such as education, medication review and audit/
prescribing feedback (targeted at physicians, healthcare staff and
patients) could improve clinical outcomes in older people in
comparison with either approach alone. With benzodiazepine
prevalence rates remaining high in older people, there is clearly
a need for further exploration of combinations of interventions
that are most effective at reducing benzodiazepine use in this
population.

Clinical recommendations

Evidence reviewed here, albeit limited, suggests that a number of
strategies might be beneficial in assisting older people to withdraw
from benzodiazepines: first, medication review and consultation,
together with provision of a withdrawal schedule and education
about benzodiazepine use (for both those taking and those

105


Boc
Line

Boc
Typewriter
80

Boc
Line

Boc
Typewriter
81

Boc
Line

Boc
Typewriter
82

Boc
Line

Boc
Typewriter
83,84

Boc
Typewriter
85

Boc
Line

Boc
Line

Boc
Typewriter
86

Boc
Typewriter
69,71,72

Boc
Line


Gould et al

106

prescribing benzodiazepines);

and second, provision of a

supervised withdrawal schedule augmented with psychotherapy
(mainly aimed at addressing underlying pathology). Although
higher odds of not using benzodiazepines were found with the
latter strategy, pragmatic reasons (such as access to psycho-
therapy) may mean that the former strategy is initially preferred
within a stepped care approach.
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Table DS1 PRISMA checklist

Section/topic

Checklist item

Page number/

Figure/Table

Title
Title Identify the report as a systematic review, meta-analysis, or both. 1
Abstract
Structured summary Provide a structured summary including, as applicable: background; objectives; data sources; study eligibility criteria, participants, and | 2
interventions; study appraisal and synthesis methods; results; limitations; conclusions and implications of key findings; systematic
review registration number.
Introduction
Rationale Describe the rationale for the review in the context of what is already known. 4-5
Objectives Provide an explicit statement of questions being addressed with reference to participants, interventions, comparisons, outcomes, and 5
study design (PICOS).
Methods
Protocol and registration Indicate if a review protocol exists, if and where it can be accessed (e.g., Web address), and, if available, provide registration N/A
information including registration number.
Eligibility criteria Specify study characteristics (e.g., PICOS, length of follow-up) and report characteristics (e.g., years considered, language, publication | 6
status) used as criteria for eligibility, giving rationale.
Information sources Describe all information sources (e.g., databases with dates of coverage, contact with study authors to identify additional studies) inthe |
search and date last searched.
5-6

Search

Present full electronic search strategy for at least one database, including any limits used, such that it could be repeated.




Study selection

State the process for selecting studies (i.e., screening, eligibility, included in systematic review, and, if applicable, included in the meta-

analysis).
Data collection process Describe method of data extraction from reports (e.g., piloted forms, independently, in duplicate) and any processes for obtaining and 7-8
confirming data from investigators.
Data items List and define all variables for which data were sought (e.g., PICOS, funding sources) and any assumptions and simplifications made. Online
Supplement
Table 2
Risk of bias in individual Describe methods used for assessing risk of bias of individual studies (including specification of whether this was done at the study or 7,9, Online
studies outcome level), and how this information is to be used in any data synthesis. Supplement
Table 3
Summary measures State the principal summary measures (e.g., risk ratio, difference in means). 7
Synthesis of results Describe the methods of handling data and combining results of studies, if done, including measures of consistency (e.g., I%) for each 7-8
meta-analysis.
Risk of bias across studies | Specify any assessment of risk of bias that may affect the cumulative evidence (e.g., publication bias, selective reporting within studies). | 9
Additional analyses Describe methods of additional analyses (e.g., sensitivity or subgroup analyses, meta-regression), if done, indicating which were pre- 10
specified.
Results
Study selection Give numbers of studies screened, assessed for eligibility, and included in the review, with reasons for exclusions at each stage, ideally | 11, Figure 1
with a flow diagram.
Study characteristics For each study, present characteristics for which data were extracted (e.g., study size, PICOS, follow-up period) and provide the Online
citations. Supplement

Table 2




Risk of bias within studies

Present data on risk of bias of each study and, if available, any outcome level assessment (see item 12).

Online
Supplement

Table 3

Results of individual

studies

For all outcomes considered (benefits or harms), present, for each study: (a) simple summary data for each intervention group (b) effect

estimates and confidence intervals, ideally with a forest plot.

13-16, Figures 2-

5

Synthesis of results

Present results of each meta-analysis done, including confidence intervals and measures of consistency.

13-16, Figures 2-

5

Risk of bias across studies

Present results of any assessment of risk of bias across studies (see Item 15).

15-16, Figures 2-

5

Additional analysis

Give results of additional analyses, if done (e.g., sensitivity or subgroup analyses, meta-regression [see Item 16]).

14-15, 16 Online

Supplement
Table 4
Discussion
Summary of evidence Summarize the main findings including the strength of evidence for each main outcome; consider their relevance to key groups (e.g., 16-18
healthcare providers, users, and policy makers).
Limitations Discuss limitations at study and outcome level (e.g., risk of bias), and at review-level (e.g., incomplete retrieval of identified research, 19-20
reporting bias).
Conclusions Provide a general interpretation of the results in the context of other evidence, and implications for future research. 18-22
Funding
Funding Describe sources of funding for the systematic review and other support (e.g., supply of data); role of funders for the systematic review. | 23




Table DS2 Characteristics of studies included in the meta-analyses

Study Type of Country  Setting Tx group Comp AXs in N after randomization Meanage % % using Reasons Duration
RCT (UoR) (Tx (length of Tx  group months (min. age) female BZsat for BZ of BZ use
aimed at)  period 6 baseline use in months
in months®) TX Comp criteria
Withdrawal studies
Baillargeon  Non-cluster ~ Canada COM SGW with SGW 0,2,5  35PAT 30 PAT 67 (50) 58 100 (Tx), insomnia 3
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(2003)%
. 32 34
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al. (2002)%  (PAT) (PAT) melatonin (1) PP 15,15 100 (Comp)
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(1983)%¢ (PAT) (PAT) & education alone 3" 4" given for
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PP (0.36)

TAU

TAU

TAU

0,25, 27PAT

5.5,

145

0,0.11", 20PAT

0.25",

0.5, 1,

13

0,12 293 PAT

0,036 18 PAT

0,12 173 PAT

0,5 6 CH, 431
PAT

0,7 10 CH,
381 PAT

25 PAT,

24 PAT

20 PAT

298 PAT

18 PAT

164 PAT

6 CH, 392
PAT
10 CH,

334 PAT

63 (55)

82 (72)

73 (65)

82 (69)

74 (65)

N/R (N/R)

84 (N/R)

50

68

84

84

75

N/R

84

100 (Tx),
100
(Comp1),
100
(Comp2)
100 (Tx),

100 (Comp)

43 (Tx), 45

(Comp)

100 (Tx),
100 (Comp)
100 (Tx),

100 (Comp)

24 (Tx), 25
(Comp)
45 (Tx), 44

(Comp)

insomnia

insomnia

& anxiety

N/R

insomnia

insomnia,

anxiety &

others

N/R

N/R

N/R

N/R

N/R

N/R
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73
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74


Pit et al.
75

(2007)*

Rikala et al.
76

(2011)"

Roberts et
77

al. (2001)™

Salonoja et
69

al. (2010)*

Strikwerda

etal.
78

(1994)%"
Velert Vila
etal. (2011,

71,72
2012)"%

Cluster"

(GP)

Non-cluster
(PAT)
Cluster!
(CH)
Non-cluster

(PAT)

Non-cluster

(PHY/PAT)

Non-cluster

(PAT)

Australia

Finland

Australia

Finland

Netherlan-

ds

Spain

COM

(PHY)

COM
(PAT)
CH (staff
& PHY)
COM

(PAT)

CH (PHY)

COM

(PHY &

PAT)

EDU, PF,
MRA & MR
(UIC)

MR™ (U/C)

EDU, MR &
SS (12)

EDU, MR,
CONS & WP*
(12)

Tx1: MR* (1),

Tx2: PF¥ (1)

EDU & MR,
letter & WP®

(12)

MRA &

PF control

TAU

TAU

EDU

control

TAU

TAU

0,4",12

0,127,
24", 36
0,12,
ZZTT

0,12

0,1

0,12

10 GP,

452 PAT

361 PAT

13 CH,

905 PAT

293 PAT

61 PAT,

65 PAT

173 PAT

7 GP, 397

PAT

339 PAT

39 CH,

2325 PAT

298 PAT

70 PAT

164 PAT

N/R (65)

81 (75)

N/R (N/R)

73 (65)

85 (59)

74 (65)

N/R

N/R

84

75

75

8 (Tx), 12

(Comp)

19 (Tx), 13
(Comp)

N/R

43 (Tx), 45

(Comp)

39 (Tx1), 45
(Tx2), 41
(Comp)

100 (T),

100 (Comp)

N/R

N/R

N/R

N/R

N/R

Insomnia,
anxiety &

others

N/R

N/R

N/R

N/R

N/R

N/R

Notes: Axs = assessments; CBT = Cognitive Behavioural Therapy; CH = care home; COM = community; CONS = consultation; Cont = control; EDU =

education; FU = follow-up; GP = general practice; min. = minimum; MP = matched pairs; MR = medication review; MRA = medication risk assessment; N/R

= not reported; PAT = patients; PC = psychological consulting; PF = prescribing feedback; PHY = physicians; PP = pill placebo; RT = relaxation training;

SAW = supervised abrupt withdrawal; SGW = supervised gradual withdrawal; SS = staff support; TAU = treatment as usual; Tx = treatment; U/C = exact

length of intervention was unclear and so the final follow-up assessment was used as the post-intervention assessment; UoR = unit of randomization; WP =

withdrawal plan; "mid-intervention Ax period; "N
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peried; *Ns summed in meta-analyses as there were multiple Tx conditions; WP developed for some but not all patients; odds ratio adjusted for clustering at
the individual-level by current authors; Todds ratio adjusted for clustering at the individual-level by original authors; ~“conducted as part of a comprehensive

geriatric assessment which also involved a clinical examination and interventions to improve function and nutrition; "only survival rates were assessed at 22

months; ®calculations based on a 28-day month.
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Table DS3 Quality ratings for studies included in the meta-analyses”

Study Randomization: Randomization: Blinding of  Incomplete  Selective No. of Reasons for quality ratings
Sequence Allocation outcome outcome reporting of inadequate/
generation (A) concealment (B) assessors data (D) outcome unclear
(c;)T data (E) ratings

Withdrawal studies

Baillargeon et adequate inadequate/ adequate adequate adequate 1 No information about B

al. (2003)% unclear

Cardinali et inadequate/ inadequate/ inadequate/  partially adequate 3 No information about A, B or C; no reasons for dropouts
al. (2002)% unclear unclear unclear adequate

Di Costanzo inadequate/ inadequate/ inadequate/  adequate partially 3 No information about A, B or C; SAs not pre-specified in
etal. (1992)®  unclear unclear unclear adequate Methods

Giblin et al. inadequate/ inadequate/ inadequate/  adequate partially 3 No information about A, B or C; SAs not pre-specified in
(1983)%° unclear unclear unclear adequate Methods

al-(997)> dhaclear dhaclear ghelear trelear some-OMsreported-iniviethods

Morin (695 al. inadequate/ inadequate/ inadequate/  adequate inadequate/ 4 No information about A, B or C (only reported for sleep

(2004)% unclear unclear unclear unclear technician); some OMs reported in Methods were not reported in
Results

PetrovLcSet al. inadequate/ inadequate/ inadequate/  adequate adequate 3 No information about A, B or C

(2002)% unclear unclear unclear

Salonojaetal. inadequate/ adequate inadequate/  adequate partially 2 No information about A or C; some OMSs not reported for
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68


69
(2010)*

Tham et al.
70

(1989)™
Velert Vila et
al. (2011,

71,72
2012)%*"

unclear
inadequate/
unclear

adequate

Prescribing studies

Avorn et al.
73

(1992)**

Crotty et al.
74

(2004b)™

Pit et al.
75

(2007)%

Rikala et al.
76

(2011)™

Roberts et al.
77

(2001)™

Salonoja et al.

69
(2010)*
Strikwerda et

78
al. (1994)%

inadequate/
unclear

adequate

adequate

inadequate/

unclear

adequate

See above

inadequate/

unclear

inadequate/
unclear
inadequate/

unclear

inadequate/
unclear
inadequate/

unclear

inadequate/
unclear
inadequate/
unclear
inadequate/

unclear

inadequate/

unclear

unclear
inadequate/
unclear
inadequate/

unclear

adequate

partially

adequate

adequate

inadequate/
unclear
inadequate/

unclear

inadequate/

unclear

partially
adequate

adequate

partially

adequate

inadequate/

unclear

adequate

adequate

adequate

inadequate/

unclear

adequate

adequate

partially

adequate

partially
adequate
inadequate/

unclear

partially
adequate
partially
adequate
partially

adequate

adequate

comparison group

No information about A, B or C

No information about B or C; no reasons for reported Ns differing

between Velert Vila et al. (2011) and Velert Vila et al. (2012)

No information about A or B; no reasons for dropouts; SAs not
pre-specified in Methods

No information about B or C (beyond baseline Ax); no dropout
rates for each condition; some OMs reported in Methods were not
reported in Results; some SAs not pre-specified in Methods

No information about B; some OMs not pre-specified in Methods

No information about A, B or C; some SAs not pre-specified in
Methods
No information about B or C; some OMs not pre-specified in

Methods

No information about A, B or C; no numbers or reasons for

dropouts
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Velert Vilaet  See above

al. (2011,
71,72

2012)"*

Notes: ITT = intention to treat; Ax = assessment; OM = outcome measure; SAs = statistical analyses; Tx = treatment; quality ratings were completed
after additional data had been sought from authors, where necessary; 'blinding of participants and therapists is not included as a potential source of

bias since it is difficult to ensure this in RCTs involving interventions such as consultations and psychotherapy.
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Table DS4 Subgroup analyses

Subgroup analyses No. of N in Tx/ Pooled odds ratio Overall effect: Heterogeneity: Prediction Publication Subgroup
studies  control (95% CI) Z (P value) 12 05" (P value) interval: 95% CI bias: BC (P differences: I°
condition value) %T (P value)
9
Withdrawal studies (N = 1)
79.40 (0.008
Post-Tx: Intervention 84-30-(0-002,
Withdrawal with prescribing 2 451/441 1.43 (1.02 to 2.02) 2.05 (0.04) 0.00 (0.64) N/A ucC sig.§)
92 4.97 (2.46 to 10.04) 4.47 0.40 (0.85)
Withdrawal with psychotherapy 4 119/109 5.06 (26810 9.57) 499 (<0.00001)  0.00 (0.44) N/A
68/70 1.70 (0.76 to 3.82) 1.28 (0.20) 0.96 -0.51 (0.36)
Withdrawal with pharmacotherapy 3 95/98- 0.00 (6-75) N/A
83.90 (0.01)
Post-Tx: Underlying pathology 87-30-(6-005,
122 3.74 (1.90 to 7.36)  3.82 20.00 (0.29) 0.79 to 17.75 1.13 (0.56)
Insomnia 5 +49/141 3-88-(2-02-t0-745) 4.67 (<0.0001) 24-06-(0-26) 0-84+6-18:56 0-5216-89) sig.§)
4 489/479  1.44 (1.03 to 2.00) 2.14 (0.03) 0.97 0.25 (0.36)
Anxiety/mixed/not reported 5 5161567 +-37+{1-60t6-1-88) : : 0.00 (6-88) N/A : :
0.00 (0.54
Post-Tx: Setting 65-40-(0-09,
573 2.52 (1.41 to 4.51) 3.12 53.00 (0.05) 0.53 to 11.99 1.79 (0.053)
Community/outpatient 7 600/582 2:63-(1+441t04-80) 3-16 (0.002) £9:00-(0:02) 0-48-to-14.31 1-84-(0-:08} n.s.§)
2 38/38 1.59 (0.41 to 6.18) 0.67 (0.50) 1.00 uc
Care home/inpatient 3 65166 . : : : : 0.00 B-75) N/A 1.67(0.003)
0.87
0.5-3 months FU: Intervention 0.00 (B-98,
92/109  3.44 (1.87 to 6.30) 3.99 (<0.0001) 0.00 (0.47) N/A 2.99 (0.07)
Withdrawal with psychotherapy 4 139429 2909415782 3-83-{0:000L 36-00-(0-20) 0-36t04216 384 n.s.§)
Withdrawal with pharmacotherapy 1 18/18 4.00 (0.68 to 23.41) 1.54 (0.12) N/A N/A ucC
0.83
0.5-3 months FU: Underlying pathology 0.00 (8-98,
72/89 3.46 (1.59 to 7.50) 3.14 (0.002) 20.00 (0.29) 0.006 to 2137.50 3.24 (0.20)
Insomnia 3 119/109 4.08-(1-62t0-10-31) 2:98-(0-003) 57-60-0-10) £:0002t6791415:10  5:76(6-12) n.s.§)
Anxiety/mixed/not reported 2 38/38 4.00 (1.33 t0 12.00) 2.47 (0.01) 0.00 (1.00) N/A ucC
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0.5-3 months FU: Setting
Community/outpatient
Care home/inpatient

12 months FU: Intervention
Withdrawal with psychotherapy

Prescribing studies (N = 8)

Post-Tx: Intervention
Multi-faceted
Single-faceted

Post-Tx: Setting
Care home

Community

4

4

90/107 3.40 (1.81 to 6.37) 3.82 (0.0001)

20/20 4.00(0.98t016.27)  1.94 (0.05)

82 3.14 (1.50 to 6.56) 3.03 (0.002)

109/99 3.00{1-4310-6:28) 2-99-(0-004)
1.35 (1.06 2.47 (0.01)

1660/1934 1.37-(1-10-t0 1.72) 2.76-(0-006)

1082 0.89 (0.67 to 1.17) 0.86 (0.39)
1426/1578 ;

2009 1.02 (0.79 to 1.30)

2004/2505 0.12 (0.90)

1.27 (0.98 to 1.66) 1.78 (0.08)
1082/1007 % - - -

0.00 (0.47)

36.00-(0-20)
N/A

22.00 (0.28)

32.0040-23)

0.96

0.00 (9-94)
0.77
0.00 (0-73)

0.00 (0.45)

0.53

0.00 (0-48)

0.006 to 1612.78
0.004-t0-2557-04

N/A

N/A

N/A

2.30 (0.17)

26763

ucC

1.34 (0.86)

2-16-(0-66)

0.55 (0.35)
103067

1.61 (0.34)

£5240-19)

2.41 (0.41)

0.66 (0.65)

0.84
0.00 (6-98,

n.s.§)

N/A

80.60 (0.02

sig.")

32.70 (0.22

n.s.”)

Notes: UC = unable to calculate; BC = bias coefficient; FU = follow up; "describes the percentage of variability in treatment effects between studies due to

heterogeneity rather than sampling error or chance; "describes the percentage of variability in treatment effects due to subgroup differences rather than sampling

error or chance; *Bonferroni-corrected alpha level of 0.017, adjusted for the number of subgroup analyses at each time point; 'Bonferroni-corrected alpha level

of 0.025, adjusted for the number of subgroup analyses at each time point.
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Table DS5 Sensitivity analyses

Subgroup analyses No. of N in Tx/ Pooled odds ratio Overall effect: Heterogeneity: Prediction Publication Subgroup
studies  control (95% CI) Z (P value) 12 05" (P value) interval: 95% CI bias: BC (P differences: I°
condition value) %T (P value)
Withdrawal studies
86.60 (0.006
Post-Tx: Underlying pathology 90-40-(6-601,
. 122 3.68 (2.05 to 6.61)  4.36 20.00 (0.29) 1.13 (0.56)
Insomnia 5 149/141 3:88(2-25t0-6-70) 4-:87(<0.00001) 24-60(0-26} N/A 8:52-(6-89) sig.")
4 489/479 1.44 (1.03 to 2.00) 2.14 (0.03) 0.00 0.97 ; 0.25 (0.36)
Anxiety/mixed/not reported > (0-88) N/A
0.00 (0.85
Post-Tx: Setting 36-36+6-2%;
. 573 1.82 (1.35 to 2.44)  3.96 53.00 (0.05) 1.79 (0.053)
Community/outpatient 7 £08/582  +89(t42te253) 432 (<0.0001)  59-6646-62) N/A 1-84-(0:68) n.sh
2 38/38 1.59 (0.41 to 6.18) 0.67 (0.50) 1.00 uc
Care home/inpatient 3 0.00( NIA

-0-5-3-months-FUIntervention

0.00(0.90
- L —

8

A R . * 1 18/18 4,00 (0.68t0 23.41) 1.54 (0.12) N/A N/A uc
YWhtnorawal wrtm pITarmacoterapy
0.78
0.5-3 months FU: Underlying pathology 0.00 (6-83,
. 72/89 3.32 (1.69 to 6.50)  3.50 (0.0005) 20.00 (0.29) 3.24 (0.20)
Insomnia 3 19409 3—5-9-61—9—7—%6—6—2'5) 4—25-(49-999-19- '57‘99‘(9‘]:9)‘ N/A n_sl'g)
. . * 2 38/38 4.00 (1.33t0 12.00 2.47 (0.01 0.00 (1.00 N/A ucC
Anxiety/mixed/not reported ( ) (0.01) (1.00)
OL 2 mmanthe L1 Catds faWaYaW/aWelXe)
V. J I TTIvTiaio m o \JCLLIIIu V.UuU \U.UU,
Ccmmunit",cutpaticnt* 4 137/127 355 ('7 05-to0. 6 1!:) 452 ((n.nnnnl) 36-00 (0.20) NLA 267 (0_31) s
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*

N

12 months FU: Intervention N/A
82 3.10 (1.63 to 5.88) 3.45 (0.00006) 22.00 (0.28) 1.34 (0.86)

Withdrawal with psychotherapy 3 169/99 2:85(+-59-t0-5-16) 3:53-6-6004) 32:606:23) N/A

Prescribing studies

Dact Ty Cattina Il il Al a W /aWaTa
T OJC T 7% u\‘LI.IIIt’ VUJ. UV \U.UJ,
Care-home 4 2004/2505—0.98-(0-78-t0-1-22) 0:20-(0:84 £-00-00-363 NAA 254022} s
Coramaity 4 1082/1007 1.31 (1.02 to 1.67) 2.12 (0.03) 0.00 (0 48) N/ZA 0.7140-74)
\/\Jllllllulllly
82.40 (0.02)
Post-Tx: Intervention 86-60-+(0-0086,
1.30 (1.11 3.21 (0.001) 0.90 0.91 (0.06) Il
Multi-faceted” 5 1660/1934 131112 t0 1.53) 3-37{6-0008) 0.00 (8-88) N/A +63+6:679 sig.é)
1082 0.93 (0.74 to 1.16) 0.63 (0.53) 0.65 -0.99 (0.84)
Single-facete i 3 1426/1578 0-88(6:38} 0.00 (6-58) N/A 1T42+6:75)
0.00 (0.35
Post-Tx: Setting 2720024,
2009 1.10 (0.91 to 1.33) 1.02 (0.31) 33.00 (0.21) 0.60 to 2.00 -5.53 (0.06) Il
Care home' 4 2004/2565 1-68(0-88t0-1-32) 2047 48:000-12) 6-5t+t6-2:29 -6-28+(6:29) n.s.§)
1.28 (0.99 1.87 (0.06) 0.49 0.80 (0.60)
4 1082/1007 4= 02 t0 1.67) 242(6-63) 0.00 (6-48) N/A 66+

Communityﬂ

Notes: UC = unable to calculate; BC = bias coefficient; fixed effects analyses when I* was greater than 0 in random effects analyses (as the results of random
and fixed effects analyses are the same if 1 = 0); prediction intervals are not applicable in fixed effects analyses; 'without adjustments for clustering; “describes
the percentage of variability in treatment effects between studies due to heterogeneity rather than sampling error or chance; 'describes the percentage of
variability in treatment effects due to subgroup differences rather than sampling error or chance; Bonferroni-corrected-atpha-tevel-of-0-047adjustec-for-the

_number-of subgroup-analyses-at-each-time-point; Bonferroni-corrected alpha level of 0.025, adjusted for the number of subgroup analyses at each time point,

indicates statistical significance.
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