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AOHPOOGPOMBQ2zH

i Atherothrombosis: A Generalized and
Progressive Process

Thrombosis

Unstable
angina Ccs
L&)

Ischemic
strokelTIA

Critical leg
ischemia

Intermitent
claudication

CV death

Stable angina/
Intermittent claudication

Adapted fom Libby P Circulation 2001104365

www.theheart.org
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NI AOHPOOGPOMBQZH

) loxaipIKn
Npoo Bof\rl Kapdolotradeia
EYKEQOAIKWY (Zteaviaia
apTNPIWYV 2475 N6Goog)
Mepi1pepikni

Aptnpilakn N6cog

*Data from CAPRIE study (n=19.185) [Coccheri S. Eur Heart J, 1998; 19 (suppl): p.1268]
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OEPATIEIA AOHPOOGPOMBQ2HX

AOHPQMATQSH | OPOMBQSH

2TOATIVEG AoTTIpivn

A-MEA KAOTTIOOYPEAN

B-blocker




ENAEIZEIZ AINAHZ
ANTIAIMONETAAIAKHZ AIMQIrHz
(Dual antiplatelet therapy-DAPT)

* OEPATEIA O=EQN ZTE®ANIAION ZYNAPOMQON (0x%)

* META AIIO TOMNOGETHZH STENT

° [IPOAHWH AEE 2E A2OENEI> ME KOATIKH
MAPMAPYTH (trou d¢ev gival o€ B€on va AdBouv
QAVTITTNKTIKA)



HIMA-NOZHAEIEZ TIA O2X

Acute Coronary
Syndromes*

\

1.57 Million Hospital Admissions - ACS

N

UA/NSTEMIT STEMI
) )
1.24 million 0.33 million
Admissions per year Admissions per year

*Primary and secondary diagnoses. tAbout 0.57 million NSTEMI and 0.67 million UA. Heart Disease and Stroke
Statistics — 2007 Update. Circulation 2007; 115:69-171.



UA-NSTEMI GUIDELINES 2011 ACC-AHA
Antiplatelet Therapy

I lla llb NIl Aspirin should be administered to UA/NSTEMI

A II patients as soon as possible after hospital

presentation and continued indefinitely in patients
201

who tolerate it.

| lla b 1 Clopidogrel (loading dose followed by daily
maintenance dose) should be administered to

B II UA/NSTEMI patients who are unable to take
aspirin because of hypersensitivity or major

gastrointestinal intolerance.
201

*Some uncertainty exists about optimum dosing of clopidogrel. Randomized trials establishing its efficacy
and providing data on bleeding risks used a loading dose of 300 mg orally followed by a daily oral

maintenance dose of 75 mg. Higher oral loading doses such as 600 or 900 mg of clopidogrel more
rapidly inhibit platelet aggregation and achieve a higher absolute level of inhibition of platelet aggregation,
but the additive clinical efficacy and the safety of higher oral loading doses have not been rigorously
established.



Initial Invasive Strategy:
Antiplatelet Therapy

I lla 11 1]

1L

I lla 11 1]

For UA/NSTEMI patients in whom an initial invasive
strategy is selected, antiplatelet therapy in addition
to aspirin should be initiated before diagnostic
angiography (upstream) with either clopidogrel
(loading dose followed by daily maintenance
dose)* or an IV GP llb/llla inhibitor.

Abciximab as the choice for upstream GP llb/llla
therapy is indicated only if there is no appreciable
delay to angiography and PCl is likely to be
performed; otherwise, IV eptifibatide or tirofiban is
the preferred choice of GP llb/llla inhibitor.T

~tFactors favoring administration of both clopidogrel and a GP llb/llla inhibitor include:



Initial Conservative Strategy:
Antiplatelet Therapy

I lla 11 1]

Modified
201

For UA/NSTEMI patients in whom an initial
conservative (i.e., noninvasive) strategy is selected
clopidogrel (loading dose followed by daily
maintenance dose) should be added to aspirin and
anticoagulant therapy as soon as possible after
admission and administered for at least 1 month
and ideally up to 1 year.



Initial Conservative Strategy:
Antiplatelet Therapy

A loading dose of thienopyridine is recommended
for UA/NSTEMI patients for whom PCl is planned.

Regimens should be 1 of the following:
I Il 1l [

A II a. Clopidogrel 300 to 600 mg should be given as

early as possible before or at the time of PCI or

T b. Prasugrel 60 mg should be given promptly and

no later than 1 hour after PCI once coronary
anatomy is defined and a decision is made to
proceed with PCI.

slR



Initial Conservative Strategy:
Antiplatelet Therapy

| lla 1Ib 1 The duration and maintenance dose of
B II thienopyridine therapy should be as follows:

a. In UA/NSTEMI patients undergoing PCI,

clopidogrel 75 mg daily or prasugrel 10 mg daily

should be given for at least 12 months.

| lla 1l 1) | - |
b. If the risk of morbidity because of bleeding
outweighs the anticipated benefits afforded by
thienopyridine therapy, earlier discontinuation

should be considered.



Long-Term Antithrombotic Therapy at Hospital
Discharge after UA/NSTEMI

UA/NSTEMI
Patient Groups at
Discharge
Medical Bare Metal Drug Eluting
Therapy Stent Group Stent Group
aspirin 75 to 162 mg/d aspirin 162 to 325 mg/d for at aspirin 162 to 325 mg/d for at
indefinitely (Class I, LOE: A) least 1 month, then 75 to 162 least 3 to 6 months, then 75 to 162
mg/d indefinitely (Class |, LOE: A) mg/d indefinitely
& . (Class |, LOE: A)
ClODldg%el 7|5 rlj‘ogéd:)‘t 'eZSt Clopidogrel 75 mg/d for at least &
mont ass . an
’ 1 month and up to 1 year -
1o TR (RS | 012 2 oy LgE_B) / Clopidogrel 75 mg/d for at least
¢ . 1 year (Class I, LOE: B)

Indication for
Anticoagulation?

Yes

Add: Warfarin (INR 2.0 to 2.5)
(Class llb, LOE: B)

No

Continue with dual antiplatelet
therapy as above

Anderson JL, et al. J Am Coll Cardiol 2007;50:e1-e157, Figure 11. INR = international normalized ratio; LOE =

level of evidence.



Initial Conservative Strategy:
Antiplatelet Therapy

| lla lIb Il Platelet function testing to determine platelet
inhibitory response in patients with UA/NSTEMI (or,
after ACS and PCI) on thienopyridine therapy may

be considered if results of testing may alter
management.

| lla IIb Il Genotyping for a CYP2C19 loss of function variant
in patients with UA/NSTEMI (or, after ACS and with
PCIl) on clopidogrel therapy might be considered if

results of testing may alter management.




STEMI-GUIDELINES 2009 AHA/ACC for
the use of Thienopyridines

A loading dose of thienopyridine is recommended for
STEMI patients for whom PCI is planned. Regimens should
be one of the following:

IIENN]
Clopidogrel at least 300 mg to 600mg should
CII be given as early as possible before or at the

time of primary or non-primary PCI.

15



STEMI-Recommendations for the use of
Thienopyridines

| 2 [ 111

Prasugrel 60 mg should be given as soon as
possible for primary PCI.

16



Thienopyridines

The duration of thienopyridine therapy
should be as follows:

| la Ik, ] a. In patients receiving a stent (BMS or DES)
during PCI for ACS, clopidogrel 75 mg daily

B II or prasugrel 10 mg daily should be given
for at least 12 months;

[ a1 1

b. If the risk of morbidity from bleeding

C II outweighs the anticipated benefit afforded

by thienopyridine therapy, earlier

discontinuation should be considered.

17



Thienopyridines

I lla llb Il |n patients taking a thienopyridine in whom coronary
C II artery bypass surgery (CABG) is planned and can be

delayed, it is recommended that the drug be discontinued
to allow for dissipation of the antiplatelet effect.

IIERoR]
B II The period of withdrawal should be at least 5 days iIn
patients receiving clopidogrel
IIERoR]
CII and at least 7 days in patients receiving prasugrel,
| Ila 11 1l

... unless the need for revascularization and/or the net
benefit of the thienopyridine outweighs the potential risks

of excess bleeding.

d L

18



| 1la llb 111

Thienopyridines

Continuation of clopidogrel or
prasugrel > 15 months may
be considered in patients
undergoing DES stent
placement

19



Thienopyridines

In STEMI patients with a prior

| lla 1 I history of stroke and transient
II C ischemic attack for whom primary
PCl is planned, prasugrel is not

recommended as part of a dual
antiplatelet therapy regimen

20



Y HYrevbuvtipies OBnyieg yia T xopriynon

og ao0eveic ue Oz

EMOPAIMA ME ANAZIAZH ST (STEMI)

— AvedapTnTa a1rd TNV AVTINETWTTION TWV ACOEVWYV
(e 6pouBoAuocn N xwpic Bsparrsia eravaluArwong) :
* 06on eopTiong KAomidoypéAng 300mg [lla/ C]
* KAoTtridoypEAN 75mg nUEPNOIWS atrd Tou oTopaTtog [1A]

* Makpoxpovia aywyn (yia Eéva £€10¢) pe KAotidoypEAn
75mg [lla/Cj

Circulation, 2008; 117: 296-329 [published online Dec. 10th, 2007]



KAomdoypéAn og O (PCI)
AEYTEPOIENHZ NPOAHWH

Mpiv TNV ToTo0€TNnON EPTroTIONEéVOU HE DApuaKko Stent
(DES),
0 KapdIoAGyocg Ba TTpETTEl va oulnNTAOEI JE TOV AOBEVI

TNV AvVayKaioTnNTa TNG OITTARG AVTIAIMOTTETAOAIOKAG
aywyng

TN OIAPKEIA TNG,

KaBwc Kal va emiReBaiwoel Tn SuvaToTNTA TOU a0BEVOUG

VO CUMMOP@WVETOI ME TNV ETIRERBANMEVN vIa Ta DES
PapHAKeUTIKN aywyn (I/B)

ACC/AHA/SCAI Revascularisation Guidelines 2010
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Guidelines ACS- ESC 2011

Recommendations

Aspirin should be given to all patients without contraindications at an initial loading dose of 150-300 mg,and ata
maintenance dose of 75-100 mg daily long-term regardless of treatment strategy.

A P2Y , inhibitor should be added to aspirin as soon as possible and maintained over |2 months, unless there are
contraindications such as excessive risk of bleeding,

A proton pump inhibitor (preferably not omeprazole) in combination with DAPT is recommended in patients with a
history of gastrointestinal haemorrhage or peptic ulcer, and appropriate for patients with multiple other risk factors
(H. elicobacter pylori infection, age 265 years, concurrent use of anticoagulants or steroids).

Prolonged or permanent withdrawal of P2Y . inhibitors within 12 months after the index event s discouraged unless
clinically indicated.

Ticagrelor J180-mg loading dose, 90 mg twice daily) is recommended for all patients at moderate-to-high risk of
ischaemic events (e.g. elevated troponins) , regardless of initial treatment strategy and including those pre-treated with
clopidogre! (which should be discontinued when ticagrelor is commenced).

Prasugrel (60-mg loading dose, |0-mg daily dose) is recommended for P2Y  -inhibitor-naive patients (especially
diabetics) in whom coronary anatomy is known and who are proceeding to PCI unless there is a high risk of life-
threatening bleeding or other contraindications.




Guidelines ESC 2011

Clopidogrel (300-mg loading dose, 75-mg daly dose) is recommended for patients who cannot receive ticagrelor or
prasugrel,

A 600-mg loading dose of clopidogrel (or  supplementary 300-mg dose at PCI following an initial 300-mg loading
dose} is recommended for patients scheduled for an invasive strategy when ticagrelor or prasugrel is not an option.

A higher maintenance dose of clopidogrel 150 mg daily should be considered for the first 7 days in patients managed
with PCl and without increased risk of bleeding.

Increasing the maintenance dose of clopidogrel based on platelet function testing is not advised as routine, but may be
considered in selected cases,

Genotyping and/or platelet function testing may be considered in selected cases when clopidogrel i used.

In patients pre-treated with P2Y . inhibitors who need to undergo non-emergent major surgery (including CABG),
postponing surgery at least for 5 days after cessation of ticagrelor or clopidogrel,and 7 days for prasugrel,if clnicall
feasible and unless the patient is at high risk of ischaemic events should be considered.

Ticagrelor or clopidogrel should be considered to be (re-) started after CABG surgery as soon as considered safe

24



ESC Guidelines 2010
on the management of
Atrial Fibrillation

European Heart Journal 2010

European Heart Rhythm Association (EHRA);
Endorsed by the European Association for Cardio-Thoracic Surgery (EACTS)

www.escardio.org/guidelines rt _1_;_(2010) 31, 2369-2429




L3 ANTIOPOMBQTIKH ArQrH

Combination therapy withlaspirin 74100 me pls clopidogrel mi daly should be consdered for stroke prevenion
n patents for whom there is paien refusal to take QAC therapy or a cear contraindication to OAC therapy (e lla

inablity to cope or continue with anicoagulaton monitoring), where there is a low ris of bleeding.

Assessment ofthe rik of leeding should be considered when prescribng antthrombaoti thrapy (whether with VKA | I
or asprin), and the bleedingrik with asirn should be consdered asbeing smilar to VKA, especially inthe eldely. |

The HAS-BLED score hypertension abnormal renalfiver function, stroke, bleding history or predisposiion, bl
INR, elderly (>65), drugslalcohol concomitanly] should be considered as a calculation to assess bleeding isk,
Whereby a score of >3 indicates high riskand some caution and regular review is needed, following the initaion of
antithromboric therapy, whether with OAC or aspirn

I $ 59
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E Risk factor-based point-based scoring

system - CHA,DS,-VASc

Risk factor Score

Congestive heart failure/LV dysfunction

Hypertension

1
1

Age 2 75 ans QD
1

(2)
1
1
1
9

Diabetes mellitus
Stroke/TIA/thrombo-embolism
Vascular disease*

Age 65-74

Sex category [i.e. femal sex]

Maximum score

*Prior myocardial infarction, peripheral artery disease, aortic plaque. Actual rates of stroke in contemporary
cohorts may vary from these estimates

D o



Approach to thromboprophylaxis in AF

risk factors

: CHA,DS,-VASc |Recommended antithrombotic
Risk category U therapy
One 'major’ risk factor or =2 2 AT g [ (T
‘clinically relevant non-major’ 22 OAC g ;

dabigatran

One ‘clinically relevant non-
major’ risk factor

Either OAC or aspirin 75-325 mg
daily.
Preferred: OAC rather than aspirin.

No risk factors

Either aspirin 75-325 mg daily

or no antithrombotic therapy.
Preferred: no antithrombotic therapy
rather than aspirin.

AF = atrial fibnllation; CHA,DS.-VASc = cardiac failure, hypertension, age = 75 (doubled), diabetes, stroke (doubled)-
vascular disease, age 65-74 and sax category (female). INR = international normalized ratio, CAC = oral anticoaguiation,
such as a vitamin K antagonist (VKA) adjusted to an intensity range of INR 2,0-3.0 (larget 2.5)
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1. KS Bhukhanwala et al. Expert Opinion Ther. Patents, 2006; 16 (12): 1609-1611
2. Herbert JM et al. Cardiovascular Drug Res, 1993; 11: 180-198
3. Savi P et al. Clin Appl Thrombosis Haemostasis, 1996; 2: 35-42

2 kKevuaoua Ava

H O&ivn Ociikr) KAotTidoypEAn €TIAEXONKE

avapeoa o€ 20.000 d1a@opPETIKA UTTO £EEAIEN MOpPIa,

wWaoTE va dl1aBETEl 1IDAVIKN I00pPOTTIA

QTTOTEAEOUATIKOTNTAG KOl AO@AAEIQC [ eference: pA/PH/Exp P4/t (08) 27 v

NXXNX:2531

CLOPIDOGREL HYDROGEN

Omtwg pntd avagepeTal aTny TTaTévra Sanofi SA: SULPHATE

US4529596 (1985) &US4847265 (1989)

, , , . . Clopidogreli hvdrogenosulfas
TTOoU €ival o€ 10XV oTnV EAAGDQ £wg Ta péca 2013,

«T0 Plavix® atmoteAei 6€Ivo Belikd aAag N >
, , N , H:80,
Tou d-evavTiopgpoug TNG ouaiag PCR 4099, (Nﬂ::r OCHs
OTTWG ovoualoTav o€ NEAETEC aTTd Tn Sanofin! s~ ©
CyeH,:CIND, S, M, 4199
[1202026646]

DEFINITION

TO d = svaVT I O IJ 8 p ég T n g KAO-IT I 6OY p éA r] g Methyl (25 H 2-chlorophenyl )| 6, 7-dihydrothieno |3 2-c]pyridin-

SidA ) vllethanoate sulphate.

(SR 25989) Xp£|dC£Ta| \V/o| UﬁTGBO)\IO'eﬁi Eﬁ;ﬁﬁﬁ?ﬂ per cent to 1010 per cent (anhydrous

i n ViVO Y I a VG 8 K6 n Ad)o-al g:ljeiﬁ?:{ihlte or almost white powder.
b b Solubility: freely soluble in water and in methanaol,
Tr]V GVTIGI IJO'IT&TGAIKr] 6pa0'r]2'3 practicalls’:‘.r insoluble in cyclohexane.

Andonaoua andé PHARMEUROPA Vol. 21, No. 3, July 2009




9@3 0OCivn Ociikr KAotmdoypéAn

BiBAioypa@ikn kKol KAIVIK TeEKunpiwon

* [lepioooTtepol amo 150.000 aoBeveig
o€ KAIVIkeC MeAETEC

* ‘Exel ouvrayoypapnOei o€
TTEPIOCCOTEPOUC ATTO
100.000.000 aoBeveic TTAYKOOMIWC

www.clinicaltrials.qov
* Méxpl oueEPA £XOUV OUVOAIKA KATAYPAPEi
Kal avapTnBei oTtnv 1IoToogAida www.clinicaltrials.gov
220 peAéteg Tng O&ivng OciikAg KAomidoypéAng,
TToU BpiokovTal o€ SIAPopPES PATEIS avaTITUENG?!

ETaipiké dikTuo Sanofi-Aventis
* 186 peAéreg TnG OIvng Ociikng KAomidoypéAng
OTIG OTTOiEG €ival Xopnyog n Sanofi-Aventis?

1. Available at www.clinicaltrials.gov [reAsuraia evnuépwon 23 AskeupBpiou 2010]
2. Sanofi-Aventis data [reAeuraia svnuépwon 20 AskeuBpiou 2010]




g Qa To TTAEoV £KT£’TG|J£VO Mpoypaupa KAIVIKwy MeAETWV

ME CUMMETOXN TTEPICOOTEPWYV aTTO 150.000 aoBevwyv

AZOENEIZ ge KAINIKEZ MEAETEZ (2010)
B 1.500 Mepigpepikiy Aptnpiakr) Néoog
Bl 16.000 Ayyeiakn Eyke@aAikr) Nogog
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093 H KAOMNIAOINPEAH (+Az0O) MEIQONEI TON KINAYNO

MEIZONQN KAPAIATTEIAKQON ZYMBAMATQN
2E A>OENEI> ME AZ2TAOH >THOAI'XH & Non-STEMI

The CURE study

CURE = Clopidogrel in Unstable angina to prevent Recurrent Events

0.14 - 0
Placebo I 11.4% 20% RRR

5 -~ p=0.00009
. 0

N =12.562
KAomidoypéAn

+ Az0

ABpoloTIKN ZuxvoeTnta
Kapdiayyeiakwv ZUpBapaTwV*

0 3 6 9 12
MnRveg
MapakoAolOnong

Yusuf S, et al. N Engl J Med 2001;345(7):494-502 - E EE !



}3@3 H KAommidoypéAn + AZO peiwvel Tov Kivouvo Bavartou,

utrotpotrig OEM ka1 AEE o€ acOeveig pe STEMI

The COMMIT study pASEs?
COMMIT = Clopidogrel and Metoprolol in Myocardial Infarction Trial COm ml L
10 <7
9 4 87
8 7
g 77 < 67
o 6 - 9% uciwon oxeTikoU S 5 7% peiwon oxeTikoU
S 5. KivdUvou (p=0.002) 3 KivéUvou (p=0,03)
\ = -
% 4 Placebo + AZO : S 4 Placebo + AZO :
2 3 2.310 ouppapara (10,1%) §  3- 1.845 Bdvarol (8,1%)
KAomidoypéAn + AZO : i KAomidoypéAn + AXO
2 4 2.121 cupBdpaTa (9,3%) - 1.726 8dvartol (7,5%)
1+ 17
0 i i i ] 0 T 7 T J
0 7 14 21 28 0 7 14 21 28
Huépeg pETA TRV TUXOAIOTTOINON Huépeg pETA TNV TUXAIOTTOINON

Chen ZM, et al. Lancet 2005;366(9497):1607-21
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The PCI-CURE study

H KAomidoypéAn +AZ0 peiwvel Tov Kivouvo
Kapdiayyelokwyv ZUpBapdaTwy

o€ eTEPPATIKA avTIeETWTTI{OpEVOUG (HE PCI) aoBeveig
ME aoTaln oTnOayxn R Epepaypa Non-STEMI

12.6%

0.15 = === Placebo

— KAOTIS0oypEAN 31% RRR

p=0.002
—r— 8.8%

AOpOoIOTIKE ZuXVvoTnTd
ZUMBOMATWV*

0.0 +— , . . :
010 40 100 200 300 400

T T Huépeg MapakoAouOnong

= H€oog XPOVog atrd TNV Tuxaiotroinon éwg Tnv PCI (10 nuépeg)
= 30 nuépeg PETA TO PETO XpOvo Sievépyeiag Tng PCI

Mehta SR, et al. Lancet 2001; 358(9281): 527-533



NP AvriaipotreTaAiokn Aywyr

og aoBeveig ue O22

H mAciopneia Twv acBevwyv pye OZ2 Aaudvouv
KAomidoypéAn + AZO kartd Tnv £€§0d0 ardé Noookopeio!:
oTnv Eupwtraikr ‘Evwon 63 — 76%, oT1ig H.IN.A. 56%

« O1 mAéov TTpooateg AleBveic KateuBuvtipieg Odnyiec?®
ouVvIOTOUV JITTAN avTialgoTreETaAIoK aywyn pe KAotmdoypéAn + A2O
yia didotnua 12 ynvwyv PeTa amrd OgEa Zre@aviaia Zuvopoua

« 2apnc ouaTtaon oTig KateuBuvthpieg Odnyiec® yia Tov Kivduvo
UTTOTPOTTHG KAPOIAYYEIOKWY CUMBAMATWY
o€ d1akoT1r TG AITTARg AAA (TTpoowpIva 1 HOVIKQ)

European ACV Analyser, 2008

ACC/AHA Guidelines (Circulation, 2009; 120: 2271-2306)

ACC/AHA Guidelines (Circulation, 2007; 116: 803-877)

ESC Guidelines (European Heart Journal, 2008; 29 (23): 2909-2945)
ESC Guidelines (European Heart Journal, 2007; 28 (13): 1598-1660)
ACCP Guidelines (Chest, 2008; 133: 71S-109S)

I $ 959,
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H Zupuépowon acbevwy pe O peiwveral
OTAOIOKA ME TO XPOVO KOl MUTTOPEI va odNYNOEl
O€ aU¢non KapdIayyEIOKWY CUHBANATWY I
BpouBwoewyv oTa stents

Premature discontinuation of dual antiplatelet Adherence to clopidogre| decrease over time

therapy increase mortality in DES patients in both PCl and medically treated patients

Thienopyridine discontinuation at | month Adherence to clupidugrel

5 incidence on mortality

Mortality (%)
=
|

w
|

0

T T T T T T T T 1
0 I 2 3 4 5 6 7 8 9 10 Il 12 o 1 months & months 9 months |2 menths

— Discontinued N=68 | H‘E{Iiﬂﬂ"}" treated Pﬂ.ti'ﬂﬂtﬂ N=1568 mm PCl Pﬂtiﬁ'ltﬁ N=15&9
— Continued N=432

Thienopyridine Adapted from Ho P.M. et al. JAMA 2008; 299(5): 532-9.

discontinuation

Adapted from Spertus | A. et al Circulation 2006; | 13(24): 2803-9.*"




i . . .
Incidence, Predictors, and Qutcome of Thrombosis After
Successful Implantation of Drug-Eluting Stents
loannis [akovou; Thomas Schmidt Eminio Bonizzoni; et al.
Online arbicle and related content
cument as of October 20, 2010. JAMA. 2005 2830171:2126-2130 (doi:10.1001/jama.283.17 212§)

Conclusions The cumulative incidence of stent thrombosis 9 months after sccess:
ful drug-eluting stent implantation in consecutive “real-workd" patients was substan:

|a||yh|gher hanh e rate reported n cincaltrias. Premature antipltelet therapy dis
continuation, renal failure. bifurcation lestons, diabetes, and low eiection fraction were

dentified as predictors of thrombotic events,
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Prevention of. Premature Discontinuation
of.Dual Antiplatelet liherapy
1N Patients With Coronary. Ariery Stents

A Science Advisory: Eromithe AHA, ACC, Society for
Cardiovascular Angiegraphy and Interventions,
American College of Surgeons, and American bental
Association, With' Representation Erom the American
College of Physicians

Grines C et al, Circulation: 2007
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TThe leading adverse event associated with early.
antiplatelet discontinuation Is :
and the majority ofi these events lead to acute M|
or death.

Grines CL, et al. Circulation. 2007

39



DES are now being used in high-risk lesions, and

reports have suggested that they may be associated
with delayed (or absent) endothelialization, lecalized
hypersensitivity reactions, and late stent thrombosis

Grines CL, et al. Circulation. 2007
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*Stent thromboesis most commonly eccurs in the first
month after stent implantation and referred to as
‘Subacute stent thrembosiIs”

*Many cases of “late-stent thrombosis”, ocecurring
months or years after stent implantation, have been
reported — especially in patients treated with DES

Grines CL, et al. Circulation. 2007
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The incidence of death or M| associated with
angiographically documented stent thromboesis was
64.4% In a pooled analysis of 6 trials and registries

from the 1990s.

Mortality rates due to presumed or documented stent
thrombosis range from 20% to 45%.

Grines CL, et al. Circulation 2007
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*The average reported occurrence of subacute stent
thrombosis Is 1% and the timing of thromboesis seems
to be delayed in DES.

[ ate stent thrombosis was not readily apparent in
BMS but was reported to occur in 0.19% of patients In
a large DES registry.

Grines CL, et al. Circulation 2007
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Predictors off DES Thrombosis:
Considerations for Prolonged Dual
Antiplatelet Therapy.

Clinical Angiegraphic
Advanced Age Long Stents
ACS Multiple Lesions
Diabetes Overlapping stents
Low Ejection Fraction Ostial or bifurcation lesions
Prior brachytherapy S U RVEISISE S
Renal failure Suboptimal stent results

Grines CL, et al. Circulation 2007
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* he leading iIndependent predictor for stent
thrombosis in multivariate analyses Is premature
discontinuation of thienopyridine therapy

* In a large ebservational cohort study of
patients treated with DES, stent thrombosis
occurred in 29% of patients In whom antiplatelet
therapy was discontinued prematurely

Grines CL, et al. Circulation 2007
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Premature discontinuation of; antiplatelet therapy
may GCCUr for many reasens

— Cost of clopidogrel may discourage prescription
renewal

— Older. age

— Not referred for. cardiac rehabilitation

— [Did not finish high school

— Not seeking health care due to cost

— Not recelving discharge instructions for medication use

— Greater. likelihood of having preexistent €V disease or;
anemia

— Not being married

Grines CL, et al. Circulation 2007
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[MMPOC@ATEC ONMAVTIKEC MEAETEC
OXETIKA ME TNV TTPOWPN OIOKOTTN
xopnynong KAotmdoypeAng + AzO
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Incidence of Death and Acute Myocardial

Infarction Associated With Stopping
Clopidogrel After Acute Coronary Syndrome
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5 =3 )

2KENTIKO kai 2XEAIA2MO2 1nGg MeAETNG

n=8095 aoBeveic, 2003-2005
dlayvwon €¢odou : OEM | AcoTtaln ZtnOayxn kai aywyn pe KAotmdoypEAn

* AmokAcioTnkav aoBeveic Je OPOoUPWTIKA £TTEICODIA UTTO aywyn ME KAOTTIOOYPEAN

O UVTI‘]pI‘]TIKd » 42,3% éAapav oTnv £€000 KAoTTIOOYPEAN

» 72,3% ekTeAouoav TIC ouvTayEc oTa Papuakeia Twv NoooKouEiwv
» 45% dikowav TNV KAotTdoypéAn Xwpic OpouBwTtikG cupBduarta  TTpIv TN dIOKOTTH
(d1dpkela Bepatreiag : 302 PEPEQ)

 PCl» 93,9% €Aapav kata Tnv £¢odo KAotmdoypéAn (BM Stent: 65%)

» 87,4% ekteAouoayv TIC ouvTayég oTa Pappakeia Twv NoooKouEiwv
» 60% diEkowav TNV KAoTTIdoypEAN Xwpic OpouBwTikG cupBduata Tpiv Tn OI0KOTTA
(d1dpkela BepaTreiag 278 PEPEQ)

Ho MP, Peterson ED et al. JAMA, 2008; 299: 532-539 m
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2YMINEPAZMA

O kivduvog Bavatou 1 OEM Atav OTATIOTIKWG ONMAVTIKA UWPNAOTEPOC
KATtd TNV apXiKr mTePiodo 90 nuepwyV META TN SIOKOTIH TG AYWYNGS HE

KAOTTIOOYPEAN O€ OAEG TIC UTTOOUADEC 00OEVWY (CUVTNPNTIKA N

ETTEUPRATIKA, OIaBNTIKOI 1 PN KATT) AOyw BpouBWTIKWY ETTEICODIWV

mOavwe amd rebound  @AIVOUEVO OTN KAOTTIOOYPEAN

Ho MP, Peterson ED et al. JAMA, 2008; 299: 532-539 m



Prevalence, Predictors, and Long-Term
Prognosis of Premature Discontinuation of
Oral Antiplatelet Therapy After Drug
Eluting Stent Implantation

Rossini R et al. Am J Card 2011, 107: 186-194
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Methods

»>We studied 1358 consecutive pts treated with DES and discharged on dual
antiplatelet therapy with aspirin (100 mg/day) and clopidogrel (75 mg/day)

»Clopidogrel was maintained for 12 months
»Pts were followed-up for 32.4=%11.3 months

>

»Major adverse cardiac events (MACE), defined as death, acute coronary
syndrome leading to hospitalization, and stroke, were recorded.
Probable/possible/definite stent thrombosis were also recorded

Rossini R et al. Am J Card 2011, 107: 186-194
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29, Results

8.8% of patients discontinued one or both antip
months and 4.8% withdr

Discontinuation Causes

»>Surgery 34.5%

»Bleeding 21%
86.4% »Medical decision 17.6%
»Dental interventions 7.6%
»Economic/burocratic reasons 5.9%
»Anticoagulant therapy 5.0%

No discontinuation
Early discontinuation
¢ Late discontinuation

Rossini R et al. Am J Card 2011, 107: 186-194




Discontinuation and Prognosis

Patients who discontinued antiplatelet therapy had a higher incidence
of death, MACE and stent thrombosis

% . : . ) ! :

30 - ! No discontinuation Discontinuation
25.5

23

il =

1515 13,3

1008 9,2

7.6
4,9

Death MACE ST
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Death, MACE or stent thrombosis
and time of discontinuation

P for trend = 0.004
% 0-30 days 30-180 days ® 180-365 days 1 >365 days
\ |

% | P=0.008 |
100 P=0.02
90 P for trend = 0.004 P=010 P for trend = 0.004
| | e | |
80 - | P=0.008 | o | P=0.008 |
70 P=0.02 P=0.02
60 P=0.10 P=0.10
] ’—"
S0 43
40 - "0
30 - 27 25 23
20 - 14 S
10 - 7 4 4 5
0 e , E
Death (%) MACE (%) Any ST (%)

Rossini R et al. Am J Card 2011, 107: 186-194
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2YMINEPAZMA MEAETHZ

H TTpwiun O10KOTI TG AVTIAIMOTTETAAIOKNC
AYWYNG €ival guxvr 10 1° €ETOC META TN
TOTTO00ETNON Stent Kal cuvdEeTal pe peidova
KapOlayyeIOKA cupBapara OTTws Bpoupwaon Tou
stent kai Bavarto

Xpeladovtal KAAUTEPEC OTPATNYIKEG VIO TN

OUMMOPPWON TWV AoBEVWYV TTOU €ival ETTIPPETTEIC
oTn OIAKOTIA TNC AVTIAIMOTTIETAAIOKNAS AywyNng
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2YNAYA2ZMOZ2 KAOIMIAOIPEAHZ (75 mg)
KAI AZIMIPINHZ (100 mg) 2ZE ENA XAl



2YMIEPAZMA

* Evoeicn dITTARG avTIAIUMOTTETAAIOKAG AYWYNG :

1) o&€a oteaviaia ouvdpopa (OZ2) aveEaptTnTwg
ouvtneNTIKNG N etTepBaTiknG (PCI) avTiyeTwmiong

2) KOATTIKI] HOPUOAPUY ME AVTEVOEICN OTA AVTITITNKTIKA

°* H mpowpn diakotr TNS kKAotmidoypeAne ota 022 (PCI)
ouvoOeUETAl ME aucnuéva kKapdlayyeliaka ouppauara
AOYyw Bpouwoncg

° H Umapg¢n ouvduaopou kKAommdoypeANnS (75 mg) kai
aoTmpivnc (100 mg) o€ €va XAt OCUPPBAAEl  onuavTika
OTN CUMPOPPWON TWV AoBeVWY HE TTPOPAV] WEPEAN



2AZ EYXAPIZT() TIA
THN TTIPOZOXH ZAZ



