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Role of Primary Care in AF management

> Opportunistic screening

Stroke Risk assessment

Reducing Stroke Risk
» GRASP-AF

» Determining an appropriate treatment strategy;
Rate v Rhythm control

> Patient Education & Information



AIms of treatment
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Projected Number of Patients With AF by 2050
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Natural time course of AF

‘Upstream’ therapy of concomitant conditions

ANTICOAGULATION
Rate control

Ablation
cardioversion I I I

first documented

e n e 1

silent paroxysmal persistent long-standing  permanent

persistent

AF = atrial fibrillation

www.escardio.org/guidelines n Heart Journal (2010) 31, 2369-2429
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Stroke prevention
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AF is associated with poorer functional performance in survivors of ischaemic stroke

B Patients with AF

Patients without AF

Proportion of patients (%)
D
o
1

Severe impairment of functional performance*

Acute phase 3 months 6 months 12 months

Time after ischaemic stroke
>40-year follow-up of 5070 participants in the Framingham study; *Barthel Index
I 1IN = L -




AF and Stroke: The UK at a Glance
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N I C National Institute for
Health and Care Excellence

Atrial fibrillation: the management
of atrial fibrillation

Issued: June 2014

NICE clinical guideline 180
guidance.nice.org.uk/cg180




NICE accredited
www.nice.org.uk/accreditation

NICE — Atrial Fibrillation
Key Priorities for implementation

Personalised package of care and information

Assessment of stroke and bleeding risks

Interventions to prevent stroke




Personalised package of care

- offer people with AF a personalised package of care

Stroke awareness and measures to prevent stroke

Rate control
Assessment of symptoms for rhythm control
Who to contact for advice if needed

Psychological support if required




ASSessing
Stroke RISk



Guidelines - refining stroke risk assessment

CHA,DS,-VASc criteria

Score CHA,DS,-VASc

Congestive heart failure/
left ventricular dysfunction

1 total score

Hypertension

Age 275 yrs

Diabetes mellitus

Stroke/transient ischaemic
attack/TE

N a2

Vascular disease

(prior myocardial infarction,
peripheral artery disease or
aortic plaque)

Rate of stroke/other TE
(%lyear)*

Age 65-74 yrs

Sex category
(i.e. female gender)

* Theoretical rates without therapy: assuming that warfarin provides a 64% relative reduction in
TE risk (2.7% ARR), based on Hart et al. TE =thromboembolism

1 Lip GYH et al. Stroke 2010;41:2731-2738.
2 Hart RG et al. Ann Intern Med 2007;146:857—67.



GRASP — AF A

Foundation

An automated tool to identify patients at high
risk of stroke in AF and not on adequate
thromboprophylaxis, using existing GP data

Delivered by PRIMIS+ and available
via your Cardiac Network.




Audit of Atrial Fibrillation & CHADS2-VVASc Scores

AF prevalence (%) by age band Risk profile for thrombo-embolism

[CHADSZ-VASC ] 4 100

80 -

Select Risk Score

Practice:
60

Total Practice Population 15148 40 -

Total Percent 20 |
No. with Atrial Fibrillation 236 1.56 0
Age >= 65 yrs with AF 203 7.62 00 50 100 150 200 0 1

Age range
Percentage

; : - AF prevalence (% CHA2DS2-VASc score
NB: Handling of anticoagulant exclusions 2 (%)

Risk factors in patients with AF

HFor LvD [

Hypertension i
Age >=75
Diabetes

Stroke or TIA

B Anticoagulant

OBoth

DO Antiplatelet

ONone

CHA2DS2-VASc score

Vasc disease |
Age 65-74

Sex = Female | 40% 60%

0% 20% 40% 60% 80% Percentage

Anticoagulant use in high risk patients Score or review in last 15 mths

Strokes expected annually 1
in the 73 high risk untreated 80 HELP

60 1 OVERVIEW

2 9 40 + PODCAST
. 20 1

On anticoagulant Not on anticoagulant 0
(121 patients) (73 patients) CHADS2 AF review

Percentage
Percentage

©PRIMIS+ 2011




Stroke prevention
Treatment
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Not all clots are the same

Thrombi in patients with AF
are predominately fibrin-rich

Anticoagulants reduce the
conversion of fibrinogen to fibrin

« Thrombi in coronary artery
disease (CAD) tend to be platelet-
rich

ridge.icu.ac.jp

« Aspirin and other antiplatelets,
Inhibit aggregation of thrombi
caused by CAD, but do not
Impact upon fibrin production

Lip GYH. Nature Reviews Cardiology 2011:8,;602—606



Drug treatments to prevent stroke

Do not offer stroke prevention treatment to
people aged under 65 years with no risk factors
other than their sex

I.e. CHADS-VASc score 0 (men) or 1 (women)

Consider anticoagulation for men with a
CHADS-VASc score of 1

Offer anticoagulation to people with a
CHADS-VASc of 2 or above




Drug treatments to prevent stroke

Discuss options for anticoagulation with the
person and base choice on their clinical
features and preferences

Do not offer Aspirin monotherapy

solely for stroke prevention to people
with atrial fibrillation




As stroke risk increases, so does aspirin use

0.9 -
0.8 -
0.7 -
0.6
0.5 -
0.4 - p=0.12 -

0.3 1 \_./.\/ Anticoagulants - Male
0.2 A p=0.57 @ Anticoagulants - Female

0.1 - @® Antiplatelets - Male

0.00 . . . . . | @® Antiplatelets - Female

0 1 2 3 4 5
CHADS, score

Percentage of patients

m 52% of patients with AF are treated with antiplatelet treatment such as aspirin
(1796/3483)

m Prescription of aspirin increases steeply with increasing CHADS, score

Lee S et al. BMJ Open 2011;1:e000269
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Prophylaxis of patients with CHADS2 >1 by Age
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N I C National Institute for
Health and Care Excellence

Atrial fibrillation: the management
of atrial fibrillation

Issued: June 2014

NICE clinical guideline 180
uidance.nice.org.uk/cg180

NICE accredited

NICE estimate that in England:

* 191,500 people with AF are

receiving oral anticoagulants

BUT

* 234,000 people with AF are
recerving aspirin!




p

"By reviewing all AF patients at risk of stroke currently
receiving aspirin, to see if they are appropriate for oral

anticoagulation, we could prevent 5,000 strokes a year”

NICE accredited




Sentinel Stroke National Audit Programme of the
Royal College of Physicians*

Nothing
Jan - March 2013 26%
England, Wales, Northern 2,465in AF =
Ireland

11,939 stroke admissions

Antiplatelets
38%

*www.rcplondon.ac.uk

NICE AF Guideline June
2014

erelto

rivaroxaban



Guidelines

Europe/America
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What do other Guidelines tell us...? B

Risk catedo CHA,DS,-VASc | Recommended
gory score antithrombotic therapy
One ‘major’risk
factor or 22
‘clinically relevant 22 Oral anticoagulant (OAC)
non-major’risk
factors
One ‘clinically Either OAC or aspirin 75-325
relevant non-major’ 1 mg daily. Preferred: OAC rather
risk factor than aspirin
Either aspirin 75-325 mg daily

: or no antithrombotic therapy.

No risk factors 0

Preferred no antithrombotic
therapy rather than aspirin

Camm J et al. European Heart Journal 2010;1:1-61.



What do other Guidelines tell us...?

Patient features Recommended antithrombotic therapy

Low risk of stroke

(eg, CHADS, = 0) None (rather than antithrombotic therapy)

Intermediate risk of stroke Oral anticoagulation (rather than no therapy,
(eg, CHADS, = 1) Aspirin, or Aspirin + clopidogrel))

High risk of stroke Oral anticoagulation (rather than no therapy,
(eg, CHADS, = 2) Aspirin, or Aspirin + clopidogrel)

Oral anticoagulation (rather than no therapy,

Previous stroke/TIA Aspirin, or Aspirin + clopidogrel)

2012 ACCP guidelines You JY et al. Chest 2012;141;€5315-€5755



Anticoagulation



Drug treatments to prevent stroke

Identify first — those at very low stroke risk — who should
not receive anticoagulation

with anticoagulation offered to the remainder
taking into account bleeding risk

Anticoagulation may be with :

A vitamin K antagonist — Warfarin
A non-vitamin K antagonist:

Rivaroxaban Y

Apixaban?

Dabigatran ¥
Edoxaban ¥




"Hold 1t, I wonder 1f I might try the warfarin again?"




Warfarin and its challenging

therapeutic window

20 1 Therapeutic
ischaemic § | 0° ¢ Requires dose adjustment
stroke and regular monitoring
15 1 :
o Intracranial bleed
g\
o : :
° : :
o
5 1
1+-- _L _ - _ e -
QO — 1 1 T T T T 1
1 2 3 4 5 6 7 8

ACC/AHA/ESC guidelines:

International normalized ratio (INR)

Fuster V et al. Circulation 2006;114:e257—e354.

DBG2919 | September 2011



The first oral anticoagulant




A new standard in oral anticoagulant therapy




The Novel (Direct) OACs

*Terminology.......

*New oral anticoagulants (NOAC)

*Novel Oral antlcoagulants (NOAC)
*Non- TMmin kK o ~V. a N\ () A
*Direct oral anticoagulants (DOAC)

*Oral Dire
*Target Specific Oral anticoagulants (TSOAC)

_uum

_Fibrin (-— Fibrinogen

Source: Eur Heart J @ 2012 Oxford University Press

UK/DBG-151209e Date of prep: Nov 2015



NOACs are becoming a standard therapy in
multiple settings worldwide, including:

Stroke prevention
In patients
with NVAF

Treatment of
acute DVT/PE

Prevention of VTE
following elective
hip and knee
replacement surgery

Prevention of
recurrence of
DVT/PE




Novel oral anticoagulants (NOACs) : NICE recommended

s | oo | o | onope | e

Primary prevention of VTE in No EU License TA157 TA170
adults undergoing elective ~ TA245 Licensed in Japan  September 2008 April 2009
total hip and knee Jan 2012 April 2011
replacement
Prevention of stroke or 27 TAS55 TA249 TA256
: . Feb 2013 Sept 2015 March 2012 May 2012
systemic embolisation in
patients with non-valvular AF
TA341 TA345 TA327 TA261
DVT treatment June 2015 Aug 2015 Dec 2014 July 2012
TA341 TA345 TA327 TA287
PE treatment June 2015 Aug 2015 Dec 2014 June 2013
Prevention of No License No License No License TA335
March 2015

atherothrombotic events
after an ACS

1. Pradaxa Summary of Product Characteristics; 2. Xarelto Summary of Product Characteristics; 3. Eliquis Summary of Product Characteristics; 4. Lixiana Summary
of Product Characteristics. Current versions of SPCs available online at: http://www.medicines.org.uk/emc/; 5. Eriksson BI et al. Ann Rev Med 2011;62:41-57



http://www.medicines.org.uk/emc/

Pharmacology

Mode of action

Dabigatran!

Direct thrombin
inhibitor

Rivaroxaban?

Factor Xa inhibitor

Apixaban3

Factor Xa inhibitor

Edoxaban

Factor Xa inhibitor

Half life

12-14 hours

5-9 hours (young)
11-13 hours (elderly)

12 hours

10-14 hours

Dosing

BD

oD

BD

oD

Metabolism

Excretion

Form

P-glycoprotein

Hard capsule

CYP P450/P-glycoprotein

CYP P450/P-glycoprotein

CYP P450/P-glycoprotein

33% Renal

27% Renal

50% Renal

Tablet

Tablet

Tablet

BD = twice daily; OD = once daily

1. Pradaxa Summary of Product Characteristics; 2. Xarelto Summary of Product Characteristics; 3. Eliquis Summary of Product Characteristics; 4. Lixiana Summary of Product
Characteristics. Current versions of SPCs available online at: http://www.medicines.org.uk/emc/



http://www.medicines.org.uk/emc/

NOAC dosing regimens for Stroke prevention in AF

NOAC
Dabigatrant

Rivaroxaban?

Apixaban3

Edoxaban*

Full dose
150mg BD

Reduced dose

110mg BD for patients aged 80 years or above or who receive
concomitant verapamil. Also, for the following groups based on
individual assessment of thromboembolic risk and risk of
bleeding:

-Patients aged 75-80 years

Patients with moderate renal impairment

Patients with gastritis, oesophagitis or gastro-oesophageal reflux
Other patients at increased risk of bleeding

20mg OD

15mg OD for patients with moderate or severe renal
impairment (CrCl 15-49ml/min)

5mg BD

2.5mg BD for patients with at least 2 of the following
characteristics:

*Age >80 years

*Body weight <60 kg

*Serum creatinine >1.5mg/dL (133 uM/L)

Or with severe renal impairment (CrCL 15-29ml/min)

60mg OD

30mg OD for patients with one or more of the following:
*Moderate or severe renal impairment (CrCl 15-50ml/min)

*Low body weight (<60 kg)

«Concomitant use of the following P-gp inhibitors: cyclosporin, dronedarone,
erythromycin or ketoconazole

Product Characteristics. Current versions of SPCs available online at: http://www.medicines.org.uk/emc/
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NOAC trial outcomes: Stroke and systemic embolism vs warfarin

NOAC

Dabigatran 150 mg!-3
Dabigatran 110 mg’3
Rivaroxaban*
Apixaban®

Edoxaban 60 mg*®

(non-inferiority analysis)

Edoxaban 60 mg*®

(superiority analysis)

Stroke or systemic embolism

Hazard Ratio %/yr W;r;z:m (9;;'/:*0)
—— 1.12 1.72 0.65 (0.52—0.81)
— 1.54 1.72 0.89 (0.73-1.09)
— 2.10 2.40 0.88 (0.75-1.03)
—— 1.27 1.60 0.79 (0.66-0.95)
—— 1.18 1.50 0.79 (0.63-0.99)*
—— 1.57 1.80 0.87 (0.73-1.04)*
I | | | tA 97.5% confidence interval was used
0.5 1 1.5 2 CI = confidence interval; HR =

0

Favours NOACs

Favours warfarin

hazard ratio

*There was a dose reduction to 30mg in the 60mg arm; 30mg arm data are not shown as this is not a licensed dosing regimen.
Non-Inferiority — Modified intention-to-treat population in the treatment period. Superiority — Intention-to-treat population in the overall study period.

Clinical trial data for information only - no clinical conclusions should be drawn. Please refer to individual product SPCs for
further information. Analyses were performed on data from the intention-to-treat population

1. Connolly SJ et al. N Engl J Med. 2009;361:1139-51; 2. Connolly SJ et al. N Engl J Med. 2010; 363:1875-6; 3. Connolly SJ et

al. N Engl J Med. 2014;371:1464-5; 4. Patel MR et al. NEJM. 2011;365:883-91; 5. Granger et al. N Eng J Med 2011;365:981-

92; 6. Giugliano et al. N Engl J. 2013;369:2093-104.



NOAC trial outcomes: Major bleeding versus warfarin

Major bleeding

. Warfarin HR
Hazard Ratio 0

NOAC BV g pyr (95% Cl)
Dabigatran 150 mg*3 —o— 3.40 3.61 0.94 (0.82-1.08)
Dabigatran 110 mg?'3 —— 2.92 3.61 0.80 (0.70-0.93)
Rivaroxaban* —— 3.60 3.40 1.04 (0.90-1.20)
Apixaban® - 2.13 3.09 0.69 (0.60-0.80)
Edoxaban 60 mg*® —— 2.75 3.43 0.80 (0.71-0.91)

I I I 1

0 0.5 1 1.5 2 CI = confidence interval; HR =

hazard ratio

Favours NOACs

*There was a dose reduction to 30mg in the 60mg arm; 30mg arm data are not shown as this is not a licensed dosing regimen.

Clinical Trial Data for information only - no clinical conclusions should be drawn. Please refer to individual product SPCs for
further information.

1. Connolly SJ et al. N Engl J Med. 2009;361:1139-51; 2. Connolly SJ et al. N Engl J Med. 2010; 363:1875-6; 3. Connolly SJ et al. N Engl J Med. 2014,;371:1464-5; 4. Patel
MR et al. NEJM. 2011;365:883-91; 5. Granger et al. N Eng J Med 2011;365:981-92; 6. Giugliano et al. N Engl J. 2013;369:2093-104.



NOAC trial outcomes: Intracranial bleeding vs warfarin

NOAC

Dabigatran 150 mg*3
Dabigatran 110 mg?'3
Rivaroxaban*
Apixaban®

Edoxaban 60 mg*®

Intracranial bleeding

. Warfarin HR
Hazard Ratio 0
%Iyr %/yr (95% Cl)
—— 0.32 0.76 0.41 (0.28-0.60)
e 0.23 0.76 0.30 (0.19-0.45)
—— 0.50 0.70 0.67 (0.47-0.93)
—— 0.33 0.80 0.42 (0.30-0.58)
—— 0.39 0.85 0.47 (0.34-0.63)
I T T
0.5 1 1.5 CI = confidence interval; HR =

Favours NOACs

Favours warfarin

hazard ratio

*There was a dose reduction to 30mg in the 60mg arm; 30mg arm data are not shown as this is not a licensed dosing regimen.

Clinical Trial Data for information only - no clinical conclusions should be drawn. Please refer to individual product SPCs for

further information.

1. Connolly SJ et al. N Engl J Med. 2009;361:1139-51; 2. Connolly SJ et al. N Engl J Med. 2010; 363:1875-6; 3. Connolly SJ et al. N Engl J Med. 2014;371:1464-5; 4.
Patel MR et al. NEJM. 2011;365:883-91; 5. Granger et al. N Eng J Med 2011;365:981-92; 6. Giugliano et al. N Engl J. 2013;369:2093-104.



Real world evidence for NOACs in patients with AF is increasingly
available showing consistency with phase Il trials

FDA Medicare study
_ Dabigatran vs warfarin US health insurance
US health insurance >134,000 patients! database study

_ database study Dabigatran vs warfarin
Rivaroxaban vs warfarin >64,000 patients?

>18,000 patients®

5-year ongoing PMSS study of US Dept of Defense
major bleeding claims study

>27,000 patients on rivaroxaban Dabigatran vs warfarin
(no comparator)8 >25,000 patients3

XANTUS US health insurance
Janssen study database study
6784 patients on rivaroxaban Dabigatran vs warfarin

(no comparator)’ DaILizI;I;esgeisStl‘Y >38,000 patients*

Dabigatran vs warfarin

>21,000 patients Overview of published real world studies — list not exhaustive
Focus on bleeding and PMSS = post marketing safety surveillance; MI = myocardial
MI>® infarction

1. Graham DJ et al. Circulation 2015;131:157-64; 2. Lauffenburger JC et al. ] Am Heart Assoc 2015;4:e001798; 3. Villines TC et al. Thromb Haemost 2016;115 epub ahead of print;
4. Seeger JD et al Thromb Haemost 2016;115 epub ahead of print; 5. Larsen TB et al. Am J Med 2014;127:329-36; 6. Larsen TB et al. Am J Med 2014;127:650-6; 7. Camm J et al.
Eur Heart J 2015 epub ahead of print; 8. Tamayo S et al. Clin Cardiol 2015;38(2):63-68; 9. Laliberte F et al. Curr Med Res Opin 2014;30(7):1317-1325.



UK National Institute for Health and Care Excellence (NICE)

NOACs must be made available for prescribing within

their licensed indications, and should be automatically
iIncluded in local formularies?

1. NICE consensus statement on the use of NOACSs. Available at:

https://www.nice.org.uk/guidance/cg180/resources/nic-consensus-statement-on-the-use-of-noacs-243733501;
2. NICE TA249, 2012; 3. NICE TA256, 2012; 4. NICE TA275, 2013; 5. NICE TA355, 2015



NOAC uptake in England (NHS data)

Use of NOACs
(compared to wafarin)

London
Anticoagulation with NOACs:

Il 30% and abowve
B 20% to 30%
I 10% to 20%
B 1% to10%

Mean rate of NOAC
prescribing across all
CCG’s 16.5%

55% of CCG’s have

rates below this 3 Y

PRV S Aty S Ve e
"f;ﬂl*?
R

NHS England, Medicines Optimisation CCG Dashboard, Summary oral anticoagulants, Period covered
April to June 2015, Published November 2015. Available at: www.england.nhs.uk/ourwork/pe/mo-dash/



http://www.england.nhs.uk/ourwork/pe/mo-dash/
http://www.england.nhs.uk/ourwork/pe/mo-dash/
http://www.england.nhs.uk/ourwork/pe/mo-dash/

Review of stroke and anticoagulation risk

All people with atrial fibrillation should
undergo review at least annually

For people not taking an anticoagulant, review
stroke risk when they reach age 65 or develop
any of the following at any age:

Diabetes

Heart failure

Coronary artery disease

- TIA or stroke

Peripheral vascular disease




Patient support

- Information booklets

C;:re Checklist ® Fact Sheets ation

F

. “L.)
,)/ (4 '\\\ },,‘ O o ° . . .
e Email: info@atrial-fibrillation.org.uk

Tel: +44(0)1789.451 837

ghesusichai it il o2

e Website: www.atrialfibrillation.org.uk

www.atrialfibrillation.org.uk
Tel: +44(0)1789 451 837

e 24/7 Helpline: 01789 451 837

2N

ATRIAL FIBRILLATION (AF) CARDIOVERSION OF
DRUG INFORMATION ATRIAL FIBRILLATION

Atrial Fibrillation (AF)
Patient Information

A.,\/\V,RA

Arrhythmia Alliance
The Heart Rhythm Charity

www heartrhythmeharity.org.uk



http://www.atrialfibrillation.org.uk/
mailto:info@atrial-fibrillation.org.uk
mailto:info@atrial-fibrillation.org.uk
mailto:info@atrial-fibrillation.org.uk

‘Sounds good. No, wait — that’s my iPod.’

Thank-you...any questions?



NHS

West Hampshire
Clinical Commissioning Group

Preventing stroke in West
Hampshire

Quality services, better health
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West Hampshire
Clinical Commissioning Group

National drivers

AFA National Institute for

E—— N I C Health and Care Excellence

Prevent
AF-related Stroke,
Anticoagulate! WatChBP Home A 'For

opportunistically detecting atrial
fibrillation during diagnosis and
monitoring of hypertension

Grasp
initiative et ey 2013

NICE medical technology guidance 13
guidance.nice.org.uk/mig13

This is an extract from the guidance. The complete guidance is available
at guidance.nice.org.ukimtg13

NICE accredgited

o

Rising to the challenge:
Delivering QIPP by preventing
AF-related stroke

e of repaton Janusy 2013
ATTUKIINPODIS/ GVADDS

Quality services, better health



NHS

Preventing stroke in West Hampshire — Strategy - - - -hire
A collaborative plan involving WHCCG Long Term Conditions/GPs/Medicines management and pharma

‘oup
4 O
PROACTIVE LEADERSHIP
e Awareness raising/Public Health Audit 2012
eMulti-level educational sessions/events
eUse of incentives/levers QOF/LES/QIPP
eAnalysis/needs-gap evaluation/business case

STEP 1

N

OPPORTUNISTIC SCREENING
eScreening programme targeting high risk asymptomatic patients
STEP 2 eIntroduction of NICE endorsed WatchBPTool
eEarly adopter 3B Practices/wider roll-out WHCCG
eReinforce educational sessions

OPTIMISING ANTICOAGULATION AND REPORTING
*Medicines Management LES — Quality/Safety Intervention
eAnticoagulation education — NOACS v Warfarin

STEP 3 eImproving uptake of GRASP — AF Tool + WPSAT/CHADS2VASC
eUploading to National dataset
eCommunity Pharmacy Interventions
*NICE KPIs
e EVALUATION/AUDIT N\
eRecord monitor progress improvements via GRASP — AF
eIncreased NOAC prescribing audit
eIntroduction of AF/anticoagulation nurse?
ePublic Health Audit/participation in National trials Oxford + Southampton
STEP 4 eReview of anticoagulation provision/increasing INR self- testing opportunities/primary care community delivered cardiology
services

(U /

Quality services, better health




