
The PIONEER PLUS study will determine the extent to which higher doses of oral semaglutide, a GLP-1 
receptor agonist, improves glycemic control compared to current standards. Higher achievement of glycemic 

goals may address therapeutic inertia and help reduce risk of long-term complications. 

Julian L. Moran1, Grace Ordonez1, Milan Rancic1,2, Natasha Malkani1,2, Lee-Shing Chang1,2, Alexander Turchin1,2, Vanita R. Aroda1,2

Rationale and design of the PIONEER PLUS study evaluating high dose oral GLP-1 
receptor agonist therapy for the treatment of type 2 diabetes 

Affiliations: (1) Brigham and Women’s Hospital (2) Harvard Medical School

References
(1) Carls G et al. Achievement of Glycated Hemoglobin Goals in the US Remains Unchanged Through 2014. Diabetes Ther. 2017 Aug;8(4):863-873.  (2) Gabbay RA et al. Addressing Therapeutic Inertia in 
2020 and Beyond: A 3-Year Initiative of the American Diabetes Association. Clin Diabetes. 2020 Oct;38(4):371-381. (3) https://clinicaltrials.gov/ct2/show/study/NCT04707469, Accessed October 5th, 2021.

Discussion
• Currently in the US approximately 50% of patients 

with T2DM have an HbA1c >7%, which increases risk 
of complications.1 

• PIONEER PLUS will help define the role of potentially 
higher efficacy GLP-1 RAs in addressing gaps in 
achieving treatment goals. 

Methodology
• PIONEER PLUS is a prospective randomized active 

comparator study evaluating oral semaglutide at final 
trial doses of 14 mg, 25 mg, or 50 mg daily in patients 
with poorly controlled T2DM (Figure 3).3

• The PIONEER PLUS study is estimated to enroll 1224 
participants globally across 178 sites, including Brigham 
and Women’s Hospital (Figure 2).3

Results
• The PIONEER PLUS population is expected to 

represent patients with type 2 diabetes inadequately 
controlled on 1-3 oral glucose-lowering agents, with 
HbA1c 8-10.5%,3 indicating need for higher efficacy 
treatments. 

• The primary outcome will be change in HbA1c from 
baseline to week 52.3

• The secondary outcomes includes achievement of 
clinical treatment targets, changes in blood glucose 
levels and body weight.3

• The study is estimated to complete in March 2023.3

Figure 2. Global map of countries with PIONEER PLUS sites highlighted in teal. 3

Figure 3. Study design: randomization strata and dose escalation timeline for 14mg, 25mg, and 50mg doses.3

Figure 1. Glucose-lowering mechanisms of action of GLP-1 receptor agonists in the treatment of type 2 diabetes 

Introduction
• Inadequate glycemic control in type 2 diabetes (T2DM) is associated with 

an increased risk of health complications.1
• GLP-1 receptor agonists (GLP-1 RAs) are highly effective medications for 

T2DM (Figure 1).2
• The PIONEER PLUS study seeks to evaluate the efficacy and safety of 

higher doses of the first oral GLP-1 RA, oral semaglutide, for the treatment 
of T2DM.3
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