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Sfruttiamo appieno tutte le 
potenzialità della nuova TAO nel 

paziente geriatrico? 
Condivisione dei risultati della 

Survey SIGG 



Lo strumento di stratificazione del rischio di ictus 
cardioembolico CHA2DS2-VASC comprende le seguenti variabili: 

Scompenso cardiaco, 
ipertensione arteriosa, età >75 

anni, diabete mellito, 
pregresso Ictus/TIA/trombo-

embolismo, malattia 
vascolare, età 65-74 anni, 

genere femminile 

Scompenso cardiaco, 
ipertensione arteriosa, età >75 

anni, diabete mellito, 
pregresso Ictus/TIA/trombo-

embolismo, malattia 
vascolare, età 65-74 anni, 

genere maschile 

Scompenso cardiaco, 
ipertensione arteriosa, età >80  

anni, diabete mellito, 
pregresso Ictus/TIA/trombo-

embolismo, malattia 
vascolare, età 65-74 anni, 

genere maschile 

64.7% 

29.9% 

5.4% 

? 
Survey SIGG 



Ogbonna, J Gerontol N 2013 



Choice of anticoagulant 

Antiplatelet therapy with ASA plus clopidogrel or – less effectively – ASA only, should be considered in patients who 
refuse any OAC or cannot tolerate anticoagulation for reasons unrelated to bleeding. If there are contraindications to OAC 
or antiplatelet therapy, left atrial appendage occlusion, closure or excision may be considered 
Colour CHA2DS2-VASc: green = 0, blue = 1, red ≥2; line: solid = best option; dashed = alternative option 
*Includes rheumatic valvular disease and prosthetic valves; ASA = acetylsalicylic acid; NOAC = novel oral anticoagulant;  
VKA = vitamin K antagonist 
             Camm AJ et al. Eur Heart J doi:10.1093/eurheartj/ehs253 

No antithrombotic 
therapy  NOACs VKA 

1    

No (i.e. non-valvular AF) 

Yes 

No 

≥2 

Oral anticoagulant therapy 

Assess bleeding risk  
(HAS-BLED score)  

Consider patient values and 
preferences 

Atrial fibrillation 

Valvular AF* 

Yes 

0    

<65 years and lone AF (including females) 

Assess risk of stroke 
CHA2DS2-VASc score 

2012 



Rispetto al warfarin, nello studio RE-LY su pazienti con FANV il 
dabigatran alla dose di 110 mg bid è risultato, in termini di effetto 
protettivo contro l'outcome combinato ictus ischemico + embolia 
sistemica: 

? 
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Inferiore 

Superiore 

Uguale 

Non Inferiore 

3.5% 

18.4% 

54.6% 

23.4% 



2009 

2011 

2011 

2013 



RR 0.66 (95% CI: 0.53–0.82) 

p<0.001 (sup) 

Ischemic Stroke + SE 

1,53

1,11

1,69

0

0,3

0,6

0,9

1,2

1,5

1,8

D110 mg BID D150 mg BID Warfarin

RR 0.91 (95% CI: 0.74–1.11) 

p<0.001 (NI) 

%
 p

e
r 

y
e
a
r 

182 / 6,015 134 / 6,076 199 / 6,022 

Connolly SJ., et al. NEJM published online on Aug 30th 2009.  

DOI 10.1056/NEJMoa0905561 

Dabigatran etexilate is in clinical development and not licensed for 

clinical use in stroke prevention for patients with atrial fibrillation 

RRR 

34% 



162 (0.97) 175 (1.05) 

149 (1.34) 161 (1.42) 

NOAC Warfarin 

0.5 1.0 

NOAC meglio Warfarin meglio 

HR 95% CI 

0.74-1.13 0.92 

0.75-1.17 0.94 

159 (1.34) 143 (1.21) 0.88-1.39 1.11 

1.5 0.0 

111 (0.92) 143 (1.21) 0.59-0.97 0.76 

No. of events (%/yr) 

2.0 

Ischemic Stroke 

ITT: Intention to Treat – AT: as treated 

Dabi 110 

(ITT) 

Rivarox. 
(safetyAT) 

Apixaban 

(ITT) 

Dabi 150 

(ITT) 

1 

1 

2 

3 

Ref. 

1. Connolly SJ, et al. N Engl J Med. 2009; 361:1139-51 

2. Patel MR et al. N Engl J Med. 2011; 365:883-91 

3. Granger CB, N Engl J Med 2011;365:981-92 



Nello studio RE-LY, rispetto al warfarin il dabigatran alle dosi di 110 
mg bid e 150 mg bid è risultato associato a un rischio di 
sanguinamento intracranico: 
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Inferiore 

Superiore 

Uguale 

Non Inferiore 

9.2% 

14.9% 

66.0% 

9.9% 



Hemorrhagic Stroke 

40 (0.24) 78 (0.47) 

29 (0.26) 50 (0.44) 

0.5 1.0 

NAO meglio Warfarin meglio 

HR 95% CI 

0.35-0.75 0.51 

0.37-0.93 0.59 

14 (0.12) 45 (0.38) Dabi 110 

(ITT) 

0.17-0.56 0.31 

1.5 0.0 

Rivarox.  
(safetyAT) 

Apixaban 

(ITT) 

12 (0.10) 45 (0.38) Dabi 150 

(ITT) 

0.14-0.49 0.26 

2.0 

NOAC Warfarin 

No. of events (%/yr) 

1. Connolly SJ, et al. N Engl J Med. 2009; 361:1139-51 

2. Patel MR et al. N Engl J Med. 2011; 365:883-91 

3. Granger CB, N Engl J Med 2011;365:981-92 
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ITT: Intention to Treat – AT: as treated 



In pazienti di età superiore ai 75 anni il dosaggio di dabigatran di 
150 mg bid comporta, rispetto al warfarin, un rischio emorragico 
globale: 
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Inferiore 

Superiore 

Uguale 

Non Inferiore 

31.0% 

26.4% 

33.3% 

9.3% 



Dabigatran 
110 BD 

Dabigatran 
 150 BD Warfarin 

Stroke/SE 0.81 0.81 

Age < 75 1.32 0.90 1.43 

Age ≥ 75 1.89 1.43 2.14 

Major Bleeding <0.001 <0.001 

Age < 75 1.89 2.12 3.04 

Age ≥ 75 4.43 5.10 4.37 

ICH  0.28 0.91 

Age <75 0.14 0.26 0.61 

Age ≥75 0.37 0.41 1.00 

Extracranial Bleeding 0.001 <0.0001 

Age <75 1.76 1.91 2.44 

Age ≥75 4.10 4.68 3.44 

1 0.5 

1. Adapted from Eikelboom JW et al. Circulation 2011;123:2363-2372. 

RE-LY: Observed rates of  major bleeding and extracranial bleeding were 
significantly higher in subjects ≥ 75 years compared to younger subjects 

Rates of stroke, major bleeding, ICH and extracranial bleeding with Dabigatran 110 and 150 mg BD vs. warfarin  
in patients aged < 75 (n=10,865) and ≥ 75 (n=7258) years 

Interaction  
P value 

Dabigatran Better Warfarin Better 

Interaction  
P value 

0,0625 0,125 0,25 0,5 1 2 0,25 0,5 1 2 

Dabigatran Better Warfarin Better 

Dabigatran 110 vs. warfarin  Dabigatran 150 vs. warfarin  



Dati “real life”? 



Drug-safety investigation, focused on 
the occurrence of bleeding, promoted 
by Food and Drug Administration (FDA) 
over the period October 19, 2010 to 
December 31, 2011.             MiniSentinel 

March 13, 2013. 



13 Maggio 2014 



Incidence rate  
per 1,000 person-years 

Adjusted hazard ratio 
(95% CI) 

Pradaxa 
(dabigatran) 

Warfarin 

Ischemic stroke 11.3 13.9 0.80 (0.67-0.96) 

Intracranial hemorrhage 3.3 9.6 0.34 (0.26-0.46) 

Major GI bleeding 34.2 26.5 1.28 (1.14-1.44) 

Acute MI 15.7 16.9 0.92 (0.78-1.08) 

Mortality 32.6 37.8 0.86 (0.77-0.96) 

Possibile causa dell’aumento dei sanguinamenti gastrici potrebbe essere il 
fatto che in USA l’uso del 110 mg non è registrato e la popolazione di 
pazienti studiata è più anziana rispetto al MiniSentinel. 



30 ottobre 2014 

New-user cohorts of PSM elderly patients enrolled in Medicare 
(Oct. 2010 – Dec. 2012) n= 134,314 

58% 59% 



30 ottobre 2014 



23% stroke rate 
reduction  
25% reduction in 
the rate of major 
hemorrhage  

2 large US health insurance databases 
From Oct 2010 to Dec 2012 



Department of Defense Military 
Health System database. 

From October 1, 2009 to July 
31, 2013 



Over 190,000 pt   

~ 134,000 pt 

~ 38,000 pt 

~ 25,000 pt 



• 30 patients  on warfarin (15) 
or dabigatran (15) 

• Age and sex matched 
• Mean age 81 + 9 years 

Aging Clin Exp Res. 2014 Jun 1. PMID: 24880697 

NOA 



In pazienti con filtrato glomerulare di 30-49 ml/min il dabigatran 
dovrebbe essere prescritto alla dose di: 
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È assolutamente controindicato 

150 mg bid 7.0% 

9.3% 

58.9% 

24.8% 

110 mg bid 

75 mg bid 





Pharmacotherapy 2011; 31 (12): 1175-1191  

Profilo farmacinetico dei NOACs 
   Dabigatran  Rivaroxaban Apixaban  

Meccanismo d’azione DTI Fxa FXa 

Via di somministrazione Orale Orale Orale  

Biodisponibilità orale  6.5 % 80 % 50 % 

Peso Molecolare (Da) 628 (pro-farmaco) 436 460 

Ki (nmol/L) 4,5 0,4 0,08 

Vd (l) 60-70 ~50 21 

Legame proteico 35 > 90 87 

Pro-farmaco Si No No 

Interferenze cibo No No No 

Assunzione con il cibo  Non raccomandata Raccomandata (Assorb.+39%) Non raccomandata 

Assorbimento con H2B/PPI Riduzione 12-30 % Nessun effetto Nessun effetto 

Clearance 
Non renale  20 % 

Renale 80 % 

Non renale  33% 
Renale 66% (33%) 

Non renale 73% 
Renale 27% 

Schema di somministrazione 
QD (TEVp) 

BID (TEVt, FA) 
QD (TEVp, TEVt, FA) 

BID (SCA) 
BID 

Tempo di emivita medioT1/2 14–17 h 
7–11 h (giovani) 
11-13 h (anziani) 

 ~ 12 h 

Tmax 0.5–2 h  2–4 h  3 h 

Metabolismo CYP No 30% CYP 3A4 – 2J2  15% CYP 3A4  

Trasporto P-gp dip. Si Si Si 

British Journal of Pharmacology 2012; 165: 363-372;   Europace (2013) 15, 625–651 

Dabigatran SmPC accessed  Feb 2014.  Rivaroxaban SmPC accessed  Feb 2014.   Apixaban SmPC  accessed  Feb 2014.  



Feb 2013 

NOACs in patients with renal impairment:  

EU labels 

 

BID = twice daily; EU = European Union; OD = once daily 

Pradaxa®: EU SmPC, 2012; Xarelto: EU SmPC, 2012; Eliquis: EU SmPC, 2012 

Patient population Dosing recommendations according to EU label 

Mild renal impairment  

(CrCl 50–≥80 mL/min)  

Dabigatran 150 mg BID 

Rivaroxaban 20 mg OD 

Apixaban 5 mg BID 

Moderate renal impairment  

(CrCl 30–50 mL/min)  

Dabigatran 150 mg BID (110 mg BID should be 
considered in patients at high bleeding risk)  

Rivaroxaban 15 mg OD 

Apixaban 5 mg BID 

Severe renal impairment  

(CrCl 15–29 mL/min)  

Dabigatran contraindicated  

Rivaroxaban 15 mg OD 

Apixaban 2.5 mg BID 

Rivaroxaban and apixaban not recommended in patients with CrCl <15 
mL/min 



Letter Clinical Characteristic Points 

H Hypertension 1 

A Abnormal Renal / Liver Function 1 

S Stroke 2 

B Bleeding 1 

L Labile INRs 2 

E Elderly 1 

D Drugs / Alcohol 1 

Bleeding Risk Assessment in AF: HAS-BLED Bleeding Risk Score 

Maximum score = 9; Hypertension – Sap >160 mmHg; Drugs – antiplatelets agents or  
NSAIDS; elderly – age >65 years 
Score  > 3 – High risk patient: Caution and regular review following the initiation of  
antithrombotic therapy (OAC & ASA) 

Pisters R, CHEST 2010 



Feb 2013 

2012 ESC guidelines update: patients with moderate 

renal impairment (CrCl 30–49 mL/min) 

 

 

BID = twice daily; CrCl = creatinine clearance; ESC = European Society of Cardiology; OD = once daily 

Camm AJ et al. Eur Heart J 2012;33:2719–47 

Recommendation Class Level 

When dabigatran is prescribed, a dose of 150 mg BID should be 
considered for most patients in preference to 110 mg BID, with the 
latter dose recommended in: 

• elderly patients, age ≥80 years 
• concomitant use of interacting drugs (e.g. verapamil) 
• high bleeding risk (HAS-BLED score ≥3) 
• moderate renal impairment (CrCl 30–49 mL/min) 

IIa B 

Where rivaroxaban is being considered, a dose of 20 mg o.d. 
should be considered for most patients in preference to 15 mg 
OD, with the latter dose recommended in: 

• high bleeding risk (HAS-BLED score ≥3) 
• moderate renal impairment (CrCl 30–49 mL/min) 

IIa C 



Nei pazienti a rischio emorragico elevato (HAS-BLED >3), rispetto a 
warfarin il beneficio clinico netto di dabigatran alla dose di 110 mg 
bid è: 

? 
Survey SIGG 

Simile 

Superiore 

Inferiore 

Non Inferiore 

22.5% 

29.5% 

42.6% 

5.4% 



Thromb Hemost 2012 



in caso di indicazione a intervento chirurgico urgente o "non 
differibile" in corso di trattamento con dabigatran è opportuno: 
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Interrompere dabigatran, 
somministrare concentrati del 

complesso protrombinico (PCC) 
alla posologia di 25-50 U/kg e 

carbone attivo se ultima 
assunzione di dabigatran è stata 

a meno di due ore prima 

Interrompere dabigatran e 
somministrare concentrati del 

complesso protrombinico (PCC) 
alla posologia di 25-50 U/kg  

Interrompere dabigatran e 
somministrare plasma fresco 

23.8% 

39.3% 

24.6% 
Interrompere dabigatran e 
stabilizzare l'emodinamica 

12.3% 



April 2012 

Peri-procedural outcomes subgroup analysis: 
background 

Aim:  

– To assess outcomes in patients undergoing surgery/invasive 
procedure during RE-LY® 

 

Approach: 

– Bleeding and thromboembolic events assessed 

– Primary analysis limited to the first surgery/procedure per patient  

– Peri-procedural period: 7 days before to day 30 post-procedure 
 

4591 patients included in the subanalysis 

– Even distribution of patients and surgery types across treatment 
arms 

– Common surgeries/procedures included dental, pacemaker/ICD, 
cataract removal (all ~10%) 

ICD = implantable cardioverter defibrillator;   

Healey JS et al. Circulation 2012 doi:10.1161/​CIRCULATIONAHA.111.090464 
Disclaimer: Dabigatran etexilate is now approved for clinical use in stroke prevention in atrial fibrillation in certain countries.  
Please check local prescribing information for further details  

 



April 2012 

Peri-procedural outcomes subgroup analysis:  
major bleeding by timing of anticoagulation interruption 

Significantly lower rate of bleeding with dabigatran (both doses) for patients 
undergoing surgery within 48 hours of anticoagulation interruption 

 

D110 = dabigatran 110 mg twice daily; D150 = dabigatran 150 mg twice daily; RR = relative risk 

Healey JS et al. Circulation 2012 doi:10.1161/​CIRCULATIONAHA.111.090464 
Disclaimer: Dabigatran etexilate is now approved for clinical use in stroke prevention in atrial fibrillation in certain countries.  
Please check local prescribing information for further details  

 

% patients (n/N)  D110 vs warfarin D150 vs warfarin 

D110 D150 Warfarin 
RR  

(95% CI) 
P  

value 
RR  

(95% CI) 
P value 

<24 hrs 2.8 

(5/180) 

6.8 

(13/192) 

15.4 

(12/78) 

0.18 

(0.07–0.50) 

<0.001 0.44 

(0.21–0.92) 

0.027 

24–48 hrs 3.2 

(16/505) 

3.3 

(17/520) 

9.0 

(8/89) 

0.35 

(0.16–0.80) 

0.01 0.36 

(0.16–0.82) 

0.01 

48–72 hrs 4.5 

(14/310) 

4.5 

(14/309) 

5.7 

(7/122) 

0.79 
(0.33–1.90) 

0.60 0.79 
(0.33–1.91) 

0.60 

>72 hrs 4.7 

(21/451) 

6.2 

(29/468) 

3.6 

(45/1237) 

1.28 
(0.77–2.12) 

0.34 1.70 
(1.08–2.68) 

0.02 

P-Trend 0.002 0.001 



April 2012 

Peri-procedural outcomes subgroup analysis:  
major bleeding by type of surgery 

Similar risk of bleeding within each surgery type; no significant 
interaction between surgery type and treatment 

 

D110 = dabigatran 110 mg twice daily; D150 = dabigatran 150 mg twice daily; RR = relative risk 

Healey JS et al. Circulation 2012 doi:10.1161/​CIRCULATIONAHA.111.090464 
Disclaimer: Dabigatran etexilate is now approved for clinical use in stroke prevention in atrial fibrillation in certain countries.  
Please check local prescribing information for further details  

 

% patients (n/N) D110 vs warfarin  D150 vs warfarin  

D110 D150 Warfarin RR  
(95% CI)  

P value RR  
(95% CI)  

P value 

Urgent surgery 17.8 
(19/107) 

17.7 
(25/141) 

21.6 
(24/111) 

0.82  
(0.48–1.41) 

0.47 0.82  
(0.50–1.35) 

0.43 

Elective 
surgery  

2.8 
(38/1380) 

3.8 
(53/1405) 

3.3 
(48/1447) 

0.83  
(0.55–1.26) 

0.38 1.14  
(0.77–1.67) 

0.51 

P (interaction) 0.90 0.31 

Major surgery 6.1 
(29/473) 

6.5 
(33/511) 

7.8 
(39/498) 

0.78  
(0.49–1.24)  

0.30 0.82  
(0.53–1.29) 

0.40 

Minor surgery 1.9 
(8/424) 

3.2 
(14/435) 

1.8 (8/436) 1.03  
(0.39–2.71) 

0.96 1.75  
(0.74–4.14) 

0.19 

P (interaction) 0.61 0.13 

35 



In caso di sanguinamenti minori in corso di trattamento con 
dabigatran è opportuno: 
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Stop temporaneo dabigatran,  
acido tranexamico  per os o e.v. (+ 

carbone attivo se ultima dose 
dabigatran meno di 2 ore prima) 

 

Stop temporaneo dabigatran e 
osservazione clinica 

 

Stop temporaneo dabigatran; 
acido tranexamico  per os o e.v. 

solo se ultima dose meno di 2 ore 
prima 

 

62.3 

12.1% 

1.6% 

 

Stop temporaneo dabigatran; 
acido tranexamico  per os o e.v. e 

complesso protrombinico (PCC) 
25-50 U/kg 

 

7.4% 

Stop dabigatran e stabilizzare 
l'emodinamica 

15.6% 







Conclusions 
 

1. Physicians may be apprehensive about prescribing OAC 
to elderly patients, given concerns about a higher risk of 
hemorrhage. 

2. However, age alone should not prevent prescription of 
OAC in elderly patients, given the potential greater net 
clinical benefit among such patients. 

3. Appropriate stroke and bleeding risk stratification and 
choice of antithrombotic therapy are essential. 

2010 

2014: NOACs preferable!! 


