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Atrial fibrillation

Worldwide: >30M patients

By 2030: in the EU 125.000 – 215.000 

new cases each year. 



AF in daily primary care

Miss Sparrow, 79 years of age.

• Severe COPD

• Hypertension

• Anus cancer a couple of years ago

• Diagnosed with AF during pneumonia / 

COPD exacerbation

• Mild cognitive impairment

• eGFR 55 ml/min

Rx/ 

Lisinopril 10 mg once daily

Rivaroxban 20 mg once daily

Lung medication / oxygen at home 16h/day

Visit last week at my practice 

with rectal bleeding

What to do?



• What do we know on her stroke risk and 

how should we anticoagulate her?

• How should we approach this bleeding 

event?

• What additional things can be done in 

primary care? 

Presentation of today



• Diagnose and detect

• Use anticoagulants

• Bleeding complications

• Look at other co-morbidities

• INtegrated care! 

Dublin AF care



Dublin AF care; diagnose and detect



dUblin AF care; use anticoagulants



What is her stroke risk?

CHA2DS2-VASc score = 4 points





Utter confusion

1498

Although all clinical scores have modest predictive value 

for high-risk patients who sustain events, the CHA
2
DS

2
-

VASc score is clearly superior in identifying low-risk patients 

with thromboembolism rates <1%/y who do not need any 

antithrombotic therapy. Evidence of benefit from oral anti-

coagulation (OAC) treatment exists for reducing stroke and 

mortality even in the presence of 1 additional stroke risk fac-

tor (ie, CHA
2
DS

2
-VASc score 1 in men or 2 in women). After 

all, OAC significantly reduces strokes, thromboembolism, and 

death in patients with atrial fibrillation (AF).

Response by Savino and Halperin on p 1503

The risk of stroke is substantially increased in patients 

with AF, and stroke prevention with OAC is a pivotal part of 

the management of this common arrhythmia. OAC reduces 

the risk of stroke by 64% and all-cause mortality by 26% com-

pared with control.1 Despite compelling evidence of benefit, 

OAC treatment in AF patients is still underused across differ-

ent parts of the world.2

The risk of stroke in AF is not homogeneous and varies 

with age and concomitant comorbidities. Comorbidities have 

been identified from non-OAC arms of the historical trial 

cohorts and large epidemiological cohorts. To aid clinicians in 

determining the risk of stroke, various stroke (and bleeding) 

risk stratification schemes have been proposed, essentially 

with the aim to answer the binary question, “Will my patient 

benefit from OAC treatment?” However, the drawback of OAC 

treatment is the potential to cause serious bleeding (particular 

intracranial hemorrhage); thus, the prescribing physician (and 

patient) has to carefully weigh the benefit and harm.

Comparing Stroke Risk Stratification Schemes
Some focus has been directed to various stroke risk stratifica-

tion schemes, and we are often asked which is best. In 2008, 

the Stroke Risk in Atrial Fibrillation Working Group3 com-

pared 12 risk stratification schemes and noted not only an 

overlap between risk factors but also clinically relevant differ-

ences. However, comparing stroke risk prediction across dif-

ferent schemes is not trivial. This statistical field has evolved 

from using area under the receiver-operating characteristics 

curve and C statistics to the more intuitive (interpretation 

wise) measures of net reclassification index and integrated 

discrimination improvement.4,5 Although C statistics and the 

net reclassification index (and other similar measures) are aca-

demic tools that are widely used in the literature to compare 

risk prediction,6–8 they are similarly highly debated among sta-

tistical experts.9–15

An important perspective in terms of comparisons of risk 

stratification schemes is whether 1 scheme compared with 

another will put a patient at risk, that is, risk of either stroke or 

bleeding. Although a C statistic of 0.6 seems better than flipping 

a coin (50:50; ie, a C statistic of 0.5), not much clinical perspec-

tive can be put into that (statistical) number in conversations 

with a patient. Obsession with statistical significance needs to 

be balanced against practical clinical utility and ease of use.

(Circulation. 2016;133:1498-1503. DOI: 10.1161/CIRCULATIONAHA.115.016713.)
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Should Patients With Atrial Fibrillation and 
1 Stroke Risk Factor (CHA

2
DS

2
-VASc Score 

1 in Men, 2 in Women) Be Anticoagulated? 

Yes: Even 1 Stroke Risk Factor Confers a Real Risk of Stroke
Gregory Y.H. Lip, MD; Peter Brønnum Nielsen, PhD

CONTROVERSIES IN 

CARDIOVASCULAR MEDICINE
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Meta-analysis

• Results from one of my PhD 

students (Sander van Doorn).

• > 1 million person years of 

follow-up 

Outcome: estimates of stroke 

risk per risk score on CHA2DS2-

VASc

Recently accepted for publication in the Journal of Thrombosis and 

Hemostasis.

Huge 

variation in 

stroke risk!

For instance: 

Score of 2 means 

a predicted (95% 

PI) stroke risk 

somewhere 

between 0.03% 

and 9.4%



CHA2DS2-VASc ‘identifies’ almost all patients 

as high risk!

Is this really class I, level A evidence? 



There are multiple trials demonstrating that 

on average AF patients benefit from oral 

anticoagulants …

‘CHA2DS2-VASc paradox’

… but, clearly, the benefit an 

individual AF patient gets depends

on his/her absolute stroke (and 

bleeding) risk ...
… and CHA2DS2-VASc is really a 

poor clinical prediction guide for 

this purpose.



• NOAC as effective as VKAs.

• All-cause mortality  10%

• Different bleeding pattern:

– ICH  50% (but rare anyhow)

– GI-bleeding  15% (dabi 150 / riva 20 / edox 60)

– All-cause bleeding  0-30% (depending dose / 

NOAC)

• About 15% of NOAC users stop Rx 1st year

• Dose-reduction: start thinking eGFR < ~50

• Final warning: check interactions! 

NOACs, the basics



How about the elderly?

Sub-study from the apixaban trial, 

looking at the impact of poly-

pharmacy of efficacy and safety



NOACs in the elderly (1)

Efficacy 

remains the 

same

0-5 drugs        6-8 drugs    >=9 drugs



NOACs in the elderly (2)

Impact on 

major bleeding 

declines

0-5 drugs        6-8 drugs    >=9 drugs



duBlin AF care; bleeding events



• Look at modifiable bleeding risk factors

• If age > 75  reduce dabi to 110 mg bid

• GI-bleed  avoid dabi 150 / riva 20 / edox

60

• Reinitiate OAC!

• Difficult: duo or triple Rx  consult 

cardiology

• Difficult: LAAC?

• Future: more trials / evidence on dose 

reduction and bleeding risk strategies.

After bleeding resolved



dubLin AF care; look further!



AF as a systemic disorder

Primary care as 

the boundary 

specialist



Engines running out of fuel



dublIN AF care; integrated care



Treatment goals

CARDIOLOGY IN THE LEAD

CARDIOLOGY IN THE LEAD

PRIMARY CARE IN THE LEAD



To conclude …

• In 2017 it is still rather difficult to 

predict stroke in (elderly) AF patients.

• On average, (elderly) AF patients 

benefit from anticoagulants

• AF: systemic disorder  integrated 

management, i.e. cardiology 

boundary specialists



Back to miss Sparrow …

• I stopped rivaroxaban for one day.

• Given her age, frailty and moderate renal 

impairment, I reduced the dose to 15 mg 

once daily.

• I made a referral for endoscopy.



ALL-IN study
PhD candidate Carline vd Dries

Intervention PCP
- INR measurements by PN
- Quarterly visits for integral AF 
management  by PN and GP

Control PCP
- Care as usual (mainly by 
cardiologists and TS)

Anticoagulation Expert Center for 
tailored dosage advice of VKA and 
questions about VKA/NOAC

Randomization of primary care practices

Cardiology Expert Center
for consultation in complex AF 
patients or other cardiac problems

Outcome after 24 months
- Primary: all-cause mortality
- Secondary: cardiovascular death, (cardiovascular) hospitalization, MACE, stroke, 
major bleeding, CRNMB, quality of life and cost-effectiveness 

TS = Thrombosis Service, PCP = Primary Care Practices, PN = Practice Nurse, GP = General Practitioner, 

VKA = Vitamin K Antagonist, NOAC = Non-VKA Oral Anticoagulant, MACE = Major Adverse Cardiac Event, CRNMB = Clinically 

Relevant Non Major Bleeding



FRAIL-AF study
PhD candidate Linda Joosten

Elderly AF patients (age >75 years) with a positive score 

on the Groningen Frailty Indicator 


