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Table 4, Propertes of Cunent Oral and Investigational Antiplatelet Drugs

Time required to
Metabollsm Tecover adequate
to active Permanent  platelet funetion
Mechanism of ~ Routeof  metabaliie platelet affer dug
Drug Class action  administration required  Route of elimination Mactivation  administration
Aspirin Salicylate Cycloowygenase  Oral No  Liver by descetylation  Yes 30K atdBh
Enzyme to salicylic acid
inhibition
Clopidogrel  Thiznopyridine P2V, receptor — Oral Yes  Liver by 2step Yes  40%atdd
blockade rocess involing
(YP3A5/2C019 10
active metabolite
Ticlopiding ~ Thienapyridine P2, receptor— Oral Yes  Lier, by CYPCD19t0  Yes 484
blockade active metabolite
Prasugrel  Thienopyridine P2y, receptor  Oral Yes  Liver, by CYP3M to fes  2-3d
blockade active metabolite
Elinogrel  Sulfonylurea PV, receptor  Oral, IV No  Lierandkidneywith Mo Bhafterasingle
blockade minimal metabolism 104mg dose;
langer with
higher doses
Cangrelor  ADP analog P2, receptor IV Mo Dephosphorylation No  Rapid (min-h}
blockade
Twagieln  Cyclupenyluigeulupyriniding P2Y 5 eeeplor Ordl Moo Liver, aclive meldlle  Noo G7hal 240
blockade
Dipynaamole Phosphodiesterase inhibitor PDE inhibition ~~ Oral No  Liver, enteronepatic No  2d(?)
ecirculation
Cilostazal ~ Phosphodiesterase Il POE (ral No  Liver, CYP3M/2CD19 Mo 2407
infibitor inhibition active metabolite
Terutroban  PAR-L receptor blocking ~ PAR blockade  Cral N ? o1
g
E5555 PARL receptor blocking ~ PAR-L blockade gl N 7 N 7
dng
SCHA30348 PARL receptor Dlocking ~ PAR-L blockade  Oral No  Lwver biliayexcretion  Noo 7
tnug

ADP = adenosing diphosphate; POE = phosphodiesterase; PAR-L = protease-activated receptor 1
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Table 2. Disorders for Which Aspirin Has Been

Shown to Be Effective and the Lowest Effective
Daily Dose

Lowest effective

Disorder daily dose (mg)
Hypertension 75
Chronic stable angina 75
Polycythemia vera 100
Unstable angina 75
Acute myocardial infarction 160
Transient ischemic attack and ischemic stroke 50
Severe carotid artery stenosis 75
Acute ischemic stroke 160
Atrial fibrillation 325
Men at high cardiovascular risk 73
Immediate postcardiac surgery graft preservation 72325

Adapted from Patrono et al..® with permission.
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Table 3. Possible Causes of Nonresponse to Aspirin or Clopidogrel

Specific for aspirin Common to bath aspirin and clopidogre] Specific for clopldogrel
Nonatherothrombotic causes of vascular event
(&g arteritis, cardiac embollsm)

Baseline individual variabillty
& ' Baseling platelel reactivity
8 M
# [iabetes /insulin resistance

Reduced bloavallabillty Reduced bloavallability Reduced bloavallabillty

Drug interaction: NSAIDs # Fallure fo prescribe Drug interaction’ drugs metabolized by
# Poor compliance/inadequate infake fhe cytochrome P-450 CYP3A system
# Underdosing
# Vaniable absarption, metabolism
Increased platelet tumaver
» ! Platelet production (peroperative siress)
# Exogenous administration (transfusion|
# ' Platelet ractinty

Genetle polymorphisms Genetic polymorphisms

Piatelet GP |a/Ila Ib/V/IX, and llb/lla receptors #P2Y, . H2 haplotype

# Collagen, WWF 8 (VP3N

000X 2 0 (YP2C19

# Thomboxane A,

o Factor KNl Vaf34Leu { | factor XIN activation|

Altemate pathways of platelet activation

& Activation by other pathways (8.,

catecholamings)

& [ COX from nucleated cells

# nonCOXhromboxane A, synthesis

Tachyphylaxis

NSAIDE = nonztersdal antinfizmmatory drugs; COX = cycloorygenase; YWF = von Willebrand factor; BMI = body mass index; GP = ghyooprotein
Artapted from Michos &t al, ™2 with pamizsion,
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Table 4, Comparison of Guldeline Recommendations Regarding Antiplatelet Therapy In the Perioperative Period
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Aspirin
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document

Tot

for

for pastoperative platefet hunction

Ametican Callege Douketrs ot ol “ Stop 7-10 d for patienty nod af

of Chiest High tish for catling events For
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cantinue Bpin U fa and
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AN 1% interTupted, it ahould
e resiared 548 b afer CABG.
In BMS patients within & wh of
stent plaemant. of 0ES
patients within 12 me of stent

Stop 7-104d for patiznts hot ol

Tigth fink for candine events.

For elective CABG or highisk

nancatdise surgery padients
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for cardiae events (of the
et thattung) when
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surgery. n BMS patients cArdiAC event, o

within & wh ol stent undergoing CABG, of with
placement, o DES patients stent pincament, coflinue
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hmigho penopertie
period |see presperaive

St 24 b poatapetithely ot No
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Ansoeiation theragy, it is w0 i 57d  foriy for by
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Relerence for for for pastoperative platelet function
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BMS = bare metal stent: DES = drugeluting stent: ACS = acute corenary syndrome: NSTEM! = ni STagment elovation myocandial infarction; CABG = coromary adery bypass gral.
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