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Recommendations for the management of diabetic
patients with non-ST-elevation acute coronary

syndromes

G >‘|~8@

Recommendations
Blood glucose control

It is recommended to screen all
patients with NSTE-ACS for diabetes

Glucose-lo @ng’th @?should

be ¢ ed i patlents with
=10 mmoliL

g/dL), with the target
ﬁélapted to comorbidities, while
episodes of hypoglycaemia should be
avoided.

and to monitor blood glucose levels G|
frequently in patients wit n
diabetes or adm|SS|qn r olyQeSrria.

Less stringent glucose control
should be considered both in the
acute phase and at follow-up in
patients with more advanced
cardiovascular disease, older age,
longer diabetes duration and more
comorbidities.
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Diabetes and Cardiovascular Disease

Diabetes and Antiplatelet Therapy in Acute

Coronary Syndrome g\a‘
\O
José Luis Ferreiro, MD: Dominick J. Angiolillo, MD, PhD ) \Oe\.o
o
d\
Table. Large-Scale Randomized Placebo-Gontrolled Clinical Trials Evaluating the Efficacy of Dual Antipl a &tm Aspirin
and Clopidogrel Versus Aspirin Alone in ACS/PCI Patients in the Overall Study Population and in DM‘%a
% of %@g’}md \\0\-/ % of Events and
n Wmn M % Association
Study (Overall) Scenario Primary End Point ) it OVEF%F%QLIIMIOI'I n (DM) Measure in DM
CURE? 12 562 UA/NSTEMI Cardiovascular death, nor@@lo (\\]G 93vs 114 2840 14.2 vs 16.7
MI or strol\,PJ 50
RR (95% Cl) 0.80 (0.72-0.90) 0.84 (0.70-1.02)
PCI-CURE™ 2658 CURE patients &q/@g;c @&% MI, or 45vs 6.4 504 12.9 vs 16.5
undergoing PCl 60 %q@t Rat30d
RR (95% Cl) \g\(\ 0.70 (0.50-0.97) 0.77 (0.48-1.22)
CREDO2 2116 @@E OL(\G O Death, MI, or stroke at 1y 8.5vs 11.5 560 NR
RRR (95% Cl), % 66 (5\ 26.9 (3.9-44.4) 11.2 (—46.8-46.2)
COMMIT 13 (.85@5 e\aﬂcute M Death, reinfarction, or stroke 9.2 vs 10.1 NR NR
‘a \le( (93% STEMI) at discharge or 28 d
OR ( 9\(«&6@‘ 0.91 (0.86-0.97)
CB@, phi 3491 STEMI with Occluded infarct-related artery 15.0 vs 21.7 575 NR
0\3 fibrinolysis on angiography or death or
recurrent MI before angiography
OR (95% Cl) 0.64 (0.53-0.76)
PCI-CLARITY115 1863 CLARITY patients Cardiovascular death, recurrent 3.6 vs 6.2 282 6.0 vs 10.1
undergoing PCl MI, or stroke at 30 d
OR (95% Cl) 0.54 (0.35-0.85) 0.61(0.24-1.53)

Circulation 2011; 123:798-813
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ASLBA Beneficiano di terapia antiaggregante piu aggressiva

TRITON-TIMI 38: Primary Results

Clopidogrel
Joetr (121 HRO.84
CV Death /MI/ Stroke . .esene™"” (0.73-0.90)

sdon P=0.0004
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g
e
&'

Endpolnt (%)

Diabetic Subgroup

TIMI Major Prasugrel N=3146
NonCABG Bleeds ZA4\Jur 1.22\C
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CV Death / MI/ Stroke . .essr®*"" "
&
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o Prasugrel P<0.001
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Endpoint (%)

0 : — .
0 30 60 90 180 270 360 450

Days Wiviott SD et al. NEJM 2007;357:2001-15
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Table I3 Risk criteria mandating invasive strategy in
NSTE-ACS

 for the management  oo*
S

\&©
* Haemodynamic instability or cardiogenic shock nd romes I n Patl en(‘FSd 0
+ Recurrent or ongoing chest pain refractory to medical treatment 'erSI stent ST-%@ i QE\Q éﬁ\%

* Life-threatening arrhythmias or cardiac arrest C\N h
* Mechanical complications of Ml W\ 60 AW 6\\
p \\v \U‘

+ Acute heart failure An "é@ﬁ%eeﬁer’%tegy (<72 h) IS

* Recurrent dynamic ST-T wave changes, particularly with intermittent

Very-high-risk criteria

‘ Yed in patients with at least
ST-elevation
High-risk criteria } %@o the following intermediate-risk
* Rise or fall in cardiac troponin compatible with Mi < GP‘\/ \eé}' Crlte ria:
* Dynamic ST- or T-wave changes (symptomatic AQ?;P(}" (\g\“ W— ~ diabetes mellitus
+ GRACE score >140 ?pﬁu‘g‘o(\e = renal Insufficiency (e2(JFR
Intermediate-risk criteria 3o \\G‘ <60 mL/min/1.73 m )

- LVEF <40% or congestive heart
* Renal i‘ns‘l.lffw@}%(S(FI{‘@@'r:Uminf 1.73 m?) failure

. L(V\%?,\l'%\/: or co?ge%ive heart failure
()\qyrly post-infarction angina

early post-infarction angina

_ — recent PCl
: :Tw ::BG ~ prior CABG
il -~ GRACE risk score >109 and
* GRACE risk score =109 and <140
<140,

Low-risk criteria

or recurrent symptoms or known
ischaemia on non-invasive testing.

* Any characteristics not mentioned above
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College of Cardiology Vol. 43, No. 4, 2004
lege of Cardiology Foundation ISSN 0735-1097/04/$30.00

Publish doi:10.1016/j.jace. 2003.08.050

Diabetes Mellitus: The Major Risk Factor

in Unstable Coronary Artery Disease Even
After Consideration of the Extent of Coronary
Artery Disease and Benefits of Revascularization

Anna Norhammar, MD, PuD,* Klas Malmberg, MD, PuD,* Erik Diderholm, MD, PuD,t
Bo Lagerqvist, MD, PHD,t Bertil Lindahl, MD, PHD,} Lars Rydén, MD, PHD, FACC,*
Lars Wallentin, MD, PHD

Stockholm and Uppsala, Sweden

Invasive no diabetes

5 | OR = 0.72 (0.54-0.95)
p=0.019
0 T T T T T 1
0 60 120 180 240 300 360

Time of follow up (days)

11




PCl vs CABG nei diabetici

ASLBA
CARDIa Trial (5 Years \OF
» ( ) \O\Og\
— 0%
‘0\0
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Article /n Progress in Cardiovascular Diseases - August 2015
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PCl vs CABG nei diabetici

ASLBA
DM and CAD
|
v ¥
Stable CAD NSTE-ACS
! |
Evidence of Coronary
Ischemia® - - Angiography‘
‘ >
|
@)
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3o 6\16‘
oa('a 6(6\ Hieh ical :
(GQ . e\! igh Surgica Low Surgical
L oS Y Risk+ Risk+
c\
. QO
ov ‘

*Assessed by non-invasive
functional tests
tEvaluated with EuroSCORE

or STS scores

Article /n Progress in Cardiovascular Diseases - August 2015
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] Primary PCl of the
Consider PCI CABG Surgery Culprit Vessel
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Variable

NSTE-ACS

EYESHOT REGISTRY: rivascolarizzazione incompleta

Oltre 2500 SCA
1/3 non effettuano‘a\oe
procedure di @\0‘\

’xo\og\< ‘

) R - R\
rlvascolgr@@ﬁ%@e’é'\

_“é—&
Oy -a@
OR (95%81D) %On-éﬁiﬁ.a\\

\
= 3 7@6?_4.5 0YO %.0001
O@é . e(é

N
Hospital without Cath Lab = \/P‘ e d{ "272-2.545) 0.0009
0¥ g2
Three-vessel disease - OP\ . Q(e 1522 (1.155-2.008)  0.0029
AR \ |
J
Diabetes — e 6 X a 1.438 (1.095-1.888, 0.0089
RUASERY\ .
\4 o
Female gender e . Z 1.418 (1.072-1.877) 0.0145
o\
3o et
Left main (.a\?* e‘@ 1603 (1076-2.388) 00203
0% et
Familiar hist‘ory ‘5@ <\C,Q:—4 1.412 (1.050-1.898) 0.0225
SN Tpet
0‘\ ' of anemia/major bleeding . 1.723 (1.059-2.802) 0.0284
ECG changes e 0.742 (0.558-0.988) 0.0408
0 1 2 3 4 5

European Heart Journal — Cardiovascular Pharmacotherapy (2015) 1, 168—178
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European Heart Journal (2016) 37, 2315-2381 JOINT ESC GUIDELINES
doi:10.1093/eurheartj/ehw106

QCIETT
CARDIGLOGY ™

2016 European Guidelines on cardiovascular
disease prevention in clinical practice

Lipid lowering agents (principally statins) are recommended to reduce CV risk in all patients with type 2 or ty.eé @g&gh 371.372
6 Ll

age of 40 years. .\\\3\\

\fA

Lipid lowering agents (principally statins) may be considered also in individuals below 40 ye 6 & |fét®gﬁ}cantly elevated 371,372

risk, based on the presence of micro-vascular complications or of multiple CV risk factg@ (\\]G

In DM patients at very high-risk (see table 5),a LDL-C target <|.8 mmo)/ %n @BQ a reduction of at least 50% if the
baseline LDL-C is between 1.8 and 3.5 mmol/L (70 and 135 mg/
In DM patlents with hlgh -risk (see table 5), LDL-C target < gf’ng/dL) or a reduction of at least 50% if the baseline

395

In'selected patients (e.g. younger pagients eIy e or specific complications) for additional gains on stroke, retinopathy and
albuminuria risk. Renin- angm% do Q@n system blocker is recommended in the treatment of hypertension in DM, particularly
in the presence of prot@(@h or{cﬁ}! albuminuria. Recommended BP target in patients with type | DM is <130/80 mmHg.

The use ofd@%t that mcgase HDL-C to prevent CVD in type 2 DM is not recommended.

396,397

386

Antiplatelet therapy (e.g. with aspirin) is not recommended for people with DM who do not have CVD. 398

18



Published in final edited form as:
ASLBA N Engl J Med. 2010 April 29; 362(17): 1575-1585, doi:10.1056/NEJMoal 001286,

Effects of Intensive Blood-Pressure Control in Type 2 Diabetes

Mellitus
The ACCORD Study Group’
A Primary Outcome B Nonfatal Stroke
1.04 1.04
0.2 Standard
t 084 € 0.8
g 0.1 ) 4
i Intensive o
£ 06 £ 06
3 ocl T T T T T T T T 3
B o 012345678 2 il
- P=0.20 £ "
[=8 o
& o2

oof—r Lower 1S n@ﬁ‘%:} ys better

No. at Risk g(\ No at Risk
Intensive 2362 2273 2182 2117 1770 108 p(\ Intensive 2362 2291 2223 2174 1841 1128 313 186 88
Standard 2371 2274 2196 2120 179 1?\@0 Standard 2371 2287 2235 2186 1879 1196 382 215 114
A)
C Nonfatal Myocardial Infarction 66 \‘G(% D Death from Cardiovascular Disease
1.0+ 'a(a K \2 1.0- 5
3
Q‘@G’Q ‘\(:,eq &1 Standard £ 081 -
. ‘\]9 ¢ ¢ : 2 ' Standard
6\\-\ = 0?_6 Intensive = 0.6 )
. 090 z Y o z 0.0 Intensive
0\ S G4l 01234567738 2 ol 0123456738
£t 7 P=0.25 £ P=0.74
5 :
cg 0.2 a 0.24
__ee—
Oc T T T T T T T T 00 T T T T T T T T
0 1 2 3 4 5 6 7 8 0 1 2 3 4 5 6 7 8
Years Years
No. at Risk No. at Risk
Intensive 2362 2278 2190 2133 1787 1087 299 177 82 Intensive 2362 2304 2252 2201 1870 1143 317 138 91
Standard 2371 2273 2208 2141 1818 1145 365 201 112 Standard 2371 2313 2268 2218 1922 1220 393 221 118
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European Heart Journal (2016) 37, 2315-2381 JOINT ESC GUIDELINES

doi:10.1093/eurheartj/ehw106

CIETY
CARDIGLOGY ™

2016 European Guidelines on cardiovascular
disease prevention in clinical practice

Lipid lowering agents (principally statins) are recommended to reduce CV risk in all patients with type 2 or ty.eé @g&gh 371.372
6 Ll

f 40
age of 40 years. " A .\\\3\\

Lipid lowering agents (principally statins) may be considered also in individuals below 40 ye 6 & |fét®gﬁ}cantly elevated 371,372

risk, based on the presence of micro-vascular complications or of multiple CV risk factei® \\]G

| =
g a reduction of at least 50% if the

In DM patients at very high-risk (see table 5),a LDL-C target <|.8 mmo)/

aseline is between T. 395
In DM patients with high-risk (see table 5), LDL-C target <é gf’ng/dL) or a reduction of at least 50% if the baseline
LDL-C s between 2.6 and 5. mmol/L (100 and 200, S r{a@&h\ended !
BP targets in type 2 DM are generally recorr@&ad @\&Q?40/85 mmHg, but a lower target of <130/80 mmHg is recommended
in selected patients (e.g. younger p % atk@rlsk for specific complications) for additional gains on stroke, retinopathy and
396,397
albuminuria risk. Renin- angm% do Q@ system blocker is recommended in the treatment of hypertension in DM, particularly
in the presence of prot@(ﬁh or{cﬁ albumlnurla Recommended BP target in patients with type | DM is <130/80 mmHg.
The use ofdmtg‘t that mcgase HDL-C to prevent CVD in type 2 DM is not recommended. 386
398

Antiplatelet therapy (e.g. with aspirin) is not recommended for people with DM who do not have CVD.

21



asiga  Linee guida ESC 2016 sulle dislipidemie

of <| . H ol
(70 mg."dl.}Fia reduction of a&ed\)
east it the baseli Lﬁ@ﬂai;%
between IW&Q
(70and 13 ) ©

resgpivEndedc®

?Pjg;i‘cjﬁ}%suat HIGH CV risk?, an
-C goal of <2.6 mmol/L

@ | (100 mg/dL), or a reduction of at
N NP least 50% if the baseline LDL-C= is

o between 2.6 and 5.2 mmoliL
o (100 and 200 mg/dL) is
recommended.

In subjects at LOW or MODERATE
risk? an LDL-C goal of <3.0 mmol/L
(<115 mg/dL) should be considered.
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JOURNAL of MEDI( =
\&>%
Hazard ratio, 0.936 (95% Cl, 0.89-0.99) Rl:sg‘a
100+ 40+ P=0.016 _ ;
Simvastatin monotherapy 6(\‘ %%
904
80—
704
60— |
, Craig Rewd .D.,
20 as A. Musliner, M.D.,
E-IT Investigators®
404

Event Rate (%)

(GQ
ol
()'\‘39
No. at Risk
Simvastatin—

ezetimibe
Simvastatin

The NEW ENGLAN D

1 2 3 4 5 6 7

Years since Randomization

%067 7371 6801 6375 5839 4284 3301 1906

5077 7455 6799 6327 5729 4206 3234 1857

/-year event rates
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ASLBA Even lower even better!

e SIMVA 40 mg/
EZE 10 mg

Primary endpoint

45.5%
40.0%

B SIMVA 40109

30 2% 30.8%

Diabetes No Diabetes



https://www.google.it/url?sa=i&rct=j&q=&esrc=s&source=images&cd=&cad=rja&uact=8&ved=0ahUKEwiErKze27fQAhXIWhQKHRMbBx4QjRwIBw&url=http://www.ndei.org/conference-coverage-improve-it-substudy-ezetimibe-cv-benefits-exclusive-to-type-2-diabetes-patients-ESC-congress-2015.aspx.html&psig=AFQjCNFzvwu92hAK60a6o2Hfy6SpbXfScw&ust=1479744410640286

— Proprotein convertase subtilisin/kexin type 9

a LDL particle . O PCSK9

Endocytosis
LDL receptor
fa»

Hepatocyte LDL-receptor
synthesis

The Role of
LDL-Recept:

Rl

Lysosome

G
Clathrin_gés@u 6\‘ e 77} S

VE
-
(@) . %0(\\1

onoclonal
antibody

Nature Reviews Cardiology 11, 563-575 (2014)

McKenney J. ACC; 2012. hearto, [E0scpe
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The NEW ENGLAND JOURNAL of MEDICINE
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ORIGINAL ARTICLE |

Evolocumab and Clinical Outcomes
in Patients with Cardiovascular Disease

Marc S. Sabatine, M.D., M.P.H., Robert P. Giugliano, M.D., Anthony C. Keech, M
Narimon Honarpour, M.D., Ph.D., Stephen D. Wiviott, M.D., Sabina A. Murph

B Key Secondary Efficacy End Point h.D., " A Primary Efficacy End po.,é\e @‘5
100 11- 9.9 eZ'm 100+ 66 A \\a 14.6
90 10 Hazard ratio, 0.80 (95% Cl, 0.73-0.88) _a\\ g\ Hazard ratio, 0.85 (95% CI, 0.79-0.92) '
g4 P<0.001 m G \98 © 2 P<0.001
_ 80- | l e 12— 10.7 l
< 8 6.8 l e 104 Placebo 1
= 704 74 7.9 \,P‘ 626
g 6 Placebo ) ’ ?O g S sod 8- 9.1 Evolocumab
3 60 3 Evoloc DP‘ (e 3 6 6':()
S 3.7 5.5 g\/ e\ S 50
£ 50 ;" ; \/@ (\6\6 P @ 4 53
7] - f = 404
= 14 P\S . (\G = 0 T T T T T 1
E 304 0 : e i%\lo : . O 904 0 6 12 18 24 30 36
Y 20 0 642 Q2 \al*sle 24 30 36
10- Q.a(a \le(e N
. Al s — —
'——ﬁa‘ ¥ T T T 1
005\\\ s ©9'12 18 24 30 36
(\\QQ Months
20-
104
O 1 1 ) ) ) I I |
04 12 24 36 48 60 72 84
) k K Weeks
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18% -

16% -

Stroke
Cor Revasc

CV Death, MI
Hosp for UA, or
a co
X R

2% @V 0 -
R
(GQ | e\‘e
. @Q (\C
S et

14% -
12% -

10% -

Risk of Primary Endpoint # med®

with Diabetes 6\6‘\ i

Adj Hazard Ratio 1.26 60 e
(95% C1 1.13-1.40) 500\‘ 6\‘\6@
P<0.0001 N é\d\\ 13.0%

6 12 18 24 30 36

Months after Randomization Analyses in placebo arm and adj for age, sex, BMI, race, region,
history of MI, stroke, PAD, HTN, smoking, HF, eGFR, lipids,
statin.
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e\
% ‘\ep
3 A fourie .
on Primary Endpoint \qa\”‘qa&g\a\ N
Patients w/ Diabetes at Baseline Patients w/o Dia Ba@@
18% o 18% 0
17.1% 5 (\\
16% 1 Hazard Ratio 0.83 16% 1 ﬁrd R A
8 14% - (95% Cl0.75-0.93) 4.4% 14@6\) 5%.¢D.79-0.96) 13.0%
£3 P=0.0008 (\ 00052
S 12% A 2.7% 612& < 4
;L? 10% @6 g&o% . o
= e Placebo OP\ Q‘ A1.6%
£< % - GP‘\/ e\ 8% - NNT 62
53 6% - : '3\6 6% -
3 a ur{\@\(\
8 4y - 0o 4% -
206 Pinl‘.aral:lion=0'60 29
'a(a e( 6 12 18 24 30 36 0% 0 6 12 18 24 30 36
eQ . q Months after Randomization
" (P
Y
QG
o [ et —
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AACE 2017 Guidelines

AMERICAN ASSOCIATION OF CLINICAL ENDOCRINOLOGISTS AND
AMERICAN COLLEGE OF ENDOCRINOLOGY

GUIDELINES FOR MANAGEMENT OF DYSLIPIDEMIA AND PREVENTIO%\Q‘O

Paul S. Jellinger, MD, MACE, Chair'; Yehuda Handelsman MD, FACP, FACE,
Paul D. Rosenblit, MD, PhD, FNLA, FACE"; Zachary T. Bloomg 6@)

OF CARDIOVASCULAR DISEASE

Vivian A. Fonseca, MD, FACE®; Alan ]. Garber, ML.%I }
D

George Grunberger, MD, FACPE, FACE"; Chris K. Gt

\3(\

Lo @
\t@\

, FACE";

\\2‘\\

o\<

TVl el A © IT DATT AATY TAMN TANTC ., Tadfuana. T RJ,-.,.L.-...‘A‘(,\ T‘AFF TAKNT COATITILL
\lO
Table §_ ¢ (\
Atherosclerotic Cardiovascular Disease ate oﬂbs and LDL-C Treatment Goals
P‘ . (eg Treatment goals
p‘\p a® .
G NG LDL-C | Non-HDL-C | ApoB
Risk category or;\wsyear risk® (mg/dL) (mg/dL) (mg/dL)
- Proarc§ E@ ludmﬂ unstable angina in patients
aft ViI ~C <70 mg/dL.

Extreme risk 11c11 mrdlomsuular disease in patients with <55 <80 <70

.a( D 3/4, or HeFH

O(GQ : ory of premature ASCVD (<55 male, <65 female)
\_\\‘ C ?G‘ - Esldbllshed or recent hospitalization for ACS, coronary,
o carotid or peripheral vascular disease, 10-year risk >20%
O\QQILW Bl — Diabetes or CKD 3/4 with 1 or more risk factor(s) <70 <100 <80
— HeFH
S — =2 risk factors and 10-year risk 10-20%

[Rhigln gl — Diabetes or CKD 3/4 with no other risk factors <UT <30 <0
Moderate risk <2 risk factors and 10-year risk <10% <100 <130 <90
Low risk 0 risk factors <130 <160 NR

o\
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—— Target HbA1lc

UKPDS: A 1% decrease in HbA,_ is asso gﬁ

with a reduction in compllcatlonssoo\ \3@%
N° 65\6\

Microvascular
complications e.g. kidney

Lessons from UKPDS' O\/P‘e d\ -_ jﬂ"‘._ disease and blindness *
Legacy Effect of Earlier Metformin T'{S;

Amputation or fatal
peripheral blood vessel
disease™

UKPDS Trial B\ '@I\e
i

Intervention ng

1977-1997  Diabetes-relate %QE (\e|997 2007
o
?@d
<&

Q@S%ortallty

Myocardial Infarction

CV Complications ﬁ 'ﬂ

reduced and Survival " gv czmﬁ:c;“?vr:: I
increased versus other educed a u a
increase maintained

Heart attack®

Simnon I o Al BM 2000 3121 40512

therapies

UKPDS 34. Lancet 1998; 352: 854-65
UKPDS 80. NEJM 2008; 359: 1577-89

Desths related to diabetes*
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ASLBA La prognosi non migliora: ACCORD ADVANCE
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20
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Patients with Intensive therapy
events (%) 10 :
i -~ Standard therapy
0 1 5 6
%‘\’i\ ancaratherapy 135 87 BB ¥R 8 #  B

0\690

ACCORD=Action to Control Cardiovascular Risk in Diabetes

ACCORD Study Group. N Eng! J Med. 2008;358(24):2545-2559.
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Stent Thrombosis %
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Figure 2. Kaplan—Meier curves of event rates by HbAlc groups.
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Recommendations for management of diabetes

European Heart Journal (2016) 37, 2315-2381 JOINT ESC GUIDELINES
EUROPEAN doi:10.1093/eurheartj/ehw106
ssEerEn

BRI

2016 European Guidelines on cardiovascular
disease prevention in clinical practice

\

&%

) 6 ¥ \\'
Wou m@f )

20°

xO\

N

, AP\
Recommendations ‘,\(‘,\6 N n@/

e

Lifestyle changes including smoking cessation, low fat diet, high fibre diet, aerobic physit‘:g@ai\:% a6

strength training are recommended.
A \\a .

OY . e\~
Reduction in energy intake is recommended to patients to help achieve @v\@%eigr?ql\ﬂr%ent weight gain.
lad W]

A target HbAIc for the reduction in risk of CVD and microva: ¥Emplicatio™ in DM of <7.0% (<53 mmol/mol) is
recommended for the majority of non-pregnant adulis g her 2 DM.

For patients with a long duration of DM, theeldetly, jre{l&@lose with existing CVD, a relaxing of the HbAlc targets
(i.e. less stringent) should be consid (‘\g\
Vot

A target HbAlc of <6.5
who are not frail a

w ould be considered at diagnosis or early in the course of type 2 DM in patients,
h |

When wg&mf in individuals with or without CVD, assessment of HbAlc (which can be done non-fasting) or fasting
bl cose, be considered. An oral glucose tolernce test can be offered when there is still doubt.

[o]

M in is recommended as first-line therapy, if tolerated and not contra-indicated, following evaluation of renal function.

Avoidance of hypoglycaemia and excessive weight gain should be considered and individual approaches (with respect to
both treatment targets and drug choices) should be considered in patients with advanced disease.

Class®

In patients with type 2 DM and CVD, the use of an SGLT2 inhibitor should be considered early in the course of the disease
to reduce CV and total mortality.

lla

Level”
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ASLBA Riduzione eventi CV: EMPA-REG

FIGURE 1

Cumulative Incidence of Nonfatal MI, Nonfatal Stroke, or CV Death
with Empagliflozin or Placebo in the EMPA-REG OUTCOME Study
(Primary Outcome)'®

S0

.\
N \\6\\6‘ \3@\
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C \O A = 0.0382°

3 N2
= 2 . AN
g 2 6\\ 2 ‘5\6 Empaglifiozin
£ 10 AR~
=
»
=
2
[=1
Ny
60 I T 1 1
6? P ‘5\0 0 6 12 18 24 30 36 42 48
2 6 N© Months
6(‘3 G \Riner of patients:
‘GQ . e\\e Empaglifiozin 4,687 4,580 4,455 4,328 3,851 2,821 2,359 1,534 370
. \“\\169 e( (\0 Placebo 2,333 2,256 2,194 2,112 1,875 1,380 1,161 4 166
\
. QO?" ? Cumulative incidence function.
0\6 “Twn-gided tests for sunerigrity were conducted (statistical significance was indicated if p< 0.0498)

The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Empagliflozin, Cardiovascular Outcomes,
and Mortality in Type 2 Diabetes
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Riduzione eventi CV: LEADER

LEADER trial: Primary Outcome | 0O
Firstoccurrence of CV death, nonfatal myocardial infarction, or nonfatal stroke in the . \oe‘»o
time-to-event analysis in patients with type 2 diabetes and high CV risk. d 0\3
\
PR\
20 = Hagzard ratio, 0.87 (95% Cl, 0.78-0.97) \\ \\6 ‘\6\\6

—_ P<0.001 for noninfe_riomty . \?a ‘\d\

= F=0.01 for superiority \G . @%

by 0%
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\6 66 \aﬂaﬁraglutide Effect and Action in Diabetes: Evaluation of cardiovascular outcome
) e Results (LEADER) trial
2N ol
Q‘eQ e 06\‘ Adapted from: Marso SP et af, NEJM 2016

{ PACE-CME,

. 00 *
o . NEW ENGLAND
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Liraglutide and Cardiovascular Outcomes in Type 2 Diabetes
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Catheterization and Cardiovascular Interventions 89:1195-1204 (2017)

Mortality After Percutaneous Coronary

Revascularization: Prior Cardiovascular Risk Factor Control
and Improved Outcomes in Patients with Diabetes Mellitus
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Documento di consenso
ASLBA ANMCO/GICR-IACPR/SICI-GISE:
La gestione clinica del paziente
con cardiopatia ischemica cronica

Carmine Riccio' (Coordinatore), Michele Massimo Gulizia? (Coordinatore), Furio Colivicchi® (Coordinatore),
Andrea Di Lenarda* (Coordinatore), Giuseppe Musumeci®, Pompilio Massimo Faggiano®,

Maurizio Giuseppe Abrignani’, Roberta Rossini®, Francesco Fattirolli#, Serafina Valente®, ‘\6
Gian Francesco Mureddu, Pier Luigi Temporelli'!, Zoran Olivari'?, Antonio Francesco Amico'?, Og
Giancarlo Casolo™, Claudio Fresco', Alberto Menozzi'é, Federico Nardi'? \O\
0%

L O

2% %
PRLLERPR
P\
o WO AW
A
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Bloccanti dei canali f

lvabradine: pure heart rate reduction

reduction

Ivabradine

I; inhibition reduces the diastolic depolarization slope, and
thereby lowers heart rate

Thollon C. Brit J Pharmacol. 1994;112:37-42.




frequenza cardiaca in prevenzione secondaria
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ASLEA Bersaglio della Ranolazina: corrente del sodio

OH OMe
H
0
(8]

Ranolazine

Sodium
Current

1-piperazineacetamide, N-(2,6-dimethylphenyl)-
4-[2-hydroxy-3-{Z-methoxyphenoxylpropyl]-, (+)-;
C,HN,Ou M, = 427.5; CAS number: 95635-55-5

O 2
Copyright @ 2006 Mature Publishing Grou P\ . (e
i Mature Reviews | Drug ﬁi?:' m-r-rs 8P‘\/0\6 Q\Q FKV—\ 0mv
ORERE
O Rofential
3 et 200 ms
a('a\a (6\6
Q(GQ '\06\‘6 Phase 4 o1 2 3 4
S Tpet!

Channel State C

0 I
Activation gate
o) (o) ) e/
Channel

oy ™ Inactivation gate

Pharm Ther 2012;133:311-323



—— Conseguenze dell” aumento correnti lente del sodio

Physiological Pathological

N

N e N

Ha* pg+ Na- Ha*

Myofilaments Myofilaments

hia
- Cardiac ischemia
- Reactive O, spacies, | Na'channael —#& NaCh
izchamic matabolitas
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= Bgsl-to-baat AAPD and relxcation
- Arrhythmias - T Wall 1ansion

- L ATF formation
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3
CARISA: efficacia O\Qoe‘
(Combination Assessment of Ranolazine In St%\ QA; ina)
\v (5\\
2 \
0 o\e\\g @5
\\3 \\Q anolazina 750 mg bid
6\)\66 e 66 B Ranolazina 1000 mg bid
B -
< @hsumo di nitroglicerina
g 59
g
£ 4
@
)
2 68??
a‘a\g @
¢ o
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4 ] i . | |
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5) Chaitman JAMA 2004; 291:303-316

Chaitman et al JAMA 2004;21:309-316
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European Heart Journal (2006) 27, 42-48 i
@ doi:10.1093/ eurheartj/ehid495 Chnlcal researCh
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CARDIOLOGY®

Effects of ranolazine on exercise tolerance and HbA16\gn

. . . . . ®)
patients with chronic angina and diabetes ‘ ,o\be\o\
¥

Adam D. Timmis'*, Bernard R. Chaitman?, and Michael Crager> \'\6(\6 \'\ai\\

1 L\ ‘d\\a

Department of Cardiology, London ) ) . e\_'a @5\

Center, St Louis, MO, USA; and ’cv Table 4 Patients with 6@?@(@6

(Wa \\"
036\\31 @boo Ranolazine Ranolazine
OV effh=37) 750mgBID 1000 mg BID
@) (\\1
\/P‘e 6\50 (n = 47) (n = 47)
Wa >
. 0.00 \,(Bh‘(él{'ng@g(%) 14 (37.8) 17 (36.2) 12 (25.5)
T3 ?/GPj ecR 1 16 (43.2) 24 (51.1) 26 (55.3)
€ . -0.25 1 \)p\\, (\g\“ time of early (P=0.30 (P = 0.004
% cfl ~0.50 1 ?P&Q (\60 termination, n (%)? vs. placebo) vs. placebo)
L
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Figure 3 Change from baseline in HbA,. levels over time in diabetic patients
treated with ranolazine in the double-blind and open-label phase. Data
include all patients treated with ranolazine.
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ASLBA CLINICAL RESEARCH Late-Breaking Clinical Trials

Evaluation of Ranolazine in Patients With
Type 2 Diabetes Mellitus and Chronic Stable Angina

Results From the TERISA Randomized Clinical Trial (Type 2 Diabetes
Evaluation of Ranolazine in Subjects With Chronic Stable Angina)

Mikhail Kosiborod, MD,*t Suzanne V. Arnold, MD, MHA,* John A. Spertus, MD, MPH,*} d\
Darren K. McGuire, MD, MHSC,F Yan Li, PHD,* Patrick Yue, MD,§ Ori Ben-Yehuda, MD
Amos Katz, MD,|| Philip G. Jones, MS,* Ann Olmsted, PHD,§ Luiz Belardinelli, MD. \\a\\é
Bernard R. Chaitman, MDY
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Type 2 Diabetes Evaluation of Ranolazine in Subjects With
Chronic Stable Angina
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2015 ESC
of acute c
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elevation

Task Force fo
in Patients Pr:
of the Europe

\% &
(AR
(696, e\‘e(
oW Q@

Recommendations for long-term management after
non-ST-elevation acute coronary syndromes

Recommendations (for the Ref.©

recommendations on antithrombotic :nt g‘\a
treatment, see sections 5.2.9 and 5.3.3) G\O\O
It is recommended to advise all 0\60

patients on lifestyle changes (including
smoking cessation, regular physical
activity and a healthy diet).

It is recommended to start
high-intensity statin therapy as early as

maintain it long term. ~

e— ¢ - ndromes
R )
n ACE inhibitor is @Wm&e@iﬁ 478 El .
atients with V@ 2240%- 0 Rkart . evation
ailure, h p@&fi @cﬁ\d betes,
C

5
nless\ ént;g&?éed- An ARB
\%Ee ap\altbrnative, particularly if

EoWbitors are not tolerated.

N

eta-blocker therapy is recommended

in patients with LVEF =40%, unless
o 486

contraindicated.

ineralocorticoid receptor
antagonists, preferably eplerenone, are
recommended in patients with LVEF 487,
< 35% and either heart failure or 488,

iabetes after NSTE-ACS but no 525

significant renal dysfunction or
yperkalaemia.”

A diastolic blood pressure goal of <90
mmHg is recommended (<85 mmHg
in diabetic patients).
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Gestione multidisciplinare del paziente con sindrome
coronarica acuta e diabete mellito: dalla terapia

antitrombotica al trattamento dell'iperglicemia X

oé‘o\o

Roberta Rossini', Antonino Cimino?, Stefano De Servi®, Niccold Grieco®, Corrado Lettlen 9\6
Antonio Mafricié, Giuseppe Musumeci', Gianluca Perseghin’, Carlo Sponzilli, Roberto T
Luigi Oltrona Visconti?, a nome della Sezione Lombarda dell’Associazione Nazionale %
Ospedalieri (AN MCO), della Societ Italiana di Cardiologia Invasiva (GISE), deU & azuﬁé\_ﬁ dno
Diabetologi (AMD) e della Societa Italiana di Dnabetolcé\@

6\\63%?96%(5@ 2014;15(6):378-392 |
e

Tabella 2. Protocollo operativo per ottimizzare I@ ?Te Q@fbﬁo metabolico del paziente con sindrome coronarica acuta e diabete/iperglicemia
nelle varie fasi del ricovero ospedaheroo P~6 ] 0(\6
ﬁ\

)
Féé&@g%e@ Fase intermedia Dimissione
Iperghcemm/@e@ c(\%%do rilievo di eventuale « Diagnosi differenziale tra + Impostare la terapia
iperglicemia iperglicemia da stress e diabete ipoglicemizzante
()\'aQ + Indicazione alla terapia « Monitoraggio della glicemia + Impostare il programma
insulinica « Indicazione all'introduzione educativo
+ Monitoraggio della glicemia (prosecuzione) della terapia insulinica | » Programmare le visite di controllo
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Documento ANMCO/GICR-IACPR/GISE

Lorganizzazione dell'assistenza nella fase post-acuta
delle sindromi coronariche

Commissione ANMCO/GICR-IACPRIGISE \Og\a‘
Associazione Nazionale Medici Cardiologi Ospedalieri (ANMCO) G\O
Societa Italiana di Cardiologia Riabilitativa e Preventiva (GICR-IACPR) \6‘()
Societa Italiana di Cardiologia Invasiva (GISE) (\)\0
PR CRPR\
TENEE il

Il Panel ritiene che Ifelevato rischio cardiovascolaieste

Iﬁlaﬁefe melllfo,ll’insuﬁicienza renale, I’artg(\'r@ ast\t& eriferica,

L o3 e .
Il Panel ritiene che il Ilvgquid\m,s%ﬁlo trombotico al quale ri-
tenere indicato u&;’cﬁf@w@%&[o intensivo di prevenzione se-
condaria sa@\&ei(ga@be dalle condizioni organizzative locali,
essend@@@@eﬁeovolmente allargato a piu pazienti in centri
cg(lami@gagﬁ%ri risorse. L'intervento di prevenzione secondaria

‘&QQQ‘QIG%I\Q?\]‘Siva potra essere prestato in ambulatori specificamen-

o e decicat [abUatoN  pretenzione secondar) o pot

essere una

ti in un unicg ambulatorio per il follow-up delle SCA

5 Ital Cardiol 2014;15(1 Suppl 1):35-275% 2=
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Obiettivi nel follow up post SCA

o[ Assicurarsi che i seguenti trattamenti raccomandati siano
stati iniziati alla dimissione e mantenuti in terapia: I
- Doppla antiaggregazione per 1.2 mesl
- Statina ad alta efficacia
- Betabloccante (o ivabradina, se controindicato)
- ACE-inibitore (o ARB se non tollerato)

- Omega-3 C;\G

- Antialdosteronico (se disfunzione ventricolareg«a%
0 scompenso cardiaco) \)\-a

« Verificare che la titolazione dei farmaccfio ‘&%agglo
raccomandato (o se necessarj \/’B’SSOCI@I&]E di
% m

piti farmaci) consenta %r‘gg’g %@Q antenere
| seguenti target: _ p\)
giSeh,

- Frequenz a3 650 <60/m|n

- Pre%&g moi@ﬁ\ 0/90 mmHg (eventualmente

esg LDL <70 mg/dl (colesterolo non HDL
g/dl)

Q@(a\\‘ (6 Ay <7%

< ('\C’e  Verificare |'aderenza alla terapia, alla doppia
°© antiaggregazione in particolare, per il periodo
di tempo necessario

* Indicare I'introduzione di nuovi farmaci per la comparsa

di sintomi (es. ranolazina per angina, diuretici per dispnea,

ecc.)

I O N

G Htal Cardiol 2014;15(1 Suppl 1):35-275
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ASLBA Obiettivi nel follow up post SCA

» Assicurarsi che i seguenti trattamenti raccomandati siano \Og\a‘

stati iniziati alla dimissione e mantenuti in terapia: . \oe\o
B} i i i i e\

Doppla antiaggregazione per 12 mesi U \()
- Statina ad alta efficacia O (\66 A\
- Betabloccante (o ivabradina, se controindicato) 6\\6 . 6\'\9‘

e X « AN

- ACE-inibitore (o ARB se non tollerato) A\
- Omega-3 C;\G @@@D/

- Antialdosteronico (se disfunzione ventrlcolare‘g{q@% \\3
0 scompenso cardiaco)

« |\Verificare che 3 titolazione dei far c@ﬁgoeﬁ@agglo

raccomandato O se necessar@»ﬁssoo @he di

piti farmaci) consenta %@@g g@@% mantenere

| seguen’u target:

requenz 0 <bU/m|n ]

h Pre%&g moi@ﬁ\ 0/90 mmHg (eventualmente
O

esg LDL <70 mg/dl (colesterolo non HDL
g/dl) O
GQQ(Q\Q (e Ao <7% O
. 39‘ (\C’e  Verificare |'aderenza alla terapia, alla doppia
SN el : : : : : .
o\ 1'% antiaggregazione in particolare, per il periodo
O‘\QQ di tempo necessario

* Indicare I'introduzione di nuovi farmaci per la comparsa
di sintomi (es. ranolazina per angina, diuretici per dispnea,
ecc.)

G Htal Cardiol 2014;15(1 Suppl 1):35-275
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ASLBA

o
Qo
Proposta di PDTA per la gestione dei paz. post SCQ o° o
GRS
.e\’a\ SO
0% 6\'\‘3@
PO

Per garantire un follow-up ambulat\(}(nf’g gofﬁ%tl i pazienti dopo un evento
coronarico acuto o dopo e%ﬂﬁ?‘o%m‘g% acuto, attraverso il coinvolgimento

dei cardiologi dei c%gfh? §GPQ§\I%E dei cardiologi territoriali e dei MMG per

o&°
una adeguaggd\?)r@s‘@m carico.
(G GG\‘
. -q‘aQ (‘\
W e



ASLBA

Obiettivi del PDTA

\\6(\ 6\\6\
» Migliorare I'adesione alle modifiche dello stile d| g@@ @E@teraple
\2 2 (3\\3
consigliate; @\f‘aa\ 665\
Favorire il raggiungimento dei tar%}tet&&ajotﬂxtlu previsti dalle LG;

vV Vv

Assicurare continuita asse;eﬂ?aj@‘aal momento della dimissione

ospedaliera alla pre@x‘tﬁ'q@;ﬁ?o nel territorio;
6
» Escludere daHeQils\t@%D attesa ordinarie e prevedere percorsi preferenziali

per i Q@@ﬂé{?ltjea@ettl da recente SCA-SC;
( O
O\QQcha‘ur?e il ricorso al PS ed eventualmente a ricoveri ripetuti ;

P Valutare 'impatto di tale modello assistenziale sulla morbilita e mortalita
cardiovascolare.



ASLBA

LETTERA DI DIMISSIONI:
contenuti minimi

0O
» Dati anagrafici it
OV
P Generalita del medico curante 6\0\,\
WO

P Diagnosi principale e secondarie, con evidenza delle comng"i?f\tg\@\aélla presenza di

device 900\‘\6\\6

RN N . \\6 %\d\
P Obiettivita cardiopolmonare all’ingresso e d| 8 2
eC o(\\‘

» PA e Peso corporeo ?\O\*P‘ ad\%
P Copia dell’ecg alla dimissione \/0P~ Q@g
P Variazioni significative de; Fé ?i ematochimici (funzionalita renale, tiroidea ed

epatica, emogloblnaP\@Q\ﬁ Q@Bonma
» Copiao refertwl@%h&s%?m strumentali eseguiti
> Decorsg‘eﬁﬂjggxt@én terapia somministrata
> {)I'gq;é‘ﬁla %‘P?nacologlca da assumere con dosaggio, modalita e durata
9 Indicazione dei target da raggiungere in termini di pressione arteriosa, frequenza

>

>

cardiaca, LDL, emoglobina glicata

Modifica dello stile di vita con particolare riferimento alle attivita consentite e/o
vietate

Controlli successivi consigliati o programmati



Pazienti Post SCA e/o Rivascolarizzazione
Ambulatorio cardiologico H o territoriale/MMG

SCA
¢
v | | | | 0%
l i i i i 0S
; , , , 4 i@Post SCA
' ' ' ' W
AN o
0 1 3 6 9 AP
] ] ] ] OC;\‘G 6‘ a@%\
MMG: § § § RSt
- Aderenza alla terapia : : : 2 6% :
- Target lipidi ‘ : : 066\) '\\1%'(6 : Cadenza controlli
- Target PA ¢ ! ’ \ﬂ(xe S\ %0( : I’in rapporto a condizione clinica
- Target metabolici i i OP\?\O :(ega i i
- Sintomi %;GP?\;\?,\G 5\9:
Visita cardiologica/ECG 60\)P‘a'o(\g ® i ® B nusle
|l oo | : |
Ou S : : : : Cadenza in rapporto
: 1 : 1 a
Eami ematOCh‘;{“@‘oeqe@ 2 . | i
\\\\;’c‘» ot : : : : :
Eco %Qﬂ)g ramma Non indicato in pazienti asintomatici senza segni di disfunzione
6 VS o0 nuovi eventi
Test ergometrico o* Biennale

* N . . . .
Prova da sforzo precoce indicata in caso di risultato subottimale della procedura



ASLBA

Progetto PONTE-SCA

>
e,\o\o@
. | . 0@
Pazienti arruolati e con FU a 12 mesi : @&9? X
R\
N . . o\o \
Eta media 600\?"@\\@@5 67
A0 ot
QU e
c (\\]G
PO g
P?‘O @
24% P‘\’O é\Q
L0
15% DIAGNOSI

B Angina Instabile

B Nstemi
= Scad

H Stemi
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160 -

140 -

120 -

100 -

136

Follow-up nei Centri SPOKE
Pazienti inviati dal San Paolo

c)\océ‘\e"
! ‘06\
§Of
. 6(\0 . 0:\\'
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ASLBA

Progetto PONTE-SCA

B
e,\O\OQ\
dopo 12 mesi R\
% di pz con colesterolo LDL &
o
L \OY, d\\a
C;\é\a 9@6\
O . A\
41% \\66 é\d\\a
e(© 2
éﬁ&lﬂ[b(
(
5\Q " >100
52% 2
\0(\ 83,00 82,58
\le‘ 82,50
82,00
O
6\\\ ?e( o 81,50
0\6Q 81,00 50,52

80,50
80,00
79,50

79,00
1 VISITA ULTIMA VISITA
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Progetto PONTE: terapia statinica al FU di 12 mesi
0
50,00% - d\o\

44,93% (¢
o/ X (\ X ‘\
45,00% ) \\6\\6‘ d\@\\a

40,00% - 38,00% 500
35,00% -
30,00% -
25,00% -
20,00% -
15,00% -
10,00% -

5,0 N
. QO%Q%

0\6 0,00% -




g

Progetto PONTE: terapia alla dimisssione e al FU di 12 mesi .
5

100,00% -~

97,40%
95,76%
95,00% -

90,00% -
85,00% -

A\
0\%&)0% -

75,00% -

Beta Bloccante Dim Beta Bloccante FU Statine Dim Statine FU DAP Dim DAP FU



Conclusioni

ga—

| Pazienti diabetici traggono beneficio aa

trattamenti piu intensivi (ma spesso sono meno
trattati)

N\

Traggong beneficio da un follow up intensivo
con adaguata presa in carico (raggiungimento
target, terapia antischemica, prolungamento

della terapia antiaggregante)
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