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Our patient .. and his wife 

 75yrs  

 DM, HbA1c: 8.2% 

 110 pack-years 

 LDL: 135mg/dl 

 Left carotid stenosis 70% 

 Stable angina pectoris 

«Τρελάθηκες μωρέ;;  
Τι θες στην  ηλικία σου και 
σταματάς μπροστά  από το 

sex shop ;;; » 



Causes – atherosclerosis slide 
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PAD demographics 

29% 



The GetABI study  

PAD: mostly asymptomatic 



PAD Prevalence 
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   CHD = coronary heart disease. PAD = peripheral arterial disease. 
*  Includes myocardial infarction and angina pectoris. 
   American Heart Association. Heart Disease and Stroke Statistics—2005 Update. 2005. 
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PAD: Overlap with other atheromatous diseases 

38% overlap 

> 2 Vascular beds 

Peripheral Arterial 

 Disease 

Cerebrovascular  

disease 

Coronary artery  

disease 



Vessels are a continuum 



PAD Prevalence by age  

Adapted from Golomb BA, et al. In: Creager MA, ed. Management of Peripheral Arterial Disease: Medical, 

Surgical and Interventional Aspects; 2000:1-18. 

Meijer WT, et al. Arterioscler Thromb Vasc Biol. 1998;18:185-192.  

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

0 

10 

20 

30 

40 

50 

60 

P
a
ti
e
n
ts

 W
it
h
 P

A
D

 (
%

) 

55-59 60-64 65-69 70-74 75-79 80-84 85-89 

Age Group (years) 

Rotterdam Study (ABI<0.9, N=7715) 

San Diego Study (PAD established with 

noninvasive test, N=613) 



PAD & cardiovascular outcomes 

Criqui et al  N Engl J Med 1992; 326: 381-386 

Stroke1 Fatal MI or 
CHD Death  Death  

 from  
CVD 

0 

2 

4 

6 

8 

10 Increased Risk  
of CV Mortality 

4x 
2–3x 

6x 



Γενικός τύπος 
Γενικός τύπος 

Γενικός τύπος 
32 

Γενικός τύπος 

Γενικός τύπος 

Γενικός τύπος 

Γενικός τύπος 

Γενικός τύπος 

Γενικός τύπος 

Γενικός τύπος 

Γενικός τύπος 

Prostate 
Cancer 

Hodgkin's 
Disease 

Breast 
Cancer 

PAD Colorectal 
Cancer 

Lung 
Cancer 

 
 

* American Cancer Society. Cancer Facts and Figures, 2000. 
† Criqui MH, et al. N Engl J Med. 1992;326:381-386. 
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PAD severity and survival 

Criqui et al  N Engl J Med 1992; 326: 381-386 
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Risk Factors for PAD 

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

Dorsalis Pedis 

Posterior Tibial 

Popliteal Artery 

Femoral Pulse 



Fontaine Classification 

     

Stage Clinical 

I Asymptomatic 

II Intermittent claudication 

III Ischemic rest pain 

IV Ulceration or gangrene 



Ankle – Brachial Index (ABI) 

 

 



ABI vs Other Common Screening Tests 

 

 

Nanda et al  Ann Intern Med 2000;132:810-9 

Allison et al New Eng J Med 1996;334:155-9 

Ferrini et al Ame J Prev Med 1996;12:340-1 

Dormandy et al  Semin Vasc Surg 1999;12:96 -108 

Fowkes et al   Inter J Epid 1991; 20:384-392 

Newman et al Arterioscler Thromb Vasc Biol. 1999;19:538–545 

Diagnostic Test Sensitivity, % Specificity, % 

Pap smear 1 30 - 87 86 – 100 

Fecal occult blood test 2 37 - 78 87 – 98 

Mammography 3 75 - 90 90 – 95 

ABI 4,5,6 95 100 



Goals of treatment 

 

 

 Treat co-existing diseases  

 Reduce cardiovascular risk 

 Improve walking ability 



Lancet 1996; 348: 1329–39 

CAPRIE: Clopidogrel vs. aspirin 



CAPRIE: Clopidogrel vs. aspirin 

Lancet 1996; 348: 1329–39 



Statins and PAD outome 

Heart Protection Study Collaborative Group. Lancet. 2002;360:7-22.  

Previous MI 23.5 29.4 

Other CHD 18.9 24.2 

No prior CHD or CVD 18.7 23.6 

Peripheral arterial disease 24.7 30.5 

Diabetes 13.8 18.6 

All patients 19.8 25.2 

1.0 1.2 1.4 0.8 0.6 0.4 

24% Reduction 

(p<0.0001) 

Existing Disease 
Statin Control 

Incidence of Events 

(n=10,269) (n=10,267) Statin Favored Placebo 

Risk versus Control 



ACE inhibitors and PAD outome 

The Heart Outcome Prevention Evaluation Study. NEJM 2000;342:145-53. 



 

 

Cilostazol 





Cilos 100mg x2 & Initial Claudication Distance 



Cilos 50mg x2 & Initial Claudication Distance 





Cilostazol: mechanism of action (smooth muscle) 



Cilostazol: mechanism of action (platelet) 



Cilostazol: safety profile 



Cilostazol: mechanism of action (heart muscle) 





“ Cilostazol (100 mg orally 2 times per day) is indicated as an effective 

therapy to improve symptoms and increase walking distance in patients 

with lower extremity PAD and intermittent claudication (in the absence of 

heart failure). ”  

(Level of Evidence: A) 



 

 

Cilostazol: dose & contraindications 

Heart failure 
 

Recent (<6months) myocardial infarction coronary intervention 
 

Double or triple antithrombotic treatment 
 

Bleeding tendency 
 

 Severe renal failure (GFR<25ml/min) 
 

Hepatic failure 
 

History of dangerous arrhythmias 



Take-home messages 

PAD is all around – look for it, and treat it ! 
 

Cilostazol increases walking capacity in PAD patients. 
 
 Side effects are mild and easily treatable. 

 



 



Peripheral Arterial Disease Prevalence by age  
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The GetABI study  

PAD: mostly asymptomatic 



PAD and clinical outcome 

Worsening 
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Weitz JI et al. Circulation. 1996;94:3026–3049. 



Classification of Peripheral Arterial Disease 

    FONTAINE 

Stage Clinical Grade  Category Clinical 

I Asymptomatic 0 0 Asymptomatic 

IIa Mild claudication I 1 Mild claudication 

IIb Moderate–severe claudication I 2 Moderate claudication 

I 3 Severe claudication 

III Ischemic rest pain II 4 Ischemic rest pain 

IV Ulceration or gangrene III 5 Minor tissue loss 

IV 6 Ulceration or gangrene 

RUTHERFORD 



… 

 

 

Normal              ABI  0.90-1.30 

         PAD              ABI        <0.90 

         Rest pain/ulceration       ABI        <0.40 

         Non-compressible          ABI        >1.30 

 ABI = 

• Ankle and brachial systolic pressures taken using a hand-
held Doppler instrument 

• Supine, after ~10 minutes rest  

Ankle systolic pressure 
Brachial systolic pressure 



Diagnostic approach 



Ποιος Διαγιγνώσκει την 
ΠΑΝ; 
ΥΠΕΝΘΥΜΙΣΗ 

Πολλοί ασθενείς με 

ασυμπτωματική ή και ήπια 

συμπτωματική ΠΑΝ 

μπορούν εύκολα να 

διαγνωσθούν από το 

-Γενικό Ιατρό  

-Παθολόγο  

-Καρδιολόγο  

και ακολούθως να  

παραπεμφθούν στον  

-Ειδικό Αγγειοχειρουργό 

ΕΝΕΡΓΕΙΕΣ 

• Φυσική εξέταση για 

ΠΑΝ σε ασθενείς με 

παράγοντες κινδύνου 

και/ ή άτυπα 

συμπτώματα 

• Εκτίμηση ικανότητας 

βάδισης / άλγους κατά 

την άσκηση 

• Χρήση ειδικού 

ερωτηματολογίου για 

υποβοήθηση της 

διάγνωσης 

• Επιβεβαίωση της 

διάγνωσης με την 

μέτρηση του ΣΒΔ 

 



Segmental Pressures/ Pulse Volume Recordings 

TCT 2005 



Effect of Cilos on walking distance in patients with 
intermittent Claudication  

Hiatt WR N Engl J Med 2001; 344: 1608 - 1621 



Effect of Cilos vs. Pentoxifylline on Walking Distance in Patients 
with Claudication 
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Cilostazol 100 mg bid po 

Pentoxifylline 400 mg tid 

Placebo 

P <0.05 at all time 

points 

Dawson, et al.  Am. J. Med., 2000. 

* 

* 



Most Common Adverse Event 



Most Common Adverse Event 
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Drugs to improve walking ability 





Pentoxifylline for PAD ? 



Effect of Drug Therapy on Walking Distance 

Hiatt WR. N Engl J Med. 2001; 344;1608-1621. 


