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Unknown #1: 
What is the relationship between AF and stroke? p

How does AF burden impact stroke risk? 
What is the temporal link between AF and stroke?

Up until recently it was believed that stroke risk in AF patients did 
not differ regardless of AF type and AF burden.not differ regardless of AF type and AF burden.

Reflecting this belief are the AF  anticoagulation guidelines which
do not differentiate between AF typedo not differentiate between AF type.

A highly cited analysis of data from the Trends Study makes it clear that
AF patients have strokes even when they are having little to no AF. 









#2: 
Which NOAC for which patient ? How to choose?Which NOAC for which patient ? How to choose?

Currently there are 4 NOACs on the marketCurrently there are 4 NOACs on the market
(pradaxa, xarelto, apixaban, and edoxaban)

Clinicians are often asked which is “the best”.

S t i th fi ld th t h i i d t bSome experts in the field argue that physicians need to be
familiar with all 4 and tailor the use to a particular patient.

Others argue that they are more similar than different
and it makes sense to use one predominantly. p y



How Does One Pick a NOAC ?How Does One Pick a NOAC ? 

The Tailored The Practical ?Approach Approach?
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The Tailored Approach 

1. Comprehensive knowledge of each NOAC
2. Selection based on multiple variables:

- Compliance (women > men, meds > no meds)
- Renal function

GI hi t (d i )- GI history (dyspepsia)
- h/o GI bleeding
- Concomitant meds (P-gp / CYP3A4 inhib/induc)- Concomitant meds (P-gp / CYP3A4 inhib/induc) 
- Out of pocket cost
- Reversal agentg
- Once versus twice a day preference
- Patient preference
- TV advertisements from Plaintiff’s lawyers 



Pharmacologic Properties of the NOACsg

Weitz Thrombosis and Haemostasis 2016



Absorption and Metabolism of the New Anticoagulant Drugs

EHRA Practical Guide 2015 Europace 17. 1467-1507



NOAC Dosing in Chronic Kidney Disease

13EHRA Practical Guide 2015 Europace 17. 1467-1507







The Tailored Approach in Action

Not currently anticoagulated = NOAC
On Coumadin with good INR TTR =? Coumadin g
On coumadin poor INR TTR = NOAC
CrCl 30-50 = apixaban/ rivaroxaban/edoxaban
CrCl < 15 ml/min = Coumadin
Dyspepsia = apixaban/ rivaroxaban/edoxaban
R t GI bl d i bRecent GI bleed = apixaban 
P-gp & CYP3A4 use = dabigatran / edoxaban
Poor compliance = rivaroxaban/edoxabanPoor compliance = rivaroxaban/edoxaban
Ischemic stroke on warfarin, rivaroxaban, or edoxaban 
= dabigatran (150 mg bid)
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The Practical ApproachThe Practical Approach 

1 Pick one NOAC agent1. Pick one NOAC agent
2. Learn in detail how to prescribe it and when 
to adjust the dose and/or not use itj
3. Ignore the other NOACs unless a patient
specifically requests it.
4 I hi l k h ibi i f i4. In this case look up the prescribing information. 
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Which Approach Would I Recommend ?Which Approach Would I Recommend ? 

The Practical Approach
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#3: 
Risks and benefits of the pill in the pocket approach forRisks and benefits of the pill in the pocket approach for 

anticoagulation of patients with atrial fibrillation.

Anticoagulation is associated with an increased risk of bleeding.

Many patients who should be prescribed anticoagulants for strokeMany patients who should be prescribed anticoagulants for stroke
prevention refuse to take anticoagulants.

If stroke risk is linked to AF episodes, then it may be possible to only 
anticoagulate patients during and for 30 days post an AF episode.

This strategy is likely to reduce exposure to anticoagulants while 
reducing stroke risk.



N=9,850 (187 stroke events)

“Our findings suggest that 
transient use of rapidly acting 
anticoagulants linked to onset 
and offset of AF episodes could 

fbe a successful stroke-
prevention strategy and merits a 
definitive randomized trial.”

20 Cardiac Diagnostics & Monitoring   |    Medtronic Confidential





#4: 
Should patients with asymptomatic AF detected on a 

PPM be anticoagulated – and if so how much AF is needed?

#5: 
Wh t b t AF i hi h th i t i ?What about AF in which there is a trigger? 

Can anticoagulation be stopped.

#6: 
What is the true safety, efficacy, and clinical role of LA 

appendage occlusion devices ?



Stroke Treatment Options: LAA Ligation, 
LAA Clips and LAA Closure

LAA Closure (LAAC) Devices

LAA Clips and LAA Closure

• First LAAC 
device 
(2001)

• Device no 

• Only LAAC device with 2 
Randomized Controlled 
Trials

• FDA approved with specific 

• US Trial halted in 
2013

• AMPLATZER™ Ca
rdiac Plug Clinical 

PLAATO WATCHMAN™ 
Device

ACP

longer 
available

indication to reduce the risk 
of thromboembolism 
ClinicalTrials.gov identifiers: 
NCT00129545 (PROTECT AF)

NCT01182441 (PREVAIL)

Trial

ClinicalTrials.gov identifier: 
NCT01118299

LAA Clip

EXCLUDE Trial (completed)

LARIET

“Safety and Efficacy of Left Atrial 
•AtriClip Device was FDA approved 
in 2010 for LAA closure

• No specific indication for Stroke 
Reduction

Appendage Occlusion Devices” 
Observational Study (retrospective)

• To compare LARIAT® vs. WATCHMAN™
• LARIAT currently does not have a specific 

indication for LAA Closure or Stroke
ClinicalTrials.gov identifier: NCT00779857

indication for LAA Closure or Stroke 
Reduction

ClinicalTrials.gov identifier: NCT01695564

SH-230506-AD June15



Meta-Analysis Shows Comparable Primary Efy p y
HR p-value

Efficacy 0 79 0 22Efficacy 0.79 0.22

All stroke or SE 1.02 0.94

Ischemic stroke or SE 1.95 0.05

Hemorrhagic stroke 0.22 0.004

Ischemic stroke or SE >7 days 1.56 0.21

CV/unexplained death 0.48 0.006

All-cause death 0.73 0.07

Major bleed, all 1.00 0.98

Major bleeding, non procedure-related 0.51 0.0020 01 0 1 1 10Favors WATCHMAN   Favors warfarin

Source: Holmes DR, et al. Holmes, DR et al. JACC 2015; In Press. Combined data set of all PROTECT AF and PREVAIL WATCHMAN patients versus chronic warfarin patients

0.01 0.1 1 10Favors WATCHMAN   Favors warfarin

Hazard Ratio (95% CI)

SH-230506-AD June15



#7: 
Can anticoagulation be stopped in a patient who has had a 

f l AF bl ti ?successful AF ablation ? 

#8:#8: 
If anticoagulation is stopped, how much monitoring 

for AF recurrence is needed? 

#9: 
Can AF ablation be performed safely on anCan AF ablation be performed safely on an 

uninterrupted NOAC?
#10:#10: 

If a patient has been on uninterrupted anticoagulation, is a 
TEE pre ablation needed?



Conclusion Conclusion 
•• Stroke prevention is the most important component of AF Stroke prevention is the most important component of AF 

managementmanagementmanagement.management.
•• While progress has been made in the field many questions remain.While progress has been made in the field many questions remain.
•• There is an urgent need to address the many unanswered questionsThere is an urgent need to address the many unanswered questions•• There is an urgent need to address the many unanswered questions There is an urgent need to address the many unanswered questions 

that exist.that exist.
•• Perhaps of greatest importance is an improved knowledge of thePerhaps of greatest importance is an improved knowledge of thePerhaps of greatest importance is an improved knowledge of the Perhaps of greatest importance is an improved knowledge of the 

pathophysiologic basis linking stroke risk and atrial fibrillation. pathophysiologic basis linking stroke risk and atrial fibrillation. 
•• Is AF just a marker and burden and timing do not matter?Is AF just a marker and burden and timing do not matter?Is AF just a marker and burden and timing do not  matter?Is AF just a marker and burden and timing do not  matter?
•• Atrial appendage occlusion is a promising new approach. Atrial appendage occlusion is a promising new approach. 



My Predictions My Predictions 

Cli i l t i l ill d t t th t AF b d d tt d th tCli i l t i l ill d t t th t AF b d d tt d th t•• Clinical trials will demonstrate that AF burden does matter and that Clinical trials will demonstrate that AF burden does matter and that 
stroke are linked to AF episodes. The pill in the pocket approach stroke are linked to AF episodes. The pill in the pocket approach 

ill l lill l lwill play a role. will play a role. 

•• Control of AF with catheter ablation will be shown to lower stroke riskControl of AF with catheter ablation will be shown to lower stroke risk•• Control of AF with catheter ablation will be shown to lower stroke risk.Control of AF with catheter ablation will be shown to lower stroke risk.

•• Appendage occlusion is for real and many patients will chooseAppendage occlusion is for real and many patients will choose•• Appendage occlusion is for real and many patients will choose Appendage occlusion is for real and many patients will choose 
appendage occlusion over life long anticoagulant therapy.appendage occlusion over life long anticoagulant therapy.



THANK YOU!
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