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Figure 2 (2) 
Epidemiology of AF: 
lifetime risk and 
projected rise in the 
incidence and 
prevalence

aSmoking, alcohol consumption, body mass index, BP, 
diabetes mellitus (type 1 or 2), and history of myocardial 
infarction or heart failure. bRisk profile: optimal − all risk 
factors are negative or within the normal range; borderline − 
no elevated risk factors but >1 borderline risk factor; 
elevated − >1 elevated risk factor. 

The prevalence of AF increases progressively 
with age [67,1200, 1206] and age is an 
independent risk factor for adverse 
outcomes in AF. [372,1200,1207,1208] 
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Figure 3 Summary of risk factors for incident AF
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Figure 10 Components of integrated AF management
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A:  Anticoagulation/Avoid 
stroke 
 
B:   Better symptom 
management 
  
C:  Cardiovascular and 
Comorbidity optimization  



• ACCESSO ALLE CURE: Older people are less likely to receive OAC [1209-1216] despite 
sufficient evidence supporting the use of OAC in this population.  

• FRAGILITA’: Frailty, comorbidities, and increased risk of falls [1217,1219] do not 
outweigh the benefits of OAC given the small absolute risk of bleeding in 
anticoagulated elderly patients. [339,390,391,1220,1223] 

• BENEFICIO: Evidence from RCTs, [441,1224] meta-analyses [423,1225] and large 
registries [339,433,1209,1226] support the use of OAC in this age group.  

• DOSI RIDOTTE: Prescribing a reduced dose of OAC is less effective in preventing AF 
adverse outcomes. [1107,1211,1237,1238] 

Hindrinck G et al. European Heart Journal (2020) 42, 373:498 



• Older people are less likely to receive OAC despite sufficient 
evidence supporting the use of OAC in this population.  

Hindricks G, Potpara T et al. European Heart Journal (2020) 00, 1126 
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ACCESSO ALLE CURE 



• OBJECTIVES: To compare the clinical characteristics of 
and use of oral anticoagulant (OAC) therapy in 
individuals aged 80 and older with atrial fibrillation 
(AF) with those of individuals younger than 80 with 
AF in clinical practice. 

• DESIGN: Observational study. 

• RESULTS: Fifty-seven cardiology units enrolled 6,273 
individuals in 3 months 

Biteker M et al. J Am Geriatr Soc 2017. 

CONCLUSION:  
Nearly one-fifth of individuals with NVAF in this real-world 
sample were aged 80 and older. 
• Those aged 80 and older with AF were less likely to receive 

anticoagulants than those who were younger than 80 
• Having more comorbidities and other individual-level 

characteristics may explain this difference. 
• When they were prescribed OACs, participants aged 80 
and older had poorer quality of anticoagulation than those 
who were younger, suggesting opportunities for improvement. 



Andreotti F. et al, Eur Heart J 2015;36:3238-49 

Older patients have 
multi-organ changes, 
increased risk of 
both bleeding and 
ischaemic events, 
frequent 
comorbidities/co-
medication and 
reduced adherence 
to prescriptions. 

Swedish atrial fibrillation cohort study. Circulation 2012;125:2298–2307. 



Rozzini R. G Ital Cardiol 2019;20(4):204-209 

Fragilità  
• È condizione di elevata vulnerabilità, di ridotta efficienza omeostatica, conseguenza del declino di molti 

sistemi fisiologici, legato più frequentemente alla multimorbilità, al loro trattamento, agli stili di vita, 
all’invecchiamento.  

• La fragilità è la predisposizione al danno, è la vulnerabilità latente 

Due concetti di fragilità:  

1) il “fenotipo fragile” (Fried et al), che include riduzione della forza muscolare, affaticamento, riduzione della 
velocità del cammino, perdita di peso (ridotta massa magra) e ridotta attività fisica, 

2) l’accumulo di deficit misurato mediante il Deficit Index, (Rockwood et al), che comprende deficit sensoriali, 
disabilità e comorbilità, condizioni correlate alla fragilità. 

il “fenotipo fragile” dà informazioni sul rischio di sviluppare disabilità in futuro, mentre la perdita delle funzioni basali o 
strumentali contribuisce di per se stessa alla diagnosi di fragilità secondo il deficit Index di Rockwood 



Objective: we performed a 
systematic review to determine the 
prevalence of frailty in patients with 
AF, and whether frailty was 
associated with reduced 
prescription of OAC. 

Methods: systematically search of 
Cochrane, MEDLINE, EMBASE, and 
PubMed databases. Search terms 
combined relevant words and 
MeSH headings: 1) atrial fibrillation, 
2) frail elderly, and 3) geriatric 
assessments 

Results: Of 166 reviewed titles, only 
3 studies (1204 patients) met the 
inclusion criteria 

 
Oqab Z et al. J Atrial Fibr Apr-May 2018; 10: 6  

  



 G Ital Cardiol 2018;19(7-8):420-428 

La fragilità come guida alla terapia antitrombotica 



• Frailty, comorbidities, and increased risk of falls do not outweigh the benefits of OAC , 
given the small absolute risk of bleeding in anticoagulated elderly patients.**  
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Notably, a history of falls is not an independent predictor of bleeding on OAC (a modelling study estimated that  
a patient would need to fall 295 times per year for the benefits of ischaemic stroke reduction with OAC to be outweighed by 
the potential for serious bleeding). Man-Son-Hing M et al. Arch Intern Med 1999;159:677-685  



Steffel J et al. Europace (2021) 23, 1612–1676 



• Evidence from RCTs, [441,1224] meta-analyses [423,1225] and large 
registries [339,433,1209,1226] support the use of OAC in this age 
group.  

 

 

(Il rischio/beneficio «reale» della terapia anticoagulante nell’anziano) 

 

BENEFICIO 



CONCLUSIONS Compared with warfarin, NOACs were associated with a lower risk of ICH. Thus, OACs 
may still be considered as thromboprophylaxis for elderly patients, with NOACs being the more 
favorable choice. 

Chao TF et al. Circulation. 2018;138:37–47. 



Patti G et al. The American Journal of Medicine (2019); 132:749−757 

Data on 3825 elderly patients were pooled from the PREFER in AF and PREFER in AF 
PROLONGATION registries. The primary outcome was the incidence of the net composite 
endpoint, including major bleeding and ischemic cardiovascular events on NOACs (n = 1556) 
compared with VKAs (n = 2269). 



Patti G et al. The American Journal of Medicine (2019); 132:749−757 



Steffel J et al. Europace (2021) 23, 1612–1676 



• Prescribing a reduced dose of OAC is less effective in preventing AF 
adverse outcomes. [1107,1211,1237,1238] 

 

DOSI RIDOTTE 



In real life clinical practice off-label use of RD DOACs is quite common (25-50%)*, particularly in older 

patients. Several conditions, advanced age, female gender, higher embolic and bleeding risk, previous 

bleeding, kidney dysfunction, concomitant use of antiplatelet drugs or NSAIDs, have been consistently 

reported to be associated with DOAC off-label underdosing*… supporting the hypothesis that a substantial 

proportion of these off-label prescriptions may be voluntary rather than casual … having high hopes that 

off-label RD use may lessen the risk of bleeding without reducing the efficacy in stroke prevention. 

*J Intern Med 2018;283(1): 45-55.  J Am Coll Cardiol 2016; 68: 2597-2604.  
Br J Clin Pharmacol 2020; 86: 533-547.  Ann Pharmacother 2018; 52(1):54-59.   
Br J Clin Pharmacol. 2019 Dec;85(12):2838-2847. J Am Heart Assoc 2018;7:e007603. 
J Am Heart Assoc 2020 Mar 17;9(6):e014108. Br J Clin Pharmacol. 2018; 84( 9): 2010‐ 2019.  
Am. J. Cardiol 2020; 125: 1332-1338. Front Pharmacol. 2018 Oct 30 9:1220 
Ann. Pharmacother. 2018; 52(1): 54-59. Arch Cardiovasc Dis. 2019; 112(6-7):400-409 
  Bo M . Marchionni N. European Journal of Internal Medicine 2020 

https://www-ncbi-nlm-nih-gov.bibliopass.unito.it/pubmed/?term=Appropriateness+of+DOAC+Prescribing+Before+and+During+Hospital+Admission+and+Analysis+of+Determinants+for+Inappropriate+Prescribing
https://www-ncbi-nlm-nih-gov.bibliopass.unito.it/pubmed/31014991


Wang KL et al.  European Heart Journal (2019) 40, 1492–1500 



Steffel J et al. Europace (2021) 23, 1612–1676 

ASSOCIAZIONE 



Hindricks G, Potpara T et al. European Heart Journal (2020) 00, 1126 

In the PCORI (Patient-Centered Outcomes Research Institute-commissioned systematic review), (Borre ED, et al. Thromb Haemost 
2018;118:2171-2187.) encompassing 38 studies of bleeding risk prediction, the HAS-BLED score had the best evidence for predicting bleeding 
risk consistent with other systematic reviews and meta-analyses comparing bleeding risk prediction approaches 



2020 ESC Guidelines for the management of NSTEACS 

Major and minor criteria for high bleeding risk according to the Academic 
Research Consortium for High Bleeding Risk (ARC) at the time of PCI  

Bleeding risk is high if at least 1 major or 2 minor criteria are met 



I diversi fenotipi di soggetti «anziani…e aderenza alle linee guida» 

Da Gillick M, 2001, modificata 

Stato di salute 

Robusto Fragile 
Mentalmente 
compromesso 

Fragile e 
mentalmente 
compromesso 

Terminale 

Low clinical complexity High clinical complexity 

High intensive treatment Low intensive treatment 



Conclusioni  
• A causa del potenziale beneficio clinico, i DOAC dovrebbero essere raccomandati 

per soggetti anziani "in forma e robusti", ma anche per i pazienti con fenotipo 
fragile, indipendentemente dall'età. 

 

• Il rischio di cadute, il deterioramento cognitivo senza limitazioni funzionali e la 
lieve disabilità non devono essere considerati una controindicazione assoluta, ma 
valutati di caso in caso con approccio multidisciplinare. 

 

• A questi pazienti non va negata a priori l’opportunità di un ulteriore 
prolungamento della vita in stato di salute anche in presenza di comorbidità. 
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