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| principali ‘dubbl’ del clinico pratico

. Pazienti con FA con rischio di ictus
cerebrale di quanto elevato?

. Cosa vuol dire escludere | pazienti con FA
‘valvolare '?

. Dobbiamo considerare anche | pazienti In
rtmo sinusale ?

4. |l ‘caso’ delle donne ...

. In quali pazienti | NAO sono rimborsabili dal
SSN? Il Piano Terapeutico AIFA

. Follow -up: che sta succedendo nel mondo?




| principali ‘dubbl’ del clinico pratico

1. Pazienti con FA con rischio di ictus
cerebrale di quanto elevato?




CHADS?2 CHA2DS2VASCc

Congestive Heart Failure/LV dysfunction
Hypertension (or treated hypertension)
Age 2 /5 years

Diabetes

Prior stroke or TIA

Vascular Disease

(Prior MI, PAD, aortic plaque)
Age 65-74
Sex category (female sex)

Chi ha uno score 24
CHA,DS,VASc =0 ? ™ CHA,DS,VASCc

16

Il soggetto maschio ‘
di eta < 65 anni, e

senza nessuna
delle condizioni
indicate nello score!

01 2 3 45 6 7 8 9




Atrial Fibrillation

‘ Qo Yes
{ No
< 65y and lone AF (including women)
| No
Assess risk of stroke
(CHA,DS,VASc score )
|

o I
Class lla Class |
=

Oral anticoagulant therapy
(either Vitamin k antagonists or NOA )

[}
Best Class lla 3 Alternative
option Level A option

Yes

\4

No antithrombotic therapy Novel anticoagulants Vitamin K antagonists

Camm AJ, Lip GY et al. ESC Guidelines 2012. Eur Heart J. 2012 Nov;33(21):2719-47




| principali ‘dubbl’ del clinico pratico

2. Cosa vuol dire escludere | pazienti con FA
‘valvolare '?




RE-LY
“History of heart valve disorders (ie, prosthetic valve

or hemodynamically relevant valve disease)”
Ezekowitz MD et al. Am Heart J 2009;157:805-810

ROCKET-AF

“Prosthetic heart valve; Hemodynamically significant

mitral stenosis”
The Executive Committee. Am Heart J 2010; 159:340-347

ARISTOTLE

“Clinically significant (moderate or severe) mitral

stenosis”
Lopes RD et al. Am Heart J 2010;159:331-9




| principali ‘dubbl’ del clinico pratico

3. Dobbiamo considerare anche | pazienti In
rtmo sinusale ?
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Cumulative Hazard Rates

Incidence of Stroke in Paroxysmal Versus Sustained AF | n Patients

Taking Oral Anticoagulation or Combined Antiplatelet The rapy
An ACTIVE W Substudy

Paroxysmal

0.0
No, at Risk
P 1199
S 5499

Paroxysmal

I HR1.61
(0.76-33.42)
T P=0.21

T
1.5 Years

304
1560

Sustained

| HR 2.09
(1.50-2.93)
1 P<0.00001

Table 4 Incidence of Stroke or Non-CNS Systemic Embolism in Patients With Paroxysmal
Versus Persistent/Permanent AF Treated With Aspirin Plus Clopidogrel or OAC

Paroxysmal AF Sustained AF
(n = 1,202) (n = 5,495) Paroxysmal Versus Sustained AF

Rate/100 Rate/100
n Person-yrs n Person-yrs RR 95% CI p Value

Overall
Stroke/non-CNS embolism 29 2.0 2.2 0.87 0.59-1.30 0.496
0.94* 0.63-1.40% 0.755*

By treatment allocation:
clopidogrel and aspirin

Stroke/non-CNS embolism ’ X 0.79 0.48-1.30
0.84* 0.51-1.40%
By treatment allocation: 0AC
Stroke/non-CNS embolism . L 1.03 0.54-1.97
1.14* 0.59-2.20%

*Adjusted for age, hypertension, heart failure, diabetes mellitus, valvular disease.
Cl = confidence interval; CNS = central nervous system; RR = relative risk; other abbreviations as in Table 1.

Patients with paroxysmal AF
treated with aspirin plus
clopidogrel or OAC have a similar
risk for thromboembolic events
than patients with sustained AF
This risk can be significantly
lowered with OAC.

Hohnloser H et al. 3 Am Coll Cardiol 2007;50:2156—61




Dabigatran Compared to Warfarin in Patients With
Paroxysmal, Persistent, and Permanent AF

Stroke and systemic embolism by AF type and overall RE-LY results

Annual rates HR (95%-Cl) interaction

DE 110mg bid vs. Warfarin (3 treatment  DE 150mg bid vs. Warfarin
DE DE groups)
110 bid 150 bid Warfarin  110mgvs W 150mgvs W p=0.1606

paroxsysmal 1.07 1.09 . 0.60 (0.41, 0.89) 0.51 (0.42, 0.90)

interaction

persistent 172 1. 80 0.96(0.69,1.35) 0.54 (0.43,0.93) i : interaction F—e—i
: : p=0.8835 ;

permanent 178 . ) 1.13(0.81, 1.57) 0.70(0.48, 1.01) |—-—l

RE-LY (total) 154 1. 71 0.90{0.74,1.10) 0.65(0.52, 0.81) oH o i

1 B 1

Hazard ratio Hazard ratic

Major bleeding by AF type and overall RE-LY results

interaction

Annual rates HR (95%-Cl) (3 treatment
DE DE DE 110mg bid vs. Warfarin groups) DE 150mg bid vs. Warfarin

110 bid 150bid Warfarin  110mgvs W 150mgvs W p=0.5806
paroxsysmal 3.05 3 ) 0.78(0.61,0.99) 0.96(0.77, 1.21)
persistent 2.87 2 . 0.74 (0.57,0.94) 0.31(0.64,1.03)

interaction interaction
permanent . : § 0.92(0.71,1.18) 1.04 (0.82,1.33) p=0.4367 p=0.3421

RE-LY [total)  2.87 3. .57 0.80(0.70,0.93) 0.93(0.81,1.07) b o

T
1 ;! 1

Hazard ratie Hazard ratio

Flaker G et al. J Am Coll Cardiol 2012




| principali ‘dubbl’ del clinico pratico

4. |l ‘caso’ delle donne ...
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BMJ 2012.344:83522 doi: 10.1136/bm].e3522 (Published 31 May 2012) Page 1 0f 10

1
RESEARCH

Assessment of female sex as a risk factor in atrial
fibrillation in Sweden: nationwide retrospective cohort
study

B oren AcceSS

Leif Friberg senior consultant cardiologist', Lina Benson statistician®, Marten Rosenqvist professor’,
Gregory Y H Lip professor*

Uomo:
5 1. Eta > 75 anni, non FR
Bl Men 2. Eta 65-74 + 1 FR
[0 Women
4
Uomo:

1. Eta<65con1FR
3 2. Eta 65-74, non FR

Stroke incidence/100 years at risk

2
1
o B
O Donna: 1 2
1. eta <65
2. Non FR

Donna:
Eta<65+ 1FR
Eta > 65, non FR

3

4

Incidenza di ictus
in pazienti con
CHADS, score 0-1

In relazione al
CHA,DS,VASc
score

Friberg et al.
BMJ 2012; 344:e3522

CHA,DS,-VASc score



| principali ‘dubbl’ del clinico pratico

5. In quali pazienti i NAO sono rimborsabili
dal SSN? Il Piano Terapeutico AlIFA




Prevenzione di ictus e embolia sistemica in pazienti adulti con fibrillazione atriale non valvolare con . ) )
uno o pili dei seguenti fattori di rischio Cnterl dl = . = = -

* Precedente ictus, attacco ischemico transitorio o embolia sistemica (ES) = - 1 P aZ I e ntl S I a ad alto rISC h IO
* Frazione di eiezione del ventricolo sinistro < 40 % |nCIUS|One )

» Insufficienza cardiaca sintomatica, 2 Classe 2 della classificazione della New York Heart Association (NYHA)

A LD 8] | tromboembolico, sia ad
alto rischio di
sanguinamento : Pazienti
con CHA,DS,VASC > 0
Scompenso cardco/difurdone ventrcsar mra QN associato ad HAS-BLED > 3.

(Congestive heart failure)

Ai fini dell'eleggibilita bisogna rientrare ad una delle seguenti condizioni (1 OR 2 OR 3)

Paziente con Fibrillazione Atriale Non Valvolare (FANV)

Ipertensione arteriosa (Hypertension) = Combo con valori:0e 1

Eta 275 anni (Age) - Combo con valori:0e 2 - . .
Diabete mellito (Diabetes mellitus) a Combo con valori:Oe 1 2) Paz I e ntl I n TAO e CO n I N R

Pregresso Ictus cerebrale/TIA/Episodio trombo-embolico TE (Prior Stroke or TIA) % Combo con valori:0 e 2

Malattie vascolari: precedente IM, malattia arteriosa periferica o placca aortica (Vascular disease) = Combo con valori:0 e 1 d I d Iffl C I I e CO ntro I I O L] I
Eta 65-74 anni (Age) : Combo con valori: O e 1 . . . R .
. pazienti in TAO nei quali, nel

Sesso femminile (Sex category: female gender) . Combo con valori:0 e 1

Punteggio totale CHA DS -VASc blocca se <1 CorSO degll ultlml 6 meSh ||

Ipertensione arteriosa (Hypertension) 5 Combo con vaiori:Oe 1

\
Alterata funzionalita renale (Abnormal renal function): dialisi, trapianto renale, creatinina , I I R e <7 O%
: Combo con valori 1 — a

sierica >200 pmol/L

Alterata funzionalita epatica (Abnormal liver function): cirrosi epatica, evidenza di insufficienza
epatica (livelli di bilirubina di 2 volte superiori la norma, livelli di AST/ALT di 3 volte superiorila . Combo con valori

l 3)TAO non accettata dal

Pregresso Ictus cerebrale (Stroke in past) : Combo con valori: 0 e 1

Storia di sanguinamento o diatesi emorragica o anemia (Bleeding) 2 Combo con valori: 0 e 1 paZIente Pazienti nei q uali
.

Labile controlio dell’INR (INR instabile con tempo in range terapeutico <60%) g Combo con valori-0 e 1

Et3 >65 anni (Elderiy) = | (Combacmiiarie ‘ll trattamento anthO agU Iante

Terapia farmacologica (Drug Therapy): terapia concomitante con antiaggreganti piastrinic, FANS " Combo con valori:0e 1

Etilismo cronico (Alcohol intake) . Combo con valori:0e 1 non é attuabile I! difﬁCOIta

Il paziente € in terapia con ann}:::g::[;::::::::msn della vitamina K)? — O ettive re al i (paz i e nti i n
TAQ) o anticipate (pazienti

TTR negli uitimi 6 mesi (%) o bloccante (TTR) >70%

INR >4 negli ultimi 6 mesi 5 non In TAO) a.d eseglJIre
INR <2 negli ultimi 6 mesi . . y
Il trattamento anticoagulante non & attuabile per difficolta oggettive ad eseguire i controlli di CO ntro I I I I N R =

INR? bloccante




Risk of Major Bleeding Within 1 Year
In Patients With Atrial Fibrillation

The Euro Heart Survey

HAS-BLED Score

Pisters R et al. Chest 2010;138;1093-1100
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TTR subgroup analysis:

Primary Outcome

Cumulative

Hazard

Ratio

for Primary
Outcome

(stroke / Systemic
thromboembolism)

Number at risk

Dabigatran 110 mg
Dabigatran 150 mg

Warfarin

Cumulative

Hazard

Ratio

for Primary
Outcome

(stroke / Systemic
thromboembolism)

Number at risk

Dabigatran 110 mg
Dabigatran 150 mg

Warfarin

0.065 CTTR <57.1%
54 === Warfarin
= Dabigatran 110 mg
0.041 — pabigatran 150 mg
0.03 ~

0.02 1
0.01 ~

0 : : : : :
0 0.5 1.0 1.5 2.0 2.5
1497 1450 1411 1144 649 274
1509 1469 1427 1164 699 283
1504 1445 1395 1094 640 242
0.067 cTTR 65.5-72.6%
0.05 -
0.04 -
0.03 -
0.02 1
0.01 -
0 - . . v : .
0 0.5 1.0 1.5 2.0 2.5
Follow-up (yrs)
1474 1456 1420 1142 760 370
1484 1445 1419 1153 761 369
1487 1458 1436 1150 755 359

CTTR = centre mean TTR; TTR = time in therapeutic range
Wallentin L et al. Lancet 2010;376:975-83

0.06 -
0.05 1
0.04 ~
0.03 ~
0.02 -
0.01 +

cTTR 57.1-65.5%

0
0
1524
1526
1514
0.06 1
0.05 +
0.04 ~
0.03 -
0.02 ~
0.01 ~

0

1482
1514
1509

0.5 1.0 1.5 2.0 2.5
1477 1440 1169 783 379
1493 1453 1192 801 394
1476 1438 1175 752 351

cTTR >72.6%

0.5 1.0 1.5 2.0 2.5
Follow-up (yrs)

1444 1405 1108 730 347

1487 1437 1135 750 367

1476 1440 1166 737 366

P value for interaction
D 110 mg vs warfarin: p=0.89
D 150 mg vs warfarin: p=0.20




Intracranial bleeding is less with dabigatran

than with warfarin at any level of cTTR

cTTR: [J<57.1% [ 57.1-65.5% [ 65.5-72.6% > 72.6%

1 cTTR<57.1%
| | D 110 mg vs warfarin: HR 0.43 (0.19-1.00)
0 9 11 D 150 mg vs warfarin: HR 0.53 (0.25-1.15)
’ cTTR 57.1-65.5%

11 D110 mgyvs warfarin: HR 0.31 (0.15-0.66)
0,8 7 D 150 mg vs warfarin: HR 0.45 (0.24-0.88)
cTTR 65.5-72.5%

411 D 110 mg vs warfarin: HR 0.20 (0.07-0.58)
Rate Of OI 7 D 150 mg vs warfarin: HR 0.35 (0.15-0.82)

I i || CTTR>72.6%
Intracrar_“al 7 ed D 110 mg vs warfarin: HR 0.27 (0.11-0.66)
b|eed|ng D 150 mg vs warfarin: HR 0.39 (0.18-0.84)

(per 100 0,5'

patients 0.4-
per year) _’

0,3

0,2-

0,11

0-

Dabigatran 110 Dabigatran 150 Warfarin
mg BID mg BID

Wallentin L et al. Lancet 2010;376:975-83



Eleggibilita e Dati Clinici - XARELTO

Prevenzione dell’ictus e dell'embolia sistemica nei pazienti adulti affetti da fibrillazione atriale non
valvolare con uno o piu fattori di rischio, come insufficienza cardiaca congestizia, ipertensione, eta
2 75 anni, diabete mellito, pregresso ictus o attacco ischemico transitorio.

l Ai fini dell'eleggibilita bisogna rientrare ad una delle seguenti condizioni (10203)

E |Paziente con Fibrillazione Atriale Non Valvolare (FANV) permanente Z
o
Combinazione di tutti e tre i seguenti criteri (CHA; DS ,-VASc >3 AND HAS-BLED >3)
Scompenso cardiaco/disfunzione ventricolare sinistra (Congestive heart failure)
H |lpertensione arteriosa (Hypertension)
A |Eta 275 anni (Age)
D |Diabete mellito (Diabetes mellitus)
Pregresso Ictus cerebrale,/TIA/ Episodio trombo-embolico TE (Prior Stroke or TIA )
V  |Malattie vascolari: precedente IM, malattia arteriosa periferica o placca aortica (Vascular disease)
A |Eta 65-T4 anni (Age)
Sc |Sesso femminile (Sex category: female gender)
Punteggio totale CHA,DS,-VASc > 3
H |lpertensione arteriosa (Hypertension)
. Alterata funzionalita renale (Abnormal renal function): dialisi, trapianto renale, creatinina sierica »200 umol/L
A
Alterata funzionalita epatica (Abnormal liver function): cirrosi epatica, evidenza di insufficienza epatica (livelli di
bilirubina di 2 volte superiori la norma, livelli di AST/ALT di 3 volite superiori la norma)
S |Pregresso Ictus cerebrale (Stroke in past)
B |Storia di sanguinamento o diatesi emorragica o anemia (Bleeding)
L |Labile controllo dell'INR (INR instabile con tempo in range terapeutico <60%)
E |Eta >65 anni (Eiderly)
Terapia farmacologica (Drug Therapy): terapia concomitante con antiaggreganti piastrinici, FANS
v Etilismo cronico (Alcohol intake)
Punteggio totale HAS-BLED )3
O |l paziente & in terapia con anticoagulanti (farmaci antagonisti della vitamina K)? ::0
Se si, indicare:
: E |TTR negli ultimi 6 mesi (%)
O [INR >4 negli ultimi 6 mesi
O |INR <2 negli ultimi 6 mesi
<
3 E [l trattamento anticoagulante non & attuabile per difficoita oggettive ad eseguire i controlli di INR?

4 differenze
Importanti dal

piano
& terapeutico per
AAA Il dabigatran:

blocca

=anaoioe: | 1. S0l0 pazientl

combo con valori:0e 1

combo con valori: O e 2 CO n I:A

combo con valori:0e 1

combo con valori: 0 e 2
combo con valori: 0e 1 pe rm ane nte

combo con valori: Oe 1

emonsenocr | 2. S0l0 pazienti
con punteggio
IS CHA,DS,VASC

combo con valori: 0e 1

combo con valori: Qe 1

combo con valori: 0e 1
ereereeroe 1 3.S0l0 pazientl
combo con valori: O e 1 " p

combo con valori: 0 e 1

con TTR negli

ultimi 6 mesi
blocca per TTR >60% S6O

volore numerico

volore numerico

blocca




Rivaroxaban Compared to Warfarin in Patients
With Paroxysmal, Persistent, and Newly Diagnosed

Atrial Fibrillation
The ROCKET-AF Study

Rivaroxaban Warfarin Hazard Ratio P-value*
Overall Efficacy 3 189/7061 (2.68%) 24377082 343%)  0.79(0.65,096)

AFType  Persistent 159/5739 (2.77%) 200/5723 3.6%)  0.78{0.63,096)
Paroxysmal 28/1228 (2.28%) 30/1259(2.38%)  0.98(0.59,1.64)
Newly Diagnosed 2194 (2.13%) 7/100 (7%) 0.27(0.06,132)

CHADS2 307924 (3.25%) 36/933 (3.86%) 0.85(0.52, 1.38)
81/3036 (2.67%) 109/3133 (3.48%) 0.76 (0.57, 1.01)
104/2078 (5%) 105/1989 (5.28%) 0.95 (0.72, 1.24)
43/920 (4.67%) 47/877 (5.36%) 0.88 (0.58, 1.34)
11/122 (9.02%) 9/156 (5.77%) 1.49 (0.62, 3.59)

Patel MR et al. N Engl J Med 2011;365:883-91
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6. Follow -up: che sta succedendo nel mondo?




et g BEE Bl Drug-safety investigation,

The NEW ENGLAND JOURNAL of MEDICINE
focused on the occurrence

Limitations of bleeding, promoted by
1. Lack of adjustment for confounders

2. Lack of detailed medical records review FOOd and DFUQ
Administration (FDA) over

the period October 19, 2010
to December 31, 2011.

Dabigatran and Postmarketing Reports of Bleeding

Mary Ross Southworth, Pharm.D. Marsha E. Reichman, Ph.D., and Eflis F. Unger, M.D

Intracranial and Gastrointestinal Bleeding Events in New Users of Dabigatran and Warfarin from the Mini-Sentinel Distributed
Database, October 2010 through December 2011.*

Analysis Dabigatran Warfarin
< - No. of No. of No. of No. of
and fatal bleeding Patients Events Incidence Patients Events Incidence

ed with use of
cause dabigaran no. of events/ no. of events/

iy Spmn 100,000 days at risk 100,000 days at risk
anticipased, Dut thi
e incigms was | Gastrointestinal hemorrhage

and Wis grester th

rent e OF FPOT | Analysis with required diagnosis of @ 43,541
Gdents with warfa X i ;

been the antcoag atrial fibrillation

ftor neary 6O years
wan was approwed. | Sensitivity analysis without required 1.6 119,940 3:1
pvE diagnosis of atrial fibrillation
approval of dabiga g

izt Bvaluazion of 1 .
coagulason Tse| INtracranial hemorrhage

which compared g 2 - : i

asmigaran in paui| Analysis with required diagnosis of 43,594

valvular atrial fibesl atrial ﬂbrl”atlon

thae the two dm|

smlarrisk oF Bl Sensitivity analysis without required 0.9 120,020 1.9
diagnosis of atrial fibrillation




Journal of the American College of Cardiology Val. 61, No. 22, 2013
O 2013 by the American College of Cardiology Foundation ISSN 0735-1097/$36.00

Published by Elsevier Inc. htp://dx.doi org/10.1016/}.jacc.2013.03.020 Q n alyS i S Of 3
Atrial Fibrillation

Danish Datasets
Efficacy and Safety of Dabigatran Etexilate and Warfarin . .
in “Real-World” Patients With Atrial Fibrillation 1. Danish Cvil
A Prospective Nationwide Cohort Study Reg|Strat|0n SyStem

Torben Bjerregaard Larsen, MD, PuD,*t Lars Hvilsted Rasmussen, MD, PuD,} 2 Natlonal Patlent

Flemming Skjeth, MSc, PuD,* Karen Margrete Due, MSc,” Torbjérn Callréus, MD, PuD,i
Mary Rosenzweig, MSc,} Gregory Y. H. Lip, MD1§ Reg |Ster
Aalborg and Copenbagen, Denmark; and Birmingham, United Kingdom

Objectives The aim of this study was to assess the efficacy and safety in an “everyday clinical practice” population of

anticoagulant-naive patients with atrial fibrillation (AF) treated with dabigatran etexilate after its post-approval P rescrl ptl O n
availability in Denmark, compared with warfarin.

Background Concerns have been raised about an excess of bleeding events or myocardial infarction (MI) among patients treated R e g I Stry

with the new oral direct thrombin inhibitor, dabigatran etexilate.

Methods From the Danish Registry of Medicinal Product Statistics, we identified a dabigatran-treated group and a 1:2
propensity-matched warfarin-treated group of 4,978 and 8,936, r
safety outcomes were made on the basis of Cox-proportional haz Initial AF treatment after Dabigatran market entry

goups. (1. aug 2011 - 30, jun 2012)

Results Stroke and systemic embolism were not significantly different bet 18654 patients

Adjusted mortality was significantly lower with both dabigatran dc¢ ' '
stratified hazard ratio [aHR]: 0.79, 95% confidence interval [CI]: 0.6
to 0.80), when compared with warfarin. Pulmonary embolism was Dabigatran Warfarin
dabigatran. Less intracranial bleeding was seen with both dabigatri 5106 13548

to 0.56; 150 mg b.id., aHR: 0.08, 95% ClI: 0.01 to 0.40). The incid
(110 mg b.i.d., aHR: 0.30, 95% CIk 0.18 to 0.49; 150 mgb.i.d., at
bleeding was lower with dabigatran 110 mg b.i.d. (aHR: 0.60, 95%
dabigatran 150 mg b.i.d. The main findings were broadly consiste
with >1-year follow-up (median follow-up 13.9 months [interquart

28 Existing mechanical heart valve 334 Existing mechanical heart valve
16 Previous PE 1470 Previous PE
67 Previous DVT 2404 Previous DVT
5 Previous Mitral Stenosis 21 Previous Mitral Stenosis
11 Immigration within 1 year 30 Immugration within 1 year
1 Inconsistent death information 0 Inconsistent death information

Conclusions In this “everyday clinical practice” post-approval nationwide clinicz
embolism and major bleeding rates with dabigatran (both doses)
bleeding, pulmonary embolism, and Ml were lower with dabigatran
of an excess of bleeding events or Ml among dabigatran-treated |
against warfarin, even in the subgroup with >1-year follow-up. (J
the American College of Cardiology Foundation

Dabigatran group Warfarin group
4978 9289
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Newly Diagnosed non Valvular

AF: Higher Persistence With
Dabigatran than with Warfarin
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1

With 30-day

medication ga
0.75 gap

Persistence Probability
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0.25 - Bl T m——
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0 90 180 270 360 450
Time to Discontinuation (Days)
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Stroke Risk=High Treatment=Dabigatran| Zalesak et al

= = =Stroke Risk=High Treatment=Warfarin

— = —Stroke Risk=Low Treatment=Dabigatran

—— =Stroke Risk=Low Treatment=Warfarin

Circ Cardiovasc
Qual Outcomes.
2013



Prescribing patterns of novel oral anticoagulants following
regulatory approval for atrial fibrillation in Ontario, Canada:
a population-based descriptive analysis
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Xu J. CMAJ Open 2013




Conclusioni

1. Prescrizione NOA: Discrepanze tra evidenze cliniche
(e Linee Guida Europee) e criteri di rimborsabilita
(AIFA)

2. Con tutti I limiti dei registri (non randomizzati) | dati
finora disponibili ‘nel mondo reale’ suggeriscono

[rispetto al warfarin]:

1. Riduzione ictus emorragico

2. Riduzione mortalita totale ed infarto miocardico

3. Migliore aderenza al trattamento

4. Confermata ‘safety’ in termini di rischio
emorragico
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RE-LY, ROCKET AF, ARISTOTLE, ENGAGE-AF
Risultati Principali (rispetto al warfarin)

Edoxaban
30 mg

Edoxaban
60 mg

Dabigatran Rivaroxaban Apixaban

150 mg

Dabigatran
110 mg

Effetto su

major end-
points

End-point primario:
Non-inferiorita

Dimostrata

Dimostrata

Dimostrata

imostrata

D

imostrata

End-point primario:
Superiorita

Dimostrata
(Intention-to-
treat)

(Dimostrata)
(In-treatment
population)

Dimostrata
(Intention-
to-treat)

(Dimostrata)

population)

(In-treatment

Riduzione ictus
emorragico

Dimostrata

Dimostrata

Dimostrata

imostrata

Dimostrata

D

imostrata

Riduzione ictus
ischemico

Dimostrata

Riduzione mortalita
totale

(Dimostrata)
HR 0.88 [0.77-
1.00; p=0.051]

Dimostrata
HR 0.89
[0.90-0.998];
p=0.047

Dimostrata
HR 0.87
[0.79-0.96;
P=0.006]

Riduzione emorragie
maggiori

Dimostrata

Dimostrata

Dimostrata

imostrata

Riduzione emorragie
intra-craniche

Dimostrata

Dimostrata

Dimostrata

imostrata

Dimostrata

D

imostrata

Riduzione emorragie
fatali

Dimostrata

Dimostrata

Dimostrata

imostrata

Dimostrata




CHADS? CHA2DS2VASCc

Congestive Heart Failure/LV dysfunction
Hypertension (or treated hypertension)
Age 2 /5 years
Diabetes
Prior stroke or TIA
Vascular Disease

(Prior MI, PAD, aortic plaque)

Age 65-74
Sex category (female sex)

. Rate of stroke/thromboembolism
(x 100 patients per year) in pts

it ClrlaPisreeeie = 0 Among patients with CHADS 2 =0,

2.69 the rate of stroke/thromboembolism
IS 0.84%, 1.75%, 2.69% and 3.20%
per year if CHA 2DS2VAsc score is
0, 1, 2 or 3, respectively
CHAZDlSZVASC sczzore Olesen JB et al. Thromb Haemost 2012;107:1172-9




