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Troppe opzioni terapeutiche?

• Metformina
• Sulfoniluree
• Glitazoni
• Inibitori DPP4
• Agonisti recettori GLP1
• Inibitori SGLT2
• Insulina basale

glibenclamide, gliclazide, glimepiride, repaglinide

pioglitazone

sitagliptin, vildagliptin, linagliptin, saxagliptin, alogliptin

exenatide, liraglutide, lixisenatide, dulaglutide,
albiglutide

lantus, detemir, deglutec, tujeo, abasaglar

empaglifozin, dapaglifozin, canaglifozin
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Terapia basata sul target di controllo glicemico

Come è cambiata la terapia del diabete: vantaggi e limiti dei 
vecchi e dei nuovi farmaci
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Kaplan–Meier curves comparing metformin or sulphonylurea monotherapy with their 
matched non-diabetic control group in patients aged 71–75 years at baseline from the 

UK Clinical Practice Research Datalink (CPRD) 

Bannister CA et al Diabetes Obes Metab16: 1165–1173, 2014

78 241 subjects treated with metformin, 
12 222 treated with sulphonylurea, 

90 463 matched subjects without diabetes
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Terapia basata sul target di controllo glicemico

Terapia “personalizzata” 

Come è cambiata la terapia del diabete: vantaggi e limiti dei 
vecchi e dei nuovi farmaci

- in base all’età

- in base al peso corporeo

- in base alle complicanze cardiovascolari
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American Diabetes Association
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Terapia del diabete nel paziente anziano

• Evitare al paziente complicanze metaboliche
acute (ipoglicemia, iperglicemia iperosmolare)

• Prevenire la comparsa e/o la progressione
delle complicanze.

• Conservare le funzioni cognitive e la capacità
fisica

• Assicurare un’adeguata qualità di vita
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2.05 (1.74-2.42)All studies

Severe hyoglycaemia and CVD 

Goto A, BMJ 2013
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JAMA 2009
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A significant increase in mortality observed with sulfonylureas (MHOR: 1.22 
[1.01–1.49], P=0.047): a meta-analysis of randomized clinical trials

Monami M. . et al. Diabetes Obes Metab 15: 938–953, 2013
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Comparison of cardiovascular-related mortality between sulfonylureas by 
network meta-analysis using direct and indirect evidence from 13 studies

Simpson SH et al. Lancet Diabetes Endocrinol 3:43-51, 2015 
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Network meta-analysis of  RCTs lasting 12–52 weeks and evaluating SUs 
added to inadequate metformin monotherapy (≥1000 mg/day) in type 2 

diabetes

Andersen SE et al. Br J Clin Pharmacol 2016
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J Am Geriatr Soc 63:2227–2246, 2015

2015 American Geriatrics Society beers criteria for 
potentially inappropriate medication use in older adults
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Placebo 
(n=125)

Glipizide
5–20 mg

QD
(n=123)% of patients

5 mg 
BID 

(n=124)

12.5 mg 
BID 

(n=123)

25 mg 
BID 

(n=123)

50 mg 
BID 

(n=122)
Treatment-
related 
adverse events

10 9 16 14 12 28

Serious adverse 
events

3 3 2 1 3 5

Discontinuation 0 1 2 1 2 3
Hypoglycemia 2 0 4 4 2 17

Sitagliptin Safety Profile
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Terapia basata sul target di controllo glicemico

Terapia “personalizzata” 

Come è cambiata la terapia del diabete: vantaggi e limiti dei 
vecchi e dei nuovi farmaci

- in base all’età

- in base al peso corporeo

- in base alle complicanze cardiovascolari
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Relazione dose-risposta per gli effetti 
del GLP-1

Holst JJ et al Trends in Mol Med 2008
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Efficacia di analoghi del GLP-1 o Inibitori di DPP-4 su 
parametri di controllo glicemico
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Canagliflozin
SGLT2 Inhibition for Type 2 Diabetes: 

Metformin + Canagliflozin Dose-Ranging Study

*P˂.001 vs. placebo calculated using LS meansRosenstock J, et al. Abstract 77-OR. ADA 2010. 

Mean Baseline 
Weight (kg)

85.5   87.5    87.7    87.7    87.8    86.3    87

* *

*

*

*

*

*
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Chart1

		Category 1		Category 1		Category 1		Category 1		Category 1		Category 1		Category 1



PBO

50 mg

100 mg

200 mg

300 mg

300 mg BID

SITA 100 mg

Body Weight Change 
from Baseline (%)

-0.011

-0.023

-0.026

-0.027

-0.034

-0.034

-0.006



Sheet1

				PBO		50 mg		100 mg		200 mg		300 mg		300 mg BID		SITA 100 mg

		Category 1		-1.10%		-2.30%		-2.60%		-2.70%		-3.40%		-3.40%		-0.60%

		Category 2		2.5		4.4		2

		Category 3		3.5		1.8		3

		Category 4		4.5		2.8		5

				To resize chart data range, drag lower right corner of range.







Changes from Baseline in Body Weight 
in Phase 3 Dapagliflozin Studies

Placebo        Dapa 2.5mg       Dapa 5mg       Dapa 10mg

Wilding JPH, et al. Abstract 78-OR. ADA 2010; Strojek K, et al. Abstract 870. EASD 2010; 
Ferrannini E, et al. Diabetes Care. 2010;33(10):2217-2224; Bailey CJ, et al. Lancet. 2010;375(9733):2223-2233.  
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Chart1

		Category 1		Category 1		Category 1		Category 1

		Category 2		Category 2		Category 2		Category 2

		Category 3		Category 3		Category 3		Category 3

		Category 4		Category 4		Category 4		Category 4



Monotherapy

Met add-on

SU add-on

Insulin add-on

Change in 
Body weight from baseline (kg)

-2.3

-0.9

-0.7

-3.2

-2.2

-1.2

-1

-2.8

-3

-1.5

-1

-3.2

-2.9

-2.3

-1.6



Sheet1

				Monotherapy		Met add-on		SU add-on		Insulin add-on

		Category 1		-2.3		-0.9		-0.7

		Category 2		-3.2		-2.2		-1.2		-1

		Category 3		-2.8		-3		-1.5		-1

		Category 4		-3.2		-2.9		-2.3		-1.6

				To resize chart data range, drag lower right corner of range.







Terapia basata sul target di controllo glicemico

Terapia “personalizzata” 

Come è cambiata la terapia del diabete: vantaggi e limiti dei 
vecchi e dei nuovi farmaci

- in base all’età

- in base al peso corporeo

- in base alle complicanze cardiovascolari
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Primary outcome:3-point MACE
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CV death  

HR 0.62
(95% CI 0.49, 0.77)

p<0.0001

Cumulative incidence function. HR, hazard ratio 
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NEJM 2017
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Terapia basata sul target di controllo glicemico 
uguale per tutti.

Terapia “personalizzata”, almeno in parte sganciata 
dal compenso glicemico e legata ad effetti dei farmaci
sulle complicanze croniche della malattia 

Come è cambiata e come sta cambiando 
la terapia del diabete?
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