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Factors influencing diab complications
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Which Features of Smoking Determine

Mortality Risk in Former Cigarette
Smokers With Diabetes?

Chi smette quando torna

DOSE-RISPOSTA al rischio normale'-’ \og\"”

’ \
= 0\
O
Q
-c 0.0001
GJ 438
(%]
5
(O
(@]
<
u ik a e
Never 1.9 1049  20-29 I+ Currant Novse 53 e B 35 fatem
P a— o . I Years since quitting !
= D R\~ Circulatory deaths
© 4 6 6 6\0 4
3 gl el *
o 250N
eQ eV
o 3 Q( ‘6 . s.002 15
> , \‘ ‘GNGQG 0.0001 o il 3 0.002
S %\\-\ (\0 - o 0.0001 0.0001
8 . Q \\ sl 1 a5 216 1
E 0\6 ‘Id?
-]
O 1
=
@)

Never 1.4 1.]15 20-20 jo¢ Current Never
smoker smoker

Never 1§ 1049 2029 304 Current

smoker smoker

Years of smoking Cigarsttes smokediday Years since quitting

smoker

Anni N°® di sigarette Chaturvedi N, Diab Care 1997



Pressione arteriosa ideale
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Standard di cura 2018: ‘ \06\0\
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BP and diabetes real world

La PA viene misurata

Soggetti con almeno una misurazione della pressione arteriosa (%)

DM1 DM2
10,8 9,8
89,2 90,2
=No =Sj =No =Sj

... ma il target viene raggiunto ?

Soggetti con pressione arteriosa < 140/90 mmHg
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® >140/90 = <140/90
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Sul totale dei monitorati nell’anno 2016, il 72.2% dei soggetti con DMI1 e il 52.3% con DM2
mostra valori pressori a target sia per la pressione arteriosa sistolica che diastolica.

= 2140/90 = <140/90
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Il target di PAD e OK

Andamento per 7 classi della pressione arteriosa sistolica (%)
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BP and diabetes real world

NON trattati MAL trattati \O
Qo®

Soggetti non trattati con antiipertensivi nonostante valori pressori = 140/90 Soggetti con valori pressori = 140/90 mmHg nonostante |Ié@é€nto con anti-
mmHg (%) ipertensivi (%)
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Soggetti non trattati con @Q&ltorlﬁa?\@nonostame la presenza di micro/
macroalbuminuria (/ (
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Aderenza !l!

Tabella 4.3.4. Numero di pazienti trattati con farmaci antiipertensivi aderenti al ‘a‘
trattamento [numeratore], sul totale dei pazienti trattati con antiipertensivi
[denominatore].

6‘0 4 2015 2014 2013 6\0\6' \\

N =5.803.222 N = 5.642.654 N =5.492.285 8
% Var. % % Var. % % Var. % A 6(\6 . 6\\_6\\
TOTALE 58,1 1,8 57,0 2,8 55,4 / \:a\\ 6\
Area geografica ‘a\ . ‘a
Nord 58,1 2,4 56,8 1, \e\. . \6\\
g:;tm gg’j 2’55 :g’g -99 1 Initial th OO ‘\6 Consider monotherapy in
, -0, , ) ’ nitia erapy low risk grade 1 hypertension
Genere L Dual combination \*a':' or Aéﬂa B or diuretic (systolic BP <150mmHg), or in
Maschio 59,9 18 58,8 2, \‘e very old (=80 years) or frailer patients
Femmina 56,6 1,9 55,5 3, d\) G(\ i
Classi di eta 3 (5\ 6
<45 34,8 0,7 34,6 4, OSt
46-65 53,1 10 52,5 2, 1Pl P‘\'T”P o ACEi or ARB + CCB + diuretic
66-75 62,9 1,9 61,8 2, P\ ﬁ\°€
>75 63,1 2,1 61,8 2, %\
Pregresso trattamento§ AQP\ a\e l
Nuovi trattati 24,3 5,1 25,7 %{ PR\ Step 3
Gia in trattamento 62,7 2,0 61,4 g . L i i
— ‘\\ . Triple combination + Res[stant hypertensmn Consider referral to a specialist centre
Comorbidita \>\ Pills spironolactone or Add spironolactone (25-50 mg o.d.) for further investigation
Senza pregresso evento CV o 0 OS\ other drug or other diuretic, alpha-blocker or beta-blocker
) 55,7 54,7 \

diabete (6
C.on pregresso evento CV o 695 a(@e \a& it 2,
diabete o0 Beta-blockers o
TOTALE senza occasionali® opLs oﬂw 60,3 2, Consider beta-blockers at any treatment step, when there is a specific R

- AR \"o AY e\]v : : : B indication for their use, e.g. heart failure, angina, post-MI, atrial fibrillation, E

%\\\ (‘\0 or younger women with, or planning, pregnancy S

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; 0.d. = omni die (every day); PAD = peripheral
artery disease.

OSMED 2015 ESC/ESH Guidelines 2018
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Standard italiani per la cura del 6\0\6‘ 6"\\
diabete mellito 2018 PR
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Tabella 5.A1 Obiettivi terapeutici per il trattamento della |@I‘i}§i egﬁg?n pazienti con diabete
Colesterolo LDL <100 mg/dI \\ eC g é'? q mg/dl in pazienti con pregressi
ﬁPSP\ Q(e eventi CV o fattori di rischio multipli
Colesterolo non HDL @‘{;’ﬁ) Ay < 100 mg/dL per pazienti con
2 pﬁo(\e 0‘\g pregressi eventi CV o fattori di
(a\ad o&° rischio multipli
Trigliceridi 9(9966(6\6 < 150 mg/dL
05\\\\‘ (<\°e\‘
O\QQ QG

Obiettivo (soglia) implica che esista una concentrazione
di LDLc safe?



-1.0 mM LDL: diabete vs no diabete

Major vascular event Events (%)
and prior diabetes Treatment Control RR (C1) N
\o®

Mai XO

ajor coronary event . . 6\()6
Diabetes 776 (8-3%) 979 (10-5%) - 078 (0-69-0-87) 6\0\ ) 6'\\
No diabetes 2561 (7-2%) 3441 (9-6%) 077 (0.73-0-81) . 6(\0 ] d\s\@\\
Any major coronary event 3337 (7-4%) 4420 (9-8%) <b 0-77 (0-74-0-80) _ \\"a\\ ‘@?\
Test for heterogeneity within subgroup: x* =0-1; p=0-8 I O\e\» 0 \\_6\\

- S0V g% -40 mg/dI = -20%
Coronary revascularisation \\@
Diabetes 491 (5-2%) 627 (6-7%) - é % (0 ‘% (-0.5% / mg)
No diabetes 2129 (6-0%) 2807 (7-9%) ev \-:)%g(o 72-0-81)
Any coronary revascularisation 2620 (5-8%) 3434 (7-6% )P‘\/ <1> eop 0.76 (0-73-0-80)
Test for heterogeneity within subgroup: x* =0-1; p=0-8 &P\ e\ Q
\S

Stroke QP\ \(\6 .
Diabetes 407 (4 ﬁ‘$0 @‘1\% _.'_ 0-79 (0-67-0-93)
No diabetes D @QZ %%\O 1116 (3-2%) ‘ 0-84 (0-76-0-93)
Any stroke (9 Q%)ﬁ%%) 1617 (3.7%) <> 0-83 (0-77-0-88)
Test for heterogenmt)r wﬁ&&&g r@@l =0-8; p=0-4 :
Majorvasu:ldﬁ nt < (\oe i

a@ °° 1465 (156%) 1782 (192%) L 079 (072-0-86)
No diabetes 4889 (13.7%) 6212 (17-4%) - 079 (0.76-0-82)
Any major vascular event 6354 (14-1%) 7994 (17-8%) ¢ 0-79 (0-77-0-81)
Test for heterogeneity within subgroup: y* =0-0; p=0-9 |

| | |
- RR(99%Cl) 05 10 15
<> RR(95% () Treatment better Control better CTT 2008




.... Sia in prev primaria che secondaria

Events (%) D
Major vascular events Treatment Control RR (CI) O\Og\
: \

Diabetes with vascular disease: ! &\Oe

Coronary heart disease 755 (29-6%) 898 (34-9%) —I-— 0-82 (0 ?3—{@90 \\6\\

Other vascular disease 166 (17-6%) 193 (21-9%) Ih S— &5 1 0 \\_(5

Subtotal 921(263%) 1091 (31-6%) < \&

Diabetes without vascular disease: i C,OO % \\'6

. ™ a

Hypertension 420 (10-0%) 499 (12-1%) %ﬁ (e 0-75 (0-61-0-92)

No hypertension 124 (7-3%) 192 (112 A@&an .G{\\‘ 0-69 (0-55-0-86)

Subtotal 544 (9-2%) 6%1@ ,a} d’ﬁ%ﬁ 073 (0-66-0-82)

All diabetes 1465 (15 é‘}pﬁ 173{@ % 0.79 (0-74-0-84) 0

\e ° ¢ -20%
2

No diabetes with vascular disease: O@ g\(\

Coronary heart disease Og\?é(@}zl% 4587 (24-8%) H 079 (0-75-0-83)

Othervascular dlsease 2 (12-2%) 438 (15-4%) —h— 0-81(0-70-0-94)

Subtotal 6 3931(18-5%) 5025 (23-5%) 0 0-79 (0-76-0-82)

GQ e\ i
%Qﬁtg or @s&@ar disease: !
Q@ﬁ% @a(oﬁ\ 598 (7-9%) 704(93%) ~ —l— 0-80(0-68-0.93)

0\e No h%ertensmn 360 (5-3%) 483 (7-1%) li— 0-74 (0-62-0-89)

Subtotal 958 (6:7%) 1187 (83%) <> 0.78 (0-71-0-85)

All without diabetes 4889 (13.7%) 6212 (17-4%) é 0-79 (0-76-0-81)

[ |I I |
- RR(99% ) 0.5 1.0 1.5
<> RR(95%Cl) Treatment better Control better CTT 2008




... a prescindere dalle comorbidita

Events (%) Test for heterogenity

Groups Treatment Control RR(CI) ortrend
Type of diabetes:
Type 1 diabetes 147 (20-5%) 196 (26-2%) —a— 079 (0-62-1.01) ¥2,=0-0; p=1-0 \
Type 2 diabetes 1318 (15.2%) 1586 (18:5%) = 079 (0-72-0-87) ()‘\6
Sex: d\
Men 1082 (17-2%) 1332 (21-4%) = 078 (0-71-0-86) % \ \
Women 383 (12.4%) 450 (14-6%) . 0-81(0-67-0-97) ‘(\‘3\“ 7 6\
Age (years): @
=65 701 (131%) 898 (17-1%) ' 3 77 (068 \\5
>65 764 (18-9%) 884 (21-8%) B 6@3992 6\\@‘ p=05
Currently treated hypertension:
Yes 1030 (16:3%) 1196 (19-1%) ‘ -0 91) )
No 435(14.2%) 586 (193%) d& (\\d (b63-085) X270l
Body-mass index:
<25.0 276 (15:7%) 4@ 078 (0-64-0-95)
225.0-<30-0 639 (15-9%) P§M 9. 8% 0-77 (0-68-0-88) ?=0-5;p=0-5
2300 532 (15, 0-82(071-0-95)
Systolic blood pressure (mm Hg): &
<160 %3?} %\(\‘a 276 (19-1%) B 076 (0-69-0-85) 1303
=160 &O 472 505 (19-2%) - 0-83 (0-71-0-96)
Diastolic blood pressure (mm Hg):
<90 d@ 0(\1176 (165%) 1417 (19-8%) B 0-81(073-0-89) 17 p=02
>90 6\_@ 6(5 288 (12:9%) 364 (17-1%) - 073 (0-61-0-87) e
Smoking status: a \‘
Current sm QQ e \ 266 (17-5%) 347 (22-5%) —— 078 (0-64-0-96) 2 _0.0: =0

é el 1199 (15.2%) 1435 (185%) —1 079 (0.72-087) X=0-0:p=09

?éiated GF{\@ﬁmll 73m?):

<6O 415 (20-6%) 477 (24-0%) —-— 0-83 (0-71-0-97)
260%90 816 (15:5%) 961 (18-4%) ' B 0-81(0.72-0-91) ¥,=2:9; p=0-09
=90 194 (12-5%) 286 (187%) —m— 0-65 (0-50-0-84)
Predicted risk of major vascular event (peryear):
<4-5% 474 (8-4%) 631 (11-2%) EE 0-74 (0-64-0-85)
24.5-<8.0% 472 (232%) 540 (27-3%) —m— 0-80 (0-66-0-96) Y=1:8; p=022
>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)
Global test for heterogeneity within subtotals: * ;=13-9: p=0-4 D-IS I 1.0 I 1|-5
—l- RR(99%Cl) Treatment better Control better

<> RR(95%Cl)

-20%

CTT 2008



... @ dal valore basale

"D
\O\UQ
Events (%) 0%
Groups Treatment  Control RR (CI) 6\1@:} pgtend
- AN d\”\?ff‘{{
Total cholesterol (mmol/L): | | ; \\'a\\, SN
<52 422(136%) 492 (15:0%) @\eﬁ%&m\@]
>52-<6.5 778(158%)  O5G (10-6%) S n%a?b 4092)  y2=0.0;p=09
>6.5 261196%)  323Q50%) NPl %79 (0.66-0.95)
e .
LDL cholesterol (mmol/L): \ © ga
<35 (135 mg/dI) 694 (139%) 3¢C 079 (0-66-0.92)
»3-L <A CO1(1 @1} ?%@1 %} I 0-82(073-0-93) | y¥*=00;p=1-0
>4-5 (170 mg/dl) P~ mﬂ(\g\‘he 30-5%) —— 0-78 (0-63-0-96)
R | |
Global test for heter{;%&&%ﬁ@fb\sumﬂtals X',=56:p=08 ng 1.0 1.5
—.— RR 6\6 Treatment better Control better
&”46
i
0‘\6\" \)“’

CTT 2008



Occorre convinzione, i mezzi non mancano
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Funziona fino a 30 mg/dl !

O
A Diabetes A Diabetes G\O\
3071 —— Evolocumab
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—— Placebo
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%/-1 mg/dI
(-0.3% g
— \Q L2 9 = HR 0-83 (95% C1 0-75-0-93); p=0-0008
i Absolute risk reduction 2-7% (95% C10.7-4-8)
05 \) G‘\ T T T 1
6 0 180 360 540 720 900 1080
G N@X of patients
T T T T T T 1 \ > Placebo 5516 5284 5071 4616 3020 1468 335
‘>\\/ eg‘ Evolocumab 5515 5309 5119 4727 3048 1457 340
B Mo diabetes " (
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E 6\0 B 104 ~

3 \CA : T

2 ‘(6 \\| 2 84 A

2 o \2

2 2 6 P

3 ot E?le‘e 7o =

Ay A — = ) e
) 0 24 % HR 0-87 (95% Cl 0-75-0-96); p=0-0052
(\ Absolute risk reduction 1-6% (95% Cl 0-1-3-2)
‘;)‘\ of 60% (95% CI 60-61); p<0-0001 0 180 360 540 730 900 1080
: Days
T T T T T T T T ' ! Number of patients.
36 48 60 72 84 96 08 120 132 144 Placebo 8264 7998 7763 7320 4817 2407 555
Weeks Evolocumab 8269 8049 7831 7410 4974 2479 545

Sabatine MS, Lancet Diab Endocrinol 2017



Esempio

Risk reduction Arturo Alberto \09®
-0.5% per -1 mg/dl 58 aa, HT, T2D, fumo 58 aa, HT, T2D_ \e\°
Colesterolo LDL 100 Colesterolg I@P%QQZ\\
RCV = 20% RCV %g(i%@é\d\\
d\e\a ‘\6\\6
_ 00 O
LDL =70 _a® e(eabe = 140
= \& N —
Atorvastatina 10 (-30%) OLDL 309 oV & & OLDL = 60
ORC\(}@PB 20 dRCV = 30%
ROV E 1796 RCV = 14%
»\0?@(' N
s ,\Oﬂeot L =50 LDL = 100
< - _
Ros/Ezet 2040 £50%) OO0 ALDL = 100
QQ(G 5 (© ORCV = 25% JRCV = 50%
N "qc® RCV = 15% RCV = 10%
LDL = 25 LDL = 50
OLDL =75 ALDL = 150
ORCV =32% ARCV = 75%
RCV = 13% RCV = 5%



Un plauso alla Nota 13 (2014)

[0  Rischio basso Target: a giudizio clinico RS
_ . _ . . e WO
[Rusk score per CVD fatalea 10aa _ % (=1.0%)] Terapia: Modifica stile di vita \O
1 Rischio medio Target: LDL < 130 p;g@‘L i 2%\6\\
[Risk score per CVD fatalea 1022 % (11 -39%)] Terapia I livello: Modifica Stlle’s éI imva-, prava-,
di vita per almeno 6 111&:51:I *a \ ova-, atorva-statina
0 Rischio moderato &gﬁ)&\[ 1&{6@% 15 mg/d
[Risk score per CVD fatalea 10aa _ % (4.0 - 4.9 %)] }( \?111‘@(@)131; a-, fluva-, lova-, atorva-statina
— S <
1 Rischio alto \ G \ Target: LDL < 100 mg/dL
X N ,00, (NB Iniziare subito terapia se non a target)
(] [Risk score per CVD fatalea 10aa 5% < =“ 1 é\ Q' Terapia I livello: Terapia II livello:
[] Ipertensione severa @P\ (\a\e Simva-, prava-. fluva-, lova-, Rosuvastatina,
[ Diabete mellito senza fattori di nﬁc&\g e x@(& atorva-statina (*) Ezetimibe + statina
d’ organo d@ . 0(\6 (*) Preferenzialmente atorvastatina se necessaria riduzione di LDL > 50 %
O Rischio 1110% Qﬁo \16\ Target: LDL <70 mgfclL {rlduzmne di almeno 50%)
[&4@ ?e" ? 10%)] U Stroke ischemico Terapia I livello: Terapia II livello:
Wl arica (CHD) [l Pregresso infarto
at1e rifenche  [] Bypass
'0\6 m PEN i i p““ sias Atorva-, prava-, fluva-, lova-, - .
. . e -~ L s Ezetimibe + statine
[l Diabete mellite con =1 fattore di mschio CV efo danno simva-statina (**)
d’organo (es. microalbuminuna) |
ek 1) Rosuvastatina nei pazienti in cui ¢ sia stata evidenza di effetti collaterali severi nei primi 6 mesi di terapia con altre statine
(*4) P P p
2) Nei pazienti con SCA o sottoposti a rivascolarizzazione percutanea € indicata atorvastatina a dosaggio elevato (> 40 mg)

NB: 1) Il nischio cardiovascolare (secondo ESC-SCORE) va calcolato solo per 1 pazienti senza evidenza di malattia
2) La rimborsabilita si intende estesa, in prevenzione primaria, fino agli 80 anni. Oltre tale eta. invece, non esistono evidenze sufficienti a




PCSK9 Rimborsabilita

@
\OG\O\OQ
1) Prevenzione secondaria = CAD, CVD, PAD, DM, l\)l\@ C{Qg@b\wm
N
s 2 ()
2) Eta=218/<80aa 600\6\ \d\\e‘\\
NG 60

3) Ipercolesterolemia (familiare e(g@éi@gﬁbure dislipidemia mista
4) LDLc = 100 mg/dI dopgﬁﬁ’r\gsﬁﬁl terapia alla dose massima

0 \Q\
tollerata di statm@fa%mﬁe 0 mg°) + ezetimibe 10 mg/die
Q@Q@(ie\a
‘5\\\\‘6( (\Ge\‘e

° Iﬁicﬁleranza alle statine = almeno 2 statine, 1 alla dose bassa e l'altra a
qualsiasi dose oppure CK>x10



Ipolipemizzanti «real life»

Soggetti trattati con ipolipemizzanti (%) X .
DM1 DM2 ’\O\Og\a
. 0‘06
. 0\ A\
30,4 2 6\ . \‘\6'
. 6(\ . 6\\6
43,6 \3\\ SN
, SACNG)
; e\a . 6\\a
co® é@\\
69,6 > f’%-\\‘a e‘,’b@ e
’ S 111 tatj li i ti tant lori di colesterolo LDL =
1;3% Q/;l ra E{\CQ ipolipemizzanti nonostante valori di colesterolo
e G O\ Bv1 DM2
= Trattati = Non trattati m Trattati = Non trattati \/\ ga
P:‘ ag! Q(G
Y e S
0?\6 . g‘\(\6 31,7
2 P \© e
@9 &9
\CASRN L
(Q’Q (6\6
'\]39 e\le 68,3
N O |
.00 el
()\’bQ %
= Trattati = Non trattati = Trattati = Non trattati

ANNALI AMD 2018



Altri dati «real life»

/ Luso PaZienti CVD (o) DIAB
d

ei Farmaci |
. inltalia

No Statine
M Bassa pot
Alta pot

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



TOSCA (2013-2017)

Metformin Metformin Overall
plus pioglitazone plus sulfonylurea (n=3028)
(n=1535) (n=1493)
Age (years) 62.4(6-4) 62.2 (6:5) 62.3 (6-5)
Sex
Men 909 (59%) 865 (58%) 1774 (59%)
Women 626 (41%) 628 (42%) 1254 (41%)
BMI (kg/m’) 302 (4-4) 30-4 (4-5) 303 (4-5)
Cardiovascular risk factors
Smokers 281 (18%) 252 (17%) 533 (18%) o e\@
LDL cholesteral (mmol/L) 2.67(0-81) 2.66 (0-82) 2670081 102 mg/dl OO\ \
HDL cholesterol (mmol/L) 1.20 (0-34) 1.20 (0-33) 1-20(0-34) \\a6 a %
Triglycerides (mmol/L) 1.72 (1-04) 1.73(0-93) 1-73 (1-00) \a 6 . e(e
Systolic blood pressure (mm Hg) 134.3(151) 1337 (142) 1340 (147) d\) 0(\\‘
Diastolic blood pressure (mm Hg) 796 (87) 796 (8.1) 79-6 (8.4) Ce d\ %
Microalbuminuria 321 (21%) 312 (21%) 633 (ﬁs\)’\ G g@
Diabetes characteristics P\ Q( 6
Duration of diabetes (years) 8.4(5-6) 8.5 & %
HbA, (%) 7-67 (0-50) ? 69 éP\ @X )
HbA,, (mmol/mol) 603 (54) & ) O(\ 60 -4(55)
Previous cardiovascular history e
Previous cardiovascular disease® % SO\ 335 (11%)
Previous acute myocardial Z@ \‘e( 86 (6%) 195 (6%)
infarction Q
Previous stroke (e e"e%@) 13 (1%) 41 (1%)
Prewc:us acut syndr \l 39 (3%) 40 (3%) 79(3%)
Car vasc 14 (1%) 12 (1%) 26 (1%)
QI)‘ artery glarlsatlon 105 (7%) 101 (7%) 206 (7%)
se of cardiovascular drugs
Antihypertensive drugs 1072 (70%) 1049 (70%) 2121 (70%)
Lipid-lowering drugs 888 (58%) 847 (57%) 1735(57%) 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

-
\OG\O\OQ
O %

50% LDLc>100 mg/dlI
43% nessuna terapia !1!!



Fibrati e CVD

o o i o X Fibrates Control Risk Ratio Risk Ratio
Distribuzione dei pazienti per classe di farmaco ipolipemizzante (%) Study or Subgroup__ Events_Total Events Total Weight M.H, Random, 95%CI M.H, Random, 95%CI
6.1.1 Hightriglycerides *
100 933 914 ACCORD 2010 104 934 114 888 22.9% 0.87 [0.68,1.11] — \Og\
BIP 2005, B B4 M4 205 02% 0,61 [0.40,0.95) — \0
80 FIELD 2009 173 1295 210 1222 338% 0.78 [0.65,0.94] . *‘OG
o HHS 19927 15 540 32 506 54% 0.44 [0.24,0.80] —0‘6 W
VAHIT 2001 118 500 158 505 28.1% 0.75[0.61,0.92
Subtotal (95% C)) 3593 3436 100.0% 0.75 [[u 65, n% 6\ ‘g\\aés%
40 Tota events 438 550 AN 6\\,
20 112 Heterogeneity: Tau™= 0.01; Chi*= 5.30, df= 4 (P = 0.26); "= 24% \:a\\
21 5,4 5 79 4,7 Tes! for overall effect Z= 4.04 (P < 0.0001) \a\ \\‘a
0 ) ) ) o 6.1.2 Low HDL cholesterol \e q\@
statine Fibrati Omega-3 Ezetimibe ACCORD 2010 205 1824 2 2 195%5\ 89[0.75,1.07] -
= DM1 = DM2 BIP 20052 129 Ou4d b 092(0.74,1.14) —
FIELD 2009, \35 ssa@ 3/0%  086(076,09) *
HHS 1992 694 51 26% 053(0.32, 0.88) —
Locmaa? d\) gg‘\ 198 06% 1,01 [0.36, 2.81) —
VAHIT, @ 330 1267 28.8% 0.78 (0.8, 0.90) - 16(y
Su ot ssscu 70 7602 100.0% 0.84[0.77,0.91] = (o}
»‘ ale 1000 1180
P\ % : Tau?= 0.00; Chi*= 5,38, of = 5 (P= 0.37); *= 7%
P‘$ o rall eflect Z= 4.12 (P <0.0001)
O@e g\(\‘a 6.1.3 Both high tfrighscerides and low HOL cholesterol
$ ACCORD%MO” 60 485 80 456 18.1% 0.71 [0.52, 0.96) ==
P\ BIP 2005 4 184 36 162 84% 059 [0.37,0.94) —_—
6 \O FIELD 2009 141 1044 173 970 35.8% 0.76[0.62, 0.93) -+
\_6 (‘5 HHs 1992 8 204 23 288 3% 034[015,075 +——
6‘(6 \le VAHIT 2001 118 590 159 595 34.6% 0.75(0.61,0.92 -+ 0
GQ \o Subtotal (95% C) 2507 2471 1000%  0.71[0.562,082] -29%
Q( (© Total events 31 an
. ‘\‘3 . e\] Heterogeneity: Tau®= 0.00; Chi*= 4.58, df= 4 (P = 0.33); *= 13%
%\\\ (\0 Tes! for overall effect: Z= 4.76 (P <0.00001)
‘\aQO ? e( 6.1.4 Neither hiqil triglycerides nor low HDL cholesterol
0 ACCORD 2010 42 432 53 580 127% 0.88 [0.50,1.30) —
BlpznnsﬂM 78 700 80 661 221% 092(0.69,1.23) ——
FIELD 2009 201 1720 209 1752 67.4% 098(0.82,1.17)
HHS 19922 7111 36 161 7.8% 0.78[0.48,1.28) %
Subtotal (95% C)) 4023 4123 1000% 0.94[0.82, 1.08] ns
Total events 348 378
Heterogeneily. Tau?= 0.00; Chi*= 0.84, df= 3 (P = 0.84), *= 0%
Test for overall eflect Z=10.92 (P = 0.36)
0.2 05 1 2 5

Favours fibrales Favours control

Lee M, Atherosclerosis 2011



A1C (%)

ACCORD EYE

Progression of Diabetic Retinopathy (2 3 ETDRS steps)

Intensive glucose FENOFIBRATE
“1 | | | . © AN 9 | |
e ™ e s @)?3’ z%\g«\% m e
P e
@ (‘5\0(\
6(6 a\le
(GQ (6\

RR 2 e RR

0,67 (0%9-0.57)

p<0.003

0.60 (0.42-0.87)
p<0.006

ars
616 600 597 598
647 628 617 610

521  Standard
553  Intensive

RR
1.23 (0.84-1.79)
p=0.29

N Engl J Med 2010



Fenofibrate and microV compl

A Minor amputations ‘\a‘
2] === Placebo Fenofibrate Placebo HR&@@ pvalue
== Fenofibrate (n=4395} (n=4900} \()G\’
~ n (%) n (%) (\)'\6 . "\
g
% First amputation® d\ '\6‘\
% 1 HR 0-54 (95% C10:34-0-85); p=0-007 Minor 28(0-6%) &2 (1]%6(\6 X \. 0.54 (0-34-0-85) 0-007
g Major 24(05%) 2\’(@‘7 ‘ o\ 0.93(0-53-1.62) 079
Minor, without large-vessel disease 18 {D‘-{é\ 4 (‘0&"5\\6 — 0-53(0-30-0-94) 0-027
Major or miner, with large-vessel diseas o) A ) —f—-—— 0-81(0-52-128) 037
0 ' ' ' ' ' ' Any amputation \\0 45 %9@ 0 (1-4%) —11 0-64(0-44-094) 0-02
N”mbefaf;(i'éﬁ 4900 4858 4799 4736 4655 2618 870 \'6 a . \‘e(
Fenofibrate 4895 4859 4795 4727 4633 2625 883 Multiple events g@é‘r . 50‘\
All am t@ng’ 2 6\ 73 117 —— 0-63(0-40-0-97) 004
" P\\’ s ‘eg l T 1
N &\ Q 02 05 1 2

Favours Favours

e . ‘-\a\e fenofibrate placebo
o

C s All retinopathy P$O
2 e . :
" Q@Q@;@\'&\‘ 2-step progression of retinopathy grade,
P é\\\\l’d (\Ge\‘m_wwmJ_ macular oedema, or laser treatments
A < 9 (95% C1 0-56-0-84) p=0-0002

9\3 M A 5 e s HR 0.66 (0.47-0.94; p=0.022)

Years after randomisation

Placebo 4900 4784 4674 4559 4485 2524 837
Fenofibrate 4895 4797 4706 4626 4515 2540 845

Mean lipid concentrations differed, but by no more than 0.2 mmol/L

Rajamani K, Lancet 2009
Keech AC, Lancet 2007



Weight vs nutrition
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Weight loss ? LOOKAHEAD

Cardiovascular Eftects of Intensive Lifestyle
Intervention in Type 2 Diabetes

The Look AHEAD Research Group*

N Engl ] Med 2013;369:145-54.
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Main effect, 4 (95% Cl, -5 to -3)
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&0 el ’
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Ge vie) 0 T T T ]
6@; 0 2 4 6 8 10
P(Gg * 20.| Hazard ratio, 0.95 (95% Cl, 0.80-1.09)
P=0.51
0 T T T
0 2 4 6 8 10
Years
No. at Risk
Control 2575 2425 2296 2156 2019 688
Intervention 2570 2447 2326 2192 2049 505

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.




GBD 2017 Diet Collaborators

NCD mortality

Deaths per 100000 population
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GBD 2017 Diet Collaborators

Deaths

Optimal level of intake

DALYs

Number of deaths at the global level attributable to diet

125 g (100-150) per day -
250 g (200-300) per day ﬁ
21g(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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iet low in seafood omega-3 fatty acids

\
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N
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N\ e
@@Mﬁﬁg®§
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Lancet 2019; 393: 1958-72
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East Asia \O\O

B DALYs
Global
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B Low fruit @ Lowwholegrains [ High processed meat @ Low omega-3 I High sodium
BN Low vegetables [ Low nutsandseeds [ High sugar-sweetened beverages EH Low PUFA
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Lancet 2019; 393: 1958-72



Nuts and T2D Nurses’ Health (NHS&HPFS)

12,005 female

4,211 .pval
6\0\10@1 )

CVD Incidence . 6(\6 .\d\’\a\

Tree nut consumption (servings/day) A% O\\\ /.'-\C'S
12 \e\a . \\‘a Hazard ratio (95% CT)
600 R incidence
: ’b\\o e 5\ S Tree nuts e 0.80(0.70.0.92)
(23

Peanuts = 0.98 (0.86, 1.13)
Cﬂ CHD incidence

\ Tree nuts =i 0.77 (0.65, 0.90)

Total nut consumption (servings/day)

0.8

'

HR (95% CI) of CVD Incidence
HR (95% CI) of CVD Incidence

0.6
067 point estimate of HR Point e \}(H@ ga . B b 08 (4508 115
e 95% C 5o Ss\ (e eanuts .98 (0.84, 1.15)
0.4 & Stroke incidence
QP\ .a Tree nuts b 0.89 (0.68, 1.18)
CVD Mor @ 9\(\ Peanuts —4— 0.98 (0.74, 1.30)
Total nut consumption (servings/day) ee nut consumption (servings/day)
12 2 6 ‘5\0 CVD mortality
(6\‘ \l ( Tree nuts e 0.61 (0.49, 0.76)
6 Peanuts — - 0.86 (0.70, 1.05)

0.8 Cancer mortality

HR (95% Cl) of CVD Mortality
HR (95% CI) of CVD Mortality

Tree nuts = 0.73 (0.60, 0.90)
? Peanuts s 0.87 (0.70, 1.07)

6 — Point estimate of HR Point estimate ;f HR All-cause mortality
- 05% Cl - 0.4 95% Cl - Tree nuts b 0.67 (0.60, 0.74)
Peanuts - 0.80 (0.72, 0.90)

Figure 2. Associations between total and tree nut consumption and cardiovascular disease (CVD) incidence and CVD mortality. Hazard ratios (HR) T T
were adjusted for age (continuous), diabetes mellitus duration (years), sex (men or women), white (yes/no), body mass index (BMI) at diabetes mellitus 0.5 1 1.5
diagnosis (<23.0, 23.0-24.9, 25.0-29.9, 30.0-34.9, 235.0 kg/m?), physical activity (<3.0, 3.0-8.9, 9.0-17.9, 18.0-26.9, 227.0 metabolic equivalent (MET)-hours/ .

wk), smoking status (never, past, current 1-14 cigarettes/d, current 215 cigarettes/d), alcohol consumption (0, 0.1-4.9, 5.0-14.9, 215.0 g/d), family history of MI Hazard ratio (95% CI)
or cancer (yes/no), current aspirin use (yes/no), presence of hypertension (yes/no), use of lipid-lowering medication (yes/no), diabetes mellitus medication use
(insulin, oral medication, or others), and intake of total energy, red or processed meat, fruits, and vegetables (all in quartiles). All P for nonlinearity were <0.001.

Liu G, Circ Res 2019



Nuts and CVD — PREDIMED trial

Type 2 diabetes — no. (%) F** 1282 (50.4) 1143 (46.6) 1189 (48.5) |
Food 6@\a
Mediterranean diet \0\
Recommended X\ 7
A Primary End Point (acute myocardial infarction, stroke, or death from Olive oil* 6\0\ L z4 %&p/day
cardiovascular causes) Tree nuts and peanutsy

Med diet, EVOO: hazard ratio, 0.69 (95% Cl, 0.53-0.91)
Med diet, nuts: hazard ratio, 0.72 (95% CI, 0.54-0.95)

6(\3 6‘\d‘\’\a\\géer\ﬂngs/"wk

o 0.07
0ol 0.06- Low-fat diet (control
o 081 0.05- Menduttisiet‘
£ 07 /
g - 0.04 \G
°
2 7 oo L
g 057 YA
g o 256
B 044 0024 & A
=
E o3 o0
Y 02
' 0.00~ .
0.1 0 5
_ -n@‘a
0.0 Q(U\’\he é |
\\\\\é ‘\Oe
o2 e((
S
Cortrol diet 2450 2268 2020 1583 1268 946

Med diet, EVOO 2543 2486 2320 1987 1687 1310
Med diet, nuts 2454 2343 2093 1657 1389 1031

Estruch R, N Engl J Med 2018



Il mio punto di vista

1)
2)

3)

4)

\’506
Controllare la PA sistolica (con la ;\)ghp‘ll%ﬁ)
Abbassare “energicamente” goeé? st@rolo LDL
(+ezetimibe, +Fenof|braﬁtp,a§|;|3@f5?i(9)
MNT: 1 dose di frqmtaegcgﬁscm/dle 125 g di
cereali inte @aﬁj@b@ 400g verdura/die
Contrqy@ "peso (perché facilita il controllo

QQH%\ gli‘%emla)

&)@0‘5 &ﬁettere di fumare






Rene Sale e proteine

Figure 2. Single-Variable Multinomial Logit Models Adjusted With Known Confounders
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Da Qing Diabetes Prevention Study:

Diet, exercise, or diet plus
exercise for 6 yrs in IGTs

- Dietary intervention aimed to

increase vegetable intake and reduce

alcohol and sugar intake, if overweight

were encouraged to loose W

- Exercise intervention aimed t§

increase leisure-time physg@ ? {Q,\O
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Figure 2: Kaplan-Meier plots of c incidence of diab
disease deaths (D), and all-cause mortality (E) during the 30-year follow-up

Gong Q, Lancet Diab Endocrinol 2019

(A), cardiovascular disease events (B), composite microvascular disease (C), cardiovascular
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