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VALUTAZIONE  

PRE-TERAPIA  
 



PRE- 

 1. Valutazione clinica  

    Compliance 

    Farmaci 

    Eventi avversi 

 2. Esami ematochimici 

    Funzione renale 

    Funzione epatica 

 3. Ecografia 

    Eco cuore 

    Eco venoso 

  



Compliance 



Farmaci 



Farmaci 



Eventi avversi  

 

 

 

 

 

 

 

 

 

 

 



Insufficienza epatica 

Apixaban 

Child-Pugh C: controindicato 

Child-Pugh A e B: da usare con cautela (senza 
aggiustamento dose)  

 

Rivaroxaban 

Child-Pugh B e C: controindicato  

 

Dabigatran 

Insufficienza epatica o malattia epatica che possa avere un 
qualsiasi impatto sulla sopravvivenza: controindicato 

 
 AST/ALT > 2 x ULN sono stati esclusi nello studio ROCKET-AF,  

ARISTOTELE e RELY-AF 

Funzione epatica 



Funzione renale 



INSUFFICIENZA RENALE 



H   hypertension 

A   abnormal renal/liver function 

S   stroke  

B   bleeding history predisposition 

L   labile INR 

E   elderly 

D   drugs/alcohol 

HAS-BLED  
(FA non valvolare) 



Camm J et al. Circulation 2013; 127:169-71 



Olesen JB et al. NEJM 2012; 367:625-35 



Olesen JB et al. NEJM 2012; 367:625-35 



Olesen JB et al. NEJM 2012; 367:625-35 





Piccini JP et al. Circulation 2013; 127:224-232 



QUALE FARMACO  

per l’IRC? 



Utilizzo dei farmaci 

 

Prevenzione secondaria/primaria FA e TEV 

 

Profilassi del TEV 

 

Terapia in acuto TEV 

Terapia acuto SCA 

  



FARMACI PARENTERALI 



Eparina non frazionata 

Eparina sodica e calcica 

 

Eparina a basso peso molecolare 

Enoxaparina, nadroparina, dalteparina 

 

Pentasaccaride 

Fondaparinux 



Eparina non frazionata 

VANTAGGI 

aPTT da monitorare 

 

SVANTAGGI 

 aPTT da monitorare  

 In acuto: terapia e.v. (necessità assoluta di 

ricovero) 

 In cronico: iniezioni s.c. multiple 

 HIT più frequente  

 

  



Eparina a basso peso molecolare 

VANTAGGI 

Dosi ridotte/intermedie 

 

SVANTAGGI 

 Attività anti-Xa non facile da dosare (4 ore 

dalla somministrazione) 

 Si accumula nell’IR con Cl.Cr < 30 mL/min 

 

  



EBPM ed IR (ClCr < 30 mL/min):  

emorragie maggiori 

  

ClCr < 30 mL/min     5.0% 

ClCr > 30 mL/min     2.4%   

 

OR 2.25 (CI 1.19-4.27) 

 

 

Lim et al Annals Intern Med 2006 



EBPM ed IR (ClCr < 30 mL/min):  

emorragie maggiori 

• Enoxaparina a dosi terapeutiche standard: 

ClCr < 30 mL/min    8.3% 

ClCr > 30 mL/min    2.4% 

OR      3.88 (CI 1.78-8.45) 

 

• Enoxaparina a dosi terapeutiche aggiustate: 

ClCr < 30 mL/min    0.9%  

ClCr > 30 mL/min    1.9%  

OR      0.58 (CI 0.09-3.78) 

 

 
Lim et al Annals Intern Med 2006 



ACCP 2012 

  

  

If LMWH is chosen for patients with an                    

eClCr< 30 mL/min,  

1.anti-Xa monitoring and/or  

2.dose reduction should be considered to ensure that 

there is no accumulation. 

 
In the case of enoxaparin, for patients who have acute 

coronary syndromes or VTE is 50% of the usual dose  

 

No specific recommendations have been made for other 

LMWH preparations.  

 

 Garcia et al. Chest 2012 



If monitoring is required, the anti-Xa level is the 
recommended test 

 

Garcia et al. Chest 2012 



Dosi profilattiche di enoxaparina in 

pazienti con insufficienza renale  

Sanderkink et al Thromb Res 2002 

Livelli medi plasmatici di attività anti Xa, giorno 1 



Dosi profilattiche di enoxaparina in 

pazienti con insufficienza renale  

Sanderkink et al Thromb Res 2002 

Livelli medi plasmatici di attività anti Xa, giorno 4 



Bioaccumulation of dalteparin at a 

prophylactic dose in patients with 

impaired renal function 

• 42 patients from medical and surgical wards 

• Dalteparin administered at prophylactic doses 

• Peak anti-Xa at 4±1 hours from day 1  

 

• No bioaccumulation >30% detected up to day 10 

in patients with severe renal insufficiency 

Schmid P et al JTH 2009  



• When given in prophylactic doses, LMWH has                 

not been shown to increase the risk of bleeding 

complications, irrespective of the degree of impairment of 

renal function. 

 

• For patients with a CrCl<30 mL/min who require 

pharmacologic VTE prophylaxis, manufacturer of 

enoxaparin recommends that 30 mg once daily be used 

 

• For other LMWHs, dosing recommendations cannot be 

made in the setting of renal insufficiency.  

 

 

 

ACCP 2012 

Garcia et al. Chest 2012 



Fondaparinux 

VANTAGGI 

 ? 

 

SVANTAGGI 

 Emivita più lunga (17-20 ore) 

 Controindicato con Cl.Cr < 30 ml/min e cautela 

fra 30 e 50 ml/min (come ridurre la dose ??) 



Turpie AG et al, Blood Coag Fibrinol 2009 



FARMACI ORALI 



Inibitori diretti del fattore Xa 

Apixaban, rivaroxaban 

 

Inibitori diretti della trombina 

Dabigatran 

 

Antagonisti della Vitamina K 

Warfarin, acenocumarolo 

 

 



Antagonisti della vitamina K 

VANTAGGI 

INR da monitorare 

 

SVANTAGGI 

No terapia acuto 

No dosaggi intermedi/profilattici 

 

  



Antagonisti della vitamina K 

INS. EPATICA 

Alterazione dell’INR  

-Difficoltà alla gestione del warfarin 

-Maggiore sensibilità al warfarin 

 

INS. RENALE 

No problemi  

(ad escrezione renale, ma INR per monitorare) 

 

 



NOAc  
(new oral anticoagulants) 

 

DOAc  
(direct oral anticoagulants) 



Indicazioni approvate  
(fascia A, settembre 2015, in Italia) 

 1. Profilassi del TEV in chirurgia protesica di 

anca e ginocchio  

 (apixaban, dabigataran, rivaroxaban) 

  

 2. Prevenzione del cardioembolismo in pazienti 

con FA non-valvolare 

 (apixaban, rivaroxaban, dabigatran) 

 

 3. Trattamento in acuto e prevenzione della TVP 

ed EP (apixaban, rivaroxaban, dabigatran) 

 

  





Apixaban 

Rivaroxaban 

Edoxaban 

Betrixaban 

Dabigatran 

Nuovi 

Anticoagulanti  

Orali (NAO) 

Xa 

IIa 

TF/VII 

X IX 

IXa 
VIIIa 

Va 

II 

Fibrina Fibrinogeno 

Adapted from Weitz & Bates, J Thromb Haemost 2007 

Nuovi  e “Vecchi” 

“Vecchi” 

Antagonisti  

Vitamina K 

Warfarin 

Acenocumarolo 



Heidbuchel H. Europace 2013; 15: 625-651 



Gong IY et al. Can J Cardiol  2013; 29:S24-33 



CHE FARE ? 



1. Ridurre la dose per FAnv 



Rivaroxaban 

  

 Scheda tecnica: non riduzione fino a 15 ml/min 

 

 Studio EINSTEIN: 15 pz con eGFR < 30 ml/min 

           235 pz con eGFR 30 << 50 ml/min 

 

 LG ESC 2014: controindicato se eGFR < 30 ml/min 

 

 



Insufficienza renale 

ESC Guidelines. Eur Heart J 2014;Sept 



Apixaban 

FA 

Cl. Creat. 15-29 ml/min: ridurre dose a 2.5 mg x 2 

Cl. Creat. 30-50 ml/min: ridurre se almeno 2 fra  

 > 80 aa, < 60 Kg, creatinina > 1.5 mg/dl 
(sotto i 25 ml/min e/o crea> 2.5 mg/dL, non inclusi nello studio 

ARISTOTLE) 

 

Profilassi TEV: Non è necessario alcun 

aggiustamento della dose in pazienti con 

insufficienza renale lieve o moderata  

 

Terapia TEV: 10 x 2 mg per 1 settimana, poi 5 

mg x 2. 2,5 mg x 2 per il lungo termine 



Rivaroxaban 

Se clearence della creatinina 15-49 ml/min: 

FA: ridurre dose a 15 mg  
         (sotto i 30 ml/min, non inclusi nello studio ROCKET-AF) 

 

Profilassi TEV: Non è necessario alcun 

aggiustamento (10 mg) fino a 30 ml/min 

 

Terapia TEV: 15 mg x 2 per 3 settimane (dose 

piena), poi valutare se proseguire con 20 mg/die 

o 15 mg/die a seconda del rischio emorragico 

 

 



Dabigatran 

Se clearence della creatinina  

30-50 ml/min: 

FA: valutare se passare a 110 mg x 2  

 

Profilassi TEV: 150 mg x 1 (dose ridotta)  

    (first dose 75 mg) 

 



2. Sospendere prima per CH 











3. Calcolare sempre  

il filtrato glomerulare 



Cockgroft–Gault 

(140–età [anni]) x peso [kg] (x 0,85 se femmina)  

72 x creatinina sierica [mg/dl]  

 



4. Vedere il paziente più spesso 



POST- 

 1. Valutazione clinica  

    Compliance (educazione !!) 

    Farmaci 

  

 2. Esami ematochimici 

 

 3. Prossimo controllo 



EHRA PRACTICAL GUIDE

European Heart Rhythm Association Practical

Guide on the use of new oral anticoagulants in

patients with non-valvular atrial fibrillat ion
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New oral anticoagulants (NOACs) are an alternative for vitamin K antagonists (VKAs) to prevent stroke in patients with non-valvular atrial

fibrillation (AF). Both physiciansand patientswill have to learn how to use these drugseffectively and safely in clinical practice. Many unresolved

questions on how to optimally use these drugs in specific clinical situations remain. The European Heart Rhythm Association set out to co-

ordinate aunified way of informingphysicianson the use of the different NOACs. A writinggroup listed 15 topicsof concrete clinical scenarios

and formulated aspractical answersaspossible based on available evidence. The 15 topicsare: (1) Practical start-up and follow-up scheme for

patientson NOACs; (2) How to measure theanticoagulant effect of NOACs; (3) Drug–druginteractionsand pharmacokineticsof NOACs; (4)

Switching between anticoagulant regimens; (5) Ensuring compliance of NOAC intake; (6) How to deal with dosing errors; (7) Patients with

chronic kidney disease; (8) What to do if there is a (suspected) overdose without bleeding, or a clotting test is indicating a risk of bleeding?

(9) Management of bleeding complications; (10) Patients undergoing a planned surgical intervention or ablation; (11) Patients undergoing an

urgent surgical intervention; (12) Patients with AFand coronary artery disease; (13) Cardioversion in a NOAC-treated patient; (14) Patients

presenting with acute stroke while on NOACs; (15) NOACs vs. VKAs in AF patients with a malignancy. Since new information is becoming

available at a rapid pace, an EHRA Web site with the latest updated information accompanies this text (www.NOACforAF.eu).
- - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
Keywords Atrial fibrillation † Anticoagulation † Stroke † Bleeding † Pharmacology

Introduct ion

New oral anticoagulants (NOACs) have emerged as an alternative

for vitamin K antagonists (VKAs) for thromboembolic prevention

in patients with non-valvular atrial fibrillation (AF). This will have

an impact on many practical considerations in the daily manage-

ment of these patients. Although very promising in many regards

(predictable effect without need for monitoring, fewer food and

drug interactions, shorter plasma half-life, and an improved effi-

cacy/safety ratio), the proper use of NOACs will require new

approaches in many daily aspects. Whereas the 2010 ESC Guide-

lines (and the 2012 Update)1,2 mainly discuss the indications for

anticoagulation in general (e.g. based on the CHA2DS2-VASc

score) and of NOAC in particular, they guide less on how to

* Corresponding author. Tel: + 32-16-34 42 48; fax: + 32-16-34 42 40, Email: Hein.Heidbuchel@uzleuven.be

Advisors: Azhar Ahmad, M.D. (Boehringer Ingelheim Pharma), Susanne Hess, M.D. (Bayer Healthcare Pharmaceuticals), Felix Münzel, Ph.D. (Daiichi Sankyo Europe), Markus

Schwertfeger, M.D. (Daiichi Sankyo Europe), Martin van Eickels, M.D. (Bayer Healthcare Pharmaceuticals), Jean-Philippe Verbist, M.D. (Bristol Myers Squibb/Pfizer).
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Germany), Giuseppe Di Pasquale, Ph.D. (Ospedale Maggiore, Bologna, Italy), Stephan Hohnloser, Ph.D. (Klinikum der J.-W.-Goethe-Universitat, Frankfurt, Germany), Jean-Yves Le
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SE … 

 1. Insufficienza renale severa intercorrente 

 

 2. Emorragia 

  

 3. Intervento chirurgico 

 

 

 

  

  



1. SE … 

Febbre 

Infezione 

 

Vomito 

Diarrea 

 

Digiuno 

Rifiuto di alimentarsi 

Anoressia  





CONCLUSIONI  



DON’T ‘FILL AND FORGET’  



”I may not speak, but I have much to say’’  

    The ‘Angel’ Pietro 

The Angelman Syndrome 

1965, Verona 

"Boy with a Puppet" or "A child with a drawing" by 

Giovanni Francesco Caroto, Castelvecchio Museum, Verona 

Italy 


