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Epidemiologia della AOCP

* La vasculopatia periferica (PAD) rappresenta, assieme alla patologia coronarica
(CHD), la maggioranza dei casi di patologia cardiovascolare su scala globale.

2015 Age-Standardized Prevalent Cases for CVD Causes

8
5
[l

. Rheumatic heart disease

Ischemic heart disease
75% -

Ischemic stroke

Hemomhagic
and ather stroke

;

Hypertensive heart diseasex

Cardiomyopathy
and myocarditis

Afrial fibrillation and flutter

e

o

a9
1

[l Peripheral artery disease

. Endocarditis

Other CV
and circulatory diseases

Percent per 100.000 Cases

Q
o




Comparison of global estimates of prevalence and risk  THE LANCET
factors for peripheral artery disease in 2000 and 2010:
a systematic review and analysis

F Gerald R Fowkes*, Diana Rudan*, Igor Rudan*, Victor Aboyans, Julie O Denenberg, Mary M McDermott, Paul E Norman,
Uchechukwe K A Sampson, Linda ] Williams, George A Mensah, Michael H Criqui

People living with peripheral artery disease ~ People living with peripheral artery Rate of change (2000-10)

in year 2000 (thousands) disease in 2010 (thousands)

High-income Low-incomeand Worldwide High-income Low-incomeand Worldwide High-income Low-incomeand Worldwide

countries middle-income countries middle-income countries middle-income

countries countries countries

25-29years 2311 10756 13068 2381 12037 14419 3-02% 11.91% 10-34%
30-34years 2803 11469 14272 2760 12343 15103 -1.52% 7-62% 5.82%
35-39years 3486 11247 14733 3343 13776 17119 -4-12% 22-49% 16-19%
40-44years 4071 11138 15209 3938 14707 18 645 -3-28% 32-05% 22.59%
45-49years 4528 11408 15936 4851 14354 19205 7-14% 25-83% 20-51%
50-S4years 4907 9902 14808 5503 14100 19603 12:15% 42-40% 32.37%
55-59years 4530 9111 13641 5948 14170 20118 31-31% 55-53% 47-49%
60-64years 5342 9074 14416 6242 11787 18029 16-85% 29-90% 25-06%
65-69years 5287 8416 13704 5547 10124 15670 4-90% 20-29% 14-35%
70-74 years 5594 6953 12547 6043 9020 15063 8-02% 29:73% 20-05%
75-79years 4808 4960 9768 5370 7012 12382 11.68% 41.36% 26:75%
80-84years 3107 3015 6123 4723 4396 9118 51-98% 4577% 48.92%
85-89years 2246 1411 3658 == 2087 5115 34-80% 47-86% 59.8429\
290years 1174 544 202062 13-08% 28-67% 23-51% >
Total 54195 109 405 I
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AOCP: di cosa stiamo parlando

Tra le malattie cardiovascolari, secondo dati recenti, si colloca come

numero di pazienti colpiti tra la malattia cerebrovascolare e quella
coronarica: si fratta di 8-12 milioni di pazienti nei soli USA.

La presentazione clinica € spesso insidiosa, con una buona quota di
pazienti pauci ed asintomatici.

A Major Challenge:

The Clinical Presentations of PAD
1%-5%
Crifical Limb Ischemia

35-50%
Asymptomatic .30'40% _
Atypical Leg Pain

(functionally limited)

10-15%
Classic (Typical)
Claudication



Term

AOCP: di cosa shqmopquando

'Claudication

Fatigue, discomfort, cramping, or pam of vascular origin in the muscles of the lower
extremities that is consistently induced by exercise and consistently relieved by rest

(withipH-min)_

Acute limb i1schemia (ALI)

Acu@ (<2 wk), spvere hypoperfusion of the limb characterized by these features:
pain, p —pllselessness, poikilothermia (cold), paresthesias, and paralysis.

e One of these categories of ALI is assigned (Section 10):
I.  Viable—Limb is not immediately threatened; no sensory loss; no
muscle weakness; audible arterial and venous Doppler.

IL. Threatened—Mild-to-moderate sensory or motor loss; inaudible arterial
Doppler; audible venous Doppler; may be further divided into I1a
(marginally threatened) or IIb (immediately threatened).

III.  Iireversible—Major tissue loss or permanent nerve damage inevitable;
profound sensory loss, anesthetic; profound muscle weakness or
paralysis (rigor): inaudible arterial and venous Doppler (33, 34).

Tissue loss

Type of tissue loss:
e Minor—nonhealing ulcer, focal gangrene with diffuse pedal ischemia.
e Major—extending above transmetatarsal level; functional foot no longer
salvageable (33). J——

Critical limb 1schemia (CLI)

A condition characterized by chronié (>2 wk) iszhemic rest pain. nonhealing

wound/ulcers, or gangrene in 1 or both-eg ibutable to objectively proven arterial
occlusive disease.

e The diagnosis of CLI 1s a constellation of both symptoms and signs. Arterial
disease can be proved objectively with ABI. TBI. TcPO,, or skin perfusion
pressure. Supplementary parameters, such as absolute ankle and toe pressures
and pulse volume recordings, may also be used to assess for significant arterial
occlusive disease. However, a very low ABI or TBI does not necessarily mean
the patient has CLI. The term CLI implies chronicity and is to be distinguished
from ALI (35).

2016 AHA/ACC Guideline on the managment of partients with Lower Extremity PAD



AOCP: la classificazione di Fontaine

Stadio | Arteriopatia asinfomatica

Stadio ll Ischemia da esercizio
Claudicatio infermittens, dolore durante il cammino;
cessazione dei sinfomi con il riposo.

Ife Malattia compensata: distanza di marcia > 100 metri
Ile} Malattia scompensata: distanza di marcia < 100 metri
Stadio lll Sinfomi ischemici a riposo
llla Indice Pressorio alla caviglia@ 50 mmHg
llle} Indice Pressorio alla caviglia< 50 mmHg
Stadio IV Ulcere trofiche e gangrena
IVa gangrena limitata

IV gangrena estesa



AOCP: Classificazione di Rutherford
raccomandata dal Trans Atlantic inter-Society Consensus

(TASC) Working Group

Categorie Descrizione clinica
Asintomaticita

Claudicatio lieve
Claudicatio di media gravita
Claudicatio grave

Dolore ischemico a riposo
Perdite di tessuti ridotte
Estese perdite di tessuti

o~ hhOWDN—O



La diagnosi di Claudicatio tipica: il
questionario di Rose

QUESTIONARIO DI ROSE
1) Quando cammina accusa dolore o altro disturbo alla/e gamba/e? SIaNO

2) Il dolore inizia a volte quando ¢ in piedi o seduto? SIENO
3) Avverte questo dolore al polpaccio (o ai polpacci)? SIENO
4) Lo accusa guando camminag in salita o a passo svelto? SIeNO
5) Lo accusa quando cammina a passo hormale? SIaNO
6) Il dolore a volte scompare mentre sta camminando? SIENO

/) Cosa fa se compare il dolore mentre sta continuando@¢
contfinua B rallenta B continua alla stessa velocita

8) Cosa succede se si fermae
di solito dura piu di 10 minuti @ scompare in 10 minuti o meno

La presenza di claudicatio intermittens € caratterizzata dalle seguenti risposte:
- si: alle domande 1,3,4,5
- no: alle domande 2,6
- Ysiferma” o “rallenta” alla domanda 7
- *di solito scompare in meno di 10 minuti” alla domanda 8



Claudicatio Intermittens: diagnosi
differenziale

® Claudicatio Intermittens Venosa: fipica delle sindromi da ostacolato
scarico venoso degli arti inferiori e delle sindromi post-trombotiche

ostruttive

® Claudicatio Intermittens Spinalis: da stenosi del canale spinale,
caratterizzata da dolori disparati che si manifestano tipicamente con la
deambulazione o la stazione eretta. E' coinvolto anche l'aspetto
circolatorio, con una sofferenza di tipo ischemico determinata dalla
compressione sui vasi che irrorano le radici: nella stazione eretta questi
fenomeni si accentuerebbero per effetto del carico

® Polineuropatie, Dolori miofasciali, Osteoartriti, Traumi



Sintomi agli arti inferiori nei pazienti con
AOCP (diagnosticata sulla base di ABI £ 0.9)
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30% _ 29%
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20% o
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Tipica Dolori agli  Dolori dedli Assenzd
Claudicatio arti ariposo  arti atipici di dolori
Intermittens e con (con

I'esercizio  |'esercizio) McDermott MM et al JAMA 2001



ABIl: Ankle-Brachial (pressure) Index - Indice
Pressorio Caviglia-Braccio (indice di Winsor)

Higher right-ankle pressure Interpretation of ABI

Right ABI Higher arm pressure = 1.30 Noncompressible
091-1.30 Normal
0.41-090 Mild-to-moderate peripheral

I Higher left-ankle pressure e
¢ Higher arm pressure 0.00-0.40 Severe peripheral arterial
disease
:
!
Right-arm Left-arm

ol

systolic pressure systolic pressure

Right-ankle DP @ DbP Left-ankle
systolic pressure p systolic pressure




| fattori di rischio per lo sviluppo del’lAOCP

Sesso maschile s <
Etd (per 10aa) D o
Diabete 0
Fumo : N
lpertensione <

lpercolesterolemia <>

Fibrinogeno
Alcool <& :
-4 -3-2 -10 1 2 3 4
Protettivo Dannoso
Odds Ratio

Belch JJF et al. Arch Intern Med. 2003 Apr 28;163(8):884-92



| fattori di rischio per lo sviluppo del’lAOCP
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Cigarette Smoking and Peripheral Artery Disease

. Odds 95% ClI
Study Variable Ratio Low High
Framingham Study Per current pack/day 1.94 1.69 2.25
Framingham
Offspring Study Current smoker 2.00 1.10 3.40
(vs. former or never)
Pack-years of smoking  1.03 1.02 1.03
Cardiovascular
Health Study Current smoker 2.55 1.76 3.68
(vs. former or never)
Pack-years of smoking  1.01 1.01 1.02
Rotterdam Study  Current smoker 2.69 1.67 4.33
(vs. never)
Former smoker 1.15 0.75 1.78
Multi-ethnic Study
of Atherosclerosis  Current Smoker 3.42 2.48 4.73

(vs. never)



Odds ratios for peripheral artery disease in high-
income countries (HIC) and low-to middle income
countries (LMIC)

B |
History of CVD ;

CRP (per 1 mg/dl) :

|
High HDL-cholesterol :

High Cholesterol

1
KNG (omech) ;

Hypertension =
BMI (per 1 kg/m2) =
Male sex ﬁ
Age (per 10 yrs) — |

0.5 1 1.5 2 2.5 3

| mOR(LMIC) =OR(HIC) mOR (Global) |
Criqui MH et al Circ Res. 2015;116:1509-1526




Ethnic-specific prevalence of peripheral
arterial disease in men in the United States

Prevalence
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Criqui MH et al Circ Res. 2015;116:1509-1526



Storia naturale dell AOCP

Pazienti con AOCP

Pazienti con claudicatio
asinfomatica/sintomi atipici

che non ricorrono alle cure
del medico

100 pazienti con
claudicatio

Eventi locali

Eventi sistemici
Peggioramento claudicatio

diagnosticata :
Da 10 a 20 IM non fatali
25 pazienti o ictus

PIU’
Rivascolarizzazione chirurgica
10 pazienti

30 morti;
¢ 15 cardiovascolari
¢ Alfre cardiovascolari

Amputazione

2 pazienti

e cerebrovascalari 5
* Non-cardiovascalari 10

Dormandy JA. Hosp Update 1991;April:314-318



HOPE Study
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Associazione tra ABlI e mortalita totale
Modificata da: Ostergren et al. Eur Heart J 2004



Arteriopatia Periferica e Mortalita

Curve di Kaplan-Meier basate sulla mortalita
per tutte le cause
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Criqui MH. Vasc Med 2001; 6(suppl 1)



GET-ABI STUDY

Il ruolo prognostico del’ AOCP

1.0 4

0.9
:
g 08
5
Lﬁ 0.7 4

0.6

B symptomatic PAD
0.5 ’ T T T T T T T ]
0 1 2 3 - 5
Time after baseline (years)

= 5392 5303 5192 5085 5017 4935 1454 4004 3953 3885  3850*
y I 836 810 776 742 722 700 612 528 520 493 484"
L 593 561 515 484 463 433 357 an 286 276 268*

Diehm C et al Circulation 2009



Regisiro REACH

Single Arterial Bed ©ercentage
Overall 65.9
CAD Alone 446
: ) CVD Alone 16.6
CAD cordppoho S i
Ischemica
CVD vasculopatia Polyvascular Disease =
Overall 15.
cerebrale o
AOCP Arteriopatia CAD+CVD 8.4
obliterante GAD+PAD 4.7
CVD+PAD 12

CAD+CVD+PAD 16

Multiple Risk Factors 18.3

0 10 20 30 40 50 60 70

Patients, %

Bhatt DL et al. JAMA 2006



Registro REACH

25 1 A 22 11

Il 50-60% dei pazienti con AOCP presenta
anche cardiopatia ischemica e/o vasculopatia
cerebrale.

L’associazione comporia un raddoppio
della mortalita

Morte CV/IMA/ictus/

Solo CAD CAD + AOP Solo CVD CVD + AOP

Bhatt DL et al. JAMA 2006



Is PAD + CAD the Same as CAD only?

CVD / Ml / Stroke

60% Increased risk of MACE after adjusting
for risk factors

25

22.3% . No PAD

20 19.3%

15

11.7%
10 8.4%
6.0%
4.6%
| . .
0
PEGASUS TIMI 54 PRODIGY DAPT
Bonaca et al. Franzone et al. Secemsky et al.

JACC 2016 JAHA 2016 AHA 2016

PAD



Low ankle-brachial index predicts an adverse
1-year outcome after acute coronary and
cerebrovascular events

» Popolazione dello studio: pazienti ospedalizzati
per ACS o CVD acuta

« Metodo: misurazione ABI
« Scopo dello studio: correlazione ABI-prognosi

« Endpoint: IMA non fatale, ictus ischemico non
fatale e mortalita globale

PATHOS Study - Agnelli G et al J Thromb Haemost 2006



Low ankle-brachial index predicts an adverse
1-year outcome after acute coronary and
cerebrovascular events

Studio PATHOS

* Diagnosi di PAD (0.9 ABI):
e 27,2% in ACS
« 33,5% in CVD acuta

« Endpoint primario: 10,8% in PAD+ e 5,9% in PAD-
« ACS@12,8% in PAD+ e 5,9% in PAD-

PATHOS Study - Agnelli G et al J Thromb Haemost 2006



ACC/AHA GUIDELINES

Raccomandazioni per lo screening dei
pazienti con AOP asinfomatica

Chi sono gli individui a rischio di AOP

e Et0 < 50 anni e presenza di diabete ed di un ulteriore fattore dirischio
vascolare
e Eta frai 50 e i 69 anni e storia di fumo e/o diabete
e EfG =70 anni
e Sintomi agli arti inferiori durante |'esercizio (suggestivi di Claudicatio) o
dolore

ischemico a riposo
e Anomalie dei polsi periferici alle estremita
e Concomitanza di mallattia carotideaq, cardiaca o renale

JACC 2006



ABIl: come si misura

Impact of ramipril in patients with evidence of

clinical or subclinical perléaherol arterial disease
iJﬁVOessfﬁeégl;grrws*, P. Sleightb, G. Dagendais, K. Danisa, J. Bosch, Yi Qilong, S. Yusuf, for the HOPE study

European Heart Journal 2004




L'indice pressorio caviglia-braccio (ABI)

L'indice ABI € uno strumento valido per indentificare la malattia vascolare
periferica. Inoltre e stato storicamente molto utilizzato nei trial che abbiano
preso in considerazione la malattia vascolare periferica.

8

Hazard Ratio (95% Confidence Interval)

£ |
| |
A }
1 ! A I | I
;4 |
0
<=0.6 0.61- 0.71- 0.81- 0.91- 1.01- 1.11- 1.21- 1.31- >1.40
0.70 0.80 0.90 1.00 1.10 1.20 1.30 1.40
(Ref)

Ankle Brachial Index

Ankle Brachial Index Collaboration, JAMA 2008;300:197-208



CriNICAL GUIDELINE \ Annals of Internal Medicine

Screening for Peripheral Artery Disease and Cardiovascular Disease
Risk Assessment With the Ankle—Brachial Index in Adults: U.S.
Preventive Services Task Force Recommendation Statement

Virginia A. Moyer, MD, MPH, on behalf of the U.5. Preventive Services Task Force®

USPSTF Assessment
The USPSTF concludes that the evidence on

screening for PAD with the ABI in
asymptomatic adults with no known
diagnosis of CVD or diabetes is insufficient
and that the balance of benefits and
harms therefore cannot be determined.

@S. Preventive Services
TASK FORCE

wwow USPreventiveServices TaskForce ,org

Moyer VA; USPTF Ann Intern Med. 2013;159:342-8



CrLiNICcAL GUIDELINE \ Annals of Internal Medicine

Screening for Peripheral Artery Disease and Cardiovascular Disease
Risk Assessment With the Ankle—Brachial Index in Adults: U.S.
Preventive Services Task Force Recommendation Statement

Virginia A. Moyer, MD, MPH, on behalf of the U.5. Preventive Services Task Force®

Perché I'ABI non viene raccomandato per lo
screening delllAOP

« Pochi pazienti da riclassificare
« AAA* non favorevole

« Scarsa attitudine a misurare ABI nella pratica
clinica

*Aspirin for Asymptomatic Atherosclerosis

@S. Preventive Services
TASK FORCE

wwow USPreventiveServices TaskForce ,org



(o
U.S. Preventive Services

TASK FORCE

Recommendation Statement
Peripheral Artery Disease and Cardiovascular Disease:
Screening and Risk Assessment With the Ankle-Brachial

Index
Current as of: January 2018

Inadequate evidence to assess whether screening for
and tfreatment of PAD in asymptomatic patients leads
to clinically important benefits in either preventing the
progression of PAD or preventing CVD events.



THE LANCET

Population screening and intervention for
vascular disease in Danish men (VIVA): a
randomised controlled trial

00—
90- —
80
704
60
5§ 504
c
=2
1 404
30-
20+
10 — Non-screening group
HR 0-93 (95% CI 0-88-0-98); p=0.01 ST
0
0 | 2 3 4 5
P — Years after randomisation
(number censored)
Non-screening group 25078 24514 23893 23257 15183 £229
(0) (0) (0) (7500) (9668) (5195)
Screening group 25074 24560 23085 23407 15628 5727
(0) (0) (0) 7221) (9593) (5694)

Lindholt JS et al. Lancet 2017;390: 2256-2265



EUROPEAN
SOCIETY OF

Multisite arterial disease (MSAD) @’ sl
Indicazioni allo screening.

| Screening disease |
ml CAD ‘ LEAD ‘ carotid ‘ Renal
CAD
Scheduled for CABG la? _ U
Not scheduled for CABG NR U
LEAD
Scheduled for surgery 1d NR
Not scheduled for surgery NR NR

Carotid stenosis
Scheduled for CEA/CAS NR
Not scheduled for CEA/CAS NR NR




