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Il Prof Marco Giorgio Baroni dichiara di aver ricevuto negli ultimi dide-

anni compensi o finanziamenti dalle seguenti Aziende ‘0\?’06&
Farmaceutiche e/o Diagnostiche: \\aﬁa?;\»\
P\

. d\e’(’a‘\&a o0
- Novo Nordisk &96(?\66&\6
- Sanofi R

c© ‘\‘@(
- Abbott O&\G d\gcﬁ\
- MSD \O%\x?f@ega
- Mundipharma G\O?\C’\(\@\e‘b\
- AstraZeneca  ,c0 o
P\?‘ OO
(ya\“ e
G \2
6(0 G(G
e
‘\“\\]QQ ?e( «©
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@l}lalsivoglia modo o forma, aziende farmaceutiche e/o denominazione commerciale e di
non fare pubblicita di qualsiasi tipo relativamente a specifici prodotti di interesse sanitario
(farmaci, strumenti, dispositivi medico-chirurgici, ecc.).



Quale riduzione del rischio cardiovascolare e stata
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Residual vascular risk for macrovascolar complications in type 2
diabetic patients, as reported in randomized controlled trials that
compared more intensive glucose control vs less intensive gluco%%g\a‘

o™

Residual Vascular Risk
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Relative Importance of Risk Factors for Predicting Death from Any Cause, Acute
Myocardial Infarction, Stroke, and Hospitalization for Heart Failure among Patients
with Type 2 Diabetes, with or without Preexisting Conditions

A Death from Any Cause

Smoking

Physical actiwvity

Marital status

Glycated hemoglobin
Lipid-lowering medication
Estirmated GFR
Body-mass index
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Heart failure

Coronary heart disease
Systolic blood pressure
Albuminuria

Education

Duration of diabetes
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Driastolic blood pressure
Blood-pressure medication
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B Acute Myocardial Infarction
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D Heart Failure

Atrial fibrillation
Body-mass index

FPhysical activity
Estimated GFR

Glycated hemoglobin
Coronary heart disease
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Factors influencing diabetes complications
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Blood pressure Blood pressure BIoo%@é&%W‘\Blood pressure Blood pressure

Smoking Smoking Q@%‘Rkn‘gag Smoking Smoking
Dyslipidemia Dysllpldemlag\o?‘i%yéﬂpldemla Dyslipidemia Dyslipidemia
Mediterranean  Diet? .oCO e ®DASH Diet DASH diet Healthy diet
diet and high sV e

. @ o \2
fruit, vegeta bl‘gqa@oe\,e@
and fish jprakees ©
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Rawshani A et al. N Engl J Med 2018;379:633-644; Dow C et al. EUR J EPIDEMIOL 2018 Feb;33(2):141-156.
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LDL-Colesterolo

D
\o©
Standard italianidge’ﬂa cura del

diabetévnellito 2018
2N
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Tabella 5.A1 Obiettivi terapeutici per il trattame t‘ce&%

II@\&‘?SIipidemia in pazienti con diabete

Colesterolo LDL

<70 mg/dl in pazienti con pregressi
oC eventi CV o fattori di rischio multipli

. O
Colesterolo non HDL ,&N\P‘ \‘e(%@f\ 30 mg/dl < 100 mg/dL per pazienti con

Q
93(6\2‘ \1@‘9\6 pregressi eventi CV o fattori di
T rischio multipli
Tnglg@@dﬁ’ < 150 mg/dL

Obiettivo (soglia) implica che esista una
concentrazione di LDLc “sicura™?



-1.0 mM LDL: diabete vs no diabete

‘\6‘
Maj | 9 \Og
jor vascular event Events (%) \O
and prior diabetes Treatment Control RR (CI) s \06
O\
Major coronary event . 2 d\ .
Diabetes 776 (8-3%) 979 (10-5%) - 078 (0-69-0-87) .a\‘\a(\ \‘\6 ‘\\
No diabetes 2561 (7-22%) 3441 (9-6%) 077 (0-73-0-81) . \‘6\\; r:\d\’\:a
Any major coronary event 3337 (7-4%) 4420 (9-8%) <& 0-77 (0-74-0-80) c OG\ il ~
Test for heterogeneity within subgroup: ¥* =0-1; p=0-8 I a\\'a = . 6\\:&
A\
Cf)ronary revascularisation | 6\)\6 (e (&6 _40 mydl — _20%
Diabetes 491 (5-2%) 627 (6-7%) - JG% 64;&3@
No diabetes 2129 (6-0%) 2807 (7-9%) o 7&0’:’;90 81) (-O 5% / m g)
Any coronary revascularisation 2620 (5-8%) 3434 (7-6%) %b g \76 (0-73-0-80)
Test for heterogeneity within subgroup: ¥* =0-1; p=0-8 G\O 6\ Q(
Stroke O?\ \
Diabetes 407 (4-4%) GO g?n (56@(3 0-79 (0-67-0-93)
No diabetes 933 %@?\ \@ﬁ% 2%) l 0-84 (0-76-0-93) N= 18.686 people
Any stroke 108.00%) X7 1617 37%) <& 0-83(077-0-88) with diabetes
Test for heterogeneity within 1=.ubg<,8§_‘a2 =0 8@:3& !
Majorvascular event 06 |
Diabetes \\ Q ? e( O 1465 (15-6%) 1782 (19-2%) ' 079 (0-72-0-86)
No diabe o> 4889 (13.7%) 6212 (17-4%) - 079 (0-76-0-82)
An@&%r vascular event 6354 (14-1%) 7994 (17-8%) ¢ 0-79 (0-77-0-81)

Test for heterogeneity within subgroup: ¥*,=0-0; p=0-9

—l- RR(99% ()
< RR(95%Cl)

[ T
05
Treatment better

1.0

T |
1.5
Control better

Cholesterol Treatment Trialists’
(CTT) Collaboration- Lancet 2008



-1.0 mM LDL: sia in prev primaria che secondaria

Events (%)
Majorvascular events Treatment Control RR (CI)
Diabetes with vascular disease: i
Coronary heart disease 755 (29-6%) 898 (34-9%) —I-— 0-82 (0-73-0-92)
Other vascular disease 166 (17-6%) 193(21-9%) ——@— 0-80 (0-61-1-0 OC
Subtotal 921(26-3%) 1091 (31-6%) <> 0-80 (0-7. @8% .
Diabetes without vascular disease: i Gd\) (6
Hypertension 420 (10-0%) 499 (12-1%) —=— \ © G wé('v-&—ugn_)
Mo hypertension 124 (7-3%) 192 (11-2%) —m—1— @D& 6\0%9 (0-55-0-86)
Subtotal 544 (9-2%) 691 (11-8%) O‘:%P\ @Q") 0-73 (0-66-0-82)
All diabetes 1465 (15-6%) 1782 (1 N 9@ SN Q 0-79 (0-74-0-84)
AN AN G

Mo diabetes with vascular disease: GO 6 0(\(3 '
Coronary heart disease 3589 (lg\“@}‘@ .@ ~8%) = 0-79 (0-75-0-83)
Othervascular disease 342(R-2%) \‘e 8 (15-4%) —-— 0-81 (0-70-0-94)
Subtotal BRI (1 5025 (23-5%) & 0-79 (0-76-0-82)

\16( |
Mo diabetes or vascular di (\ S !
Hypertension ‘\\\\16 ?G‘ 598 (7-9%) 704 (9-3%) _.._ 0-80 (0-68-0-93)
No hyperttgr"gieoe 360 (5-3%) 483 (71%) —W— 0-74 (0-62-0-89)
Subtota{(D\ 958 (6-7%) 1187 (8-3%) <> 0-78 (0-71-0-85)
All without diabetes 4889 (13-7%) 6212 (17-4%) <1)> 0-79 (0-76-0-81)

[ [ : [ |

- RR(99% Cl) 05 1.0 15

<> RR(95%Cl)

Treatment better

Control better

\%\O\og\@'
N (?\?ia
‘\e@\\a\g&,@\\a'
(o®

-20%

Cholesterol Treatment Trialists’
(CTT) Collaboration- Lancet
2008



-1.0 mM LDL: a prescindere dalle comorbidita

‘\6 .
Events (%) Test for heterogenity \Og
Groups Treatment Control RR (CI) ortrend be\o
Type of diabetes: . ‘\a
Type 1diabetes 147 (20-5%) 196 (26-2%) —— 0-79 (0-62-1.01) ¥*=0-0; p=1.0 6\0
Type 2 diabetes 1318 (15.2%) 1586 (18-5%) = 0-79 (0-72-0-87) (\6 . \\
Sex: X a .
Men 1082 (17-2%) 1332 (21-4%) = 0-78 (0-71-0-86) . R \\"a\\ 3 \la\ (4
Women 383 (12:4%) 450 (14-6%) —— 0-81(0-67-0-57) X;=0-1:p=07 . e\_@ 5‘\6\
Age (years): O\ .
<65 701 (13-1%) 898 (17:1%) ' B 0.77 (0-68-0.87) o, go . ,)\\6
>65 764 (18-9%) 884 (21-8%) . = 0-81(0-71-0-92) X 1"&{3 . 6\ ¢
Currently treated hypertension: 6\
Yes 1030 (16-3%) 1196 (19-1%) l 0-82 (0.74-0.9 \) @0 h
No 435 (14-2%) 586 (19-3%) - 073 (0 \\f@(
Body-mass index: % 60(
<25.0 276 (157%) 362 (20-4%) —— (o 644%&
225.0-<30-0 639 (15-9%) 774 (19-8%) ‘ Q X’=05; p=05
=30-0 532 (15-1%) 628 (17-6%) 1-0-95)
Systolic blood pressure (mm Hg): 6 - O 0/
<160 993 (15-0%) 1276 (1 ?\ \ev 0- 76 (0-69-0-85) s 139203 2 o
>160 472 (17-1%) 5 0-83 (0.71-0-96) Xymi2p=
Diastolic blood pressure (mm Hg): O
=90 1176 (16:5 1417&? 0-81(0.73-0-89) .e17: p=022
-0 6\@ 073 (0-61-0-87) R
Smoking status:
Current smokers 6@66 ( % 347 (22-5%) —i— 078 (0-64-0-96)
X@ x*,=0-0; p=0-9

Non-smokers ( 1435 (18:5%) —3 079 (0-72-0-87) 1
Estimated GFR (mL/min/1-73m?): Q \‘
<60 (6 '\06 415 (20-6%) 477 (24-0%) - . 0-83 (0-71-0-97)
>60-<90 . \‘6 Q e( ( 816 (15-5%) 961 (18-4%) l 0-81(0-72-0.91) X’;=2-9; p=0-09
=90 \\\ ? 194 (12-5%) 286 (187%) —m— 0-65 (0-50-0-84)
Predlct‘e%vegha jor vascular event (peryear):

474 (8-4%) 631 (11.2%) R 0-74 (0-64-0-85)
=4.5%8-0% 472 (23-2%) 540 (27-3%) . 0-80 (0-66-0-96) y=18; p=0-2
>8.0% 519 (30-5%) 611 (35-8%) - 0-82 (0-70-0-95) . ,
All diabetes 1465 (15-6%) 1782 (19-2%) < 0-79 (0-74-0-84) Cholesterol Treatment Trialists

I T T 1 TT H

Global test for heterogeneity within subtotals: x* ,=13-9: p=0-4 05 1-0 15 (C ) COI Iaboratlon' Lancet
—Jl- RR(99%Cl) Treatment better Control better

<> RR(95% Cl)

2008



CHD Events (%)

On-Treatment LDL Predicts Clinical Event Rates

30
y =0.1629 x -4.6776
o RZ2 = 0.9029
p < 0.0001
20) =
LIPID-P
b = HPS-S 06‘1’5@
A2Z 20 \ CARE
A2Z 80 g .6\ o 4 LIPID-S 4 Risk reduction
10 7 PROVE-IT- A};\?\U@f R @ ArE_c ‘ -1 mg/dl =-0.5%
G 2 PROVE-IT-PR
5 - 696(6 2
2 Q‘ | -50 mg/dl =-25% !l
O‘\@ ~ I I I T I T I I '

30 50 /70 90 110 130 150 170 190 210

LDL Cholesterol (mg/dL)




Improve-IT

Major Pre-specified Subgroups

Male
Female

Age < 65 years
Age = 65 years

No diabetes
Diabetes

Prior LLT N
No prior LLT PG
NN
Q ( C,G\l
LDL:C > gw’g/ﬁﬂge‘

LDIRa095

0.7

Ezetimibe/Simva
Better

1.0

Simva
Better

0O
Simvat O\Q@Z/SlmvaT
W\
O @5\\0 33.3
.0 31.0
30.8 29.9
39.9 36.4
30.8 30.2
45.5 40.0
43.4 40.7
30.0 28.6
31.2 29.6
38.4 36.0
1.3 T7-year

event rates

*p-interaction = 0.023, otherwise > 0.05



CHD Events (%)

Riduzione del rischio con statine e ezetimibe

30

D
y = 0.1629 x -4.6776 \
55 | R2=0.9029 4S_P/ G\O\Og
p < 0.0001 6\6‘0
20 - . / o\
@0~ Olppp Risk redu\ 6\\
15 __ _ _HPS-5 =) <
A27 20 ® / CARE-P _1 ‘éb %
10 A2Z80g |. ',‘i IPID-S 6 2 '
o PROVE-IT-AT TNTSO-@_ o o\
5 %O.VE IT-PR a\\‘a ' 6\\‘6
O TiMPROVETT 6\)’\'6 (66‘6 mg/dl =-25% !l
30 50 70 90 10 130 150 170 190 210 O\O$\ d\ ‘50
t o
LDL Cholesterol (mg/dL) ™ eO
O @~
GO 6\ 0{\g\0 High-Intensity Statin Therapy Ezetimibe
Nagwee o Ulteriore -20/25%
LDLc reduction <30% @b‘%ductlon 30-50% LDLc reduction >50%
,&\a e
‘ r&( n(
Simvastatin 10 mg Q(GQ (\&rvastatm 10 (20) mg Atorvastatin (401)-80 mg
Pravastatin 10- 26\@ ? Rosuvastatin (5) 10 mg Rosuvastatin 20 (40) mg
Fluvasta Q@—QC mg
6 Simvastatin 20-40 mgt

Pravastatin 40 (80) mg

Fluvastatin XL 80 mg mg
Fluvastatin 40 mg bid



The Role of PCSK-9 in the Regulation of LDL
Receptor Expression
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Lambert G et al. J Lipid Res. 2012. 53: 2515-2524.




Impact of anti-PCSK9 MADb on LDL Receptor
EXxpression

4P Alirocumah + PCSK9 complex

&S, LDL
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LD

L-C nel paziente diabetico:

E’ uguale al paziente non diabetico

E’ superiore al paziente non dlabeu%@a’&\\

" =)
E’ inferiore al paziente non dl%@e?lg\@&‘\\‘

E’ significativa solo swémg?icsepiﬁﬁ’
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Fourier trial: LDL cholesterol concentrations over

time 11.031 patients (40%)‘hoagtcb?9gétes

G\
53
V -——= —e e o - '6? ‘
O .
20”8
&
N
<G
'@Qoé\“\{
O\

Sabatine MS et al: NEJM 2017



Fourier trial: LDL cholesterol concentrations over
time in T2D

\O
A Diabetes ’\o\Og
\06
307 — E‘;’;’:‘;’mﬂb 11.031 patients (400/(2 hfa@ diabetes
— W
‘ e\’a\\»‘a\\ \6\\‘3\\6
#37  (85mg/dL) 500
— = E ’\‘36\\6 %\é\\ $ %
= 2-0| & N
= N\
= | ?\O 6\
2 jc- \, 6\0%7@‘@F?mean reduction
% | O o
S O 6 g\
= | 0" e ©
S 104 X. (27mg/dL) N\P ox&°
— _ &
RS
Q@Q oc®
0‘\‘393 Eeductlnn at 48 weeks of 57% (95% (1 56-58); p<0-0001
0 I I I I I I I I I I I l
0 12 24 36 48 60 72 84 96 108 120 132 144

Sabatine MS et al: Lancet Diab Endocr 2017



Fourier trial: primary endpoint (CV death, Ml, stroke, hospitalization for unstable
angina, or coronary revascularisation) in patients with diabetes at baseline

D
o)
A Diabetes ‘ \oe\o\
‘0\9
184 Evolocumab (\6 d\ &
- . e \
16 Placebo . \,@\\"é‘\a\\a P —
a8 @ O
_ (50 . \6 ,a-‘”'f
—_ 4 ; \6\ o
==
P 12 —
5
= 10
k=
2z 87 G
% ) o, RRR: 17%
£ ARR: 2.7%
4
6@ HR 0-83 (95% Cl1 0-75-0-93): p=G~DDD3
Q@ : Absolute risk reduction 2.7% (95% Cl 0-7-4-8)
‘,{\\13 ?:QX
N I l I I I I
'\QQO ] 180 360 540 720 Q00 1080
Numiser of patients
Placebo 5516 5284 LO71 4616 3020 1468 335
Evolocumab 5515 5309 5119 4727 3048 1457 340

Sabatine MS et al: Lancet Diab Endocr 2017



Relative and Absolute Risk Reduction with
Alirocumab By Glucometabolic Status

D
g\
MACE incidence Relative risk reduction ~ Hazard ratio Absolute risk redurtiqno\@‘ﬁb solute risk reduction
Premctor=0-98  (95%C1) Prcn=0-0019 O (g5%a
Alirocumab Placebo . \\‘3\\‘ d\,\‘a\\6
/N (%) /N (%) snc;\e‘?,,@?\
\ =4 - \\ov
| AR
Overall 903/9462 1052/9462 P 0-85 \3@6 (2 - 1:6% (0-7 to 2-4)
(9-5%) (11-1%) | e C oW |
N g o !
Normoglycaemia 192/2639 220/2595 4‘._?@” g@?}ﬂ-? 0-1.03) _E"_‘ 12% (-0-3to 2-7)
73% (85% 0" 0@ :
Prediabetes 331/4130 38074116 G\O —;(@— 0-86 (0.74-1.00) —— 1.2% (0-0to 2-4)
B0 02340~ o |
Diabetes 380/2693 51(5\0(\ —dl— 0-84 (074-0-97) - : 23% (0-4t0 42)
(142%)_ o 3o {1\%&%. ; ;
Q@(a \‘Q(G | |
(OF P | ! T T 1.1
RS o ¢ 075 085 1.0 32 16 00
R 4 B 4 o
0‘\‘39 Favours Favours Favours Favours

alirocumab  place

bo

alirocumab placebo

Ray KK et al. Lancet Diab Endocr, July 1, 2019




PCSK9 Rimborsabilita

(\3

1) Prevenzione secondaria= CAD, CVD, PAD, DI\/I g@ﬁ@&ﬁho DM+HT

- eta<80aa, no ipercolest. secondaria, nga@ﬁg@%mllmm no
6\)
iInsuff.epatica ?\0@66\5@

2) lIpercolesterolemia (faml‘y\@f(\%\gsr?bn) oppure dislipidemia mista
4) LDLc 2100 mgld&i@ﬁgﬁé%eﬁ di terapia alla dose massima tollerata
di statina (angda@ Q@?‘?g °) + ezetimibe 10 mg/die
° Intol[gg@ﬁza ﬁﬁegc’;:\tlne almeno 2 statine, 1 alla dose bassa e I’altra a qualsiasi dose
oppidte CK>x10



Esempio

\o\og\a‘
Risk reduction Arturo Alberto ‘0\3‘06
- 0.5% per -1 mg/d| 58 aa, HT, T2D, fumo 58 aa, HT, T2D , O "
Colesterolo LDL 100 CoIestqu{g\@\]\\&m'
RCV = 20% RC\eqe”z"bty@s\d
SO (A
"\ 5‘\(\\\
LDL=70 oed\)\' @ 27 LDL = 140
= W )
Atorvastatina 10 (-30%) OLDL =30 N\ © & o OLDL =60
ORCV = J8% o ARCV = 30%
%\0:%170 ot RCV = 14%
G\O?\ \(\3\9
P\?\GQO(@(i =50 LDL = 100
Ros/Ezet 20/10 (-50%) e  OtPL=50 ALDL = 100
G (G\a ORCV =25% dRCV = 50%
9’3‘( N© RCV = 15% RCV = 10%
LDL =25 LDL =50
OLDL =75 ALDL = 150
ORCV = 32% ORCV = 75%
RCV =13% RCV = 5%



Ipolipemizzanti «real life»

Soggetti trattati con ipolipemizzanti (%)

DM1 DM2 &O\og\a‘
\,a‘oe
&©
. na(\a PR\
- \\a\\ ‘\a\\o‘
. e\’a\ é\d\
500\ N\ @
0\\6 ‘\d\’\,a
NP 2
Y . e(e
\ S Q(\\\
O™ ¢
oo

d@béﬁi non trattati con ipolipemizzanti nonostante valori di colesterolo LDL =
0 mg/dl (%)
DM1 DM2

31,7
48,0
52,0
68,3

ANNAL/AMD 2018 m Trattati = Non trattati m Trattati = Non trattati

m Trattati = Non trattati
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e?
a0t o
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Altri dati «real life» éiiz;;aci

Pazienti CVD o DIAB

No Statine

m Bassa pot
Alta pot

N\
: QOG\\\
Ov

Aderenza (>290 gg/a) alla terapia con statine = 50%



TOSCA (2013-2017)

Metformin Metformin Owverall
plus pioglitazone plus sulfonylurea (n=3028) ‘\6‘
(n=1535) (n=1493) O\Og
Age (years) 62-4(6-4) 62.2 (6.5) 623 (6-5) . \06\'
Sex . 0\6
Men 909 (59%) 865 (58%) 1774 (59%) a d\ . \
Women 626 (41%) 628 (42%) 1254 (41%) \‘\a(\ NG \
: A\
BMI (kg/m?) 302 (4-4) 30-4 (4-5) 303 (4-5) s \\ . 6\\6
Cardiovascular risk factors \e\»a @6\
Smokers 281 (18%) 252 (17%) 533 (18%) (50 \\6
LDL chalesterol (mmol/L) 2-67(0-81) 2.66 (0-82) 2-67 (0-81) 1 O 2 m w . 6\6
HDL cholesterol (mmol/fL) 1-20(0-34) 1.20 (0-33) 1-20(0-34) \)\‘a a 6\
Triglycerides (mmol/L) 1-72 (1-04) 1.73(0-93) 173 (1-00) 066 . 6(6
Systolic blood pressure {(mm Hg) 134-3 (15-1) 1337 (14-2) 134-0 (14.7) \ ‘?} O(N
Diastolic blood pressure (mm Hg) 79-6 (8.7) 79-6 (8.1) & d\ 6
Microalbuminuria 321 (21%) 312 (21%) ﬁ ega 50% LD LC> 100 mg/dl
Diabetes characteristics \ \ Q( .
Duration of diabetes (years) 8-4(5-6) 8.5 (5-8) @6 i( 5% 43% nessuna terapla ! ! ! !
HbA,. (%) 7-67 (0-50) 7-69 ( 0-50)
HbA,. (mmaol/mol) 60-3 (5-4) G@s@ 6) 0(\(3 60-4 (5°5)
Previous cardiovascular history
Previous cardiovascular disease™ 18}' (12% @P\ %) 335 (11%)
Previous acute myocardial é ?(6%} 195 (63)
infarction e \
Previous stroke 6( Q@( 13 (1%) 41 (1%)
Previous acute coronary ?‘ﬁg 3%) 40 (3%) 79 (3%)
Carotid artery ﬂ@tis ti e( 14 (1%) 12 (1%) 26 (1%)
Coronal Euascularls.a. tlon 105 (7%) 101 (7%) 206 (7%)
ascular drugs
ﬂhypertensive drugs 1072 (70%) 1049 (70%) 2121 (70%) 5 7 %
Lipid-lowering drugs 888 (58%) 847 (57 %) 1735 (57%)
Antiplatelet drugs 644 (42%) 574 (38%) 1218 (40%)

Data are mean (SD) or n (%). *Some patients had more than one condition.

Table 1: Baseline characteristics
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Alterazioni lipidiche nel Diabete mellito tipo
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TRIGLYCERIDES AS A RISK FACTOR FOR CORONARY
HEART DISEASE
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Effetto del fenofibrato sugli eventi CV maggiori

nei pazienti dislipidemici .

)

. ‘06"
.\0\3

- Il trattamento con Fenofibrato e associato ad una riduzione del numerg Q{ee?er\(ci

) )
cardiovascolari maggiori* nel sottogruppo dei pazienti dislipidemé%@@\\%g‘@&(&mg/dl e HDL-C

S
<34 mg/dl) \\6502’;\6\\0@
T SO
18 - 31% RRR Oedxﬁisé@§statina (n=456)
\
18 1 17.32% $\6 6\6 : Simvastatina + Fenofibrato
14 4 (eg'b (n=485

% dieventi

?3( TG 2204 mg/ dL + HDL-C <34 mg/ dL
(n=941)

RRR: riduzione del rischio relativo
*Eventi CV maggiori definiti con morte CV, IMA non fatale, ictus non fatale (endpoint primario)

ACCORD Study Group. N Engl J Med 2010



The effect of fenofibrate treatment on cardiovascular disease risk in 9795 people with type
2 diabetes and various components of the metabolic syndrome: the FIELD study

\CS
‘09 O\0(3
 Nel pazienti con dislipidemia aterogena marcata (TG>200mg/dlae5®L< 40
negli U e <50 nelle D) la riduzione del rischio cardlova,&sg)&ﬂ%lrg\é\%tata del
27% (p< 0.005) &0®
O e
e NNT =23 (per ogni 23 pazienti trattatbgkwi@(,uﬁ evento CVD)

 Durante lo studio era poss@@@ggw‘h‘g%re una statina, se necessaria (19%
nel gruppo fenoflbrat%@@%fga@%?gruppo placebo, p<0.0001)

&
 Anche con agg}@ﬁigm? st?atlna Il Fenofibrato ha dimostrato di ridurre il
rlschlgé‘@él\qw‘ael paziente diabetico con dislipidemia aterogena

\ G‘
0\@"06\\ ?

FIELD Study Investigators, Diabetes Care 2009



Fibrates Control Risk Ratio Risk Ratio

. . Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
6.1.1 High triglycerides
FI b rat I e CVD ACCORD 2010 104 934 114 888 223% 0.87 [0.68, 1.11] ——r
BIP2005 28 234 44 225 0.2% 0.61 [0.40, 0.95] —_—
FIELD 2009 173 1295 210 1222 33.8% 0.78 [0.65, 0.94] - _250/
HHS 19922’:1 15 540 32 506 51% 0.44[0.24, 0.80] 0
VAHIT 2001 118 590 159 595 201% 0.75[0.61, 0.92] ——
Subtotal (95% Cl) 3593 3436 100.0% 0.75[0.65, 0.86] < .
Total events 438 559 . 0\
Heterogeneity: Tau®= 0.01; Chi*= 5.30, df= 4 (P= 0.26); F= 24% d\
Testfor overall effect: Z= 4.04 (P <0.0001) \6 PR\
6.1.2 Low HDL cholesterol \2 \\ ‘\\6\\0
ACCORD 2010 205 1824 223 1772 19.5% 0.88[0.75, 1.07), e\a 5\‘ 0
BIP 2005 % 120 798 144 818 13.5% 092 [0. ?6 6 — -16 A)
FIELD ZOUg:“ 379 2924 437 2896 35.0% %\6\\
HHS 1992 22 694 39 651 2.6%
LOCAT 1 99::1“’ 7 197 7 198 D.E% [0
VAHIT 2001 258 1264 330 1267 2 . 0.90] -
Subtotal (95% CI) 7701 7602 \‘6 77, 0.91] L3
Total events 1000 N
Heterogeneity: Tau®= 0.00; Chi*= 5. & 0. 37&\-%6
Testfor overall effect Z=4.12 (P.< Pgt
6.1.3 Both hlghtngw\:@ Iestercl
ACCORD 2010 ‘2?\ \‘? 456 18.1% 0.71 [0.52, 0.96] —
BIP 2005 O ?\ 36 162 8.4% 059[0.37, 0.94] e —
FIE 1 1044 173 970 35.8% 0.76[0.62,0.93] —
Q’g) 294 23 288 31% 034[0.15,075 +— 290/
P\ 2@ 113 590 159 595 34.6% 0.75[0.61,0.92] = - 0
N\ Sub 8% Cl) 2597 2471 100.0% 0.71[0.62,0.82] E:3
Qﬁl events 351 471
\‘3 \6 Heterogeneity: Tau®= 0.00; Chi*= 4.58, df= 4 (P = 0.33); P=13%
Q@(Ib \le G Test for overall effect. Z= 4.76 (P < 0.00001)
Q‘e (\Ge 6.1.4 Neither hiqy triglycerides nor low HDL cholesterol
. \\\]3 ? G( ACCORD 2010 42 492 53 548 12.7% 0.88[0.60, 1.30] —
06\ BIP 2005 % - 78 700 80 661 221% 092[0.69,1.23] ——
. @Q FIELD 2009 201 1720 209 1752 57.4% 098[0.82,1.17]
O\ HHS 19922 27 111 36 1161 7.8% 0.78[0.48, 1.28) nS
Subtotal (95% Cl) 4023 4123 100.0% 0.94 [0.82, 1.08]
Total events 348 378

Heterogeneity: Tau®= 0.00; Chi*=0.84, df= 3 (P=0.84); F=0%
Testfor overall eflect: Z=0.92 (P = 0.36)

L 1 I 1
r T T L} 1

0.2 0.5 1 2 S
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Acidi grassi OMEGA 3 poli-insaturi

> Ac.Eicosapentanoico Omeg%gﬁ‘?amlly

O

i A\Y
» Ac.Docosaesanoico @@ o a\\a\
i \
H G E\GB0=\/ " ", COOH
RIDUZIONE DELLE VLDL —‘ +  Alpha-linolenic
6\)\6 é%ﬁ\mega -3 F:} 4 oil
0 \‘e( . axseed ol
N\ T . i
| lipogenesi epatica attraverso la| della oWV §s° .+ Canolaoil
conversione enzimatica della Acetll %9@9 Y - Soybean oil
acidi grassi (FA) (\a\ HiC \/=\/=\/=\ ==\, COOH
1 B-ossidazione degli FAcoh n‘é% uente —C20:5 Omega-3: A EPA

riduzione della quagit'dj &A pon|b|I| per la
sintesi dei TG ;@ ce'
In|b|scoqg en?fml fosfatidato-fosfatasi
gh dla gllcerolo aciltransferasi (DGAT),
\7imi chiave della sintesi dei TG nel fegato |
Less thrombotic . Qily fish

1 attivita della LPL and inflammatory
metabolites

H;C v=v=v=v=v=v=V\CDOH
C22:6 Omega-3 pHA

* Fish oil capsules



Acidi Grassi Omega-3

Dietary supplementation with n-3 polyunsaturated fatty acids ar{sl}\’b
vitamin E after myocardial infarction: results of the axoe’\o

GISSI-Prevenzione trial THE LANCET + Vol 354 é)sm ust 7, 1999
GISS HPrevenzione Investigators * (Gruppo Italiano per lo Studio della S«“@%n q&&ﬁlhlarm miocardico)

All Two-way u@ﬁ.‘iﬁ 1\
(n=11 324) n-3 W Q\E‘,Ountrnl Relative risk

6@&5551-35 (n=5668) (95% CI)

Main endpoints

Death, non-fatal Ml, and non-fatal stroke \ﬁ] \QG‘IE (12-6%) 785 (13-9%) 0-90 (0-82-0-99)

Cardiovascular death, non-fatal Ml, and non-fatal stroke k g&]d AT (9-T%) 608 (M0D-B8%) 0-89 [0-80-1-01)

Secondary analyses \O

All fatal events ?\6 \@Cﬁ\i’ [9-09%) 472 (8-3%) 545 [9-8%) 0-86 (0-76-0-97)

Cardiovascular deaths G\O \(\ 639 (5-6%) 297 [5-1%) 348 [6-2%) 0-B3 (0-71-0-97)
Cardiac death GO 0(\% 520 (4-8%) 228 (4-0%) 292 (5-2%) 0-78 (0-65-0-92)
Coronary death P\@ . O(\G 479 (4-2%) 214 (3-8%) 265 (4-T%) 0-80 [(0-67-0-98)
Sudden death \“ (‘5\ 286 (2-5%) 122 (2-2%) 164 [2-9%) 0-74 (0-58-0-93)

Other deaths 66 378 (3-3%) 181 (3-2%) 197 (3-5%) 0-91 (0-74-1-11)

Mon-fatal I:.Eirdlﬂu'ﬂi.m_q@@.'en 578 [5-1%) 287 (5-1%) 291 [(5-1%) 0-98 (0-83-1-15)

Other an.ahrs G\IV

CHD d g}g{-ﬂgal hAl o049 (B-0%) 424 [7-5%) 485 [8-8%) 0-87 (0-76-0-99)

F‘atql\ I'Iﬂrl -fatal stroke 178 (1-8%) 98 (1-7%) a0 (1-4%) 1-21 (0-91-1-63)

A\

L'assunzione di un grammo al giorno di w-3 migliora significativamente la prognosi dei pazienti
reduci da infarto;

il beneficio consiste in una riduzione relativa del 15% di reinfarto e ictus;



323 Did ned meet inclusion critaria g\@
> 10 Declined 1o parn:-pab{()
1795 Had athec

13 765 Patients included in run-in

1 5(‘;\~:de~:1

il n'la Elucose
in g\

ORIGIN n-3 fatty acids
eligibility 1627 Excluded:
v

i other reasons

| \j‘a%ﬁ? @\ nadherant in run-in

@ Withdrew consent

95 Had other reasons

°
38 Encluded by | ( %P\ (Gg 37 Excluded by
health authorit] \& o\ Q hiealth authorities
\U‘ \(\‘3
)
6220 Had known o at (\G 6208 Had known outcome status
61 Did not hi'li'E &\ 47 Did not have final outcome status
14 With 18 Withdrew consent
3-3 Dl%ﬁ& éqﬁ-znt to extension 20 Did not give consent to extension
6 Iluw -up 9 Were lost to follow-up
Oc;.\’i\\‘a ‘ |
O‘\OQ 6281 Were included in the

analysis

6255 Were included in the
analysis

Median falkow-ug;
.2 yoars

The ORIGIN Trial Investigators. N Engl J Med 2012;367:309-318.




Table 3. Changes in Key Risk Factors.* O\og\""
A=C
‘a\)v
n—-3 Fatty Acids Placebo 6\0\
Risk Factor (N =6281) (N =62,3@<§"> 2P Value
Blood H 02 g8
ood pressure (mm \
Systolic —4_3?i22.§),®fo\\\ awg‘lf}g“ 5225 0.75
o) 2
- - ! 5 e _
Diastolic eg&gggé%(\\\ 4.96+13.1 0.91
Heart rate (beats/min) o L3@l2.3 0.25+12.2 0.13
O . Ob
Cholesterol (mg/dl) G\O?‘G‘\(\’&\G S
OV
Total P\?\QO (\eo(\g ~15.7+1.0 ~14.6+1.0 0.17
\O
Low-densi \“: qQ ﬂ%tein -11.8+0.8 -12.4+0.8 0.44
338 paP
i den@ly lipoprotein -0.10.3 -0.2+0.3 0.78
| ag@’fz(\g@@&y pop B -

SWiglyketides (m —-23.5+3. —-9.0+3. <0.

Qo“ﬁ?lgi e&tid g/dl 23.5+3.0 9.0+3.0 0.001
00

* Plus—minus values are means +SD for blood pressure and heart rate and means
+SE for cholesterol and triglycerides.

The ORIGIN Trial Investigators. N Engl J Med 2012;367:309-318.



Influence of the n-3 fatty acid regimen on mortality

Ty
. ‘oé‘o\og\
66\0\6
NN o
6\3’{2‘\%@6\@\\
SO AN
0\\2‘ ‘\6\\6
Cardiovascular mortality $\eged\(;\\e(3ﬁ“-ﬂﬂu5e mortality
S
M n-3 Fatl:\r acids l Placehn \O ?‘O ege‘d M n-3 Fatty acids ™ Placebo
e
l \g\(\ 15.1 15.4
% - .
06\\"

O®HR (95% Cl): 0.98 (0.87-1.10) HR (95% Ci): 0.98 (0.89-1.07)

The ORIGIN Trial Investigators. N Engl J Med 2012;367:309-318.



ORIGIN Omega-3
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n \Og
Conclusione 50°°°
\
o (\?\a"\‘
. b\\a é\d\\'a

Non hanno ridotto I'end-point primario (mortalita @
« AW

: T T A\ _ |
Non hanno influenzato mgmﬁcaﬂvamen@gt@ aritl cardiovascolari
maggiori ne la mortalita da tutte I&@\y%%\%d\

Hanno determinato una rl\g@z@g@fsiﬁmﬁcatwa dei trigliceridi, senza
influenzare nessu\rgp\@ktmcﬁ@m%etro (LDL, HDL, HbAlc, glucosio, PA)
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Effects of n—3 Fatty Acid Supplements
in Diabetes Mellitus

2
The ASCEND Study Collaborative Group* 660\

A NeNCa
N ENGL ) MED 379;16 NEJM.ORG OCTOBER 18, 1{}5@\ 6\\6
S0 oo \{%
20 &

' Among patients with diabetes WlthQ@tS“&Md%nce of CVD disease,
Y. there was no significant differ ﬂ‘fhe risk of serious vascular

_events between those V\(B@W@ﬁé assigned to receive 1g of n—3
3 fatty acid supplemgmag@ﬁ‘\%ind those who were assigned to

" receive placeg@&"
A Q‘GQ( (\Ge\‘e

Testror Irenﬂag’%ss }rea?s X =U.LL (P=U.b4Y) 0.6 0.8 1.0 1.2 1.4 1.6
O\QQ - -

Fatty Acids Better  Placebo Better




JAMA Cardiology | Original Investigation

Associations of Omega-3 Fatty Acid Supplement Use With
Cardiovascular Disease Risks

\O
) . . . oo
Meta-analysis of 10 Trials Involving 77 917 Individuals 0‘\’3‘\36\0
Mo. of Events (%) (\?ad\
Source Treatment Control Rate Ratios (Cl) @\ﬁﬁnt 6@%&?&[
Nonfatal myocardial infarction 6 0
Open 285 (1.9) 316(2.1) 0.90(0.73-1. 18\\0 6\\6\ .
Blind 836 (3.5) 839 (3.5) 0. 99%@)"@%}{6 —I—
All 1121 (2.9) 1155 (3.0) Y8 \') ﬂm
O&Q_ A g%ﬁ\

CONCLUSIONS AND RELEVANCE This my q}ﬁ? demonstrated that nmega-3 fatty acids
had no significant association w@cﬁtal(m\?mnfatal coronary heart disease or any major

vascular events. It pm!.ru{@mﬁ g@pfmrl for current recommendations for the use of such
supplements in peg&ﬁ@%gthﬁ%mtnry of coronary heart disease.

Open QQ(GQ?(\GG 512(3.4)  598(4.0)  0.85(0.72-0.99) —a—
cl;.g{m\‘ °° 2573(10.7) 2590(10.8)  0.99 (0.91-1.07) s §
VeV Al 3085(7.9) 3188(8.2)  0.96(0.80-1.01) <
P=.12 ;
05 1.0 2.0
Rate Ratio

JAMA Cordiod. 2018;3(3)-225-234 .



Cardiovascular Risk Reduction with Icosapent Ethyl

for Hypertriglyceridemia
"D
Deepak L. Bhatt, M.D., M.P.H., P. Gabriel Steg, M.D., Michael Miller, M.D., Eliot A. Brinton, ,@\OQ
Terry A. Jacobson, M.D., Steven B. Ketchum, Ph.D., Ralph T. Doyle, Jr., B.A., Rebecca A. ¥, Ph.D.,
Lixia Jiao, Ph.D., Craig Granowitz, M.D., Ph.D., Jean-Claude Tardif, M.D., and Chriat@&\%a&{xﬁt}*ne, M.D.,
for the REDUCE-IT Investigators* ‘ ,{.a\’\'a ‘d\\‘a\\
\& S\

- [cosapent ethyl is a highly purified and stable EPA etm‘égﬁgm\’ﬁ% has been shown
to lower triglyceride levels M (e ?

. \60‘650.{\\‘ . S
- |cosapent ethyl may have antunflamr% @@Z@@ﬁbmdatlve, plague-stabilizing, and

membrane-stabilizing properti\%%\e}o NS
- Eligible patients had a @@cm gr«'ﬁ\‘?\(c\eride level of 150 to 499 mg/dl and a low-
density IipoproteirgéL‘bb\uesﬁ\% esterol level of 41 to 100 mg/dl, and had been

receiving z@mbl%qdﬁs\g of a statin for at least 4 weeks
\

o ‘Thggﬁéﬁgmg\/f/ere enrolled mostly on the basis of secondary prevention (71%), and
Giffhost 60% had diabetes.

M ENGL) MED 380;1 NEJM.ORG JANUARY 3, 2019
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Cumulative Incidence of Cardiovascular Events

Qe
A Primary End Point o O\°
1005 30 Primary efficagptomposite
Hazard ratio, 0.75 {95% CI, 0.68—0. 33} -
90 P<0.001 959, end g@\o gardlovascular
30 704 Placebo -+~ \"f}atal myocardial

70- Y\ %tofa\‘ctton nonfatal stroke,

e \\‘e@ coronary revascularization,

G )\
O$\ 6\60 tmmeatalhlA AnAIAA

It is not known whether the Ia@@h@@? t from n-3 fatty acids in previous
trials may be attributa é%toctfi@tﬁw dose or to the low ratio of EPA to
docosahexaenog,&aoﬁ@(@tfﬁk

Both the fog\mt’a‘}gttaon?a highly purified and stable EPA ethyl ester) and dose
totaclsota’ﬂyoose of 4 g) used in REDUCE-IT were different from those In
5¥8Vious outcome trials of n-3 fatty acids.

60 104

an Event (%)
B

M ENGL ] MED SED:'I NEJM.ORG JANUARY 3, 2019
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Pressione arteriosa ideale

O
O
. 0%
Standard di cura AMD-SID 2018: 66\0\6
Tutti i pazienti <140/90 mmHg  (I/A) @
e\ @é\d\
G - \d\\a\a
— 35 UKPDS
g o /
§ 25 ACCORD ADVANCE
So @ ‘ @ g0®
W e NAE ABLD
% 10 -
5
2
3(6 ;
° 110 Q‘?z% {\(36\l 70 75 80 85 90
(N2 T ol
0\3906 Achieved SBP (mmHg) Achieved DBP (mmHg)

Frontoni S, NMCD 2014



BP and diabetes real world

. . ‘\6‘

La PA viene misurata be\o\og
. O\
Soggetti con almeno una misurazione della pressione arteriosa (%) 2 6\0
DM1 DM2 \‘\3(\ ‘ 0"\’\
A\
-\ 6\\6
10,8 9,8 5 ‘\e,\'a A\
SO™ A\
A\ q;\d\\‘a
NP o2
S N
&
o

... ma il target viene raggiunto ?

Soggetti con pressione arteriosa < 140/90 mmHg

©)

89,2
, O Zso
= No = Si @PEL (5\0(\ = No =Si

DM1 DM2
2% 0\’
‘a(a\ \‘e(e 27,8
Q(GQ ('\GG
‘,\"\\]9 ?e(
Q05\ 52,3
0@
72,2

= =140/90 = <140/90 = =2140/90 = <140/90

ANNAL/AMD—S/D 2018 Sul torale dei monitorati nell’anno 2016, il 72.2% dei soggertti con DM1 ¢ il 52.3% con DM2

mostra valori pressori a target sia per la pressione arteriosa sistolica che diastolica.

47,7




BP and diabetes real world

‘\6
o9
xO"
Andamento per 6 classi della pressione arteriosa diastolica (%) 0‘\6‘06
A
100 86.3 ° (\3 . A\Y
« e 10-13% ‘ \@\?&,@\\a'\
60 Oc;\ev\‘? @5\
40 \66 \'a\\a
20 55 60 o 7.1 11,9 \66\ 66\6\
" Bl sy ; i m— 0,1 03 02 04 o Oed\)\\‘e(e
=80 81-85 86-89 90-100 101-109 =110 ‘\ . 60‘
= DM1 = DM2 ()O$‘ d\
. N O %P\“‘Q(eg‘a
Il target di PAD e OK 6 52 _ | S
g‘ A ento per 7 classi della pressione arteriosa sistolica (%)
\
O
S 69,2
P ot 25-46%
N\ S 60 0
D e( 49,3
\Q 6 \6\‘ 50
6(3 e(e 40 30,4
QQ . e\l 30 18,3
Q( N\ 20 : —
ST eet ¢ |
O\@Q <130 131-135 136-139 140-150 151-160 161-199 =200
= DM1 = DM2

ANNALIAMD-SID 2018

Il target di PAS 11!




BP and diabetes real world

Soggetti non trattati con antiipertensivi nonostante valori pressori = 140/90 Soggetti con valori pressori = 140/90 mmHg nonostante il tra\@@\@o con anti-
mmHg (%) ipertensivi (%)

DM1 DM2 DM1 . ‘03}5

49,3 50.7

= Trattati = Non trattati = <140/90 = 2140/90 = <140/90 = 2140/90

.. ACEIi/AT2i a tutti Oc,\ (\g\v@\

Soggetti non trattati con ACE- m|bllorl/Sana@%ﬁostags\pg\esenza di micro/

macroalbuminuria (%)
DM1

(’5‘6 e@\

6,4 Ge\‘
“ ‘

93,6 ANNAL/AMD‘S/D 2018

w Trattati = Non trattati = Trattati = Non trattati




Aderenza

Tabella 4.3.4. Numero di pazienti trattati con farmaci antiipertensivi aderenti al . ‘oe
trattamento [numeratore], sul totale dei pazienti trattati con antiipertensivi . 0\‘a
[denominatore]. a d\
2015 2014 2013 \‘\6(\ \‘\6‘\
N = 5.803.222 N = 5.642.654 N = 5.492.285 . \\:a . \la
% Var. % % Var. % % Var. % . \"a '\6\
TOTALE 58,1 18 57,0 2,8 55,4 / G\G @5
Area geografica 60 \‘\a
Nord 58,1 2,4 56,8 1, \\\9 . \\\‘6
sud_ ssan] o3 557 . Initial thera 2 P e low ik erace Tl tauaton
Genere VIO w Dual combinati?:}re'ﬂ\? Aé%@ARB + CCB or diuretic (svstolil:qBP qlsoz-nF:-an), orin
Maschio ~ 5 58,8 2, o RN very old (=80 years) or frailer patients
Femmina 1,9 55,5 3, \ S e\
Classi di eta O& 6\ 6 l
<45 «f 34,8 0,7 34,6 4, Q N\
46-65 53,1 1,0 52,5 2, NS %2/‘ i i i
66-75 62,9 1,9 61,8 2, 1 ‘Tr@ Smbination ‘ ACEi or ARB + CCB + diuretic
>75 63,1 2,1 61,8 2, \— \
Pregresso tratta mento§ @ \e
Nuovi trattati 24,3 5,1 25,7 gg\() . \(\6 i
Gia in trattamento 62,7 2,0 61,4 1\ (\g
Comorbidita o > N . Step3 Resistant hypertension
Senza pregresso evento CV o ~. (\Q . Trlp!e combination + Add spi lact 25-50 d Consider referral to a specialist centre
diabete 55,7 1,8 @?Xg \0 Pills spironolactone or spironolactone ( mg o.d.) for further investigation
con recresso evento OV o (5 other drug _ or other diuretic, alpha-blocker or beta-blocker.
on  preg 69,5 166 68,4l ,
diabete A (Wa ¢
TOTALE senza occ@smnall 51,5&9\Q,9 e‘(e W‘B 2, Beta-blockers g
GQ . eﬂ Consider beta-blockers at any treatment step, when there is a specific ~
Q‘ (\G indication for their use, e.g. heart failure, angina, post-Mi, atrial fibrillation, E
. \“\\]6 e( or younger women with, or planning, pregnancy E
\ 1% :

Figure 4 Core drug treatment strategy for uncomplicated hypertension. The core algorithm is also appropriate for most patients with
HMOD, cerebrovascular disease, diabetes, or PAD. ACEi = angiotensin-converting enzyme inhibitor; ARB = angiotensin receptor blocker; CCB =
calcium channel blocker; HMOD = hypertension-mediated organ damage; M| = myocardial infarction; o.d. = omni die (every day); PAD = peripheral
artery disease.

OSMED 2015 ESC/ESH Guidelines 2018
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Which Features of Smoki
Mortality

Smokers With Diabetes?
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The harms of smoking and benefits of smoking cessation

in women compared with men with type 2 diabetes: an

\O*
observational analysis of the ADVANCE (0
PR\
Quitting smoking less than 10 years ago versus never smoking ,&a\‘\’é“v \\6'\\
QOutcome Men (HR, 95% CI, p) ”\GWO R, 95% CI, p)
Major cardiovascular 1.16 0.91-1.48 0.24 %\QUD 64 — 1.66 0.90
All cardiovascular 1.21 1.02-143 0.0 1.14-197 0.0035
—All cause morfality 100 1
Major coronary 1.03 0. T4 — 1 ﬁﬁ 2.26 1.32-3.86  0.0028
Major cerebrovascular 1.10 0.75 < pé) 0.33 0.10-1.04  0.058
Nephropathy 1.22 %\%ﬂl D 29 1.19 0.60—-2.33 0.62
All cancer 1. BE ~\O \$ 57 0.0002 1.91 1.19-306 00072
G < o \\o

Quitting smoking over 10 ersus never smoking
QOutcome A\,&d A\a\‘ Men (HR, 95% CI, p) Women (HR, 95% CI, p)
Major cardiuvasg@éf’ o 1.10 0.91-1.32 0.34 0.76 0.50-1.15 0.19
All cardlnvg@&ﬁ b \C 1.15 1.01-1.30 0.037 0.95 0.75-122 0.70
All causemorta ty 1.24 1.03—1.51 0.026 1.03 0.69 —1.52 0.90
Mﬁ]ﬁémmnaw 1.24 0.98 — 1.56 0.068 1.04 0.61-1.77 0.89
Major cerebrovascular 0.92 0.68—-1.25 0.60 0.69 0.36 - 1.30 0.25
Nephropathy 1.18 0.89 - 1.55 0.25 1.29 0.74-225 0.38
All cancer 1.67 1.31-2.13 <0.0001 1.22 0.80—1.85 0.36

Blomster JI, et al. BMJ Open 2016



Fumo e diabete e

_ . . N
anni dalla cessazione del fumo rlspett(%@céﬁg@”a SMesso

<10 anni, ma il rischio non si ridug@\aﬁgﬁo di chi non ha
mai fumato M@ e
L . P og? .
La riduzione del rlschgl)@ediﬁee;r?éfe dal numero di sigarette
fumate e dagli ape @l fifho.
. . N a0t . .
Il rischio dl,&gwﬂ@h?é scende poco in coloro che hanno fumato piu
di 20 Q@a‘?@gﬂe‘eal giorno, anche se hanno smesso da piu di 10 anni.
a2 ot © - .- : I
Vanfafizzato 'importanza dell'interruzione del fumo il pid
0\

precocemente possibile

OV
\
Il rischio di mortalita si riduce significativam‘e\@t@\ﬁ@bo >10
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Cardiovascular Effects of Intensive Lifestyle

Intervention in Type 2 Diabetes

The Look AHEAD Research Group¥*
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No. at Risk
Control
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100

80

20-| Hazard ratio, 0.95 (95% Cl, 0.80—1.09)
P—0.51

6\0\6 ControI‘ A

-

(3 .
« Intervention

0 2 4 6 3 10

0 T T T 1
0 4 6 8 10
Years
2575 2296 2156 2019 688
2570 2326 2192 2049 505

5,145 OW T2D
Stopped for futility after 9.6 yrs

N Engl ] Med 2013;369:145-54.

Figure 2. Cumulative Hazard Curves for the Primary Composite End Point.

Shown are Kaplan—Meier estimates of the cumulative proportion of pa-
tients with a primary event. The primary outcome was a composite of
death from cardiovascular causes, nonfatal myocardial infarction, nonfatal
stroke, or hospitalization for angina. The numbers below the graph are the
numbers of patients at risk in each study group at years 2, 4, 6, and 8 and
at 10.4 years, when the last observed event occurred. The inset shows the

same data on an expanded y axis.




Primary care-led weight management for remission of type 2
diabetes (DIiRECT): an open-label, cluster-randomised trial

A B \og\(a
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Lancet 2018; 391: 541-51



Durability of a primary care-led weight-management
intervention for remission of type 2 diabetes: 2-year results

of the DIRECT open-label, cluster-randomised tri
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Health effects of dietary risks in 195 countries,
1990-2017

NCD. mortality

Deaths per 100000 population
B <105
[ 105 to <142

Deaths

[0 142 to <189
1 189to <249
[ 249to0 <313
[ 313 to <397

Lancet 2019: 393: 1958-72



Quali elementi della dieta sono i maggiori

: H T \0(3\6
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Health effects of dietary risks in 195 countries,

1990-2017

Deaths

Optimal level of intake

DALYSs

Number of deaths at the global level attributable to diet

125 g (100-150) per day _
250 g (200—300) per day ﬁ
219 (16-25) per day ‘

?

360 g (290—430) per day

Diet high in sodium

Diet low inwhole grains

Diet low in fruits

Diet low in nuts and seeds
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Diet low in seafood omega-3 fatty acids 250 mg (200—-300) per day
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?\omw
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O
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Q(Gg
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T (@
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g e(
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T T
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I
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Age-standardised proportions of DALYs attributable
to individual dietary risks
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Nutrienti in Italia

S
Cut-offs Ttaly (n=2831) 209 )

Mean Median (P25 P?g]d\%adh
\\:3\ 6\\9&\0

Foods to increase ’&’3‘
Fruit, g/day >200 R (\\\@\? 275)  40%
Vegetables, g/day =200 %399 \\‘g{m (138; 300) 53%
Legumes. g/day @\oﬁ\ BE 0 0.0:24)  19%

Nuts and seeds, g/day \Oﬁ\?\g\Q‘e 0.5 0.0 (0.0:0.00 1%
Dairy products, g!da}ro Q g\o@%m 129 116 (8.0: 20) 8%
Fish, g}'dEl}' WP?\ S \0(\6 =21 44.6% 6.5 (0.0; 77) 42%

Foods to @gﬁ%@@
Rg@&] \p,aa‘cessed meat, g/day <71 84 77 (39.2;119) 51%
‘ R\ Ehe%se g/day <21 53¢ 472  (16.2;76) 28%
o Sweet beverages®, ml/day <71 47.5% 0.0 (0.0 65) T16%
Alcohol (ethanol), g/day <10 82 0. (0.0;13.7) 67%

Mertens E et al. European Journal of Nutrition (2019) 58:1475-1493



Nuts and T2D Nurses’ Health (NHS&HPFS)

e\
\® X
CVD Incidence \oe\ga\zard ratio (95% CI)
Total nut consumption (servings/day) Tree nut consumption (servings/day) Total CVD incidence . 0\6
1
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(1] - .
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=] - .
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Liu G et al. Circ Res 2019




Nuts and CVD - PREDIMED trial

A  Primary End Point (acute myocardial infarction, stroke, or death from

cardiovascular causes)

Med diet, EVOO: hazard ratio, 0.69 (95% CI, 0.53—-0.91)
Med diet, nuts: hazard ratio, 0.72 (95% Cl, 0.54—0.95)
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Mechanism Underlying The Beneficial Effects
Of Nut Consumption For Individuals With Diabetes Mellitsis

A2
O\
. . . A\
Nut consumption may improve glycemic Cor\t\g@g@gimd
pressure, lipid metabolism, |nflammatlcg@@oa;fw@éndothehal
. \} A
dysfunction. 3026250

. O N . .

These beneficial effects ca&b@g}&\?@ast partially explained
by the unique nutritionad@g@mposition of nuts, including:

y q Qs 9

unsaturated fattx@(g’g,@ S

ﬁber’ @ 6\3 6(6\0

vitam| 2(( f as vitamin E and folate),

‘,{\\]’& el

O\,()gmvieﬁ‘nera?s (such as calcium, potassium, and magnesium),

phytochemicals (such as flavonoids and phytosterols)



QUINDI.......

1)
2)

3)
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‘oe\o\og\a
Abbassare “energicamente” il colesterolo k@tétatme
+ezetimibe, +fenofibrato, +PCSK9)_¢ \\\‘@\\ &
Controllare la PA sistolica (co&@ﬁmﬁa
associazione) \*‘Ot\gz‘ =%
MNT: 1 dose di fgq@%?aﬁ%suo/dle 125 g di cereali
|ntegrallld®@9me&80g verdura/die
Con&g Geg;,(d%f peso (perche facilita il controllo della

og,«gzllc@f’ﬁla)

Smettere di fumare
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