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Dichiaro di aver ricevuto neglgﬁi&ﬁni 2 anni compensi dalle

seguecp?i@?\iende:
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AstraZeneca, Boergdﬁ oY Ingelheim, ELli Lilly, Bruno
Farmaceutici, Neopgvé\g{cﬁed, Amgen, Servier, Merck Sharp
& Dohme(;Ng,v‘artis, Novo, Sanofi, Abiogen
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Excess Acute Myocardial Infarction |m>
Relation to Range of Risk-Factor Cgﬁtrol
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Il Mancato controllo dei fattori di rischio ha il maggiore |mpaqtto in pazienti piu

glovanl Q}O
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A Excess Mortality in Relation to Range of Risk-Factor Control B Excess Acute M r@? Infarction in Relation to Range of
Hazard Ratio (95% Cl) Risk- FaCtuj(.b "@/ Hazard Ratio (95% Cl)
5 Risk factors : ‘ ' 5 Risk factorg,\g \(b :
=80 yr ) 1.39 (0.51-3.80) =80 yr % @\ : = 3.19 (1.23-8.28)
=65 to <80 yr : - = 3.10 (2.53-3.80) =65 @3% : - - 4.60 (3.37-6.29)
=55 to <65 yr : - 3.88 (3.07-4.92) yr : —_ - 4.84 (3.78-6.21)
<55 yr ! — — 4.99 (3.43-7.27) 6&’ g\ ! —@— 7.69 (5.02-11.77)
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o . L Obiettivi terapeutici

Nei pazienti piu giovani l'eccesso di rischio e netta . )

maggiore: mortalita da HR 1,39 (=80 anni) a 4, 99\& 1. Emoglobina glicata <7,0%
infarto da HR 3,19 a 7,69. b") & 2. Pressione sistolica e diastolica <140/80
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Hazard Ratios for coronary he@@%e in the Atherosclerosis Risk in Communities

(ARIC) population during thgpi5<Y

study period according to HbA1c category at
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Un continuum, non una Control s(o\ iciente Controllo multifattoriale
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Il rischio cardiovascolare cresce NI eo'%lngoli fattori di rischio Solo una minima parte dei
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ACCORD Trial: Ricerca del target con sbt&%tegle hon

personalizzate

Disegno dello studio Risultati Q~ @Q

v -
10.251 pazienti, etd media 62 anni Endpoi @%Sno CcVv
Durata diabete: 10 anni; HbA1c prlmaﬂ’ro 4@? HR 0,90; p=0,16)

basale: 8,1% |
35% con CVD gia accertata

ale: -24% (HR 0,76)
u messuna differenza
Terapia intensiva: target HbA1c % Palita CV: +35% (HR 1,35)
<6,0% (raggiunto 6,4%) o Aé‘lortallta totale: +22% (HR 1,22)

Terapia standard: target HbA1c QD @
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Sicurezza

Ipoglicemia severa: 10,5% vs
3,5%

Incremento ponderale >10 kg:
27,8% vs 14,1%

Ritenzione idrica: 70,1% vs
66,8%
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Tirzepatide 10 mg

HbA1c = 6.5%, 2 5% weight loss and no hypoglycaemia
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Weight Change From Baseline, kg

The effect of efficacy estimands: The avera@e reductionin
HbA1c and BW in all randomized patlenxsﬁegardless of
whether they stopped treatment or ubskg@addltlonal
medications. %0,0

Efficacy Estimand

Overall mean baseline weight, 100.1 kg
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Annals of Internal Medicine ORIGINAL RESEARCH

Tirzepatide Versus Intensified Conventional Care After 2 Years of
Treatment in Early Type 2 Diabetes

A Randomized Clinical Trial

Stefano Del Prato, MD; Robert J. Heine, MD; Federico C. Pérez Manghi, MD; Stanley H. Hsia, MD; Elisa Gomez-Valderas, MS;
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Russo et al. Diabetes 2024

Compared to patients with a mean HbA1c -:E.f’f \‘?huse above
this threshold had an increased risk of CV ’atcﬁllnw -up for all
the three early exposure periods and fnr@h

ata of glycemic

control considered (figure). Oc,\‘” N
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Hazard Ratio (9 &)
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WbAlc (%) 5764 2 ;.:.:“‘:gay\éé m
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HbAle (%) 8.0
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1.24(1.13-1.35)
1.42 (1.30-1.56)
1.49 [1.36-1.64)
1.56 (1.42-1.72)
1.27(1.16-1.41)
1.40(1.27-1.55)
1.54 (1.40-1.71)
1.66 (1.49-1.84)
1.27(1.13-1.42)
1.43 (1.28-1.40)
1.60 (1.42-1.79)

1.77{1.57-2.00)
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Each HbA1c value makes its own GV trajectory
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>8.0%

7.1-8.0%

Relative CV risk

HbA1c 5.7-6.4%

1 year 2 years 3 years
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Target glicemici: sono accettabili a&fa luce deil
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Implementing Precision Medicine in Diabetes
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SEVERE INSULIN
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Glycaemic progression by cluster in ADOPT from 1 to 5 years aq&%rdlng to phenotype
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A Glycaemic progression by cluster
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Obesita severa

GGLP-1/GIP
LP-1

Triple G
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Fragilita
SGLT2i
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Insulino
resistenza

GLP-1/GIP

Malattia CV

SGLT2i
GLP-1
GLP-1/GIP

CKD

SGLT2i
GLP-1/GIP
GLP-1



Distribuzione della popolazione per classi di eta (%)
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Journal of Gerontology: MEDICAL SCIENCES
2001, Vel. 56A, No. 3, M146-M156

Frailty in Older Adults: Evidence for a Phenotype

Copyright 2001 by The Geroniological Society of America
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Linda P. Fried,! Catherine M. Tangen,? Jeremy Walston,! Anne B. Newman,? Calvin Hus@

John Gottdiener,® Teresa Seeman,® Russell Tracy,” Willem J. Kop,® Gregory Burke
and Mary Ann McBurnie? for the Cardiovascular Health Study
Collaborative Research Group
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Table Pﬁ&%ﬁa\tmnahzmg a Phenotype of Frailty

A. Characte@?qg\&aﬁq;

Shnnkl 088
ent@nal)
& Ehia (loss
muscle mass)
ess
6\

DPoor endurance; Exhaustion

< Slowness

Low activity

B. Cardiovascular Health Study Measure*

Baseline: >10 Ibs lost unintentionally in
prior year

Grip strength: lowest 20% (by gender, body
mass index)

“Exhaustion” (self-report)

Walking time/15 feet: slowest 20% (by
gender, height)

Kcals/week: lowest 20%
males: <383 Kcals/week
females: <270 Kcals/week

C. Presence of Frailty

Positive for frailty phenotype: =3 criteria
present

Intermediate or prefrail: 1 or 2 criteria
present
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Individualised HbA1c targets in elderly 6\0’\\‘0‘,\\
T2DM L°
Vildagliptin add-on or lone therapy — INTERVAL *\q}\ @9\
24-week - randomised - double-blind - placebo- Q2
controlled Odds ratiE’\Q 95&@ p value
278 patients >70 yrs - baseline HbA1c 7-10% mrmon ot 310" A5 e s
Per protocol 3\ (b (1-82-576) —a— <0-0001*
Patients reaching HbA1c target ’b((}AQ’@ of T T T T T T,
° Vlldagliptin 53% VS PlaCebO 27% é&' 6(‘}\ Favours placebo Favours vildagliptin
* p<0.0001 AOQ’ S
<
Mean HbA1c reduction QO @
* Vildagliptin =0.9% vs Placebo -0.3% 0?‘ ‘%\Q_O_z_
e A0.6% (p<0.0001) QO Q}Q’
Y & | ool 1
O \\Q’ =
&S |2
é@ O(\Q :E -0-6
v & 2
6@ AQ) S -0.84
> 0
0
Qo) Q} -1-0
Q)Q Q,A '
Qg &\0 p<0-0001
‘,\‘\\A(OQQ} e Vildagliptin (7-9% at baseline) I Placebo (7-9% at baseline)
@)
O

s .
Q Strain et al. Lancet 2013
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Full title O
Intraclass safety and efficacy comparison among SGLT-2 inhibitors in elderly pati@gs with type 2
diabetes. A pragmatic, phase IV, multicenter, open-label, randomised 0(6@135(1 trial.
: R\
NI 3
Short title @b.,\@\
GliflOzin in eLderly Diabetic patiENts: A praGmatic intracla&@@v‘ ation trial
¥
Acronym . @\‘b’ Q}\"b
QPN
GOLDEN-AGE

o o ,
g Ssurlrule @@ | 6?9;‘5;;41;04

di Diohetalogin 0 ’%\ Tor Crshcarras Ressanchand Clinicl Egidemivkea

e
P AQ,\ Primary objective

To compare the proportionﬁ?patiénts treated with each SGLT2 inhibitor who achieved the individualized

HbA1c target without | aﬁ’ypoglycemia at the end of the study (24 months). Individualized HbA1c
ta@@t\\@are defined according to international recommendations.
S
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How to treat a patient with type 2§>i§1a betes?

Combination therapy Treat th@%%&\anlsm Strike early
\&
Multiple drugs to correct Ba &brbébthophysmlogy, not Strike strong, strike early
multiple pathophysiological Q@elrcg‘t}n ing plasma glucose
defects (\
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Prevent or delay the onset
of type 2 diabetes and
its complications

Preventing Early prevention
progression " reduces future
enables '\ complications

remission

¢
@ ER LIFE, @

REMISSION \/O%&Emumw REGRESSION

Achieve and maintain (\Q : OF LIFE Halt, slow, or reverse
normal glycemia ?? é\o | the progression of
without glucos Aé diabetes complications

lowering medj@atioq®
: ‘ u
9 Remission reduces risk

QO
0’\"0 and promotes regression




GLIMPLES Study
GLp-1ra for sIMPLification in DiabetES

HbA1c <6.5% that persists for 23 months in
loweril

HbAl 65%th at persists for 23 months in the
e of glucose-lowering pharmacotherapy

» 14,141 T2D initiating GLP-1RA
* Followed for mean 4.0 years

cept GLP-1RA *
Endpoints HbALc <6.5% that persists for 23 months in the
absen efewgl cose-lowering
< HbA].C pharmacotherapy compared to the baseline.
> Weight

> Lipids, eGFR, UACR
» Complications

HbAl <6.5% that per: tsf 23 mon th
Remission 4 ively of the g
medicatio!

Type 2 diabetes remission after initiation of GLP-1 receptor  ®) |

mmmmmm

agonists: frequency, characteristics, and outcomes using i)

multiple definitions in an observational study

Gian Paolo Fadini,*"* Andrea Giaccari,*® Fabio Broglio,” Laura Nollino, Bruno Fattor,? Roberto Anichini,” Giancarla Meregalli,‘ Angelo Avogaro,”

and Agostino Consoli?* GLIMPLES Study lnvestlgators' m
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HbA1c (%)

............................................

Remlssmn 2 (No Yes)

-0.6%

0

I | I
24 30 36
Time (months)

1 1 Ol' U | I | . | ]
12 18024330 36 42 48 0 6 12 18
Tlﬁﬂ cgmonths

.................................................

Remission4 (No - Yes)

-1.5%

|
12 18 24 30 36 42 48 0 6 12 18 24

I I | I I 1 -2.0 I | | I | I
30 36
Time (months)

42 48
Time (months)



Progressione, stabilizzazione o regpessmne’?

T T
N C

Retinopatia

Nefropatia

Neuropatia

Infarto miocardico

Mortalita totale

Scompenso cardiaco

Remissione T2DM

° \\Q’
DCCT/EDIC Rlduz«é?\ecpe?ogressmne
N4 Q;(b
"b(b&e}
D&
DCCT/EDIC, ADVANCE, Lo b\ Riduzione
Steno-2 Q~O @oﬁ’nmdenza/progressmne
v
DCCT/EDIC AQQ\@ Riduzione incidenza
?‘\\Q
UKPDS 91, &ber&'@&z Riduzione (legacy effect)
é@\
UKPRS9:Steno-2 Riduzione
> @
£ &
Q@i no-2 21 aa Riduzione ospedalizzazioni
>
N
© DIiRECT, Lean et al Regressione vera

-76% (DCCT); persistente a
18 anni EDIC

-21% (ADVANCE), -50%
(Steno-2, 3.8 aa)

~30% (EDIC 13-14 aa)

-17% (UKPDS 91 24 aa);
-53% eventi CV (Steno-2)

-10% (UKPDS 91); HR 0.54
(Steno-2 13 aa)

Significativa post-hoc

~46% in remissione a 1 aa
con -15 kg



Ildanno cardiovascolare e d'organo non dipende solo dalg%ntlta del fattore di
rischio in un dato momento, ma dalla sua mtega&ﬁle nel tempo
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Conclusioni

Colpire Trattare il Evidenze robuste
precocemente meccanismo
Intervenire Ildanno \/O o*\o" La terapia di DCCT/EDIC, UKPDS,
tempestivamente sul cardiova %r@@ combinazione mirata ADVANCE, Steno-2 e
target terapeutico dipend a@%egrale al meccanismo DiRECT confermano
specifico riduce il delf&ore&%ﬁ rischio patogenetico, non riduzioni significative
danno d'organo nel n‘g@en’n@o, non solo solo al sintomo, di complicanze e, in
lungo periodo. Q@a&@% valore massimizza la casi selezionati,
@ ,Q@ntuale (legacy protezione d'organo. remissione.
‘ @Q Q}%ffect).
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