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IS THERE UNMET NEED?

AF Strokes in England

Source: SERAP 2014
AF is a major risk factor for stroke and a contributing factor to one in five strokes. Treatment with an oral anticoagulant

medication (e.g. warfarin) reduces the risk of stroke in someone with AF by two thirds.

Strokes in paople with known AF not on anticoagulation:

AF Strokes: Outcome after discharge in people NOT anticoagulated before their stroke in England

Sowrce: SSHAF 2114

Complelely indepandent

Mo significant digability despile symploms from the airoke:

Slight disability, unable o carry oul all wual activiies, but able jo look after own affairs withow! asgisiance:
Moderale disabilily, needing some assistance, bul able 1o walk independently:

Moderately severe disability, unable to walk or care for sell withoul assisiance:

Severe disability, bedbound and nesding constant nursing care and afention:

Diead:

59% patients
with - known AF
not
anticoagulated
on admission
with stroke

25% patients
died, 44%
patients left with
moderate to
severe disability




AND ACROSS EURORPE...

* “There are approximately 360,000 new cases of AF-
related stroke every year in the EU — and many of these

can be prevented through appropriate anticoagulation
therapy, thereby avoiding considerable morbidity, death

and costs to society.”
(Eve Knight, Chief Executive of AntiCoagulation Europe)
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http://www.anticoagulationeurope.org/files/files/Interactive%20R

oute%20Map%20for%20Change%2011Nov14%20final.pdf

A treatment gap of up to 40X in many
countries, with significant variation
between countries and
mhﬂm

« Across Europe, a large proportion of AF
patients do not recemne O therapy despibe
guideline recommendations
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+ Older patients, particularly older women,
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RATES OF ANTICOAGULATION ACROSS EUROPEAN
COUNTRIES

Country % ALL AF on OAC % high risk AF on OAC
France 51%

Germany 60-83%

Ireland No data

Netherlands 69%

Poland 39-50%
Portugal 34-41%
Spain 52-84%
UK 56%




OAC UPTAKE IN THE REAL WORLD UK
WHERE ARE WE NOW?
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http://www.abpi.org.uk/media-
centre/newsreleases/2016/Documents/Embargo9May_ABPI_OneYearOn_FINALREPORT.pdf
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http://www.abpi.org.uk/media-
centre/newsreleases/2016/Documents/Embargo9May_ABPI_OneYearOn_FINALREPORT.pdf
1. Data taken from AF — How can we do better?

. Data calculated from this source by Helen Williams [unpublished]
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Prior treatment of patients with known AF on admission for
stroke 2014-15 SSNAP data show little change since NICE CG180

100 NICE advises
against no treatment

if patients are

high risk

MICE advises against
aspirin monotherapy

ol

Publication
of NICE
CG180
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http://www.abpi.org.uk/media-
centre/newsreleases/2016/Documents/Embargo9May_ABPI_OneYearOn_FINALREPORT.pdf



One year after the publication of NICE CG180, between April and
June 2015, considering patients admitted to hospital with a stroke
who had known AF

Approximately

Approximately

anticoagulated

only on
antiplatelets

http://www.abpi.org.uk/media-
centre/newsreleases/2016/Documents/Embargo9May_ABPI_OneYearOn_FINALREPORT.pdf



CHANGING MARKET SHARE OF NOACS VS
WARFARIN IN THE UK OVER TIME

NOAC Combined Mkt 2012/6 - Share of DU sales by Mth
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Data provided by IMS MIDAS, xBPI & HPAI, IMS Information Solutions UK, February 2016
[unpublished]



NOAC USE ACROSS ENGLAND (2015)

Proportion of OACs (%), Oct—Dec 2015
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NHS England Clinical Commissioning Groups (CCGs)

*Apixaban, dabigatran etexilate and rivaroxaban

Medicines Optimisation Dashboard (May 2016)
https://www.england.nhs.uk/ourwork/pe/mo-dash/ (accessed May 2016)



NOAC usage in Europe as a % of total anticoagulant market*
MAT** June 2015 (based on days of therapy***)
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Total anticoagulant market = apixaban + dabigatran + rivaroxaban + warfarin + heparins ( fractionated + unfractionated) +
fondaparinux ** MAT: Moving Annual Total — the total over the previous 12 months *** Days on therapy are based on IMS Standard
Units data converted using Average Daily Dose assumptions based on IMS Medical Audit Data & BMS/Pfizer Alliance assumptions
http://www.abpi.org.uk/media-

centre/newsreleases/2016/Documents/Embargo9May_ABPI_OneYearOn_FINALREPORT.pdf



Use of Novel Oral Anticoagulants (NOACs) across Clinical
Commissioning Groups { CCGs) in England
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Use of NOACs

(compared to warfarin)
A.nti:::ul::iobn with NOACs: L {:} I-l L{ D ]:1 Lowest rate Of
B 20% to 30% OACin AFin

B 10% to 20% London 65%

. 1% to 10%

Average rate of
OAC in AF for
London 72%

Highest rate of
OACin AF in
London 81%

Period covered: April-June 2015

http://www.abpi.org.uk/media-
centre/newsreleases/2016/Documents/Embargo9May_ABPI_OneYearOn_FINALREPORT.pdf



Total No. Untreated
2

across London with
AF and CHADS,2

are not
anticoagulated

900

OLLNS SHN
O1d3 SHN
FTNOYY SHN
1ITNVH HIMOL SHN
VHNIOVA ANV ONIAYVE SHN
L1HOMSAONYAN SHN
VYHMIN SHN
INAIVH ANV ALID SHN
DNITV3 SHN
HYAMH LNOS SHN
VHINd ANV HLIASYIWINYH SHN
INIIIAVH SHN
OTSNNOH SHN
139NV SHN
O11¥41NID SHN
31X39 SHN
SIHOd INVHLTVAN SHN

ients by CCG (QOF 2015)

igh risk pat

OdNOT 1S3M SHN
OdSNITIIH SHN
5d149d3d SHN
WVHSIMIT SHN
JONI4VH SHN
0dAOYI SHN
OLSONIA SHN
OYYVH SHN
IANVO SHN
JIMNIIYO SHN

922 IN3Yd SHN

532 NOLONIMSI SHN

untreated h

Y
(o)
—
Q

o]
S
=]
=

d
=
(1]

~

Al

o~

(74

(m]

<

L

4
w
e
=

v
o]
(1]
o

Ll

<

e

4
=

E=

20

Lo

k=
=

1D

o]

9
=]
Bo
©
(o)

i

]
=
(1]

e
(@)
v
@

]
(T

o

X

o o
= S

o =
=) 3 S
o o (=] [a=]
PFoie|H3eooTiuy

Data from Health and Social Care Information Centre

. Data

calculated from this source by Helen Williams [unpublished]


http://www.hscic.gov.uk/article/2021/Website-Search?productid=19196&q=qof+data&sort=Relevance&size=10&page=1&area=both#top
http://www.hscic.gov.uk/article/2021/Website-Search?productid=19196&q=qof+data&sort=Relevance&size=10&page=1&area=both#top
http://www.hscic.gov.uk/article/2021/Website-Search?productid=19196&q=qof+data&sort=Relevance&size=10&page=1&area=both#top

NOAC USE ACROSS LONDON (2015)

* % NOAC* use relative to
warfarin across all 32
London CCGs
(Oct—Dec 2015)

o 1-10%

B 11-20%

M 21-30%
>30%

*Apixaban, dabigatran etexilate and rivaroxaban

Medicines Optimisation Dashboard (May 2016)
https://www.england.nhs.uk/ourwork/pe/mo-dash/ (accessed May 2016)



GARFIELD-AF: “arfield
OAC usage rates are improving...

...but 29% of patients still do not receive OAC therapy today

Proportion of patients not receiving OAC therapy (N=39,670)

)
43% 389

Cohort 1
Cohort 1-2
33% 295
(0]
Cohort 1-3
Cohort 4
2010-2011 2011-2013 2013-2014 2014-2015

Kakkar AK et al. Presented at ESC 2015 symposium



GARFIELD'™
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GARFIELD-AF: though increasing, arfield
use of OACs is still suboptimal

N=39,670 EVKA+ AP mNOAC+ AP mAP mNone
43% 38% 30% 29%
S No
E L 0AC
S 80%
J therapy
c -
o
£ 60%
8
©
= 40%
o
C
2
T 20%
3
o
0 —— e —
2010-2011 2011-2013 2013-2014 2014-2015
(Cohort 1) (Cohort 2) (Cohort 3) (Cohort 4)

Kakkar AK et al. Presented at ESC 2015 symposium



ADDRESSING UNMET NEED....

* Strategic
* Policies and resources
* Registries

e Data to inform healthcare
decision-making

* Public awareness

e Clinical

Stroke and bleeding risk
assessment

Initiation of anticoagulation

Optimisation of
anticoagulation

Rate and rhythm control



POLICIES AND GUIDELINES

European Heart Journal Advance Access published August 27, 2016
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Atrial fibrillation: t
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Issued: June 2014

NICE clinical guideline 180
guidance.nice.org.ukiog 180
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identification of AF.

Across London, of those
29% are

2. Stroke risk aszeszment should

AF, or those post cardiovers|
at least annually.*

3. All people with AF with CHAzD?

Anticoagulation should also be

. People reguiring anticoagulatio

NICE approved options, includi
patient and clinician should han
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decision should take into acco
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Excellence in anticoagulant care
Defining the elements of an
excellent anticoagulation service
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LONDON COMMISSIONING INTENTIONS

. Opportunistic pulse checks in patients over 65 years old.

. 80% of patients with AF with a CHA2DS2-VASc stroke risk score > 2 will be prescribed oral
anticoagulation medication

. All patients on vitamin K antagonists with less than 65% of time in therapeutic range are
reassessed and, where appropriate, are offered alternative oral anticoagulant medication

. All patients on oral anticoagulant medication will be offered ongoing support to ensure
medicine adherence

. All patients with AF referred to an anticoagulation clinic should have a referral-to-
treatment time of no more than two weeks



NO AF REGISTRY
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STRATEGIC

Policy

* National Registries
* AF
 Stroke

* Research registries

EORP-AF*

Hospital +
outpatient

Table 6: Ongoing European and global registries* on AF

GARFIELD*"

Hospital-based
cardiologists

*which include European countries

PREFER in AF7*

52% hospital-based,
42% office-based,
70% enrolled by
cardiclogists

Realise-AF*”

83% cardiologists, 17%
internists, hospital- and
office-based




COMPARATIVE DATA?

Country % ALL AF on OAC % high risk AF on OAC

France 51% i
J/ CHA, DS, VASC
70%

Germany 60-83%

Ireland 59% :
Netherlands 69% 87% @

Poland 39-50% 15%

Portugal 4-41°

ortuga 3 % / o data CHA, DS, VASC
Spain 52-84% 57-59%
UK 56% 51% ’
http://www.anticoagulationeurope.org/files/files/Interactive%
20Route%20Map%20for%20Change%2011Nov14%20final.pdf




PATIENT AWARENESS OF AF AND ANTICOAGULATION

* 37% of documented chronic
AF patients were unaware
that they had AF and nearly
half didn’t know why they
were taking warfarin.

e Asimilar number didn’t
know they were at risk of
clots that could
cause stroke.

» Sixty percent felt that their
underlying condition (AF)
was not severe.

Lip GY, Kamath S, Jafri M et al. Ethnic differences
in patient perceptions of atrial fibrillation and
anticoagulation therapy: the West Birmingham
Atrial Fibrillation Project. Stroke 2002;33: 238—42

* Most could not explain the
rationale for taking warfarin
and the associated risks

* Few pts able to specify more
than one side-effect of
warfarin or the dose they
were on

 Knowledge level tends to be
poorer in the >75yrs age

group

Dantas et al (2004). BMC Family Practice; 5:15

® Only half of patients perceived
AF as a serious condition

® Only half of patients were
aware that AF predisposes to
thromboembolism

® Only 20% of patients were
aware of the benefits of stroke
prevention

® Results of the study showed
that a brief educational
intervention with an
information booklet can help
to improve knowledge

Lane et al (2005). Inter Journal of Card. Vol 10,
Issue 3, pgs 345-358



ADDRESSING UNMET CLINICAL NEED

* Guideline implementation

* Education and training of healthcare staff

e Support patients in making informed decisions

* Dispel myths and misconceptions (aspirin, falls, frailty)
e Streamline anticoagulation referral pathways

* IT solutions to support clinical care
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Opti

Pan London AF Improvement Programme

A number of practices and CCGs in London and across the country are making significant progress in implementing NICE CG180 Atrial Fibrillation (AF) guidance and
implementing AF screening initiatives, demonstrating impact. For example, in NEL there has been an 18% improvement in anticoagulation rates in AF resulting in the

Programme: Medicines op prevention of 127 AF-related strokes over 4 years.

Through these exemplars and with AF improvement experts including charities and clinicians, the London Academic Health Science Networks (AHSNs) - Health Innovation
Over the past year, the programme Network, Imperial and UCLPartners - and London Strategic Clinical Network are investing in the design and delivery of a pan-London AF Improvement Programme, in
stroke across Wessex through the u partnership with the AF Association and Arrhythmia Alliance.
and 30 further education and trainin
programme has delivered a 67% inc
providers showing a reduction in stn

The aim of the programme is to support CCGs to lead local improvements to the care pathway for people with AF, to prevent AF-related strokes and associated mortality,
and to realise savings for the care economy through:

= Detect: Increasing detection of those with undiagnosed AF

= Protect (& Correct): Protecting those with diagnosed AF through effective treatment

< - ®  Perfect: Optimising the treatment of people on anticoagulation
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Aim of the guideline

Omly half the people with atrial Abrillation
are gn anticoagulants which reduce strokes
by 6%,

‘This guidance aims to increase the use of
anticoagulants and reduce the inapproriate
use of antiplatelet agents.

What this guidance covers

The Euiﬂam:: concerns antithrombatic
agents for the treatment of non-valvular
atrial fibrillation. It is consistent with
NICE Guidance.

See 2014 NICE AF guideline 180
guidance.nice.org.ukicgl 50
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SUMMARY

* Significant unmet need in the UK and across Europe
* Patients experiencing harm due to AF-related stroke

* Addressing unmet need:
e Strategic — policy, guidelines, resources, incentives, data
e Patient and public awareness — informed decision-making

* Clinical —implementation, education, IT solutions
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