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Background & scope -

News story

* In 2017, the minister for public health and primary care e oy e e, ey €ause
commissioned PHE to identify “the scale, distribution, and causes of T
. . . review o € evidence on the scale and nature oT problems
prescription drug dependence, and what might be done to address uith some prescription mecicines and how they can be

it”.

Published 31 January 2018

From: Public Health England and Steve Brine MP

« Scope: Adults (aged 18 and over) and 5 classes of medicines:
benzodiazepines

z-drugs

gabapentin and pregabalin

The Parliamentary Under Secretary of State for Public Health and Primary

Opioids for Ch ron iC non—cancer pai n Care has commissioned Public Health England (PHE) to review the evidence

for denendance an and withdrawal fram nrescrihed madicinas Withdrawal

o~ o~

antidepressants
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Methods

* Mixed-methods public health evidence review comprising:

» Analysis of all NHS community prescriptions in England reported to the NHS Business Services Authority (2015 to

2018) supplemented by data on longer-term prescriptions to inform trends, and data on medicines supplied in
other settings.

» Rapid evidence assessment (REA) of articles on prescription medicine-associated harms, dependence,
withdrawal, risk factors, and service models (published between 2008 and 2018), and a call-for-evidence on
patients’ experiences and service models.

« An expert reference group advised on methods and discussed findings and recommendations.
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Key findings from PHE’s analysis of dispensed
prescriptions

* In 12 months in 2017-2018, 11.5 million adults in England (26%) Solng
received, and had dispensed, one or more prescriptions for any
of the medicines within the scope of the review. A
ann ev_idencEr )
« This prescribing rate was similar to 2015/16. SOn?eW,’,’,’;gravya'f:':;'o_fae,,end
Cribey Me‘:;;'g:;ds Witlf fee

* Breakdown as follows:
 antidepressants: 7.3 million people (17% of the adult population)
 opioid pain medicines: 5.6 million (13%)
« gabapentinoids: 1.5 million (3%)
» benzodiazepines: 1.4 million (3%)
» z-drugs: 1.0 million (2%)
« Large variations in the standardised rates of prescribing across
clinical commissioning groups (CCGs).
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Prescribing rates

° Between 201 5/1 6 and 201 7/1 8 Proportion of adults resident in England receiving a prescription 2015-2018, by year and class of medicine
- . B 2015/16 W 2016/17 NH2017/18
the prescribing rate increased for o0l

antidepressants from 15.8% to

16.6% and for gabapentinoids
Antidepressants Opioid pain medicines Gabapentinoids Benzodiazepines Z-drugs

—
(%]

from 2.9% to 3.3%.

* There were small decreases in
prescribing rates for the other 3
medicine classes.

Proportion of resident population (%)
on
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Associations with deprivation

+ Prescribing rates for opioids and "yt et S e et 201 et e s e
gabapentinoids were strongly
associated with deprivation (1.6
times greater in the most deprived
areas compared to the least

deprived). 8
« Antidepressants had a weaker |
times greater in most deprived -
deprived). . - . -

association with deprivation (1.2
areas compared to the least
° For benZOdiazepineS and Z-drugS Antidepressants Opioid pain medicines Gabapentinoids Benzodiazepines Z-drugs

prescribing rates slightly decreased
with higher deprivation.

-
o

[=]

by deprivation quintile (%)

Proportion of adults registered with a GP,
o
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Assoclations with sex

» Across all groups, the proportion of Proportion of adults resident in England receiving a prescription in 2017/18, by sex and class of medicine
women receiving a prescription in FFEMALE TVALE
the year was at least 1.5 times 20
higher than the proportion of men.

 The greatest observed difference by ¢
sex was for antidepressants, where _
21.3% of women received a
prescription compared to 11.6% of
men (1.8 times greater). |
« The smallest relative difference was
for opioid pain medicines (15.3% of 0 - h -

women, 10.1% of men).

by sex (%)
=)

Proportion of adults resident in England,
()}

Antidepressants Opioid pain medicines Gabapentinoids Benzodiazepines Z-drugs
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Association with age

Proportion of adults resident in England receiving a prescription in 2017/18, by age group and class of medicine

30 Antidepressants Opioid pain medicines Gabapentinoids Benzodiazepines Z-drugs

oo }

AR R IR P u*q?;*f**:.‘a‘ TAE D

"'C‘J»?w}-:‘-_" £ q ¥ g P 6'3.“»’“4"*-:“5».“ \?~}‘

2 Age group

%)
o

o

Proportion of adults resident in England, by
age group (%)

o
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Duration — 1 year+

« Of people receiving a prescription in March 2018, around half of patients in each medicine class
were estimated to have been receiving a prescription continuously for at least 12 months at that
point (allowing for a one month gap in prescribing — green columns).

Proportion with a retrospective duration of greater than or equal to 12 months by method for measuring continuous duration, at March 2018
B Usingnogap M Using 1 monthgap B Using 2 month gap
1001

Jalad

Antidepressants Opioid pain medicines Gabapentinoids Benzodiazepines Z-drugs

~J
wt

[
o

Proportion with a retrospective duration of greater than
or equal to 12 months (%)
(4]
[
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Duration — 3 years+

Number and proportion of individuals in each medicine class in receipt of a
prescription in April 2015 who received a prescription continuously up to March 2018

Medicine class Number of individuals Of which, those Proportion still in
in receipt of continuously receiving  receipt of prescription
prescription April 2015  a prescription March (%)
(millions, rounded to 2018 (millions,
10,000) rounded to 10,000)

Antidepressants 3.14 0.93 30
Opioid pain 1.98 0.54 27
medicines
Gabapentinoids 0.53 0.16 31
Benzodiazepines 0.40 0.12 29
Z-drugs 0.33 0.10 31
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Evidence review and call for papers

1. Dependence, withdrawal & interventions

« Benzodiazepines, z-drugs, opioid pain medicines and gabapentinoids are associated with a risk of
dependence and withdrawal.

« Antidepressants are associated with withdrawal. Symptoms include insomnia, depression, suicidal
ideation, and physical symptoms on cessation of medication.

« Interventions for treating dependence and managing withdrawal varied widely and meta-analysis, or
combining data from the studies, was not feasible.
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2. Patients’ experiences

Ideling Centr
« Some patients report harmful effects and withdrawal

symptoms on stopping benzodiazepines, z-drugs,

opioids and antidepressants. Patiengs: Exne. .

d'eview - PErlenC
. . IScops: € evige
- Symptoms affect well-being, personal, social and asso,:,.ggn:aﬁo,,a,;’d;'c:gond dor
] ) . ed wigp, re ONger top, | ENCe, 5 -
occupational functioning and could last many months. ’ ‘"'beaniech}',f'*haraw';,s;:;T
es Oms
. . . . p/dﬂ'/dence

 Patients experienced barriers to accessing and I b

engaging in treatment services. ¥ 2015 e

 Lack of information on the risks of medication.

* Doctors did not acknowledge or recognise withdrawal
symptoms.

« Patients not being offered non-medicinal options, lack of
review, and a lack of support services.
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3. Risk factors

« Higher initial opioid doses and prior mental health problems were associated with long-term use of
opioids and opioid dependence, respectively.

* Prescribing opioid pain medicines for longer than 90 days was associated with opioid overdose and
dependence.

« Low income and use of shorter-acting benzodiazepines are associated with long-term benzodiazepine
use.
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4. Service models

« There was insufficient evidence to draw firm conclusions on the effectiveness/cost effectiveness of
service models.

« However some common features were identified of service models submitted:
 Involvement of GPs and other primary care services
» Helplines and telephone support
» Counselling and support groups
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The review's conclusions (1/2)

1in 4 adults in England in 2017/18 were prescribed one or more of the medicines covered
by the review.

Prescribing rates for antidepressants and gabapentinoids are increasing.
Opioid pain medicine prescribing is slightly decreasing (after increasing for many years).

Benzodiazepine prescribing continues to decrease (a long-term trend), as does prescribing
for z-drugs, but this was increasing until relatively recently.

Women have a higher prescribing rate than men.
Older people have a higher prescribing rate.
There are wide variations in prescribing rates at CCG level.

Rate and duration of prescribing are generally associated with deprivation, particularly for
opioids, gabapentinoids and antidepressants.
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The review's conclusions (2/2)

17

Longer term prescribing is widespread — this may be contrary to some guidelines, but with the exception
of antidepressants.

There is a lack of recent high-quality research studies on medicine dependence and withdrawal, and
prevention and treatment.

Effective, personalised care should include shared decision making with patients and regular reviews of
whether treatment is working.

Patients who want to stop using a medicine must be able to access appropriate advice, treatment and
support, and must never be stigmatised.

Inappropriate limiting of medicines may increase harm, including the risk of suicide, and lead some
people to seek medicines from illicit or less-regulated sources, such as online pharmacies.

There needs to be increased public and clinical awareness of other interventions, such as cognitive
behavioural therapy and exercise.
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Summary of review’'s recommendations

 PHE’s recommendations from the review are grouped in 5 areas:

1. Increasing the availability and use of data on the prescribing of medicines to help ensure practice
is in line with guidance.

2. Enhancing clinical guidance and the likelihood it will be followed.

3. Improving information for patients and carers, increasing informed choice and shared decision
making between clinicians and patients.

4. Improving support available.
5. Further research on the prevention and treatment of dependence on, and withdrawal from,
prescribed medicines.

« Local strategic leadership of CCGs, sustainability and transformation partnerships and integrated care
systems will be vital.

* |In total there are 41 detailed recommendations, which are summarised below.
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5 key messages

1.

Data and the patient experience evidence suggest that dependence on prescribed medication is a
significant issue, particularly in relation opioids for chronic non-cancer pain which is not effective
for most patients, and benzodiazepines which should not usually be used for longer than 28 days

Health and social inequalities are an important factor and addressing them needs to part of the
solution

Long-term prescribing, in some circumstances and for some patients, may be clinically appropriate
and helpful, particularly for antidepressants, and it is vital that care is taken not to generate any
unintended negative consequences by stigmatising, curtailing or limiting the appropriate and safe
use of potentially helpful medicines

Personalised care, shared decision making with patients and regular/purposeful prescribing
reviews are an important part of the prevention and treatment response, alongside enhanced
options for meeting need in relation to underlying conditions and better support for patents
experiencing problems

A lot of activity is already in train or planned and there is some evidence that aspects of practice
are improving but this is a complex and multifaceted issue which will require on-going attention
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Articles

Medicines associated with dependence or withdrawal:
a mixed-methods public health review and national
database study in England

Jofn Marcsden®, Mardin Whille", Firz Anmand, Peter Burkinchaw, Severa Carsille, Brion Eecheood, Michae! Kelfeher, Jonathan Knight,
o O Cevunod, Ardh Tra, Piedior Willey, Fells Gonawesh, SEephaen Taylorf

Surmma

Ha{l:gruunwd Antdepressams, opioids for noncancer pain, gabapendnoids (mbapenin and  pregabaling,
beneodixeepines, and F-drugs (zopiclons, zaleplon, and rolptdem) are commonly prescribed medicine classes
associawd with a sk of dependence or withdrawal, We aimed 10 review the evidence for these harms and esdimae
the prevalence of dispensed prescripions, thelr geographical disembaon, and durston of comninuous recelps using
all paveni-linked prescripion da tn England.

Methods This was a miwed-methods public healih review, comprising a mpld evidence assessmeni of anbcles
{Jam 1, 2008, o Oce 3, 2018; with searches of MEDLINE, Embase, and PsycINFO, and the Cochrane and King's Fund
libraries), an open call-forevidence on padent experence and service evaluadons, and 3 recospecrive, padem-Nnked
analysis of the Nagonal Health Service [NHS) Business Services Amthortty prescripron daabase (aprl 1, 2005, o
March 30, 2008) for all adulis aged 18 years and over, Indirectly (sex and age) sandardised raes (15SR2) were compamd
for all 195 NHS Chnical Commissioning Groups in England, consalning 7821 general pracuices for the geographical
amalysis. We used publicly avallable mid-vear (June 30) daa om the reshdens adub populsdon and vessgeed
deprivation using the English Indices of Muldple Deprivadon {(IMD) quindles [quindle 1 lease deprived, quimile 5
maost deprived), with each patent assigned w the IMD quimile score of thelr general pracrisoner’s pracdce for each
year, Sadsdeal modelling (adjuswed inciden re mdos [IRRs]) of the number of pavents who had a prescripuon
dizpensead for sach medicine class, and the number of pasens In recelpe of 3 prescripiion for 5 lexs: 12 months, was
done by sex, ape group, and IMD quintle,

Findings T ardcles on the e medicine classes were identdfed from the Bemamee search and call-forevidence.
17 randomised placebo-comrolled eraks (6729 panicipants) repened anddepressan-associated withdrawal symproms.
Almost all grudbes were raved of very low, low, or moderane qualicy. The focus of qualiadve and other reports was on
patems’ expertences of long-term anddepressans use, and wypically sudden onser, severe, and protmoed withdrawal
syinpaoms when medication was siopped, Between April 1, 2017, and March 31, 2018, 11.53 million individuats
(26-3% of residents in England) had o prescripdon dispensed for @ least ome medicine class anidepressams
(726 millon [16-6%]). oplalds (561 million [12.58%]), gabapentinolds (146 milllon [3-3%)), benrodiazepines

https://www.gov.uk/government/publications/prescribed-medicines-review-report
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