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Vascular outcomes in people with vs. without DM
at baseline, based on analyses of 530 083 patients.
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0‘\’5}9(95% Cl)

Number HR (95% CI)
of cases

\
3 6‘

. AN
Coronary heart disease® 26 505 [ 2 64 (54-71)
Coronary death 11556 : 41 (24-54)
Non-fatal myocardial infarction 14 741 ° 37 (19-51)

Stroke subtypes*
Ischaemic stroke \ & X 2.27 (1.95-2.65) I (0-20)
Haemorrhagic stroke ) éL-i 1.56 (1.19-2.05) 0 (0-26)
Unclassified stroke 1.84 (1.59-2.13) 33 (12-48)

1.73 (1 51-1.98) 0 (0-26)

Emerging Risk Factors Collaboration.
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V. Prevenzione e gestione delle complicanze del diabete

STANDARD ITALIANI
PER LA CURA DEL
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Un intervento intensivo e multifattoriale teso all utl:m'nzzazlonegggqb\ ori di rischio car-

diovascolare mediante modificazioni dello stile di vita a\éﬁ}?«ea& a\ip'a farmacologica deve

essere implementato in tutti | pazienti con diabete. Oed et A
S o

La scelta el farmaco antidiabetico influbc@?u oPlita ed eventi cardiovascolari nei soggetti
che hanno gia avuto un evento. Wn,x'@?}mnglitazone, SGLT2 inibitori e GLP1-RA agonisti

hanno evidenze a favore "‘ﬂ‘ ) ggﬁﬁ% IB
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ndental;(;,émﬂrr@mﬁndola ogni 30 minuti, pud aiutare a prevenire il diabete, migliorarne il
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V. Prevenzione e gestione delle complicanze del diabete

A. MALATTIA CARDIOVASCOLARE

1. Valutazione del rischio cardiovascolare glnbal

2. Iperglicemia e a@
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9 6\\65 6\6\\6

3. Dislipidemia e suo tnr::ttr:u'rlEngagsa\6 @?

G‘\ STANDARD ITALIANI
PER LA CURA DEL

4. Ipertensione artermsgc&%b@‘f’rattamentn DAGETE MELLTO

Q(
5. Abolizione d {cﬁf;‘r@ \e%\

6. Farmacg&hthﬁﬁgregantl piastrinici
(GQa(a \‘G(G
ﬁlng e trattamento della malattia cardiovascolare
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O Differenze di genere nella malattia cardiovascolare

- Sistema Socio Sanitario

Regione
§Centro Regionale Diabete Lombardia
onaee?  Centro Studi Aterosclerosi ASST Bergamo Ovest




Misure di intervento non farmacologico e farmacologico
per la prevenzione primaria e secondaria degli eventi
cardiovascolari nei pazienti con diabete tipo 2

AGENDA

R4
° . Vé o e ° \
>Introdu.2|or.|e. perchfe vale la pe.na di mpegnarsggg{{éé\@
> Strategie di prevenzione: un primo confron @06&\1\4@%

t
. . . \(2
> Focus on: stile di vita N o

- Sistema Socio Sanitario

Regione
§Centro Regionale Diabete Lombardia

onaee?  Centro Studi Aterosclerosi ASST Bergamo Ovest




ORIGINAL ARTICLE

Cardiovascular Effects of Intensive Lifestyle 008

Intervention in Type 2 Diabetes 6\0\6‘3
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The Look AHEAD Research Group* (& A\
o\

N = 5145 overweight or obese patients wﬁ]gé@%a%\c\\
(history of CVD: nearly 14%) Oed‘)& \\,eﬁe
Intervention Group: intensive I|§§s%§ia%mf’ervent|on that promoted

weight loss through decr @éél c.gxl@‘rlc intake and increased physical
activity V\\O (\g\
Control Groug p}‘é Qg\dfgbetes support and education
Primary gd‘ﬁ:qu@ a composite of death from CV causes,
“@;ais%t MP nonfatal stroke, or hospitalization for angina.

F?al was stopped early on the basis of a futility analysis
when the median follow-up was 9.6 years.
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Main effect, -4 (95% CI, -5 to -3) |n e
P<0.001 , ; e P

C Waist Circumference

114

Estimated Mean (%)

. Estimated Mean (cm)
:

Main effect, 3.2 (95% Cl, -3.9 to—2.4) : Main effect, -0.22 (95% CI, -0.28 t0-0.16)
P<0.001 : P<0.001
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Look AHEAD:

cumulative Hazard Curves for the Primary Composite End Point (MACE).
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Mo. at Risk
Control 2575 2425 2296 2156
Intervention 2570 2447 2326 2192
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Morbidity and mortality after lifestyle intervention for

people with impaired glucose tolerance: 30-year results of
the Da Qing Diabetes Prevention Outcome Study
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HR 0-61 (95% Cl 0-45-0-83)
p=0-0015

| | T
12 18 24

Follow-up (years)

Mumber at risk
Control 138 48 34 23
Intervention 438 250 192 136

Lancet Diabetes Endocrinol  SIOSNIS SR CI: Sl

2019: 7: 452-61 pegigne.
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CVD events CVD deaths

HR 074 (95% (1 0-55-0-92) HR 0-67 (95% C10-48-0.94)
p=0-0060 p=0-022

Curmulative incidence (%)
Cumulative incidence (%)

PR\
n\\'a(\ds. o\\\a'\ :
T IE e\ 8 24
» ' 60 |@@p (vears)

Follow-up (years)
138 ,&\\a 6\6\ 117 100 81
o 368 330 283

126 109 79
4
394 331 265 é\)\-

G
All cause mortality \t%mposne microvascular disease

HR 0.74(95% C1 0-61-0-89) HR 0-65 (95% C10-45-0.95)
p-0-0015 . ( p-0-025
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Cumulative inddence (%)
Cumulative incidence (%)

1
30 12 18 24

Follow-up (years) Number at risk
Control 138 132 114 91 68
Intervention 438 402 336 315 248

Follow-up (years)
Mumber at risk
Control 138 133 117 100 81 63
Intervention 438 402 368 330 283 230
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The NEW ENGLAN D
JOURNAL o MEDICINE

ESTABLISHED IN 1812 APRIL 4, 2013 VOL. 368 NO. 14 \
S

Primary Prevention of Cardiovascular Dise s‘ileo,\fo
with a Mediterranean Diet ;a\\a\\af\\d\\a\\a'\
506\?1@\3@6
N = 7447 persons were enrolled (age range, \S)é%egé)@ars);
57% were women; nearly 50% with TZQemd%Gw@e at high CV risk,
but with no CVD at enrollment, to@?é?g@aﬁjiets:

- a Mediterranean diet sup@\gﬁ’?r%(gé\?wnh extra-virgin olive oil,

- a Mediterranean digb?\)?@\g{ﬁ\ﬁ\(\ented with mixed nuts,
O,

- a control diet (@d\?i%\ge@ reduce dietary fat).
On the ba(%gaﬁt%ge\%sults of an interim analysis, the trial was stopped
afteg@w?@@ljéﬁ follow-up of 4.8 years.

G\QQO

Estruch R. et Al; - Sistema Socio Sanitario
for the PREDIMED Study Investigators. Regione
% Centro Regionale Diabete N Engl J Med 2013;368:1279-90. Lombardia
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Primary Prevention of Cardiovascular Disease
with a Mediterranean Diet

ge

Primary End Point ,\0\0

(AMI, stroke, or death from CV causes) Total mortallty @

0.06- Control diet 0.074
0.06-

0.05+ Med diet, nuts
o~ 0.054

0.04
Med di Ewasg e <
ed diet, 0
6935

0.02- %\ oS0
0.01-

0.04-

0.03-

0.00

0

Med d@@@@ <ﬁazard ratio, 0.70 Med diet, EVOO: hazard ratio, 0.81
L gx\ﬁ% 3-0.91); P=0.009 (95% Cl, 0.63-1.05); P=0.11
QO hed ?eef nuts: hazard ratio, 0.70 Med diet, nuts: hazard ratio, 0.95
o (95% Cl, 0.53-0.94); P=0.02 (95% CI, 0.73-1.23); P=0.68

Estruch R. et Al, , o
. - Sistema Socio Sanitario
for the PREDIMED Study Investigators. * Regione
/2 Centro Regionale Diabete N EnglJ Med 2013;368:1279-90. Lombardia
Tonse= & Centro Studi Aterosclerosi DOI: 10.1056/NEJM0a1200303 ASST Bergamo Ovest




Primary Prevention of Cardiovascular Disease
with a Mediterranean Diet

Combined Control
Mediterranean Diets ~ Diet
no. of participants with primary end-point
event ftotal no. of participants

Sex
Male 107/2178 64;9@\ [ C © 0.69 (0.51-0.94)
Female 72/2819 O %({Bﬁd{%g’b : 0.73 (0.50-1.07)

\PEN
Age P ’6\86
<J0yr 0(\9\(\ 47/1504 0.73 (0.52-1.05)
62/946 0.71 (0.51-0.98)

582572 40/1261 0.67 (045-1.01)
121/2425 69/1189 0.7 (0.53-0.96)

Estruch R. et Al, , o
. - Sistema Socio Sanitario
for the PREDIMED Study Investigators. $ Regione
/2 Centro Regionale Diabete N EnglJ Med 2013;368:1279-90. Lombardia
Tonse= & Centro Studi Aterosclerosi DOI: 10.1056/NEJM0a1200303 ASST Bergamo Ovest




- rrutrients Iﬁi@

Article

Impact of a Mediterranean Dietary Pattern and Its
Components on Cardiovascular Risk Factors, Gluc
Control, and Body Weight in People with Typs« 0%‘03

Diabetes: A Real-Life Study

\\'3(\ \\9\

Cardiovascular risk factors profile by rMED B}' ‘h

the higher the score, the Iow%f-’r?e\g@
rMED Scp\Youps©

Low (Score 0-6) &ﬁé‘;—m} High{E-cum'll—'lﬂ]- p-Value for Trend

o

in=834) DIQQ =705)

BMI (kg/m?) 306+ JL.S Q\\/U 44 3N0+42° 0.020
HbAlc (%) 6-(1 (\0\ E? +0.49 7.63 + 048" 0,038
LDL cholesterol (mg/ dL) + 3@3&\ 101.8 + 30.8 1015 +31.2* 0.035

HDL cholesterol (mg/dL) 4%?3’2\ 458+ 114 468 +124" 0.032
@'& qei 2+ 7HE

Trighycerides (mg/dL) 1502 + 739 1467 £ 710" 0.040
Systolic blood pressuBy 1353 £ 149 1335+ 144 1333+ 237" 0.045
Diastolic blood g] 807 £ 87 79.3 £ 84 786+ 85" <0.0001
C- !'E‘-H.Eﬂ'b-%ﬂa {n% L) 379+ AT 323+ 47 312+ 48" 0.029

(ﬁ?ﬁu} blood IE'EEL:I.I!'E' lowering 717 719 G4 0.063

People on lipid lowering drugs (%) 65.1 666 67.0 0.702

Vitale M et Al, on behalf of the TOSCA.IT - Sistema Socio Sanitario
Study Group. Nutrients 2018, 10, 1067; Regione

. . . Lombardia
,§Ce“tr° Regionale Diabete doi:10.3390/nu10081067
onpmoc  Centro Studi Aterosclerosi ASST Bergamo Ovest
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m @& Journal of INTERNAL MEDICINE

doi: 10,1111 /joim.12012

Review of the key results from the Swedish Ohese Subjects

(SOS) trial — a prospective controlled intervention stu\g{y@ﬁf
bariatric surgery ‘

N=2010 obese subjects who underwent bariatric surg%,gyka‘\z\d« \°
N=2037 matched obese control subjects receivingg%ﬁgji@@e.
\ AN

Age of participants was 37-60 years d\)\?\;‘;@ 2

BMI was 34 kg/m2 in men and 38 k%@\ﬂ%gﬁbmen.

Matching examination . ?\\zo 5\9 Baseline examination

Surgery A“\@lﬁ-tiﬂ:&‘\g\(\ Surgery Control
Mean (SD) P‘\\\'\\:é\()@tf’[sm Mean Mean (SD)
Variable nr;g@d R \}éléiﬁg n or % (n) Missing n Pvalue (SD)or% (n) Missingn or%(n) Missing n P-value
Total, n (GQ%E%\;GW 0 2037 2010 2037
Males* % [ng&\lo Q? el 94 (590) 0 29.0 (390) 0 0.81  29.4(590) 0 29.0(590) 0 0.81
_F@_@@% (1 70.6 (1420] 0 71.0 (1447) 0 70.6 (1420) 0 71.0(1447) 0
Diabetes*, % (n) 7.4 |148) 0 6.1 (125) 0 0.13  10.7(215) 5 11.4(230) 12 0.55
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w @& Journal of INTERNAL MEDICINE

doi: 10,1111 /joim.12012

Review of the key results from the Swedish Ohese Subjects
(SOS) trial — a prospective controlled intervention stu\g{y@ﬁf
bariatric surgery e

Fatal CVE T@%ﬁ%?xg\@:\&
— Control (49 events) ) —\&W\Q«entsj

m—— Surgery (28 events) Sung 29 events)
Log-rank test P = 001 \ D Loges \f-ast P = 0.05
Unadj. HR = 0,56 S dg_ UAedj. HR=0.83

a5% Cl: 0.35-0.88 . S% Cl: 0,69=-1.00

Adj. HR = 0.47 \ A Adj. HR = 0.67
95% Cl: 0.29-0.76 95% ClI: 0.54-0.83
— FP<0.001
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Kaplan-Meier cumul
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AOY T T T T T T T
‘\’{,\\loQ?G((\ 0O 2 4 6 8 10 12 14 16 18 0O 2 4 6 &8 1012 14 16 18
o° Follow-up time (years) Follow-up time (years)

O‘\’&@umber at risk:
Control 2037 1993 1423 405 Control 2037 1945 1326 361
Surgery 2010 1970 1557 412 Surgery 2010 1921 1468 a7s
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& Centro Regionale Diabete J Intern Med 2013; 273: 219-234. HRMEAIEI
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w @& Journal of INTERNAL MEDICINE

doi: 10,1111 /joim.12012

Review of the key results from the Swedish Ohese Subjects
(SOS) trial — a prospective controlled intervention stur{yg\ﬁf
bariatric surgery ‘

Endpoint

Mortality:
EMI £ median
BMI > median

Cardiovascular
BMI = median
EMI = I'I‘IEdIEI'bP\

ﬂancer O$O

QQE I \:Id‘
\lﬁghetes prevention:

\4° T Bl < median
BMI = median . -

020406 081012
HR
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Primary care-led weight management for remission of type 2
diabetes (DIRECT): an open-label, cluster-randomised trial

Michael E] Lean®, Wilma S Leslie, Alison C Barnes, Naomi Brosnahan, George Thom, Louise McCombie, Carl Peters, Sviatlana Zhyzhneuskq{;&\a'
Ahmad Al-Mrabeh, Kieren G Hollingsworth, Angela M Rodrigues, Lucia Rehackova, Ashley| Adamson, Falko F Sniehotta, John CM
Hazel M Ross, Yvonne Mcllvenna, Renae Stefanetti Michael Trenell, PaulWelsh, Sharon Kean, lan Ford, Alex McConnachie, %«g@\%uﬂ:nn Roy Taylor*

The intervention comprised withdrawal of antidiabetic and‘ %Nﬂgié
total diet replacement (825-853 kcal/day formulacgié‘tpf\,\gta 5 months),

stepped food reintroduction, and support for Iocl\'\\gat@%\ﬁaght loss maintenance.
el
100+ Odds ratio per kgweight loss 1-32, 95% Cl 1-23%&&3 OG‘ 60‘\\‘6
o° ae’\
g O% ] (Gg
. ?\\/ 5\9
i\
o9

B6%

‘mpnr‘rion achieving remission
at 12 months (%)

I 5-10 I

Weight loss at 12 months (kg)
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10-Year Follow-up of Intensive Glucose
Control in Type 2 Diabetes

Holman RR et Al. N Engl J Med 2008;359.
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Secondary prevention of macrovascular events in
patients with type 2 diabetes in the PROactive Study

PROspective pioglitAzone Clinical Trial In macroVascular Events
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O'\QQ Numbers at risk
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Placebo 2504 2442 2371 390
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Pioglitazone after Ischemic Stroke or Transient Ischemic Attack
(the IRIS trial): riduzione dell’loutcome primario

Ictus fatale o non-fatale o Ml
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Effects on the incidence of cardiovascular events of the
addition of pioglitazone versus sulfonylureas in patients
with type 2 diabetes inadequately controlled with
metformin (TOSCA.IT): a randomised, multicentre trial

OlgaVaccaro®, Maria Masulli*, Antonio Nicolucci, Enzo Bonorg, Stefano Del Prate, Aldo P Maggioni, Angela A Rivellese, Sebastiano Squatrito,
Caro B Giorda , Giorgio Sesti, Paolo Mocarelli, Givseppe Lucisang, Michele Sacco, Stefano Signorini, Fabrizio Cappellini, Gabriele Perriello,
Anna Carla Babini, Annunzicta Lapolla, Giovanna Gregori, Cara Giordano, Lavra Corsi, Raffaella Buzzetti, Gennaro Clemente, \‘\'a ]
Graziano Di Cianni, Rossella lannarelli, Renzo Cordera, Olga La M acchia, Chiara Zamboni, Cristiana Scaranna, Massimo BoengisLiNN®Vine \6\\
Davide Lavro, Sergio Leotta, Hisabetta Dall’Aglio, Emanuvela Cannarsa, Lovra Tonutti, Givseppe Pugliese, Antonio C Ecséj\ﬁ ert‘-:-é@ i,
Francesco Dotta, Antonino Di Benedetto, Givseppe Citro, Daniela Antenucci, Lucia Ricci, Francesco Giorging, Eca’a%ga"n “@&e ino Gnasso,
Salvatore De Cosmo, Donatella Zavaroni, Monica Vedovato, Agostino Consoli Maria Calabrese, Paolo di Bo@NyY Paclo @é’ngq
Gabriele Riccardi, for the Thiazolidinediones Or Sulfonylureas Cardiovasou IarA-:ridentslntewent.ila DS({.@T_ study groupt under the
mandate of the Italian Diabetes Society Oe ‘\\Ie
. 0O
05 2
O e

3028 patients from 57 diabetg\x\fﬁgigs.@in Italy.

1535 were assigned to&@ﬁ'&a@ﬁ%e (15-45mg die).

1493 to sulfonyl rgﬂ‘%lg@iﬁg’nclamide 2%, glimepiride 48%, gliclazide 50%).
At baseline ;3? 191\%3 participants had a previous CV event.

The s&qd?é\eg‘a@?%opped early on the basis of a futility analysis after a
&mﬂ?an follow-up of 57-3 months.
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JCEM= " cardiovascular Effects of Pioglitazone or Sulfonylureas
—  According to Pretreatment Risk:
Moving Toward Personalized Care.
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s | etformin+Sulphonylurea

= = Metformin+Pioglitazone

Logrank p-value: 0.004

218 (5) 204 (8)
231(3) 219 (6)

Pts at risk (Events)

Vaccaro O et Al, on behalf of TOSCA.IT Investigators.
J Clin Endocrinol Metab.
2019 Aug 1;104(8):3296-3302.
doi: 10.1210/jc.2019-00361.
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ORIGINAL ARTICLE

Basal Insulin and Cardiovascular and Other,go3*
Outcomes in Dysglycemia '

The ORIGIN Trial Investigators* * &
. . @
BACKGROUND \660'\6\\6\\6

20°

The provision of sufficient basal insulin to nor ze ﬂi%g plasma glucose levels
may reduce cardiovascular events, but Ruglﬁeﬁl %@Q&ﬁbility has not been formally
tested. 606% ~
ov. (Gg
METHODS g &
oMY (2@
We randomly assignWBg{@%ple (mean age, 63.5 years) with cardiovascular risk
factors plus imggﬁs %@ﬂﬁg glucose, impaired glucose tolerance, or type 2 diabetes
to receive 1@5‘3 IQﬁﬁgine (with a target fasting blood glucose level of <95 mg per
decil(ié@f?.i‘m%nl per liter]) or standard care and to receive n—3 fatty acids or pla-
\,i\qeb% %{tﬁct%e use of a 2-by-2 factorial design. The results of the comparison between
\QQO% insulin glargine and standard care are reported here. The coprimary outcomes were
nonfatal myocardial infarction, nonfatal stroke, or death from cardiovascular
causes and these events plus revascularization or hospitalization for heart failure.
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Insulin Glargine Standard Care Hazard Ratio (95% Cl) P Value
(N=6264) (N=6273)
no./100 ho. /100
no. (%)  patient-yr no. (%)  patient-yr
First coprimary outcome 1041 (16.6)  2.94 1013 (16.1)  2.85 ' 1.02 (0.94-1.11) 0.63
Second coprimary outcome 1792 (28.6)  5.52 1727 (27.5) 5128 1.04 (0.97-1.11)
\0\0
Microvascular outcomes 1323 (21.1) 387 1363 (21.7)  3.99 ' 0.97
Total mortality 951 (15.2) 2.57 965 (15.4)  2.60 : %eaéto {:ua
@ NGy \\a

Total myocardial infarctions 336 (5.4) 0.93 326 (5.2) 0.90 - 5\@%2 (0.88-1.19)
Total strokes 331 (5.3) 0.91 319 (5.1) 0.88 ' @ 1.03 (0.89-1.21)
Death from cardiovascular causes 580 (9.3) 1.57 576 (9.2) L.55 .a\\6 . 1.00 (0.89-1.13)
Haospitalization for congestive heart failure 310 (4.9) 0.85 343 (5.5) %\)’\-6 &.—l 0.90 (0.77-1.05)
Revascularization 908 (14.5) 2.69 860 (L3V)e, GFSZ G(\\l : 1.06 (0.96-1.16)
Angina 709 (11.3)  2.07 § - 0.95 (0.85-1.05)

Unstable 238 (38)  0.66 \/O %1 Q@g 0.72 —— 0.91 (0.76-1.08)

New 100 (1 6} q»ﬁ* \e,l‘;'s\ 038 —J— | 0.72 (0.56-0.93)
)
)
)
)

Worsening 455 %& <\ 446 (?.1} 126
Limb or digit amputation G Q 53 (0.8) 0.14
Cardiovascular hospitalization 20 B 6.98 2071 (33.0) 691

\62 39 (37.3)  7.50 2349 (374) 793

1.02 (0.89-1.16

0.89 (0.60-1.31
1.00 (0.94-1.07
0.99 (0.94-1.05

|
B
Ary cancer o ' 476 (76) 132 477 (76) 132 . 1.00 (0.88-1.13)
|
B

Death {5 hcer 189 (3.0) 051 201(32)  0.54 0.94 (0.77-1.15)
|

! 1
0.5 1.0 2.0

—

Insulin Glargine Standard Care
Betier Betier
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EMPAREG-OUTCOME

Primary outcome: 3-point MACE

Cumulative incidence function. *
MACE, Major Adverse Cardiovascular Event; HR, hazard ratio g\a
In patients with established CVD. 3\0
P|@b%
HR 0.86 X
(95.02% 0.74, 0.99) a“ \\a\
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(95.02% Cl1 0.74, 0.99)
p=0.0382*
*Two-sided tests for

superiority were conducted.
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24 30 36 42 43
Months

No X en
aglifiozin 4687 4580 4455 4328 3851 2821 2359 1534 370
OV¥ocebo 2333 2256 2194 2112 1875 1380 1161 741 166

N=2333 placebo, 2342 Empagliflozin 10 mg e 2345 Empagliflozin 25 mg
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Representation of the T2D patients with CV risk
among the SGLT2i CV outcomes studies

The proportion of patients with and without established CVD \Og\@‘

varied across the three SGLT2 CV outcome studies \a\oe\o

\0)
ad\‘ W

EMPA-REG CANVAS _REE

. XN o
OUTCOME (N=10,142) 500\3\3\(5@?/ ,160)

= o) <O\
(N=7,020) 1% 4%\ 05\6 ~60 %
(_)f patients @@pqﬁi@% of patients
did not have d&dﬁfbt have did not have

eCVD eCVD
\,O

O
W

. 660 %rdiova cular; SGLT2, sodium glucose co-transporter 2; T2D, type 2 diabetes; eCVD, established CV disease.
0\

1.Zinman B, et al. N Engl J Med 2015;373:2117-2128,;
SO0, 2. Neal B, et al. N Engl J Med 2017; DOI:
K \& UOC Malattie Endocrine  10.1056/NEJMoa1611925; 3. Sattar Diabetologia Regione
‘ /2 Centro Regionale Diabete  (2013) 56:686-695 4. Raz |, et al. Diabetes Obes =OMmBBICia
TOyaee?  Centro Studi Aterosclerosi  Metab 2018. http://dx.doi.org/10.1111/dom.13217 ASST Bergamo Ovest
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Empagliflozin and Heart Failure
What Can We Learn From EMPRISE?

(MWL
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Meta-analysis of MACE (GLP-1 RA CVOTs)

Patients

6068

i

1.00

Hazard Ratio
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Meta-analysis of MACE (GLP-1 RA CVOTs)

Established Atherosclerotic Cardiovascular Disease
ELIXA 6068 805 406/3034 399/3034 . : \@9%9 1.17]
LEADER 6775 1051 480/3403 571/3372 . 6\0\ 0.82[0.73, 0.93]

SUSTAIN-6 2736 235 98/1353 137/1382

IR PR\
: \'3 \\6 0.72 [0.55, 0.93]
. ’;6 '\6\'6

EXSCEL 10782 1508 72215394 786/5388 . \ ; @6 0.90 [0.82, 1.00]
O W

oV,
HARMONY 9463 766 338/4731 428/4732 ) s—ﬁ@ 0.78 [0.68, 0.90]

S\ :
Fixed Effects P-value < 0.001 . %7 - 0.87 (0.82, 0.92)

Multiple Risk Factor

LEADER 2565 128!126{‘)P\?\ 1;3\1@0 Q : 1.08 [0.84, 1.38]

SUSTAIN-6 562 19 «szgs 0(\@ /267 8 > 1.00[0.41, 2.46]
EXSCEL 3970 ;gaP*$ 9\91962 119/2008 . : 0.99 [0.77, 1.28]

1.03 (0.87, 1.23)

|
1.00

Hazard Ratio
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Key Characteristics of GLP-1 Receptor Agonist
Cardiovascular Outcomes Trials

- ELIXA’ | LEADERS® [SUSTAIN 6°| EXSCEL?2
QOutcomes

Drug tested Lixisenatide  Liraglutide Semaglutide Exenatide AIblqutldeé\0 Dulaglutide

W@(\
Dose 20 ug/day 1.8 mg/day 0.5 or 1 mg/wk 2 mg/wk § 3& 1.5 mg/wk

\ G
N 6068 9340 3297 14 <\@6 WOV 9463 9901

Mean age, years 60 (%) . 64

Women, % 5’ 31
Prior CVD?, %

Mean BMI, kg/m? 32

e S
Mean HbAlc, % 73 : . . 8.7
Median foIIo;ggﬁ)GQ 3.8 years 2.1 years 3.2 years 1.6 years

ngﬁEWIﬁD study, participants were similar to the sorts of ambulatory patients
with type 2 DM & CV risk factors who are routinely seen in clinical practice

1. Gerstein HC et al. Diabetes Obes Metab 2018;20(1):42-9
2. Holman RR et al. N Engl J Med 2017;377(13):1228-39 . . o
3. Hernandez AF, Green JB, Janmohamed S et al. Lancet. 2018; (published online Oct 2.) - Sistema Socio Sanitario

4. Eli Lilly and Company. 2018. Available at: https://investor.lilly.com/news-releases/news-release- R .

. . details/trulicityr-dulaglutide-demonstrates-superiority-reduction. Accessed 5 Nov 2018. egione
UOC Malattie Endocrine 5. Marso SP, et al, New Eng J of Med. 2016;375(19):1834-1844. LOng1bCI rdia
c%‘Centro Regionale Diabete 6. MarsoSPetal, New Eng J of Med. 2016;375(4):311-322.

. 7. Pfeffer MA |, New Eng J of Med. 2015;373(23):2247-2257.
Onpoae  Centro Studi Aterosclerosi effer A etal, New Eng J of e @ ASST Bergamo Ovest
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Dulaglutide and cardiovascular outcomes in type 2 diabetes

trial (settled for superiority).

= Flacebo
== Dulaglutide

HR 0.88 (95% C1 0.79, 0.99)

a
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o
@
=
]
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E
3
]

T
Times since randomization (years)

4781 4625 4437 4275 3575 742
4815 4670 4521 4369 3686 41

- Sistema Socio Sanitario

Gerstein HC, et Al. for the REWIND Investigators Regione
/2 Centro Regionale Diabete The Lancet. Published Online June 10, 2019 Lombardia

onaee?  Centro Studi Aterosclerosi http://dx.doi.org/10.1016/S0140-6736(19)31149-3  ASST Bergamo Ovest




Misure di intervento non farmacologico e farmacologico
per la prevenzione primaria e secondaria degli eventi
cardiovascolari nei pazienti con diabete tipo 2

AGENDA

. . . 202 (o
»Introduzione: perché vale la pena di impegnarsi Qg«é‘%\@@é&nzmne
> Strategie di prevenzione: un primo confronte,o ﬁg@@s
. e e \\6 '\d\
»Focus on: stile di vita 2°

. . |7 :
alimentazione . e C S

efficace riggﬂegqep%%derale
fguhinge

\
9% e® " GLP1-RA

QO%\N‘R (l)splté(r\?ore confronto con le LG (2019)
o

- Sistema Socio Sanitario

Regione
§Centro Regionale Diabete Lombardia

onaee?  Centro Studi Aterosclerosi ASST Bergamo Ovest




2019 ACC/AHA Guideline on the Primary Prevention of Cardiovascular
Disease

HhAlc>6.5%
consistent with

Treatment of T2DM for
Primary Prevention of CVD

control and reduce CVD risk

C ‘Ne Consideration of metformin as firstline
ggﬁl% Wf other CVD pharmacologic therapy to improve glycemic
ctors
Q ﬁ(eg'a{ (Class 11a)

J"  HbAlc<7.0%after Does the patient Further management of diabetes per
lifestyle therapies and have other CVD risk N primary care provider or
metformin? factors? endocrinology

physical activity and continue current
management

e e e et T Arnett DK et al.
R Circulation 2019

. . . Consideration may be given to an 5GLT-2
Ellnﬁm:l the importance of diet and ] inhibitor or a GLP-1R et to im
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CV risk (target organ damage
or multiple risk factors)> ‘
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Misure di intervento non farmacologico e farmacologico
per la prevenzione primaria e secondaria degli eventi
cardiovascolari nei pazienti con diabete tipo 2
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