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LRy wor /abOUtAR/PAF in stroke?
SWWhat | l~? AF"
Z wh_n to antlcoagulate’?

p@rtunltles to prevent stroke In patients
.,..;:‘-Wlth AFE

’Alnudence of new diagnoses of AF and PAF
In TIA population
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The Incidence of AF is Increasing in the United

- Kingdom
—— e e ————
)‘)), IJ *':r‘h 2 f e Unmd €ing wm pz:pu 0N Were-
rsJ_)y R .

QCCC |s flgure had risen to 1.3%1

Th_i@_gﬁ Ience of AF will continue to rise as the
IOPOILION of elderly patients increases

‘—’
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— ﬁ;‘By 2050 it is estimated that AF will be present in 2% of
-~ the general population, and in a far higher proportion of
elderly patients?

1. NICE Clinical Guideline 36 costing report. Available at:
http://www.nice.org.uk/nicemedia/pdf/CG036costingreport.pdf. Accessed January 14, 2010
2. Stewart S, et al.Heart2004;90: 286392; 3. Savelieva I, et al. Europace008;10: 64065
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AF prevalence

- i’::rokes attributable to

— - 507 59 601 69 701 79 801 89
Age Range (years)

Wolf et al. Stroke 1991; 22: 983-988



comes O Ke are significani

OR for bedridden state
following stroke due to AF was
2.23 (95% ClI:1.87,2.59)

p<0.0005

23.7%

With AF Without AF
(n=194) (n=867)

AF=atrial fibrillation©R=0dds ratio; Cl=confidence interval
Dulli DA, et al.Neuroepidemiolog§03;22: 11823
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EUOREdIRS Ociety of CardiologyClinica
Atfia Bibriltation (Management of)
PIBISHEH 20001

==

0 x y s ma-termihdtingj usually withif 48 h.
' ﬁ‘.. 'paroxysms may continue for up to 7 days, the 48 h time point

/ 1mportant6 after this the likelihood of spontaneous conversion is |
) -T-»*:--—v anticoagul ation must be cons|

— KX AAn |ﬂrregul ar pulse should al ways r a
g-:’.‘ = recording is necessary to diagnose AF. Any arrhythmia that has the ECG

~ - characteristics of AF and lasts sufficiently long for a 12-lead ECG to be
"_’recorded or at |l east 30 s on a rhyt

A RPAF vs salvo of atri al ectopyo

A nitp//www.escardio.org/guidelines -surveys/escguidelines/pages/atrial-
fibrillation.aspx

A Ki-tchhof Hanlre-tpal .o Out,come p:a;r ameit-er;s;- .10 rstsrssasi
Recommendations from a consensus conference organized by the German Atrial Fibrillation
Competence NETwork (AFENET) and the European Heart Rhythm Association (EHRA). Eur Heart J
2007;28:28031 2817.
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P FOXYSal AR IS-also-associated,with the -same riskof stroke-as
IS RL“ |t~AF (12% per year) hence its detectlon and treatment

-

;Q_;_-:? e tS‘Wlth paroxysmal AF should be regarded as having a

_,* — sStroke risk similar to those with persistent or permanent AF, in
th'e presence of risk factors.

A -The risk of stroke linked to atrial p u t has bbeen studied
= retrospectively in a large number of older patients, and was
similar to that seen in AF. Thus, thromboprophylaxis in patients
with atrial p u t sheutd follow the same guidelines as in AF

patients.
ESC Guidelines 2010



‘om short, rare episodes, to longer and more
cT<s Over time (years), many patients will develop
rms of AF.
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AlS, >= 70 atrial premature beats/24 hours are a
__-md|V|duaIs who are at greater risk to develop or have
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Vhat if large artery stroke and Intracranial/extracranial
— 'Véssels normal?

— .Brmst anticoagulate?

A Anticoagulate if >70 APB/24hrs on monitor
A Anticoagulate if <30 sec AF run on monitor?
A Anticoagulate if >30 sec AF run on monitor?
A Other? (TOE?)
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(1) Wallmann et al. Frequent Atrial premature beats predict PAF in stroke patients
Stroke 2007;38:2292-2294



T




OBUE
WANAGE

el

e

2 (1) Prfl\:‘ of thrombo-embolism.

a ()) 5\ ptom relief.

A } p’umal management of concomitant
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-’«-«cardlovascular disease.
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= A(4) Rate control.

A(S) Correction of rhythm disturbance.
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& ()) byf ptom relief.

x| } p lmal management of concomitant
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= -—-«cardlovascular disease.
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A(4) Rate control.

A(S) Correction of rhythm disturbance.
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METAANALY-SISOF ADIYUSTED"

Study RR (fixed) Weight RR (fixed)
or sub-category 95% CI % 95% ClI
AFASAK-| 1989 —— 27.39 0.21 [0.07, 0.61]
SPAF-II (<75) 1994 —- 30.36 0.66 [0.34, 1.29]
SPAF-II (>75) 1994 ——t— 26.60 0.74 [0.38, 1.45]
AFASAK-II 1996 8.69 0.83 [0.26, 2.66]
PATAF 1999 6.95 0.86 [0.24, 3.14]

E 3 100.00 0.59 [0.40, 0.86]

0.01 0.1 1 10 100 Lip & Edwards
Favours Adj Warfarin Favours Other Treatment Thromb Res 2006:118:321



Dabigatran,
110 mg

Dabigatran,

150 mg

NEJM, Sept 2009
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NHS|

National Institute for
Health and Clinical Excelfence

Scottish
sty Antithrombotic Therapy
Network

A National Clinical Guideline

Atrial fibrillation

March 1999
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High risk

HArevious ischaemic stroke/TIA or
thromboembolic event
fAge O75 with
diabetes or vascular disease*
fIClinical evidence of valve disease,
heart failure, or impaired LV
function on echocardiography**

Anticoagulation
with warfarin

l

Contraindications to

hype

Patients with paroxysmal,
persistent or permanent AF

Determine O
stroke/thromboembolic risk

l

Moderate risk Low risk
fAge O65 wi t h n 8Agen<b5gmMthno i s k
factors moderate or high risk
TAge <75 with factors
hypertension, diabetes or
vascular disease*
Consider

anticoagulation or

aspirin v

‘ Aspirin 75 to
300mg/day if no
contraindications

warfarin?

l

Warfarin, target
INR 2.5 (range 2.0
to 3.0)

w v

}

Reassess risk
stratification whenever
individual risk factors

are reviewed
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2 Congestive heart Faildre:

BRI of hypertension SCORE ANNUAL RISK

o -

_1 - ) = 0fA - 0)
—"-?"- = 27 4 4.0% - 5.9%
!A' Dlabetes 57 6 12.5% - 18.2%

A Prior stroke or TIA (X2)



o —
_’—-'.

at ';isk is a continuum.
ore detailed stroke risk assessment

- _a'gef pr oportion of subjects I ntoc
S Currer tireatment guidelines recommend the use of either warfarin

— --_-«—J_ﬁ-- 'plrm.m such patients, causing confusion over which therapy
= should really be prescribed

i;ﬁ,ﬂjternatively, cl as
~ - 2xlusenet =0 glue antico ag iatis i S A
~ -~ aspirin.

sificatlon as
anticoagul at i c



RYPERERSION ™1
r\.g“:d 2 75 )Lﬂfs ):‘

ML JEIES l‘n(_lll"CLJb i -_'
feke/Tl, \/ f':

—— aX|mum score lO



Nevo:irishifac o2 magf =0=r r |
Fe0-kie-<rid sk - f raVASCEIOIR Of ( € S S
b & altamlcmagme&mm wi t h

Those gasiente:ita |
YORENITE [ 0 i+, 0= ; S
>27) shou:d vee) U [ d

S‘:

Thoge iy o WI tih-'one 0ocdmianioc @l Is CHAREIe e { &

WAS@SCcore of 1) can be treated with oral anticoagulation or aspirin,

eltnoughie relianticoagulation is suggested rather than aspirin, given

Tecer :‘u:-_(_i_“‘ta in'such patients

A Low sk patlents (CHA2D2VASc score=0) are those with no risk

——— ‘fact ors, and glven that such pat.
~ withraspirin or (preferably) no antithrombotic therapy is

-~ appropriate.
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. ARFARINYS ASPIRIN INITHE
GVERV/SS. BARTATITRIAES

— Aspirin
— Warfarin

Mean age 81.5 yrs

Primary endpoint:

Fatal/non-fatal disabling stroke/other ICH/
arterial embolism

RR 0.48 (95% CI 0.28-0.80) NNT 50

No excess severe haemorrhage in warfarin group
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Years since rmndomisation




Risk of stroke p.a.

Risk of Major Haemorrhage with Age p.a.

Risk group Untreated | Aspirin Warfarin NNT* ) o :
Aeje Weirfzirlr) Asjalrirn) REIGNVE

Very high 129 0% . . REliyE RISk
Previous ischaemic stroke or TIA " h o )

High

Age over 6_5 and one other risk factor: 75-719 4% 0, &%, |44
~hypentension 5-8% 4-6% 2-3% 22-47

— diabetes mellitus
— heart failure
— LV dysfunction &0}l 2.5%

Moderate

— Age over 63, no other risk factors 3-3 2-4% 1-2% 47-83

— Age under 65, other risk factors g5 2.9%

Low o o

Age under 65, no other risk factors 1.2% 1% ¢.0.5% 200

/]
]
|
"\
i

""\,l\‘
1

0000000000

a stroke whether or not they
take warfarin

These 65 people will not have |

2000000000 |

@0OOOOOOOO— :rewmmorare
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These 14 people will have a
stroke, even though they take
warfarin

@®°‘°“°°° These 28 people will have a
e ‘ 0 ‘ ° ° 0 ‘ ‘ ‘ stroke, even though they take
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At S5 yéa SR present in 35% of rate control
JrOJg \/S' 3% of rhythm control

A ')w 0} of rate control group remained-on- warfarin

i.-i, S 70%:in rhythm control group

jiwlajorlty of strokes occurred in patients not taking
-~ warfarin or with INR<2.0

AQOL substudy showed no difference between rate
VS rhythm control groups
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e JL,L@L:UO =and antlcoagulatlon
~0)f tnt)sm own {0 have AR
uy mc ;s ot Known to have AF

‘ “"’Jetectuon after TIA/ICVA

A Improving quality of anticoagulation
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Zaleniswith Al aie often asymptomatic orhave minimals
_,\'nprgfn@o VJct MON=ESPECIHTICSVITIDIOF fleéfnece ary
eSyipomatic: aroxysmal episodes of AF become dlffICU|t (0]
onter, (_l

In -nouta -thlrd ofpatients, the patient is not aware 0f so - -called
awr'}p' pt omatic AFO.
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== ;3 Ft’eTend asymptomatic episodes of AF may be biomarkers of
_, nore prolonged or clinically significant episodes of AF hence the
|mpor1ance of Its detection.
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—— (1) Asymptomatic arrfiythimias in patients with symptomatic paroxysmal atrial fibrillation
anad paroxysmal supraventricular tachycardia. Wilkinson WE, Clair WK, McCarthy EA,
Pritchett ELC Circulation 1994, 89. 224-227



T g

- — —

- —
@ nlques are Li@t;qdetect EpISO POStSiroke;
A be non-invasive or | Ive. Duration of monltorlng can.
fr)rr aifewihoursito g fewdays:.

s -
— -

Avaiteablenorrcontintious ECG methods include scheduled-or
Sylmptom-ac tivated standard ECGs,Holter (24 h to 7 days)
rngrurormg and transtelephonic recordings, patient- and

2l Jrgm,nv ly activated devices, and external loop recorders.

— .
-~ —

_’.

cp—

e T

",- “A_;,a tematic review of 5 cohort studies evaluated 24 hour Holter
emtorlng

= ,A New AF diagnosis made in 3.8%-6.1% (average 4.6%)

—

A Comypared with 5.7%-7.2% using Event loop recorders )

(3) Non'Invasive cardiac monitoring for detecting PAF/Flutter after ischaemic stroke, systems
review Stroke 2007.38:2935-40
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com)e Jratives o\ °t*vumrr_.”n,nr JJo =
fade J@h‘». Nl auto-trgoered memot O0p recorder:
r)Jg. ked up new AF at a rate of 6.7%, 17% and 36%

S t:(,th\z"(;‘. ly (4)

oIl ,.eus long term ECG recorder (43100 hours
duration) in those with negative 24 hour monitoring
= —showed PAF in 31% of study group. (5)

'}_: "_-
-,_ﬁDesplte these studies, there remains little guidance on
~ the optimal strategy for detecting AF or PAF post stroke
3 or TIA.

(4) Comp of autotriggered MLR versus MLRvs 24 hour holter;DMJ Cardiology 2005:1:95 (9)
(5) Automaic long term recording in patients withnegative 24 hour tape;Pacing clin Ep 2002:25



ESE GUidance 2010 Tool
ER=CO *~t—inu<3ul_s_4. ECG imnoin

il

IGIparoxysmallAR, prolonged noncontinuous recording will facilitate
ARCEEEtion. Itthas been estimated that 7 day Holter ECG recording
of dajlyelple 'symptom-activated event recordings may document the
elgiaytimiainiaround 70% of Ak patients, and that their negative
graefe gg-Value for the absence of AF is between 30 and 50%.

= s —

== 7% n'siroke survivors, a step-wise addition of y v @aily short-term

-
—

= ECGs, one 24 hHolter ECG, and another 7 dayHolter ECG will each

- et

~__ increase the detection rate of AF by a similar extent.
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COMB inationsefistandardid2ilead
A *outpatlent cardiac monltorlng

St Jar ;ary 2008 to 1st July 2008

2\ Al patients presenting with a TIA underwent
== ¢ ual;lon of underlying cardiac rhythm.
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-AWe’ Instituted the following pathway for
identification of AF and PAF:



