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Cosa accade se qualcosa va storto...
la rivascolarizzazione miocardica nel paziente diabetico

Tommaso Piva

UOSD Emodinamica Interventistica Strutturale e Pediatrica
AOU Marche



Quanto puo andare storto?

Comorbidita

Fragilita,
Condizioni socio-
culturali,
etc

CCS

PRESENTAZIONE CLINICA
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Rivascolarizzazione miocardica PCIl vs CAB

Cardiologia
Interventistic

VS Cardiochirurgia
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Onset of
symptoms

Mode of

location

Determine
therapeutic
strategy

Total ischaemic time and
sources of delay to reperfusion

ﬁ\ j
Patient with symptoms of ACS and
ECG consistent with STEMI

Patient self presents Patient calls
to hospital EMS
~N .
PCl centre Non-PCl centre Ambulance

<60 min to
wire crossing

PCl possible in <120 mi

Aim; Aim:
<90 min to
wire crossing

to PCl centre
for primary PCI

NO

Fibrinolysis
strategy

Aim:
<10 min to

Iytic bolus

to PCl centre
after fibrinolysis

Immediate transfer | Immediate transfer

Total Patient
ischaemic self

time presents

Patient
calls
EMS

== Patient delay
== EMS delay
== System delay

== Total ischaemic time
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ACS: STEMI RIVASCOLARIZZAZIONE COMPLETA

Complete Culprit-vessel-
revascularization only PCI Favors : Favors
No.of Total No.of Total MH random OR complete : culprit-vessel- . . .
Source or study e:e:ts Nccl._a e\?er?ts NE:]_a (95“;.?200"1 revascularization : only PCI Weight, % Rlvasco I a rlzzaZIO n e CO m pI eta
FFR-guided nonculprit lesion PCI
DANAMI-3-PRIMULTI,12 2015 5 314 9 313 0.55(0.18-1.65) —— 61.4 raccomandata durante PCI

COMPARE-ACUTE, 152017 3 295 6 590 1.00(0.25-4.03) [ S 386

Total 8 609 15 903  0.69(0.29-1.64) <> 100 indice O entro 45 gg

Heterogeneity: 1=0.00; x§ = 0.44 (P=.51); I*=0%
Test for overall effect: z=0.84 (P=.40)

Angiography-guided nonculprit lesion PCI

HELP AMI,7 2004 1 52 0 17 1.02 (0.04-26.19) 31
Politi et al,® 2010 6 130 10 84 0.36(0.13-1.03) —_— 20.2 I
PRAMI,102013 4 234 10 231 0.38(0.12-1.24) —_— 17.4
CvLPRIT,13 2015 2 150 7 146 0.27(0.05-1.31) _— 11.0
COMPLETE,* 2019 59 2016 64 2025 0.92(0.64-1.32) —— 48.3
Total 72 2582 91 2503 0.57(0.32-1.03) 100
Heterogeneity: 1=0.15; X% =6.09 (P=.19); I2=34% ; T — R R R R AR . .
Test for overall effect: z=1.87 (P=.06) 0.01 0.1 1 10 100 Su gu|da ang|ox 1 B
Test for subaroup differences: x2=0.12 (P=.73); [2=0% MH random OR (95% Cl)

T R T R

|® ® ® ® ) .= |,

Bainey KR. JAMA Cardiol. 2020;5(8):881-888. ESC Guidelines ACS 2023. BYRNE RA. Eur HJ 2023; 44:3720-3826






















ACS: NSTEMI . _ _placy

Very high Immediate transfer Very high
- risk? b risk

[}

Patient with symptoms of ACS

AN

* Haemodynamic |n.stab||n:)‘ur or cardlogenn: shock
*Recurrent or ongoing chest pain refractory to medical treatment
* Acute heart failure presumed secondary to ongoing myocardial ischaemia
* Life-threatening arrhythmias or cardiac arrest after presentation
* Mechanical complications
* Recurrent dynamic ECG changes suggestive of ischaemia

ECG consistent wit

Non-PCl centre Ambulance

@ -
location

Immediate
risk’
Non-high Inpatient transfer :
* Haemodynamic |nstab|||ty or ogenic shock . *
*Recurrent or ongoing ch in refractory to medical treatment _ risk (|f r-equired)

PCl centr

. ’Tr'anSIent Tt

* Acute heart failure med secondary to ongoing myocardial ischaemia
* Life-threatenin, ythmias or cardiac arrest after presentation
*Mechanical plications

*Recurr; lynamic ECG changes suggestive of ischaemia

@ Early/inpatient transfer _ m
>

* Confirmed diagnesis of NSTEMI based on ESC algorithms
* GRACE risk score >140

- * Transient ST-segment elevation
@ * Dynamic ST-segment or T wave changes

Risk stratify Inpatient transfer _mpaene transfer
and determine riak (if required) risk

therapeutic |

strategy

In patients without very-high or
high-risk features and a low index
of suspicion for unstable angina

mwgy
(Class )} lass 1)

In patients without very-high or
high-risk features and a low index Early (<24 h)
of suspicion for unstable angina invasive
--------------------------- . strategy
(Class lla)

D e
<

strategy
(Class )

\ @esc~ \_ Procedura indice u

ESC Guidelines ACS 2023. BYRNE RA. Eur HJ 2023; 44:3720-3826

(Class 1)




Strategia di rivacolarizzazione (IRA-PCI,
MVD PCI/CABG) basata su:

« Stato clinico

 Comorbidita

+ Complessita lesioni

Secondo i principi generali della
rivascolarizzazione




CCS ANGINA REFRATTARIA A OMT

Rivascolarizzazione miocardica
di stenosi funzionalmente
significative

Per migliorare i
sintomi

Angina o equivalenti
nonostante OMT

)/

Myocardial revascularization in CCS is
recommended when angina persists despite

treatment with anti-anginal drugs or in patients with

a documented large area of ischaemia (>10% LV).
= =

ESC Guidelines CVD and DM 2023. Marx N. Eur H J 2023; 44:4043-4140 ESC Guidelines DM 2023. Marx N. Eur H J 2023; 44:4043-4140



ISCHEMIA con impatto prognostico

XLLLELEE




CCS

ISCHEMIA vs CORONAROPATIA

LM >50%

3VD 270%

2 VD 270% inclusa LAD prox

LAD >70% con FFR-CT <0.8.

9 45
3 40 | COURAGE
& \ -
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= |
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a 1
£ 15
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g L /1417
™ - A
& /613
0 ) _ / Atherosclerotic
<5% T ~/ = Burden
5%-<10% 3
>=10% ]
Ischemic Myocardium

(Mancini J. J Am Coll Cardiol Intv 2014;7:195-201)

N 4-Year Hazard Ratio  P-value
" Rate (95% CI)
All-Cause Mortality 0.332
Severe 2797 —_——— 58%  083(057,121)
Moderate 1702 N S 66%  0.89(0.61,1.30)
None/mild 606 ° 9.1% ref
Myocardial Infarction 0.044
Severe 2797 | 94%  137(098,1.91)
Moderate 1702 —_—— 102%  1.20(0.86, 1.69)
None/mild 606 ° 8.8% ref
Primary Endpoint 0632 | c H M I A
Severe 2797 b—o—| 137%  1.07(0.83,1.38)
Moderate 1702 T 151%  1.05(0.81,1.36)
None/mild 606 ° 16.2% ref
T T
05 1 § 2
<« Lower Risk Higher Risk —
N 4-Year Hazard Ratio ~ P-value
Rate (95% Cl)
All-Cause Mortality <.001
3V 270% or 2V 270% wiprox LAD 659 b—o—— 78%  234(1.41,3.89)
2V 70% or 3V 50% or 70% prox LAD 894 o 54% 1.9 (0.89,2.49)
1V 270% or 2V 250 743 33% ref
1V 250% 179 I | 36%  081(031,2.16)
Myacardial Infarction <001
3V 270% or 2V 270% wiprox LAD 659 —— 14.2%  1.70(1.17,2.47)
2V 270% or 3V 250% or 70% prox LAD 894 f——— 83%  1.16(0.80,1.68)
1V 270% or 2V 250 743 7.8% ref
1V 250% 179 I ® { 57%  0.45(0.19,1.05)
001
Primary Endpoint <
3V 270% or 2V 270% wiprox LAD 659 ° 16.0%  1.96(1.41,2.72)
2V 270% or 3V 250% or 70% prox LAD 894 © 12.4% 1.4 (1.05,1.98)
1V 270% or 2V 250 743 98% ref
1V 250% 179 ° B 63%  055(0.27,1.10)
T T T T
025 05 1 2 4
< Lower Risk Higher Risk —>

Reynolds HR. Circulation. 2021;144:1024-1038.



Malattia mono-bivasale senza LAD “

* Pzsintomatico in OMT
e +1VD o 2VD non coinvolgente LAD

MPR | 0.4 mm | Bv48

ESC GL 2024. Vrints C. Eur HJ 2024; 45: 3415-3517



Tronco comune (LM) PCIl vs CABG

3 aa

Death, Stroke, or MI (%)

‘ 11 137 patients with left main CAD in Sweden 2005-2015

Mortality
Crude
IPW adj.
IV adj.

MACCE
Crude

n=160 n=156 n=108 n=129
SYNTAX Score SYNTAX Score
0-22 23-32

Hazard ratio

0 2 3 45 67
—r

n=430n=403 n=257 n=258
SYNTAX Score SYNTAX Score
0-22 23-32

Death, Stroke, MI, or IDR

n=160 n=156 n=108 n=129
SYNTAX Score SYNTAX Score

DM

s
—-—
-

- n =430 n=403
SYNTAX Score
IPW adj. =_= ¢

IV adj. ——
— —

CABG, n=9364 PCl, n=1773 PCl better CABG better
Median survival CABG vs PCI Difference in years (95%Cl; P-value)

-258 (-2.81 to -2.35; <0.001)

All-Cause Death (%)

n=160 n=156 n=108 n=129
SYNTAX Score SYNTAX Score
0-22 23-32

n=430n=403 n=257 n=258
SYNTAX Score SYNTAX Score
0-22 23-32

o

Ischemia-Driven Revascularization (%)

n=160 n=156 n=108 n=129
SYNTAX Score SYNTAX Score
0-22 23-32

n=430n=403 n=257 n=258
SYNTAX Score SYNTAX Score
0-22 23-32

Persson J. Eur Heart J 2023, 44: 2833-42 (Milojevic M. J Am Coll Cardiol 2019,;73:1616-28)



NOBLE

Tronco comune (LM)

Pooled analysis

Primary endpoint:
all-cause death through 5 years

PRECOMBAT EXCEL SYNTAX

Secondary endpoints:
5-y CV death, NonCV death, Spontaneous MI, Procedural Ml,
Stroke, Repeat coronary revascularization

Gaba P. Circulation. 2024,149:1328-1338

14.7% 0 ;
~ 14% HRyq; 1.62 ” g 14.4% 1 95%C1 0.82-1.52)
& (95% CI 1.32-2.00) g 12%
0] 12% P<0.001 - :
2 h Diabetes S 9.7% No Diabetes
.8 10% o £ Grie) 8.9% HR 1.08
2 o93% o 8% (95%Cl 0.86-1.36)
k= 8% W =
[} L _g
= 6% - ) E 4%
:_g No Diabetes 3 T e = CABG/DM PCI/DM
4% e e CARG/NOt DM = =
£ Yo P CABG/Not DM PCI/Not DM
3 o/, ~4
o 2%, - T T T T T T
0 1 2 3 4 5
0% Year of Follow-Up
0 1 2 3 4 5 Number at risk
) Follow—-up (years) CABG/DM 541 507 489 485 467 378
Number at risk PCI/DM 563 529 503 489 469 379
Diabetes 1104 1036 992 974 936 757 CABG/Not DM 1655 1578 1553 1517 1472 1207
No Diabetes 3289 3169 3118 3043 2945 2367 PCI/Not DM 1634 1591 1565 1526 1473 1160
| |
[ ] [ |



PCl vs CABG

1
Year 0-1 !
Spontaneous MI :
1
Diabetes ——i -03 [-2.1,15]

P-values for linearity
Diabetes: 0.046
No Diabetes: 0.15

No Diabetes —— 09 [02,1.7]

N
o

1
1
1
1
1
Repeat Revascularization 1
1
|

Diabetes —————— 3[-0.2,62]
P-interacti

[ee]

3[14,48] Legend

No Diabetes

Years 1-5 == Diabetes

Spontaneous M| == No diabetes

Diabetes

©
m
<C
(@]
[
S
O
a
c
I

——
—— 4.9 [24,74)
No Diabetes —e—i 21[09,3.2]
Repeat Revascularization

Diabetes —_—— 9.9 [58,14]

No Diabetes —8—1 43 [23,63]

-5 15

5 10
Absolute Risk Difference [95% Confidence Interval]

s )

Favors PCI__Favors CABG

30
SYNTAX Score

Gaba P. Circulation. 2024;149:1328—1338



DM + MVD includente TC/IVA

Meta-analisi 27 studi:
6 RCT + 21 osservazionali

Ratio of 2-vessel : 3-vessel population based on study Study-wise ratio of Procedures

Lee et al, 2007
Briguori et al, 2007
Gal et al, 2006
Banning et al, 2010
Kapur et al, 2010
Hee et al, 2012
Luo et al, 2012:
Zhao et al, 2011
Yamagata et al, 2010
Tarantini et al, 2009
Kim et al, 2009
Franco et al, 2009
Bae et al, 2007
Kim et al, 2012
Onuma et al, 2011
Contini et al, 2013
Ramanathan et al, 2017
Lietal, 2017:
Tam et al, 2020
Denkmann et al, 2021
Farkouh et al, 2019
Lee et al, 2020
Marui et al, 2015
Bianco et al, 2021
Kappetein et al, 2013
Cole et al, 2002: Cole et al, 2002
Lima et al, 2013-40% T Lima et al, ZH
0 20 40 60 80 100 0 20 40 60 80 100

% of disease . % of respective procedure

50 W %of PCI
[0 % of CABG

Briguori et al, 2007:
Gal et al, 2006
Banning et al, 2010
Kapur et al, 2010

B % of 2-vessel disease

@ % of 3-vessel disease

Luo et al, 2012

Zhao et al, 2011
Yamagata et al, 2010
Tarantini et al, 2009
Kim et al, 2009

Bae et al, 2007

Kim et al, 2012

Onuma et al, 2011
Contini et al, 2013
Ramanathan et al, 2017
Lietal, 2017

Tam et al, 2020
Denkmann et al, 2021

Included studies
Included studies

Bianco et al, 2021
Kappetein et al, 2013

Jaiswal V. IJC Heart & Vasculature 46 (2023) 101185

PCIl vs CABG

% DES (+++ | generazione!!l), 8% BMS

J

(‘.’i’ =7
R N

Diabetic Patient Multivessel Coronary
Artery Disease

Percutaneous
Coronary Intervention

Coronary Artery Bypass Graft

All Cause Mortality

Cardiac Mortality

o MACCE

<
\

Y -

= Rerevascularization

f{“@ Stroke/ CVA

2 oF o

A

Favours CABG
[OR, 1.18 (95%Cl:1.02-1.37), p=0.03]

Favours CABG
[OR, 1.27 (95%CI: 1.02-1.59), p=0.04]

Favours CABG
[OR, 1.52 (95%CI: 1.31-.75), p=0.00]

Favours CABG
[OR,1.85 (95%Cl: 1.46-2.36), p=0.00]

Favours CABG
[OR, 3.08 (95%Cl: 2.34-4.05), p=0.00

Favours PCI
[OR, 0.57 (95%Cl: 0..-0.86), p=0.01



DM + malattia multivasale (MVD) PCl vs CABG
includente IVA

Valore del SyntaX Score (a) from randomization to 8 years

Low SYNTAX Score Patients Intermediate SYNTAX Score Patients

7 P-value = 0.02 27 P-value = <0.001

Revascularization Strategy
— PCI (43.9%)
—— CABG (26.8%)

Revascularization Strategy
— PCI(36.6%)
— CABG (25.9%)

14

Death, Myocardial Infarction, Stroke
or Repeat Revascularization Rate
o
Death, Myocardial Infarction, Stroke
or Repeat Revascularization Rate

log(-log(Survival Probability))

T T T T
1 2 3 4 3 4
Years Since Randomization Years Since Randomization

Revascularization Strategy / No. at Risk Revascularization Strategy / No. at Risk
Pl 328 282 246 182 Pa 438 343 293 216
CABG 339 286 242 188 CABG 406 334 308 237

c High SYNTAX Score Patients.
7 P-value = 0.003

Revascularization Strategy
— PCI (48.7%)
—— CABG (29.7%)

Subgrou PCI CABG PCl8Yr CABGS8Yr Interaction
bgroup Total N Total N Event Rate Event Rate P-Value

Overall 478 465 23.7 18.7 H

Death, Myocardial Infarction, Stroke
or Repeat Revascularization Rate

Age at randomization
<=63.3 230 240 20.7
Years Since Randomization >63.3 248 225 263

Revascularization Strategy / No. at Risk

ces 1w PCI better CABG better

(Esper Rb. J Am Coll Cardiol 2018,72:2826—-37) (Farkouh JM. J Am Coll Cardiol 2019; 73(6): 629-38)



Gap tra teoria e pratica PCl vs CABG






















Gap tra teoria e pratica PCl vs CABG






















Gap tra teoria e pratica CABG vs PCI 1vs 12

Numero di bypass aorto-coronarici isolati. Italia, 2015-2023 B 3 e /e
-"THINKHEART WITH GISE : AN
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Roma - 30 ;aggid 2034 o 4 % . \ Y

CENTRO
28585

ABRUZO G 125.06220
ALTO ADIGE. X 19077096
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3232% CAMPANIA BLs8s2  11,20%
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63.135,37 0,33%

99.948,32 6,99%

i isﬁ - TOSCANA 124.213,06 6,31%
110.038,61 0,32%

841587 ¢ 6,66%"
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2
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2015 2016 2017 2018 2019 2020 2021 2022 2023

PNE 2024 Dati GISE 2024 (approvati AGENAS)



HEART TEAM E PZ AL CENTRO

C /I\/Iedico: scegliere CABG/PCI\

in base a:

* Profilo del pz

* Anatomia coronarica

* Fattori procedurali

* LVEF

* Preferenze

* Aspettativa di ouctome,/

E veramente un gap?

/Scelta PATIENT-CENTERED\
su rivascolazzazione e sue
modalita:

* Preferenze del pz
* health literacy
* Contesto culturale

\' Supporto sociale /

Heart Team (completo!)
* in casi clinici complessi
* PCl vs CABG (++ se stesso livello di raccomandazione!)
* Goal: trattamento piu apgropriato per outcomes e QoL

N L /

ESC GL 2024. Vrints C. Eur HJ 2024; 45: 3415-3517




E veramente un gap? LE ECCEZIONI

Rischio CCH
alto/proibitivo

-

DANGER

ESC GL 2024. Vrints C. Eur H J 2024; 45: 3415-3517



Non solo angiografia... IMAGING INTRACORONARICO
Trattamento delle lesioni giuste + Giusto trattamento delle lesioni --

OPTIVUS-Complex PCI Multivessel Cohort !
1023 patients who underwent multivessel IVUS-guided PCI with stenting including LAD

Primary endpoint

2 withdrew consent | (A composite of death from any cause, myocardial infarction, stroke,
or any coronary revascularization)

507
Study population — Non-Diabetes
1021 patients included in the analysis — Disbetes
| a0
Patients with diabetes Patients without diabetes é " e
560 patients (54 .8%) 461 patients (45.2%) %
£ 20
E
DES > 28 mm DES <28 mm -
e MSA > distal reference * MSA > 0,8x average r ﬁg"ﬂ
lumen area reference lumen area 0o o M@ 120 150 0 300
o wyy after index FCT
; (dist A+ prox A)/2 e e .
[ | |

(Yamamoto k. AmJCardiol2024,223:18-28)



Non solo angiografia... DIAGNOSTICA INTRACORONARICA
Trattamento delle lesioni giuste + Giusto trattamento delle lesioni I -

Pre PCl OCT-Assessment

Culprit lesion
assessment

Anatomic
severity

Vulnerable plaque
identification

Flow
assessment o
1.0

.\' e

Ca+ Fracture

Post PCI OCT Analysis

Landing e : = Good expansion No edge dissection
zone i

S —
G X< SRR D
b7 SR NS SN
Stent AL XXX >
optimization Stent

Landing
Zone

O g

Lesion ' ¥
preperation P e TS well apposed stent

guidance -3



Non solo angiografia... FISIOLOGIA CORONARICA

FAME-3 3 aa

FFR-guided G Adjusted HR
pal (95% CI)

At 3 years
MACCE

Nodabetes 171(65) 115061 150(108207 SYNTAX score < 23
Deam,MI":)rlx"e:: 18.2(39) 11.7(25) 1.51(0.90-2.51) PCI FFR-QUidata

No diabetes  9.6(52) 8.1(43) 1.19(0.80-1.79)
Death

Diabetes  6.5(14) 7.5(16) 0.22(0.40-1.71)
No diabetes  3.1(17) 2.5(13) 1.33(0.64-2.73)

Risk strata Risk strata
—— SYNTAX score <23-PCI ====== SYNTAX score <23-CAEG ~— SYNTAX score 223-PC| SYNTAX score 223-CABG

Myocardial infarction
Diabetes 9.8(21) 3.3(7) 2.87(1.20-6.83)
No diabetes 5.9(32) 4.5(24) 1.32(0.77-2.24)

m Patients with diabetes

T Low SYNTAX score (<23) Intermediate to high SYNTAX score (223)
FFR-guided PCl vs CABG FFR-guided PCl vs CABG
HR, 0.69; 95% Cl, 0.28-1.69; P=.42 HR, 2.22;95% Cl, 1.22-4.03;
Stroke 09
Diabetes 33(7) 3.3(7) 1.02(0.36-2.92)

Nodiabetes  0.9(5) 1.5(8) 0.60(0.20-1.84)

Revascularization
Diabetes 11.2(24) 5.6(12) 1.92(0.95-3.87)
No diabetes  11.0(60) 6.0(32) 1.81(1.18-2.78)

ey
o
o
k4
=
ey
]
o
S
=
kil
h-1
]
£
v
=
s
=
3
E
E
S

Cumulative incidence of MACCE, %

360 540 720 900 1080 180 360 540 720 900
Time from randomization, d Time from randomization, d
No. at risk No. at risk
SYNTAX score SYNTAX scora
<23-pCl €6 135 h21 111 103 98 94
<23-CABG €5 CABG 138 132 128 127 125 119

0.1

1
Adjusted HR
(95% C1)

—
PCl better CABG better

Kuniaki Takahashi et al. JACC 2024; 83:1028-1028 Takahashi K. JAMA Cardiol. 2025;10(6):603-608



L'era dei Drug Coated Balloon (DCB) LEAVING NOTHING BEHIND

MACE TLR

= [TDM&DES == NITDM& DES == ITDM & DCB == NITDM & DCB < ITDM& DES = NITDM&DES = ITDM& DCB ~~ NITDM & DCB
0.25 0.25
0.20 0.20
) «
< >
= =
g 0.15 ; 0.15
= 2
© [
g g
. s
o 2
% 0.10 T 010
=5 3
g E
3 S
[&]
0.05 0.05
0.00 0.00
0 6 12 18 24 30 36 0 6 12 18 24 30 36
Months Months
Number at risk Number at risk
— | 47 41 34 34 31 30 16 — | 47 41 35 35 32 31 16
m— 83 74 72 66 65 57 29 m— | 83 77 74 67 66 58 29
— 48 42 39 33 31 29 16 — | 48 44 41 34 32 30 17
. 74 70 61 58 58 52 24 74 70 61 58 58 52 24
o 6 12 18 24 30 36 0 6 12 24 30 36

18
. Months Months




Stent failure IL CONTROLLO GLICEMICO

[ 1) J-shaped curve ] 2) Rischio Relativo x p-endopoint
ANA\pz <65 years vs pz = 65 aa

HbA, Category (%) @
s5.5 5.6-6.0 6.1-7.0 71-8.0 81-9.0 91-10.0 2101

=
o

Reference

3) Rischio Relativo x p-endpoint
non cambia con insulino-
dipendenza(P . 0.9)

i s

Complete cases cohort @ 50 50 0 80 20
i n=24,411 HbA;. (mmol/mol)

Whole cohort
n =52,457

}

Hazard Ratio ISR and ST

Santos-Pardo |, et al. J Am Coll Cardiol. 2024;84(3):260-272.



Stent failure IL CONTROLLO GLICEMICO

All Subjects
in the Complete

1.00 . ) i i Case Model
X& 4 VaIUtaZIone dl 0200 62
. .
. HbA1lc agg|ornata Beta'-blo‘cke'rs' 20,200 (82.7)
g Calcium inhibitors 361 (1.5)
nel follow-up, con ACE inibitors 12,595 (51.6)
3 hilisy A i ARB 2,685 (11.0
possibilita di cambi (1.0
g sl ASA preprocedure 22,937 (94.0)
2 0. . .
2 di categoria P24, inhibitor 20,354 (83.4)
preprocedure
) - : . . . . r T T T T T . l Oral anticoagulant 1,393 (5.7)
o 1 2 3 4 5 6 7 8 9 10 N 12
Time (Years) Oral lipid-lowering 21,619 (88.6)
HbA;  category  Number at risk medications
5.5% (<37mmol/mol) { 702 663 613 581 552 547 477 399 317 249 168 84 25 / \ PCSK-9 infibit .
5.6%-6.0% (38-42 mmol/mol) { 2,566 2,537 2,416 2,289 2126 1,983 1765 1460 1114 860 622 339 124 . .- -9 inhibitors .
6.1%-7.0% (43-53 mmol/mol) {10,500 9,902 9,315 8797 8,268 7,594 6751 5492 4,313 3159 2180 1199 402 TempO d| ESpOSIZIOI‘\e al L . 15112 (61.9)
71%-8.0% (54-64 mmol/mol) | 5625 5261 5146 4,885 4,623 4427 3,856 3112 2,440 1761 1141 624 197 , UCOSS_‘ 03’9””9 ' -
81%-9.0% (65-75 mmol/mol) | 2,755 2,484 2,346 2,256 2116 1917 1648 1325 1,008 730 446 272 94 1 1 in = medications
9.19-10.0% (76-86 mmol/mol) { 1,228 1103 1,054 994 932 847 746 613 443 305 215 T4 32 a ” Ipergl Icemia Diet 9.299 (38.1)
2101% (287 mmol/mol) { 1,035 918 899 831 734 633 503 406 316 225 161 87 20 f d . h ' :
P P A attore ai rischio Metformin 10,346 (42.4)
Time (Years) mOd Iflca bl Ie er Ste nt SGLT2 inhibitors 469 (1.9)
<5.5% (=37 mmol/mol) — 5.6%-6.0% (38-42 mmol/mol) 6.1%-7.0% (43-53 mmol/mol) ;
71%-8.0% (54-64 mmol/mol) — 8.1%-9.0% (6575 mmol/mol) — 9.1%-10.0% (76-86 mmol/mol) p GLP-1R agonists 637 (2.6)
2101% (287 mmol/mol) failure DPP4 inhibitors 1,408 (5.8)
K / Sulfonylurea 2,456 (10.1)
Insulin 6,739 (27.6)
[ | -
[ | [ |

Santos-Pardo I, et al. J Am Coll Cardiol. 2024;84(3):260-272.



Late TLR based on baseline HbA1c Late TLR based on follow-up HbA1c

A — Poor-control DM B — Poor-control DM
— Good-control DM — Good-control DM
~Non-DM ~ Non-DM

P=0.0003 & P<0.0001

T

0 0
365 730 1095 1460 1825 2190 2555 2920 3285 365 730 1095 1460 1825 2190 2555 2920 3285
Days after PCI Days after PCI

Incidence of TLR (%)

(A) Late TLR based on baseline HbA1c
N of paf

tients with ever 1 pati "
(Cumulative 5- ce) HR (95%C) P value
Non-DM 3011058 (2.9%) 1

Good-control DM 16/290 (5.9%) 1.91(1.00-3.48) 0.049

Poor-control DM 19/220 (11%) 2.95(1.57-5.37) 0.001

i
0 1 2
Reduced Increased
risk risk

ents LR (95%Cl) P value

1
Good-control DM 13/328 (4.8%) 1.35(0.68-2.56) 0.38

Poor-control DM 22/182 (14%) 4.58 (2.50-8.16) <0.0001

i
0 1 2
Reduced Increased
risk risk

Fujita T, Circ Rep 2020; 2: 479 — 489

IL CONTROLLO GLICEMICO

vs hon DM > rischio di late TLR
e FU1a: DM in buon controllo glicemico
incremento di rischio di late TLR non

Baseline: DM in buon controllo glicemico\

statisticamente significativo vs non DM -

e

Riduzione della late TLR: controllo glicemico
ottimale subito dopo PCl + importante che
prima della PCI




GLP1

ISR E PROGRESSIONE LESIONI NON TARGET
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Time Months:

Number at risk

Control group 131 129 110 88 65 42 20 14 1
GLP-1RA group 131 131 9 78 44 31 18 8 2

ISR:
e 2.78% GLP-1RA vs 11.54% control group (P = 0.028)

e 10.19% GLP-1RA vs 22.12% control group (P = 0.037)

. / Non-target lesion progression (QCA):

Zeng H. Nature Scientific Reports, 2025; 15:31824



SGLT2is Ristenosi e neoaterosclerosi

anti-SGLT2

(73 KDa)

SGLT2 é espresso
nelle cell. vascolari

anti-GAPDH
(37 kDa)

non-diabetic diabetic
human SMC human SMC

Empagliflozin

in vivo (denudazione elettrica di carotide murina)

anti-SGLT2

(73 kDa)

anti-GAPDH
(37 kDa)

non-diabetic diabetic
human EC human EC

e accelerata e Rallentamento della
riendotelizzazione proliferazione di
nel topo diabetico cellule neointimali e
(ma non in topo della formazione di

e accelerazione della
proliferazione e
migrazione di
cellule endoteliali

umane di diabetico
(ma non di soggetto
sano)

sano) neointima (nel topo
sia diabetico sia
sano

Dutzmann J. Front. Cardiovasc. Med. 2022, 9:956041.

e rallentamento della
proliferazione (sia
in cell di diabetico
sia di soggetto
sano)




SGLT2is e GLP1
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Possibile effetto additivo
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Se qualcosa va storto... Take home

Rivascolarizzazione per sintomi e prognosi

STEMI: PCl primaria + rivascolarizzazione completa deferred

NSTEMI e CCS: scelta tailored: sede e estensione CAD ; LVEF e
compenso ; Condizioni generali, fattori personali

% Criteri generali in DM: 2 VD senza IVA = PCl; 3 VD/LM LVEF<35%

=>BAC

L Ottimizzazione PCl e Terapia: out
totalmente inclusi nei trial

ancora
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