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Context and case for change iI-\\

~ ,
Atrial Fibrillation (AF) is a significant risk factor for stroke as it b
potentially leads to the formation of blood clots in the heart, and |
patients with AF have a five-fold greater risk of stroke and
thromboembolism than non-AF patients.

Following a stroke, patients with AF experience greater disability,
longer in-hospital patient stay and lower rate of discharge to own
home than non-AF patients.

In 2006, NICE estimated that there were 639,000 patients with AF
in England, giving a national prevalence rate of 1.28%.

NICE currently recommend that patients with AF at high/moderate
risk of stroke are anticoagulated with warfarin and in 2006 estimated
that 29% of AF patients received warfarin.
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Aims of the project:

To increase the number of patients receiving appropriate anticoagulation
therapy by early identification and treatment.

To understand the provision of anticoagulation services in advance of the
introduction of new oral anticoagulation drugs that will enable the best use
of resources.

To streamline care pathways for patients with AF.

To ensure best use of resources in line with Quality Innovation Productivity
& Prevention (QIPP) principles.

To obtain best outcomes for patients in terms of clinical efficacy in line with
national and regional standards, guidance and policies.

Disseminate information regarding new service models for patients with AF
across the network area.

Deliver Public Health prevention agenda.

To achieve the best outcomes for patients in terms of clinical and cost
effectiveness quality markers.
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Project Partnerships \
(A

The project is delivered in partnership with GMCCSN, GMMMG and
Boehringer Ingelheim (BI).

This has been delivered through an ABPI/Department of Health (DH)
partnership contract. These formal and structured joint working
frameworks can offer significant benefits for patients, the NHS, local
stakeholders and the pharmaceutical company.

The joint-working contract will define the mutual reciprocity of the
project as well as offer clear outcome measures for all stakeholders.

Latest DH governance policy and guidance can be found at
http://www.dh.gov.uk/en/Publicationsandstatistics/Publications/Pu
blicationsPolicyAndGuidance/DH 082840

NHS


http://www.dh.gov.uk/en/Publicationsandstatistics/Publications/PublicationsPolicyAndGuidance/DH_082840
http://www.dh.gov.uk/en/Publicationsandstatistics/Publications/PublicationsPolicyAndGuidance/DH_082840
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Steering Group Membership ﬂ

»
« Network Quality Improvement leads |
« Cardiac and Stroke consultants
» Anti coagulation services in secondary care
« Medicines management
* Public Health
« GPs/PEC Chairs
« Patient Representative
 Clinical Consultant Haematologist
* GP Commissioner
« BIUK non promotional representation
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Project Method R

¥

1. Roll out of GRASP AF tool
2. Baseline audit anticoagulation services across Greater Manchester
3. Development of economic model

4. Developing algorithms for treatment and management of patients
with AF

5. Educational events

6. Consultation and Engagement
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1. GRASP - AF @

» GRASP-AF is a computerised tool that enables a set of MIQUEST que'ries
to run on GP clinical systems.

= |t produces a list of all patients identified and coded in the system with AF
and applies a CHADS2 score, enabling practices to identify patients with a
high risk score for stroke and not currently prescribed warfarin.

= The tool allows practices to view all patients with all scores and their current
medication.

= The tool was developed in West Yorkshire with the help of PRIMIS+, the
NHS Primary Care IT service. The tool is hosted by PRIMIS+ and is
available via the NHS Improvement Programme

NHS
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. Baseline Audit Anticoagulation Services i]\\
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A baseline audit was sent to all Directors of Commissioning
100% audit proformas returned

Audit identified a great deal of variation across the Network in terms of cost
and service provision.

This will need to be factored into the economic modelling for individual
PCTs.

Further piece of work identified to look at standardised approach to
anticoagulation services.

NHS
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3. Economic Model or Costing Tool \'7\\
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* An economic model has been developed to inform commissioners as to the
budget impact of including new oral anticoagulant therapies

* A local stakeholder workshop and the clinical steering group mapped
current pathways to ensure the economic model reflected service provision

 The model has been independently validated by the University of
Manchester

« The model will use local population data combined with the treatment
algorithm for AF to identify potentially eligible patients

» Local population data will be obtained by running GRASP — AF or
equivalent

NHS
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4. Greater Manchester Treatment Algorithms
LA

« Greater Manchester algorithms have been developed to promote consistent
treatment and management of patients with AF

« Warfarin remains first line treatment for patients with AF

« As Dabigatran is a newly licensed preparation used for stroke prevention in AF
patients, it should be closely monitored and any actual or suspected side effects
should be reported to the MHRA

« These guidelines will be reviewed regularly as in light of NICE recommendations and
as other agents are launched

« This guidance also includes:
— Stroke risk assessment
— Contra indications to anticoagulation
— Stability of INR
— Time in therapeutic range
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5. Educational Events ‘
&
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 Educational events offers to all PCTS

« Content includes:
— What is AF
— Treatment and management of AF
— GRASP AF tool

« Purpose is to promote best practice and to dispel myths
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6. Consultation and Engagement i]\\
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« ltis vital that all stakeholders were engaged with this project
« The detalils of the project are being disseminated in a variety of ways:

- A special e-bulletin was produced outlining the aims and
methodology of the project

- A stakeholder meeting was held on the 11th February to enable key
stakeholders to input into the modelling process

- Regular updates to the GMCCSN cardiac and stroke boards,
GMMMG, and CPB

- Educational events
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There has been work at Greater Manchester level to increase the A\
number of patients receiving appropriate anticoagulation therapy by\ ,
early identification and treatment b

¥

The work also included looking at the newer oral anti-coagulants for
AF

Patients should be risk assessed and managed in line with GM
algorithms and guidance

Newer therapies should only be considered when all reasonable
attempts to maintain patients as per GM algorithms / guidance have
been exhausted

The Network is offering support for installing and running GRASP —
AF and in running the economic model

Future work includes review of anticoagulation services in
collaboration with the Pathology Network m



Greater Manchester & Cheshire
Cardiac and 5troke Metwork

Joining Hearts & Minds...

Treatment Algorithms

Dr Alan Fitchet
GMCCSN Heart Rhythm Management Clinical lead
Cardiologist — Salford Royal Hospital
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Work to Date \'7\\

%

¥

Comprehensive Primary Care Guidance on AF Management
Role out of GRASP AF across GM&C

Rolling programme of Primary Care Education across GM&C
— Whatis AF?

— Management of AF (Importance of Anticoagulation)

— The role and implementation of GRASP AF

— Awareness of The Guidance

Increasing awareness and use of CHA,DS,VAS,
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Risk Assess using CHA,DS,-VAS.
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CHA,DS,-VAS, 23

A

Warfarin /
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Treatment Algorithm for AF
using CHA,DS,-VAS.
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Risk Assess using CHA,DS,-VAS. Cardiac and Stroke Network
- v
CHA,DS, VAS: = 1-2
v
z / - Warfarin (1t Warfarin /
ommence C?g-mﬁe ar a”ln ( SE:I ine Sinthrome not
treatment) / Sinthrome unless tolerated / Cl

v
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v
Stable INR range 2-3
v
4 ¥
Yes No
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Monitor INR in Anti INR range 1.6-3
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v
Yes No
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Continue with Warfarin

/ Sinthrome and

monitor INR in Anti

coagulation clinic

Treatment Algorithm for AF
using CHA,DS,-VAS.

Revert to Aspirin

v

Aspirin tolerated

v

y ¥
Yes No
v

No Treatment

Decision not to offer Dabigatran to
patients with a CHADS, score of 1 or
CHA,DS,-VASC score of 1-2 is based on
cost-effectiveness

Also If these patients can tolerate
warfarin / sinthrome but are unable to
maintain an INR range of 2-3 then
broadening the INR range to 1.6 — 3.0
and continuing with warfarin / sinthrome
should be considered. There is evidence
to suggest that using warfarin /
sinthrome with this broader INR range is
more beneficial than aspirin in stroke
prevention

NHS

Lip GY, Frison L, Halperin J, Lane D. Stroke. 2010;41:2731-2738
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CHAZDSZ-VASC 23 ;'7‘)

Commence / continue
Warfarin (1st line
treatment) / Sinthrome

unless ClI
Patients with a CHADS, score of 22 or
Warfarin/ Sinthrome
> tolerated.
CHA,DS,-VASC score of =3 who Stable INR range 2-3
cannot tolerate or be controlled on + }
standard No
anticoagulation should be offered 7 7
Dabigatran Monitor INR in Commence
Anti Dabigatran
coagulation
clinic

Treatment Algorithm for AF m
using CHA,DS,-VAS.
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Tolerance of Warfarin/Sinthrome
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Tablo 4. Discostisuation of $he Study Drug, Adverse Events, and Uver Fundion According to Troatmant Group.*
Variable pa-mls?m’ m-m‘ssgo o warfarin (N - 022
mumber f povests (pocent)

Study-drug discontinsation

Descontinued at 1yry B5Z {15} 235 {18) 60K (109

Discontinued at Z2yrT 1161 {21) 1251 {22) 9 (17

Reason for discontinustion
#atient's dodzion 440 (73) 474 (7.8 375 (6.32)
Outcomeo evant 192 (3.2} 164 {27) 130 [2.2)
Sarious advarse ovanty 163 (27) 186 {2.7) 108 (L.7)
Gastrointesting’ symptoms§ 134 (2.2) 130 {2.1) 18 [05)
Castrointestina bleeding S8 (1.0} 20 {13) 54 (0.9)

NHS
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Tabla 4. DisconSeuation of the Study Drug, Adverse Evests, and Liver Function According to Treatment Group.*
Variable m-cmlsl)olna (u-ml;om' warfarin (N-£022)
ramber of pavents (pecent)

Swdy-drug discontinsation

Discontinued at 1yrt 862 {13) 935 {18) 608 [10)

Discontinued at 2yrt 1161 {23} 1211 §23) 9m (17)

Reason for discontinuation
Patient's dedsion 480 [7.3) 474 (7.5} 373 (632)
Outcome event 19233} 164 {27) 130 2.3)
Sarious advorse evanty 163 {27) 186 {2.7) 15 [L.7)
Castroistasting! symptoms§ 13422} 130 2.1} 38 (05)
Castroimtestingl bloeding SE {10} 1013} 4 [03)

Adverse ovents
Dyspepsiag] 707 {11.8) 628 {113) 343 [58)
Dizzingss 486 {8.1) 506 {E.3) 568 (9.4)
Dyspnea 557 {33) 520 {9.5) 586 (3.7)
Peripheral aderma 471 {7.9) 4R {7.9) 468 [.3)
fatgam 399 {66} 401 (6.6} 72 (62)
Cough 344 [37) 48 (57) 364 (6.0)
Chest pain 312 {52} 177 {63} 39 (53)
Back pain 316 {53} 31453} 3 58)
Athraiga 0 |45) 335 {5.5) 46 (5.7)
Nascpbaryngtis 337 (%6) 330 ({5.4) 336 [35)
Diarrhez 77 (63) IS (65] 346 [5.7)
Atrial fibeilation 330{5.5) 357 (5.9) 349 (5.4)
Urinary tract infoction 73 {45) 739 {4.5) 335 {5.8)
Upper rospimatosy tract infoction 738 {4.5) 723 {47) 313 (32)

Lvar function

ALT OrAST »3x ULN 124 {2.1) 137 {19} 132 23)
ALT o1 AST >3x ULN with concurrant 13 402} 1303) 71 [03)

Bikrubin >2x ULN

Hopatobfiay dxcrdars
Satous advesso evam 33 {05) 34 06} 13 [0.5)
Non-sarious adversa evant 101 {17} 105 {18} 112 1% m
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Defining Good Anti-coagulant Control
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Stability of INR control

Indicators for instability of anticoagulation include:
Low time in therapeutic range (TTR)
«Clinic visit frequency

*Frequent high INRs
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Low Time in Therapeutic Range (TTR)
o

4

— Low time in therapeutic range (TTR) once stabilised on warfarin
(usually 5 months)

— The INR % of time in the therapeutic range of 2-3 should be 60%
or greater

— TTR should be measured for individual patients using the
Rosendaal Method?

1. Rosendaal FR, Cannegieter SC, van der Meer FJ, Briet E. A method to determine the optimal intensity of m
oral anticoagulant therapy. Thromb Haemost. 1993;69:236-239
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CTTR <5 7-1%: cTTR §7-1-G5-5%

Dehigatran 110 mog -
— Daehigatran 150 mg
—— Wanifarin

e —

o0

-0

Cuimulatie hazrd rtio

(a) T T T T T T T T T T
Mumber at risk
Dabigatran 110 mg 14957 1450 1411 1144 649 374 1524 1477 1440 1169 7Bz TG
Dabigatran 150 mg 1505 1469 14327 1164 (=T t=] B3 1526 1493 1453 1192 o 294
Warfarin 15404 1445 1395 1054 =5 Tal 42 1514 1476 142338 1175 7oz 351
CTTR &5-5—F 2-&5% CTTR =72-6%
O-OE— -
=
Z
E o047 .
A
= __,_'Ij
o _M i
o T T T T T -1 T T T T T
L+ [ 140 1-5 240 25 o 05 1-0 1-5 240 -5
Followr-up {years) Folloew—wp (v =ars)

Benefits of Dabigatran over Warfarin in RELY were most apparent in warfarin treated populations with
low TTRs

UK A/C clinics report a TTR of ~ 65% m
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Increased A/C Clinic Visits
iq

— Audit data suggests a wide range of visit frequency between A/C
clinics in the NW

— Clinic visit frequency > 50% above clinic schedule of visits

— Excluded from Calculation — Predictable increases in visits

* e.g. due to co-prescription of antibiotics, inter current illness,
vomiting providing these are infrequent



Frequent high INRs - Warfarin and its
challenging therapeutic window

Therapeutic
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20 range
Ischaemic Requires dose adjustment
& and regular monitoring
15
o Intracranial bleed
© 10
7))
©
©
@)
<)
L
1 r——-- e — — — — -
0

1 2 3 4 ) 6
International normalized ratio (INR)

ACC/AHA/ESC guidelines: Fuster V et al. Circulation 2006;114:e257—e354.
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Consensus opinion
— INR >5 more than 5 times per year

— This predicts an increased risk of haemorrhagic complications
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Summary @

— Interim guidance pending NICE guidance

— Inadequate A/C control on warfarin remains under debate — both
locally and nationally

— Absolute number of individuals likely to fall within this guidance
IS currently difficult to estimate.

« GRASP AF will provide more up to date local data.
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Name: Janet Ratcliffe
Job Title: Network Director

Email: janet.ratcliffe@nhs.net
Tel: 0161 426 9186
Visit: www.gmccsn.nhs.uk
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