NAPOLI, 17-20 maggio 2017

XXICONGRESSO
NAZIONALE

[AND

» ASSOCIAZIONE
MEDICI
DIABETOLOGI

PER UNA DIABETOLOGIA PREDITTIVA, PREVENTIVA, PERSONALIZZATA E PARTECIPATIVA

La rivascolarizzazione del paziente diabetico
con sindrome coronarica acuta

Fortunato Scotto di Uccio

Consiglio Direttivo Nazionale ANMCO
Cardiologia UTIC — Emodinamica, O. Loreto Mare ASL NA 1



NAPOLI, 17-20 maggio 2017

XXICONGRESSO |
NAZIONALE AMD,

Diabete & Sindrome Coronarica Acuta (SCA)

* ||l paziente diabetico = non diabetico?

* Qual e la migliore strategia terapeutica
farmacologica?

* Qual e la migliore strategia terapeutica di
rivascolarizzazione?
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Diabete e Mortalita

Mortalita per tutte le cause

Mortalita per malattie CV maggiori
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Prevalenza del Diabete Mellito nel mondo

milioni 8,3% 10,1%
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G Ital Cardiol 2014; 15(6):378-392
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Diabete Mellito in Italia

e 2.960.000 di individui
* 4,9% della popolazione totale
 5,2% donne - 4,5% uomini

60%

Sviluppa una : .
PP Dei pazienti con

e Diabetico

malattia
cardiovascolare

G Ital Cardiol 2014; 15(6):378-392
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@ Baseline

evesior  Clinical Characteristics P
Registry 2 WDe

Overall STEMI NSTE-ACS

n= 2585 n=1519
sl
S
Risk factors and comorbidities, n (%)

Dyslipidemia* 1163 (51.0) | 381(41.4) | 782(57.5)
Diabetes mellitus | 733(28.4) | 223 (20.9) | 510 (33.6)
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Diabete & Sindrome Coronarica Acuta (SCA)
* |l paziente diabetico = non diabetico?

* Qual e la migliore strategia terapeutica
farmacologica?

* Qual e la migliore strategia terapeutica di
rivascolarizzazione?
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Diabete e terapia antiaggregante

Nel paziente diabetico con SCA:




XXICONGRESSOf 5
NAZIONALE :“_AMD.';

ADP 20pM

p<0.0001
ADP 6uM

p<0.0001
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Angiolillo DJ et al. JACC 2006; 48:298-304
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SCA e Diabete: “Uno stato protrombotico”

Alterazione della Fibrinolisi Alterazione della funzione piastrinica

adesione, aggregazione & attivazione
(GP 11b/ll1a, Psel, CD40L)

PAI-1, a2-antiplasmina
t-PA

Alterazione della coagulazione Disfunzione Endoteliale

Fibrinogeno Molecole di adesione (VCAM, etc)

VWF Interazione leucocita-endotelio
Trombina Stress ossidativo (induzione NFKB)
Alterata Vasodilatazione( ET-1, NO)
Alterazione della rigenerazione endoteliale

FVII, FVIII

AT-111
Eparine solfato
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HYPERGLYCEMIA DEFICIENT INSULIN ASSOCIATED OTHER CELLULAR
ACTION METABOLIC ABNORMALITIES
CONDITIONS
Impaired response to i = =
NO and PGl ~ PLATELET ENDOTHELIAL

DYSFUNCTION
IRS -dependent factors:
Increased intracellular Cas+
Degranulation

Vi,
- 4
‘—Z/K\ﬁ‘ PLATELETS

ENDOTHELIAL CELLS
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Severity of coronary atherosclerosis in patients
with a first acute coronary event: a diabetes

paradox
3.00— P=0.001
2,60 |

(1.34+0.74)

x 2.00- T

©

£

§ 1.50+  (0.68+0.43)

& 1.00- ™
0.50- 1
0.00—

Non-DM patients DM patients

Multi-vessel Disease 42% 68%
Total occlusion 21% 38%

P=0.001
S04  n=48 84%
d0=-
[ ] Rentrop 01

g
el B Rentrop 23
i
% - n =18, 73%
o

ol n=9 18% n=7.27%

0 .

Non-DM patients DM patients

Collaterals flow

European Heart |ournal (2013) 34, 729-741
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Mortalita dopo una SCA
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STEMI UANSTEMI
— Diabetes @ -————- Diabetes
No diabetes @ ====-- No diabetes
14
13,2% - D STEMI
12
104

~—( 8,1% - NoD STEMI

——
JJJJJJJ

_____ 7,2% -D NSTEMI

3,1% - NoD NSTEMI

p) mppmmmm—mns
r.] T T 1
180 270
Days After ACS

Donahoe M. et al JAMA 2007; 298:765-75
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Caso clinico

e Uomo dianni56

e Familiarita per CAD

* |pertensione arteriosa
 Diabete mellito tipo Il NID
* Fumatore

* Dolore toracico remittente da circa 3 giorni
* Al ricovero dolore toracico persistente da circa 60 min.

e ECO: Acinesia infero-postero-laterale FE 45%
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Caso clinico

SNODO DECISIONALE 1:

Terapia medica ottimale + Clopidogrel 600 mg x os e coronarografia
entro 72 ore

Terapia medica ottimale + Ticagrerol 180 mg x os e coronarografia entro
/2 ore

Terapia medica ottimale + coronarografia urgente, e trattamento con
P2Y12 dopo valutazione anatomia coronarica



2015 ESC guidelines for the management
of acute coronary syndromes in patients
zurorean  Presenting without persistent ST-segment

SOCIETY OF .
wronoa't alevation

Table 7 Criteria for high risk with indication for
invasive management

Primary criteria

|. Relevant rise or fall in troponin
2. Dynamic 5T- or T-wave changes (symptomatic or silent)
3. GRACE score > 0 ’ ¢ B:A( JOB) ACS Risk Model
Secondary criteria
4. Diabates mellitus | At Admission (in-hospital/to 6 months) At Discharge (to 6 months)
5. Renal insufficiency (eGFR <60 mL/min/1.73 m?) Age | Years 3 _|Cardiac arrest at admission
6. Reduced LV function (ejection fraction <407%) _|ST-segment deviation
. . . HR bpm v 2
7. Early post-infarction angina ~ _|Elevated cardiac enzymes/markers
8. Recent PCI
o Prior CABG O L 4 Probability of  Death  Death or MI
. Prior
In-ho
10. Intermediate to high GRACE risk score (http://www.gracescore.org) Creat. |mg/dl. | S
To & months
CHF Killip Class v

-SI Units Reset bis'pléy. Score
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Caso clinico

= GRACE di 98, ma diabetico

= || Tratto ST sottolivellato da V1-V3 e con le acinesie regionali del VS
e FE 45%

= Dolore toracico persistente da circa 1 ora + Trop+

= Glicemia 280 mg/d|

Rischio CV Alto



Strategia
Terapeutica
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NSTEMI
ESC 2015

Centro HUB PCI

Trasferimento immediato
Molto alto

Centro Spoke

-Instabilta emodinamica

Trasferimento

-Instabilta elettrica
-Shock -Troponina +

“ —— “

p—

-Angina refrettaria -Alterazioni ST-T
-Alterazioni dinamiche -GRACE score > 140
ricorrenti ST-T

-Diabete

-IRC (CI Cre < 60 mil/min)
-FE <40%, scompenso
-Angina post-IMA precoce
-Recente/pregressa PCI

-Pregresso CABG
GRACE score > 109 e < 140

Invasiva Immediata Invasiva precoce
<2h <24 h
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0/
50% Selective invasive
45% | ——— Routine invasive 7
0/
o 40% - High
()]
T 35%+
5 J
©  30%-
a
@ 250/0_
2
f_:U 20% ]— Intermediate
E  15%-
Q
10% et } Low
5% I/
0%
I I I I I I
0 1 2 3 4 5
Follow-up time (years)
Selective invasive 2746 2452 2351 2178 2077 2005
Routine invasive 2721 2485 2410 2235 2166 2079

Fox KA et al. ] Am Coll Cardiol 2010; 55:2435-45



Acute Coronary Syndromes

Routine Invasive Versus Conservative Strategy
Anderson et al. J Am Coll Cardiol 2007:50:e1-157

Death

Deaths, n Follow-up,
Study Invasive Conservative Months
FRISC-II - 45 67 24
TRUCS ————ro 3 a9 12
TIMI-18 —— ar 39 ]
VIND ——— 2 9 6
RITA-3 : ! 102 132 60
ISAR-COOL “—= 0 3 1
ICTUS —B—— 15 15 12
Overall RR (95% CI) 0.75 (0.63-0.90) .
I 1
0.1 1 10
Favors Favars
Early Invasive Conservative
Therapy Therapy

OR=0.75 (0.63-0.90)

Recurrent Mi

Events, n
Invasive Conservative Months

Study
FRISC-II ' 3
TRUCS -
TIMI-18

-

VNG ———————
RITA-3 —-
il

ISAR-COOL

ICTUS -

Owverall RR (95% CI) 083 (0.72-0.56) .

Follow-up,

m

3

53

2

45

12

80

I
01 1

Favars Favors
Early Invasive Conservative
Therapy Therapy

10

OR=0.83 (0.72-0.96)
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ACS: Invasive vs. Conservative Strategy

Primary Endpoint at 6 Months (%)

Impact of Diabetes Mellitus

Norhammar A et al. JACC 2004:43:585-91
Roffi et al. Eur Heart J 2004;25:190-8

FRISC I TACTICS-TIMI 18
431% | 4 27%
- 299 -

No Diabetes Diabetes No Diabetes Diabetes

B Invasive B Conservative
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Caso clinico

Terapia medica ottimale + Clopidogrel 600 mg x os e coronarografia
entro 72 ore

Terapia medica ottimale + Ticagrerol 180 mg x os e coronarografia entro
/2 ore

Terapia medica ottimale + coronarografia urgente, e trattamento
con P2Y12 dopo valutazione anatomia coronarica



Coronarografia







AND |
XXICONGRESSO -~
NAZIONAL

Caso clinico

SNODO DECISIONALE 2: Malattia coronarica di 3 vasi

Stabilizzazione clinica e Rivascolarizzazione Chirurgica

PCl della Codx (lesione culprit) e successiva rivascolarizzazione chirurgica
di IVA e | MO,

PCl della Codx e staged IVA e | MO
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Diabetes and Revascularization
Results from the Euro-Heart Survey

”5 00 Freedom from MACE
£ 0.98 g
"3 0.96 No DM, Revasc
® 094 ¢
4= No DM, No Revasc
_5 0.92
t L
g ggg LU% DM, Revasc
0 0.88 | _ . .
L 056 MP‘(0.00 : Mu.'tlvan;g%.};?gressmn
2 o 95% CI0.39-0.95
s 084 gy P=0.025
E 082 | K DM, No Revasc

0 950 100 150 200 250 300 350 400

Time (days)

3,488 patients included at 110 centers in 25 European countries

Anselmino et al. Eur J Cardiovasc Prev Rehabil 2008; 15:216-23
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Impact of Revascularization on Mortality in
Diabetic Patients With Multivessel Disease

MASS Il trial: 611 patients with multivessel disease
randomly assigned to medical treatment, PCl or CABG

Diabetic Patients Non-Diabetic Patients

404

[} 40 . _ .
25 years =~ Vedicl : 2-5 years ?:gi,;;nm
: - —— Angioplasty . P=0.50 —
£ 30 : P=0.039 wonanes SUFGETY @ 30- : . e SUFGEIY
> T T >
o~ : _____ E
r‘ -
£ 0 . g 20
O L
- . 2
104 : 10-
_ J_-'“{'""" g F===rF
0 ol 1. 1 n T T o | T T = =t —
Al risk 0 1 2 3 B 5 years At risk 0 1 2 3 4 5 years
Medical 75 73 65 59 57 56 Medical 126 126 124 119 113 112
Angloplasty 56 53 51 51 50 47 Angioplasty 149 141 138 138 133 130
Surgery 59 55 54 54 53 50 Surgery 144 137 133 130 125 121

Soares P.R. et al. Circulation 2006; 114:1-420-4
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CARDIA - Clinical Outcome @ 12 Months

Kapur A et al. Late Breaking Clinical Trial ESC 2008

RCT comparing CABG and PCI in diabetic patients

All Cause Death Stroke Revascularization

P=0.98 % P=0.09 P=0.01
6 _

04

PCI CABG PCI CABG DES CABG
(N=251)  (N=245)  (N=251) (N=245) (N=179)  (N=245)
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Come stratificare il rischio chirurgico?




Important: The pravious additive " and logistic > EuroSCORE models are out of date. A new model has been prepared from frash data and is launched at the 2011 EACTS mesting in Lisbon. The mode! is called FuroSCORE Il *-
this online calculator has been updated to use this new model. If you need to calculate the older "additive” or “logistic” EuraSCORE please visit the old calculator by clicking here.

Patient related factors Cardiac related factors

Age ! (years) 0 0 NYHA select v 0
Gender select v 0 CCS class 4 angina © no v 0
gi"ﬂﬂ?ﬂ:lﬁ"ﬁ creafinine normal (CC >85mljmin) ~ ~ 0 LV function select v 0
clearance

Extracardiac arteriopathy * no v 0 Recent MI ® no v 0
Poor mobility * o v 0 Pulmonary hypertension ' o T|0
Chronic lung disease * no v 0 Urgency elecive  ~ 0
Active endocarditis © no v 0 Weight of the intervention solated CABG  ~ 0
Critical preoperative state” ~ no ~ 0 Surgew on thoracic aorta no v 0
Diabetes on insulin




1

Components of the SYNTAX Score SYNTAX> Lesion Location SYNTA)()

Points added based on dominance x location of lesion:

W +0.5

SYNTAX )

Points added based on other adverse lesion characteristics:
Aorto ostial lesion Severe tortuosity

Bifurcations

Points added based on type of bifurcation:

A B c
/ ermnch /,>§P\°5 et éparent vessel +]
/\ only
D E F G
g ; Prebranch
//\gmfurcatlon //\éﬁ al //\ Osti::" /,\Qstial +2
X

Heavy calcification

+ 1

Thrombus “Diffuse disease”/

/
/ & Angulation <70° +1 # small vessels
Z\f}\ , é -\‘” = +1 . 41

Postbranch




a= i o)
Multivessel Coronary Revascularization
in Patients With and Without Diabetes Mellitus

3-Year Follow-Up of the ARTS-II
(Arterial Revascularization Thﬁ:rapiﬁzﬂ Study—Part II) Trial

A 100 -
< 90- _
E .
b ARTS-| CABG
S 80 - 83.6%
w0
E S, -
E 70 - ARTS-| ;;:':'l“'“'""*"---ﬂ‘-?-?f
5
60 - ARTS-ll vs.ARTS-1 PCI
RR 0.53, 95% C1 0.41-0.68; Logrank P<0.0001
ARTS-ll vs. ARTS-| CABG
sp 4 PR 1.03,95%CI0.77-1.38; Logrank P=0.98
L] ] L] L] ] L]
0 6 12 18 24 30 36

Time (Months)
JACC 2008; vol 52, No 24



Clinical Impact of Second-Generation Everolimus-
Eluting Stent Compared With First-Generation
Drug-Eluting Stents in Diabetes Mellitus Patients

>
[0 1)
S

020 -

T = Pacitaxel
= =MSirelimus = = T Everallmus
(73] ~ "Everolimus E
E HR: 1.92; 95%CI: (1.19-3.08), p = 0.007 P HR: 1.33; 95%CI1: (0.93-1.91),p= 012

0.15

& 045 - 2
£ g
7 7
e @
= fOL. 5, HO. 11, 2012
ﬁ 0.10 - E
3 s
[T
o -
& ]

=
£ ,,:”"J o 008
@ 005 - =
= "
3 5
z :
S < 000
- 0.00 — BB A S B S e B e m

1] 3 [ g 12
s 3 & 8 13 Time after PCI (Months)
Numberat risk:
Time after FCI [Months) Pacltacl 1386 1560 (550

Number at risk: Everglimus 1915 1552 034
Sirolimus Fa i 675 G633
Evarolimus 1915 1552 984

JACC 2012; vol 5, No 11
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in termini di Stent Thrombosis

=Y Sarlairais
=1 Everclamus

0.015 H:R 4.45; 95%CI: (124-16.91)

- .
m i
B ; Upto 1 year T
5 : HR 2.87; 95%Cl: (1.08-7.61) p = 0.10
E 0.010 |-| ‘
g |
U.m - i
0.000 - B
1 : + - 1 . . I : J x | S 1
0 3 6 ] 12
Time after PCl (months)
Numberatrisk:
Sirolimus 1365 1296 1218
Everolimus 3912 3196 2012

=V Pt
=17 Everidemus.

Early 5T

HR 3.78: 95%CI: (1.31-10.39)

Up to 1 year 8T
HR1,74; 95%CIL (0.82-3.71)p = 015

B un!
0.015 -
=
=
]
L 4
)
(™
2 0010 4
-
o
0.005 -
0.000 -
I
]
Number at risk:
Paclitaxal 2828
Everglimes 38142

I — 7 I
3 ] 8 12

Time after PClI (months)

2641
3198

2514
012

JACC 2012; vol 5, No 11



Mortality by SYNTAX Score

B CABG [ TAXUS Stent

Non-Diabetic Diabetic
20, P=0.26 P=0.48 P=0.04 20,  P=0.51 P>0.99 P=0.04
_ R 13.5
8 8
> >
= 10 - = 10-
: -
= 6.1 =
2.5 3-3 2.2 2.2

0.9
syNTAX 0-22  23-32 >33 " 0-22  23-32 >33
score (n=437) (n=454) (n—=4409) (n=136) (n=156) (n=157)



Revascularization by SYNTAX Score

B CABG H TAXUS Stent

Non-Diabetic Diabetic

30, F=0.69 P=0.04 P<0.001 30, P=0.02 P=0.0/ P=0.001
ﬁ _ 24.3
K =)
‘E 20 1 E 20 4
I 142 N
L) o
E 10 4 é 10 4
g 3
synTAx 0-22 23-32 >33 _ 0-22 23-32 >33

Score (n=437) (n=454) (n=449) (n=136) (n=156) (n=157)



m euro

PCR

100% -

95%

90%

85%

80%

75%

Cumulative Event-Free

70%

65%

EUROSCORE <4 and 22< Syntax Score <=32

PCI

P=0.04 -

I I | I 1 I I 1 | 1 1 I 1 1

120 150 180 210 240 270 300 330 360 390

Days Since Allocation




m euro

EUROSCORE > 4 and 22< Syntax Score <=32

100% |1

95% |

90%

85%

80% |

75%

70%

Cumulative Event-Free

65% 4 1 T T T T T T 1 T T T T 1
0O 30 e0 90 120 150 180 210 240 270 300 330 360 390

Days Since Allocation
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Syntax score stimato per il paziente

(56 anni, uomo, diabete, NYHA I, FE 45%, recente IMA, CABG urgente

Co Dx: + 2 (lesioni) + 2 (biforcazione) + 1 (lunghezza) = 5
IVA: + 2,5 (lesione) + 2 (biforcazione) + 1 (lunghezza) = 5,5
MO: +1 (lesione) =1

Algoritmo di rivascolarizzazione con coronaropatia multivasale e tronco comune

Basso < 22 CABG, PCI PCI
Intermidio 23-32 CABG, PCI CABG, PCI
Alto > 33 CABG CABG, PCl, procedure ibride

In corsivo: prima opzione terapeutica

In neretto: opzione terapeutica alternativa
Sottolineato: opzione terapeutica da discutere G Ital Cardiol 2014; 15(6):378-392
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Caso clinico

SNODO DECISIONALE 2: Malattia coronarica di 3 vasi

=  Rivascolarizzazione Chirurgica

= PCl della Codx (lesione culprit) e successiva rivascolarizzazione chirurgica
di IVA e | MO,

= PCl della Codx e staged IVA e | MO



3 DES arilascio di Everolimus
3,5x28 — 3,x28 — 3,5x12 mm










Caso clinico

SNODO DECISIONALE 3: Terapia Antiaggregante

" Clopidogrel 300 mg
" Clopidogrel 600 mg
"= Ticagerol 180 mg

" Prasugrel 60 mg

NAPOLI, 17-20 maggio 201
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Influence of Diabetes Mellitus on
Clopidogrel-induced Antiplatelet Effects

Acute Phase of Treatment

DM No-DM ™ Non-responders
(Platelet inhibition <10%)

mn Low responders
(Platelet inhibition 10-29%)

¥ Responders
(Platelet inhibition >30%)

24 hrs post 300 mg LD

Angiolillo DJ et al. Diabetes. 2005;54:2430-5.



High Residual Platelet Reactivity After Clopidogrel Loading and Long-

term Cardiovascular Events Among Patients With Acute Coronary
Syndromes Undergoing PCI

Patients 1789

Aspirin 325 mg + Clopidogrel 600 mg loading dose

Aspirin 325 mg + Clopidogrel 75 mg die for at least 6 months
Follow-up 2 years

HRPR: incidenza del 14%

Primary end point events Cardiac mortality
284 M 28
26 | T HAPR 26
24 ﬂ 24
o 22 o 22-
>~ o
s 207 G 207
g 18- e 18-
O] [0]
o 16 O 16+
Q — Q
£ 144 £ 1
2 12 S
© o
El g
3 8 -] .
O 6_ O /_J —
4— e
o If Log-rank P<.001 Log-rank P<.001
0 180 360 540 720 900 1080 1260 1440 1620 0 180 360 540 720 900 1080 1260 1440 1620
Time, d Time, d
No. at risk No. at risk
HRPR 247 230 219 213 193 147 80 64 37 10 HRPR 247 234 226 221 203 156 84 67 41 12
LRPR 1525 1442 1410 1375 1315 1014 612 451 248 80 LRPR 1625 1466 1441 1418 1364 1059 645 476 262 91

Parodi G. JAMA. 2011;306 (11):1215-1223



High Residual Platelet Reactivity After Clopidogrel Loading and Long-
term Cardiovascular Events Among Patients With Acute Coronary

Syndromes Undergoing PCI

Table 4. Univariable and Multivariable-Adjusted Predictors of Long-term Primary End Point Events and Cardiac Death

Table 3. Two-Year Clinical Outcomes

E':Z;:tos'/ Unadjusteq Muhivariable-Adjusted
Variables Pan'\i‘gbits“ H?;gi’z %T)ﬂo VaIPut-:b HT@Z 2?)00 Vaftljeb No. (%) of PartICIpam's
Primary End Point | |
HRPR 49/247 1.82 (1.33-2.50) <.001 1.49 (1.08-2.05) 02 Total LRPR HRPR
Age, mean (SD), pery 74 (11) 1 (3511 04-1.06) <.001 1.04 (1.03-1.05) <.001 Outcomes (l'l - 1772) (n - 1525) (I"l - 247) P Valuea
Male sex 169/1411 0.76 (0.56-1.03) 08
Body mass index =30 31/202 0.92 (0.63-1.34) 66 Primary end point 168 (9.5) 132 (8.7) 36 (14.6) .003
Smokers 45/431 0.75 (0.54-1.04) 08 "
Diabetes melitus 57/355 1,38 (1.02-1.86) 04 Cardiac death 89 (5) 65(4.3 240.7) <.001
Hypertension 129/1015 101 07613 2 Myocardial infarction 41(2.3) 33(2.2) 8(3.2) 30
Hypercholesterolemia 97/792 0.94 (0.72-1.23) 66
Family history of coronary 1121 066(0.36-1.22) 18 Urgent coronary revascularization 16 (0.9) 15(1.0) 1(0.4) 7P
History of myocardial infarction 67/322 2,02 (1.51-2.68) <.001 1.50 (1.12-2.02) o7 Stroke 22(1.2) 19(1.2) 3(1 -2) >-99b
Creatinine >1.5 mg/dL 38/185 1.77 (1.25-2.50) 003 1.52 (1.07-2.17) 02 :
LVEF <40% 114/548 252 (1.94-3.27) <.001 1.67 (1.25-2.23) 001 Stent thrombosis 9 (3' 3) 44 (2’9) 15 (6'1) 01
Killip class lll-IV on admission 32/103 3.41(2.34-4.96) <.001 2.43 (1.62-3.64) <.001 Definite 30 (1 _7) 23 (1 ‘5) i (2 _8) 13
3-Vessel coronary disease 86/486 1.72(1.31-2.25) <.001
Use of abciximab 162/1218 1.24(0.93-1.67) 15 Probable 15 (0.8) 11(0.7) 4(1.6) 15
Use of drug-eluting stents 127/913 1.04 (0.80-1.36) 76 Possible 14 (09) 10 (07) 4 (1 6) 1 1
Total stent length, mean (SD), mm 38 (30) 1.01(1.01-1.02) 004
Multivessel PCI 90/549 1.50 (1.15-1.96) 003 Abbreviations: HRPR, high residual platelet reactivity; LRPR, low residual platelet reactivity.
Cardiac Death 8The x? test was used for comparison unless otherwise indicated.
HRPR 29/247 2.24(1.47-3.42) <.001 1.81(1.18-2.76) 006 ’By Fisher exact test,
Age, mean (SD), per y 77 (10) 1.08 (1.06-1.10) <.,001 1.06 (1.04-1.08) <.001
Male sex 85/1411 0.76 (0.49-1.17) 21
Body mass index =301 10/292 0.54 (0.28-1.04) 07
Smokers 20/431 0.65 (0.40-1.05) 08
Diabetes melitus 37/356 1.99 (1.34-2.95) 001 T O )
Hypertension 75/1015 1.49(1.01-2.20) 045 S h b 6 1 / H
Hypercholesterolemia 54/792 1.14 (0.79-1.65) 49 te nt ro m os I S ’ £ R P R
Famiry history of coronary 6/121 0.74 (0.32-1.67) 47 2 g(y L R P R
o
History of myocardial infarction 35/322 2.08 (1.40-3.10) <.001 ’
Creatinine >1.5 mg/dL 26/185 2.57 (1.66-3.98) <.001 1.91(1.22-2.99) 005
| VEF <40% 69/548 3.76 (2.57-5.48) <.001 2.16 (1.43-3.26) <.001
Killip class lll-IV on admission 211038 4.50 (2.80-7.23) <.001 2.72 (1.63-4.52) <.001 . o
B-Vessel coronary disease 55/486 2.59(1.79-3.75) <.001 1.74 (1.19-2.54) 004 Absol ute Increase Rlsk 3’2 A)
hseofabciimab 83/121 1.30 (0.86-1.98) 2
Use of drug-eluting stents 66/913 1.15(0.79-1.68) 46
Total stent length, mean (SD), mm 39 (31) 1.01(1.01-1.02) 01
Multivessel PCI 55/549 2.13(1.47-3.08) <.001
Abbreviations: HRPR, high residual platelet reactivty; LVEF, left ventricular ejection fraction; PCI, percutaneous coronary intervention.
aContinuous variables are presented as mean (SD) in patients who had a primary end point event or cardiac death.

Dt Go proporond Tz s Parodi G.JAMA. 2011;306 (11):1215-1223

CCalaulated as weight in kiiograms divided by height in meters squared
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Diabetes as Predictor of Stent Thrombosis
at 1 Year in the Era of DES

S 4
©
j=
G 3
N
@©
e
a2
©
©
@)
1
0
IDDM IDDM Diabetes Diabetes
Kuchulakanti et al. Urban et al. lakovou et al. Daemen et al.

Circulation 2006 Circulation 2006 JAMA 2005 Lancet 2007



Randomized Assessment of Tica

Versus Prasugrel Antiplatelet Effects in
Patients With Diabetes
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D. Alexopoulos et al, Diabetes Care 2013, 2211-16
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Ticagrerol versus Clopidogrel

Patients with diabetes mellitus from the PLATO trial
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Clopidogrel
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$w{ -~  [Ticagrerol . ...
g _________ No diabetes
€ | et
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S -~y
0 | ] v | 4 ! | [} - 1
0 60 120 180 240 300 360
Nosbiar ot ek Days after randomization
Ticagrelor 2326 2113 2045 1959 1593 1199 953
= = = = Clopidogrel 2336 2084 2041 1968 1604 1225 975
Ticagrelor 6999 6507 6407 6252 5143 3955 3191
- = == Clopidogrel 6952 6434 6318 6153 5044 3869 3097



Primary End Point (%)

Primary Efficacy
End Point

DM

HR 0.70 (0.58-0.85), P<0.001

Clopidogrel 17.0

Prasugrel 12.2

150 200 250 300 350 400 450
Days

P interaction

17.0

HR 0.70; p<0.001
12.2

Prasugrel
No DM

HR 0.86 (0.76-0.98), P = 0.02

Clopidogrel 10.6

Prasugrel 9.2

= 0.09

100 150 200 250 300 350 400 450
Days

Wiviott SD et al. Circulation 2008;118(16):1626—36
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Amitonnivis  Morte CV/IM/ictus per status diabetico

DM non in terapia insulinica

DM in terapia insulinica

15.3%

22.2%

I
0.3

<— Prasugrel Better

|
2

Clopidogrel Better

Wiviott S. et al. Circulation 2008; 118 (16): 1626-36



Efficacy of New Drugs/Approaches in Reducing Adverse
Outcomes in Diabetes Mellitus From Large-Scale Clinical Trials

CURRENT - OASIS 7 PLATO TRITON — TIMI 38
(Gruppo PCI)

MACE 5,6 vs 4,9% MACE 16,2 vs 14,1% MACE 17 vs 12,2%

HR 0,87 (0,66 — 1,15) HR 0,88 (0,76 — 1,03) HR 0,70 (0,58 — 0,85

, Ticagrerol vs Clopidogrel
Clopidogrel 600 mg +

150 mg x 2 die/7 die -12%
-13% Prasugrel vs Clopidogrel

- 38% -30%
stent thrombosis

-48%
stent thrombosis

Angiolillo DJ. Circulation 2011
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Recommendations for antiplatelet therapy in patients
with diabetes

Antiplatelet therapy in patients with diabetes

Recommendations

Antiplatelet  therapy  with
aspirin in DM-patients at low
CVD risk is not recommended.

Antiplatelet therapy for primary
prevention may be considered
in high risk patients with DM on
an individual basis.

Aspirin at a dose of 75-160
mg/day is recommended as
secondary prevention in DM.

Clopidogrel is recommended

A P2Y receptor blocker is
recommended in  patients
with DM and ACS for | year
and in those subjected to PCI
{(duration depending on stent
type). In patients with PCI for
preferably prasugre™®
icagrelor should be given

188, 189,
192, 194,
196

as an alternative antiplatelet
therapy in case of aspirin
intolerance.

192, 197

ESC Guidelines on diabetes, pre-diabetes, and

cardiovascular diseases developed in collaboration Mbj)
with the EASD - Summary

ESC Guidelines, Eur Heart J 2013



Caso clinico

SNODO DECISIONALE 3: Terapia Antiaggregante

" Clopidogrel 300 mg
" Clopidogrel 600 mg
"= Ticagerol 180 mg
" Prasugrel 60 mg
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Table 26 Recommendations for the treatment of dyslipidaemia in diabetes

Recommendations Ref*
In all patients with typa | diabetes and in the presence of microalbuminuria andlor renal disease, LDL-C lowering (at least 64 357
50%) with stating as the first choice is recommended irrespactive of the baseline LDL-C concentration. '

In patients with type 2 diabetes and CVD or CKD, and in those without CVD wha are =40 years of age with one or more

other CVD risk factors or markers of targat organ damage, the recommended goal for LDL-C is <I.8 mmaliL (<70 mg/dL) 62,64
and the sacondary goal for non-HOL-C is <2.6 mmol/L (<100 mg/dL) and for apoB is <80 mg/dL.

In all patients with type 2 diabetes and no additional rik factors andlor evidence of target organ damage, LDL-C <1.6 mmallL Q6
(<100 mg/dL} is the primary goal. Non-HDL-C <3.4 mmellL (<130 mg/dL) and apoB <100 mg/dL are the secondary goals. '

A target HbA I c for the reduction in risk of CVD and microvascular complications in DM of <7.0% (<53 mmol/mel) is
recommended for the majority of non-pregnant adults with either type | or type 2 DM,

A target HbA I c of <6.5% (<48 mmol/mol) should be considered at diagnosis or early in the course of type 2 DM in patients, who lla
are not frail and do not have CVDL

| target terapeutici metabolici “Obbligatori”

LDL < 70 mg/dI HbA1lc < 6,5%

2016 European Guidelines on cardiovascular disease prevention in clinical practice
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Conclusioni

Gli obiettivi della gestione del paziente diabetico con SCA sono:

1. Anticipare la rivascolarizzazione (considerare la
strategia invasiva precoce < 24 ore)

2. Individualizzare la strategia di rivascolarizzazione
(considerare sia opzione chirurgica che
angioplastica)

3. Ottimizzare la terapia antiaggregante utilizzando il
miglior farmaco disponibile
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La vita e un vaso invisibile e tu sei cio che vi getti
dentro.

Getta invidia, insoddisfazione e cattiveria e
trabocchera ansia.

Getta gentilezza, empatia e amore e trabocchera
serenita.

(Fabrizio Caramagna)
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