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For the treatment and management of atrial fibrillation

INTRODUCTION

The Whipps Cross University Drug & Therapeutics Committee recommends that shared care arrangements are
suitable for patients newly initiated on dronedarone.

The shared care template has been endorsed by the DTC. The consultation process has included DTC members
and consultant cardiologists.

This shared care agreement outlines how the responsibilities for managing the prescribing of dronedarone for
atrial fibrillation can be shared between the secondary care specialist and general practitioner (GP) / primary care
prescriber.

Dronedarone (Multag®) is indicated in adult clinically stable patients with a history of, or current non-permanent
atrial fibrillation (AF) to prevent recurrence of AF or to lower ventricular rate.

Dronedarone is approved within Whipps Cross University Hospital NHS Trust for consultant cardiologist
use only with follow up.

The NICE final appraisal determination for dronedarone states:

Dronedarone is recommended as an option for the treatment of non-permanent atrial fibrillation only in people:

e whose atrial fibrillation is not controlled by first-line therapy (usually including beta-blockers), that is, as a
second-line treatment option, and

e who have at least one of the following cardiovascular risk factors:
- hypertension requiring drugs of at least two different classes
- diabetes mellitus
- previous transient ischaemic attack, stroke or systemic embolism
- left atrial diameter of 50 mm or greater
- left ventricular ejection fraction less than 40%, or
- age 70 years or older, and

e who do not have unstable New York Heart Association (NYHA) class Il or IV heatrt failure.

Patients who do not meet these criteria who are currently receiving dronedarone should have the option to
continue treatment until they and their clinicians consider it appropriate to stop.

The recommended dose for dronedarone is 400 mg twice daily in adults. It should be taken as

* one tablet with the morning meal and
* one tablet with the evening meal.

Guidance on the management of atrial fibrillation has been issued by NICE CG036 (2006)
http://guidance.nice.org.uk/CG36 and Prodigy Clinical Knowledge Summaries
http://cks.library.nhs.uk/atrial_fibrillation/view_whole_guidance. NICE has produced a final appraisal
determination for dronedarone: Dronedarone for the treatment of non-permanent atrial fibrillation
http://guidance.nice.org.uk/TA/Wave19/57/FAD/FinalAppraisalDetermination/pdf/English.
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KEY PRINCIPLES FOR THE ESCA
Patient safety must be paramount.

The prescriber who prescribes dronedarone legally assumes clinical responsibility for the drug and the
consequences of its use.

Initiation doses of dronedarone should be prescribed by secondary care specialists; general practitioners should
only prescribe maintenance doses.

Prescribing responsibility should only be considered for transfer to primary care when a patient's clinical
management and treatment is demonstrably stable. Due to increases in plasma creatinine observed with
dronedarone 400mg, a patient's baseline creatinine should be stable prior to transfer to primary care. Dronedarone
is expected to increase serum creatinine by approximately 10 micromol/l at the time of initiation. This does not
reflect changes in underlying renal function and should not necessarily trigger the discontinuation of other drugs,
especially ACE inhibitors or Angiotensin Il Receptor Antagonists (AlIRAs).

There should be willing consent of all parties to enter into a shared care agreement. This includes patients (plus
carers if necessary) and prescribers (i.e. general practitioners/primary care prescribers and consultants/secondary
care prescribers). If a general practitioner is not confident to undertake these roles, then he or she is under no
obligation to do so. In such an event, the total clinical responsibility (including prescribing) for the patient remains
with the specialist.

If a secondary care specialist asks a general practitioner to prescribe dronedarone, the general practitioner should
reply to this request as soon as practicable.

Consent to participate in any shared care agreement must be voluntarily given by all parties.

The intention to share care should be explained to the patient by the doctor initiating treatment. It is important that
patients are consulted about treatment and are in agreement with it.

RESPONSIBILITIES AND ROLES
Secondary care - specialist

Secondary care specialist to undertake monitoring of the patient's renal and hepatic function prior to initiation of
dronedarone to confirm absence of severe renal and hepatic failure.

Secondary care specialist to confirm absence of:

e Hypersensitivity to the active substance or to any of the excipients

e Second- or third-degree Atrio-Ventricular block or sick sinus rhythm (except when used in conjunction with a
functioning pacemaker)

e Bradycardia <50 beats per minute

e Unstable haemodynamic conditions including patients with symptoms of heart failure at rest or with minimal
exertion (corresponding with NYHA class IV and unstable class Il patients)

e Co-administration with potent cytochrome P 450 (CYP) 3A4 inhibitors such as ketoconazole, itraconazole,
voriconazole, posaconazole, telithromycin, clarithromycin, nefadazone and ritonavir

e Co-administration with medicinal product inducing torsades de pointes such as phenothiazines, cisapride,
bepridil, tricylcic antidepressants, terfenadine, oral macrolides, Class | and Ill antiarrhythmics
QTc Bazett interval >=500 milliseconds
Potassium and magnesium deficiency

Secondary care specialist to discuss the benefits and possible common and uncommon side-effects of treatment
with the patient including:

advising the patient of the need to avoid ingesting grapefruit juice while taking dronedarone
taking dronedarone with food

e that dronedarone interacts with a number of medicines and they should take advice prior to taking any new
medicine including products such as St John's Wort

e for women of child bearing age that they must use reliable contraceptive methods whilst taking dronedarone

Secondary care specialist to initiate dronedarone for the licensed indication in accordance with the manufacturer's
Summary of Product Characteristics (SPC) and where treatment is proving effective, stabilise the patient on a
maintenance dose consistent with the SPC.
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Secondary care specialist to ensure that patient's renal and hepatic function are monitored during treatment
initiation and ensure renal and hepatic function are not compromised as a result of treatment with dronedarone.

Prescribing responsibility should only be considered for transfer to primary care when a patient's clinical
management and treatment is demonstrably stable. Due to increases in plasma creatinine observed with
dronedarone 400mg, a patient's baseline creatinine should be stable prior to transfer to primary care. Dronedarone
is expected to increase serum creatinine by approximately 10 micromol/l at the time of initiation. This does not
reflect changes in underlying renal function and should not necessarily trigger the discontinuation of other drugs,
especially ACE inhibitors or Angiotensin Il Receptor Antagonists (AlIRAs).

Secondary care specialist to assess potential adverse events and report these to the CHM (Commission on
Human Medicines.)

Secondary care specialist to discuss and agree with the patient's GP the possibility of a shared care arrangement
for management of the patient's clinical condition with dronedarone informing the GP that you are happy to provide
a draft document setting out a possible shared care arrangement for their agreement.

Secondary care specialist to ensure the patient's GP and community pharmacist are provided with a copy of the
SPC, drug interaction check card and educational material about risks associated with use of dronedarone.

Secondary care specialist to communicate promptly with the GP when treatment is changed.

Secondary care specialist to advise on any implications of co-prescribing with current medications; particular
caution with:-

e Potent CYP3A4 inducers such as rifampicin, phenobarbitone, carbamazepine, phenytoin or St John's Wort

e Digoxin, beta-blockers, calcium antagonists, statins, sirolimus, tacrolimus, angiotensin-converting enzyme
inhibitors including dose adjustment of dronedarone or any of the above drugs

Secondary care specialist to ensure that arrangements are in place for GPs to obtain advice and support where
needed.

Secondary care specialist to undertake regular follow up of the patient (suggest 3 and 9 months post discharge
then annually).

Primary care

Primary care physician to reply to the request from secondary care for shared care as soon as possible taking into
account the extent of the care you are asked to be involved in e.g. prescribing of dronedarone, monitoring of
treatment and/or patient's condition.

Primary care physician to ensure a full understanding of their responsibilities for managing patients with atrial
fibrillation on dronedarone, including monitoring and side-effects in line with the SPC.

If in agreement, the primary care physician is to prescribe dronedarone at the dose at which the patient treatment
has been stabilised after communication with the secondary care specialist.

Primary care physician to adjust dose of any concomitant medication known to interact with dronedarone as
advised by the secondary care specialist.

Primary care physician to report to and receive advice from the secondary care specialist on any aspect of patient
care that is of concern.

Primary care physician to refer the patient back to the secondary care specialist if the patient's condition
deteriorates. Particular attention should be paid to symptoms of heart failure - both in terms of patients developing
heart failure and signs of deterioration in patients with existing heart failure.

It is the responsibility of the primary care physician to arrange for plasma creatinine levels to be monitored [at a
time interval agreed with the secondary care specialist and patient]. Prior to assuming responsibility for managing
patients with atrial fibrillation on dronedarone, the GP and secondary care specialist should agree the threshold for
an increase in plasma creatinine that would prompt patient referral back to the secondary care specialist. A further
change in creatinine levels is unlikely to be due to dronedarone but to some other condition and should prompt
investigation for other causes of renal disease.
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It is the responsibility of the primary care physician to arrange for an annual assessment of patient stability and
symptomatic response using a 12 lead ECG (basic documented ECG rhythm, ECG intervals and conduction). Any
significant, relative changes should prompt referral to the secondary care specialist for review. [Each local area will
need to decide who has the requisite skills needed to interpret the ECG at this level and commission services
accordingly.]

Primary care physician to report adverse events to the specialist and CSM.

Due to the potential for significant drug-drug interactions, the primary care physician must ensure that the following

are not taken with dronedarone:

o Ketoconazole, itraconazole, voriconazole, posaconazole, clarithromycin, telithromycin, larithromycin,
nefazodone, ritonavir, cisapride, bepridil, tricyclic antidepressants, terfenadine, flecainide, sotalol, amiodarone,
propafenone, St. Johns Wort, grapefruit juice. (This list of interactions is not exhaustive. Please refer to the
dronedarone SPC.)

Patient's role (or that of carer)
Report to the specialist or GP if he/she does not have a clear understanding of the treatment.

Share any concerns in relation to treatment with dronedarone. Pay particular attention to any other medicines
being taken whilst receiving dronedarone.

He/she must not take St John's Wort or drink grapefruit juice whilst receiving dronedarone.
Present rapidly to the GP or secondary care specialist should their condition significantly worsen.

If he/she already has mild heart failure, the patient must immediately notify the GP or secondary care specialist if
he/she develops any of the following:

Increasing swelling of the feet or legs

Wheezing, chest tightness or coughing up frothy sputum at rest, night time or after minor exertion
Using more pillows to prop themself up at night so they can breathe more easily

Gaining more than 5 pounds or 2-3 kilograms in weight in a short period of time

Notify the GP or secondary care specialist if physical activity causes shortness of breath or if he/she has shortness
of breath while at rest or after a small amount of exercise.

Immediately notify the GP or secondary care specialist if they have severe heart failure or have been hospitalised
for heart failure within the last month.

The patient must not take dronedarone if they have severe heart failure or have been hospitalised for heart failure
within the last month.

Report any adverse effects to the specialist or GP whilst taking dronedarone.

BACK UP ADVICE AND SUPPORT

Secondary care .
contact details Telephone No. Bleep Fax Email
Specialist Dr Hogan
0208 539 5522
Dr Gupta
0208 539 5522
Dr Lie
0208 539 5522
Dr Amersey
0208 539 5522
Hospital Pharmacy 0208 539 5522
Medicines Information 0208 535 6920
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SUPPORTING INFORMATION

Licensed indication

Dronedarone (Multag®)) is indicated in adult clinically stable patients with a history of, or current non-permanent
atrial fibrillation (AF) to prevent recurrence of AF or to lower ventricular rate.

Dosage and administration

Treatment with dronedarone can be initiated in an outpatient setting.

The recommended dose is 400 mg twice daily in adults. It should be taken as

* one tablet with the morning meal and
* one tablet with the evening meal.

Grapefruit juice should be avoided when taking dronedarone.

If a dose is missed, patients should take the next dose at the regular scheduled time and should not double the
dose.

Treatment with Class | or lll antiarrhythmics (such as flecainide, propafenone, quinidine, disopyramide, dofetilide,
sotalol, amiodarone) must be stopped before starting dronedarone.

Paediatric population - There is no experience in children and adolescents below 18 years of age. Therefore,
dronedarone is not recommended in this population.

Elderly - Efficacy and safety were comparable in both elderly and younger patients. Although plasma exposure in
elderly females was increased in a pharmacokinetic study conducted in healthy subjects, dose adjustments are not
considered necessary.

Hepatic impairment - Dronedarone is contraindicated in patients with severe hepatic impairment because of the
absence of data. No dose adjustment is required in patients with mild or moderate hepatic impairment.

Renal impairment - Dronedarone is contraindicated in patients with severe renal impairment (creatinine clearance
[CrCl] <30 ml/min). No dose adjustment is required in other patients with renal impairment.

Contraindications

Hypersensitivity to the active substance or to any of the excipients.

Second- or third-degree Atrio-Ventricular block or sick sinus syndrome (except when used in conjunction with a
functioning pacemaker).

Bradycardia <50 beats per minute (bpm).
Patients with stable NYHA Class Il heart failure or LVEF <35%.

Because of the unexplained results of the ANDROMEDA study, the use of dronedarone in unstable patients with
NYHA class Ill and IV heart failure is contraindicated.

Because of limited experience in stable patients with recent (1 to 3 months) NYHA class Il heart failure or with Left
Ventricular Ejection Fraction (LVEF) <35%, the use of dronedarone is not recommended.

Patients in unstable hemodynamic conditions including patients with symptoms of heart failure at rest or with
minimal exertion (corresponding with NYHA class IV and unstable class Ill patients).

Co-administration with potent cytochrome P 450 (CYP) 3A4 inhibitors, such as ketoconazole, itraconazole,
voriconazole, posaconazole, telithromycin, clarithromycin, nefazodone and ritonavir.

Medicinal products inducing torsades de pointes such as phenothiazines, cisapride, bepridil, tricyclic
antidepressants, terfenadine and certain oral macrolides, Class | and lll antiarrhythmics are contraindicated
because of the potential risk of proarrhythmia.
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Caution should also be taken with co-administration with beta-blockers or digoxin.
QTc Bazett interval >=500 milliseconds.
Severe hepatic impairment.

Severe renal impairment (CrCl <30ml/min).

Side-effects

The safety profile of dronedarone 400 mg twice daily in patients with atrial fibrillation (AF) or atrial flutter (AFL) is
based on 5 placebo controlled studies, in which a total of 6,285 patients were randomised (3,282 patients received
dronedarone 400 mg twice daily, and 2,875 received placebo). The mean exposure across studies was 13
months. In the ATHENA study, the maximum follow-up was 30 months.

Assessment of intrinsic factors such as gender or age on the incidence of any treatment emergent adverse
reactions showed an interaction for gender (female patients) for the incidence of any adverse reactions and for
serious adverse reactions.

In clinical trials, premature discontinuation due to adverse reactions occurred in 11.8% of the dronedarone-treated
patients and in 7.7% in the placebo-treated group. The most common reasons for discontinuation of therapy with
dronedarone were gastrointestinal disorders (3.2% of patients versus 1.8% in the placebo group). The most
frequent adverse reactions observed with dronedarone 400 mg twice daily in the 5 studies were diarrhoea, nausea
and vomiting, fatigue and asthenia.

Table 1 displays adverse reactions associated with dronedarone 400 mg twice daily in AF or AFL patients,
presented by system organ class and by decreasing order of frequency.

System organ Very Common Common Uncommon Rare
class (>=1/10) (>=1/100 to <1/10) (>=1/1,000 to (>=1/10,000 to
<1/100) <1/1,000)
Nervous system Dysgeusia Ageusia
disorders
Cardiac disorders Bradycardia
Gastrointestinal Diarrhoea
disorders Vomiting
Nausea
Abdominal pains
Dyspepsia
Skin and Rashes (including Erythemas
subcutaneous generalised, (including erythema
tissue disorders macular, and rash
maculo-papular) erythematous)
Pruritus Eczema
Photosensitivity
reaction
Dermatitis allergic
Dermatitis
General disorders Fatigue
and administration Asthenia

site conditions

Investigations

Blood creatinine
increased*

QTc Bazett
prolonged #

* >=10% five days after treatment initiation # >450 msec in male >470 msec in female
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Monitoring
Management of plasma creatinine increase

It is recommended to measure plasma creatinine values 7 days after initiation of dronedarone. An increase in
plasma creatinine has been observed with dronedarone 400mg twice daily in healthy subjects and in patients.
This increase occurs early after treatment initiation and reaches a plateau after 7 days. If an increase in
creatininemia is observed, this value should be used as the new reference baseline taking into account that this
may be expected with dronedarone.

An increase in creatininemia should not necessarily lead to the discontinuation of treatment with ACE-inhibitors or
Angiotensin Il Receptor Antagonists (AlIRAs).

Electrolytes imbalance

Since antiarrhythmic medicinal products may be ineffective or may be arrhythmogenic in patients with
hypokalemia, any potassium or magnesium deficiency should be corrected before initiation and during
dronedarone therapy.

QT prolongation

The pharmacological action of dronedarone may induce a moderate QTc Bazett prolongation (about 10 msec),
related to prolonged repolarisation. These changes are linked to the therapeutic effect of dronedarone and do not
reflect toxicity. Follow up, including ECG (electrocardiogram), is recommended during treatment. If QTc Bazett
interval is >=500 milliseconds, dronedarone should be stopped.

Interactions

Potent CYP3A4 inducers such as rifampicin, phenobarbital, carbamazepine, phenytoin or St John's Wort are not
recommended.

Administration of dronedarone to patients receiving digoxin will bring about an increase in the plasma digoxin
concentration and thus precipitate symptoms and signs associated with digoxin toxicity. Clinical, ECG and
biological monitoring is recommended, and digoxin dose should be halved. A synergistic effect on heart rate and
atrioventricular conduction is also possible. The co-administration of beta-blockers or calcium antagonists with
depressant effect on sinus and atrio-ventricular node should be undertaken with caution. These medicinal products
should be initiated at low dose and up-titration should be done only after ECG assessment. In patients already on
calcium antagonists or beta blockers at time of dronedarone initiation, an ECG should be performed and the dose
should be adjusted if needed.

Statins should be used with caution. Lower starting dose and maintenance doses of statins should be considered
and patients monitored for clinical signs of muscular toxicity.

Patients should be warned to avoid grapefruit juice beverages while taking dronedarone.
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