DERBYSHIRE JOINT AREA PRESCRIBING COMMITTEE
(JAPC)

Requesting prescriptions for and managing patients using Varenicline
Green Traffic Light status following stop smoking service request

Varenicline is available as a first line option for smoking cessation, with behavioural support, in
discussion with client and clinician. Working in partnership with the GP, varenicline should only be
prescribed on the direct advice of the Derby or Derbyshire Public Health Stop Smoking Services and
trained smoking cessation advisors. The duration of treatment is for a maximum of 12 weeks. The
following information will enable confident prescribing and provide the clinician with ongoing reassurance
of the patient’s concordance and progress.

Patients accessing support from the relevant Derby or Derbyshire Public Health Smoking Cessation
Service in either a group session, a one-to-one or telephone support and requesting the use of
varenicline will be supported by an assigned advisor following an assessment for suitability according to
the following criteria and clinical judgement:

Stop Smoking Advisors may recommend the prescribing of varenicline. However, the clinical
responsibility will lie with the prescriber with access to complete medical notes.

Varenicline has been licensed for use with all people who smoke tobacco except those under 18 or
pregnant. It is not advised for breast-feeding mothers who smoke tobacco and cautioned in severe
renal impairment. To date there are no known drug interactions that need to be considered.

Treatment with varenicline begins 1-2 weeks before the quit date. The dose is titrated until it reaches
the treatment dose of 1mg twice daily for a total of 12 weeks treatment. Days 1 — 3: 0.5mg once a
day, days 4 — 7: 0.5mg twice daily, and day 8 onwards: 1mg twice daily. There is a 53-tablet pack
available to prescribe which contains 11 x 0.5mg tablets and 42 x 1mg tablets sufficient for the first 4
week's supply (see Appendix 1 for Emis and SystmOne prescribing information).

In the ftrials, at the end of the treatment period, discontinuation of varenicline was associated with
irritability, an urge to smoke, depression and/or insomnia in up to 3% of patients. Because of this the
SPC recommends that patients need to be informed, and dose tapering considered.

The SPC suggests that varenicline be taken with a glass of water to help reduce nausea and
experience in the US has indicated that taking the second tablet at dinner or supper time rather than
bedtime may help reduce insomnia and disturbed dreams.

There has been no suggestion in the published studies or case reports that smokers with pre-existing
mental health problems are more vulnerable to neuropsychiatric side effects than other patients. In a
study' of over 5000 patients, followed up for 12 months, varenicline increased smoking cessation in
people who smoke with stably treated current or past depression without exacerbating depression or
anxiety. A review' of the use of varenicline in patients with mental health problems states:

“Although the risk of potential neuropsychiatric events is evident through voluntary reporting
systems and reported cases in the literature, multiple studies and case reports support the
use of varenicline in the mental health population”

When varenicline is prescribed to this patient group, it is recommended that the prescribing physician
is cautious with treatment initiation and ensures close surveillance and follow-up including the
monitoring of mood and behaviour changes during treatment. More recent studies have also looked
at the use of varenicline in patients with stable schizophrenia or schizoaffective disorders and found it
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not to be associated with changes in psychiatric symptoms' ¥ V. Varenicline has not been studied in
people who have epilepsy, so safety data is still not available in this population.

o Clinical trials have demonstrated efficacy in those receiving weekly support, so as far as possible
varenicline should be prescribed to those receiving such support, either through the Derbyshire
smoking cessation service or from a health professional. This will also enable prescribing to be
contingent on continuing effort to quit smoking and remaining completely smoke-free.

e Varenicline was first marketed in the UK in December 2006 and since then its safety has been
monitored closely by the Medicines Healthcare products Regulatory Agency (MHRA) in conjunction
with the European Medicines Agency (EMEA).

Suicidal behaviour and varenicline
Concerns have arisen about reports of suicidal thoughts and behaviour reported in association with the
use of varenicline. The SPC states:

‘Changes in behaviour or thinking, anxiety, psychosis, mood swings, aggressive behaviour, depression,
suicidal ideation and behaviour and suicide attempts have been reported in patients attempting to quit
smoking with varenicline in the post-marketing experience’.

Clinicians should be aware of the possible emergence of any of the above symptoms in patients
undergoing a smoking cessation attempt using varenicline and should advise patients accordingly.

Depressed mood, rarely including suicidal ideation and suicide attempt, may be a symptom of nicotine
withdrawal. In addition, smoking cessation, with or without pharmacotherapy, has been associated with
exacerbation of underlying psychiatric iliness (e.g. depression).

MHRA/ CHM advice — BNF online

Suicidal behaviour and varenicline

“Patients should be advised to discontinue treatment and seek prompt medical advice if they develop
agitation, depressed mood, or suicidal thoughts. Patients with a history of psychiatric illness should be
monitored closely while taking varenicline.

Cardiovascular symptoms

Given the enormous benefits of smoking cessation in smokers with CVD, varenicline has been trialled in
this population and shown to be effective."" However, given that a number of studies have reported
cardiovascular serious adverse events in participants using varenicline, there have been calls for
systematic reviews to estimate the potential for varenicline to increase cardiovascular risk. Y The two
published reviews reported contradictory findings."" X Two more recent studies conclude that the risk of
cardiovascular events with varenicline was small. * ¥ Taking the findings of the reviews and the two most
recent studies together, there is little reason to avoid this medication on the grounds that the use of
varenicline increases the risk of cardiovascular events. This view is in line with the European Medicines
Agency that confirmed a positive benefit-risk balance for varenicline and concluded that its benefits as a
smoking cessation medicine outweigh any potential slight increase in cardiovascular events.* (See here
for EMA press release) Patients taking varenicline should be instructed to notify their doctor of new or
worsening cardiovascular symptoms and seek immediate medical attention if they experience signs and
symptoms of myocardial infarction or stroke.
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http://www.ema.europa.eu/ema/index.jsp?curl=pages/news_and_events/news/2011/07/news_detail_001314.jsp&murl=menus/news_and_events/news_and_events.jsp&mid=WC0b01ac058004d5c1&jsenabled=true

Prescribing details:

Use of varenicline with patients as part of a smoking cessation intervention

FIRST REQUEST (week 1-4 of course) — 53 tablet pack* (11 x 0.5mg and 42 x 1mg tablets, 4-week
supply)

Comprehensive assessment undertaken and motivation is established. Varenicline should be started
whilst the patient is still smoking.

All issues around use of varenicline discussed including slow titration dosing in week one, setting quit
date for stopping smoking in week two, and full awareness of common unwanted effects including
nausea (29% in clinical trials), headaches, sleep disturbance, abnormal dreams, dry mouth and
changed taste. List not exhaustive. Patient to be advised to stop smoking tobacco 7-14 days after
starting varenicline.

Patient provided with suitable patient information leaflet covering all issues discussed on use and
management of varenicline. Aware to inform assigned advisor of any symptoms that may require
further intervention (e.g. if reduced dose of 0.5mg twice daily does not help with intolerable nausea).
Patient will be reviewed weekly for at least up to week 6 with appropriate subsequent request for
continuing treatment.

Request documentation completed and sent to GP. Where appropriate a request to measure serum
drug levels may be made (physiological changes resulting from smoking cessation may alter the
pharmacokinetics of certain drugs e.g. theophylline and clozapine).

Patient aware to contact their assigned advisor or GP if symptomatic or other difficulties arise -
contact numbers provided.

SECOND REQUEST (week 5-8 of course) — 56 x 1mg tablets (4-week supply)

Assessment of progress in third and fourth weeks — review accordingly. The patient should be smoke
free and not experienced any adverse reactions to the tablets provided.

Record date quit smoking and CO monitoring.

Any symptoms discussed whether resolving, resolved or asymptomatic — discuss ongoing
programme.

Request documentation completed and sent to GP for second request, which includes a progress
summary.

Review patient in 2 weeks.

THIRD REQUEST (week 8-12 of course) — 56 x 1mg tablets (4-week supply)

Assessment of progress — discuss ongoing programme.

Request documentation completed and sent to GP for third and final request, which includes a
progress summary.

Preparation for completion — there is evidence in the clinical trials that abrupt completion of the
treatment may result in withdrawal symptoms with a possible return to smoking — discuss the
possibility of tapering the dose.

*See Appendix 1 for clinical system prescribing information
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Appendix 1

Selecting the initial 53-tablet pack on clinical systems

From the drug browser, choose the option circled red on the picking list.

SystmOne
1 L0~ Brands Fulsortedist (O Free text search
P Sl [C] Discontinued / Withdrawn Frequently used ) Product order number
e
[] Non-prescribable / unlicensed %@ Formulary entries @© Product-based search
varenicline

A [Q, Search results for VARENICLINE
ﬁ Varenicline 500microgram tablets fl‘

Varenicline 1mg tablets and Varenicline 500microgram tabletsD

The MMT Green formulary will include the 53 pack as a formulary option. Please ensure the
formulary button is ticked.

Emis

Generic / Trade Switch LT Online Visibility = @) Drug Information #{§) Medication Review Local Mixtures

My Record

Born 15-Jan-1993 (
MOUSE, Danger (Mx)

Gender Not Specifie

Name @ tablets and Vareniciine S00microgram tablets . Pack Details

Description Price
Dosage : 25 tablet £23.21
. 53 tablet £56.50
Quantity 53 tablet Duration 28 Day(s)
Rx Types Acute v
() private [ Personally-administered
Authorising Clinician & _
[C] For STI - free of charge
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