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From RCTs to Real World Studies 

N Justo et al. Technical Report, 2018 ML Morieri et al. Diabetes, Metabolic Syndrome and Obesity: Targets and Therapy, 2020



Opportunities from RWSs on GLP1-RAs

Monitor safety and effectiveness, care quality,  cost-effectiveness, 
adherence and persistence

 Investigate populations under-represented in RCTs (elderly,  
subjects with CKD and other comorbidities, non obeses)

 Provide head-to-head comparison between different active 
compounds

 Evaluate RCTs-unexplored outcomes





Effectiveness of Dulaglutide in the Real World and in Special Populations 
(Veneto 2015-2018)

Switchers: 
 52.7% liraglutide
 40.0% exenatide OW
 7.3% lixisenatide

Initial weekly dulaglutide dose
 90,1% 1,5 mg 
 9,9%  0,75 mg 

Clinical Differences  Naïve vs Switchers: 
 Diabetes duration ys (9,8 vs 12 )
 HbA1c% (8,2 vs 7,6)

ML Morieri et al. J Clin Endocrinol Metab, 2020



ML Morieri et al. J Clin Endocrinol Metab, 2020

Effectiveness of Dulaglutide according to patient characteristics



Inclusion criteria
• T2D initiating Semaglutide s.c. therapy between 

oct 2019 and oct 2020
• Satisfaction of reimbursement criteria

Effectiveness in Real World of OW Semaglutide: Results from a 
Retrospective Observational Study in Umbria (Perugia, Citta`di Castello, Castiglione del Lago)

Aim
To review the clinical effectiveness of semaglutide
s.c. in Italy

• Co-primary endpoints: changes in HbA1c and 
weight after 6 months

• Secondary Endpoints: changes at 12 months; 
proportion of patients reaching HbA1c <7% 
and weight loss > 5%

Study population was stratified in:
• Naïve (New GLP1 RA users )
• Switchers  (from another GLP1RAs )

C Di Loreto et al. Diabetes Ther, 2022



Basaline Characteristics

N=216

Naive 135
 51.1% OHAs
 48.9% basal insulin 
 27,4%  basal bolus

Switchers 81
 66.7%  liraglutide 1.8 mg
 15.4%  dulaglutide
 9.0% exenatide OW
 66,7% basal insulin 

C Di Loreto et al. Diabetes Ther, 2022



Effectiveness Results

Semaglutide dose
 0.82 mg/wk T6; 0.86 mg/wk T12 in Naive
 0.96/wk T6 and T12 in Switchers

Weight loss> 5%
 46.9% in Naive 
 25.9% in Switchers

HbA1c levels < 7% 
 52% in Naïve 
 31% in Switchers 

C Di Loreto et al. Diabetes Ther, 2022



6 months 12 months

Baseline

OW GLP-1RAs
Dulaglutide, Exenatide, Semaglutide

OW GLP-1RAsAny previous therapy

Subjects 
with T2D

N=1,001

Effectiveness and Tolerability of Once-Weekly GLP-1 Ras in Clinical 
Practice: A Focus on Switching Between Once-Weekly Molecules
(Chieti-Pescara 2018-2021)

G Di Dalmazi et al. Front. Endocrinol, 2022

Aim
• to evaluate the effectiveness and tolerability of OW 

GLP-1RAs
• to assess the clinical benefits of switching from one 

GLP-1RA to another in a routine clinical setting
• Co-primary endpoints: changes in HbA1c and weight 

after 6 months

Inclusion criteria
• Aged 18–80 years T2D initiating OW GLP1 Ras  therapy 

between apr 2018 and jan 2021

Study population was stratified in:
• Naïve (New GLP1 RA users )
• Switchers  (from another GLP1RAs )



Baseline characteristics overall and by GLP1-RA

Clinical Differences  Naïve vs Switchers: 
 Diabetes duration ys (11,4 vs 14,1 )
 HbA1c% (8,2 vs 7,8)
 Background glucose lowering treatment

G Di Dalmazi et al. Front. Endocrinol, 2022



G Di Dalmazi et al. Front. Endocrinol, 2022

Comparing Effectiveness of OW GLP1RAs  
Through a Propensity Score Adjustment



Risk of Cardiovascular Outcomes in T2D Patients Following
Addition of SGLT2-Is Versus Sulfonylureas to Baseline GLP-1RA Therapy
(US  2013-2018)

Primary outcomes:
• Composite cardiovascular endpoint (myocardial infarction, stroke, and all-cause mortality) 
• Heart failure hospitalization

C Dave et al. Circulation, 2021



 1:1 propensity score matched adjusting for >95 baseline covariate
 2 cohorts of 12,584 pts (age 58,3 ys; female 48,2%)
 liraglutide (60,3%); canagliflozin (61,6%); glimepiride (54,9% )

C Dave et al. Circulation, 2021



Conclusions
Real World Studies on OW GLP1-Ras

 Clarify long term effectiveness and safety of GLP1-RAs in clinical practice even
in underrepresented population, including those aged ≥ 75 years, nonobese, or 
with chronic kidney disease

Suggest that switching between GLP-1RAs represents a possible choice when 
the ongoing drug is unable to provide the desired glycemic control and/or 
weight loss or when gastrointestinal adverse effects occur

Support for adding SGLT2i to existing GLP-1RA therapy to confer additional
cardiovascular benefit in patients with diabetes in routine clinical care 
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