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Non indicazione per NAO 



2013 

• In a phase 2 trial, patients with mechanical heart valves were 
randomly assigned to receive either dabigatran or warfarin for 
anticoagulation. 

• Dabigatran was associated with higher rates of ischemic 
stroke (5%, vs. 0% with warfarin) and major bleeding (4% vs. 
2%). 

RE-ALIGN trial 



Patients Requiring Dose Escalation or Discontinuation of Dabigatran and Mean Percentage of 
Time above the Target Trough Plasma Level of Dabigatran. 

Eikelboom JW et al. N Engl J Med 2013;369:1206-1214 



Kaplan–Meier Analysis of Event-free Survival. 

Eikelboom JW et al. N Engl J Med 2013;369:1206-
1214 



Adjudicated Efficacy and Safety Outcomes in the Initial and Extended Trials in the Intention-to-
Treat Population. 

Eikelboom JW et al. N Engl J Med 2013;369:1206-1214 



Fibrillazione atriale non-valvolare per i 

NAO? 

 



Circulation 2015 



Circulation  

2015 

Stroke and 

systemic embolism 



Circulation  

2015 
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2015 



Circulation  

2015 



Circulation  

2015 

 Conclusions—More than a quarter of the patients in ARISTOTLE 

with NVAF had moderate or severe valvular heart disease.  

No evidence of a differential effect of apixaban over warfarin on 

stroke or systemic embolism, bleeding, death in patients with and 

without valvular heart disease. 



Heidbuchel et al., EHJ 2016 



Controindicazioni ai NAO 



Controindicazioni:  

specifiche popolazioni  

• Gravidanza (tutti) 

• Allattamento (tutti) 

• Insuff. Ren. Grave (tutti); Cl.Creat.  

<30ml/min Pradaxa; <15 Xarelto 

• Insuff. Epatica (Xarelto: Child-Pugh B e C) 

• Diatesi emorragica 



Esclusi dai trial 

Pazienti < 18 anni 

Cosa fare? 



Thrombin generation and other coagulation parameters in a patient  

with homozygous congenital protein S deficiency on treatment  

with rivaroxaban 

(a 6-year-old girl) 

 

Tripodi et al. Int J Hematol 2015 



Phamacokinetics of rivaroxaban in adolescents 
Beyer-Westendorf & Gehrisch, Hamostaseologie 2014 

CONCLUSION:  

“Our data indicate that adolescents may exhibit lower peak 

and trough levels after rivaroxaban intake compared to 

adult patients, …..........we strongly discourage the 

routine use of rivaroxaban in non-adult patients, until 

data from phase II and III trials are available.” 



2013 

Conditions requiring special attention: 
• advanced age  

• impaired renal or liver function  

• low body weight  

• presence of multiple co-morbidities 

• need for concomitant therapies  

 

Such conditions commonly co-exist, in particular in elderly patients 

 



Continuare gli AVK 

• Se INR ben controllato e stabile 

• Controllo facile da effettuare (qualità di vita) 

• Disfunzione renale severa (moderata?) 

• Epatopatia (?) 

• Storia di ulcera peptica o GI emorragia 

• Non complianti 



L’aderenza e la persistenza con i 

DOAC sono un vero problema? 



Shore et al. 

Am Heart J 

2014 

A cohort of 5,376 patients with NVAF, initiated on dabigatran at all  

 Veterans Affairs hospitals.  

Adherence = proportion of days covered (PDC) 

27.8% of patients < 80% PDC, classified as non-adherent  

Low adherence associated with > risk for combined = 

 all-cause mortality and stroke  

 = HR 1.13 (07–1.19 per 10% decrease in PDC) 

 



Shore et al. 

Am Heart J 

2014 



J Am Heart Assoc 

2016 

Mayo Clinic, Rochester, US; retrospettivo, database assicurativi 

64.661 pazienti con FA:  

Warfarin: 59,1%; dabigatran 15,8%; rivaroxaban 19,1%; apixaban 6.0% 

 

Aderenza idonea (>80%) durante 1,1 anni (mediana):  

47,5% dei pazienti con DOACs  

40,2% con warfarin (p<0.001). 



J Am Heart Assoc 

2016 

Rischio di ictus rispetto ai pazienti con ottima aderenza:  

 

Se CHA2DS2-VASc => 4  

 1 mese senza terapia  1,96 HR  

 3-6 mesi senza terapia  2,64 HR  

 > 6 mesi senza terapia  3,66 HR (tutti p< 0.001)  

Se CHA2DS2-VASc 2 o 3  

 > 6 mesi senza terapia  2,73 HR 

Se CHA2DS2-VASc di 0 o 1  

 non risultavano a rischio di ictus con bassa aderenza, ma minor 

 rischio emorragico. 



Adherence 

 

Adherence is facilitated when patients understand 

their diagnosis, believe in their therapy,  

and trust their clinician 
(Gladstone et al. Ann Intern Med 2015)  



2013 

An intervention using patient interviews and focus groups, utilising an  

“expert-patient” DVD, educational booklet, self-monitoring diary and  

worksheet, was compared in a randomised controlled trial against usual care 

 

The intervention significantly improved TTR in AF patients initiating warfarin 

during the first 6-months. 



Grazie 






