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Estudio ESTIME
Prevalencia de ITB bajo

Global

Mujeres Varones

ITB>=0,9
91,97%

El ITB medio fue de 1,05 £ 0,16 (rango 0,12 a 2,55). Mediana 1,0.

Blanes JL ef al. Int Angiol 2009; 28: 20-25




Estudio ESTIME
Cuestionario de Edimburgo de claudicacion

[1No claudicacion B Claudicacion definitiva

B Claudicacion atipica
ITB <0,9 ITB 20,9

No claudicacién 89,7% 97.2%

Claudicacion

0 )
definitiva 2,9% 1,2%

Claudicacion
atipica 7,4% 1,7%

Blanes JL et al. Int Angiol 2008; 28: 20-25




La prevalencia de EAP aumenta con la
edad

B Mujer
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Diehm C et al. Atherosclerosis 2004: 172: 95-105




La poblacién con EAP tiene un alto

riesgo de episodios aterotrombaoticos:
resultados del estudio REACH a 1 ano

EAP solo

Casi 1 de cada 5 pacientes con sélo
EAP, falleceran debido a causas CV,
sufren un IM o ictus, o requieren

hospitalizacion durante el 1¢" ano

Episodios (%)

IM no lctus No Muerte CV/
mortal mortal IM/ictus ?:;‘::Ie cvim/

hospitalizacion*




]
v

.Elnglla arierial bed .7

| .

£

= " 20- DF'ul;ﬂraEcular disease

T

@ g

& 151

=" 12.6

o

£ 2 1p-

£ 3 74

& T

£ 5 2.8 31

% = 1.6 1.4 16 1.5

" pl -ET_EJ : ;

CN deaath MNon-izatal M Mon-fatal GV death CV deaih/

stroks Miistroke  MUstrekaosg™

Fig. 2. Patients with polyvascular disease have poorer outcomes (REACH,
FEEduction of Atherothrombosis for Contmued Healith smudy [r=68.236])
(adapted from Steg et al [4]). CV, cardiovascular; MI, myocardial mfarction;
PAD, peripheral arterial disease; and TIA, transient ischaemic attack, “A djusted
for age and gender. "Hospitalisation for atherothrombotic event such as TIA,
unstable angina, worsening of PAD.

Sieg PO, Bhatt DL, Wilson PW, et al. One-vear cardiovascular event rates
in outpatients with atherthrombosis, JAMA 2007, 297 1197-206,
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Fig. 1. PAD is a major cause of cardiovascular events and death withim 1 vear of
diagnosis (REACH, REduction of Atherothrombosis for Continued Health
study [r=68,236]) (adapted from Steg et al [4]). CAD, coronary artery disease;
CV, cardiovascular; CVD, cerebrovascular disease; MI, myocardial mfarction;
PAD, peripheral arterial disease; and TLA, transient ischaemic attack, “Adjusted
for age and gender. "CV death, MI, stroke or hospitalisation for atherothrombo-
tic event { ncluding TLA, unstable angma or worsening of PAT).
Sieg PG, Bhatt DL, Wilson PW, et al. One-year candiovascular event rates
in outpatients with atherothrombosiz, JAMA 2007, 297 1197-206.




Potential Biomarkers for use in Vascular Clinical Practice

I C-Reactive Protein (CRP); Serum Amyloid A (SAA); Interleukin 6 (IL-6);
nflammatory Interleukin 1-Beta (IL-B); Intracellular and Vascular Adhesion Molecules (ICAM

Markers and VCAM); Leukocyte Count; Cell Surface Markers (CD40L); Additional
Cytokines and Prostaglandins

Haemostatic and Fibrinogen; Fibrin D-Dimer; Fibrinopeptide A; Von Willibrand factor; Tissue
Rheological Plasminogen Activator (t-PA) Antigen; Factor VII; Prothrombin Fragment 1 + 2;
Markers Whole Blood Viscosity; Plasma Viscosity; Haematocrit

Lipid Oxidised Low-density Lipoprotein (oxLDL); Lipoprotein(a); Myeloperoxidase; Low
Associated Phospholipid Transfer Protein (PLTP); Lectin-like Oxidized Low-density
Markers Lipoprotein (LOX-1)

Urinary Markers Microalbuminuria; Urinary Albumin Excretion Rate (UAE);
Glomerular Filtration Rate (GFR)

Troponin T & I; B-type Natriuretic Protein (BNP); N-terminal-pro-BNP (NT-
proBNP); Glycosylated Haemoglobin (HbA1c%); Serum Creatinine;
Homocysteine

Miscellaneous




Bio-marcadores en arteriopatia
periferica: PCR

PCR e ITB, tanto por separado como en
combinacion, predicen un Incremento
del riesgo de SCA,ictus o muerte.

(Beckman et al. Comparison of usefulness of inflammatory
markers in patients with versus without peripheral arterial disease
In predicting adverse cardiovascular outcomes (myocardial
Infarction, stroke and death). Am JCardiol 96:1374-8).



Bio-marcadores en arteriopatia
periferica: Interleucinas

Interleucina 6 es predictor
Independiente de los cambios en el ITB.

Los niveles elevados de |la molecula de
adhesion intercelular -1 (ICAM-1) se
asocian con progresion de la arteriopatia
periférica y cambios en el ITB.

Tzoulaki et al. C-reactive protein, interleukin -6 and soluble
adhesion molecules as predictors of progressive peripheral
atherosclerosis in the general population : Edinburgh Artery Study.
Circulation 2005; 112: 976-83.



Bio-marcadores en arteriopatia periferica:
Otras moléculas inflamatorias

Los niveles séricos elevados de proteina
amiloide A se asocian con incremento de
la  mortalidad en pacientes con
arteriopatia periférica .

Vidula et al. Biomarkers of inflammation and thrombosis as
predictors of near-term mortality in patients with peripheral
arterial disease: a cohort study. Ann Intern Med 2008; 148: 85-93.



Bio-marcadores en arteriopatia
periferica: Factores hemostaticos

D- dimeros se asocian con progresion de
la enfermedad y mortalidad a corto plazo
en pacientes con arteriopatia periférica .

Vidula et al. Biomarkers of inflammation and thrombosis as
predictors of near-term mortality in patients with peripheral
arterial disease:a cohort study. Ann Intern Med 2008; 148: 85-93.

Tzoulaki et al. C-reactive protein, interleukin -6 and soluble
adhesion molecules as predictors of progressive peripheral
atherosclerosis in the general population : Edinburgh Artery Study.
Circulation 2005; 112: 976-83.



Bio-marcadores en arteriopatia
periferica: Miscelanea

El descenso de la actividad de la transferasa de
fosfolipidos (PLTP) se asocia con el desarrollo de la

enfermedad

En pacientes sintomaticos, niveles seéricos elevados de
NT-proBNP predicen de forma Iindependiente Ia
mortalidad de cualquier causa

Niveles seéricos elevados de r-2-microglobulina se
correlacionan con severidad de la enfermedad



Effects of pharmacological nisk factor modification for penpheral artenal disease
on all-cause mortality (n=2420with ankle—-brachial mdex <0.9; Median follow-
up: 8 years.

Drug treatment “Hazard ratio (95% confidence interval)

Statins 0.46 (0.36-0.58)
Beta-blockers 0.68 (0.58-0.80)
Anti-platelets 0.72 (0.61-0.84)
ACE inhibitors 0.80 {0.69-0.94)

Feringa HH, van Wanmmg VH, Bax J], et al. Cardioprotective medication is
associated with improved survival in patients with penpheral arterial
disease. J Am Coll Cardiol 20064711 82-T.




Comparacion de las recomendaciones en
guias : tratamiento antiagregante

AHA:

e Se recomiendan
antiagregantes para
disminuir el riesgo CV en
pacientes con EAP (I/A).

é AAS a dosis de 75-325 mgr

diarios es seguro y eficaz
(I/A).

e Clopidogrel a dosis de 75

mgr diarios es una
alternativa eficaz al AAS
(I/B).

é No se recomienda

warfarina para disminuir el

riesgo CV (lll/C).

TASC Il

é Los antiagregantes

disminuyen la
morbimortalidad CV en
pacientes con EAP
sintomatica (A).

é AAS a dosis de 75-160 mgr

diarios es eficaz (A),
Incluso en pacientes sin
otra enfermedad CV (C).

> Clopidogrel a dosis de 75

mgr diarios es eficaz,
aungue no tengan otra
enfermedad CV (B).



Comparacion de las recomendaciones en
guias: tratamiento de la claudicacion

AHA: TASC Il

e Ejercicio supervisado como A Ejercicio supervisado (A).
tratamiento inicial (I/A). A Cilostazol durante 3 -6 meses es

é Cilostazol, 100 mgr 2 veces al dia, tratamiento de eleccion (A).
mejora la distancia recorrida A Naftidrofurilo, 600 mgr diarios,
(I/A). Debe probarse en todos los también se puede considerar para
paC|ente7¢, con claudicacion tratar la claudicacion (A).

, severa_(l_ .A)' e A Tratamientos no recomendados: L -

= Pent(_)XIflllna .1200 magr dlarIOS, S arginina, L _Carnitina, estatinas’
considera de segunda linea tras pentoxifilina, hemodilucién
Cilostazol , para mejorar la Isovolémica, antitromboticos,
distancia recorrida ( [Ib/A). vasodilatadores, inhibidores de la

e Tratamientos no recomendados: acil-coenzima A, antagonistas de la
L-arginina , L-carnitina , gingko - 5-hidroxitriptamina, _
biloba , prostaglandinas orales prostaglandinas, buflomedil,
(beraprost , iloprost ), vitamina E, defibrotida, vitamina E, quelantes,
quelantes (acido etilen -diamino - acidos grasos omega 3, gingko
tetra-acético). biloba, reduccion de la

homocisteinemia.

(De Backer TLM, et al. Buflomedil for
intermittent claudication . Cochrane Database Syst Rev 2008;(1):CD000988.
Leizorovicz A et al. Oral buflomedil in the prevention of cardiovascular events in patients with peripheral
arterial obstructive disease:arandomized, placebo controlled, 4-year study. Circulation 2008;117:816022)



Comparacion de las recomendaciones:
Tratamiento de la isquemia critica

AHA: TASC II:
é No es util la pentoxifilina é Los prostanoides
parenteral (111/B). facilitan la curacion de
é PGE-1 parenteral o las Ulceras, pero no
iloprost oral durante 7 - aumentanla
28 dias alivian el dolor y supervivencia sin
facilitan la curacion de amputacion (A).
las ulceras (lIb/A). e Antigregantes en
¢ No establecido el papel periodo preoperatorio y
de factores de mantener
crecimiento indefinidamente en
angiogénicos (lIb/C). pacientes
é Tras revascularizacion, revascularizados (A).

antiagregacion
iIndefinida (I/A).



La activacion plaquetaria es un paso
clave en la aterotrombosis

Forma lisa, discoide, de plaquetas Forma espinosa, esférica de
no activadas plaquetas activadas




Figure 1. Individual wariability in ex vivo platelet response to adenosine diphosphate
(ADP) among patients treated with clopidogrel 75 mg/day (n = 544). Reprinted with per-
mission from reference 8.
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Serebruany et al. Variability in platelet responsiveness to clopidogrel
among 544 individuals. J Am Coll Cardiol 2005; 45: 246 -51.



Farmacocinética de Clopidogrel y Prasugrel

Prasugrel

Clopidogrel

Absorption and
metabolism

Prodrug is rapidly and extensively metabolized to the active
metabolite (R-138727) and several inactive metabolites

Metabolism to R-138727 is primarily via CYP 3A4 and CYP2B6

Exposure to the active metabolite and clinical outcomes are not
affected by CYP 2C19 and 2C9 polymorphism

Rapid conversion of the parent drug to active metabolite (median
time to peak plasma concentration in approximately 30 minutes)

Prodrug is rapidly and extensively metabolized to the inactive
metabolite (SR266334) and via 2-step CYP-dependent process to
active metabolite (R-130946)

Metabolism to R-130946 is primarily via CYP 3A4, 286 and 1A2,
with lesser contributions from 209 and 2C19

Exposure to the active metabolite is affected by CYP 2C19 and 209
polymorphism - loss-of-function polymorphism increases the risk
of poor cardiovascular outcome

Rapid conversion of the parent drug to active metabolite (mean
time to peak plasma concentration approximately 1 hour)

Disposition

Linear pharmacokinetics at doses up to 75 mg

Linear pharmacokinetics at doses of 50 to 130 mg

Elimination

Median elimination half-life of the active metabolite in
approximately 7.4 hours

Excretion is primarily urinary (approximately 70%); fecal
excretion <30%

Elimination halk-life of active metabolite not properly characterized
but reported to be a mean of 1.9 hours in 1 analysis

Excretion is 30% urinary and 46% fecal

Food effect

Fasting administration preferred; C___is reduced by 49% and

gy dElayed 0.5-1.5 hours when administered with high-fat high-

calorie meal, although area under curve (AUC) is unaffected.

Binavailability unaffected by food




permission from reference 18.

Figure 2. Cumulative Kaplan-Meier estimates of the primary efficacy endpoint (cardio-
vascular death, nonfatal myocardial infarction, or nonfatal stroke) and the key safety
endpoint (major bleeding) in 13,604 patients with acute coronary syndromes undergo-
ing percutaneous coronary intervention in the TRITON—TIMI 38 trial. Reprinted with

Primary Efficacy Endpoint

=]
l

End Point (%)

th

Mo. at Risk
Clopidrogrel 5795 5169
Prasugral ER13 6305 61

5835
5051

G035
Ir

Prasugral

Clopidogral
| 1 1 | | | |

0 30 60 90 120 1850 180 210 240 270 300 330 350 390 420 450
Days After Randomization

5043
5119

l. 138 Evanis
Hazard ratio, 0.81;
5% Cl, 0. 73-0.90
o= 0001

4 35 Events
Hazard ratio, 1.32;
5% Cl, 1.03—1.68
p=0.003

Wiviott et al. Prasugrel versus Clopidogrel
Engl JMed 2007; 357: 2001-15.

in patients with acute

coronary syndromes. N




Nuevos antiagregantes:

AZD6140: Primer antagonista del
receptor de ADP reversible por via oral.

CANGRELOR:Antagonista selectivo del
receptor P2Y. Intravenoso.

TRA-SCH 530348:Antagonista del
receptor de la trombina.



Greenbaum et al. Initial experience with an intravenous P2Y platelet
receptor antagonist in patients undergoing percutaneous coronary
intervention : results from a two-part, phase Il, multicenter , randomized ,
placebo -and active -controllled trial . Am Heart J 2006; 151: 689-91.



