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La scelta del giusto equilibrio nella FANV 
“Navigando tra le attuali evidenze dei NOAC”

 I limiti del Warfarin come farmaco anticoagulante nella 
prevenzione degli eventi tromboembolici nella FANV

 I risultati dei Grandi Trial sui NOAC

 Il comportamento dei NOAC nel real world: hanno 
mantenuto le promesse?

 Attuali indicazioni ai NOAC e sottogruppi nella FANV

Key Points



Camm AJ et al. European Heart Journal (2012) 33, 2719–2747

Linee Guida 2012 - European Society of 
Cardiology



ACTIVE W: dual antiplatelet therapy inferior 
to oral anticoagulation for stroke prevention 

in AF

Connolly S, et al. Lancet 2006; 367:1903.

Oral anticoagulation
VKA (target INR = 2.0–3.0)

Dual antiplatelet
therapy

Clopidogrel (75 mg/d) + 
Aspirin (75–100 mg/d) RR 1.72

(95% CI: 1.24−2.37)
P=0.001

n= 3335 3168 2419 941
n= 3371 3232 2466 930
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Stroke. 2009;40:235-240

Preadmission medications in pts with known 
AF who were admitted with acute ischemic 

stroke (high-risk cohort, n 597)

Preadmission medications in patients with known
AF and a previous ischemic stroke/TIA who were 

admitted with acute ischemic stroke 
(very high-risk cohort, n� 323)



1. Budnitz DS et al. N Engl J Med 2011;365:2002–12

• Il 63.3% delle ospedalizzazioni correlate al warfarin sono dovute ad emorragie1

• La stima dei costi per le emorragie correlate al warfarin ammonta a centinaia di milioni di 
dollari ogni anno

AVK e ospedalizzazioni

†Dati da US National Electronic Injury Surveillance System – Cooperative Adverse Drug Event Surveillance project (2007–
2009); n=99 628 ospedalizzazioni in emergenza

*Sono riportate le classi di farmaci associate ad un tasso di ospedalizzazione ≥10%
VKA = antagonisti della vitamina K
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% Adherence with VKA treatment

Percentuale di permanenza in range INR in real life 
in Italia in relazione all’aderenza al trattamento

Naive Established



Warfarin – Drugs Interactions

Increase INR

Decrease INR



Assume that NOACs have been on the market 
for 5 years:

￭ 21 % increase of stroke and sytemic embolism 

￭ 50 % increase of fatal bleeding

￭ 33 % increase of intracranial hemorrages

￭ Requirement for monthly monitoring to adjust dose

￭ Falls out of target anticoagulation one third of the time in 

RCT and one half in GP

￭ Many food and drug interactions

The new drug shows in RCT: 





Novel Anticoagulants

TFPI (tifacogin)

Fondaparinux
Idraparinux
Byotinylated Idraparinux

Rivaroxaban
Apixaban
LY517717
YM150
DU-176b 
(Edoxaban)
Betrixaban
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Dabigatran
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Adapted from Weitz & Bates, J Thromb Haemost 2007
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Tendera M. et al. Cardiology Journal 2012

Comparison of main characteristics, end-points and definitions in the 
ARISTOTLE, RE-LY and ROCKET AF studies



Tendera M. et al. Cardiology Journal 2012

Primary efficacy end-point in ARISTOTLE, RE-LY 
and ROCKET AF



Tendera M. et al. Cardiology Journal 2012

Other efficacy and safety outcomes in ARISTOTLE, 
RE-LY and ROCKET AF



Apixaban is the only oral anticoagulant to demonstrate  
superiority vs. warfarin in all of the following 3 outcomes 

Superior
stroke/systemic embolism

prevention

Superior 
profile in reducing

major bleeding 

Superior
reduction in 

all-cause mortality 
21% RRR

p=0.01  
31% RRR 

p<0.001 
11% RRR

p=0.047 

Primary efficacy 
endpoint

Primary safety 
endpoint

Key secondary 
endpoint
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► Median duration of follow-up 1.8 years

Figure created from data in Granger et al. N Engl J Med 2011;365:981-92.

3.94%
669/9081 3.52%

603/91203.09%
462/9052

2.13%
327/90881.60%

265/9081 1.27%
212/9120

Apixaban
Warfarin (target INR 2.0-3.0)



The VKA Habit is Under Pressure
…but Overall Usage is Still on High Level

100

80

60

40

20

AugJanJulJanJulJan

14%

3%

83%

12%

71%

17%

Others*
Novel OACs
VKAs

Global AC Market

Volume Shares in % (based on DoT) Volume in SU (000)

515.439

174.084

800,000

700,000

300,000

600,000

500,000

400,000

200,000

100,000

JanJulJanJulJan Aug
2012 2013 2014

* Others = mainly B1B1 Unfractionated Heparin and B1B2 LMWH

Source: IMS MIDAS, Database: MonthlySales August 2014 
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For VKA, Xarelto: DoT = SU (assumption: 1 tablet per day)
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For every 1000 AF patients treated for 1.8 years, 
apixaban, as compared with warfarin, prevented:

Granger et al. N Engl J Med 2011;365:981-92.

6 
strokes

15
major bleeds

8
deaths



Zalesak M et al, Circ Cardiovasc Qual Outcomes, September 2013



Independent FDA analysis confirmed the positive 
safety and efficacy of Dabigatran in clinical practice





Rivaroxaban: Any Major Bleeding

Modificato da Tamayo et al (Clin. Cardiol. 38, 2, 63–68 2015)  e Aristotle Trial

5.6%

1.7%



 6784 patients with NVAF newly started on rivaroxaban at 311 centres in Europe, Israel, and 
Canada

 Follow-up: 3-month intervals for 1 year, or for at least 30 days after permanent 
discontinuation

 Major outcomes:  major bleeding, symptomatic thromboembolic events (stroke, systemic 
embolism, transient ischaemic attack, and myocardial infarction), and all-cause death

 Mean treatment duration:  329 days

Xantus Investigators, Eur Heart J. 2015 Sep 1



XANTUS Study: Event-free rate

Event-free rate for treatment-emergent all-cause death, major bleeding events, 
and stroke/systemic embolism

Xantus Investigators, Eur Heart J. 2015 Sep 1

In total, 6522 (96.1%) patients did not experience any of the outcomes of treatment-emergent
all-cause death, major bleeding, or stroke/systemic embolism. Safety analysis set.



Presentation code – P6217 (Tuesday, Sept 01, 2015) • ESC Congress 2015 

Real World Comparison Of Major Bleeding Risk Among Non-valvular Atrial 
Fibrillation Patients Newly Initiated On Apixaban, Dabigatran, Rivaroxaban Or 
Warfarin
Retrospective cohort study using Truven MarketScan® Commercial and Medicare
supplemental data in 29,338 NVAF patients newly initiated on either warfarin, apixaban,
dabigatran or rivaroxaban (Study period: January 1, 2012 to December 31, 2013)



Abstract 1975 • ESC Congress 2015 

Real world comparison of bleeding risks among nonvalvular
atrial fibrillation patients on apixaban, dabigatran, rivaroxaban: cohorts 
comprising new initiators and/or switchers from warfarin

Using MarketScan Earlyview insurance claims database, were studied 8,785 NAVF patients
on apixaban, 20,963 on dabigatran and 30,529 on rivaroxabanwho received NOAC or
switched from warfarin to NOAC from 01/01/2013–31/10/2014





Aronica, et al. ClinicoEconomics - Italian Articles on Outcomes Research, 2011:6

Non Valvular AF: Indications to NOACs

Updated EHRA practical guide for use of the non-VKA oral anticoagulants 2015



4808 patients with and without moderate or severe valvular heart disease



Aronica, et al. ClinicoEconomics - Italian Articles on Outcomes Research, 2011:6

NOACs and ACS

Updated EHRA practical guide for use of the non-VKA oral anticoagulants 2015



Aronica, et al. ClinicoEconomics - Italian Articles on Outcomes Research, 2011:6

NOACs and DAPT

Updated EHRA practical guide for use of the non-VKA oral anticoagulants 2015

A: aspirin 75– 100 mg 
OD; C: clopidogrel 75 
mg OD



EU API315
Subject to local prior approval by BMS/Pfizer, as per relevant SOP and local rules, 
slide may be used with external audiences in local BMS/Pfizer arranged meetings

Compliance with od versus bid regimens is 
generally better for chronic conditions

Number of studies that directly assessed compliance
N
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es

od > bid* od = bid# od < bid‡

*Patient compliance (assessed in study) with od regimen is significantly better than with bid regimen
#No significant difference in patient compliance (assessed in study) between od and bid regimens
‡Patient compliance (assessed in study) with bid regimen is significantly better than with od regimen
Pubmed search; March 2001–2011



EU API315
Subject to local prior approval by BMS/Pfizer, as per relevant SOP and local rules, 
slide may be used with external audiences in local BMS/Pfizer arranged meetings

La modalità di somministrazione  BID mostra un picco/valle minore rispetto a 
OD
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Adapted from Leil TA et al. Clin Pharmacol Ther 2010;88:375-82.

Area pro-emorragica

Area pro-trombotica

Effetto sub-terapeutico

150 162

Concentrazione plasmatica media seguente a 
dosi orali multiple

Razionale per la posologia BID



EU API315
Subject to local prior approval by BMS/Pfizer, as per relevant SOP and local rules, 
slide may be used with external audiences in local BMS/Pfizer arranged meetings

Area  sub-terapeutica

AARDEX, BID and QD dosing regimen simulations.
Vrijens, unpublished data

Simulating one single missed dose for twice-daily vs
once-daily



Aronica, et al. ClinicoEconomics - Italian Articles on Outcomes Research, 2011:6

Chronic Kidney Disease and NOAC

Updated EHRA practical guide for use of the non-VKA oral anticoagulants 2015



Aronica, et al. ClinicoEconomics - Italian Articles on Outcomes Research, 2011:6Updated EHRA practical guide for use of the non-VKA oral anticoagulants 2015A. M. Shields1 & G. Y. H. Lip, J Intern Med 2015; 278: 1–18.



Grazie dell’attenzione



XANTUS Study: Crea Clearance

Xantus Investigators, Eur Heart J. 2015 Sep 1

9.4% had documented severe or moderate renal impairment 
(creatinine clearance < 50 mL/min)



XANTUS Study: Major Outcomes

Major outcomes: all-cause death, major bleedings, and stroke/systemic embolism

Xantus Investigators, Eur Heart J. 2015 Sep 1



Stroke. 2014;45:2286-2291



Reviewing the options: apixaban Risk of major GI 
bleeding 

In the ARISTOTLE and AVERROES trials, there were no differences in the 
rate of major GI bleeding with apixaban vs warfarin and ASA, 

respectively1,2

1. Granger et al. N Engl J Med. 2011;365:981–992; 
2. Connolly et al. N Engl J Med. 2011;364:806–817. 



La modalità di somministrazione  BD                         mostra un 
picco/valle minore rispetto a OD
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Adapted from Leil TA et al. Clin Pharmacol Ther 2010;88:375-82.
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