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AF in complex elderly patient : is it an important issue?

Incidence of AF (1990 vs 2010) AF-associated mortality (1990 to 2010)



Age-specific incidence, outcome, and cost
of all AF-related incident strokes (ISs) and 
systemic embolisms (SEs) from 2002 to 
2012 in the OXVASC study.

60% of incident ISs and SEs occurred at 80+ 
years. 

43.9% of fatal or disabling incident ISs were AF-
related. 

Numbers of AF-related ISs at age 80+ years
increased nearly 3-fold from 1981-1986 to 2002-
2012, with potentially preventable AF-related
events at age >=80 years costing the UK 374 
million per year. 

At current incident rates, number of AF-related
embolic events at age 80+ years will treble again
by 2050, with 83.5% of all events occurring in 
this age group.

AF in complex elderly patient : is it an important issue?

Age and sex-specific rates (per 
100.000/year) for all incident AF-

related IS and SE

AF in complex elderly patient  is an important issue



Di Pasquale G, Int J Cardiol 2013

La TAO negli 
anziani con FA 
prima dei NAO



Net clinical benefit (IS+SE+MI+HS+adjusted MB) for DOACs vs VKAs



…The use of DOACs increased over time; however, the proportion of 
patients treated with OAC did not increase over time…

Adult patients with AF cared for in an 18-practice primary network between 2010 and 2015

Patients prescribed DOACs were younger, with lower risk of stroke.



655000 patients
with NVAF and 
CHADS2VASC2>1 
enrolled in the 
PINNACLE registry
between april 1, 
2008 and 
september 30, 
2014



Age and OAC prescription:
Warfarin 76.2 (10.2)   
Dabigatran 72.8 (10.5)  
Rivaroxaban 72.9 (10.4) 
Apixaban 74.2 (10.2) 
None                73.2 (13.3)
P<0.001

655000 patients with NVAF and 
CHADS2VASC2>1 enrolled in the PINNACLE 
registry between april 1, 2008 and 
september 30, 2014



Retrospective study; 6568 patients aged 75+ years with AF admitted to hospital from Oct 2010 to Sept 2015

CONCLUSION …Nonetheless, despite high risk of stroke, fewer than 45% of 
participants were discharged on an anticoagulant

75-79 y

90+ y



DABI 150 DABI 110 RIVA API EDO 60 EDO30

STROKE/SSE 0.65 (0.52-0.81) 
<.001 SUP

0.89 (0.73-1.09)
<.001  NON INF

0.88 (0.75-1.03) 
.001 NON INF

0.79 (0.66-0.95)  
.01 SUP

0.87 (0.73-1.04) 
.001 NON INF

1.13 (0.96-1.34) 
.005 NON INF

ISCHEMIC 
STROKE

0.76 (0.59-0.97) 
.03

1.10 (0.88-1.37) 0.94 (0.75-1.17) 0.92 (0.74-1.13) 1.00 (0.83-1.19) 1.41 (1.19-1.67)  
.001

HEMORR. 
STROKE

0.26 (0.14-0.49) 
<.001

0.31 (0.17-0.56)  
<.001

0.59 (0.35-0.75) 
<.001

0.51 (0.35-0.75) 
<.001

0.54 (0.38-0.77) 
<.001

0.33 (0.22-0.50) 
<.001

MAJOR 
BLEEDING

0.94 (0.82-1.08) 0.80 (0.70-0.93) 
.003

1.04 (0.90-2.30) 0.69 (0.60-0.80) 
<.001

0.80 (0.71-0.91) 
<.001

0.47 (0.41-0.55) 
<.001

INTRACRAN. 
BLEEDING

0.42 (0.29-0.61) 
<.001

0.29 (0.19-0.45)
<.001

0.67 (0.47-0.93)  
.02

0.42 (0.30-0.58)
<.001

0.39 (0.34-0.63) 
<.001

0.30 (0.21-0.43) 
<.001

GI MAJOR 
BLEEDING

1.48 (1.19-1.86) 
<.001

1.04 (0.82-1.33) 1.61 (1.30-1.99)
<.001

0.89 (0.70-1.15) 1.23 (1.02-1.50)  
.03

0.67 (0.53-0.83) 
<.01

MI 1.27 (0.94-1.71) 1.29 (0.96.1.75) 0.81 (0.63-1.06) 0.88 (0.66-1.17) 0.94 (0.74-1.19) 1.19 (0.95-1.49)

DEATH 0.88 (0.77-1.00) 0.91 (0.80-1.03) 0.85 (0.70-1.02) 0.89 (0.80-0.99) 
<.05

0.92 (0.83-1.01) 0.87 (0.79-0.96) 
.006

CHADS 2.1 2.1 3.5 2.1 2.8 2.8



Efficacy and safety outcomes in patients >=75 years

STROKE/SE
MAJOR BLEEDING

IC BLEEDING

GI BLEEDING





NOACs – RCTs in SPAF: efficacy and safety
in patients ≥ 75 y

Estratto da Capranzano P et al. Expert Rev Cardiovasc Ther 2013;11:959-73; Granger et al. N Engl J Med 2011;365:981-92;
Connolly et al. N Engl J Med 2009;361:1139-51; and Patel et al. N Engl J Med 2011;365:883-91

*p<0.001 for interaction between age and treatment

Age ≥75y

Stroke
or SE

Major bleeding

ICH
0.37 vs 1.00;

0.37;(0.21-0.64)

4.43 vs 4.37;
1.01;(0.83-1.23)*

1.89 vs 2.14;
0.88;(0.66-1.17)

0
D110

21
Warfarin

Rates %/year; HR; 
(95% CI)

D110 vs W

0
D150

21
Warfarin

Rates %/year; HR; 
(95% CI)

D150 vs W

0.41 vs 1.00;
0.42;(0.25-0.70)

5.10 vs 4.37;
1.18;(0.98-1.42)*

1.43 vs 2.14;
0.67;(0.49-0.90)

0
Riva

21
Warfarin

Rates %/year; HR; 
(95% CI)

Rivaroxaban vs W

0.66 vs 0.83;
0.80;(0.50-1.28)

4.86 vs 4.40;
1.11;(0.92-1.34)

2.29 vs 2.85;
0.80;(0.63-1.02)

0
Apixaban

21
Warfarin

Rates %/year; HR; 
(95% CI)

Apixaban vs W

0.43 vs 1.29;
0.33;(0.17-0.63)

3.33 vs 5.19;
0.63;(0.48-0.82)

1.56 vs 2.19;
0.71;(0.48-0.99)



1898 pazienti >=75 
anni e 366 pazienti 
>= 85 anni

STROKE

MAJOR BLEEDING

STROKE/SE

MAJOR BLEEDING

STROKE/MAJOR BLEEDING







Efficacy and safety of NOACs versus warfarin 
in patients with moderate CKD

Qamar, A. & Bhatt, D. L. (2015) Balancing the risks of stroke and bleeding in CKD
Nat. Rev. Nephrol. doi:10.1038/nrneph.2015.14

STROKE/SEE

MAJOR BLEEDING



Conclusions …compared
with Warfarin, Apixaban
treatment reduced the rate 
of stroke, death, and major 
bleeding, regardless of renal
function. Patients with 
impaired renal function
seemed to have the 
greatest reduction in major 
bleeding with Apixaban
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W

AA
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0.5 1.0

Favours NOAC Favours warfarin

1.5 2.0

105 (0.76) 119 (0.86)

224 (3.15) 154 (2.16)

0.70–1.150.89

1.19–1.781.46

137 (1.15) 126 (1.07) 0.85–1.381.08

188 (1.56) 126 (1.07) 1.18–1.851.48

Dabigatran 110 mg2

Rivaroxaban4 †

Apixaban1

Dabigatran 150 mg2

232 (1.51) 190 (1.23)Edoxaban high dose3 * 1.23     1.02–1.50

NOAC Warfarin HR 95% CI
No. of events (%/yr)

NOACs vs. warfarin: major gastrointestinal bleeding

Created from: 1. Granger et al. N Engl J Med 2011;365:981-92; 2. Connolly et al. N Engl J Med
2010;363:1875-6, suppl app; 3. Giugliano et al. N Engl J Med 2013;369:2093-104; 4. Patel et al. N Engl J Med
2011;365:883-91, suppl app.

Edoxaban low dose3 * 129 (0.82) 190 (1.23) 0.67 0.53–0.83







Barco S. Best Pract Res Clin Haematol 2013

Stroke Bleeding Intracranial H.
HR HR HR



To evaluate the effects of the 5 
mg twice daily dose of Apixaban
on stroke or SE and bleeding
among patients with 1 or no 
dose reduction criteria



La prescrizione della TAO nei pazienti con FA rimane subottimale, 
soprattutto negli anziani, anche dopo l’introduzione dei DOACs.

Vi è una considerevole eterogeneità in termini di safety tra i vari
DOAC, soprattutto nei pazienti anziani e polipatologici.

APIXABAN presenta eccellenti caratteristiche di efficacia e
sicurezza nei pazienti con FA, e si candida come farmaco di scelta
nei soggetti anziani, in quelli con insufficienza renale, in quelli ad
alto rischio emorragico ed in quelli con storia, o ad alto rischio, di
sanguinamento gastro-intestinale. In base ai dati di sicurezza del
farmaco è consigliabile una stretta aderenza alle posologie
raccomandate in rapporto ad età, massa corporea e funzionalità
renale.

APIXABAN: Safety and efficacy in complex
elderly patients
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