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Il futuro... dell’epidemiologia
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AlID nel diabete di tipo 2

SECURE-T2D pivotal trial

Medscape Medical News > FDA Approvals

FDA Clears the Omnipod 5 System for Type 2

G |

August 26, 2024

305 pazienti con DM2 HbAlc media baseline vs fine studio:
Terapia basal-bolus, premix, basal-only 8.2%1.3%vs 7.4%0.9% (P<0.001)
HbA1C < 12% A1C -0.8% (CIl 95%: -1.0, -0.7)
l Nei pazienti con HbAlc >9%
HbAlc media ST vs 13 sett AID:
2 settimane 10.1% vs 8.1% (CI 95%: -2.3, -1.9)
Terapia Standard (ST)
l TIR (70-180 mg/dl) medio ST vs AID:
45% vs 66% (p<0.001)

+ 4.8 hours/day
13 settimane AID

Pasquel FJ et al. Presented at: ADA, June 21-24, 2024; Orlando, FL



Semaglutide orale ad alti dosaggi

PIO N EE R PL US Mean baseline HbA,. 9.0% Mean baseline bodyweight §6-4 kg
0 o [ U U
. -0-4
Trial fase 3b 2 8l
a8 g
% 124 15 z
© . 0.0.00 s 2
CrlnC<0 & 3 ;
".‘. & 204 . < -100+ ETD (95% c?)
2 L, ETD (95% CI) S ol 232(311to-153)p<0-0001
s 24 -027 (-0-42 t0 -012); p=0-0006 g
@ (W] 4.0 ! |
_g 289 T 140 ETD (95% Cl)
S 95% 160 -3-63 (-4-42 to -2-84); p<0-0001
=327 ~0:53 (-0-68 t0 -0:38); p<0-0001 160 3:63 (-4-42 t0-2:84); p<
36 ' ' ' 8o Oral semaglutide  Oral utide  Oral lutide
: : Oral semaglutide Oral semaglutide Oral semaglutide ralsemaglutide ral semaglufice ral semaglutide
1606 paZ|entl 14 mg 25mg 50 mg
14 mg 25mg 50 mg
HbAlc media 9.0 £ 0.8% T 0
: 2 Oral semaglutide 14 mg
+ - £
BMI medio 33.8 £ 6.3 kg/m . -+ Oralsemagltide 25 mg
A g —&-Oral semaglutide 50 mg % —_
3 -1.04 ~-10 A
c & g —
c
l \ 3 5
[ ) [ ] [ ] ﬁ.-@ -é E
4 £ —_ 0
< [}
o/g\e o/p\e o/g\e 48 201 25
£ 57 Oral semaglutide 14 mg
1| L 1| L 111 §‘ -+ -0Oral semaglutide 25 mg
e - Oral semaglutide 50 mg
(]
B30T T T T T T T 11 T | | B -k S s T | | T T | |
14 mg 25mg 50 m 048121620 26 32 38 4 5 60 68 0 4 8121620 26 32 38 44 52 60 68
g Time since randomisation (weeks) Time since randomisation (weeks)

Aroda VR et al, Lancet 2023; 402: 693-704
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Orforglipron

Placebo:
-0-4%

GLP-1 RA non peptidico
NCT05048719
Trial fase 2

) Dulaglutide:
W -11%
3mg:-1-2%

24 mg:-1-8%
12mg-1-9%

36 mg: -2:0%
45 mg: -2-1%

HbA, change from baseline (%)

ﬂi‘ﬁ}
383 pazienti
HbAlc media 8.1 + 0.9%

Placebo:

i o -2:2k
BMI medio 35.2 + 6.2 kg/m? g g
o ) 3mg:-3-7 kg
T Dulaglutide:
& 39kg
g 12 mg: -6-5 kg
i
::é’ 6 95k
36 mg:-9-5 kg
.Ho < 24mg:-97 kg
r 45 mg:-10-1kg
g
2
R

]
T’.‘T Dulaglutide .,.‘.Orffzrgllpron of\e Orforgllpron o\
P 15 moset ‘[lm‘ mg lpm\ 36 mg ’[lm‘ o Nr S

Weeks
Placebo Orforglipron Orforglipron Orforglipron
3 mg 24 mq 45 mg

Frias JP et al, Lancet 2023; 402: 472-483



Danuglipron

[ ]
80mgBID 80mgBID 120 mgBID 120 mg BID 200 mg BID
Baseline Placebo LS HS LF HF HF

(mean) %‘i 7.83 8.14 8.25 8.05 8.56 8.24
NCT04617275

Trial fase 2a S 0920 %S
.r“.

Ta%

123 pazienti con DM2, 28 con obesita
HbAlc media 8.19 + 1.04%

Least squares mean (90% Cl) change
from baseline at Week 12 in HbA1c (%)

BMI medio 37.3 + 4.08 kg/m? -
Danuglipron
80mgBID 80mgBID 120 mgBID 120 mg BID 200 mg BID

Baseline Placebo LS HS LF HF HF

(meankg 101.0 96.4 91.1 101.9 95.2 86.4
: o 22
c =
1L 1L e
e\e Danuglipron s Danuglipron O 1
M\[' 80 mg BID LS 2fee TO? 120 mg BID HF f.m
o anugipron
Placebo anugiipron =

Danuglipron Danuglipron 200 mg BID HF

80 mg BID HS 120 mg BID LF Saxena AR et al, Diabetes Obes Metab 2023; 25: 2805-2814



ETD -0-4 (95% C1-0-8 to 0-0); p=0-075 ETD -10-5 (95% Cl -14-1 to -7-0); p<0-0001

]
CagriSema | ‘ | |
ETD -1.3 (95% Cl-1.7 to -0-8); p<0-0001 ETD -7-5 (95% Cl -11-0 to -4-0); p<0-0001

T S TTT T ——— 0= --
NCT04982575 2
. -0-5 S
Trial fase 2 y £ ™
_Jc:, ‘o -6 -
=g 10 0.9 3
©.oronnso.” £ 2 -
'.‘ 3 g‘ -1:54 % -10 4
E g 8  -12-
:'%'w& -2.0 -18 E 4
S 2.2 E -16 p
-2.5 o -15-
-18 -
92 pazienti 0 ,
. 30 ' ' CagriSema Semaglutide I Cagrilintide I
HbAlc media 8.4 + 0.8%
BMI medio 35.9 + 5.7 kg/m?2 = -
17-8% 10:3% 23-8%
237% 28:1%
42.5%
o .
2\
[ Time above high range:

>13-9 mmol/L (>250 mg/dL)
[ Time above range:
>10-0 mmol/L (>180 mg/dL)
B Time in range:
3-9-10-0 mmol/L (70-180 mg/dL)

{ olp\e \ N -
A | | Y
f.”} Sem!glutide f,n} L .

B Time below range:
T <3-9 mmol/L (<70 mg/dL)
0-1% 0-8% 0-1% 01% 0-6% 0-2%
2 . 4 m g/S ett CagriSema CagriSema Semaglutide  Semaglutide Cagrilintide Cagrilintide
L. . ) baseline week 32 baseline week 32 baseline week 32 Time in tight range
Cag Il I INti d e Cag rnsema 16.0% 66-4% 8:8% 50-0% 26:2% 367% (3-9-7-8 mmol/L; 70-140 mg/dL)

2.4 mg/sett 2.4/2.4 mg sett .
Frias JP et al, Lancet 2023; 402: 720-730



lcoSema

COMBINE 1 COMBINE 2
/ N Trial fase 3 Trial fase 3
/ lcoSema vs Icodec lcoSema vs Semaglutide 1 mg/sett
\ IcoSema , —
: Outcome primario: variazioni HbAlc Outcome primario: variazioni di HbAlc
Icodec / Semaglutide _ = _ _ - o
S Outcome secondari: variazioni peso Outcome secondari: variazioni di
corporeo, episodi ipoglicemia (livello 2 e 3) FPG, peso corporeo, episodi
| Ipoglicemia (livello 2 e 3)
Improved glycemic control
and greater weight reduction
COMBINE 3 COMBINE 4
Trial fase 3 Trial fase 3

IcoSema vs Glargine e Aspart

Outcome primario: variazioni HbAlc

Outcome secondari: variazioni peso corporeo, TIR,
TAR, TBR, dose insulina totale settimanale, episodi
ipoglicemia (livello 2 e 3), DTSQs

Risultati (lcoSema vs basal-bolus)
HbAlc media-1.47% vs -1.40%
Peso medio -3.6 kg vs +3.2 kg

IcoSema vs Glargine

Outcome primario: variazioni HbAlc

Outcome secondari: variazioni peso corporeo, FPG,
TIR, TAR, TBR, dose insulina totale settimanale,
episodi di ipoglicemia (livello 2 e 3), DTSQs

Seetharaman R et al, J Basic Clin Physiol Pharmacol 2024



Survodutide

NCT04153929 ® 0. _0_0_0
0795030
Trial fase 2 OO }
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? I
|
.—Ib—!_‘

|
[$)]
1

-10 - —o -0.91%

—o— Placebo

—o— DG-1: 0.3 mg qw

GCGR agonism |{ || }I

from baseline in HbA, (mmol/mol)

Adjusted mean (95% CI) absolute change

-1.46%
=151 —~-DG-2: 0.9mgqw 0
—o— DG-3: 1.8 mg qw ' -1.56%
_ ) - DG-4: 2.7 mg qw & -1.63%
1 Energy expenditure - DGS: 12mg b 168%
= Type 2 diabeates = BMI 25-50 kg'm? 204 DG-6: 1.8 mg biw 1.71%
T B id - Semaglutide® 1.0 mg i
Fatty aci - HbA,, 53-86 mmolimol - Background
oxidation , - Age 18-T5 years b Baseline 5 8 2 16 17

. * - EE O O O O R O O O O O OO W
1 Lipolysis @ Received:
Survodutide Survodutide 0.3 mg qw
GOCGRGLP-1R dual agonist

Survodutide 0.9 mg gw

GLP-1R agonism Survodutide 1.8 mg gw

l Gastric Survodutide 2.7 mg gw
m - , g
Srpng w Survodutide 1.2 mg biw

—o— DG1: 0.3 mg qw
-74 = DG2: 0.9 mg qw
- DG3: 1.8 mg qw
-84 —= DG4: 2.7 mg qw
—— DGS5: 1.2 mg biw

Adjusted mean (95% CI) relative change
from baseline in bodyweight (%)

—g-| - DG8: 1.8 mg biw -8.7%
| Food intake/ Q Semaglutide® 1.0 mg
i s odutide 1.8 i =10 - T T T T T 1 T 1
appetite A S B B A Rt

Tnagiuticde 1.0 mg gw Week
16 weeks _ Bluher M et al, Diabetologia 2023; 67: 470-482

T Glucose-dependent c

insulin secretion




Retatrutide m'}\}\

NCT04867785
Trial fase 2

275 pazienti con DM2

Glucagon receptor Clucose-dependent insulinotropic Glucagon-like peptide-1 : 0
peptide (GIP) receptor (GLP-1) receptor H bAlC medla 8 3 T 1 1 /0

BMI medio 35 + 6.3 kg/m?

AN

i
Retatrutide Retatrutide Retatrutide f Y
0.5 mg/sett 4 mg/sett EG 4 mg/sett ﬂ
r\ 0 Dulaglutide
Tﬂ fﬂ 1.5 mg/sett
Retatrutide Retatrutide Retatrutide

8 mg/sett SE 8 mg/sett FE 12 mg/sett EG

Rosenstock J et al, Lancet 2023; 402: 529-544




Retatrutide

NCT04867785 -0-Placcbogroup - Retatrutide 0Smgqroup - Retatrutide 4 mg escalation group” - Retatrutide 4mg group - Retatrutide 8 m slow escalation group
-0 Retatrutide 8 mo fast escalation groupt 4~ Retatrutide 12 mg escalation group§ @ 1.5 mg dulaglutide group

1.0 - 109 Coy o ~ 0
w w = ®) -
£
T g w
o o o
> - =%
3 5 -5 -5
4 o (U]
m =
0 S =3 T 5
5 ?-; g 104 hd T 10 %
-y n c o
=) 2 v 1 3
E 3 2 ® g
& 3 £ g
< 3 g _qcd _ S
2 S - © &
= o —
= & -17.18 kg
-20 I | | I I I I I -20
0 4 8 12 16 20 24 30 36
Week
_ 36 settimane | Vs placebo | Vs Dulaglutide 1.5 mg/sett
Retatrutide 12 mg -2.16£0.13% -1.85% -0.80%
Placebo -0.30 £ 0.24%

Dulaglutide 1.5 mg/sett -1.36 £ 0.13%

Rosenstock J et al, Lancet 2023; 402: 529-544
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MariTide (AMG 133, Maridebart/Cafraglutide)

NCT04478708
Trial fase 1

L L |
o o o o o
1 | ] ]

2 -

BMI (kg m™)
change from baseline

Mean % BW change
from baseline after multiple doses

N
o

=] Anti-GIPR antibody T T
[ GLP-1analogue peptide

© 0. 0 0
”0":"0“

—8— Placebo
—A— 280 mg

A

75 pazienti, HbA1c < 6.5%,
BMI 30-40 kg/m?

0.2 +

60 90 120 150 180
T Study day
Q
£ 0
2—2 -0.2 -
—®- 140 mg S
— Ih —
—¥— 420 mg Lo 04
T2
2 06 -
(&
-0.8

1
-8
210 T T T T T T 1
90 120 150 180 210

Study day

1 I 1 | 1 1 1
0 30 60 90 120 150 180 210

T T T Study day

Véniant MM et al, Nature Metabolism 2024; Vol 6: 290-303




Glucose-sensitive Insulin

Preparato insulinico «ingegnerizzato» per autoregolare I'attivita biologica dell’'insulina sulla base delle fluttuazioni glicemiche

Low Glucose:

chain)
B29

Insulin

Inactive insulin (single-

High Glucose:
Active insulin
(two-chain)

carbohydrate Glucose sensor Polyol Glucose

Multiesameri insulinici carboidrato-sensibili

Attivazione insulinica con switch molecolare

Albumin-binding insulina diboronato

Hoeg-Jensen T et al, Mol Metab 2021; 46: 101-107




Transdermal Drug Delivery (TDD)

MTC-Y: Semisolid emulsion that

stimulates transportation through skin

F
MTC-Y™ semi-solid carrier

e

Epidermis

Dermis

Deep absorption

Non-invasive (no microneedle, no device);

Larger molecules (proteins, peptides);

Both lipophilic and hydrophilic;

Versatile toolkit.

MTC-SI1
Diabetology MTC-I
MTC-DI




MTC-S1 e MTC- |

 SC injection (semaglutide 0,3 mg/kg)

« MTC-S1 ointment (semaglutide 2,0 mg)

MTC-S1

1000
T 100 e
S )
© ® ° g
& 10 ®
o
s !
o
1
0 05 1 3 6 24 32 48 56 72

Time[h]

MTC-I

Concentration [ng/mL]

2,0

15

1.0

0,5

0,0

* Insulin SC (Gensulin N —0.035 mg)

« MTC Carrier (insulin — 0.36 mq)

Insulin Plasma Concentration Comparison

B NS Subcutaneous [ INS Transdermal MTC Carrier

0 05 1 2 6 12 24 30 36 48 60 72 84 96 108
Time [h]

1.Bioavailability of 4% for semaglutide, 55.1% for Insulina.

2.Constant dosage for semaglutide.
3.Sustained release for insulin.



MTC-D transdermal Dapagliflozin

Trial fase 1
L o . o
o Y  Oral Dapagliflozin (daily dose for a week) ><  Oral Dapagliflozin

- Transdermal Dapagliflozin (MTC-D) for a week * MTC-D for a week

Tif

EFFICIENCY:
Extra = (AUCgjuc-AUC zpa) AUC 1
250,00 1,1
L = a 2 a 1,0
75,00 fe
50,00 li 0,9
25,00 p¥e
*. 0,8

-
o -
750} * % 07
5,00 s - s : - .

' .« * - . B . 0.6
2,50
Bl
05
0,75
04

Extra

C,[ng/mL]

0,50
0,25 0,3
0,2
0O 10 20 30 40 50 60 70 80 90 100 110 120 130 140 150 160 170 180 1234567 8 91011121314151617 18192021 2223 24 2526 27 2829 30
Time T [h] Patient number
9 dapagliflozin tablet - C, [ng/mL] 3= Formulation TTS
“\\ dapaglifiozin transdermal system (TDS - MTC-D1) - C, [ng/mL] =8 Formulation Forxiga

1. Safety of the MTC-Y carrier in Human
2. Blood concentration levels closely mirroring those achieved with oral administration
3. Similar pharmacokinetic profiles Meler J et al, ATTD 2024



Peripheral Focused UltraSound (pFUS)

3

Porta

hepatis

Circulating glucose (mg dl")

Hepatoportal

plexus
L‘

Circulating glucose (mg di™")

600 -
500
400 A
300
200 -
100 -

600 -
500
400 -
300
200 -
100 -

40

Fatty diabetic zucker (ZDF)
~&— Sham control
—&— Early pFUS
-7 Late pFUS
#~ Stop pFUS
=% 8D naive
I
| I I I I I 1
0 7 14 21 28 35
Treatment time (d)
Diet-induced obesity (DIO)
—e— Sham control
—&— pFUS
=%= DIR control pFUS
e

Nuovo futuro approccio per DMT2 e Obesita

Treatment time (d)

—e— ZDF sham

@ 50 - —— ZDF pFUS
£ 0.03
§> 465 0.008
3 € 30 - o
S o
o 0.1
E|E § 20 -
< [&]
3 £ 10 -
. & 3
: E 0 -l T T Al 1
ZDF Early Stop Late
sham pFUS pFUS pFUS 4 7 W= 2
Treatment time (d)
; —o— DIO sham
" — @ 50 - —- DIOpFUS 0.03
12 00 £
-~ & 40
3 J 0.1
AL 3
C 8- £ 30 A
| S
< 6 € 20
b ° £
O 4- S
I ° e 10 1
2 - S
0 - d‘-’ 0 —l T T T 1
DIO DIO D/R 0 7 14 21 28
sham pFUS pFUS

Treatment time (d)

Cotero V et al, Nat Biomed Eng 2022; 6(6) : 683-705



GLP-1 Pancreatic Gene Therapy (PGTX)

Terapia genica adenovirus-mediata in grado di indurre produzione duratura a livello insulare di GLP-1

/ Semaglutide sc Terapia genica \
10 nmol/kg/die per 4 sett placebo
Terapia genica Semaglutide
one shot placebo

Riduzione massa grassa PGTx vs Semaglutide
-21% vs -16%

Riduzione massa magra PGTx vs Semaglutide
-5% Vs -5%

Riduzione FG PGTx vs Semaglutide

-18% vs -18%

4 sett dopo sospensione Semaglutide
Massa grassa -1% vs baseline
Massa magra -2% vs baseline

Sospensione semaglutide e switch PGTx
Massa grassa -17% vs baseline
Massa magra -5% vs baseline

Fitzpatrick AL et al. Diabetes 2024; 73: 261
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MASLD

MASH Targets in Phase 2 or Phase 3 Trials Drug Mechanism of action Use
PPAR v/ GLP1 Obeticholic acid ~ Targets farnesoid X receptor axis [43] ~ PBC and MAFLD
SGLT2 IL-A1 MALFD trials halted by FDA
PNPLA3 Integrins ) ) _
Gene Rx < HSD17B813 ’”““’"“‘a‘w g ASK-1 Resmetirom Thyroid beta-agonists MAFLD
FGF21 Fatty acids Insulm resistance | (Immune signals Leukotrienes Pending FD A approval
FXR ¥ Galectin3 . —
2012 LPS Aramchol Hepatic stearoyl-CoA desaturase inhibi- HIV, Gallstones, MAFLD
FGF 21 M \ tor Studies halted
DGAT ‘ g“ N W % ’ \\: ‘ mToT Probiotics/prebiot- MTT Digestion, immune health, MAFLD
ggﬁ? 7 KgcoA1 \ I_ Caspases ics/synbiotics Data pending
THRS Steatotic \ §” Gl Pegozafermin Fibroblast growth factor analog Severe hypertriglyceridemia and
Niacin - R hepatocyle ; ", MAFLD
SIRT4 ., T D di
GHRH o) o ata pending
” = x*}::"'"—j‘”~~ — [ Non-coding RNAs  Regulating gene transcription Cancer, diabetes, obesity, liver diseases,
| TGFB antagonists e.g., MAFLD
‘ l_ FXR Data pending
- W KQ_ ) EﬁR Ly CART cells Target and eliminate uro-kinase-type Hematologic malignancies and MAFLD
\stellaie Sollig = Galectin 3 plasminogen activator receptor hepatic Data pending
S HSC Depletion stellate cells and macrophages, reduc-

1 Gregory ©2016 Mount Sinai
Health System

ing fibrosis

Gish R et al, Hepatology International 2024



MASLD - Resmetirom

Agonista selettivo THR-

MAESTRO-NAFLD-1
Trial fase 3

eqedlugoqe
= T4 L™ T3

Resmetirom

%CFB

LDL-C %CFB

E100mgOL m100mg ®m 80mg M Placebo

3 \
= Double-blind: Placebo (NAFLD/presumed NASH) \
8’ Double-blind: Resmetirom 80 mg (NAFLD/presumed NASH) l
&
g; Double-blind: Resmetirom 100 mg (NAFLD/ presumed NASH) l
g“ Open-label: Resmetirom 100 mg {NAFLD/presumed NASH)
A MRE, MRI-PDFF  »
A FibroScan A
A LDL-C (lipids) & F Y
a A A A A
b t . : — {
Baseline Week 16 Week 24 Week 48 Week 52 Week 56
Screening (8 week) 52-week Treatment Period Follow-up

ApoB %CFB

TGs BL>150 mg dl”' %CFB

MRI-PDFF %CFB (W16) MRI-PDFF %CFB (W52)

CFB (CAP) or %CFB (MRI-PDFF)

E100mgOL m100mg ®80mg = Plac

Harrison SA et al, Nature Medicine 2023; Vol 29:

FibroScan CAP

ebo

2919-2928




MASLD — analoghi LA di FGF-21

Efruxifermin (EFX) Pegozafermin
HARMONY ENLIVEN
Trial fase 2b Trial fase 2b
o _0_.606_60 0 © .. ’.' .. O
(AL FANI AT
128 pazienti, MASH (biopsia), 219 pazienti, MASH (biopsia),
fibrosi F2-F3 Fibrosi F2-F3
-3-6 (95% Cl -6-1 to -1-1); p=0-005
-1.9 (95% C1-4-3 to 0-6); p=0-131 Fibrosis Improvement without Worsening of NASH NASH Resolution without Worsening of Fibrosis

o I I 100, 100

5 § 5 4

“g g 26 Z o 23 26

s g 20- ‘E 20

2 Y Y

8 E 10- 7 § 1 :

E 0 l ) —

g Pegozafermin  Pegozafermin  Pegozafermin Placebo Pegozafermin  Pegozafermin  Pegozafermin Placebo

- -5 , , | 15 mgWeekly 30 mgWeekly 44 mg Every 2 Wk 15mgWeekly 30 mg Weekly 44 mg Every 2 Wk

Placebo Efruxifermin 28 mg Efruxifermin 50 m
(n=40) (n=37) ’ (n=35) ’

Harrison SA et al, Lancet Gastroenterol Hepatol 2023; 8(12): 1080-1093 LoombaR et al, N Engl J Med 2023; 389(11): 998-1008




MASLD — Survodutide e Tirzepatide

NCT04771273
Trial fase 2

293 pazienti, MASH confermata da
biopsia, fibrosi stadio F1-F3

Histologic Improvement in MASH

(P<0.001) Decrease in Liver Fat Content by at Least 30%
62% 67%
43% 57%
Survodutide Survodutide  Survodutide Placebo

Survodutide  Survodutide  Survodutide Placebo

2.4 mg 48 mg 6.0 mg 24mg 48 mg 6.0mg

SYNERGY-NASH
Trial fase 2

o _0_.0.60 0
:
190 pazienti, MASH confermata da
biopsia, fibrosi stadio 2 0 3
Resolution of MASH and No Worsening of Fibrosis
P<0.001 for all three comparisons
56% 62%
44%
10%
Tirzepatide Tirzepatide Tirzepatide Placebo
S5mg 10 mg 15mg

Sanyal AJ et al, N Engl J Med 2024; 391: 311-319
Loomba R et al, N Engl J Med 2024; 391: 299-310



« GLP-1 RAs

DKD . soura ]

METABOLIC
/ FACTORS
ETA-RAs
e SGLT2i OXIDATIVE HEMODYNAMIC SGLT2i
« GLP-1RAs STRESS MECHANISMS GLP-1 RAs ?
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DKD - Antagonisti recettoriali ET-1 (ETA-RAS)
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Mann JFE et al, J Am Soc Nephrol 2010; 21: 527-535 Heerspink HJL et al, Lancet 2019; 393: 1937-1947



DKD - Antagonisti recettoriali ET-1 (ETA-RAS)

Zibotentant + Dapagliflozin Y
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Heerspink HJL et al, Nephrol Dial Transplant 2024; 39: 415-425
Heerspink HJL et al. Lancet 2023: 402: 2004-2017
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DKD — Aldosteron synthase inhibitor (ASI) +

Empagliflozin
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Tuttle KR et al, Lancet 2024; 403: 379-390



O S S T- t = d Change in the Apnea—Hypopnea Index
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Neuropatia diabetica periterica

VM202

Terapia genica con plasmide per I'espressione di 2
isoforme di HGF con potente attivita neurotrofica e
angiogenica.
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Kessler JA et al, Clin Transl| Sci 2021:; 14: 1176-1184



Take home messages

» Obiettivi terapie del futuro: miglior controllo glicemico e
riduzione significativa del peso, come da indicazione ADA
ed EASD;

» Uso di Disease Modifying Drugs puo cambiare prevalenza
futura di diabete;

» Approcci terapeutici futuri per migliorare la compliance
dei pazienti;

» Novita nell’lambito delle complicanze = collaborazione
diabetologica con sempre piu specialisti.




Il cambio di paradigma della Diabetologia

Il futuro e patient-centred
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