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The frail, elderly subject might take multiple advantages 
from the use of innovative drugs

   Efficacy 

   AKI

   Falls

   Cognitive impairment
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Benefit-risk profile of SGLT2i in older frail adults

Diap
os

itiv
a p

rep
ara

ta 
da

 ANNA SOLIN
I e

 ce
du

ta 
all

a S
oc

iet
à I

tal
ian

a d
i D

iab
eto

log
ia.

 

Per 
ric

ev
ere

 la
 ve

rsi
on

e o
rig

ina
le 

si 
pre

ga
 di

 sc
riv

ere
 a 

sid
ita

lia
@

sid
ita

lia
.it



SGLT2i in frail or older people with T2D and HF (n>77,000) 

Aldafas R, Age and Ageing 2024

All-cause mortality

Cardiac death 

HHF

-19%

-20%

-31%
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Aldafas R, Age and Ageing 2024

Safety profile

SGLT2i in frail or older people with T2D and HF 
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Comparative effectiveness of empagliflozin in reducing the burden 
of recurrent cardiovascular hospitalizations among older T2D adults 
in routine clinical care

Incidence of total CV events

Empagliflozin vs GLP1-RA RR 

Desai RJ, Am Heart J 2022

Mean age 72 yrs
Over 140 matched variables

20% RRR 
Hospitalization for CV causes

30% RRR
Hospitalization for HF
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Sciacqua A, Heart Failure Reviews 2023Diap
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Safety of empagliflozin in elderly Japanese adults: 
the EMPA-ELDERLY trial

Changes from baseline at week 52 

Yabe D, Diabetes Obes Metab 2023
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Effect of albiglutide on CV outcomes in older adults: 
a post hoc analysis of a randomized controlled trial 

Gilbert MP, Diabetes Obes Metab 2024

Adiusted HR in patients aged <75 and >75 years
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Glycemic and economic outcomes in elderly T2D subjects initiating 
dulaglutide vs basal insulin in a real-world setting: 
the DISPEL-Advance Study

Hoog M, Diabetes Ther 2023

Patients reaching the target Mean follow up costs
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Association of semaglutide with risk of suicidal ideation 
in a real-world cohort

Incident suicidal ideations in the study population with T2DM

Wang W, Nature Med 2024Diap
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The frail, elderly subject might take multiple advantages 
from the use of innovative drugs

   Efficacy 

   AKI
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Comparison of three classes of glucose-lowering drugs on AKI risk 
in patients with or without T2DM

Chao M, Clin J Am Soc Nephrol 2020Diap
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SGLT2 Inhibitors and the risk of AKI in older adults with T2D

Zhuo M, Am J Kidney Dis 2022

68,130 and 71,477 new users of SGLT2i were matched to new users of DPP-4i or GLP-1RAs, respectively
Mean age 72 years
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Safety of SGLT2i vs DPP-4i in varying baseline HbA1c levels

Safety Outcomes in 1:1 Propensity 
Score-matched patients initiating 
SGLT2 inhibitor vs DPP-4 inhibitor

D’Andrea E, JAMA Intern Med 2023

87,274 adults with T2D
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The frail, elderly subject might take multiple advantages 
from the use of innovative drugs

   Efficacy 

   AKI

   Falls
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Fracture risk of SGLT2i in subjects with and without CKD

Cowan A, Clin J Am Soc Nephrol 2022
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Association of SGLT2i vs DPP-4i as add-on to metformin 
with fracture risk in patients with T2D

van Hulten V, Diabetes Obes Metab 2023

Risk of any fracture in SGLT2i vs DPP-IVi users, stratified by sex and age group

13,807 SGLT2i users 
vs  28,524 DPP-4i users
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SGLT2i and the reporting of falls and fractures: 
an european pharmacovigilance analysis

Mascolo A, Front Pharmacol 2023

Reporting probabilities of fall (A) and fractures (B) between SGLT2i and DPP-IVi for sex and age (<65 and >65 yrs)

653 events
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Diuretics, SGLT2 inhibitors and falls in older heart failure patients: 
to prescribe or to deprescribe?

van Poelgeest EP, European Geriatric Medicine 2023

Prevalence of fall-related  side effects of diuretics and SGLT2 inhibitors
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The frail, elderly subject might take multiple advantages 
from the use of innovative drugs

   Efficacy 

   AKI

   Falls

   Cognitive impairment
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Effect of dulaglutide on cognitive impairment in T2D: 
an exploratory analysis of the REWIND trial

Cukierman-Yaffe T, Lancet Neurology 2020

Risk of SCI, adjusted for baseline standardized MoCA and DSST scores
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Treatment with GLP-1 RA and incidence of dementia: 
Data from pooled double-blind randomized controlled trials 
and nationwide disease and prescription registers

Nørgaard CH, Alzheimer’s Dement 2022

Time to dementia with GLP-1 RAs vs placebo in pooled RCTs  
(n~16,000)

HRs for dementia with yearly increase in exposure duration 
to GLP-1 RAs and other second-line diabetes treatments 

(n~120,000)

HR 0.47
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Dementia diagnosis and changes in antidiabetic drug prescription: 
an open-cohort study of ∼130,000 Swedish subjects over 14 years

Secnik J, J Alzheimers Dis 2020 

Cumulative incidence functions of antidiabetic drug dispensation in naıve users by dementia status
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Clinical characteristics and healthcare utilisation associated with 
undiagnosed cognitive impairment in elderly patients with diabetes in a 
primary care setting: a population-based cohort study

They were less likely to be treated with GLP-1 agonists, DPP-4 inhibitors, or SGLT2 inhibitors 
and more likely to receive insulin or sulfonylurea

Merzon E, BMJ Open 2024Diap
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Long-term SGLT2i use in older individuals with T2D

Yabe D, J Diabetes Investig 2023Diap
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My final considerations

 A multidisciplinary approach is crucial in the decision-making 
process for managing older individuals or people with frailty with T2D 
to effectively integrate SGLT2i and GLP-1 RA into treatment pathways, 
thus reducing their hospitalization

 Co-morbidities, disability, frailty, anticipated life expectancy, patient 
preferences and therapeutic goals should all be considered while 
developing a treatment plan for this population
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