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Qual e la Migliore Trapia Antitrombotica
nel Paziente con FA e SCA ?

1. Warfarin + ASA + CLO
2. Warfarin + CLO
3.ASA + CLO

4. Chiedo al Primario |



Fibrillazione Atriale e Coronaropatia

La fibrillazione atriale e presente fino al:

12.5 % del pazientl con stable CAD

Goto S et al, on behalf of the REACH Registry Investigators.
Am Heart J 2008;156:855-863.

10 % del pazienti con SCA

Al Khdair D et al, on behalf of the GRACE/GRACE2 and CANRACE Registry Investigators.
Can J Cardiol 2012;28:443-9.



MANTRA  Caratteristiche basali

6.394 pazienti arruolat

2.858 (44.79%) [ 3.536 (55.3%)
STEMI/BBS NSTE-SCA

IMANTIRA



MANTRA

Caratteristiche della popolazione

Pazienti STEMI/BBS
n. 2858

Pazienti NSTE-SCA
n. 3536

Femmine, %

26.8

31.9

Eta 275aa, %

26.6

‘ 35.2

Eta, anni, mediana
[25%-75%]

65
[55-75]

=) o

BMI
<25, %
26-30, %
>30, %

38.5
44.5
17.0

37.0
46.4
16.6

BMI, mediana [25-75]

26 [24-29]

27 [24-29]

Fumo
Attuale, %
Ex fumatore, %
Non fumatore, %

(n. 2731)
42.1
20.5
37.4

(n. 3317)
29.7
26.7
43.6

Dislipidemia, %

42.3 (n. 2607)

49.0 (n. 3221)

Diabete, %

21.6

30.8

Ipertensione, %

58.3 (n. 2807)

70.2 (n. 3479)

Familiarita, %

26.6 (n. 2628)

23.9 (n. 3232)




MANTRA ECG all’ingresso

Totale
6.394 pz

1,9%\ 91.6%0
1,1% — Sinusale

STEMI/BBS (2858 pz) LAgavAiltlitEl Pacemaker \lifel NSTE-SCA (3536 pz)

02.99% 1’2%\
Sinusale
1.7% |

90,5%0
pP<.0001 Sinusale

AR



CARDIOLOGY *

The Task Force on Myocardial Revascularization of the Europea'n
Society of Cardiology (ESC) and the European Association for
Cardio-Thoracic Surgery (EACTS)

(b) Recommended duration of dual antiplatelet therapy

After percutaneous coronary intervention

e 1 month after BMS implantation in stable angin.:fl;‘:’i:"f’g‘94

60,94

e 6—12 months after DES implantation in all patients;

e 1 year in all patients after ACS, irrespective of revascularization

strategy.

ESC Guideline :2014




Algoritmo di trattamento del paziente
con fibrillazione atriale

Fibrillazione Atriale
“...peripazienti con fibrillazione

i . : FA* Valvolare
atriale che hanno uno o piu fattori _
di rischio per ictus si raccomanda . No (cioé non valvolare)
una ad eguata terapia di <65 anni e FA isolata (donne incluse)
prevenzione dell’ictus, che

2] 5| : Valutazione rischio ictus
essenzialmente e la terapia con un CHA,DS,-VASC score

anticoagulante orale, sia la terapia
con AVK ben controllato (INR 2+3
con un’alta percentuale di TTR,
almeno il 70%) sia con uno dei
NOA.”

Valutazione rischio emorragico
(HAS-BLED score)
| NAO* rappresentano la migliore Considerare il valore per singolo

paziente e le sue preferenze

opzione terapeutica.
Nessuna terapia
antitrombotica




AF AND ORAL
ANTICOAGULATION (OAC)

Risk factor Score

Corgvorerc bt apinsin |1
o1
T B

e IR
e IR
ooy (o) |
Pz 7

about 90% of AF
patients

Camm AJ et al. Eur Heart J 2010;31:2369-429

The CHA,DS,-VASC
SCcore

categor CHA DS,-VASc | Recommenden
gory score antithrombotic the

One ‘major’ risk

factor or >2 clinically

relevant non-major’
k factors

Either OAC? or
aspirin 75325 pg daily.
LA rather
aspirin.

s|inically relevant

Either aspirin 75—

325 mg daily or no
antithrombotic therapy.
Preferred: no
antithrombotic therapy
rather than aspirin.

Mo risk factors




FOLLOWING PCIl + STENT
In patients with AF

OAC

+

1 antiplatelet agent 2 antiplatelet agents

(ASA or clopidogrel) (ASA and clopidogrel)



The Management of Patients on Oral Anticoagulation Undergoing Coronary

Stent Implantation: A Survey among Interventional Cardiologists from Eight
European Countries

ANDREA RUBBOLI, M.D., F.E.S.C.%, WILLEM DEWILDE, M.D.?, KURT HUBER, M.D., F.E.S.C., FA.C.C3,
ERIC EECKHOUT, M.D., F.E.S.C.4, ISTVAN HERZFELD, M.D.5, JOSE’ VALENCIA, M.D.6, STEPHAN WINDECKER, M.D.,
F.E.S.C.7, K.E. JUHANI AIRAKSINEN, M.D., FE.S.C.8, and GREGORY Y. H. LIP, M.D., FE.S.C., FA.C.C.°

TT (OAC + ASA + clopidogrel)
M OAC + clopidogrel

OAC + ASA
i DAPT (ASA + clopidogrel)

Rubboli A et al. J Interv Cardiol 2011




Antithrombotic therapy in patients treated with oral anticoagulation
undergoing coronary artery stenting. An expert consensus document
with focus on atrial fibrillation

ANDREA RUBBOLIY, JONATHAN L. HALPERIN?, K.E. JUHANI AIRAKSINENS3, MICHAEL BUERKE*, ERIC EECKHOUT?®, SAUL B.
FREEDMAN®, ANTHONY H. GERSHLICK?, AXEL SCHLITT#, HUNG-FAT TSE®, FREEK W.A. VERHEUGT?® & GREGORY Y.H. LIP10

1. Orford JL et al. Am J Cardiol (2004) Trip|e Therapy

2. Mattichak SL et al. J Interven Cardiol (2005) (OAC+ASA+thienopyridine) —
3. Khurram Z et al. J Invasive Cardiol (2006)

P N = ——e less stroke &

5. Lip GYH & Karpha M. Chest (2006) maore (m ajor) bleeding
6. Karjalainen PP et al. Eur Heart J (2007) (increasing as treatment

7. DeEugenio D et al. Pharmacotherapy (2007)

8. Rubboli A et al. Coron Artery Dis (2007) prolongs)

0. Nguyen MC et al. Eur Heart J (2007)

10. Wang TY et al. Am Heart J (2008)

11. Ruiz-Nodar JM et al. J Am Coll Cardiol (2008)

12. RogackaR et al.J Am Coll Cardiol Intv (2008) Rubboli A et al. Ann Med 2008:40:428-36




The WOEST Trial
What Is the Optimal antiplatElet and
anticoagulant therapy In patients with oral
anticoagulation and coronary StenTing

Aim of the study

To test the hypothesis that in patients on OAC undergoing
PCI, clopidogrel alone is superior to the combination aspirin
and clopidogrel with respect to bleeding but is not increasing

thrombotic risk in a multicentre two-country study
(The Netherlands and Belgium)

ESC Congress 2012 Hot Line



The WOEST trial: Study Design

573 pazienti: dual terapy 284 pts.  Triple terapy 289 pts.

1:1 Randomisation:
Dual therapy group:

Triple therapy group

OAC + 75mg Clopidogrel qd

OAC + 75mg Clopidogrel qd + 80mg Aspirin qd

1 month minimum after BMS
1 year after DES

Follow up: 1 year

1 month minimum after BMS
1 year after DES

Primary Endpoint: The occurence of all bleeding events (TIMI criteria)

Secondary Endpoints:

- Combination of stroke, death, myocardial infarction, stent thrombosis and
target vessel revascularisation

- All individual components of primary and secondary endpoints

ESC Congress 2012 Hot Line



The WOEST trial: Primary Endpoint

— Triple therapy group
= Double therapy group

RRR - 64 %

umulative incidence of bleeding

.
-

(

30 60 90 120

284 210 194 186 181
279 253 244 241 241

ESC Congress 2012 Hot Line



The WOEST trial: Secondary Endpoint

H Double
therapy group

M Triple therapy
group

TVR Stroke

ESC Congress 2012 Hot Line



The WOEST trial: Implication

A strategy of oral anticoagulants plus
clopidogrel, but without aspirin could be
applied in this group of high-risk
patients on OAC when undergoing PCI

ESC Congress 2012 Hot Line



SCENARI CLINICI COMPLESSI IN PAZIENTI
CORONAROPATICI SOTTOPOSTI A PCI :

Il Paziente con FA in TAO

Che cosa e utile fare
nella pratica clinica
guotidiana ?



Action # 1. Bleeding Risk Stratification

The HAS-BLED score

Hypertension

Abnormal remal and liver
function (1 point each)

Stroke

Labhile INRs

Elderly (e.g. age =65 years)

Dirugs or alcohol (I point each)

A
N T —
e
o
—

Maximum 9 points

... whereby a SCOI'€ of 2 3_indicates ‘high risk’, and some caution and

regular review of the patient is needed following the initiation of antithrombotic

therapy, ...
Camm AJ et al. Eur Heart J 2010;31:2369-429



Euwropean Heart Jownal Advance Sccess published August 25, 2014

@ Erwr = pecars Fazar= |z oma CLURRENT OQPIMIC M
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Management of antthrombotic therapy in atrial

fibrnillation patients presenting with acute coronary
syndrome and/or undergoing percutaneous

coronary or valve interventions: a joint consensus
document of the BEuropean Society of Cardiology
wWorking Group on Thrombosis, European Heart
Rhythm Association (EHRA), European

Association of Percutaneous Cardiovascular
Interventions (EAPCI) and European Association
of Acute Cardiac Care (ACCA) endorsed by the
Heart Rhythm Society (HRS) and Asia-Pacific
Heart Rhythm Society (APHRS)

Task Force Members: Gregory Y. H. Lip® (WE, Chairrman], Stephan YWindecler
(Swricezerland) ., Furt Huber {(Susceial!, Paulus Kirchhof (WE)Y, Francisoos Marin (Spain],
JurriEn M. Ten Berg (Metherlands]), K arl Georg Hasusler (Germany ), Giuseppe Boriani
[ lealy]), Dravide Capodanmne (1taly), Martine Gilard (France), e Zeyrmer (Geaermmanmg ],
Dreird re Lame (LK, Patient Represematvwe ).

Crocurment Reviewears: Robert F. Storey [(Review Co-ordinaor), Hector Bueno,
Jeamn-Phill ppe Collet, Laurent Fauchier, Sprun Halvwrsen, Maddalena Lettinao,

Joao Morais, Christian Musllee, Tatjlana S, Potpara, Lars Hwilsted Rasmussen,

SApd rea Rubboll, Juan Tamargo, Marco YWalgimigli, and Jose L. Zamoranos




Strategia AntiTrombotica dopo STENT
Rischio Emorragico

: OAC + ASA + CLO OAC + ASA + CLO
Stroke risk per 1 mese ( max 6 mesi) alternativa per 6 mesi

moderato OAC + CLO (ASA) ASA + OAC + CLO (ASA)

CHA:DS:-VASC per 12 mesi CLO per 12 mesi
0-1 OAC per 12 OAC
> 12 mesi mesi > 12 mesi

OAC + ASA + CLO OAC + ASA + CLO
Stroke risk alto per 1 mese ( max 6 mesi) alternativa per 6 mesi
OAC + CLO (ASA) OAC + OAC + CLO (ASA)
CHAZ2DS2-VASC per 12 mesi CLO per 12 mesi
22 OAC per 1 mese OAC
> 12 mesi > 12 mesi

Modificato da: Management of antithrombotic therapy in atrial fibrillation patients presenting with acute coronary
syndrome and/or undergoing percutaneous coronary or valve intervention. European Heart Journal 2014;eurheartj.ehu298




Strategia AntiTrombotica dopo STENT
Alto (HAS-BLED 2 3)

OAC + ASA + CLO
per 1 mese

alternativa _
ASA + CLO OAC + CLO (ASA) alternativa

CHA:DS:-VASC OAC oer 12 mesi per 12 mesi OAC + CLO
> 12 mesi OAC per 1 mese

0-1 > 12 mesi

Stroke risk OAC + CLO
moderato per 12 mesi

OAC + ASA + CLO OAC + ASA + CLO

Stroke risk alto per 1 mese per 1 mese
) OAC + CLO (ASA) OAC + CLO (ASA) alternativa
CHA2DS2-VASC per 12 mesi per 12 mesi OAC + CLO
22 OAC OAC per 1 mese
> 12 mesi > 12 mesi

Modificato da: Management of antithrombotic therapy in atrial fibrillation patients presenting with acute coronary
syndrome and/or undergoing percutaneous coronary or valve intervention. European Heart Journal 2014;eurheartj.ehu298




Action # 2: radial approach in cath lab




Action # 3: Short Duration of Triple Therapy

Class LOE

d DES to be avoided, or strictly limited lla C

to those clinical and/or anatomical
situations (long lesions, small vessels,
diabetes, etc.) where significant benefit

over BMS Is expected

Lip GYH et al. Thromb & Haemost 2010;103:13-28



Action # 4. Lower Target INR

I...._I ¥

== Dual therapy (n=102) T
= [riple therapy (INR: 2.0-2.5) (n=81)

™
2
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i
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@
-
@
o
=
o
@
O
o

= = = [riple therapy (INR = 2.5) (n=21)

| | I | I
200 300 450

Days

T Log Rank, p<0.0001 vs dual therapy
1 Log Rank, p<0.0001 vs triple therapy (INR: 2.0-2.5) Rossini R et al. Am J Cardiol 2008;102:1618-23




Action # 5: Gastric Protection

Class LOE

Q throughout TT, gastric lla  C

protection with either PPIs,
H,-receptor antagonists or

antacids, Is recommended

Lip GYH et al. Thromb & Haemost 2010;103:13-28



PIONEER AF - PCI: Study Design

Open label, randomized, controlled, multi-center study exploring
two treatment strategies of rivaroxaban and a dose adjusted oral
VKA treatment strategy in patients with AF who undergo PCI

4 I

Rivaroxaban 15 mg OD*#+ clopidogrel
)
Study population: Rivaroxaban 2.5 mg BIDS Rivaroxaban 15 mg OD*
patients with PCI (with +DAPT + low dose ASA
paroxysmal, stent R I
. placement) .
persistent or Intended DAPT duration
permanent AESL ) Of 1,6 or 12 months
m VKA (target INR 2-3)8 | VKA + low dose ASA
K j +DAPT
*: reduced to 10 mg OD in patients with CrCl 30-50 ml/min End of
#: first dose administered 72-96 h after sheath removal treatment
8: first dose administered 12-72 h after sheath removal (12 months)

Clinicaltrials.gov: NCT01830543



PIONEER AF - PCI: Endpoints

Primary endpoints:

Composite of TIMI major bleeding, minor bleeding and
bleeding requiring medical attention (known collectively as
clinically significant bleeding at 12 months

Secondary endpoints:

Separate components of the primary endpoint

Composite of adverse CV events (cardiovascular death, Ml,
stroke) at the end of the prespecified duration of DAPT and at
month 12

Stent thrombosis

Anticipated timelines: first patient visit: Apr 2014
last patient visit: Q2 2015

Clinicaltrials.gov: NCT01830543



MARIA, 76 a: STROKE, BPCO, IRC




Dopo quanto tempo si puo Iniziare la
terapia OAC In paziente con
FA e STROKE recente 7

1. Dopo una settimana
2. Dopo 15 giorni
3. Dopo 1 mese

4. Chiedo al Primario |



Stroke In Italia

Incidenza

200.000 NUQOVI CASI PER ANNO
* 80 % NUOVI EPISODI
e 20 % RECIDIVE

Terza causa di morte

Prevalenza

6,5 % fascia d’eta 65-84 anni
e 7.4 % uomini
*599% donne

Istituto Superiore di Sanita : Progetto Cuore



Classification of Stroke

oTHER 5 % HAEMORRHAGIC

12 %

CRYPTOGENIC

30 %

CARDIAC
EMBOLISM ATHEROSCLEROTIC
20 0/0 CEREBROVASCULAR
DISEASE
ISCAHEMIC 20 %
STROKE SMALL WESSEL DISEASE

“ LACUNES”

2 5 % Kolominsky P.L. — Stroke 2001 32:27 35-2740



European Heart Rhythm association guidelines
of the use of NAO in patient of non-valvular AF

Non ci sono studi clinici riguardo laripresa

dell’anticoagulazione dopo STROKE

Regoladel 1-3-6-12 giorni

TIA - |1 giorno

Piccolo e non disabilitante stroke = |3 giorni

Moderato stroke = |6 giorni

Esteso stroke coinvolgente gran parte

del territorio dell’arteria 2 |12 — 20 giorni
Eur Heart ] 2013;34(27):2094-106




Quale

nel Paziente con
FA e STROKE recente ?



Stroke or Systemic Embolism
NOACs Vs VKA in AF

1,2
1,1 T
- 1
Oop9
X 0,8
W 0,7
206
% 82 RRR
| 21%
8’3 RRR RRR RRR P: <0.001 for NI
0:1 34% 10% (NI) 21% (NI) P: 0.01 for Sup
0
Dabigatran Dabigatran Rivaroxaban Apixaban
150 mg b.i.d. 110 mg b.i.d. 20 mg g.d. 5mg b.i.d.
De Caterina R, Husted S, Wallentin L et al. JACC Vol. 59, No. 16, 2012

April 17, 2012:1413-25



Major Bleedings
NOACs Vs VKA In AF

1,2
1,1
= 1
O o9
3~ 0,8
0 0,7 E
206
Y 05
T 0,4
0,3 RRR RRR HR RRR
0,2 7% (NS) 20% 1.04 31%
0,1
0
Dabigatran Dabigatran Rivaroxaban Apixaban
150 mg b.i.d. 110 mg b.i.d. 20 mg q.d. 5mg b.i.d.
De Caterina R, Husted S, Wallentin L et al. JACC Vol. 59, No. 16, 2012

April 17, 2012:1413-25



APIXABAN : I'unico NAO con la Triplice Superiorita

SUPERIORE SUPERIORE SUPERIORE
nella prevenzione nellariduzione dei nellariduzione della
dell’ictus/embolia sistemica  sanguinamenti maggiori mortalita per tutte le cause
- 21 % RRR - 31 % RRR - 11 % RRR
p=0.01 p<0.001 p=0.047
o) prm— —_— S
c
S 4 -
o 3.94 %
-3 669/9081 | 3.52 %
c 3.09 % 603/9120
% , 462/9052
= 2.13 %
o 1.60 % 327/9088
74 I 265/90s81 | 1.27 %
© 212/9120
|_
O i . - - .
Endpoint primario di Endpoint primario di Principali endpoint
efficacia sicurezza secondari
» 18.201 Pazienti B Apixaban

» Apixaban 5 bid Vs. Warfarin

B Warfarin (target INR 2.0-3.0)
» Durata mediana del follow-up 1.8 anni

Granger et al. N Engl J Med 2011;365:981-92.



Stroke

=3 e DT QTN
Mmee guica S1 ROKI=

/__J
J J (;J

e

riaN American American

Heart | Stroke
Association Association -

Guidelines for the Prevention of Stroke in Patients With Stroke and Transient Ischemic
Attack: A Guideline forr Healthcare Professionals From the American Heart
Association/American Stroke Association
Walter N. Kernan. Bruce Ovbiagele. Henry R. Black. Dawn M. Bravata. Marc 1. Chimowitz.
Michael D. Ezekowitz. Margaret C. Fang. Marc Fisher. Karen L. Furie. Donald V. Heck. S.
Claiborne (Clay) Johnston. Scott E. Kasner. Steven J. Kittner. Pamela H. Mitchell, Michael W.
Rich. DeJuran Richardson. Lee H. Schwamm and John A. Wilson

Linee guida per la prevenzione di stroke in
pazienti che hanno avuto gia uno stroke o un
attacco ischemico transitorio (TIA)
(PREVENZIONE SECONDARIA)

Kernan WN et al Stroke 2014



Raccomandazioni FA e STROKE

Classe Livello di Indicazione

evidenza

Prevenzione dello stroke ricorrente
VKA I A in pazienti con NVAF sia
parossistica, sia permanente.

Prevenzione dello stroke ricorrente
APIXABAN I A in pazienti con NVAF sia
parossistica, sia permanente

Prevenzione dello stroke ricorrente
DABIGATRAN I B In pazienti con NVAF sia
parossistica, sia permanente

La scelta dell’ agente antitrombotico deve essere individualizzata sulla base dei fattori di rischio,
costi, tollerabilita, preferenza del paziente, potenziali interazioni farmacologiche e altre
caratteristiche cliniche incluse la funzione renale e il TTR se il paziente era gia in terapia con AVK

Kernan WN et al Stroke 2014



Raccomandazioni FA e STROKE

Classe Livello di Indicazione
evidenza

L'uso di
RIVAROXABAN A B Rivaroxaban e
ragionevole per
la prevenzione
degli stroke
ricorrenti in
pazienti con
FANV

Kernan WN et al Stroke 2014
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