Systemic Manifestations of
Atherosclerosis

e TIA
e |[schemic stroke

Q-wave Ml
Non-Q-wave Ml

Unstable angina pectoris

Renovascular hypertension
Intestinal ischemia

Erectile dysfunction
e Claudication

 Critical limb ischemia, rest pain,
gangrene, amputation




PAD & Cardiovascular Disease

1 At the time claudication is diagnosed, nearly
1 in 3 will have evidence of CAD, stroke, or
CHF.

1 In patients without overt disease, the risk of
developing either CAD or stroke occurs at
2-3 times the general population rate.




PAD and Cardiovascular Disease

2 Within 10 years of onset of claudication, 43%
of patients will develop CAD, 21% will have
had strokes, and 24% will have cardiac failure.

1 Survival following onset of claudication is only
two-thirds of that of the general population,
and after 10 years 60% are dead.




PAD and All -Cause Mortality

" Kaplan-Meier survival curves based on mortality from all causes.
T Large-vessel PAD.
Adapted from Criqui MH et al. N Engl J Med. 1992;326:381-386.




Progression of
Intermittent Claudication

Population >55 yr

Intermittent
Claudication

|
\/

Peripheral Vascular Other Cardiovascular

Outcomes Morbidity/Total Mortality
| I

l l l l l

Worsening Lower Major Nonfatal S-yr
Claudication Extremity Amputation J| Cardiovascular Mortality
16% Bypass 4% Event 30%
Surgery (MI/Stroke,

7% 5-Year Rate) ]
20% Cardiovascular

Cause
75%

Adapted from Weitz JI et al. Circulation. 1996;94:3026-3049.




Risk Factor Modification for Patients
with PAD

1 Symptom/Limb 1 Life
— Tobacco Cessation — Tobacco Cessation

— Foot Care — Control of DM
— Control of DM — Reduction in

— Reduction in Cholesterol

hnolesierl Reduction in BP
— Antiplatelet Agents - -u
— Antiplatelet Agents

— Exercise _
— Cilostazol — Exercise

— Angiogenesis
— Gingko Biloba




Independent Risk Factors for PAD*

Relative Risk vs the General Population

< Reducec

4.05

Diabetes
Smoking

Age (per 5 years)
Hypertension

Total cholesterol (10 mg/dL)

*PAD diagnosis based on ABI <0.90.

Newman AB, et al. Circulation. 1993:88:837-845




Conventional Interventions for
Patients with PAD

1 Smoking cessation

1 Statin therapy for hyperlipidemia

1 Anti-hypertensive medication

1 Exercise




PAD Risk Reduction Therapies

1 Smoking

— Complete cessation
1 Diabetes mellitus

— HbAlc <7.0%, treat other risk factors
1 Dyslipidemia

— LDL <100 mg/dL, modify HDL and TG
1 Hypertension

— BP <140/90 or <130/80 in diabetes
1 ACE Inhibitors
1 Antiplatelet therapy

— Aspirin or clopidogrel




Factors Influencing the
Development of PAD

1 Hypercholesterolemia doubles the risk
of claudication and Is found in nearly 50%
of patients with lower extremity occlusive
disease.

1 Tobacco use Is the most important
modifiable risk factor.




Novel Risk Factors as
Predictors of PAD

Lipoprotein(a)

Homocysteine
VCAM-1
Fibrinogen

LDL-C

ICAM-1

hs-CRP
TC:HDL-C

CRP + TC:HDL-C

Relative Risk of Incident PAD
(Adjusted for age, smoking, DM, HTN, family history  , exercise level, and BMI)

Ridker PM, et al. JAMA. 2001;285:2481-2485.
Pradhan AD, et al. Circulation. 2002;106:820-825.







CCIAFIA PAD Management Guidelines
\/ Fisi Reducilon: Smoxing Cessailon

Inclividuals witn lower extrermity PAD wrio
sroke clgareties or use otner forms of
tovacco snould pe advised oy eacn of
tneir clinicians to stop srmoking and snould
oe offered cormnoprenensive srmoxing
cessation interventions, including penavior

odificattion therapy, nicotine replacermernt
tnerapy, or sugropion,

3




Fleart Protection Siucy: Effecis of
Sirmvasiaiin on Major Vascll gl




(18.7%)

(13.8%)

(23.6%)

(18.6%)




ACC/IAFIA PAD Managernent Guidelines
CV Fisr Reduction: Lipid  -Lowering Drugs

Treatrnent witn a nydroxyreinyl glutaryl
coenzyrme-A reduciase inniplior (statin)
rmecdication Is indicated for zll patients witr
PAD 1o achieve a target low-density
livoprotein (LDL) cnolesterol level of
< 100 my per L,

\
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NCCIAFIA PAD Managernent Guidelines
CV Risx Reductlon: Antinypertensive Drugs

Aniinyoperiensive inerapy snould pe
acrinisiered to nyperiensive peailenis
Witr Jower ex emjr/ PAD to achieve a
gozl of less tnen 140 rnrr) rlg sysiolic over
90 i rlg ¢ J'ecroIJf (nondianeiics) or less
tnzn 130 i Fly systolic over 80 mirrn Hlg
dizisiolic (diapetics and individuzls witn
cnironic renal disease) to reduce tne risk
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arnc carcdiovascular deatrn,
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of M, stroke, congestive neart faillure,
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ACCIAFA 2006 PAD Manadgerneni Guidelines
CV Risk Peduction: Diapetes Treraples

. Treatrment of dizinetes in indivicduzals witn
lower exirernity PAD oy adminisiration of
glucose conirol ineraples to reduce ine
nernoglooin A, to less tnan 7% carn pe

ffectlve to reduce microvascular
ormplications and potentizally imorove
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carciovascular outcornes,




Vethods
Farnioril vs.

Placeno

Outcornes
MI/Stolke/D

Deaziir cormposit

The FIOPE Invesiigators.

e

QuickTime™ and a
Planar RGB decompressor
are needed to see this picture.

I Engl J Med 2000; 3 drniedsor 527
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PAD

The FIOPE Siudy:

sSuogroup Analysis




Antiplaielet Tneraopy arid

Orne cornersiorie of therap
witn perionersal arierizl chsease ]
aniolaielet inerapy
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every peailent snould (
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E 145 randornized irials of antiplaielet ‘
nerapy vs conirol

B Car eJorJ/erJ s aicUie M, prior M, prior
siroxe/TIA, otner nigrn ris \

B 25% odds reduction of M, CVA, -
vascular deatn with aspirin)

Antiplatelet Trialists’ Collaboration, BIVI], 1992:308: 571 -1 () ="
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Antitnrornootic  Triallsis ' Co

IE
M|, Stroxe, CV Deatrn in Patlents Witn PAD

Ceategory AFPT CTRL
Interrnitient 5.4% 7.9%
Claudicaiion (201/3123) (249/3140)
Peripnerzl artery  5.4% 6.5% i
oypass graft (67/1249)  (81/1248) =
Peripherzl 2.5% 3.6%
Angioplasty (12/472)  (17/474)

Al PAD pafients  5.8%  7.1% ¢

[s)gh

g







ACCIAFIA PAD Managernent Guidelines
CV Ris Reduction: Antiplatelet Trieraopy

Aniplatelet inerapy is indicaied to
tne risk of M, SFFJ 2, Of vascL

[—

exirernity PAD.

recuce

leir clesitrn)
In Incivicduals witn atnerosclerotic lower




PAD and Clopidogrel {
E Any patlent wiin PAD nas lower risic of M, ‘
Strore, Vascular Dezain on Clopidogre]
cornparec witn Aspirin alone
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| % (
)

Population RR(95% Cl)

0.6 1.4

Bhatt DL, et al. N Engl J Med, 2006:354:1706-1717,
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Irmpact of Exercise

Failure to address a patient's inabllity
ecause of thelr

[0 21eronic dbfeAeﬂwse.
vascllar disease condernns tnerrn to a
orerneaiure deair ﬁtnrjcewchovegxnﬂau

llsease







A prograrn of sl Joeersed exercise training

IS recornrmencdecd as an initlial treatment
rnoclality for patlents witn interrnitierni
QJ:lLJCIJLcL[]JfJ.
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oerforrned for a minirnurn of 30 1o 45

ol exercise iraining snould pe
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rminutes, in sessions performed at least 3 \
e

tirnes ogry WEEY

for oo minirnurn of 12 weeks,
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Adapted frorm Hirscn AT, et al. J A Coll Cardiol, 2006:47:12539-1 51—
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