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PAD e DIABETE

* PAD e DM2 sono due problemi di salute prevalenti che sono
associati a un aumento della morbilita e della mortalita

» Questi pazienti continuano ad avere un rischio
significativamente maggiore di complicanze CV e di morte,
nonostante i grandi progressi nella terapia medica degli ultimi
due decenni

*Epidemie del 21 /A secolo anche nei paesi in via di sviluppo




Prevalenza stimata di PAD nel mondo

Pazienti con PAD = 202.000.000 nel mondo (2010)
236.000.000 nel mondo (5,56%) (2015)

Bangladesh, Brasile, Cina,
Francia, Germania, India,
Indonesia, ltalia, Giappone,
Messico, Pakistan, Russia,

| Spagna, Regno Unito, USA

Piu di 2/!dei casi

Fowkes FGR, et al. Lancet 2013;382:1329-40
Song P, et al. Lancet 2019;7:1020-30



Prevalence of peripheral artery disease (PAD; ankle-brachial index [ABI] <0.9) by age and
sex in high-income countries (HICs) and in low- and middle-income countries (LMICs)
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Fowkes FG, Lancet 2013; 382: 1329




International DiabeWatiMiabetes projections

IDF DIABETES ATLAS 2015

Seventh edition

Worldwide 2015 415 million people with diabetes

North America & 2040 642 million people with diabetes
Caribbean

2015 44.3million

2015
2040 Smillion Europe |
2015 59.8million & ; Lo ’
2040 71.1million

Onein 11 adutts
has diabetes

2040

A

Western Pacific Onein 10 aduits

2015 153.2million will have diabetes
2040 214.8million

South East A 'a/' Oneintwo
ou as Si 5 2
2015 78.3million adults with diabetes

South & ica 2040 140.2milli isundiagnosed
Central America 2015 14.2million s

2015 29.6million 2040 34.2million

2040 48.8million

International Diabetes Federation. IDF diabetes atlas:7th ed. Brussels, Belgium: InternationMs Federation; 2015.




Consapevolezza della PAD

Peripheral Arterial Disease Detection, L
L Awareness, and Treatment in Primary Care

Gaps in Public Knowledge of Peripheral Arterial Disease
The First National PAD Public Awareness Survey

1 su 2 sa che diabete e fumo aumentano il rischio di PAD

'] su 4 conosce |a PAD- 1 su 4 sa che la PAD si associa a un aumento del rischio di IMA e

stroke

1 su 7 sa che la PAD puo portare ad amputazione

Peripheral arterial disease:
Lack of awareness in Canada

Peripheral Artery Disease: A Marked Lack of Awareness in Ireland

Hirsch AT, et al. JAMA 2001;286:1317-24
Hirsch AT, et al Circulation. 2007;116:2086-94

Lovell M;-et al. Can J Cardiol 2009;25(1):39-45
Cronin CT, et al. Eur J Vasc Endovasc Surg 2015;49:556-62




Le lacune nella conoscenza dei pazienti a rischio di PAD, cosi come le lacune nella pratica tra i medici che
trattano pazienti con PAD, sono state riscontrate nella popolazione canadese e altrove.

Pertanto, gli autori voluto valutare la consapevolezza della PAD tra i laureati in medicina per determinare se
queste lacune di conoscenza esistono nei primi anni di formazione medica.

La conoscenza della PAD e della CAD é scarsa tra gli studenti di medicina, con una consapevolezza della PAD
inferiore a quella della CAD.

Il tempo molto limitato in classe e le difficolta nel programmare opportunita cliniche o di ricerca con
specialisti vascolari potrebbero essere una ragione importante di questo gap di conoscenza.

EDUCATION CORNER

From the Canadian Society for Vascular Surgery

Knowledge gap of peripheral artery disease starts in W) Check for updates |
medical school

Musaad AlHamzah, MD,*? Rachel Eikelboom, MD,© Mohamad A. Hussain, MD,? Muzammil H. Syed, BSc(c),?
Konrad Salata, MD,? Mark Wheatcroft, MBChB,*“ Subodh Verma, MD,*"® and Mohammed Al-Omran, MD,><¢
Toronto and London, Ontario, and Winnipeg, Manitoba, Canada; and Riyadh, Saudi Arabia

Journal of Vascular Surgery July 2019



PAD === ancora sottodiagnosticata R
e sottotrattata I -

Diagnosi precoce

Trattamento precoce

facilita la precoce identificazione di
individui con rischio
cardiovascolare molto alto

puo portare a riduzione degli
eventi aterosclerotici futuri e della
mortalita cardiovascolare

Olinic DM. et al. International Angiol 2018;37(4):327-34



LOWER-LIMB PERIPHERAL ARTERIAL DISEASE (PAD)

3% manifestation of atherosclerosis
associated with cardiovascular (CV) risk factors

]

. . . . M j demic di

Lower-Limb peripheral arterial disease |_ skarming ncressed poevalincs

and amputations in people with

diabetes: risk Factors, pI'Ogl’lOStiC value E advances in medical, surgical, endovascular techniques,
(= J

and management.

but still lead to poor prognosis, including amputation

disabilities, reduced functional performances
impaired mental health and quality of life

—>
'M' PAD associated : with CV and non CV disease and mortaliy

significant cost

Foussard, L. Dari, E. Ducasse et al. Presse Med 52 (2023) 104164




PAD e DIABETE: epidemiologia

* Nei pazienti con diabete di tipo 2, la PAD e 2-3 volte piu diffusa rispetto alla popolazione
generale

* La prevalenza aumenta anche con la durata del diabete, come dimostrato dallo UK
Prospective Diabetes Study (UKPDS): 1,2% al momento della diagnosi di diabete e 12,5%
dopo 18 anni di progressione del diabete

* Prevalenza puo talvolta variare da uno studio all'altro, a causa della variabilita della
definizione di PAD e delle differenze nelle caratteristiche della popolazione, tra cui l'eta e
'etnia

 La PAD degli arti inferiori & una delle principali cause di amputazione non traumatica

* | pazienti con diabete hanno un rischio di amputazione da 4 a 5 volte superiore a quello
dei pazienti senza diabete Dati recenti indicano che il rischio di AMPUTAZIONE dovuta a
ischemia critica pud essere addirittura fino a 13 volte superiore nei pazienti con diabete

rispetto a quelli senza diabete
Wi, E. Ducasse et al. Presse Med 52 (2023)
104164




Odds ratios (ORs) for peripher

amery\dli:::;:a (PAWome countries (HICs) and low-
and middle=i e co fes (LMICs)

History of CVD

CRP (per 1 mg/dl)
High HDL-cholesterol
High cholesterol
Smoking (past)
Smoking (current)
Diabetes
Hypertension

BMI (per 1 kg/m2)

Male sex

Age (per 10 yrs)

0.5

|
1 1.5 2

HOR (LMIC) ®OR (HIC) ®OR (Global)

2.5 3

Criqui MH, Circ Res 2015




PAD e DIABETE.: F\DR\per\PAD Mnte Diabetico

« MICROANGIOPATIA: l1a macroalbuminuria e la retinopatia diabetica, sono fattori
di rischio indipendenti per la PAD

* Ridotta filtrazione glomerulare e I'albuminuria patologica sono associati in modo
Indipendente a un eccesso di rischio di PAD

* Relazione «dose-risposta» indipendente tra gli stadi della retinopatia diabetica e la PAD

» La presenza di diabete € stata associata a un tasso piu elevato di amputazione e 'uso di
statine a un rischio inferiore

* MICROANGIOPATIA da sola & stata associata a un rischio di amputazione
aumentato di 4 volte, mentre la combinazione di PAD e MICROANGIOPATIA & associata
a un rischio aumentato di 20 volte

e Amputazione correlata a < GFR e albuminuria

* Inoltre, e stata riportata una relazione dose-risposta indipendente tra gli stadi della
retinopatia diabetica e la AMPUTAZIONE

N. Dari, E. Ducasse et al. Presse Med 52 (2023) 10416
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oqgre e Atherosclerosl: naeriving Lowe Xtrem AD

Results in a Spectrum of Limb Symptoms

Fontaine stage' Rutherford category'—2 Proportion of
patients®

I lla Non-disabling 1 Mild claudication*
|nterm|tte_nt . Z Moderate claudication*®
claudication
lIb Disabling
intermittent 3 Severe claudication*

B claudication®
I Ischaemic rest pain 4 Rest pain

CLI =

—

¢ ALl is caused by either native atherosclerotic plaque disruption and thrombus
formation, or in situ stent or graft thrombosis in revascularized patients*

*Oratypicat fegpain

1. Aboyans V et al, Eur Heart J 2017: doi:10.10937eurheartj/ehx095; 2. Aboyans V et al, Vasc Endovasc Surg 2017:
doi:10.1016/j.ejvs.2017.07.018; 3. Norgrept et al, J Vasc Surg 2007;45:S5-S67; 4. Hirsch AT et al, Vasc Med 2016;21:535-538




PAD e DIABETE: Screening —

| pazienti con diabete hanno spesso una un esordio
direttamente con ISCHEMIA CRITICA senza una
precedente storia di claudicatio intermittens

Una diagnosi precoce di PAD e la corretta
identificazione dei pazienti con ischemia critica sono
fondamentali nei pazienti con diabete per migliorare gli

esitl




Mortalita per tutte le cause-e mortalita cardiovascolare in base
all”’ABT (n=4393)

1tZ per tutte le cause

@ Mortdlita cardiovascolare

%

Resnick HEet-al. Circulation 2004;109:733-9



2019 ESC Guidelines on
diabetes, pre-diabetes,
and cardiovascular
diseases developed in
collaboration with the
EASD

Clinical suspicion (symptoms or physical examination) in diabetes patients J

consider PAD screening based on ABI* refer to the ESC Guidelines on

// o

" 101130 |

) L

Significant LEAD
unlikely
Reassess every
2-3 years

|

‘ Normal W i TBIl or ) ‘ Abnormal ‘
R "\[ Duplex /

l

YES

PAD for diagnosis work-up

| 0.91-1.00 | \ <0.90 |

T

LEAD present
Consider secondary prevention
measures.

Refer to a specialist
if ABI <0.70

!

©ESC 2019

Cosentino F, Eur Heart J. 2020 Jan 7;41(2):255-323




PAD e DIABETE: Mterismhe{ progressione

* Nei pazienti con diabete, la PAD € una delle principali cause di piede diabetico: || 49%
dei pazienti con piede diabetico nello studio dell'European Study Group on Diabetes and
the Lower Extremity (EURODIALE) presentava PAD

* | pazienti con diabete e PAD hanno una prognosi peggiore rispetto ai pazienti non
diabetici con PAD, con una necessita piu frequente di rivascolarizzazione e un rischio
piu elevato di amputazione (MALE)

e | pazienti con diabete di lunga durata presentano un rischio piu elevato di
amputazione rispetto a quelli con una durata piu breve

* | pazienti con diabete e PAD, rispetto a quelli senza PAD, hanno anche un rischio piu
elevato di malattia e mortalita cardiovascolare (MACE) e di morte per tutte le
cause, incluso il cancro

* | tassi di mortalita dopo amputazione nei pazienti con diabete sono stati stimatia 1 e
4 anni, rispettivamente, al 33% e al 65% per la amputazione maggiore e al 18% e al
45% per la amputazione minore

Foussard N, Presse Med 52 (2023) 104164, 2023




The elevating riWstaiMamputation” or

the natural history of diabetes-related amputations

AMPUTATION
INFECTION &
ISCHEMIA . RISK
ULCERATION

[/ NEUROPATHY

DIABETES

Rogers LC, Armstr G. Podiatry care. In: Cron ett JL, Johnston KW, editors. Rutherford’s vascular sur-
gery. 7th-ed. Philadelphia: Saunders Elsevier; 2010. p. 1747-60.




WI-FI

Score

Systemic inflammatory response syndrome

Wound Ischaemia foot Infection
ABI Ankle pressure Toe pressure
(mmHg) or TcPO2
No ulcer (ischaemic rest pain) >0.80 >100 >60 No symptoms/signs of infection
Small, shallow ulcer 0.60-0.79 70-100 40-59 Local infection involving only skin
(distal leg or foot), no gangrene and subcutaneous tissue
Deep ulcer (exposed bone, joint, 0.40-0.59 50-70 30-39 Local infection involving deeper than
or tendon) + gangrenous changes skin/subcutaneous tissue
limited to toes
Extensive deep ulcer, full thickness <040 <50 <30
heel ulcer + extensive gangrene
One-year amputation risk

Estimated risk of amputation at | year for each combination

LESC 2019

Wan J. 2020 Jan 7;41(2):255-323




PAD e DIABETE

Link between presence of PAD and survival

Survival
(%)

80 “W.
*Angina
60
PAD
40 -
®Diabetes
20 + PAD
0 | |
0 10 15

Follow-up (yrs)

Modified from Crigui MH et al. N Enqgl J Med 1992;326:381-386 & Dormandy JA et al. J Vasc
Surgery. 2000;31(1):S1-S296




DM affecting In- HOSPITAL_MORTALITY and MACE during

Proportion of hospitalizations (%) }>»

(@)

Hospitalizations of PAD Patients

In-hospital death B MACCE
4.0% X 5.0%
(%)
4.5%
3.5% =
(o)
= 4.0%
3.0%
2 359
(L]
2.5% +
S 3.0%
wv
2.0% O 2.5%
-
Y 0
1.5% 5 2.0%
| ==
1.5%
1.0% ;8
6 1.0%
0.5% 2 0.5%
| .
0.0% O 0.0%
PAD patients with diabetes PAD patients without diabetes PAD patients with diabetes PAD patients without diabetes
Multivariate logistic regressions
O MACCE: OR 1.143 (1.127 - 1.159), p < 0.001
12 In-hospital death: OR 1.103 (1.086 — 1.121), p < 0.001

0.9 1.0 2.0

Keller K, J. Clin. Med. 2021, 10, 5033



PAD e DIABETE: terapia medica

Recommendations in patients with peripheral arterial
diseases: best medical therapy

Recommendations Class® | Level®

Smoking cessation is recommended in all
patients with PADs.?”-?8

Healthy diet and physical activity are recom-
mended for all patients with PADs.

Statins are recommended in all patients
with PADs.* "2

In patients with PADs, it is recommended to
reduce LDL-C to < 1.8 mmol/L (70 mg/dL)
or decrease it by > 50% if baseline values
are 1.8—3.5 mmol/L (70-135 mg/dL).”®

In diabetic patients with PAD:s, strict glycae-
mic control is recommended.

Antiplatelet therapy is recommended in
patients with symptomatic PADs.>"

In patients with PADs and hypertension, it is
recommended to control blood pressure :
at < 140/90 mmHg*"4%:32

ACElIls or ARBs should be considered as

first-line therapy® in patients with PADs and Ha s

hypertension.*>?

boyans V, European Heart Journal (2018) 39, 763-821




Vascular protection

Standard pharmacologlcal secondary

Healthy lifestyle’

Healthy diet, physical activity/exercise, weight control, psychosocial support, etc

Antithromboti
c1

Aspirin Statins ACEI/ARB

DAPT Ezetimibe BB/MRA

[ ]
Additional pharmacologfial secondary prevention

Rivaroxaban vas_c_ular dose plus PCSK-9 inhibitors Other a.nt.ihypertensives
aspirin Sacubitril + valsartan*

Glucose control in
diabetic patients®

Insulin
Metformin

SGLT-2 inhibitors
GLP-1 R agonists
DPP-4 inhibitors

1. Cortés-Beringola A et al. Eur J Prevent Cardiol. 2017;24:22—-28; 2. Catapano AL et al. Eur Heart J 2016;37:2999-3058; 3. American Diabetes Association. Diabetes Care 2018;41(1

Suppl):S1-S159; 4. Entresto SmPC, April 2018.




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 PCSKO9i
+ Antiplatelet monotherapy (symptomatic), preference for P2Y,, inhibition

< 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 PCSKO9i
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

Bon M, Circulation Research 2021




Absolute Benefit of Rivaroxaban Vascular Dose Plus Aspirin Was
Highest in High-Risk Patient Groups

Ischaemic events prevented and bleeding events caused per 1000 patients over
30 months with addition of rivaroxaban 2.5 mg bid to aspirin in high-risk groups

70 7 mPresence of high- 60
® :
g 60 - risk feature
= Absence of high-
w5 201 riskfeature
§EE 40
=32 ]
g% 23
wi 18 19 19
Q 207 14
<
= 10 -
0 = T w
Full COMPASS 22 vascular History of eGFR History of diabetes
population beds heart failure <60 ml/min
Numberof  _
serious T 0 0 P-4 ==
bleeds 2 3 3 5 2 4 2
caused

Anand SS et al. J Am Coll Cardiol 2019,73:3271-3280




Stratificazione del
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LEAD Comorbidita LEAD+Comorbidita Basso Rischio
ad Alto Rischio ad Alto Rischio  ad Alto Rischio

Comorbidita ad Alto Rischio: polivasculopatia, scompenso cardiaco, diabete, insufficienza renale
LEAD ad Alto Rischio: storia di amputazione, storia di rivascolarizzazione, Fontaine stadio lll o IV

Modified from Kaplovitch E. JAMA Cardiol. 2021;6(1):21-29




Effect-of evoloeumab-on-acute-arterial-evernts-aecross-all @ESC

European Society

vascular territories. ALI, acute limb ischaemia; ... of Cardiology

In the FOURIER trial, 27,564 patients with prior MI, non-hemorrhagic stroke, or symptomatic PAD were
randomized to evolocumab (PCSKO inhibitor) vs placebo with a median follow-up of 2.2 years.

Effect of evolocumab on acute arterial events across all vascular territories

(Acute coronary, cerebrovascular, or peripheral vascular events)
First event: | 19% HR 0.81 (95% C10.74-0.88) P<0.001
Total events: | 24% RR 0.76 (95% CI 0.69-0.85) P<0.001

Acute coronary Acute cerebrovascular Acute peripheral
events events vascular events
(CHD death, MI, or urgent (Ischemic stroke, TIA, or urgent (ALI, major amputation, or urgent
coronary revascularization) cerebral revascularization ) peripheral revascularization )
1 17% (First event) 1 23% (First event) | 42% (First event)

HR 0.83 (95% C1 0.75-0.91) || HR 0.77 (95% CI 0.65-0.92) HR 0.58 (95% Cl 0.38-0.88)

(<] - 5 -

Q 12% 7 Acute arterial events 9%

o across all vascular beds Coronary events
g 9% 1 Placebo

2 6% -

- 6% Placebo

.g ’ e . Cerebrovascular
- o/

© 3% - 3% volocuma 5 events

=] Evolocumab .

g Peripheral

o 0% ; - ' : : 0% vascular events

0 6 12 18 24 30 36 0 6 12 18 24 30 36
Time since randomization (months)

EUR HEART J NVOLUME 42, ISSUE 47, 14 DECEMBER 2021, PAGES 4821-4829,
HTTPS://DOI.ORG/10.1093/EURHEARTJ/EHAB604 Yy OXFORD

UNIVERSITY PRESS
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Treatment goal
for LDL-C

3.0 mmol/L
(116 mg/dL)

1.8 mmol/L
& >50% (70 mg/dL)
reduction
from
baseline 1.4 mmol/L

(55 mg/dL)

1 mmol/L

(40 mg/dl)

\

* SCORE <1%

* SCORE 21% and <5%

* Young patients (TIDM <35 years;
T2DM <50 years) with DM duration
<10 years without other risk factors

L

* SCORE 25% and <10%

* Markedly elevated single risk factors, in
particular TC >8 mmol/L (310 mg/dL) or
LDL-C >4.9 mmol/L (190 mg/dL) or
BP >180/110 mmHg

* FH without other major risk factors

*» Moderate CKD (eGFR 30-59 mL/min)

4
4
N\

* DM w/o target organ damage, with DM
duration > |0 years or other additional risk factor

« ASCVD (clinical/imaging)
« SCORE 210%

major risk factor

« FH with ASCVD or with another

« Severe CKD (eGFR <30 mL/min)

+DM & target organ damage: =3
major risk factors; or early onset of
T1DM of long duration (>20 years)

\\\
~

Second vasc. eventsin 2y

~

A

Low

Moderate

High

Very high

CV Risk

European Society
of Cardiology




PAD e DIABETE: linee Guida ESV

Recommendation Class of Level of
recommendation evidence

It Is recommended that
patients with diabetes should
be screened for PAD

It is recommended that all PAD
patients should be screened for
diabetes and effectively treated
in the case of a proven

diagnosis of diabetes. In type 2
diabetics in additicn to

metformin empaglifozin and/or
liraglutid should be considered.

Appropriate diabetic control is
recommended in patients with
PAD.

Frank U, ESVM GUIDELINES, VASA 2019




Diabete e Malattie Cardiovascolari

Le nuove linee guida recepiscono le evidenze prodotte dagli studi clinici
sul benefici cardio-vascolari di alcune classi di farmaci come gli
SGLT?2 inibitori e i GLP-1 agonisti, che vengono dunque poste in una
posizione importante all'interno degli algoritmi terapeutici. Questi
farmaci vanno considerati in seconda linea, dopo la metformina, nei
pazienti senza malattie cardiovascolari note, mentre vanno prescritti gia
in prima linea nei pazienti con patologie cardiovascolari

Cosentino F, Eur HeartJ. 2020 Jan 7;41(2):255-323; AMD SID
ANANA




commendations to reduce
|

Evidence-based algorithmsummarizing current

ASCVD* (e.g. PAD) or at high risk for No ASCVD
ASVCD **
| HF or DKD*** (eGFR= 30 mi/min/1.73m2) | |  eGFR<30 m/min/1.73m> |
Consider SGLT2i with ASCVD, DKD and HF benefit Consider GLP1-RA with ASCVD benefit
-Canagliflozin -Dulaglutide
-Dapagliflozin -Liraglutide
-Empagliflozin -Semaglutide (injectable)

\

Considerations:
1- Discuss risk/benefit and side effects.
2- Consider insurance coverage.
3- Titrate other antihyperglycemic therapies if needed.

Skeik N, Vascular Medicine 2023




Summary of societal guideline recommendations for antiglycemic therapies.

Societal guidelines Recommendations

2021 — American Diabetic Association” — Glycemic control: recommend metformin as first-line pharmacological agent.
— T2D and high risk for or eASCVD, KD, or HF: recommend SGLT2i or GLPI-RA
with demonstrated CV benefit independent of AIC

e GLPI-RA is preferred to insulin when possible.

e HFrEF: consider SGLT2i with proven benefit.
CKD and albuminuria: consider a SGLT2i with evidence of reducing CKD
progression.

e Consider GLPI-RA with proven CV benefit as an alternative if SGLT2i is not

tolerated.
2019 — American College of Cardiology — Glycemic control: recommend metformin as first-line pharmacological agent.
(ACC) and American Heart Association — T2D and additional ASCVD risk factors: reasonable to initiate a SGLT2i or a
(AHA)¢ GLPI-RA as add on to metformin.
2020 — ACC'' — T2D and ASCVD: recommend starting SGLT2i or GLPI-RA with CV benefit.

— DKD and/or HF: consider a SGLT?2i

e eGFR < 30 mL/min/1.73 m? consider a GLPI-RA as an alternative.
— At discharge after ASCVD admission: consider a SGLT2i or GLPI-RA

e Consider SGLT2i in case of HFrEF.

2022 — ACC/AHA/Heart Failure Society — HFrEF: recommend SGLT2i regardless of T2D

of America’?#° e SGLT2i can also be beneficial in HFmrEF and HFpEF.

2019 — European Society of — T2D and CVD or high CV risk: recommend empagliflozin, canagliflozin, dapagliflo-
Cardiology’”’® zin, liraglutide, semaglutide, or dulaglutide to reduce CV events

e Recommend empagliflozin or liraglutide to reduce risk of CV death.

Skeik N, Vascular Medicine 2023



2019 ESC Guidelines on diabetes, ercardWses
developed in collaboration with the EASD

In patients with DM and symptomatic LEAD, antiplatelet therapy is recommended.”*

As patients with DM and LEAD are at very high CV risk? an LDL-C target of <1.4 mmollL (<55 mg/dL), or an LDL-C reduc-

tion of al least 50% is recommended,®'#"

In patients with DM with CLTI, the assessment of the risk of amputation is recommended; the Wl score® is useful for this

purpose. 452

In case of CLT, revascularization is indicated whenever feasible for limb salvage.”*’ |

In patients with DM with CLT], optimal glycaemic control should be considered to improve foot outcome.

In patients with DM and chronic symptomatic LEAD without high bleeding risk, a combination of low-dose rivaroxaban (2.5
mg bi.d.) and aspirin (100 mg 0.d,) should be considered.’ """
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Transcatheter

Arterialization of Deep

Veins
in Chronic

Limb-Threatening

Ischemia

Table 1. Characteristics of the Patients at Baseline.™

Characteristic
Median age (range) — yr
Male sex — no. (%)
Race — no. (%) T
White
Black or African descent
Asian
Unknown or declined to state
Ethnic group — no. (%) T
Not Hispanic or Latino
Hispanic or Latino
Median body-mass index (range)i:
History of smoking — no. (%)

Current
Former
Previous stroke — no. (%6)
Previous myocardial infarction — no. (%)

Hypertension — no. (%)
Dyslipidemia — no. (%)
Diabetes mellitus — no. (%)
Type |
Type 1l
Chronic kidney disease — no. (%)
Dialysis — no. (%)
Rutherford classification — no. (9%6)§
Stage 5
Stage 6

Previous intervention in target limb — no. (96)

All Patients
(N=105)
70 (38-89)
72 (68.6)

64 (61.0)
16 (15.2)
2 (1.9)
23 (21.9)

76 (72.4)
29 (27.6)
26.2 (18.0-48.8)
44 (41.9)

6 (5.7)

38 (36.2)

9 (8.6)

24 (22.9)

96 (91.4)

73 (69.5)

81 (77.1)

11 (10.5)

70 (66.7)

41 (39.0)

19 (18.1)

68 (64.8)
37 (35.2)
78 (74.3)
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Figure 1. Key Procedural Steps for Transcatheter Arterialization of the Deep Veins.

PROMISE Il Investigators , NEJM March 30, 2023




LOWER-LIMB PERIPHERAL ARTERIAL DISEASE (PAD)

3% manifestation of atherosclerosis
associated with cardiovascular (CV) risk factors

]

. . . . M j demic di

Lower-Limb peripheral arterial disease |_ skarming ncressed poevalincs

and amputations in people with

diabetes: risk Factors, prognostic value E advances in medical, surgical, endovascular techniques,
(= J

and management.

but still lead to poor prognosis, including amputation

disabilities, reduced functional performances
impaired mental health and quality of life

—>
'M' PAD associated : with CV and non CV disease and mortaliy

significant cost

Presse Med 52 ) 104164




DIABETE: approccio

FA-D X

LTIDISCIPLINARE

HOLISTIC PERSON-CENTRED APPROACH TO T2DM MANAGEMENT

+CKD (on maximally tolerated dose of ACEi/ARB)

PREFERABLY
SGLT2i with primary evidence of reducing CKD progression

SGLT2i with proven HF
benefit in this population

Glycaemic Management: Choose
approaches that provide the efficacy
to achieve goals:

Metformin OR Agent(s) including
COMBINATION therapy that provide
adequate EFFICACY to achieve and

maintain treatment goals

Use SGLT2i in people with an eGFR = 20 mU/min per 1.73 m? once initiated should be
continued until initiation of dialysis or transplantation

o100 medication

Consider local Complication 2 ¢ .
e liEens Sarvaill Consider avoidance of hypoglycaemia a

setting and and priority in high-risk individuals
Shared decision resources screening
making

GLP-1 RA with
proven CVD benefit

SGLT2i with proven
CVD benefit

Monitoring and

Language matters & 2
ongoing review

If additional cardiorenal risk reduction or glycaemic
control needed consider combination SGLT2/GLP-1 RA

PRINCIPLES OF CARE
Diabetes structured Reducing risk of ;
education and support GOALS OF CARE hypoglycaemia v
« Prevent complications
« Optimise quality of life

Ensure strategies are in place to detect and

optimise management of CV risk factors' including Achievement and Maintenance of

Effective practice and Weight Management Goals:

Psychosocial organisation of

factors

CVrisk factor screening and surveillance [ Set individualised weight management goals ]

Social Consider

determinants Avoid underlying . . S
BP lowering of health therapeutic physiology GBHEIBI.lleS‘lYle' a.dvn:e. Intensive evidence-
iieris medical nutrition based structured
therapy/eating patterns/ weight management
Lipid lowering physical activity programme
Antithrombotic agents Consider medication Consider metabolic
for weight loss surgery
Smoking cessation When choosing glucose-lowering therapies:
Consider regimen with high-to-very-high dual
glucose and weight efficacy
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