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Annual CardiovascularConferenceat Lake Louise
2010 Conference Report

Overview

he Annual Cardiovascular (leffy and ACC Lake Louise Go protein ©sCRP values and lipid
Conference (ACC) at Lake Director Dr. Jacques Genest (right).  profile. The summary datawere
Louiseis a premier continuing Also new this ya airncludvt\alda iga stul:}]seéquenr% |e{gsg{nltation
medical education event that combineﬁ_|a|| o where delegates had theby Dr. Jacques Genestho concluded
an outstanding scientific program ’ . . . ... from the impressive resultthat the
. ) .~ . opportunity to engage in scientific . )
covering a wi@ spectrum of topics in . . . . participants must be a highly self
. . . discussions with medical personnel L
cardiology with a relaxed, collegial (Medical Ligsons and  Clinical selectedyroup of individuals

atmospher © tha.t 'encourages Research  persmel) from the The ACC Lake Louise Organizing
collaborative discussions an - . . )
. . conferenceds p h a r @a@amnitee tnstigated this €qnferanseo r s
knowledge translation T hi s Y& RL0 8 . . .
. . 0 Tearn more about new agents in thesummary report which highlights
conferencebuilt on its 25year legacy o . . . N
, . researctpipeline and to discuss recentselected presentatisfromt hi s year 6
of excellence by offeringarticipants . . . . .
, i, ; . key papersand their relesnce to meeting with the aim of affording
increased opportunitiesf interactivity L : - .
) ) clinical practice participantsan opportunityto reflect
and for exploring key topicthrough a . .
. . . on the information and knowledge
series of challenging, retife case As a valueadded component, ) .
. . . .- oo . gained during the conference in March
presentations and panel discussionparticipants were invited to provide a . : .
o . . . : -and spur continug discus®n of
with internationally recognized thought fasting blood sample to obtain their. o )
o . L . important new topics in cardiovascular
leaders individual high-sensitivity Creactive

medicine

The Residents Research Competition,
sponsored by Boehringer Ingelheim
Canadd.td., was expanded this year to
include a Poster Competitionin
additon to the original Oral
Presentation Competition Both
sessions were  well-attended
generating considerable interest and
lively discussion. Congratulations to
Dr. Jonathan Afilalo, winer of the
Oral PresentatiolCompetition, and Dr.
Sara Partington, mner the Poster
Competition both are pictured with
Barry Hachey of Boehringer Ingelheim
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Antithrombotic drug development 1 balancing risk and benefit

r. Robert Welsh, from the cost of reduction in risk of mortality risk population there was no

Mazankowski Alberta Heart (approximately 28% in a large meta difference between enoxaparin and

Institute, discussed the analsis) is offset by its increased risk fondaparinux inthe ischent triple
controversial topic of risk-benefit of major bleeding (approximately endpoint but a major reduction in
analysis ad anticoagulant drug 30%) and minor bleeding (up to 80%).bleeding Importantly 95% of the
development. In the absence of ams a result, the role of Gpllb/llla difference in death at 6 months was
Aii deal o agent t h aréceptbrableckers hags rdecdeased mdtttibated to a significantly higher rate
biological effect, is efficacioyshas a importance. of bleeding with enoxaparin.This
proven safety profile, is easy to use supports the importance of considering
costeffective and applicable across a ongterm outcomes of majorand
wide spectrum of patients with minor bleeding when balancing the
coronary artgy disease (CAD) who efficacy and safety of new agents. In a
require anticoagulatiqn, optimal patientto include major bleedings one of recently pul:_)lishedsubstud_y of the
management relies on an . . OASIS5 trial, fondaparinux was
individualized riskbenefit assessment. four fa_ctors In aquadruple compoti_a associated witha lower intensity of

. ) ) endpoint. Although the composite . .

While drug development in this areaendpoint (which included death, MI, anticoagulant effect that likely

has successfully focused on reduction accounted for its lower bleeding risk.

) . S urgent revascularizatiopnand major
of ischemic eventghe minimization of o
. . bleedng) was not significantly In summary, Dr. Welsh suggested that
bleeding events is

. ; . now galnmg different between patients receivingwe are entering an era wheoae size
Increasing attentlpn. Bleedmg. ha,lsheparin with a @llb/llla antagonist or does not fit all Patients may benefit
clearly been ?St?_b“Shed _as a major ”SIf)ivaIirudin, the incidence of major from high potency anticoagulants for 1
fgctor that significantly I.ncr?ases_thebleeding was significantly lower in the to 3 months before dowtitration to
fisk of death, myocardial infarction bi)r{a_lli_r%dien grgup. ) obtain efficacy up front andh less

( M) and stroke. 'S now n 0potent approach witla decreasd risk
i i any trials followed this example
doubt that major bleeding leads to badVany ple bleeding in the long term. Although

i e wheddy bleeding plagd a major role ) .
outcomesn thecurrentera © s t a twbeddy bleeding plag | tailored therapy will not be as easy to

in defining the utility of a new agent.
welsh. g Y d implement 8 a standard dose for all

In the OASISS5 study, the incidence of i )
Whether the cause of bleeding is y patients,it may be the best strategy to

major bleedingat 9 dayswas the . . .
procedurerelated orspontaneoyghere . . . improve outcomes in patients with
, primary safety endpointin this low
is a clear doseesponse for the severity ACS.
of bleedng with the risk of adverse

outcomes, including, but not limited to, MAZANKOWSKI

'‘Major bleeding has emerged as
primary endpoint in large randéred
controlled  trials (RCTs) The
REPLACE2 trial was one of the first

mortality. Clinicians shoull remember Anti-thrombotic drug development:
that there are a number of indirect Balancing efficacy and safety
associations between bleeding and

=
o)

adverse outcomes, including
discontinuation  of  antithrombotic
agents and evidendmsed medications
such as bethlockers andangiotensin
converting enzymeACE) inhibitors.

Ischemic events 9 - 2.5% = 6.5%
Bleedingevents 1 - 2.5% = 1.5%

Applying a riskbenefit analysis to
Gplib/llla  receptor  blockers in
percutaneous coronary interventions
(PCI) during acute coronary syndromes
(ACS), it becomes apparent that the
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Rate and rhythm control and ablation in the managenent of atrial fibrillation 7
importance of cardiovascular outcomes

trial fibrillation (AF) has been control, but there appear to be othemntiarrhythmic drugsHowever, hese
an underappreciated topic ofgoals we can achieve with impressive treatment effects are offset
cardiovacular medicine fora anti arr hyt hmi c t hhly a highyatedf complitioesdwith D r .
long time, even though iis Connolly. retrospective survey suggleng a rate
well known that AF is associated with of serious complications aip to 5%.

L Two large hase 1ll  studies ,
a poor prognosis, independeof other g ’ These results might be an
" , demongrated that dronedarone reduces L .
conditions. According to Dr. Stuart underestimation of the true incidence

) ) the risk of AF recurrence by .
Connolly from McMaster University, roximatelg 2506, |t hag also beenof complications. Furthermore, recent
ttl t.u

~ app
AfWe had a rather bsEO\i;\l/nstEJ@ bedah bttedivh & Se Cton?rg}lraporti; ssuggest that the shtetm

antiarrhythmic drugs up until the . . . efficacy of ablation might not extend
N . ) drug in patients withpermanent AF . .
1990s @t that time,the CAST tral . &Iurlng longesterm followup, with less
h 4 that th q ¢ These promising results were tempereth half of tients f ¢ AR
S oyve _ a ese drugs .were noby the ANDROMEDA study which an half of patients free _o
saving lives, and were in fat . . recurrence at 3 years folleup in one
. . . : showed an increasd risk of allcause . .
associated with a higher risk sfidden . . . : case report. CABANAIs a mortality
i : ) mortality with dronedarone in a high ) .
death.Subsequent trials, including the . . . . study that is expected to provide
i ) risk population withcongestive heart . . : )
AFFIRM trial and the Canadian AF __. . - further insight into the risk to benefit
i failure (CHF). Despite thesdindings , , , .
CHF trial, attempted to answehe o . ratio of pulmonary vein ablation. Until
o clinical evaluation of the drug was ) ; )
question, is rate control or rhythm more evidence is avaliée, ablation

. . . continued, andthe ATHENA study .
control more effective in reducing " __should be reserved for younger patients
. _ supported the concept that AF patients
mortality? Resultsfrom both trials

o . . can benefit fom more than just with paroxysmal & with  well
showed no significant difference in

. . L documented symptomsvho are not
mortality with the addition of a rhythm symptom reductianpatients receiving responsive to antiarrhythmic thera
Ity wl N yt dronedarone had significantly lower ponsiv ! ythmi by,

control agent to an existing rate control . o and who are well informed as to the
. risk of rehospitalization or . . . .
regimen. There was, however, a . potential risks associated with the
cardiovascular deatthan placeboAn

significantly  higher rate of re unexpected finding was that theprocedure.

gfripltallzatlon in the rhythm control incidence of cardiac arrhythmic death Dr. Connolly concludd with the

' was significantly reduakby 45% with observationthat we have advanced
By 2008, it seemed clear thatdronedaroneFurther,the incidence of from thinking only in terms of rate and
antiarrhythmic drugswere associated stroke wasalso significantly reduced rhythm control. Symptom control is
with potential risks without evidence with dronedarone also an important and achievable goal.
for improved outcomes. The main goalAdding to the rate or rhythm control Further, here isalsoclear evidence We
of treatmenttherefore was to suppress . . . canreduceimportant CV outcomes in

. debate ispulmonary vein ablationa .

symptoms of AF. To this end, rate the way we manageafients and that

. new invasive procedure that has been . .
control offered a simpler and safer P bhese N co?sgerratm SF shoRId mbe

h ATHh I su sted %s aa?jc reotd_t "Id"et
approach. fi i s %n%lyssof'se%erpal sn(wzaltﬁarﬂs%u%gaestmcorporae into clinical decision

with the introduction of dronedarone, . making.
that this procedure reduces recurrence

yvh|ct1 is challenging gs to think that of AF by 2530% compared with
i tos not just about rate or rhyt hm
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The role of cardiac resynchronization therapy and optimization of its benefits

yocardial contraction and Predicting which patientwill benefit response rates by up to half. Other
relaxation is a complex from CRT is a challenge. QRS reasons for poor response include
phenomenon even in a duration is the best measucarrently devicerelated issues (e.g., suboptimal
nomal, healthy heart. When the effectsavailable for predicting response tobiventricular pacingandtiming issues
of scaring, MI, and regional fibrosis CRT, yet it provides only modest particularly in patients with AF or
related to dilated cardiomyopathgre correlation with clinical outcomes. nondevice issues (e.g., medications,
added to the pictureit can become Given tte limitations ofQRS duration, ischemic episodes d¥l, change in
very difficult to restore synchrony and how can response to CRT berenal function)By optimizing some of

normal contractility of the heart. optimized? Dr. Exne suggests that t he s e factor s, AThe:

AGi ven this cazmgl elxiiniyci anstheb aasni d & suggestiah that you can turn patients

how well cardiac resynchronization considerpulse pressure, hemodynamicwh o havendédt benefited

therapy [ CRT] wo r tesponse, andiahgrecknicad iddicddors e sponder s, 0 stated
Derek Exner, from the Libin of a good response to theragyrecent important consideration is that some
Cardiovascular Institute. study suggests that some simplepatients might requir devices to be
electrocardiographic HCG) findings pr ogr a mme d out side
can predict reggnse to CRT, such as setting. Therefore, a structured
delayedieft ventricular (V) activation approach to evaluating deviceand
preCRT andfusion pacingpostCRT. nondevicerelated factors is needed
Using these two simple ECG whenconsidering nosiesponders.
remained a 25% mortality rate at 3p.r ed'i(.:torsmayincrease .response ra'tes
years. More recent evidence is S|gn|f|cantly. Prgoperatlve magnetic by predicting that the new giélines
resonance imaging (MRI) can also help .
are likely to recommend

provided by the REVERSE and in terms of opinizing  taraet lead
MADIT CRT trials, which have longer ! - P '?_I g . g : implementation ofCRT earlier in the

) . . position and provimhg information . . .
follow-up than earlier trials and confirmin the resence  of disease procesfealistic expectations
included patients who were Iessd < Incrlwgn and m'n'[r)nal scarrin in terms of the potential benefit of
sympomatic (i.e., class | and Il heart ¥1,yh y I n dgict b Ittg' CRT and a structured approach to
failure). These trials support a benefit\rN 'c N generally  predic eter managing nofresponsive patients are
of implementing CRT earlier in the esponse. both important elements to be
disease process taedue patient It is important to take the time to maintained
morbidity, although no survival obtain a reasonable lead position, since

benefits have been demonstrated a suboptimal position can reduce

Early trials that established the utility
of CRT pacing suggested a 13%
absolute risk reduction of mortality for
CRT pacingversus medical therapy,
but the downside was that there
Dr. Exner concluded his presentation

Novel anticoagulans for stroke prevention in AF i canwe RE-LY on dabigatran?

r. Stuart Conally, from useful, it is less effective and safe tharwarfarin actually receiving the drug,

McMaster University, dabi gatran. 0 and less than 60% of these patients
d|§cussed the role of novel Warfarin  has been  the standard_aCh'e\mg therapeutic dqses. Most
oral anticoagulants for  stroke importantly, realworld studies suggest

guidelinerecommended anticoagulant
for almost 20 yeardor patients with
AF at moderate to high risk of stroke.
. i However, @spite its demonstrated
commercially available. DrConnolly : . . . . .
expectsthat warfarinwill be araduall efficacy in stroke reductionthere is a Several new oral anticoagulantare in

P 9 Y clear treatment gap witbnly 50% of development to address the challenges

E)hased out over the next 5 to 8 yea.rspatienﬁ who V\()OU|d benefit from associated with warfarin. Phase Il data
AAl t hough war farin as

een very

prevention in AF Dabigatran a direct
thrombin inhibitor, is expected to be
the first new agent to become

that approximately one quarter of
patients discontinue warfarin within
oneyear.
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are available for one of these agents,
dabigatran The safety and efficacy of . ]
dabigatranwas evaluated inrRE-LY, a StrOke or System|C Emb0||sm
phaselll trial enrolling over 18,000
patients with  AF and at least one
additional risk factor for strokeTwo
doses of dabigatran, 110 mg bid and Dabigatran 110 vs. Warfarin —
150 mg bid, were comparedgainst
doseadjusted warfarin using a non
inferiority trial design

Non-inferiority Superiority
p-value p-value

<0.001 0.34

Results from the REEY trial show tha -
both doses of dabigatran were Rnon| pabigatran 150 vs. Warfarin

inferior to warfarin and the 150 mg
dose was superior to warfarin in the
prevention of stroke or systemic
embolism the primary efficacy ‘ ‘ ‘ .
endpoint Importantly, both doses 050 075 100 125 150
significantly reduced the risk of Dabigatran better H (9570 Warfarin better
hemorrhagic stke and intracranial

(both intracerebral and
hemorrhage (ICH).

<0.001 <0.001

Margin= 1.46

subdural) eyent occurring more frequently with after  stratifying patients as low,
dabigatran than warfarin, although itmoderate or high risk according to

The 110 mg dose showed aled to relatively few discontinuations. CHADS, scoring. Notably,

significantly lower risk of mMajor Tpere were a differences in results 0 2P gatranos benefits

bleeding, the primary safety endpoint; oservedetween warfarimaive and reduging intracranial hemorrhage were

the 150 mg dose was similar toexperienced patientssuggesting that consistent across patients CHADS

warfarin. Both doses significantly patients can benefit from dabigatrancategory'

reduced the risk folife-threatening \yhether or not they have previouslyDr. Connolly noted that the
ble.edingandto.tal bIgedingThe .risk of pbeen exposed to warfariifhe only complementary righenefit profiles of

major gast.romtestmal bleeding wasp e ictive factor that was found to bethe two doses of dabigatran will be
increasedwith the 150 mg dosef  ,sgqciatednith risk of major bleeding important for clinicians to consider, as
dabigatran compared to warfarin was age, independent of renal functiongach offers important benefits over
Otherimportantobservations included suggesting that dvararing a tHe a codctudedb e tha f i t s
an increasedate of M| with the 150 over warfarin in reducing major i Da b i gvdl tbe aamew chapter in

mg dose ofdabigdran over warfarin bleeding are greatest inyounger antithrombotic therapy that is going to

and conversely,a trend towards a patients. change howwed¢rat patients. 0

mortality reductionwith the 150 Mg A gypgroup analysis confirmed that the
dose. Dyspepsia was the only adversg,qin stydy findings were maintained

° EVIDENCE BASEDMARKETING 5

2275 Upper Middle Rd. E, Suite 101 Oakville ON L6WO®®&.evidencebasedmarketing.ca



SFouide
CANADA’S PREMIER
CARDIOVASCULARCME

www.acclakelouise.com

Properties/ mechanisms of action of antiplatelet agents and impact of genes, proton
pump inhibitors and CURRENT dose?

r. Erick Schampaert, omeprazole and provides reassuranc®l or stroke, but onlyin patients

Associate Professpr to clinicians that therés no increased undergoing PClThese benefits were

Université de Montréaland risk of ischemic events with the offset by a modestly higher risk of
Head of the Division of Cardiology combination treatment suggesting major and severe bleeding, as well as a

Hépital du Sacé-Coeur deMontréal, adequate antiplatelet activity significantly higher proportion of
discussed new data on the impact OtStudies to dateindicae that pre patients requiring transfusions, but not
gene polymorphisms, concomitant usetreatment of patients undergoingTIMI major bleeds, intra@nial

of proton pump inhibitors (PPlsand . : hemorrhage, fatal bleeds or CABG
lanned PCI with antiplatelet thera
dosing on the efficacy of P P pyrelated major bleeds. Dr. Schampaert

is effective The strate is bein
acetylsalicylic acid ASA) and . oy . g noted that AThe 0. 5%
; . . . evaluated with other antiplatelet
clopidogrel in patients with ACS

in risk of major bleeding is comparable
Platelet functi testi tsthat agents such as - prasugrel. The to the 0.6% ted wh
atelet func |on_es mg_;ug;ess al  ~URRENT OASIS7 study evaluated o the 0.6%ncrease we accepted when
2.8 to 59% of patients with stable CAD

. _ different clopidogrel and ASA dosing we SW'tChed from using AS\A to using
have ASA resistance, depending on the clopidogrel .o Notably

o Straegies in patients with ACS ~ .
specificassay used, artatup to15% g : P . . significant effect okconcomitant use of
undergoing an early invasive strategy

of panents may be rgsstant toWith intent for PCl. Patients we a PPI,nor of receiving high or low-
clopidogrel. Numerous trials have . . dose ASA.

demonstrated that ¢ clopidoarel randomized to doubldose clopidogrel

emonstratedinat poor clopidogre for 7 days followed by standardThe ef fect of a #fAtail

resppnders have a highercigence Of. dosing or to standard clopidogrel higher loading and maintenea doses
cardlovgscular ev.ents. Pc_)temlaldosing with high- or low-dose ASA. of clopidogrel in patients with verified
rnechanlsms_of cl_opldogrel reSISftanceResults showed that doubledose clopidogrel resistance iscurrently
includegenetic variablesunderdosing clopidogrel significantly reduck the being evaluated ni the GRAVITAS

.Or map!oropr_late d_osmg, or dragug composite risk of cardiovascular death study.
interactions involving CYP @19, the

enzyme required to activate the pro -
drug into the active agé Indeed,
genetic polymorphisms have been [elVIII IS (Ve \YABITATo ] I =l [oATVA=To o M@LoTyq] o] N F=TgLol=)
identified that can reduce clopidogrel ARSI e 2%

. ) atients .8%, 2%
absorptlon and othetsave been shown v Planned Early (<24 h) Invasive Management with intended PCI
to limit metabolic activation at the v Ischemic ECGA (80.8%) or 1cardiac biomarker (42%)
hepatic Ievel, bOth Of Wthh are Randomized to receive (2 X 2 factorial):

associated with increased event sate CLOPIDOGREL: Double-dose (600 mgthen150 mg/d x 7d then 75 mg/d) vs Standard dose (300 mgthen 75 mg/d)
ASA: High Dose (300-325 mg/d) vs Low dose (75-100 mg/d)

Concomitant drug interacns may -

. Angio 24,769
also eylain some of the poor respsn (99%)

. 0,
to clopidogrel. For examplePPls Pc('7107°/’332 No PCI 7,855 (30%)
metabolized by CYP @19, such as
omeprazole, were hypothesized to |E—_— ‘
interfere wi t h 191 Ciop in 1st7d (median) 7d 7d 2d 7d

metabol!ze Clopldogrel to its active Efficacy Outcomes:  CV Death, Ml or stroke at day 30 Complete
metabolite. However, he COGENT StentThrombosisatday30 =

. . Safety Outcomes: Bleeding (CURRENT defined Major/Severe and TIMI Major) OTOWUD
trial prospectively evaluated Key Subgroup: PClv No PCI 99.8%

clopidogrel with or without
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The potential clinical benefit of the novel antiplatelet agent ticagreloft
the PLATO project(s)

K-M estimate of time to first primary efficacy PL AT6
event (composite of CV death, Ml or stroke)

r. Lars Wallentin, ce

principal investigator of the

PLATO trial and professor
of cardiology at the University
Hospital in  Uppsala, Sweden,
presentedvia satellitethe results of
the PLATO trial comparing the
reversible antiplatet inhibitor,
ticagrelor versus clopidogrel. Unlike
the thienopyridinegjcagrelorinhibits
platelets independently from
adenosine diphosphate ADP)
receptor binding, producing allosteric|
inhibition of platelet activation that is
reversible. This provides a faste
onset and offset of action than
clopidogre] with functional recovery
of all circulating platelets once
plasma concentrationsf ticagrelor

fall. Additional benefits include its
direct action without requiring probably due to difficult to diagnose clopidogrel can prevent one event of

metabolism to an active compound earlyperi-procedurateinfarction in the CV death, M] or stroke.

more pronounced platelet inhibition, P Ij—g(())n t(;lfal a:{veltnrls Itshe:egyom?:grsResults werevery consistentin the
and a o f gharmacokineticg §C¢US! pal W ! subgroup of patients with a planned

prOﬁle that allovs a dose to be missed \l_vere riSing' After this acute ) phase’invasive approachThere wasalso a
without a clinically  important ticagrelor was shown to consistently

compromise irplatelet inhibition. reduce the rates of Ml and CV death
as reflected by the continued

Clopidogrel

Ticagrelor

X
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o
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>
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]
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o

CSCabNwbhbonoo~N®O

HR 0.84 (95% Cl 0.77-0.92), p=0.0003

60 120 180 240

Days after randomisation

300 360

No. at risk
Ticagrelor 9,333
Clopidogrel 9,291

8,628
8,521

8,460
8,362

8,219
8,124

6,743
6,743

5,161
5,096

4,147
4,047

K-M = Kaplan-Meier; HR = hazard ratio; Cl = confidence interval
Wallentin L et al. NEJM Aug 30, 2009

strongly significant redumon in the
risk of stent thrombosis witticagrelor

The clinical effects oticagrelorwere

separation ofhe curvesover the entire

compared with clopidogrelin the
PLATO trial, which enrolled
moderateto-high-risk non-ST-segnent Predefined hierarchical testing o&
elevation NSTE) ACS patients orST-  Series  of - secondary  endpoints
segment elevation myocardial demonstratedsuperiority of ticagrelor
infarction (STEMI) patients with a OVer clopidogrel for —additional
planned PCI procedure, includingcompos'te endpoints as well &8 and
those who had already received LV death. There wasnaimpressive
clopidogrel loading dose of 300 mg and highly significant1.4% absolute
within 24 hours of the index event féduction in total mortality in the
before randomizion. The primary tcagrelor group compared with
outcome, a composite of CV death, Miclopidogrel. These  results were
or stroke, significantly favoured Maintained irrespective  of the

study periodf up to one year

ticagrelor Dr. Wallentin noted that Clopidogrelloading dose (300 vs. 600

in this subgroup Similarly, ticagrelor
demonstrated benefits in the subgroup
of STEMI patientsthat wereconsistent
with the main study findings.

A substudy of patientsundergoing
CABG within 7 days oflast intake of
study drug demonstrated a similar
reduction in the primary endpoint with
ticagrelor A striking finding in ths
substudy was the pronounced lower
total mortality, which was reduced by
approximately half in patients treated
with ticagrelorversus clopidogrelThe
incidence ofmajor bleeding did not
differ between the two study armis,

separation of the curves begins latefd)- Taken together, these findings,, =~ . population on the CABG

suggest that ¢ating 54 patients with
ticagrelor for one year rather than

than was observed InTRITON,

sulgroup while the incidence of
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long-term treatment was higher with
ticagrelor.iWe ae further evaluating

the results to determine if bleeding wasreported more frequentlyn patients effects
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not associated with clinical
consequencesSimilarly, dyspneawas

in major trials involving
thienopyridines, might suggest that
ticagrelor has pleiotropic protective
or conwersely, that

a reason for the observed difference irtreated withticagrelor less than 1% of thienopyridines might have additional
mortality, but there is no clear dataticagrelor patients discontinued the downsidesthat preclude an overall

indicating this yeb state
Wallentin. There was a higher
incidence of sinus arrests in the first 3
days of teatmentin patients treated

dtudy dany due todyspnea

Dr. Wallentin commented that the
overall reduction in mortality observed
in the PLATO trial, which has not been

survival advantage despite their
demonstrated protection against.Ml

Can prasugrel calm the storm in acute coronary syndromes?

rasugrel requires fewer steps forThe TRITON TIMI 38 trial directly

conwersion to its

active compared prasugrel to clopidogrel inupfront

long-term benefit in addition to its
benefit, which would be

metabolitethan clopidogrebnd patients with ACS (STHI or unstable expected because a litthese patients

thereby provides a more consistent andngina/NSTEMI)

undergoing a

at the time of their PCI would not have

potent antiplatelet effect with a moreplanned PCI procedure. The resultshad an effective clopidogrel dose. So a
rapid onset of actionlt has been show a highly significant reductioof

proposed that this new antiplateletalmost 30%in the combined primary at t r act i ve

faster onset

of action might be

in

agent could helmddresssome of the endpoint of CV death, Mlor stroke at summarized DrRobert Welsh. Many

unmet needs of pents with ACS.

theend of treatment (up to 15 months),of

Importantly, metabolism of prasugrel with a numbemeededo-treat (NNT)

is not affected by
polymorphisms that can
applicability of clopdogrel in some
patients.

genetic of 46.
limit the prasugrel was demonstratedrly, with
the curves separating as early a® G
days.

Importantly, the benefit of

APrasugr el

the secondary outcomes also
favoured prasugrel, includingonfatal
MI, urgent target vessel
revascularization and stent thrombosis
although the increased efficacyvas
offdeto by safety aoncepsoreladed ttoi a |
increased risk of TIMI major, life
threateningand fatal bleeds.

Subgroup analyses from the TRITON
TIMI 38 trial suggest a very
impressive benefit of prasugrel in
STEMI patients undergoing primary
PCI, with an absolute risk reduction of
3% compared to clopidogrel. There
was no difference in bleeding in this
subgroupover 15 months, suggesting
that prasugrel migt be particularly
attractive in younger patients with a
lower risk of bleeding complications.
Similarly, prasugrel demonstrated a
5% absolute increased benefit over
clopidogrel in the subgroup of patients
with diabetes at baseline, a group that
is known b be at higher baseline risk
due to older age, higher body mass
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