
SGLT2i: subito insieme alla metformina, 
subito dopo la metformina, e comunque 

prima di ogni altro farmaco?

Raffaella Buzzetti
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linee guida SID/AMD 2023

<
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Linee Guida KDIGO

Kdigo guidelines volume 102 | issue 5s | november 2022Diap
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Treatment algorithm for selecting glucose-lowering drugs for patients with T2D and CKD

Linee Guida KDIGO

Kdigo guidelines volume 102 | issue 5s | november 2022Diap
os

itiv
a p

rep
ara

ta 
da

 R
AFFAELL

A BUZZETTI 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



-57%

-40%

-39%

-31%

-27%

Maddaloni E et al., DOM, 2023

✔ SGLT2i reduces the risk of renal
outcomes across all eGFR
categories

✔ Higher benefit if SGLT2i is started
with higher eGFR

Renal outcomes with SGLT2i
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Heart failure in diabetes

Cavallari I et al.  J Clin Endocrinol Metab 2020Diap
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Agenda

1. Guidelines indications

1. Primary prevention data

1. Before metformin/before other drugs?
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By 51% death
By 46% HHF or death

Real World: CVD-real

Population: Patients with T2D who were newly started on either SGLT-2i or oGLDsDiap
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Real-World: CVD-REAL 3

Population: patients with type 2 diabetes with or without chronic kidney disease Heerspink HJL, et al. Lancet Diabetes Endocrinol. 2020.

p<0.0001
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Real-World: CVD-REAL 3

Heerspink HJL, et al. Lancet Diab. Endocrinol. 2020.
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Real-World: DARWIN-RENAL (2024)
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Real-World: DARWIN-RENAL (2024)

Fadini GP, et al. Lancet Reg Health Eur. 2024Diap
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SGLT2i / Metformin : who’s first?

Primary outcomes: heart failure hospitalization, acute coronary 
syndrome, ischemic stroke, and all-cause mortality

Chen TH et al. Cardiovasc Diabetol. 2020.

Retrospective cohort study
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SGLT2i / Metformin : who’s first?

Chen TH et al. Cardiovasc Diabetol. 2020.

p<0.0001
p<0.0001
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SGLT2i / Metformin : who’s first?

Chen TH et al. Cardiovasc Diabetol. 2020.

p<0.0001 p<0.0001
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SGLT2i / Metformin : coexistence?

Primary outcome: major adverse
cardiovascular events (MACEs)

Secondary outcomes: cardiovascular death, 
hospitalization for heart failure, and renal
outcomes.

Huang, C.-Y et al.  J. Clin. Med. 2024

Retrospective cohort study 
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SGLT2i / Metformin : coexistence?
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SGLT2i / Metformin : upcoming trials
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Conclusions

SGLT2  
- safe in use
- effective as antidiabetic
- useful in prevention of complications

→ Why not as first line treatment?
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Grazie a Francesco De Vita……
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SGLT2i / DPP4i
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E.L. Fu et al., International Journal of Cardiology 352 (2022) 172–17

Adults who newly started SGLT2i or GLP1-RA therapy in 
Stockholm, Sweden, during 2013–2019. 

Primary outcome:  major adverse cardiovascular events 
(MACE), a composite of cardiovascular (CV) death, 
myocardial infarction and stroke. 

Secondary outcomes: individual MACE components and 
hospitalization for heart failure
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Adults who newly started SGLT2i or GLP1-RA therapy in 
Stockholm, Sweden, during 2013–2019. 

Primary outcome:  major adverse cardiovascular events 
(MACE), a composite of cardiovascular (CV) death, 
myocardial infarction and stroke. 

Secondary outcomes: individual MACE components and 
hospitalization for heart failure

E.L. Fu et al., International Journal of Cardiology 352 (2022) 172–17
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Giugliano et al. Cardiovasc Diabetol (2021) 20:205

Meta-analyses of cardiorenal effects exerted 
by GLP-1RA and SGLT-2 inhibitors in 
patients with or without T2D

SGLT2 > GLP1RA

GLP1RA > SGLT2 SGLT2 = GLP1RA
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Fadini GP, et al. Lancet Reg Health Eur. 2024
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