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- ABBOTT
- Movi

Dichiara altresi il proprio impegno ad astenersi, nellambito dell’evento, dal
nominare, in qualsivoglia modo o forma, aziende farmaceutiche e/o
denominazione commerciale e di non fare pubblicita di qualsiasi tipo relativamente
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Urinary glucose excretion via SGLT2 inhibition?

Filtered glucose
load > 180 g/day

- A

SGLT2 inhibitors
reduce glucose
re-absorption
in the proximal

tubule, leading to
urinary glucose
excretion® and
osmotic diuresis

SGLT, sodium glucose co-transporter.
* Loss of ~ 78 g of glucose per day?, equating to 240-320 kcal/day.

\_ _/
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Comparing Agents

Medication Average A1C Hypoglycemic |Weight
lowering Agent Gain/Loss !
Metformin 1.5% Loss ‘

Sulfonylureas 1.9% Yes Gain
Glinides 1-1.5% No Gain
< SGLT-2 Inhibitors 1% No Loss >
TZDs 0.5-1.4% No Gain
a-Glucosidase  0.5-0.8% No Neutral
Inhibitor

DPP-4 Inhibitors 0.5-1% No Neutral



An overview of obesity-related complications: The epidemiological evidence linking
body weight and other markers of obesity to adverse health outcomes

Disease, condition Required weight loss (%) for improvement or resolution

Type 2 diabetes
Prevention
Remission

Hypertension

MAFLD

Cardiovascular outcomes

Dyslipidemia

OSAS

Gastroesophageal reflux

Stress incontinence

Breast cancer (women)

o 12 3 4 5 6 7 8 9 10 11 12 13 14 15 >20 Weight loss (%)

Diabetes Obesity Metabolism, First published: 11 March 2025, DOI: (10.1111/dom.16263)
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SGLT2-i e perdita di Peso Corporeo

TABLE 1 Weight change achieved in published Phase Il trials with available glucagon-like peptide receptor agonists (GLP-1 RAs) and sodium-
glucose co-transporter 2 inhibitors (SGLT2i)

Drug

GLP-1 RA
Dulaglutide

Exenatide
Exenatide-QW

Liraglutide

Liraglutide

Lixisenatide
SGLT2i
Canagliflozin
Dapagliflozin
Empagliflozin
Ertugliflozin

Properties

GLP-1 RA peptide fused to
lgG4 molecule

39 AA peptide

Encapsulated in biodegradable
polymer microspheres

C-16 fatty acid to lys26, non-
covalent bond to albumin

C-16 fatty acid to lys26, non-
covalent bond to albumin

44 AA derivative of exenatide
SGLT2:5GLT1 relative specificity

¥

Route of Weight Change in T2DM
Administartion/Dosing Trials: Absolute (kg)
sc 0.75-1.5 mg weekly -0.8 to 2.9%*
sc 5-10mcg bd -1.4 to 4118
sc 2 mg weekly -1.6 to 3.7'+1318
sc 1.2 mg-1.8 mg od -2 tp 5.0111417 12
sc titrate in 0.6 mg weekly -6.0%
increments to 3 mg od
sc 10-20mcg od -1.3 to 3.0

Abbreviations: bd, twice daily; od, once daily; po, oral; sc, subcutaneous. These data are from separately published studies and, therefore, are not intended

to indicate comparative efficacy.

E- Brown Obesity Reviews. 2019;20:816—828
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EMPA-REG OUTCOME: Summary

A Primary Outcome

B Death from Cardiovascular Causes
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Placebo 2333 2256 2194 2112 1875 1380 1161 741 166 Placebo 2333 2303 2280 2243 2012 1503 1281 825 177
C Death from Any Cause D Hospitalization for Heart Failure
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Empagliflozin 4687 4651 4608 4556 4128 3079 2617 1722 414 Empagliflozin 4687 4614 4523 4427 3988 2950 2487 1634 395
*Defined Placebo 2333 2303 2280 2243 2012 1503 1281 825 177 Placebo 2333 2271 2226 2173 1932 1424 1202 775 168
due tore

1. Zinman B et al. N Engl J Med 2015:373:2117: 2. Wanner C et al. N Engl J Med 2016 (submitted)




SGLT2 INHIBITORS: CARDIOVASCULAR OUTCOMES TRIALS

EMPA-REG QUTCOME

20168

CANVAS Program

217

DECLARE-TIMI 58

VERTIS CVW
pp—

£

DRUG Empagliflezin 10-25 mg daily Camagliflazin 100-300 mg daily Dapagliflozin 10 mg daily Ertugliflozin 5-15 mg daily
# RAMDOMIZED FOZ0 10,147 17160 B24&
jactive, n=4887; placebo, n=2333] jactive, n=57684; placebo, n=4347) jactive, n=8582; placeba, n=8B578} (active, n=549%; placebo, n=2747)
INCLUSION = Type 2 diabetes; Hg&lc 7.0-10% = Type Z diabetes; Hg&lc 70-10.5% = Type 2 diabetes; HgAlc 6.5-12% = Typ= 2 diabetes
CRITERIA = Established cardiovascular disease = Established cardiovascular disease, = Established cardiovascular disease, = HgAle 7.0-10.5%
= aGFR =30 mLimin or =2 risk factors ar multiple risk factors = Established cardiovascular diseasa
= gGFR =30 mLimin = ZrCl =60 mL/min
BASELIME

CHARACTERISTICS

= Age ~-63 yaars; mala ~71%
= HgAlc ~B%
= CAD -78%; prior M| ~47%

= Age ~B3 years; male ~§4%
= HgAlc ~8.2%
= Established ASCWVD ~72%

= Age ~64 years; male ~83%
= HgAlc ~B.3%
= Established ASCWD ~41%

= Age —-G64 years; male ~70%
= HgAlc ~B.2%
= CAD -VEXR

DURATION Median follow-up period of 3.1 years Median follow-up period of ~3.6 years kedian fallow-up period of ~4.2 years Mean follow-up period of 3.5 years
PRIMARY Compaosite of cardiovascular death, Composite of cardiovascular death, Composite of cardiovascular death, Campasite of cardiovascular death,
CUTCOME nan=fatal Ml and non-fatal stroke nan=fatal Ml and non-fatal stroke myrocardial infarction and strokea non=fatal Ml and non=-fatal strokea
RESLULTS Primary Composite Outcome: Primary Composite Outcome: FPrimary Composite Qutcome: M5D Primary Composite Outcome: MSD
490 (10.5%) vs 282 (12.1%) 26.9 vs 31.5 (# pts per 1000 pt-years) 7E6 {B.21%) vs 803 (B.36%]; 653/5493 (1.9%]) vs 327/2745 (11.9%)
HR 0.86 [25% Cl 0.74-0.949] HR 0.86 (25% CI0.75-0.87); p=0.02 HR 0.93 (25% CI 0.84-1.03); p=017 HR 0.87 (856% Cl 0.85-1.11)
p=0.0d; ARR 1.63%; NMNT ~&2
MORBIDITY Mon=Fatal MI: MNSD Mon=Fatal MI: MSD Momn=Fatal MI: NSD Mon=Fatal kI: N30
OUTCOMES Mon-Fatal Stroke: MSD Mon-Fatal Stroka: NSD Man=-Fatal Stroke: MSD Momn-Fatal Stroke: MSD

>

Haart Failure Hospitalization:
126 (2 .69%] ve 95 (4.07%)

HR 0.65 (85% CI 0.50-0.85)
p=0.002; ARR 1.38%; NMNT ~73

Heart Failurea Hospitalization:
55 ws B.7 (# pts per 1000 pt-years)
HR 0.B7 {35% CI 0.52-0.87)

Heart Failure Hospitalization:
212 (2.47%] vs 288 {3.33%)

HR 0.73 (95% CI 0.61-0.88})
ARR D.8E6%; MNT ~116

Heart Failure Hospitalization;
139 (2.53%] vs 898 (3.680%)
HR 0.70 (95% Cl 0.54-0.90)

MORTALITY
OUTCOMES

Cardiovascular Death:

172 {3.87%) vs 137 {5.B7H)

HR 062 (85% CI 0.48-0.77)
p=0.001; ARR 2 20%; NMT ~46

Cardiovascular Dreath:

MS0

Cardiovascular Death:
MSD

Cardiovascular Death:

M5O



Cardiovascular Outcomes in the

° Major Cardiovascular and Renal Outcomes and Death from Any Cause:
integrated CANVAS Program

Neal B et al. N Engl J Med ;377:644-657 DECLARE TIMI 58. Wiviott SD et al. N Engl J Med2019;380:347-357
— - T
A . .
Canagliflozin  Placebo Dapagliflozin Placebo
Outcome (N=5795)  (N=4347) Hazard Ratio (95% Cl) Outcome (N=8582) (N=8578) Hazard Ratio (95% Cl) P Value
no. of participants per 1000 patient-yr rate/1000 rate/1000
' no. (%) patient-yr  no. (%) patient-yr
Death from cardiovascular causes, 26.9 31.5 —o— 0 0.86 (0.75-0.97) " ——
nonfatal myocardial infarction, . Cardlovascular death or hospitalization 417 (4.9) 12.2 496 (5.8) 14.7 —eo— 0.83 (0.73-0.95) 0.005
| for heart failure
Snenfer bhoke i MACE 756 (8.8) 22.6 803 (9.4) 242 —o-H 0.93 (0.84-1.03) 0.17
Death from cardiovascular causes 11.6 12.8 —e— 0.87 (0.72-1.06) e —— 370(43) 108 480 (56) 141 0.76 (0.67-0.87)
Nonfatal myocardial infarction 9.7 11.6 —&— 0.85 (0.69-1.05) to <60 ml/min/1.73 m?,
Nonfatal stroke 7.1 8.4 —eo—— 0.90 (0.71-1.15) ESRDH(‘N deat?} from renal
Fatal fatal dial infarcti 11.2 12.6 —eo——i 0.89 (0.73-1.09 or cardlovascular cause
Fa al or non{a al myokcar alinfarction =5 56 A T (0 —n 09) Death from any cause 529(6.2) 151 570 (6.6) 16.4 —o—H 0.93 (0.82-1.04)
| | "l or nonfatal stroke ( ) | Hospitalization for heart failure 212(25) 62 286(33) 85 —e— 0.73 (0.61-0.88)
q [espilzanonioRTeInse L7 1311 Ho- 0:341(0:8851:00) " Myocardial infarction 393 (4.6) 117  441(51) 13.2 —e—j 0.89 (0.77-1.01)
Hospitalization for heart failure 5.5 8.7 —— 0.67 (0.52-0.87) Ischemic stroke 23527 69 23127 68 —e—1 1.01 (0.84-1.21)
Death from cardiovascular causes 16.3 208 —e—i . 0.78 (0.67-0.91) Death from cardiovascular cause 245(29) 7.0 249 (29) 7.1 —e— 0.98 (0.82-1.17)
or hospitalization for heart failure : Death from noncardiovascular cause 211 (25) 6.0 238 (2.8) 6.8 —o—H 0.88 (0.73-1.06)
Death from any cause 173 195 —o—i 0.87 (0.74-1.01) 240% decrease in eGFR 127 (15) 37 238(28 70 +H—e— 0.53 (0.43-0.66)
Progression of albuminuria 89.4 128.7 [ o 0 0.73 (0.67-0.79) to <60 ml/min/1.73 m?,
PO | ESRD, or death from
40% reduction in eGFR, renal-replacement 5.5 9.0 H—e— | 0.60 (0.47-0.77) renal cause
therapy, or renal death i T T 1
r T 1 0.40 0.50 1.0 1.5
0.5 1.0 2.0
Dapagliflozin Placebo
Canagliflozin Better Placebo Better Better Better
I T T e T s SR SO0 I 5 T

Cardiovascular Outcomes with Ertugliflozin |n Type 2 Diabetes
J MedVolume 383(15) 1425-1435

A Major Adverse Cardiovascular Event (Primary Outcome) B Death from Cardi ca or
for Heart Failure
1 1 15.0—
oo Hazard ratio, 0.97 (95.6%6 Cl, 0.85—1.11) 007 15:0= | i rro, 0.88 (95.896 CI, 0.75-1.03)
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No. at Risk No. at Risk
Placebo 2747 2724 2684 2612 1423 1186 227 Placebo 2747 2703 2643 2543 1371 1116 215
Ertugliflozin 5499 5436 5374 5245 2866 2409 438 Ertuglifiozin 5499 5394 5299 5110 2756 2271 406




Kim et al. Cardiovasc Diabetol (2018) 17:97 Cal’diOVaSClear’ D‘Iabetolog
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ORIGINAL INVESTIGATION Open Access

Association between sodium glucose W
co-transporter 2 inhibitors and a reduced

risk of heart failure in patients with type 2
diabetes mellitus: a real-world nationwide
population-based cohort study

Young-Gun Kirm'=, Seung Jin Han?, Dae Jung Kim?, Kwan-Woo Lee® and Hae Jin Kim?
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Fig. 2 Eaplan—Meier plots of hospitalization for heart failure in all patients (a) and baseline cardiovascular stratihcations (b with baseline
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Conclusions

Our results suggest that SGLT-2i reduced hHF compared
with DPP-4i. A HF protective effect of S5GLT-2i vs. DPP-
4i was shown 30 days after initiating the SGLT-2i among
patients with established CVD, but this effect appeared
later in patients without established CVD.



Benefici su Outcome CV in pazienti con Diabete Mellito e Malattia Renale Cronica

Dapagliflozin in Patients with Chronic Kidney Disease

M EMGL | MED 383,15 HNE/M.ORG OLTOBER 8, 2020

Canagliflozin and Renal Outcomes in Type 2 Diabetes and Nephropathy

M EMGL | MED 380024 MEJM.ORC JUME 13, 2019

C Composite of Death fram Cardsovascular Causes ar Hospitalization
for Heart Failure
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JAMA Cardiology | Original Investigation
Association of SGLT2 Inhibitors With Cardiovascular and Kidney Outcomes

in Patients With Type 2 Diabetes
A Meta-analysis

Figure 3. Effects of Sodium-Glucose Cotransporter 2 Inhibitors on Hospitalization for Heart Failure Figure 4. Effects of Sodium-Glucose Cotransporter 2 Inhibitars on Kidney-Related Outcomes
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P — NAjITSE 73 ATl 113 5.8 (051000 . . EMPA-REG OUTCOME  B1/4645 6.3 71/2323 115 0.54 {0.40-0.75) [ 16.67
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Fixad-effacts model (0=186; df =2; P=_40; 12 =0.0%) 0,60 {0.50-0.73) -l
T
o2 1 2 ;
MR (955 C1) 0.2 1 2

HR {355 CI}

CONCLUSIONS AND RELEVANCE In this meta-analysis, SGLT2 inhibitors were associated with a

reduced risk of major adverse CV events; in addition, results suggest significant

heterogeneity in associations with CV death. The largest benefit acrass the class was for an

associated reduction in risk for HHF and kidney outcomes, with benefits for HHF risk being JAMA Cardiol. 2021;6(2):148-158. doi:101001 jamacardio 2020 4511
the most consistent observation across the trials. Published online Qctober? 2020



SGLT2Z2 INHIBITORS: SUMMARY OF HEART FAILURE TRIALS
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DRUG Dapagliflozin 10 mg daily Empagliflazin 10 mg daily Dapagliflozin 10 mg daily Empagliflezin 10 mg daily
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Empagliflozin in acute myocardial infarction:
the EMMY trial Empagliflozin following severe myocardial infarction

-~ Multicentre, double-blind RCT Empaglifiozin
i

@

5 ' 476
N ~

Creatine kinase = 800 U/ —

Troponin T/l-level = 10x ULN
Empaglifiozin Primary outcome Secondary outcomes
twve [2
=jer]
+ LVESY ®
| LVEDV kl

+ NT-proBNP

Conclusion In patients with  recent myocardial infarction, empaglifiozin was assoclated with a significantly greater NT-proBNP reduc-
tion over 26 weeks, accompanled by a significant improvement in echocardiographic functional and structural parameters.
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Empagliflozin after Acute Myocardial Infarction
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Early initiation of SGLT2 inhibitors after acute
myocardial infarction

@ESC

Working Group
Cardiovascular
Pharmacotherapy

Andeas Hammer »1, Samuel Sossalla??, and Patrick Sulzgruber ©21-*

EMPACT-MI DAPA-MI|

f
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Exclusion; History of HF

nclusion: Newly LVEF ¥/Congestion

Acute MI (NSTEMI/STEMI)

\
Inclusion: LVEF ¥ or Q-wave Ml

Exclusion: History of HF/DM

o
[ 6522 Patients ( 4017 Patients 1
78% with LVEF <45% \ 67% with LVEF 30-49%

L ¥

i 10mg o.d. ( 10mg o.d.
| Placebo ] Empaglifiozin \ Placebo ] Dapaglifiozin

L

Composite Endpoint:
First hospitalization for HF / all-cause
death

'\

-

Composite Endpoint:
Death, HF-hosp., nonfatal MI, AFIB
onset, DM onset, NYHA reduction,

=

\ weight loss >5%

J

s

\

HR 0.90 (95% CI 0.76-1.06, p=0.21)

J

\

Win-Ratio: 1.34 (95% CI 1.20-1.50, p<0.001)

J

In conclusion, while SGLT2 inhibitors offer promising

cardiometabolic and HF benefits in post-AMI
y batients, their long-term impact on robust

outcomes such as mortality remains unclear.
However, the absence of a mortality signal in both
DAPA-MI and EMPACT-MI raises questions about
their routine post-AMI use of SGLT2 inhibitors,
especially considering cost and safety concerns

cot

The DAPA-MI trial investigated
the effect of dapagliflozin on
cardiometabolic outcomes in
patients with AMI without a
history of diabetes mellitus
(DM) or HF

CONCLUSIONS

In patients with acute MI as noted
above, after approximately 1 year of
treatment with dapagliflozin there
were significant benefits with
regard to improvement in
cardiometabolic outcomes but no
impact on the composite of
cardiovascular death or
hospitalization for heart failure

compared with placebo.
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Long-term benefits of dapagliflozin on renal outcomes of type
2 diabetes under routine care: a comparative effectiveness
study on propensity score matched cohorts at low renal risk

Gian Paolo Fadini "
DARWIN-Renal Study Investigators

a Mew-onset CKD
0257 v 0.76 (0.6 - 0.89)
P00
0.20- A
5
£ 015
a2
2 010
o
0.054 — Comparators
— Dapaglfiasn
0.00 T T T T
li] 12 24 36 48
Ko, at risk Months after index date
Dapaglflozin 5808 a0z 2200 1010 168
Comparators  SE04 4236 2800 1563 a8

¢ Serum creatinine doubling
0207 yn g.65 0.44 - 0.96)
=035
0.154
=
=]
=
S 0.101
&
= 0.05
W Caomparaiors -
0.00 - < . .
0 12 24 6 A8
No. at risk Maonths after index date

Dapaglifiozin - 4547 2910 1668 758 129
Comparators 4241 3060 2040 1156 367

b 0.254

H

Propostion
=
T

e o
g =

Enrico Langata,” Mario Luca Morieri,” Stefano Del Prato,” Angelo Avogara,” and Anna Solini®

Loss of kidney function

HR 0.68 (0.5 - 0.87))
pe=l0,002

-

1= Comparaiors /
= [iapagifiozin
o _'_'_,_,f""
_-o—"""_ﬂf

0.0
o

Mo, at risk

1.2 EI-d 3IE 48
Months after index date

Dapaghflozin - 4547 2884 1641 T36 119

Comparators 424

i 3023 1989 10a7 k<

Composite renal outcome
0.204 HE 0.70 {056 - 0BT}
De=01.002
0.154
5
"é 0.10
(=]
& 0.05 /
’ f-”’f’-— Cornparalons
— = [apagificzin
':] nl:l T T L] T
0 12 24 36 48
No. at risk Months after index date
Dapaghflozin - 4547 2883 1641 T36 118
Comparators 4237 3020 1988 1087 35

In summary, our study, designed to overcome some
issues with prior observational research, supports the
strong protective effects of dapagliflozin against the
loss of kidney function under routine care, even in
patients without baseline CKD. Based on real-world
evidence, it is expected that broadening the
population of patients with T2D who are receiving
SGLT2i will drive a change in the epidemiology of
ESKD in the next decades.
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Sodium-glucose co-transporter 2 inhibitors * Effetto glicosurico
and new-onset diabetes in cardiovascular or *  del peso corporeo e della

adiposita viscerale
* " della sensibilita insulinica e
della funzione B cellulare

kidney disease

SGLT2i and new-onset diabetes in patients with cardiovascular or kidney disease

Participant-level pooled analysis of Fixed-effacts meta-analysis of 7
DAPA-HF and DELIVER cardiovascular and kidney trials
{n = 5623) {n = 17 855)
&
Cumulative incidence of new-onset diabepes
requiring glucese-lowering therapy (%) Hazard ratio (5% CI) Cnn CI u Slnns
"™ HR: 0.67 (95% CI: 0.49, 0.91) DELIER e e L, _ o . L e .
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E A PR o patients with HF across the LVEF spectrum, without excess risk of ma-
—a— . L
Placebo . ' ' ' '
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. DAPAM .53 [ 36-0.77) . . ) . . .
jﬂ:ﬁf o Cveral o 074 (065-085) patients with cardiovascular or kidney diseases, we estimate that
. P 56 evenes (L3%) o5 = ; SGLTZi reduce risk of new-onset diabetes by 26%. These findings fur-
] 05 1 15 2 25 3 . » . .
Years since randemizarion Favours SGLTY  Favours placebo ther emphasize the role of 3GLT2i as a core component of comprehen-

Reduction in the rate of new-onset diabetes Reduction in the rate of new-onset diabetes sive Str‘ategies to impr‘ﬂve cardiovascular-kid ney—me*tahnlic health.

requiring new glucose-lowering therapy with with SGLT2 vs placebo (test for overall

dapaglifiazin vs placebo, with consistent findings treatment effect: P < 0.001), without
across the LVEF spectrum and key subgroups heterogeneity in treatment effects across trials
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Linking Cardiovascular Disease and Metabolic
Dysfunction-Associated Steatotic Liver Disease (MASLD):
The Role of Cardiometabolic Drugs in MASLD Treatment
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4. Comprehensive Medical Evaluation and Assessment of Comorbidities

Metabolic Dysfunction—-Associated Steatotic Liver Disease (MASLD) Treatment Algorithm

Obesity
pharmacotherapy

Prefer GLP-1 RA,

dual GIP and GLP-1 RA Not indicated

Individualize O
care, targeting
the following:

ol

Obesity
pharmacotherapy

« Adoption of a
healthy lifestyle

« Weight loss (if indicated)

Prefer GLP-1 RA,
dual GIP and GLP-1RA

« Optimal diabetes

management

surgery (as recommended

Obesity
» Cardiovascular pharmacotherapy
risk reduction Compensated ’
« Need for metabolic cirrhosis As with F2-F3
with caution*

by guidelines)

Decompensated

cirrhosis

Obesity
pharmacotherapy

*Individualized care and close monitoring needed in compensated cirrhosis given limited safety data available.

Figure 4.3 —Metabolic dysfunction—associated steatotic liver disease (MASLD) treatment algorithm. FO-F1, no to minimal fibrosis; F2-F3, moderate
fibrosis; F4, cirrhosis; GIP, glucose-dependent insulinotropic polypeptide; GLP-1 RA, glucagon-like peptide 1 receptor agonist; MASH, metabolic
dysfunction—associated steatohepatitis; SGLT2i, sodium—glucose cotransporter 2 inhibitor.

Comprehensive Medical Evaluation and Assessment of Comorbidities:
Standards of Care in Diabetes - 2025. Diabetes Care 2025;48(Suppl. 1):S59-S85

21



Heart Failure with Preserved Ejection Fraction
and Obstructive Sleep Apnea: A Novel Paradigm
for Additional Cardiovascular Benefit of SGLT2

Inhibitors in Subjects With or Without Type 2 Diabetes

Vincenzo Maria Monda - Sandro Gentile (8 - Francesca Porcellati -

Ersilia Satta - Alessandro Fucili - Marcello Monesi - Felice Strollo

J
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In  conclusion, the putative
favorable effect of SGLT2is in

patients with OSA is likely due to

the ability to reduce

cardiovascular events inpatients

with HFpEF [31] and improve
renal function independently of

diabetes [37, 38].

/ Concomitant conditions Underying mechanisms \ Kidney protection in patients HFpEF proven benefit in patients
with and without diabetes with and without diabetes
Obesity Fluid retension g
i [ Hsgcsi:t:nnr;b&ﬂ;m ] [ High prevalence of HFpEF in OSA }
RAAS activation 5 v
T2OM 1 ¢
] ; Improvement NAFLD and
N Endothelial dysfunction g NASH in patients
> with and without diabetes
Sympathetic actvty I
-
00 / ¢ Bi-directional relationship between
Increased atral stifness L 05A and NAFLD and NASH
2 ++ ¥ ++
Vascular remodeling g P Cardiovascularand g
ASCVD neurological
Left ventricular hypertrophy OSA complications in
— patients with and
without diabetes

Considering the close association between
OS5A and HFpEF, SGLT2is might also be

promising for OSA prevention, treatment,
and rehabilitation regardless of coexisting

T2DM, as well as for the often-associated
NAFLD when T2DM is present.

Adv Ther {2022y 39:4B3T-AR46
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Newer glucuse-lowering drugs and risk of dementia: A Association of Sodium-Glucose cutrﬂﬁﬁpﬂrter 2 Inhibitors
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Figure1. Association of Glucose-Lowering Therapy With All-Cause Dementia

GLP-1RA

(A] s6Lm2i , )
Intervention Control Favors  Favors Weight,
Intervention Control _ . Favors - Favors Weight, Study event Total event Total ARR(95%CI) Odds ratio (95% C1) intervention * control %
Study event Total event Total ARR(95%CI) Odds ratio (95% CI) intervention - control % 7
Zinmaneta 2015 1 4687 0 2333 001 (0.09t00.07) 149 (0.06 o 36.68) L00 Plefferetal #2015 0 031 3034 0.03(-006t00.12) 0.33(0.01to8.18) 1 ' » 100
Neal et al, 2% 2017 0 2907 1 2905 0.03(-0.06t00.13) 033(0.01t08.18) 1.00 Marsoet al,?1 2016 3 1648 5 1649 0.12(-021to0.46) 0.60(0.14t0251) ] 4.69
Neal et al,# 2017 0 2888 1 1442 0.09(-009t00.26) 0.17(0.01t04.09)  « = L00 Marsoetal /02016 12 4668 25 4672 0.28(0.02to053)  0.48(0.24t00.95) —— 16.51
Wiviottetal 322019 2 8582 1 8578 -0.01(-0.05t00.03) 2.00(0.18t022.05) 175 Holmaneta, 12017 2 7356 2 739 000(-0050005) 101(0.14t07.14) y 159
McMurray et al 21 2019 0 PETEND 2371 0.04(-0.07t00.16) 033(0.01t08.18) < » 100 . )
Perkovicetal 02019 2 202 1 2199 -0.05(-0.20to0.11) 2.00(0.18t022.05) 175 Hernandezetal,™ 2018 0 sl 3 4731 006(-0020015) 014(00110277) L16
Cannon et 4,37 2020 3 5499 1 2747 -0.02(-0.11t00.08) 1.50(0.16t014.42) > 196 GEI’StE‘iI’IE‘Hl,“mlg I 4949 9 4952 004(-01“0020] D?B(D29l0209] —— 9.17
Packeretal?42020 0 1863 3 1867 0.16(-0.05t00.37) 0.14(0.01ta2.77) < ' 116 Husainetal #2019 0 1591 2 1592 0.13(-0.09ta034) 0.20(0.01ta4.17) 4 » 110
Heerspink 2020 2 2520 2152 -009(-0.25t00.06) 5.00(0-2410104.30) ; * LI Gersteinetal, #2021 1 7170 1359 -0.02(-015100.12) 150(0.06t036.88) » L0
6 - r DI
An-keretal, 2021 14 2997 10 2991 -0.13(-0.45t00.19) 1.40(0.62ta3.15) 1274 Frizsetal 5202 0 W3 10 26(071057) 007(00013%) < 110
Peilertetal 772022 1 3131 0 3132 -0.03(-0.12100.06) 3.00(0.12t073.72) » 100 : h
Herrington etal 382023 1 31300 1 3305 0.00(-0.08t00.08) 100 (0.06 to16.00) . — Lincoffetal 2023 3 8803 4 8801 0.01(-0.05t00.07) 0.75(0.17t03.35) ' 432
RE model for subgroup: Q=6.40; of = 11; P = 85; I=0% -0.01(-0.04t00.02) 1.20(0.67t02.17) _ RE model for subgroup: Q=4.72; df=9; P=.86; ' =0% 007(0.02t00.1)  0.55(035t00.86) =
I 0.05 0.25 1 4
. (dds ratio (95% C1)
Conclusions

In this meta-analysis of randomized clinical trials, glucose-
lowering therapy with GLP1-RAs, but not SGLT2is or piogli-
tazone, was associated with a statistically significant reduc-
tion in dementia or cognitive impairment.
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Results

From the 358,862 participants analyzed (mean [SD] age, 57.8 [9.6] years; 58.0% male), Discussion

6,837 incident dementia or PD events occurred. Regarding the individual endpoints,
SGLT21i use was associated with reduced risks of AD (adjusted hazard ratio [aHR] 0.81, . - . . . . .

e jaHE] In this nationwide population-based study, SGLT2i use significantly reduced the risks
95% CI 0.76—0.87), VaD (aHR 0.69, 95% CI 0.60-0.78), and PD (aHR 0.80, 95% CI 0.69—

0.91) with a 6-month drug use lag period. In addition, use of SGLT2i was associated  0f neurodegenerative disorders in patients with type 2 diabetes independent of

with a 21% lower risk of all-cause dementia (aHR 0.79, 95% CI 0.69—-0.90) and a 22%

various factors including comorbidities and bioclinical parameters.
lower risk of all-cause dementia and PD than use of other OADs (aHR 0.78, 95% CI

0.73—0.83). The association between the use of SGLT2i and the lowered risk of these
neurodegenerative disorders was not affected by sex, Charlson Comorbidity Index,

diabetic complications, comorbidities, and medications. Sensitivity analysis further
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Key practice points:

= Discwss the relative benefits ond risks of SGLT2 therapy with the pevson yow are tregling.
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prescription and do not wait for HBAIc assessment at 3 months after metformin inftiation

* Fmphasite the importonce of angading pdrotion and good personal fpgiens

= Give written infermationdelectronic resources o suppert advice on the management of T20M medicines during penods of ooute or
defipdrabing iliness.
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= Pleaze refer to the redevant SmPC before prescribing any SGLTZE theropy.
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