
Edoardo Mannucci

Sicurezza dei SGLT2i: 
c’è qualcosa a cui stare attenti?
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Negli ultimi due anni, E. Mannucci ha ricevuto compensi per relazioni/consulenze da 

Boehringer Ingelheim, Eli Lilly, Novo Nordisk, Sanofi

La struttura di appartenenza di E. Mannucci ha ricevuto :

- Finanziamenti per ricerca indipendente non condizionata da Abbott

- Compensi per studi clinici sponsorizzati da Boehringer Ingelheim, Daiichi Sankyo, 

Eli Lilly, Molteni, Novo Nordisk
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Tolerability and safety issues
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• Genital infections

• Urinary infections

• Fournier’s gangrene

• Ketoacidosis

• Dehydration

• Fractures

• Amputations
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SGLT2i and genital infections
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A meta-analysis of placebo-controlled RCTs

Lin DS et al. J Clin Endocrinol Metab 106:2133-45, 2021
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SGLT2i and genital infections
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A systematic review of observational studies

Caparrotta TM et al. Diabetes Ther 12:991-1028, 2021
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SGLT2i and genital infections
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A meta-analysis of placebo-controlled RCTs

Lin DS et al. J Clin Endocrinol Metab 106:2133-45, 2021
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Empagliflozin: effect on genital infections
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Kim G et al. Diabetes  suppl. 1: P74-LB, 2013

Pooled analysis of phase III trials
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Kaku K et al. Exp Opin Drug Safety  2022 [Epub ahead of print]

Results of a retrospective 3-year study in Japan
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SGLT2i and risk of genital infections
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Scoccimarro D et al. Diabetes Care 44:e127-8, 2021

Results of a retrospective cohort study

Retrospective cohort study.

508 patients initiating a 
treatment with SGLT2i 
before Oct 1st, 2018

2-y follow-up

Reported genital infections 
(from clinical records):

10.8%
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Tolerability and safety issues
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• Genital infections

• Urinary infections

• Fournier’s gangrene

• Ketoacidosis

• Dehydration

• Fractures

• Amputations
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SGLT2i and urinary tract infections
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A meta-analysis of placebo-controlled RCTs

Lin DS et al. J Clin Endocrinol Metab 106:2133-45, 2021
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SGLT2i and urinary tract infections
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A systematic review of observational studies

Caparrotta TM et al. Diabetes Ther 12:991-1028, 2021
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SGLT2i and risk of Fournier gangrene
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Hu Y et al. J Diabetes Res 2020: 3695101, 2020

Results from the US FDA pharmacovigilance reporting system
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SGLT2i and risk of Fournier gangrene
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Hu Y et al. J Diabetes Res 2020: 3695101, 2020

Results from the US FDA pharmacovigilance reporting system
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SGLT2i and risk of Fournier gangrene
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Silverii GA, Dicembrini I, Monami M, Mannucci E. Diabetes Obes Metab 22: 272-5, 2020

Meta-analysis of available RCTs
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SGLT2i and risk of Fournier gangrene
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Wang T et al. Diabetes Ther 11:711-23, 2020

Results of a retrospective nested case-control study

Nested case-control study within a cohort

Cohort: 1,897,935 subjects with T2DM 
between 2013 and 2018 enrolled in 
Trueven Health MarketScan (including 
insurance companies and Medicare 
administrative data).

Cases: 216 patients hospitalized for 
Fournier gangrene, 2013-2018

Controls: 1,296 matched patients
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Tolerability and safety issues
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SGLT-2 inhibitors and ketoacidosis in type 2 diabetes
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Monami M, Nreu B, Zannoni S, Lualdi C, Mannucci E. Diabetes Res Clin Pract 130:53-60, 2017.

RCT of at least 12 weeks in T2DM. 

Number of trials: 88
Trials reporting information on DKA: 72
Trials with at least one event of DKA: 9 

Patients enrolled in trials with DKA events: 
- 10,157 with SGLT-2 inhibitors 
- 5,396  with comparator

Number of events of DKA:
- 16 with SGLT-2 inhibitors 
- 6  with comparators

Meta-analysis of RCTs
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SGLT2i and ketoacidosis
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A meta-analysis of placebo-controlled RCTs

Colacci M et al. Can J Diabetes 46:10-15, 2022
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SGLT2i and ketoacidosis
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A meta-analysis of observational studies

Colacci M et al. Can J Diabetes 46:10-15, 2022
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SGLT2i and ketoacidosis: risk factors
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An analysis of a series of case reports

Menghourn N et al. Diabetes Metab Syndr 15:102275, 2021
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SGLT2i, ketogenis diets, and ketoacidosis
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Case reports

Mistry S, Eschler DC. AACE Clin Case Rep  7:17-19, 2020
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Tolerability and safety issues
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• Genital infections

• Urinary infections

• Fournier’s gangrene

• Ketoacidosis

• Dehydration

• Amputations
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SGLT2i and dehydration
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A meta-analysis of placebo-controlled RCTs

Lin DS et al. J Clin Endocrinol Metab 106:2133-45, 2021
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Tolerability and safety issues
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• Genital infections
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• Fournier’s gangrene
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SGLT2i and bone fractures
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A meta-analysis of placebo-controlled RCTs

Lin DS et al. J Clin Endocrinol Metab 106:2133-45, 2021
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A systematic review of observational studies

Caparrotta TM et al. Diabetes Ther 12:991-1028, 2021
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Tolerability and safety issues
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• Genital infections
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SGLT2 inhibitors: 
effect on amputations
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Meta-analysis of RCTs

Dicembrini I, et al. Diabetes Res Clin Pract 153:138-44, 2019
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SGLT2 inhibitors: 
effect on amputations
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Meta-analysis of RCTs

Dicembrini I, et al. Diabetes Res Clin Pract 153:138-44, 2019
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SGLT2 inhibitors: 
effect on amputations
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Meta-analysis of RCTs

Dicembrini I, et al. Diabetes Res Clin Pract 153:138-44, 2019
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SGLT2 inhibitors: 
effect on amputations
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