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Cosa aspettarsi dalla terapia combinata
INSULINA + GLP-1RA?

FPG, fasting plasma glucose; GLP-1 RA, glucagon-like peptide-1 receptor agonist; PPG, postprandial glucose

Basal insulin

GLP-1 RA monotherapy

GLP-1 RA/insulin combined



Iperglicemia Residua

Complessità 

Scarsa Aderenza 

INTENSIFICARE SEMPLIFICARE

Progressiva disfunzione 
beta-cellulare



Quando intensificare?

Mancato compenso con 
terapia orale

Mancato compenso con GLP-1RA

Mancato compenso con basal-oral



DUAL I and extension
Inclusion criteria
● Type 2 diabetes 
● Metformin ± pioglitazone
● HbA1c 7.0–10.0%
● Age ≥18 years
● BMI ≤40 kg/m2

Gough et al. Lancet Diabetes Endocrinol 2014;2:885–93; Gough et al. Diabetes Obes Metab 2015;17:965–73

HbA1c Weight Hypoglycaemia

EOT, end of trial;
ERR, estimated rate ratio; 
ETD, estimated treatment difference



LixiLan-O
Inclusion criteria
● Type 2 diabetes 
● HbA1c 7.5–10.0% while on an 

established treatment with MET 
alone, or HbA1c 7 - 9% while on 
MET combined with one of the 
follows: GLI, SUL, DPP-IVi, SGLT2i

Rosenstock J, et al. Diabetes Care 2016;39:2026–35

WeightHbA1c



DUAL VIII

IDegLira (n=506) 
IGlar U100 (n=506) 
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Time since randomization (weeks)

Median time to need for treatment 
intensification was >2 years with IDegLira

Median time to need for treatment intensification was 
~1 year with IGlar U100

66.2% patients with 
IGlar U100

37.4% patients with 
IDegLira

Met criteria for 
treatment intensification

(% patients):

HR -0.45

Aroda VR, et al. Lancet Diabetes Endocrinol. 2019;7(8):596-605

Primary outcome: time to meeting criteria for need for treatment intensification (HbA1c ≥7% at two 
consecutive visits)



Quando intensificare?

Mancato compenso con 
terapia orale

Mancato compenso con GLP-1RA

Mancato compenso con basal-oral



DUAL III e LixiLan-G



Del Prato S et al. Diabetes Obes Metab. 2020;22:1567–1576



Quando intensificare?

Mancato compenso con 
terapia orale

Mancato compenso con GLP-1RA

Mancato compenso con basal-oral



DUAL V

EOT, end of treatment; ETD, estimated treatment difference; IDegLira, insulin degludec/liraglutide; IGlar U100, insulin glargine U100; PYE, patient years of exposure

IGlar U100

+1.8 kg

IDegLira

-1.4 kg
IDegLira

2.23 events/ PYE

IGlar U100

5.05 events/ PYE
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IDegLira (n=278)
IGlar U100 (n=279)

Week

7.1%

6.6%

EOT

–0.59%

p<0.001
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41 U

66 U

ETD:
-25.47 U
p<0.001 

Week

IDegLira (n=278)
IGlar U100 (n=279)

Daily insulin dose

ETD -3.20 kg, p<0.001 vs IGlar U10057% lower rate with IDegLira (p<0.001) 

[-0.74; -0.45]95% CI,

Mancato compenso con basal-oral

Lingvay et al. JAMA 2016;315:898–907



LixiLan-LMancato compenso con basal-oral

Aroda VR, et al. Diabetes Care 2016;39:1972–80

†Mean body weight (kg) at baseline

‡Documented symptomatic hypoglycemia, 
defined as plasma glucose ≤70 mg/dL



Mancato compenso con basal-oral

Zisman A, et al. Diabetes Ther (2018) 9:2155–2162



Mancato compenso con basal-oral

Morea N, et al. Diabetes Obes Metab. 2020;22:1683–1689



Achievement of Therapeutic Goals in Patients Aged ≥65 YearsMancato compenso con basal-oral

Age ≥65 Years

Lingvay et al. Endocr Pract 2019, 25(2) 144-155 Handelsman Y. et al., J Diabetes Complications 2019



Quando semplificare?

INSULINA + GLP-1RA
in sostituzione di 

regimi insulinici più 
intensivi



In sostituzione di regimi insulinici 
più intensivi

Billings et al. Diabetes Care 2018;41(5):1009-1016

DUAL VII
Inclusion criteria
• Age ≥18 years
• HbA1c 7.0–10.0%
• IGlar U100 20–50 U + metformin
• BMI ≤40 kg/m2

ETD, estimated treatment difference; IAsp, insulin aspart; IGlar U100, insulin glargine U100

Severe or confirmed symptomatic 
hypoglycaemia

Change in body weight 

HbA1c



In sostituzione di regimi insulinici 
più intensivi

Billings et al. Diabetes Care 2018;41(5):1009-1016

DUAL VII

CI, confidence interval; ETD, estimated treatment difference; IAsp, insulin aspart; IGlar U100, insulin glargine U100 

Total daily insulin dose over time 
IDegLira (n=252)
IGlar U100 + IAsp (n=253)
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84.1 units 
52.3 units basal*
32.1 units bolus*



In sostituzione di regimi insulinici 
più intensivi

Meneghini L et al. Diabet. Med. 37, 267–276 (2020)



In sostituzione di regimi insulinici 
più intensivi
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Proportion of patients experiencing level 1 
hypoglycemia

p = 0.015 



In sostituzione di regimi insulinici 
più intensivi ...dal punto di vista del paziente...

Haluzík M et al. Diabetes Ther. 2020;11:1029-1043

Change from baseline in Treatment-Related Impact Measure for 
Diabetes (TRIM-D) domains and total score after 26 weeks of treatment

Miller E et al. Diabetes Obes Metab. 2019;21:2643-2650



In sostituzione di regimi insulinici 
più intensivi

Metha R et al. Diabetic Medicine. 2022;39:e14901



Maiorino MI et al. Diabetes Obes Metab. 2018;20:2309–2313

Fixed-ratio or loose combinations?



Morieri et al. Diabetes Obes Metab. 2019;21:2542–2552

Fixed-ratio or loose combinations?



Conclusioni
Le combinazioni precostituite INSULINA + GLP-1RA:
• Presentano un’efficacia e sicurezza superiore alla sola insulina 

basale sia in soggetti mai trattati con insulina che in soggetti non 
controllati con l’insulina basale

• Si sono dimostrate non inferiori alla terapia multiiniettiva nel ridurre 
l’HbA1c con risultati migliori in termini di rischio di ipoglicemia e di 
incremento ponderale

• Rappresentano, dunque, un utile strumento per ridurre inerzia 
terapeutica e problematiche connesse all’intensificazione 
terapeutica e all’aderenza



Grazie!
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