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BackgroundBackground


 

Importance of Importance of atrialatrial
 

fibrillation as a risk fibrillation as a risk 
factor for stroke in older peoplefactor for stroke in older people


 
Strong evidence for effectiveness at Strong evidence for effectiveness at warfarinwarfarin

 at reducing this riskat reducing this risk……....


 
But concerns about applicability of this But concerns about applicability of this 
evidenceevidence
––

 
in the elderlyin the elderly

––
 

In primary care settingsIn primary care settings


 
Uncertainty reflected in current guidelinesUncertainty reflected in current guidelines



WarfarinWarfarin
 versus aspirin: in age versus aspirin: in age ≥≥75 75 

((WalravenWalraven
 et al)et al)

OutcomeOutcome On On 
aspirinaspirin

On On 
warfarinwarfarin

RelRel Risk Risk 
Reduction/ Reduction/ 
increaseincrease

NNT/HNNT/H
papa

Ischaemic Ischaemic 
strokestroke

5.9%5.9% 3.7%3.7% 47%47% 4646

Major Major 
bleedbleed

1.5%1.5% 3.2%3.2% 213%213% 5959



NICE
Guideline



NICE guidelines: caution with NICE guidelines: caution with 
warfarinwarfarin


 

Aged over 75Aged over 75


 
On antiOn anti--platelet drugsplatelet drugs


 
PolypharmacyPolypharmacy


 
Uncontrolled hypertensionUncontrolled hypertension


 
History of bleeding (History of bleeding (egeg

 
peptic ulcer; cerebral peptic ulcer; cerebral 

haemorrhage)haemorrhage)


 
History of poor anticoagulation controlHistory of poor anticoagulation control



Aim of BAFTAAim of BAFTA


 

To compare the incidence of fatal and nonTo compare the incidence of fatal and non--
 fatal disabling stroke (fatal disabling stroke (ischaemicischaemic

 
and and 

haemorrhagic), intrahaemorrhagic), intra--cranial haemorrhage cranial haemorrhage 
and other significant arterial embolism in and other significant arterial embolism in 
patients randomised to patients randomised to warfarinwarfarin

 
or aspirinor aspirin



Methods: participantsMethods: participants


 

Recruited 2001Recruited 2001--2004 from 260 practices2004 from 260 practices


 
Age Age ≥≥

 
7575


 

ECG confirmed AFECG confirmed AF


 
Exclusions:Exclusions:
––

 
Rheumatic heart diseaseRheumatic heart disease

––
 

History of major haemorrhageHistory of major haemorrhage
––

 
Active peptic ulcer diseaseActive peptic ulcer disease

––
 

Allergic hypersensitivity to study medicationsAllergic hypersensitivity to study medications
––

 
Terminal illnessTerminal illness

––
 

BP BP ≥≥
 

180/110180/110
––

 
GP not in equipoiseGP not in equipoise



Methods: InterventionsMethods: Interventions


 

Aspirin 75mg dailyAspirin 75mg daily


 
WarfarinWarfarin: target INR 2.5, range 2: target INR 2.5, range 2--33
––

 
Frequency and method of INR testing at Frequency and method of INR testing at 
discretion of GPdiscretion of GP



Methods: Outcome measuresMethods: Outcome measures

––
 

PrimaryPrimary


 
All adjudicated by independent committee blinded to All adjudicated by independent committee blinded to 
treatment allocation treatment allocation 

––
 

SecondarySecondary


 
Major extraMajor extra--cranial haemorrhagecranial haemorrhage


 
NonNon--stroke vascular eventsstroke vascular events


 
All cause mortalityAll cause mortality


 
Adjudicated by independent clinician blinded to Adjudicated by independent clinician blinded to 
treatment allocationtreatment allocation



4,639 cases AF identified by ECG

2,877 excluded

1,762 attended randomisation clinic

789 excluded

485 aspirin 488 warfarin

4 lost to follow up:
3 withdrew consent
1 emigrated

4 lost to follow up:
3 withdrew consent
1 emigrated

485 analysed 488 analysed

Mean follow up
2.7 years



Reasons for nonReasons for non--participationparticipation

Not meeting inclusion criteriaNot meeting inclusion criteria 224224 6.1%6.1%

Lack of clinical equipoiseLack of clinical equipoise 19951995 54.4%54.4%

Patient decisionPatient decision 905905 24.7%24.7%

Died/moved awayDied/moved away 110110 3.0%3.0%

No reason givenNo reason given 432432 11.8%11.8%



Baseline characteristicsBaseline characteristics

WarfarinWarfarin AspirinAspirin
Age (mean)Age (mean) 81.581.5 81.581.5
MaleMale 55%55% 54%54%
Identified through screeningIdentified through screening 30%30% 30%30%
CHADS 2 score 3CHADS 2 score 3--66 28%28% 28%28%
On On warfarinwarfarin 40%40% 39%39%
History of stroke/ TIAHistory of stroke/ TIA 13%13% 12%12%
HypertensionHypertension 53%53% 55%55%
Blood pressure (mean)Blood pressure (mean) 140/78140/78 141/79141/79
DiabetesDiabetes 14%14% 13%13%
Heart failureHeart failure 20%20% 19%19%



A
dh

er
en

ce
 (%

)

0

25

50

75

100

Years since randomisation

0 1 2 3 4 5 6

Adherence to allocated therapy



INR control in BAFTAINR control in BAFTA


 

67% time in range (267% time in range (2--3)3)


 
19% below target; 14% above target19% below target; 14% above target


 
Models of INR control in practices:Models of INR control in practices:
––

 
22% all done by hospital22% all done by hospital

––
 

30% INR dosing & analysis done by hospital30% INR dosing & analysis done by hospital
––

 
19% INR analysis alone done by hospital19% INR analysis alone done by hospital

––
 

25% all done by practice25% all done by practice
––

 
(4%?)(4%?)



Results: primary end pointResults: primary end point


 

Risk of primary end Risk of primary end 
point: point: 


 

WarfarinWarfarin
 

v aspirinv aspirin


 
1.8% v 3.8%1.8% v 3.8%


 

RR 0.48 (0.28RR 0.48 (0.28--0.80)0.80)


 
p = 0.0027p = 0.0027

Nature of Primary end points

warfarinwarfarin aspirinaspirin

StrokeStroke 2121 4444

--ischaemicischaemic 1010 3232

--haemhaem 66 55

SubduralSubdural 22 11

EmbolismEmbolism 11 33

TotalTotal 2424 4848



Risk of primary event by age (% Risk of primary event by age (% p.ap.a))

WarfarinWarfarin AspirinAspirin RRR RRR P valueP value
(interaction)(interaction)

7575--7979 2.02.0 2.82.8 29%29% 0.570.57

8080--8484 1.11.1 3.83.8 70%70% 0.450.45

85+85+ 2.82.8 5.65.6 50%50%



Secondary outcomes: haemorrhage Secondary outcomes: haemorrhage ––
 risk per annumrisk per annum

warfarinwarfarin aspirinaspirin RRRR
(95% CI)(95% CI)

Major extraMajor extra--cranialcranial 1.4%1.4% 1.6%1.6% 0.87 0.87 
(0.43(0.43--1.73)1.73)

Other hospital Other hospital 
admissionadmission

1.8%1.8% 1.5%1.5% 1.221.22
(0.64(0.64--2.36)2.36)

All major (including All major (including 
stroke and substroke and sub--duraldural))

1.9%1.9% 2.0%2.0% 0.960.96
(0.53(0.53--1.75)1.75)



Risk of major haemorrhage by age (% Risk of major haemorrhage by age (% p.ap.a))

WarfarinWarfarin AspirinAspirin RR RR P valueP value
(interaction)(interaction)

7575--7979 1.11.1 0.80.8 1.441.44 0.530.53

8080--8484 2.32.3 2.42.4 0.960.96 0.800.80

85+85+ 2.92.9 3.73.7 0.770.77



Secondary outcomes: deaths Secondary outcomes: deaths ––
 

risk per risk per 
annumannum

WarfarinWarfarin AspirinAspirin RR (95% CI)RR (95% CI)

All causeAll cause 8.0%8.0% 8.4%8.4% 0.95  (0.720.95  (0.72--1.26)1.26)

StrokeStroke 1.0%1.0% 1.6%1.6% 0.59 (0.270.59 (0.27--1.24)1.24)

Other vascularOther vascular 3.1%3.1% 2.7%2.7% 1.16 (0.721.16 (0.72--1.88)1.88)

NonNon--vascularvascular 3.8%3.8% 4.0%4.0% 0.96 (0.640.96 (0.64--1.45)1.45)



Secondary outcomes: vascular events Secondary outcomes: vascular events ––
 risk per annumrisk per annum

warfarinwarfarin aspirinaspirin RRRR
(95% CI)(95% CI)

Myocardial infarctionMyocardial infarction 1.1%1.1% 1.2%1.2% 0.960.96
(0.44,2.11)(0.44,2.11)

All non stroke All non stroke 
vascularvascular

6.1%6.1% 6.3%6.3% 0.970.97
(0.70,1.35)(0.70,1.35)

Major vascular eventsMajor vascular events
(stroke, MI, PE, (stroke, MI, PE, vascvasc

 death)death)

5.9%5.9% 8.1%8.1% 0.730.73
(0.53,0.99)(0.53,0.99)



SummarySummary


 

Anticoagulation significantly more effective Anticoagulation significantly more effective 
than aspirin in preventing strokethan aspirin in preventing stroke


 
No difference in prevention of other vascular No difference in prevention of other vascular 
eventsevents


 
No difference in risk of major haemorrhage No difference in risk of major haemorrhage 



BAFTA: Ischaemic 
stroke

Van Walraven: 
Ischaemic stroke

BAFTA: Major 
haemorrhage

Van Walraven: Major 
haemorrhage
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4.003.503.002.502.001.501.000.500.00

Relative Risk
Favours Warfarin                                  Favours Aspirin

Comparison of BAFTA results 
with previous trial data from age ≥

 
75



DiscussionDiscussion


 

21% of people identified to be in 21% of people identified to be in atrialatrial
 fibrillation took part in studyfibrillation took part in study


 

Cross Cross oversovers
 

with regard to therapywith regard to therapy
––

 
Both these factors likely to lead to underBoth these factors likely to lead to under--

 estimate of potential benefit of estimate of potential benefit of warfarinwarfarin



Conclusion Conclusion 


 

Use of anticoagulation rather than aspirin Use of anticoagulation rather than aspirin 
will prevent one primary event for every 53 will prevent one primary event for every 53 
patients treated per yearpatients treated per year


 
WarfarinWarfarin

 
could safely be used more widely could safely be used more widely 

in the elderlyin the elderly


 
Age of itself should not be regarded as a Age of itself should not be regarded as a 
contracontra--indication to therapyindication to therapy
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