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Epidemiology of AF

European Heart Journal (2020) 42, 373-498doi:10.1093/eurheartj/ehaa612



ABC pathway:
‘A’ Anticoagulation/Avoid stroke
‘B’ Better symptommanagement
‘C’ Cardiovascular and Comorbidity optimization



European Heart Journal (2020) 42, 373-498doi:10.1093/eurheartj/ehaa612

Recommendations forthe prevention ofthrombo-embolicevents in AF



European Heart Journal (2020) 42, 373-498doi:10.1093/eurheartj/ehaa612

The ‘AF 3-step’ pathway

Stroke prevention in AF







Nuovi
anticoagulanti orali
nella fibrillazione
atriale: evidenze di
efficacia e sicurezza
nel mondo reale



Quali sono i solitisospetti?
FIBRILLAZIONEATRIALE“VALVOLARE”



N Engl J Med 2013; 369:1206-1214. DOI: 10.1056/NEJMoa1300615

“ … The use of dabigatran in patients with mechanical heart valves wasassociated with increased rates of thromboembolic and bleedingcomplications, as compared with warfarin, thus showing no benefit andan excess risk. “



N Engl J Med 2022; 387:978-988. DOI: 10.1056/NEJMoa2209051

Cumulative Incidence of the Composite of Stroke, SystemicEmbolism, Myocardial Infarction, or Death from Vascular orUnknown Causes (Primary Outcome) Cumulative Incidences of Stroke or Systemic Embolism and ofDeath

4531 pts were included in the finalanalysis





Quali sono i soliti sospettinella gestione dellaterapia anticoagulante?



PAZIENTE
Diagnosi: FANV
Età: > 75 aa
Ridotta funzionalità renale
Politrattato
Patologie concomitanti(una o più di queste):• Ipertensione• Scompenso/disfunzione ventricolare sx• Diabete• Pregresso ictus• Malattia vascolare



Quali sono i soliti sospetti nellapratica clinica?
PAZIENTEANZIANO



Incidence of thromboembolic events (stroke/TIA/systemic embolism) and major bleeding at1 year in patients aged <85 and ≥85 years.

Rates of events according to 3 age strata (<75, 75–84, and ≥85 years) are also depicted.

A Sub-Analysis From the PREFER in AF(PREvention oF Thromboembolic Events–European Registry in Atrial Fibrillation)

G.Patti et al. J Am Heart Assoc. 2017;6:e005657. DOI:10.1161/JAHA.117.005657



(a) event rates (b) hazard ratios (or relative risk for dabigatran)

Stroke orsystemicembolism inpatients ≥ 75years of age inthe four trials



(a) event rates
(b) hazard ratios (or relative risk for dabigatran)

Majorbleedings inpatients ≥ 75years of agein the fourtrials



Gastrointestinalbleedings inpatients ≥ 75 yearsof age in the fourtrials



Quali sono i solitisospetti nellafibrillazione atriale?
RISCHIOEMORRAGICO



ALTO RISCHIO EMORRAGICO• Paziente fragile• Paziente Basso peso corporeo• Anemici• Disfunzione epatica e/o renale• Storia di sofferenza GI• Utilizzatori di FANS• Pazienti in Triplice terapia antitrombotica

ANZIANO OVER 75

INTERAZIONIFARMACOLOGICHE
COMORBIDITA’

PER QUALI PAZIENTI SPESSO PENSIAMO AD UNA BASSA DOSE DI NAO?



Nelle nostra scelta prevale quasi sempre la riduzionedel rischio emorragico rispetto al rischiotromboembolico

SCELTA DISICUREZZA



BASSI DOSI DI NAO PER «PROTEGGERE» DAL RISCHIO EMORRAGICOQual’è la situazione italiana?

Fonte: Dati ISS 2017

57.8%42.2%

dabigatran

Dabigatran 110 mg Dabigatran 150 mg

38.1%
61.9%

apixaban

Apixaban 2.5 mg Apixaban 5 mg

36.3%
63.7%

rivaroxaban

Rivaroxaban 15 mg Rivaroxaban 20 mg

41.6%58.4%

edoxaban

Edoxaban 30 mg Edoxaban 60 mg

Nella realtà italiana, il medico ricorre al «basso dosaggio»in oltre il 37% dei pazienti

Dati ISS utilizzo di NAO



Steinberg, B.A. et al. J Am Coll Cardiol. 2016;68(24):2597–604.

-Patients with intermediate
renal function (error in
calculation of ClCr)
-Lack of familiarity with
dose guidelines and
adjustments for
concomitant medications

Off-label Dosing of Non-Vitamin K Antagonist OralAnticoagulants andAdverse Outcomes
ORBIT-AF II Registry



Quale tip & trick ?

RISCHIOEMORRAGICO





a) SmPC: 110 mg BID if age >_80 years,concomitant verapamil, increased risk of GIbleeding.



Available NOAC reversal agent

• 1. Greinacher A et al. Thromb Haemost 2015; 2. Pollack C et al. N Engl J Med 2017; 3. Pollack C et al.Thromb Haemost 2015; 4. Boehringer Ingelheim, data on file; 5. US FDA 2015 press release, 16October 2015; 6. European Commission Community Register of Medicinal Products for Human Use2015; 7. ClinicalTrials.gov Identifier: NCT02329327; 8. Portola Pharmaceuticals press release, 18 Dec2015; 9. Portola Pharmaceuticals press release, 17 August 2016; 10. Portola Pharmaceuticals pressrelease, 19 August 2016; 11. Ansell JE et al. N Engl J Med 2014; 12. Ansell JE et al. Thromb Res 2016

Widespreadavailabi l ityfollowing localapproval

ApprovalFDAOct 20155EMANov 20156etc.

Submittedto EMA/FDAand othersFeb/Mar 2015

Study in patientsrequiring urgentsurgery/withmajor bleeding;completed Oct 20162–4
Studies inhealthyvolunteers

Idarucizumab1
Target: dabigatran

Widespreadavailabi l ityfollowing localapprovalNo acceleratedapprovalgranted1 0

FDA delaysapprovalAug 20169
Accepted forreview by EMAAug 201610

Submittedto FDADec 20158Study in patientswith majorbleeding only;started Jan 20157
Studies inhealthyvolunteers

Andexanet alfa1
Target:FXa inhibitors

Studiesin healthyvolunteers1 1 , 1 2

Ciraparantag(PER977)1
Target:universal

H

C



Quali sono i soliti sospetti nellapratica clinica?
RIDOTTAFUNZIONE RENALE











DOACs and Warfarin Real World Data in AF Patients:Different impact on adverse renal outcomes
≥30% Decline in eGFR



Rogula S et al. Int. J. Environ. Res. Public Health 2022:19:1436



Dahal K et al. CHEST 2016;149(4):951-9

Warfarin e ictus/embolia sistemica in pazienti con FA e IRC

- 30%

NS



Dahal K et al. CHEST 2016;149(4):951-9

Warfarin ed emorragie maggiori in pazienti con FA e IRC

+ 30%

NS



Rogula S et al. Int. J. Environ. Res. Public Health 2022:19:1436



Quale tip & trick ?

RIDOTTAFUNZIONE RENALE



40



J. Clin. Med.2020,9, 1893; doi:10.3390/jcm9061893www.mdpi



Quali sono i solitisospetti?
INTERAZIONIFARMACOLOGICHE



Harskampl. et al., Cardiov Drug Ther 2019



Harskampl. et al., Cardiov Drug Ther 2019



Quale tip & trick?

INTERAZIONIFARMACOLOGICHE
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Quali sono i solitisospetti?
SOVRAPPESOoSOTTOPESO



G Ital Cardiol 2022;23(8):585-590



Primary efficacy (left) and safety (right) endpoints forwarfarin (WARF), higher dose edoxaban (HDER), andlower dose edoxaban (LDER) regimens in high-, middle-,and low body weight patients

Thromb Haemost. 2021 Feb;121(2):140-149. doi: 10.1055/s-0040-1716540



Quale tip & trick?

SOVRAPPESOoSOTTOPESO



G Ital Cardiol 2022;23(8):585-590

“… based on the available evidence from post hoc analyses of the major landmark trials, meta-analysis, and the InternationalSociety of Thrombosis and Haemostasis 2016 recommendations, we propose an algorithm to guide DOAC use foranticoagulation in obese individuals with AF. This algorithm is congruent with the Canadian Cardiovascular Society 2020Comprehensive Guidelines on the Management of Atrial Fibrillation and provides additional detail regarding anticoagulantchoice based on BMI category.”



Thromb Haemost. 2021 Feb;121(2):118-120. doi: 10.1055/s-0040-1716753
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GRAZIE PER L’ATTENZIONE
LE FIBRILLAZIONI ATRIALI

Prof.ssa Savina Nodari
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