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Stent e doppla antiaggregazione :
da oltre 10 anni
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Stent coronarici :
duplice terapia antiaggregante

e Aspirina

e Tienopiridina ( ticlopidina - clopidogrel )

Razionale

1l doppio trattamento antiaggregante e
Indispensabile per la necessita di contrastare
|’attivazione piastrinica provocata da:

e danno endoteliale (trauma vasale)

e presenza di corpo estraneo ( maglie dello stent)



Obiettivo della duplice terapia
antiaggregante

Evitare la trombosi dello stent

nella fase iniziale in cui non Si e ancora
completata I’endotelizzazione



Nonostante I'uso consolidato, recentemente
sono emersi diversi problemi

La trombosi degli stent continua a
verificarsi : — 0.6 26 Zanno

Problemi attuali : dosi, durata del
trattamento, resistenza, misurazione
dell’attivita antiaggregante

Una parte delle indicazioni in uso e basata
su documenti di consenso In assenza di
chiare evidenze cliniche




Principali aspetti controversi

edose ASA ed interazione con altri FANS

e Clopidogrel: durata del trattamento e
prevenzione della sospensione precoce

e Stent medicati: trombosi tardiva




ACC/AHA/SCAIL Practice Guideline

ACC/AHA/MSCAL 2005 Guideline Update for Percutaneous
Coronary Intervention—Summary Article
A Report of the American College of Cardiolgy/American Heart Association

Taek Force on Praclice Guidelines (ACC/AHASCAT Writing Comanittee o
Update the 261 Guidelines for Percutaneous Coronary  Intervention)

Aspirin dose : load

Class |

1. Patients already taking daily chronic aspirin therapy A daily dose of 75 mg of aspirin has been shown fo result

should take 75 to 325 mg of aspirin before the PCI in improved cardiovascular outcomes similar to dailx doses
procedure is performed. (Level of Evidence: A) of 325 mg_but with fewer bleeding complications (67-69).

2. Patients not alreadz taking daily chronic aspirin therapy  Higher doses of aspirin are recommended for patients not
should be given 300 to 325 mg of aspirin at least 2 hours  already taking aspirin therapy immediately before PCI

and preferably 24 hours before the PCl procedure is procedures.

performed. (Level of Evidence: C)

Circulation - January 3/10, 2006



ACC/AHA/SCALI Practice Guideline

ACC/AHA/SCAL 2005 Guideline Update for Percutaneous

Coronary Intervention—Summary Article
A Report of the American College of Cardiokgy/American Heart Association
Task Force on Practice Guidelines ( ACC/AHA/SCAT Writing Commities in
Update the 2001 Guidelines for PFercutaneows Coronary Intervention)

Aspirin dose : stent

3. After the PCI procedure, in patients with neither aspirin
resistance, allergy, nor increased risk of bleeding, aspirin
325 mg daily should be given for at least 1 month after
bare-metal stent implantation, 3 months after

sirolimus-eluting stent implantation, and & months after
paclitaxel-eluting stent implantation, after which daily
chronic aspirin use should be continued indefinitely at a
dose of 75 to 162 mq. (Level of Evidence: B)

Circulation - January 3/10, 2006



ESC GUIDELINES

European Heart Journal (2005) 26, 804-847
doi:10.1093 feurheartj /ehi138

ESC Guidelines

Guidelines for Percutaneous Coronary Interventions

The Task Force for Percutaneous Coronary Interventions
of the European Society of Cardiology

ESC PCI Gurdelines: / Sigrriiniel Silozr 2tz I @ ‘

European Heart Journal - March 15, 2005



Adjunctive Medications for PCI: (1)
Acetylsalicylic Acid (ASA), Ticlopidine and Clopidegrel

» The “double” antiplatelet therapy with ASA and clopidogrel is
standard for the pre-treatment of patients with stable CAD
undergoing PCIl = with or without planned stent implantation.

After implantation of a bare metal stent, clopidogrel must be
continued for 3-4 weeks and ASA life-long.

In patients presenting with NSTE-ACS, ASA and, if clinically
justifiable, immediate administration of clopidogrel, is the
basic standard antiplatelet regimen.

After the acute phase, the continuation of 100 mg/d ASA +
clopidogrel 75mg/d over 9-12 months is beneficial.

ESC PCI Guidelines: Adjunctive / Sicjeeiiric] Silozr 2i 2. 62 I @ ‘




What dose of aspirin Is best ?

e Currently available doses of ASA used
IN CV disease have no basis In their
antiplatelet efficacy

e \While there are no clinical data
supporting increased efficacy with
daily ASA doses = 75 mgq, there are
suggestive data of increased harm

Steven Steinhubl at ACC 2007
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E’ sufficiente un’ uguale dose di ASA per questi due adulti ?



Oasis — 7
on going

e ~ 13 000 ACS pts (NSTEMI) planned for early
PCI within 24 h

e ASA : low dose, 7/5-100, vs high dose, 325 mg

e Clopidogrel : low dose, 300, vs high dose, 600 mg




AHA Scientific Statement

Use of Nonsteroidal Antlinflammatory Drugs

An Update for Clinicians
A Scienfific Statement From the American Heart Association

Ellicti ®. Antman, M. FAHA; JToel 5. Bennet, MTx Alan Deogherty. FhD, FAHA:
Cun Furberg, MO, PR, FAHA; Haold Bobens, MO, FAHA; Eahrm A Taoberi, FhD, FAHA

Interazione ASA — altri FANS

Ridotta azione dell’ASA per competizione
sfavorevole rispetto ad altri FANS sulla inibizione
delle ciclossigenasi COX1 :

aumentato rischio trombotico

Circulation March 27, 2007 published online February 26, 2007, in Circulation



Meccanismo di azione

ASA & altri FANS

|

Nonspecific
NSAIDs/ASA

SESy
[ coxibs X cox2
| |

Vasoconstrictor Vasodilator
Promotes platelet aggregation Inhibitor of platelet aggregation

¥

Hemostasis Thrombosis

Bates, E. R. et al. Circulation 2005:111:e267-e271

American Heart

Associations

Copyright ©2005 American Heart Association



Competizione di ASA e ibuprofene
su COX- 1 |astr|n|ca

Platelet cyclooxygenase-1 ! With aspirin

Catalytic site

Serine residue
at position 529

|
t

With ibuprofen and aspirin /

TN _Ibuprofen

Channel of
access

Platelet

av oy ? v
- - -
Aspirin- G e

Bates, E. R. et al. Circulation 2005;111:€267-e271 Xttt
. .
C erUIathn Copyright © 2001 Massachusetts Medical Society. All rights reserved. Associations

Copyright ©2005 American Heart Association
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Composite cardiovascular outcomes in the ibuprofen
substudy of high-risk patients
TARGET study

Composite

cardiovascular outcomes* Lumiracoxib lbuprofen p

No aspirin (%) 0.92 0.80 NS
Low-dose aspirin (%) [0.25 2.14 0.03]
Overall (%) 0.56 1.61 0.05

*Composite end point includes nonfatal and silent MI, stroke, and
cardiovascular death

"We think that ibuprofen should be avoided in high-risk cardiovascular
patients. Secondly, we think all NSAIDs should be given at their lowest
dose and at the least frequency."

Farkouh ME et al. Ann Rheum Dis 2007;
published online before print April 5, 2007



NSAIDs

Salicylic Acid  |§ Par-aminophenol Indol Heteroaryl M Arpropionic | Anthvanilc Enolc Alianones [ iaryheterocycles

Dervatives derivatives and Indene Acetic Acids Acids Acids Acids (COK2 Selectve
Acefic Acids (Fenamates| Inhibitrs)

ASA Aceta- Indomethacin Tolmetin  Ibuprofen Mefenamic  Oxicams Nabumetone Rofecoxib

Sulfa- REUERI Sulindac  Diclofenac  Naproxen e Gl e i Celecoxib
il Etodolac  Ketorolac  Fluriprofen Meclgﬁzamlc il Valdecoxib
Ketoprofen Pyrazolidinediones Parecoxib
Fenoprofen (phenylbutazone, Etoricoxib
Oxaprozin Oxyphenthatrazone) Lumaricoxib

Antman, E. M. et al. Circulation 2007;115:1634-1642

American Heart

Associations

Copyright ©2007 American Heart Association



Black box warning for NSAIDs

Diclofenac sodium enteric-coated
Tablets of 25 mg, 50 mg, and 75 mg
Rx only

Prescribing information

Cardiovascular Risk

NSAIDs may cause an increased risk of serious cardiovascular thrombotic
events, myocardial infarction, and stroke, which can be fatal. This risk may
increase with duration of use. Patients with cardiovascular disease or risk
factors for cardiovascular disease may be at greater risk. (See WARNINGS.)

Voltaren™ (diclofenac sodium enteric-coated tablets) is contraindicated for
the treatment of perioperative pain in the setting of coronary artery bypass
graft (CABGQG) surgery (see WARNINGS).

Gastrointestinal Risk

NSAIDs cause an increased risk of serious gastrointestinal adverse events
including inflammation, bleeding, ulceration, and perforation of the stomach
or intestines, which can be fatal. These events can occur at any time during
use and without warning symptoms. Elderly patients are at greater risk for
serious gastrointestinal events (See WARNINGS).

Antman, E. M. et al. Circulation 2007;115:1634-1642
erican Heart

C irCUIatiOn Associations

Copyright ©2007 American Heart Association
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Stepped Care Approach to Pharmacologic | herapy ror
Musculoskeletal Symptoms With Known Cardiovascular
Disease or Risk Factors for Ischemic Heart Disease

- Acetaminophen, ASA, tramadol,
narcotic analgesics (short term)

- Nonacetylated salicylates

« Non COX-2 selective NSAIDs

Select patients | A « NSAIDs with some

at low risk of

thrombotic events COX-2 activity

' * Regular monitoring for

y

1 " sustained hypertension
Prescrtibe lowest dose N & (or worsening of prior blood

. X pressure control), edema,
requ"ed to control symptoms worsening renal function, or

gastrointestinal bleeding

Add ASA 81 mg and PPl to \. - If these occur, consider

; A reduction of the dose or
patients at increased risk of Ay discontinuation of the offending

thrombotic events * A drug, a different drug, or
4 alternative therapeutic

* Addition of ASA may not be sufficient . 4 modalities, as dictated by clinical
protection against thrombotic events w circumstances

Antman, E. M. et al. Circulation 2007;115:1634-1642
American Heart

Circulation March 27, 2007 Association.

Copyright ©2007 American Heart Association

F eavm and Tive.



Interazioni ASA — altri FANS

e Evitare la somministrazione contemporanea di
Iouprofene ( es. Brufen )

e Preferire paracetamolo o naproxene (es. Naprosyn)
e Brevi periodi di trattamento a basse dosi
e Controindicazione per | COX 2 selettivi (EMEA, AIFA)

E’ In corso lo studio Precision ( 20 000 pts ) per valutare
I'interazione tra ASA e FANS In pts con coronaropatia



Tienopiridine

Meccanismo di azione:

blocco del recettore piastrinico dell’ADP (P2Y12)

e | generazione : ticlopidina (ridotto profilo di sicurezza)
e II" generazione : clopidogrel (attuale standard)

e lII" generazione : inibitori sperimentali del recettore P2Y,,
- prasugrel (Triton TIMI 38) ~ 14 000 pts

- cangrelor iv (Champion PCI)

- AZD6140 (Plato) ~ 18 000 pts



ACC/AHA/SCAIL Practice Guideline

ACC/AHAMSCAL 2005 Guideline Update for Percutaneous
Coronary Intervention—Summary Article
A Report of the American College of Cardiokgy/American Heart Association
Task Force on Practice Guidelines (ACC/AHAMSCAT Wrriting, Comimittee o
Update the 2080 Guidelines for Percutaneos Coronary Intervention)

Clopidogrel

4. A loading dose of clopidogrel should be administered before PCI is
performed. (Level of Evidence: A) An oral loading dose of 300 mg,

administered at least 6 _hours before the procedure, has the best
established evidence of efficacy. ([Level of Evidence: B)

9. In patients who have undergone PCI, clopidogrel 75 mg daily should
be given for at least 1 month after bare-metal stent implantation (unless
the patient is at increased risk for bleeding; then it should be given for
a minimum of 2 weeks), 3 months after sirolimus stent implantation,
and 6 months after paclitaxel stent implantation, and ideally up to 12
months in patients who are not at high risk of bleeding. (Level of




Adjunctive Medications for PCI : (2)

Acetylsalicylic Acid (ASA). Ticlopidine and Clopidogrel

» ASA should be given i.v. to all patients with STEMI as soon
as possible after the diagnosis is established - if clinically
justifiable.

» With the concept of primary PCIl and primary stenting in
STEMI, clopidogrel will be additionally administered in these

patients, preferably with a loading dose of 600 mg.

» After drug-eluting stents clopidogrel should be administered in
addition to ASA for for 6-12 months to avoid late vessel
thrombosis.

ESC PCI Guidelines; Adjunctive Medicatiol Bsliedinlel Siloar ¢ =, 53




Table & Recommendations for clopidogrel as adjunctive medication for PCI
Indication Initiation and duration Classes of recommendations Randomized studies
and levels of evidence for levels Aor B

Pre-treatment of planned PCI Loading dose of 300 mg at least 6h 1C -

in stable CAD before PCl, ideally the day before
Pre-treatment for primary PCI Loading dose of 600 mg, immediately I1C =

in STEMI or immediate PCI after first medical contact, if

in NSTE-ACS or ad hoc PCI clinically justifiable

in stable CAD
After all bare metal 3-4 weeks I A CLASSICS

stent procedures TOFPPS

Bad Krozingen

After vascular brachytherapy 12 months IC -
After drug-eluting stents 6-12 months ' -
After NSTE-ACS Prolonged for 9-12 months IB CURE

ESC PCI GdeEfanS.'A(ﬁHHCﬁVE Medications / Sigjeritieicl Silozr 2t 21, &2} cunortan ‘

EAEC, G




Durata del trattamento:
fino alla completa endotelizzazione degli
stent ?

L ’endotelizzazione degli stent richiede un
tempo variabile:

e Stent tradizionali: almeno 30 gg

e Stent medicati : diversi mesi



Temporal sequence of re-endothelialization in
BMS and DES
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Luscher, T. F. et al. Circulation 2007;115:1051-1058
American Heart

C i[’C“lﬂtiOn Associations
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What is the Purpose of a Drug-eluting Stent?

To eliminate excess the neointimal

proliferation that occurs with bare metal
stents compared to balloon angioplasty

Restenosis 20-30%

{I!D CoLumBia UNIVERSITY CARD O a5 U LAR
M Mepical CENTER BEESEARCH FOUMDATTSHN



Pathology Findings - Sirolimus-Eluting Stents
from Different Coronary Arteries

in the Same Patient (delayed healing)

BMS 24 Months after Cypher 16 Months after
Deployment Deployment

CoLumBia UNIVERSITY - - = = - 5
El?_? B ) G. Guagliumi et al. Circulation 2003;107:1340 Tl PO AT

CARD Oy asi ULAR



Bare-Metal Stent

Problemi con gli stent /NS .

Artery wal

e Ristenosi :

Tallone d’Achille degli stent tradizionali:

Drug-Eluting Stent

__Partially endothelialized

e Trombosi tardiva :

Spada di Damocle degli stent medicati:




The DES Scale

!
/]
é »
Stent thrombosis ‘& Z

M|, Death, TLR

Reduced restenosis

COoLUMBIA UNIVERSITY . ' CARDIOVASCULAR
:i;’ Mepicar CENTER TCIT EHQH RESEARCH FOUNDATION ®



the

Heartbeat - WCC 2006

,.-Org
History of stents

Early 1990s: Bare-metal stents were first used

2003: Cgpher (sirolimus-eluting) stent introduced
in the U

2004: Taxus (paclitaxel) stent introduced

There are currently ~6 million people with drug-
eluting stents

Average costs:
* Drug-eluting stent: >$2000
e Bare-metal stent: $800



U.S. Penetration of DES

Source: JP Morgan

77.0%

percent

31.1%

2003 2004 2005 2006E 2007E

Cypher approved April 2003 and Taxus approved March 2004

CGLUMBIA. UNIVERSITY 1 CARDIOVASCULAR
AL Mepicar CENTER TCiT a! nﬂ RESEARCH FOUNDATIONE



Quota DES nazionale, europea
e nel nostro reparto

40%6——

San Martino
- nazionale

( Euro Heart Survey on PCIl: DES 41.5% ) EuroPCR 2006

6020
/ 52%0
3320
27%0
2020
O%0 | .

2004 2005 2006

Dati SICI-GISE




BASKET LATE Trial:

Late Events (7 to 18 months)
Presented at ACC March 2006

primary composite endpoint: 746 pts - J‘rJ‘orJ;fa_'t‘aI Vilwvas
nonfatal Ml/cardiac death (%) nigleErinithe DES
0=0.04 Jrouprcompared
5.0 | | WIS EREIVIS
4.1 ¥DES JIOUPNZ: 1% Vs,
4.0 - BMS 11.5Y0;, P=0.04).
)
5307 Also), cal
5 L tiended
< 2.0 1 13 1.'2 the DES
than 1n:t
-0 l group (1.2%
0.0 0-0 0%, p=0.09).
MI Cardiac Death

Pfisterer M. J Am Coll Cardiol ; Dec 19, 2006
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stents—tiny, wire-mesh tubes that have
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field dominated by Boston Scientific
Corp. and Johnsen & JOnnsomn,
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...the debate over the

safety of drug-coated
stents could signal turmoil
in the booming industry.
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THE WALL STI Concerns Prompt Some Hospitals
. To Pare Use of Drug-Coated Stents
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its. Thee idea i fo prevent & fulure heart
nttack wnd Evold more NSy henrt-oypass
gurgery., Millions of heart patieats have
recelved stents since they won federal
Rpproval in e erly 1S,

But stents can trigger the growth of
gear tigsue that gradually narrows the
artery again, & condition called restens
fif. This rarely leads o dealhs from
heart attacks, but can affect n patient’s
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ralled “revascularization
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Incidence of Serious Adverse
Events (Death or Mi)

All randomized studies up to latest available follow-up

10.0 -
9.0 - A+ 2.4%

8.0 p=0.03

7.0 6.3 A+ 0.3%
6.0 -
5.0 4
4.0 -
3.0
2.0 -
1.0 -
0.0

p=0.68

2.3 2.6

n=1675 né a5

PES
Control (BMS) ' DES

Rate of death or Q-MI (%)

Camenzind E, ESC 2006, Oral Presentation #992

CARDIOVASCULAR

Corumpia UNTVERSITY AP—
TCIT Eﬂ_;ﬂl GHE;" RESEARCH FOUMDATION®

L Mepical CENTER



Forte impatto mediatico
e preoccupazione per i1 DES

Safety anc
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sirolimus-eluting coronary stent and the Taxws sten
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FDA meeting on DES
Dec 7-8, 2006

As many as 40 different presentations of data from
around the world

Day 1

e On-label indications for drug-eluting stents,
which are fairly restrictive

Day 2

e Off-label indications, which are the dominant
uses ( more complex lesions, ACS, diabetes)

— 602%206—70%0 of DES are used for off-label
iIndications

the heart.org: Thumbs up / Thumbs down — Dec 22, 2006



United States and European Collaboration
Academia, Industry and Regulatory

Academic Research Consortium - ARC

US Investigators European Investigators

* Harvard Clinical Research Institute * Cardialysis
* Cardiovascular Research Foundation — * Bern,
* Duke Clinical Research Institute Switzerland

* Paris, France

Industry FDA

Washington, DC March 2006
Dublin, Ireland July 2006

CoruMpia LiNIYERSCLY

. . i CARDL OV ASCULAR
led Mepicar CENTER Cutlip et. al.: Circulation; 2007 In press RESEARCH FOUNLATION



Stent Thrombosis
Time Frame Classification

Time 0 30d 90d 365d
g(_/\ . I\
-ﬁ\fF' “F
Early Late
1-30 days >30 days Very Late
" o 1 year >1 year

Acute  Subacute
1day 2-30 days

DHHS/FDA



Stent Thrombosis Proposed Standard Definitions

Levels of Certainty

* Definite/Confirmed

— Acute coronary syndrome AND

— Angiographic confirmation of thrombus or occlusion
OR

— Pathologic confirmation of acute thrombosis

 Probable

— Unexplained death within 30 days

— Target vessel Ml without angiographic confirmation of
thrombosis or other identified culprit lesion

« Possible
— Unexplained death after 30 days

DHHS/FDA



FDA meeting on DES
Dec 7-8, 2006

Day 1: FDA Panel Accepts Stent
Thrombosis But Rejects Increased
Death/MI Risk for On-Label DES Use

e For the low-risk population included in
randomized trials, the overall data
looked favorable

the heart.org:
Thumbs up / Thumbs down — Dec 22, 2006




FDA meeting on DES
Dec 7-8, 2006

Day 2: FDA panel warns against
INncreased risk of death/MI, stent
thrombosis with off-label DES use

Dual antiplatelet therapy for 12
months,regardless of label

(following AHA/ZACC indications)

INn pratica non sono emersi elementi tali da
comportare I’'assunzione di provvedimenti
restrittivi per 1 DES



CARDIOLOGY N L

the
0

org
o0 data for on- or off-label patients

The AHA/ACC recommends dual antiplatelet
therapy for one year after a drug-eluting

stent, regardless of label

"I don't know where that came from because

I'm not aware of any data to substantiate
that.”

12 months of clopidogrel:

Arbitrary cut-off

Thumbs up / Thumbs down - Dec 22, 2006 Topol



Comunicazione del GISE

2. Societa ltaliana di Cardiologia Invasiva

Piazza IV Nowesmben, 4 204024 Milano, Tel 028716561 2; Fan 2

Per quanto riguarda
I’utilizzo “ off label” dei DES
(indicato in classe lla C nelle
“Guidelines” della Societa
Europea di Cardiologia) ...

consigliamo di valutare
Il “rischio-beneficio”
delle procedure

127ap

al futurg, atlent ale

18 dicembre 2006



Impiego del DES

el 'uso estensivo dei DES appare ingiustificato

oE pill appropriato un uso selettivo

e Nel nostro centro la percentuale delle
procedure con DES e intorno al 40 % di quelle
con stent, inferiore alla media nazionale ed
europea, in relazione ad una maggior selezione
del pz



The NEW ENGLAND

JOURNAL of MEDICINE

ESTABLISHED IN 1812 MARCH 8, 2007 VOL. 356 NO. 10

Trombosi tardiva del DES

8 articoli
e Di cui 5 originali
— 4 meta-analisi + registro svedese SCAAR
e 1 editoriale e 2 commenti



Long-Term Outcomes with Drug-Eluting

Stents versus Bare-Metal Stents in Sweden

Bo Lagerqvist, M.D., Ph.D., Stefan K. James, M.D., Ph.D,,
Ulf Stenestrand, M.D., Ph.D., Johan Lindbick, M.S¢ age Nilsson, M.D., Ph.D.,
and Lars Wallentin, M.D., Ph.D., for the SCAAR Study Group*

e Tutti | pts trattati con stent in Svezia negli anni
2003-2004: 6 033 DES, 13 738 BMS

e Leggero maggior rischio con 1 DES

Dopo I'analisi di questi dati, la percentuale di
utilizzo dei DES, in Svezia, e scesa al 30%

Presentato al TCT 2006

New England Journal of Medicine — March 8, 2007
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Stent Thrombosis Laie After Implantation of First-Generation
Dirug-Eluting Stents

A Canse &r Comcern

Edograe Camenging, MD; P Cabriel Seg, MD; William Wims, MD

Are drug-eluting stents associated with a higher

rate of late thrombosis than bare metal stents?

Late Sient Thrombosis

A Nuisance in Both Bare Metal and Drug-Eluting Stents
Parrick W, Servavs, MDD, PhiDy; Joost Daemen, MDD

Circulation - March 20, 2007
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Patient compliance

Up to 20% of people are not going to take
their clopidogrel

e Because of an upcoming surgical procedure
» Because of social circumstances

"I see no excuse for putting a drug-eluting
stent in a person like that, and I think it has

to be stopped.”

Thumbs up / Thumbs down - Dec 22, 2006 Califf
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Unforeseen surgery

The problem arises when surgery is
unforeseen

When you know a patient is not going to be
compliant or has an upcoming major

operation, it's straightforward

ﬁ

Thumbs up / Thumbs down - Dec 22, 2006 Topol



Sospensione prematura di tienopiridine e
trombosi di stent

La sospensione prematura ( < 12 mesi ) di clopidogrel
rappresenta la principale causa indipendente di trombosi
di stent nelle analisi multivariate

Cause di precoce sospensione:
e Costo del farmaco ( ~2 €/die)
e Disposizione di un medico o dentista per chirurgia

e Inadeguata informazione e comprensione



Prevenzione della sospensione prematura
della doppia terapia antiaggregante

AHA/ACC/SCAVACS/ADA Science Advisory

Prevention of Premature Discontinuation of Dual Antiplatelet
Therapy in Patients With Coronary Artery Stents
A seience Advisory From the American Heart Associaion, American College
of Cardiology, Society for Cardiovascular Angiography and Interventions,
American College of surgeons, and American Dental Association, With
Representation From the American College of Fhysicians®

Cindy L. Gripes, MD), FACC; Bobert O Bonow, MD, FAHA, FACC;
Donald E. Casey, Ir, MD, MPH. MBA, FACP; Timothy I, Gardner, MD, FAHA, FACC, FACS;
Peter B. Lockhart, DDS, FDS RCSED; David 1. Moliterno, MDy, FAHA, FESCAL FACC;
Patnck O°Gara, MD, FAHA, FACC; Patrick Whitlow, MD. FAHA, FACC

Akstrant—Dual antiplaielet therapy with aspirin and a thiznopyndine has been shown o redoce cardiac events after
COPONA'Y I-‘l'l:IHE Herwewer, many patients and bealthcars providars Ft-rrul:ur:h. discontinue dual ..l'l:lp|u|-"|-"|: th=rapy,
.l.hr ki Er'ull"- increases the risk of sient thrombosis, myocardial infarction, and death. This adwiscry sirsasas the
imporiance of 12 months of dual antiplabelet therapy after plac=meni of a drug-sluting stent and educ ullnl the patieni
and healthcare providers aboot bazards of premaiore discontinuation. Ik also recommends postponing elective surgery
for 1 year, and if surgery comnot be dafemed, cormidering the contimation of aspirin during the perioperative period in
high-risk patients with drg-elutiog stents. (Circalation. 200711581 2-818.)

Circulation February 13, 2007



AHA/ACC/SCAVACS/ADA Science Advisory

Prevention of Premature Discontinuation of Dual Antiplatelet

Therapy in Patients With Coronary Artery Stents

1.Physicians should discuss the need for dual antiplatelet therapy with the
patient prior to stent implantation and "strongly consider" using a bare-metal
stent in patients not expected to comply with 12 months of thienopyridine
therapy, for whatever reasons.

2.In patients who are likely to require surgery within 12 months of receiving
a stent, a bare-metal stent or balloon angioplasty with provisional stenting
should be considered.

3.Before hospital discharge, healthcare professionals must do a better job of
educating patients about the reasons for taking the dual antiplatelet therapy
and the risks for stopping it early.

4 .Patients must be instructed to contact their cardiologist before stopping
any antiplatelet therapy, even if instructed to do so by another healthcare
professional.

Circulation February 13, 2007



AHA/ACC/SCAVACS/ADA Science Advisory

Prevention of Premature Discontinuation of Dual Antiplatelet

Therapy in Patients With Coronary Artery Stents

5.Healthcare providers who perform invasive or surgical procedures must
be made aware of the "potentially catastrophic" risks of stopping
thienopyridine therapy prematurely and should contact the patient's
cardiologist if needed.

6.Elective procedures that entail bleeding risk should be delayed until a
month after the ideal course of dual antiplatelet therapy (12 months post
DES implantation; one month post bare-metal-stent implantation).

[ .DES recipients requiring urgent procedures should continue on aspirin
"if at all possible,” with thienopyridine restarted as soon post procedure as
possible.

8.Healthcare workers, insurers, policy-makers, and drug companies should
ensure that patients are not stopping therapy due to prohibitive drug costs.

Circulation February 13, 2007



AHA/ACC/SCAVACS/ADA Science Advisory

Prevention of Premature Discontinuation of Dual Antiplatelet

Therapy in Patients With Coronary Artery Stents

e Dopo impianto di DES, la semplice prescrizione di
aspirina e clopidogrel non e sufficiente per ottenere una
buona adesione del pz al trattamento

e Occorre motivare il pz, discutendo le possibili
conseguenze della sospensione precoce della terapia ed
adeguando le informazioni al livello di comprensione del pz

e Larelazione clinica dovrebbe evidenziare 'importanza
del doppio trattamento antiaggregante e precisare
I"indicazione ad una consulenza cardiologica nel caso di
eventuali modifiche ( chirurgia, patologia gastro-intestinale)



Nuova normativa SSN

ticlopidina - clopidogrel
Gazzetta Ufficiale 10-01-07

FIAMO TAFAPEUTICO AIFA
PER. FRESCRIZIONE DI CLOPIDOGREL

Le note 9 e 9 bis sono
abolite.

La prescrizione del w170

Iadericss

clopidogrel a carico del SSN e

- prescrnzione i dlopediogeel & o casion &l SN 3ol b rspocdenle o s delle sepianli

vincolata all’adozione del
piano terapeutico AIFA mmp

e alla presenza di alcune (4)
condizioni cliniche




PIANO TERAPEUTICO AIFA
PER PRESCRIZIONE DI CLOPIDOGREL

® ACSNSTEMI in associazione con ASA - 6 mesi rinnovabile
per 1-2 volte ( Yusuf 2001, PCI - CURE)

® PCl|+stent: (PCl- CURE, AHA/ACC guide-lines)

- non DES -1 mese in assocliazione con ASA
- DES - 6 mesi in associazione con ASA

® Terapia antiaggregante a breve termine per la prevenzione
secondaria dell’infarto in associazione con ASA ( COMMIT,
CLARITY-TIMI 28)

® Terapia antiaggregante alungo termine per la prevenzione
secondaria dell’infarto e dell’ictus, in pazienti per i quali esiste
controindicazione a ASA o ticlopidina ( CAPRIE)




PIANO TERAPEUTICO AIFA
PER PRESCRIZIONE DI CLOPIDOGREL

PCIl + stent :

e NOonNn medicato
trattamento di 1 mese In associazione con ASA
e medicato

trattamento di 6 mesi in associazione con ASA

Nonostante I’estensione della prescrivibilita a
carico del SSN, una quota di pazienti (DES) per |
qguali il trattamento e indicato per 12 mesi, rimane
esclusa e deve provvedere a proprie spese



Terapia antiaggregsante orale nei pz trattati con stent coronarici

Aspirina

— carico di almeno 300 mg

— 75 mg/die a tempo indeternunato
Clopidogrel

— Carico di almeno 300 mg . minimo 6 h prima

della procedura

(pre-trattamento in tutt 1 pz candidat a PCT)
— 75 mg/die per un mese negh stent tradizionali
— Per almeno un anno negli stent medicati

Protocollo
gestionale

Gastroprotezione: mnibiton pompa protonica

Ewvitare 1" associazione con FANS in genere, sopratiutto ibuprofene e COX2

d | re p arto selettivi ; se necessario preferire paracetamolo e naproxene.
Anticoagulanti orali:
U - O - nei pz in frattamento con anticoagulanti orali viene evitato 'impianto di stent
C d 0 | 2 medicati. Con gli stent tradizionali utilizzare la triplice terapia con anticoagulante,
ardalolo g Ia ASA e clopidogrel per un mese, poi continuare con anticoagulante e ASA.

Prevenzione della sospensione precoce: adeguata informazione
spiegazioni al paziente
informazion per i medici nella relazione clinica

San Martino

Esempio di avviso evidenziato:

Attenzione: E' necessario proseguire il doppio trattamento antiaggregante
piastrinico, con aspirina e Plavix, per il tempo indicato. La sospensione
precoce di questo trattamento espone il paziente al rischio di infarto
miocardico. Eventuali modifiche dovranno essere concordate con un
cardieclogo.

Fanviare gli interventi elettivi: un mese per gli stent tradizionali, vn anno per quelli
medicafi.

In caso di chimargia imprevista, indicare la temporanea sospensione del solo
clopidogrel e solo per il tempo streftamente necessario. Non sospendere 1" aspirina.




Antiaggreganti con | DES

e Aspirina

— carico di almeno 300 mg

— 75 mg/die atempo indeterminato
e Clopidogrel

— Carico di almeno 300 mg
— 75 mg/die per almeno un anno

e Gastroprotezione: inibitori pompa protonica

e Evitare I’'associazione con FANS, soprattutto ibuprofene e COX2
selettivi

Prevenzione della sospensione precoce: adeguata informazione

In caso di chirurgia imprevista, indicare la temporanea
sospensione di uno solo dei due antiaggreganti (clopidogrel)

Apr 07
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