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* Definition and epidemiology of PAD

* Prognosis of PAD & pharmacological prevention of MACE/ MALE

* PAD with intermittent claudication

e Chronic critical limb ischemia = chronic limb-threatening ischemia

e Acute limb ischemia



SR EE Al e Peripheral arterial disease

y (PAD) =

Lower extremity artery disease
(LEAD)

Predominantly:

atherosclerosis and atherothrombosis
of the arteries

below the aortic bifurcation
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~ 236 million adults were living with PAD
worldwide in 2015.

Lancet Glob Health 2020; 8:e721—-e729. doi: 10.1016/52214-109X(20)30117-0

Prevalence of PAD (%) by Age Group (years)

30 -
ver
25 -
Women -
20
15 -
10 A The prevalence of PAD
6 increases with age for both
men and women.’
0 -

40-49 50-59 60-69 70-79 >=80

Circulation 2021; 143: e254—e743.



Risk factor

Smoking PAD>CAD/stroke
Diabetes PAD>CAD/stroke
Low-density lipoprotein cholesterol PAD<CAD/stroke
Triglycerides PAD>CAD/stroke
Hypertension PAD=CAD/stroke™
Microvascular disease PAD>CAD/stroke

Hazard Ratio (95% Cl) 2

0.5

Never smokers
<10 pack-years
10-<25 pack-years
25-<40 pack-years
=240 pack-years

Circulation Research 2021; 128: 1818-1832. DOI: 10.1161/CIRCRESAHA.121.318535



Patients with PAD often succumb to

atherothrombotic events
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Major Clinical Manifestations of
Atherothrombosis

Transient ischemic attack

Ischemic stroke Ischemic

sudden
Angina pectoris (stable, unstable) death
Myocardial infarction

Claudication

Critical limb ischemia, rest pain, gangrene,
Necrosis



Circulation Research

PERIPHERAL VASCULAR DISEASE COMPENDIUM

Contemporary Medical Management of Peripheral
Artery Disease

Circulation Research. 2021;128:1868-1884, DO 101161 /CIRCRESAHA.121.318258

PAD Risk-reduction Therapies

Therapies for all Patients
Lifestyle Modification & Exercise
Tobacco Cessation Therapies (behavioral and pharmacologic)
Targeting blood pressure goals with preference for ACEi
LDL-C lowering with statin * ezetimibe and/or PCSKSi
Antiplatelet monotherapy (symptomatic), preference for P2Y,, inhibition

e

Therapies for MACE Reduction in Selected Patients
Diabetes
* Glucose lowering to reduce microvascular risk
*  GLP-1 (n.b. amputation benefit) , SGLT2 inhibitors

Prior Ml or CAD (Polyvascular Disease) and low bleeding risk

* ASA +rivaroxaban 2.5 BID (broad polyvascular definition)

+ ASA + ticagrelor 60 mg BID (prior Ml or other need for DAPT)
+ ASA and/or clopidogrel with vorapaxar

Therapies for MALE Reduction in all Patients
* LDL-C / Lp(a) lowering with statin & ezetimibe and/or PCSK9i

Therapies for MALE Reduction in Selected Patients
Prior peripheral revascularization & low bleeding risk
» ASA + rivaroxaban 2.5 BID - (only option shown efficacious in the immediate
post-revascularization setting)
« ASA + ticagrelor 60 mg BID (prior Ml or other need for DAPT) — chronic PAD
= ASA and/or clopidogrel with vorapaxar — chronic PAD
Therapies for Claudication
Symptomatic Patients
+ Cilostazol 100 mg BID
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In spite of secondary prevention with platelet inhibition,
RAS inhibition and statins, PAD remains an ominous disease.
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Probability
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Time course of cardiovascular and non-cardiovascular
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Improvements in prevention of adverse cardio-
vascular outcomes for patients with PAD

Dual anitithrombotic treatment
Intensified lipid-lowering treatment
SGLT2-inhibitors are safe

Future: individualized approach



Dual Major Adverse Limb Events and Mortality
antihrombotic in Patients With Peripheral Artery Disease

t re at o nt The COMPASS Trial J Am Coll Cardiol 2018;71: 2306-2315
Platelet aggregation and fibrin
deposition(= coagulation) are interlinked! Rivaroxaban25mg  Aspirini00mg  Rvaroxaban25 bid.
. .. ., Plus Aspirin 100 mg
b.i.d. Plus Aspirin Plus Rivaroxaban
100 mg (n = 2,139)  Placebo (n = 2,123) HR {95% CI) p Value
MALE* 32 (1.5) 56 (2.6) 0.57 (0.37-0.88) 0.0
Total vascular amputation 1 (0.5) 26 (1.2) 0.42 (0.21-0.85) 0.0
T T — Major vascular amputation 5(0.2) 15 (0.7) 0.33 (0.12-0.92) 0.03
__________ T All amputations 19 (0.9) 36 (1.7) 052(030-091) 0.0
"""" 024 FIX, FX Vascular interventionst 117 (5.5) 150 (7.1) 0.76 (0.60-0.97)  0.03
Total outcomes for 132 (6.2) 169 (8.0) 0.76 (0.61-0.96)  0.02
peripheral artery disease
complications+
~ Major bleeding 68 (3.2) 42 (2.0) 1.61(1.09-2.36)  0.01
0%, vwr m Gplb-V-IX ?Integrins # Fibrinogen mepw MGPCR @ pPs Severe bleeding§ 24 (1Y) 18 (0.8) 132(0.71-2.42) 038

Resting Shape Integrin Secretion Procoagulant activity
change activation




Rivaroxaban in Peripheral Artery Disease after Revascularization

N EnglJ Med 2020; 382: 1994-2004. DOI: 10.1056/NEJM0a2000052

acute limb ischemia, major amputation for

vascular causes, myocardial infarction,

ischemic stroke, or cardiovascular death.

Cumulative Incidence (%)

No. at Risk
Placebo
Rivaroxaban

Placebo +
ASA 100 mg
100- "
209 Hazard ratio, 0.85 (95% Cl, 0.76-0.96) Placebo
90 189 P=0.009 Rivaroxaban
16- .
- i Rivaroxaban
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10 ASA 100 mg
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Low-Density Lipoprotein Cholesterol
Lowering With Evolocumab and Outcomes

in Patients With Peripheral Artery Disease

Insights From the FOURIER Trial (Further Cardiovascular
Outcomes Research With PCSK9 Inhibition in Subjects With
Elevated Risk)

CV Death, Ml or Stroke in Patients with and without PAD
B Flacebo
14%, B Evolocumakb PAD
N=3 642 13.0%-~
PAD
o 12% HR 0.73 L 359 ARR
o 95% (I.‘;I :;&.59—&.91] NWT 29
= 10% =0.0040
T 9.5% -
o
f_ B% .- T6% 7] NePAD
E ' = 1.4% ARR
2 5% - 82% J NNT T2
= No PAD
7] N=23,922
4%
HR 0.81
Lt 95% CI (0.73 — 0.90)
20 P<0.001
p-interaction = 0.41
Diays l'rl:rm 0%
Randomization 1] 90 180 270 360 450 540 630 T20 B10 900

Circulation. 2018;137:338-350. DOI: 10.1161/CIRCULATIONAHA.117.032235



CLINICAL RESEARCH
Vascular biology and medicine

@ E S C European Heart journal (2021) 42, 1728-1738

European Saciety doi:10.1093/eurheartj/ehaad56
of Cardiology

The association of amputations and peripheral
artery disease in patients with type 2 diabetes
mellitus receiving sodium-glucose
cotransporter type-2 inhibitors: real-world
study

SGLT2-inhibitors are safe |

Adjusted Risk of Amputations and Peripheral Artery Disease

Any Amputation

SGLT-2i vs GLP1-RA

SGLT-2i ws DPP-4i

SGELT-2i ws Other ADD L]

Lower Limb Amputation

SGLT-2ivs GLP1-RA

SGLT-2i vs DPP-4

SGLT-2i ws Other ADD L ]

Peripheral Artery Disease

SGLT-2ivs GLP1-RA

SGLT-2i vs DPP-4

SGLT-2i ws Other ADD

Hazard Ratio (95% Cl)

0.2 0.4

0.8 1 12



Review

Inflammatory and Prothrombotic Biomarkers, DNA
Polymorphisms, MicroRNAs and Personalized Medicine for
Patients with Peripheral Arterial Disease

Pavel Poredos !, Miso Sabovi¢ 1'2, Mojca Bozi¢ Mijovski L3 , Jovana Nikolajevi¢ 1 Pier Luigi Antignani 10,
Kosmas 1. Paraskevas 57, Dimitri P. Mikhailidis ¢ and Ale$ Blinc 1-2*

Int. J. Mol. Sci. 2022; 23: 12054. https://doi.org/10.3390/ijms231912054

susceptibility underlying mechanisms
genetic/epigenetic c_lrculatmg
biomarkers

biomarkers

e inflammation

(CRP, sICAM-1, IL-6, IL-1, E-selectin,
MCP-1, CD40 ligand, osteoprotegerin,
B2-microglobulin, ...)

* DNA polymorphisms

e micro RNAs

e coagulation
(thrombin fragments 1+2, TAT, TF,
von Willebrand factor, fibrinogen, ...)

N

individual risk profile



@ ESC Eurcpean Heart Journal (2018) 39, 763-821 ESC GUIDELINES

European Society dai10.1093/eurheart)/ehx095
of Cardiology

2017 ESC Guidelines on the Diagnosis and | nterm Itte nt

Treatment of Peripheral Arterial Diseases,
in collaboration with the European Society ' .
for Vascular Surgery (ESVS) C I a u d I Cat I O n

Recommendations for the management of patients with intermittent claudication

Recommendations Class® Level®

On top c‘éeneral preventica statins are indicated to improve walking distance.”**"®

In patients with intermittent claudication:

: . P 273,287-289
e supervised exercise training is recommended

¢ unsupervised exercise training is recommended when supervised exercise training is not feasible or available.

When daily life activities are compromised despite exercise therapy, revascularization should be considered.

When daily life activities are is severely compromised, revascularization should be considered in association with exercise therapy.”***"°




@ E SC European Heart Journal (2018) 39, 763-821

European Society dai10.1093/eurheart)/ehx095
of Cardiology

ESC GUIDELINES

2017 ESC Guidelines on the Diagnosis and
Treatment of Peripheral Arterial Diseases,

in collaboration with the European Society
for Vascular Surgery (ESVS)

e ——

( Claudication )

v

Assessment of risk factors and medication
Control of the risk factors (smoking, hypertension, dyslipidaemia, diabetes)
Antiplatelet and lipid lowering therapy

Initiation of exercise thera

Claudication impairs significantly daily
life after exercise therapy

referably supervised

Claudication does not impact daily life at
the baseline or after exercise therapy

¥

Patient's general condition

Patient's general condition does

Exercise, preventive

allows invasive treatment |~ |  not allow invasive treatment and medical therapies
4" Assessment of lower limb arteries ||
[ i |
Aortoiliac lesions Femoro-popliteal lesions Isolated crural lesions
l I ] | I |
" . Oeclusion of the Stenotic/occlusive
AE:T:::':: I:;':;':f :La: aorta distal lesions <25cm >25em occlusion, CEA
extending axtending to the renal without prior reocclusion lesion
to CFA down to CEA zrteﬂes down endovascular of SFA
to iliac level procedures
l L ] l Y
High Young Risk of Risk of
<« airuicl patient, - operation operation not
riik fit for open elevated elevated,
surgery ar no vein | |vein material ak
Y L Y l Y
Hybrid therapy
-—
Hybrid Endovascular S?P“" Endovascular :M (in case of associated
reery FEEY | IsFA-popliteal stenosis)

Post interventional exercise therapy and risk factor modification after ANY intervention

BESC & ESVS 107



@ E S C European Heart Journal (2018) 39, 763-821 C h . °, I
European Society doi:10.1093/eurheartj/ehx095 ronic Ccri t ICa

of Cardiology (=|imb-threatening)
limb ischemia

Chronic limb-treathening ischaemia (CLTI)

Pain control, risk factor management, wound care, antibiotics if needed, drainage of septic foot if needed

v

Patient candidate for revascularization® I

Y

[ Urgent imaging ]

Revascularization feasible e EE— Revascularization not feasible




There iIs no single threshold for ankle
pressure or toe pressure In suspected
CLI

Presence offchronic ischemic rest painjplus

— ankle pressure <50 mmHg or

— toe pressure <30 mmHg

Presence oflfoot ulcers or gangrenejplus

— ankle pressure <70 mmHg
— toe systolic pressure <50 mmHg or
— TcPO, <30 mmHg

J Vasc Surg. 1995:22(4):485-490.




3 components of chronic limb-threatening ischemia

foot
infection

Component Score | Description

0 No ulcer (ischaemic rest pain)

| Small, shallow ulcer on distal leg or foot without gangrene
w (Wound) 2 Deeper ulcer with exposed bone, joint or tendon + gangrenous changes limited to toes
3 Extensive deep ulcer, full thickness heel ulcer * calcaneal involvement + extensive gangrene
ABI Anlde pressure (mmHg) Toe pressure or TcPO,
0 =0.80 > 100 =60
I . | 0.60-0.79 70-100 40-59
(schacrriz) 2 0.40-0.59 50-70 30-39
3 <040 <50 <30
0 No symptoms/signs of infection
| Local infection involving only skin and subcutaneous tissue
fI (foot Infection) 2 Local infection involving deeper than skin/subcutaneous tissue

3 Systemic inflammatory response syndrome




Clobal vascular guidelines on the management of ' '
- 9 . . . 9 Patient with CLTI, candidate for
chronic limb-threatening ischemia BVl g

Journal Gf . J. ‘
Vascular Surgery  Obtain high quality

angiographic imaging including
ankle and foot

DO https://doi org/10 1016/j jvs.2019.02.016 i

Define the target artery path
(TAP)

v

Grade the femoropoliteal (FP)
segment (Fig 5.2)

v

Grade the infrapopliteal (IP)
segment (Fig 5.3)

.

Look up the overall GLASS
stage (Table 5.3)

;
fa Define the preferred R
revascularization strategy by
integrating patient risk, limb
severity (WIfl) and anatomy
(GLASS) according to the

\_ PLAN concept (Section 6) Y,




@ E SC European Heart Journal (2018) 39, 763-821

European Society dai10.1093/eurheart)/ehx095
of Cardiology

ESC GUIDELINES

2017 ESC Guidelines on the Diagnosis and
Treatment of Peripheral Arterial Diseases,

in collaboration with the European Society
for Vascular Surgery (ESVS)

Claudication

!

Control of the risk factors (smoking, hypertension, dyslipidaemia, diabetes)

Assessment of risk factors and medication

Antiplatelet and lipid lowering therapy

Initiation of exercise thera

py. preferably supervised

Claudication impairs significantly daily
life after exercise therapy

Claudication does not impact daily life at
the baseline or after exercise therapy

¥

Patient's general condition

Patient's general condition does

Exercise, preventive

allows invasive treatment |~ |  not allow invasive treatment and medical therapies
—* | Assessment of lower limb arteries
| i |
Aortoiliac lesions Femoro-popliteal lesions Isolated crural lesions
l I ] | [ |
Aortoiliac Isolated iliac Occlusion of the Stenotic/occlusive
o N aorta distal lesions <25cm >25em occlusion,
lesiens lesians not CFA
: : to the renal without prior reocclusion
extending extending arteries down | of SFA lesion
to CFA down to CFA o endovascular
to iliac level procedures
l L ] l Y
High Young Risk of Risk of
«— surgical ﬂtp:?ent;n - operation operation not
risk or op . € >
surgery ar no vein | |vein material ak
Y L Y l Y
Hybrid therapy
-—
Hybrid Endovascular ﬁﬁpan Endovascular :M (in case of associated
gery FEEY | IsFA-popliteal stenosis)

Post interventional exercise therapy and risk factor modification after ANY intervention

BESC & ESVS 107



Global vascular guidelines on the management of
chronic limb-threatening ischemia

Journal of

@ Vascular Surgery

Global Limb Anatomic Staging System (GLASS) for FP

segment
0 Mild or no significant (<50%) disease
3 » Totai length SFA disease >2/3
(>20 cm) length
1 - Total length SFA disease <1/3 (<10 cm) * m"‘."u"s’h" g%“;‘gzg":n“m‘m cm
« May indlude single focal CTO (< 5cm)
« Popiiteal artery with mild or no not involving trifurcation
significant disease
“ « Total length SFA occlusion > 20 cm
2 * Total length SFA disease 1/3-2/3 « Popliteal disease >5 cm or extending
{10-20 cm) into trifurcation
* May include CTO totaling < 1/3 (10 cm) = Any popliteal CTO
but not flush occlusion

« Focal popliteal artery stenosis <2 cm,
not involving trifurcation




Global vascular guidelines on the management of
chronic limb-threatening ischemia

@ Journal of

0 * Mild or no significant disease in the
primary target artery path
3 « Disease up to 2/3 vessel
length
1 * Focal stenosis of tibial * CTO up o 1/3 length
artery < 3cm (may Include tibial vessel Disease up 1o CTOupto
igin but not tibioperoneal vesse
i e 2/3 vessel 13 '
trunk) length
stenosis length
Anterior
tibial
anery |
target
4 « Diffuse stenosis
2 . t&;:rlwsls i;vlolvlno 13 > 2/3 tolal vessel
vessel length length
-(h:gy;“u)mdefowm'l'o * CTO > 1/3 vessel
length (may include
* Not Ipdudlno TP.t@nk Stenosis of 1/3 :eﬂs%el Lngx\) ?/Tae;
or tibial vessel origin lotal vessel « Any CTO of vessel
length tibioperoneal trunk if length
AT is not the target
arlery




The prediction value of GLASS: differences between

endovascular intervention and surgical bypass.
Systematic review (2204 patients) EurJ Vasc Endovasc Surg. 2022;64:32. Epub 2022 Apr 11.

eFollowing endovascular intervention, the pooled estimates for amputation-
free survival and limb salvage were worse for GLASS 3 compared with GLASS
1/2, and major adverse limb events (MALE) were increased for higher GLASS
stages. Immediate technical failure also increased with higher GLASS stage
(GLASS 1: 3.9 %; GLASS 2: 5.3 %; GLASS 3:27.9 %).

eFollowing bypass surgery, observed differences in amputation-free survival,
limb salvage rate, and MALE for GLASS 3 versus GLASS 1/2 were not
significant.

eFor GLASS 2 or GLASS 3, but not GLASS 1, the pooled rate of MALE was
significantly better for bypass surgery compared with endovascular therapy.



The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Surgery or Endovascular Therapy for
Chronic Limb-Threatening Ischemia

This article was published on November 7, DOI: 101056/ NE|Moa2207299

2022, at ME|M.org.

CONMCLUSIONS
Among patients with CLTI [vho had an adeguate rreat saphenous vein
revascularization (cohort 1), the incidence of a major adverse limb event or death

was significantly lower in the surgical group than in the endovascular group.

Among the patients who lacked an adequate saphenous vein conduit (cohort 2), the

outcomes in the two groups were similar. (Funded by the National Heart, Lung,
and Blood Institute; BEST-CLI ClinicalTrials.gov number, NCT02060630.)

or surgical

B Major Reintervention

Surgery

A Major Adverse Limb Events or Death
1.0+ 1.0+
P=0.001 by log-rank test
0.8 = 0.8
Endovascular P
é‘ 0.6 therapy y e g 06
£ am - =1
8 o A
& 04 S E 0.4 Endovascular therapy
& -~ Surgery S EE—
r -
024 02 _aw=====*
L3
1 f
Surge
DD T T T T T T 1 UD T T T T T T rg r}l 1
0 1 2 3 4 5 & 7 0 1 2 3 4 5 6 7
Years since Randomization Years since Randomization
Mo. at Risk Mo. at Risk
Endovascular 716 404 304 175 102 46 14 [i] Endovascular 716 444 331 192 111 48 14 0
therapy therapy
Surgery 718 463 349 204 117 52 12 [i] Surgery 718 500 385 7 128 58 13 0
C Above-Ankle Amputation D Death
1.0- 10—
0.8+ 0.8+
Endovascular
£ o6 £ 06 therapy
3 3 3
T 04- T 04 -
[ : & )
Endovascular therapy Surgery
0.24 e e — 0.2
- Surgery
UD T T T T T T 00 T T T T T T
0 1 2 3 4 5 & 0 1 2 3 4 5 [
Years since Randomization Years since Randomization
Mo. at Risk Mo. at Risk
Endovascular 716 501 187 239 142 64 17 Endovascular 716 586 462 298 182 B5 23
therapy therapy
718 502 387 229 131 58 15 Surgery 718 577 457 182 168 8O 20




Global vascular guidelines on the management of
chronic limb-threatening ischemia

Joint guidelines of the Society for Vascular Surgery, European Society for Vascular Surgery, and World Federation of
Vascular Societies

J Vasc Surg 2019;69:3S-125S

CLTI in patients with no option for revascularization

Consider|SCS fo reduce the risk of amputation and 2 (Weak) B (Moderate) Ubbink,'“® 2013
to decrease pain in carefully selected patients (eqg,
rest pain, minor tissue loss) in whom
revascularization is not possible.

Do not ur limb salvage in CLTI patients in 2 (Weak) C (Low) Karanth,'"” 2016
whom revascularization is not possible.
Cc:-nsider{ |PC 'therap},r in carefully selected patients 2 (Weak) B (Moderate) Abu Dabrh” et al 2015

(eq. rest pain, minor tissue loss) in whom
revascularization is not possible.



GClobal vascular guidelines on the management of
chronic limb-threatening ischemia

Joint guidelines of the Society for Vascular Surgery, European Society for Vascular Surgery, and World Federation of
Vascular Societies

J Vasc Surg 2019;69:35-125S

or limb salvage in CLTI 2 (Weak) B (Moderate) Vietto, % 2018
patients. Consider offering selectively for
patients with rest pain or minor tissue loss and
in whom revascularization is not possible.

' Do not o&r vasoactive drugs or deﬁbrinating ) 1 (Strong) C (Low) Smith,'”" 2012
agents (ancrod) in patients in whom
revascularization is not possible.

Do not offer HBOT }3 improve limb salvage in CLTI 1 (Strong) B (Moderate) Kranke,''® 2015
patients with severe, uncorrected ischemia (eg, Game,"" 2016
WIfl ischemia grade 2/3). Santema,'” 2018

Continue to provide optimal wound care juntil the lower extremity wound is Good practice

completely healed or the patient undergoes amputation. statement




Global vascular guidelines on the management of

chronic limb-threatening ischemia

Joint guidelines of the Society for Vascular Surgery, European Society for Vascular Surgery, and World Federation of

Vascular Societies

J Vasc Surg 2019;69:35-125S

Trials of gene therapy
and cell therapy for CLTI
have so far been
disappointing.

TALISMAN  FGF 125 73% vs 48% Nikol *2 2008
(P = .009)

HCGF-STAT HGF 04 Nao difference Change in TcPo; 252 mm Hg in Powell “*® 2008
at 6 months high-dose group
vs 9.4 mm Hg in

placebo group
(P = .0015)

Shigematsu HGF 40 Mo difference Improvement in T0 4% vs 30.8% Shigamasu.m
et al rest pain or (P = .014) 2010
reduction in
ulcer size

lafrati etal Autologous o7 Nao difference Improverment in 58% vs 26%
bone pain at 6 months (P = .025) 2016
marrow

RESTORE- Expanded 72 Mo difference Combined 40% vs 67% Powell 5= 2012
CLI autclogous outcomes (1-year (P = .045)
stern cells freedom from
major
amputation,
mortality,
increased wound
size, new
gangrene)

JUWVENTAS BMMNCs 160 T vs B4% Major amputation  19% vs 13% Teraa, ™" 2015
(at & months) at 6 months (P = not
Mo difference significant)




@ ESC Eurcpean Heart journal (2018) 39, 763-821 ESC GUIDELINES

European Society dai10.1093/eurheartj/ehu095
of Cardiology

2017 ESC Guidelines on the Diagnosis and
Treatment of Peripheral Arterial Diseases,

in collaboration with the European Society
for Vascular Surgery (ESVS)

* Painful

* Pale

~ * Pulseless
~ « Paresthetic
* Paralytic

Acute limb ischemia

—

Heparin and pain management

Y !

?

Initial worle-up Urgent* revascularization;
(DUS, CTA, DSA) Thrombectomy/bypass Amputation
Revascularization

within hours:
(Thrombolysis/
thrembectomy/bypass)
Endovascular therapy Medical therapy
and/or surgery and follow-up

BESC 2017



Conclusions

 PAD is a common manifestation of atherosclerosis.

* In the early stages of PAD, the patient’s prognosis is dominated by the
risk of major adverse cardiovascular events (MACE) in the coronary
and cerebral circulation(— prevention!)

* In the advanced stages of PAD the patient’s prognosis is dominated by
major adverse limb events (MALE > MACE) (— optimal
revascularization strategies + prevention!)



Thank you for your attention!




