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Stratification of CV risk in four categories

Blood pressure (mmHg)

Other risk Normal High normal Grade 1 HT Grade 2 HT Grade 3 HT
factors, OD or SBP 120-129 SBP 130-139 or | SBP 140-159 or | SBP 160-179 or | SBP 2180 or
disease or DBP 80-84 | DBP 85-89 DBP 90-99 DBP 100-109 DBP 2110
No other risk Average Average Low Moderate High added
factors risk risk added risk added risk risk

Low Low Moderate Moderate

Ltk factors added risk added risk added risk added risk

3 or more risk
factors, MS, OD
or diabetes

Moderate High added
added risk risk

High added

High added risk risk

Established CV
or renal disease

SBP: systolic blood pressure; DBP: diastolic blood pressure; CV: cardiovascular; HT: hypertension. Low,
moderate, high, very high risa refer to 10year risk of a CV fatal or non-fatal event. The term “added” indicates
that in all categories risk is greater than average. OD: subclinical organ damage; MS: metabolic syndrome.



Factors influencing Prognosis

Risk Factors Subclinical Organ Damage

Systolic and diastolic BP levels Electrocardiographic LVH
(Sokolow-Lyon >38 mm; Cornell >2440 mm*ms) or

Echocardiographic LVH
(LVMI M2 125g/m?, W 2110 g/m?)

Age (M>55 years; W>65 years)

Smoking

Dyslipidaemia Slight increase in plasma creatinine:
*TC>5.0 mmol/I (190 mg/dL) or M: 115-133 pmol/I (1.3-1.5 mg/dL);
eLDL-C >3.0 mmol/I (115 mg/dL) or W: 107-124 pmol/I (1.2-1.4 mg/dL)

*HDL-C:M <1.0 mmol/I (40 mg/dL),
W <1.2 mmol/I (46 mg/dL) or
*TG >1.7 mmol/I (150 mg/dL)

Fasting plasma glucose 5.6-6.9 mmol/L Low estimated glomerular filtration rate

(102-125 mg/dL) (<60 ml/min/1.73 m 2) or creatinine clearance
(<60 ml/min)

Abnormal glucose tolerance test

Abdominal obesity Microalbuminuria 30-300 mg/24h or

(Waist circumference >102cm (M), 88cm (W)) albumin-creatinine ratio: 222 (M), or 231 (W) mg/g
creatinine

Family history of premature CV disease
(M at age <55 years, W at age <65 years)



Factors influencing Prognosis

Diabetes Mellitus

Fasting plasma >7.0 mmol/I
(126 mg/dL) on repeated
measurement, or

Postload plasma glucose >11.0
mmol/I (198 mg/dL)

Established CV or renal disease

Cerebrovascular disease: ischaemic
stroke; cerebral haemorrhage; transient
ischaemic attack

Heart disease: myocardial infarction;
angina; coronary revascularization; heart
failure

Renal disease: diabetic nephropathy;
renal impairment (serum creatinine
M >133, W >124 mmol/l); proteinuria
(>300 mg/24 h)

Advanced retinopathy: haemorrhages or
exudates, papilloedema



High/ Very High Risk Subjects
One or more of the following subclinical organ damages:

- Electrocardiographic (particularly with strain) or
echocardiographic (particularly concentric) left ventricular
hypertrophy

- Slight increase in serum creatinine

- Reduced estimated glomerular filtration rate or creatinine
clearance

- Microalbuminuria or proteinuria
Established cardiovascular or renal disease



Ayyeilakeg BAaBec oTnv AY

B ApTNPIOCKANPUVTIKEC
m AONPWHATIKEG

m MIKTEG



ApTNPIOCKANPUVTIKEC BAABEC

o apTNPIAKEC
aAloiwoeic (konwon 10TwV) : Auénon
apTNPIaKNC OIAUETPOU KAl anodounon
eAaoTivnc.

O :YnepTpopia Kal
au&énon KoAAayovou.

m To apTnpIaKO ToiXWHUa OKANPAivel e TNV
auénon Tnc A.T1.

u Stergiopoulos et. Al.;Am.J.Physiol.1999;276:H424-8
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Figure 1. Pulse pressure (PP) arises from the interaction hetween stroke
volume (SV) and the characteristics of the arterial circulation that deter-
mine compliance (C) and wave reflection. As discussed in the text, wave
reflection ocours at :ml]fi[ﬂﬂ sites but 1s shown in the L[ingr'.l:rn A5 d Hil]g]ﬂ site
for the sake of simplicity. Cardiac outpur and penipheral vascular resistance
(PVR) determine mean arterial pressure (MAP).
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Nieon oc@uyHoU: MN PApPHAKEUTIKN npoctyyion

B AnwAeia Bapouc — MepiopiouoC
OlIVOMVEUNATOC.

m Yyieivn diatpo@n nAouoia g€ w-3 Ainapd
o&ea.

m AepoBikn aocknon.

B Meiwpevn npocAnyn aAaToc.



NMieon cPUYHOU: PAUPHUKEUTIKN NPOCEYYION.

m H pyn ypauuikn oxeon Mieonc —
EAQOTIKOTNTAC TWV ApTNPIWV ONUAIVEI OTI N

m [Mlpoonabeia avTigeTwNIoNG TNG AY TWV
NAIKIOUEVWYV CUMPWVA PE TIC OUYXPOVEC

odOnYIEC.



Nieon opuyHoU: PAPpHAKEUTIKN NPOCEYYION

O , Kal papuaka nou
napePpaivouv oTo
, mMBavwg
oupdpBaAAouv oTn peiwon TnG MM.2.
eNINpocBeTa TNC peiwong TS MAT.



NMieon oPuUYHOU: HEAAOVTIKEG EEEAIEEIC

m H ouvexi{opevn epeuva €ival méavo oTi 6a
avakaAUWEl un avTiuneEPTACIKOUC
(PAPUAKEUTIKOUC NApAYOVTEC nou Ba
OTOXEUOUV OTO , N O€ d)\)\ec

m H eepCII'IEUTIKI’] a&ia TETOIWV napayovm)v oTn
hHEiwon TNG M Kai TnG apTNPIaknG
OKANPUVONC NPENElI va TEKPUNPIWOEI ano
LEYAAEC KAIVIKEC MEAETEC.



ZXNHATIKN NOPEIa TNC

aOnpoyEVED ,
npoy ne loxaiJIKn
' KOPOIOTTA0EIn
* AyYEI0EYKEPAAIKI)
N6cog
- W Nepipepixiy
Evapén BAGBNG ayyeloTTadeia
Xwpig + ZUMTTITWHOTO 2UNTTTWHOTO
CUMTTTWMOTO

Xpovog (€Tn)



AOHPOzZKAHPQ2zH
NMEPI®EPIKQN APTHPIQN

2UOTNMOTIKRA, O1AXUTN VOO OG
(VEKPOTOMIKEG,
ETTIONMIOAOYIKEG,

UTTEPNXOYPOWPIKEGC MEAETEG)

EoTioKn, TTpooBAaAAOVTOG TRV
£CW TTAEUPA TOU DIXOOOU
apPTNPICG



O1 ekONA®WOoEIC TNC aBnpoBpouBwoNC
BpiokovTal ouXvd OE NEPICOOTEPA ANO
Eva aprnplaka dEvdpa

AEE 2TEQOVIAia
VOO OG
3.3%
3.8% 11.8%
[eplpepIKN
*Data from CAPRIE study qVV£|o1T('19£|d
(n=19,185)

Coccheri S. Eur Heart J 1998; 19(suppl):
D19RQ



Katavoun ABnpookAnpwTtikwyv BAafwyv
YwnAo shear stress (400 dynes/cm?)
XaunAo shear stress (5 dynes/ cm?

JAMA 1999,282:2035-2942

Figure 2. Localization of Atherosclerosis Lesions




Figure 3. Transformation of Endothelial Cell Morphology by Fluid Shear Stress

Physiologic Arterial Low Arterial
Hemodynamic Shear Stress Hemodynamic Shear Stress
(1 >15 dyne/cm?) (tg ~ + 0-4 dyne/cm?)

— _{‘zu::*-xk.’.\\

B

Bovine aortic endothelial cells exposed to physiologic shear stress (>15 dyne/cm?, left panel) for 24 hours
align in the direction of blood flow while those exposed to low shear stress (right panel) do not (phase con-
trast; original magnification x125). See “Biological Response of the Endothelium to Shear Stress” section.




ZUOXETION HETAEU EHPPAYHATOC TOU
HUOKAPOIoU N EYKEPAAIKOU KAl NAXOUGC
TNG KApwTIoag

NMNocooT6 ENPPAYHATOG TOU
puokapdiou N A.E.E. ava 1000 £1n

aocBevwy

45 7
40
35 7
30 T
25 7
20 -
15 A
10 A

40.9

1 2 3 4 5
[Naxog éEow-péoou xiTwva (IMT), TregTTTRHOpPIa (quintiles)
(cuvduaouévn NETPNON TV PEYIoTwY CCA Kail ICA)

O'Leary et al, 1999



Ytrootpo®@n IMT: AvTiaOnNpWHATIKES 1I01I0TNTEG
TWV UTTEPTACIKWYV QPAPHUAKWYV

SECURE/HOPE: PapitrpiAn kaAUtepn atrd 1o placebo

INSIGHT: Nigeditrivn GITS kaAUtepn a1rd TOo d1oupnTIKO
PREVENT: AuAoditrivn kaAUTepn atrd 10 placebo

ELSA: 17% pikpoTepn €EEAIEN kKal 25% peyaAUTEPN UTTOOTPOPN
ME TNV AACIOITTIVI) CUYKPITIKA ME TNV ATEVOAOAN




H EvoapTnpeKTONN OoTN ooBapn
GQOUHNTWHATIK OTEVWON TG E0W KAPWTIOOG

m EvleikvuTal o€ oTeEvwon > 60%,
napaAAnAa e emOEeTIKN UNOAIMIOAIMIKNA
Kdl avTIdIHONETAAIaKN aywyn.

m Na nponyeital EAeyXoG eYKEPAAIKNAG
KUKAo@popidac.

m AuEnuevoc kKivouvoc kal méavn
avTeVvOEIEN o€ NOAU peydAn nAikia,
kabwc ka1 g ZA, XNA, nnartikn

AVEMNAPKEIA KAl KAPKIVO.
MeAéTn ACAS



AyyeionAaoTikn Kap®wTidwv HE TONOOETNON
stent HE EYKEPAAIKN NpoOoTACIQ

m H peBodoc autn au&noe TIC eVvOEIEEIC Via
AyYEIONAAOTIKN TOV KAPWTIOWV, NEPAV
TV aogBevwv uynAou Kivouvou vid
EVOAPTNPEKTOMN, KAl ANOTEAEI NAEOV
€VOEIEN YIa TOUC NEPICTOTEPOUG
aocOeveic pHE coBapn OTEVWON
KApwTiowVv.



aortic lumen

&

.

aortic wall




2TENQ2ZH NE®PPIKHz
APTHPIAZ (AOGnpwpaTtikn)

B 2E OTEPAVIAIOUC AOOEVEIG: 15-
30%0

EZE AOPTIKN OTEVWON: 16-28%06

EZE NEPIPEPIKN ayyeEionadeia: 22-
4590



ATTEIONAAZTIKH ME STENT

O (AAN<90mMmHg xwpic pappaka):

o (Meiwon Al TouAaxioTov Kara
15 mmHg aAAa nou anaiTel pappaka):

o (Meiwon ANl AiyoTepo ano 15
mMmHQg):



MeAétn ASTRAL

e 2¢ 806 aocOeveic pe ZNA 1TOU EAQBOV
BEATIOTN PAPMAKEUTIKN AYWYN EITE
stent, 0ev BpPEONKe dla@OPA WS TTPOG TN
BeATiwon TNG VEQPPIKNS AEITOUPYiOG O€E
TTapaKoAouOnon 6 unvwv.



AvTipeTwTrion 2NE

BEATIOTN PAPUAKEUTIKN OYyWYN
AYVEIOTTAQOCTIKN :

AVOEKTIKN UTTEPTAON

lvouuikn duoTtrAaacia

AY <30 N >60 eTwyv, Ye emMOLIiVWON

VEQPPIKNG AsITOupyiag, 1I0IAITEPA JE TOUC
oaMEA n AYA.

2uyxva Ol0O , otnBayxn N emoeivwon KA.



AY=HMENOz KINAYNOz I'TA
ANEYPYZMATA KOIAIAKHZ
AOPTH2

m OIkoyevelako 10Topiko AKAO
m Avopec >70 eTwV
m KanvioTec

® YnepTaon

U

Mayo Clin Proc 2000;75:395-399



KINAYNO2 PH=H2

ANEYPY2ZMATQN KOIAIAKHz

AOPTHz

5 HeYAAec peAeTeg €deI€av OTI 0 KivOuvocg pnéng Twv
AKAo au&avel av n dlaueTpoc ival >5 cm.

<4cm
4-4.9 cm
5-5.9cm

>6CMm

0 % ava €10¢G
1% ava £10¢
11 % ava £€10¢G

25 % ava £T10o¢



KINAYNO2 PH=H2
ANEYPY2ZMATQN KOIAIAKH2
AOPTH2

m O puBpuoc peyEBuvonc ouvnOwc eivai
0.2-0.3 cm/&T1o¢ (oT1o 20% €ivail 0.4
cm/€T0G )

m O puOpuoc peyeBuvonc eEapraral ano
TnVv Al, TNV napoucia XAN (gAAsiyn al-
avTifpuwivng)

Mayo Clin Proc 2000;75:395-399



Nepi1PpepIKN ayyeionabeia
Katw akpwv( PAD)

m AnoTteAEi ouxvn kal coBapn nabnon Twv
apTNPINV TOV KATW AKPWV. NOU aAPopa KUPImwG
NAIKIOHEVOUG, N onoia cuyvd
unodiaylyv@WOoKETal.

m Eival O&iKTNG YEVIKEUHNEVNC aONPOOKARNPUVONG
HE OTEVN OXEON HE TN OTEPavidia Kdail
EYKEPAAOAYYEIAKN VOOO.

m Kupia ekdnAwon n diaAsinouca X®WAOTNG Kal Ol
OOBAPEC IOXAIHIKEG AAAOIMOEIC OTA KATW AKPA.



Risk Factors for PAD

>

Smoking =
Diabetes E SO
Hypercholesterolemia O
Hyperhomocysteinemia _
C-Reactive Protein : 5

| | | I I ’ |

Relative Risk

Hirsch AT, et al. J Am Coll Cardiol. 2006;47:e1-e192.




Prevalence of PAD

In a primary care

Aged >40 years population defined by age
San Diego? 11.7% and common risk factors,
— : the prevalence of PAD
NHANES! : )
Rotterdam3 16 o three patients
Aged >55 years -
Diehm* 0
Aged 65 years 19 . 8 L
PARTNERS?> 20
Aged >70 years, or 50-69 years with a history diabetes or smoking

0% 5% 10% 15% 20% 25% 30% 35%

NHANES=National Health and Nutrition Examination Study;
PARTNERS=PAD Awareness, Risk, and Treatment: New Resources for Survival [program].

1. Selvin E, Erlinger TP. Circulation. 2004;110:738-743.

2. Criqui MH, et al. Circulation. 1985;71:510-515.

3. Diehm C, et al. Atherosclerosis. 2004;172:95-105.

4. Meijer WT, et al. Arterioscler Thromb Vasc Biol. 1998;18:185-192.
5. Hirsch AT, et al. JAMA. 2001;286:1317-1324.




Prevalence of PAD Increases With Age

Rotterdam Study (ABI <0.9)! San Diego Study (PAD by noninvasive tests)?
60

501
401
30f
201

101

Patients With PAD (%)

55-59 60-64 65-69 70-74 75-79 80-84 85-89
Age (years)

ABl=ankle-brachial index

1. Meijer WT, et al. Arterioscler Thromb Vasc Biol. 1998;18:185-192.
2. Criqui MH, et al. Circulation. 1985;71:510-515.




Diabetes Increases the Risk of PAD

255 22.4*
< 19.9*
~ 20_
&)
A
SR 12.5
(b)
c
o 10
©
>
-
o 5-

0

Normal Glucose Impaired Glucose Diabetes
Tolerance Tolerance

Impaired glucose tolerance was defined as oral glucose tolerance test value =140 mg/dL but <200 mg/dL.
*P<.05 vs. normal glucose tolerance.
Reprinted with permission from Lee AJ, et al. Br J Haematol. 1999;105:648-654. www.blackwell-synergy.com




CRP as Predictor of Incident PAD

hs-CRP (mg/dL)

None Intermittent Peripheral Artery
Claudication Surgery

CRP = C-reactive protein; hs-CRP = high-sensitivity C-reactive protein Ridker, et al. Circulation.1998;97:425-28.




Natural History of Atherosclerotic
Lower Extremity PAD

PAD Population (50 years and older)

\ 4

Initial clinical presentation
v
\ 4 y \4 \ 4
Asymptomatic PAD | Atypical leg pain Claudication Critical limb ischemia
20%-50% ) 40%-50% 10%-35% 1%-2%
\ 4

\ 4
Progressive 1-year outcomes
functional
impairment 4 v 4

Alive w/ 2 limbs Amputation CV mortality
50% 25% 25%
\ \ 4
5-year outcomes

T

(to next slide)

1
1
I
1
1

v

Reprinted with permission from Hirsch AT, et al. Circulation. 2006;113:e463-654.




Natural History of Atherosclerotic
Lower Extremity PAD

For each of these PAD clinical syndromes

A 4
Atypical leg pain

40%-50%

CLI=critical limb ischemia; CV=cardiovascular; MI=myocardial infarction

(see CLI data)

\ 4 \ 4
Asymptomatic PAD Claudication
20%-50% 10%-35%
A
s 5-year outcomes
Limb morbidity
\ 4 A \ 4
Stable claudication Worsening Critical limb ischemia
70%-80% claudication 1%-2%
10%-20% 3
Amputation

v

CV morbidity & mortality

\ 4

\ 4

Nonfatal CV event Mortality
(M1 or stroke) 20% 15%-30%
I
\ 4 \ 4
CV causes Non-CV causes

75%

25%

Reprinted with permission from Hirsch AT, et al. Circulation. 2006;113:e463-654.




10eTnG enifimon acBsevwyv pe PAD TNG
HEAETNG PARTNERS

Asymptomatic PAD
Symptomatic PAD

Severely Sympromatic PAD

&
al
=
ﬂ:
o
#
ot
-
3
)

Adapted from Criqul et al,




Assocliation Between ABI and
All-Cause Mortality*

80 -
70 -
60 -
50 -
40 A
30 -
20 -
10 -
0 . . . .

|
<0.61 0.61-0.70 0.71-0.80 0.81-0.90 0.91-1.00'1.01-1.10 1.11-1.20 1.21-1.3011.31-1.40  >1.40
(n=156) (n=141) (n=186) (n=310) (n=709) (n=1750) (n=1578) (n=696) ' (N=156) (n=66)

Risk increases at N=5748

ABI values below
1.0 and above 1.3

Total Mortality (%)

Baseline ABI

Age range=mid- to late-50s; ABI=ankle-brachial index; *Median duration of follow-up was 11.1 (0.1-12) years.
Adapted from O’Hare AM et al. Circulation. 2006;113:388-393.




Cardiovascular Risk Increases With
Decreases in Ankle-Brachial Index

Framingham “High Risk” = 20% at 10 years
Every patient with PAD is at “very high risk”

5-year risk:
19%

B

3.8%0

5-year risk:
10%

W

2%0

3

CHD Event Outcomes
per Year (%)
N

1.1 1.1-1.01 1.0-0.91'0.9-0.71 <O0.7
1

@

Vv

ABI

*Fatal or nonfatal MI. ABl=ankle-brachial index; CHD=chronic heart failure Leng GC, et al. Brit Med J. 1996;313:1440-44.




Mortality According to ABl and Diabetes:
Strong Heart Study

n=4393
80 -
70 - B Nondiabetic
60 B IFG
50 Diabetic

Incidence of Death
per 1000 Patient Years

<0.90 0.91 to 1.40 >1.4

Ankle-Brachial Index

ABI=ankle-brachial index; IFG=impaired fasting glucose. Reprinted with permission from Resnick, H. E. et al. Circulation. 2004;109:733-739.




KAIvikn ekTipnon PAD.

O )<<0.90

TEKMNPIWVEI TN dlAyvwaon Je eualocbnoia
95% kai €1d1koTnTa 100%.

m EpwrnuaroAoyia : Walking Impairment
Questionaire(W.1.Q) .

m AoKIpagia KOnwong o€ KUAIOJEVO TANNTA.




ABI| Procedure

() Pressure recorded
in the brachial artery
of the arm ¢

ﬂ Doppler ukltrasound
amplifies the sound
of arterial blood flow

Brachial
artery

_;;..n-"'fﬂ Sound of arterial
- blood flow i
located in ankle Dappler

o = ‘-‘-“""-
- Y

F,

Blood pressure cuff

@

FPressure recorded

in arteries of the ankle
after each arerial flow
is located

http://www.nhlbi.nih.gov/health/dci/Diseases/pad/pad_diagnosis.html




The Ankle-Brachial Index

Lower extremity systolic pressure
Brachial artery systolic pressure

ABI =

The ankle-brachial index is 95% sensitive and 99% specific for PAD
Establishes the PAD diagnosis
Identifies a population at high risk of CV ischemic events

The “population at risk” can be clinically and epidemiologically defined:

»Age less than 50 years with diabetes, and one additional
risk factor Age 50 to 69 years and history of smoking or
diabetes
»Age 70 years and older
»Leg symptoms with exertion (suggestive of claudication) or
ischemic rest pain
»Abnormal lower extremity pulse examination
»Known atherosclerotic coronary, carotid, or renal artery
disease

Toe-brachial index (TBI) useful in individuals with

non-compreSSIble pedal pUIseS Lijmer JG. Ultrasound Med Biol 1996;22:391-8; Feigelson HS. Am J Epidemiol 1994;140:526-34;

Baker JD. Surgery 1981;89:134-7; Ouriel K. Arch Surg 1982;117:1297-13; Carter SA. J Vasc Surg 2001;33:708-14




Ankle-Brachial Index Values and
Clinical Classification

Clinical Presentation Ankle-Brachial Index

Normal > (0.90
Claudication 0.50-0.90
Rest pain 0.21-0.49
Tissue loss < 0.20

Values >1.25 falsely elevated; commonly seen in diabetics

Am J Cardiol 2001; 87 (suppl): 3D-13D
NEJM 2001; 344: 1608-1621



H Oepaneia Tnc AY d&ev BeATIOVEl Ta
gupnTwpara Tng PAD

m Aduvapia HEYIoTNC ayyEiod1aocToANnG oTn
KOnwaon.

m DaIvOHEVO UNOKAONNG.

m AlaTapayxn oXEonc nieonc/ponc
NEPIPEPIKA TOU OTEVWHEVOU AYYEIOU HE
TN HEiwon TnG All.



AvTigeETONION TG PAD
2TOXOx

m EmBpaduvon aOnpwpaTikng
diadikaoiag.

m Meimon kivouvou via OEM, AEE,
Kapdiayyeiako Oavaro.

2 Avakou®Iion CUHMNTOHATWV.



Table 17. Medical therapies of peripheral arterial
disease

Stop smoking,

Achieve ideal body weight.

Engage in structured exercise program.

Achieve goal blood pressure.

Control lipids (goal: low-density lipoprotein <100 mg)/ dL).
Prevent or control diabetes.

Administer antiplatelet therapy (aspirin, clopidogrel, or both).

Consider use of Cilostazol for symptoms of claudication if exercise
alone is ineffective.




Antihypertensive Therapy

| Ila Ilb Il
Antihypertensive therapy should be

A II administered to hypertensive patients with
lower extremity PAD to a goal of less than
140/90 mm Hg (non-diabetics) or less than
130/80 mm Hg (diabetics and individuals
with chronic renal disease) to reduce the
risk of myocardial infarction, stroke,

congestive heart failure, and cardiovascular
death.

| Ila 11 111

d |

Beta-adrenergic blocking drugs are
effective antihypertensive agents and are
not contraindicated in patients with PAD.




MEDICAL THERAPY USED IN PAST FOR MANAGING
INTERMITTENT CLAUDICATION SYMPTOMS

*Vasodilators (e.g. verapamil,
ISsoxsuprine, cinnarizine, xanthinol
nicotinate, cyclandelate)

Several controlled trials have
found no evidence of clinical
efficacy of drugs of this class

NEJM 2001; 344: 1608-1621



ANTIPLATELET THERAPY

*Aspirin
*Clopidogrel (CAPRIE Study)

No studies have shown that
aspirin or clopidogrel improves
claudication symptoms

NEJM 2001; 344: 1608-21



FDA approved drugs for IC

Pentoxifylline — 1984

 CILOSTAZOL - 1999



PENTOXIFYLLINE NOT RECOMMENDED
FOR INTERMITTENT CLAUDICATION

sInconsistent and modest benefit; non-
significant increase in walking ability

*Not more effective than placebo In
iIncreasing walking ability or functional status
*Most trials small and not properly designed
Study sample size and pentoxifylline
response inversely correlated

“Data are insufficient to support its
widespread use”

(Meta-analysis of pentoxifylline trials)

NEJM 2001; 344:
1608-1621
Am J Cardiol 2001; 87 (suppl): 19D-27D



UNIQUE MECHANISM OF ACTION

Platelets

J Platelet
aggregation
and activation

Cilostazol
f cAMP
Veiseulair segiooin] TLipoprotein
MUSEIE lipase activity
| ITG synthesis
« VVasodilation I TG
o T peripheral blood flow T HDL

« Antiproliferative effect



IMPROVES ANKLE-BRACHIAL
INDEX

ABI

0.71 |

0.7 |
0.69 |
0.68 |
0.67 |
0.66 |
0.65 |
0.64 |
0.63 |
0.62 |

0.61
N=239; 16 wks

P value betn gps <0.0125

B Baseline
M Cilostazol
B Placebo

0.7%
0.69%

J Vasc Surg 1998; 27: 267-275



PAD: EneuBaTikn Enavaigarwon
ZO BCI p |:| |0'XC| | I..| iCI (novog npepiag-EAkn-yayypdaiva)

NpoinoBEeoEIC:

Na €xel nponynOei npoypapua AoKNoNG,
Tponomnoinonc Nnapayovrwv Kivouvou, (papHakada.

Yn'owiv o eEngPBATIKOC KivOiuvoc kal guvunapén
aAAwv nabnoswv (cofapn =N, XAN,
veuponadesia, ekPuAioTIKn apOponabsia ), nou
UNoONKEUOUV TO ANOTEAECHA.

Na eKTIgATAl TO ATOHIKO NPOCOOKIHO ENIRIMONG
TOU aoOevouc.



The Peripheral Arterial Disease Coalition

www.PADCoalition.org

Clearinghouse for
PAD educational
resources:

Puripher sl Arturisl Dismase
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ZUMNEPpAOCHa

= H PAD gival 1Ic00Uvaun o€ KivOuvo JE TNV ICXAIMIKI
Kapdlotrabsia.

= O1roI10ONTTOTE KATNYOPIN AVTIUTTEPTOACIKWY MTTOPEI VO
XPNOIHOTTOINOEI OTOUG TTEPICOOTEPOUG OO OEVEIC ME
PAD.

* |S1aiTepN TTPpOCTTAOEIO Va TTITEUXOEI pUBMION TG ZAT
10iwg oTa dTopa >50 eTWV

* ETIOETIKA AVTIMETWITION TWV AOITTWV TTOPAYOVTWYV

KivOUvou.






Laboratory Investigations

Recommended tests

e Echocardiogram
e (Quantitative proteinuria (if dipstick test positive)

e Fundoscopy

e Glucose tolerance test (if fasting plasma glucose >5.6 mmol/L
(102 mg/dL)

e Home and 24h ambulatory BP monitoring



PARTNERS: Prevalence of PAD
and Other CVD in Primary Care Practices

29% of Patients in a Target Population Were Diagnosed With
PAD Using An Office-Based ABI

44%

29% "

Patients diagnosed with PAD
PAD only
® PAD and CVD

ABIl=ankle-brachial index; CVD=cardiovascular disease. Hirsch, AT et al. JAMA. 2001;286:1317-24.




WHY IS IT NECESSARY TO TREAT
INTERMITTENT CLAUDICATION ?

Symptoms worsen in 25% of patients
Approximately 5% will require
amputation within 5 years

/Around 5-10% have critical limb
Ischemia; risk of limb loss

sIncreased risk of mortality, primarily
for cardiovascular causes

Am J Cardiol 2001; 87 (suppl): 3D-13D



GOALS OF TREATMENT

*To relieve exertional symptoms and
Improve walking capacity

*To Improve quality of life

*To reduce total mortality as well as
cardiac and cerebrovascular morbidity
and mortality

NEJM 2001; 344: 1608-21



MANAGEMENT

*Risk factor modification

*Exercise therapy

*Antiplatelet therapy

Medical therapy targeted at symptoms
*Revascularisation procedures



H PAD w¢ 3€iKTNG aOnpookKANpuUvonc
ka1 KA kivduvou

m 3nAdoia oAikn OvnNoIPNOTNG OE OXEON HE
(pUOIOAOYIKA ayyEia.

E ZNHAVTIKOTEPOGC NPOYVWOTIKOC OEIKTNG
eniIBi®oNG ano 1o KAIVIKO 10TOPIKO ZN.

® YnokAivikn PAD-- 6nAaociog KA
Kivouvoc.

—

m KAivika ekdOnAn PAD 15nAaciog
Kivouvoc.

m Ioxaipika AEE > 42% o€ A pe PAD.



Searching for subclinical organ damage

Blood vessels
IS
also recommended whenever detection of vascular
hypertrophy (increased thickness of common carotid intima-
media) or asymptomatic atherosclerosis (thickening of
carotid bifurcation and internal carotid arteries, presence of
plagues) is deemed useful

(an important vascular alteration
leading to isolated systolic hypertension in the elderly) can
be measured in a relatively simple way by

. It might be more widely recommended if its
availability were greater

signals advanced peripheral
artery disease
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