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The management of type 2 diabetes (T2D) often necessitates injectable therapies, presenting adherence 

challenges for some patients. The development of an effective oral glucagon-like peptide-1 (GLP-1) receptor 

agonist offers a potential solution to improve patient convenience and expand treatment options. Phase 3 trial 

data for orforglipron, an investigational oral GLP-1 receptor agonist, indicate clinically meaningful reductions 

in glycated haemoglobin (HbA1c) and body weight, suggesting a new oral therapeutic avenue for T2D.

K E Y  TA K E AWAY S

º The Pivot: Orforglipron offers an oral GLP-1 receptor agonist option, potentially improving patient 

adherence compared to injectable counterparts.

º The Data: Patients receiving orforglipron achieved HbA1c reductions of up to 2.1% and body weight 

reductions of up to 10.1 kg.

º The Action: Clinicians should monitor for the potential availability of oral GLP-1 receptor agonists as a 

future treatment option for T2D, particularly for patients hesitant about injectable therapies.

Current GLP-1 receptor agonists, while highly effective in T2D management and weight reduction, are predominantly 

administered via subcutaneous injection. This route of administration can be a barrier for some patients, impacting 

treatment initiation and long-term adherence. The development of an oral formulation that maintains comparable efficacy 

and safety profiles is therefore a significant area of research. Orforglipron, a non-peptide GLP-1 receptor agonist, has 

been investigated in Phase 3 clinical trials to assess its efficacy and safety in adults with T2D. These trials aimed to 

determine if an oral GLP-1 receptor agonist could provide similar benefits to existing injectable options while offering 

the convenience of oral dosing.

Type 2 Diabetes Mellitus (T2DM) affects hundreds of millions globally, with its prevalence continuing to rise. 

Effective management is crucial to prevent long-term complications such as cardiovascular disease, nephropathy, and 

retinopathy. GLP-1 receptor agonists represent a cornerstone of modern T2DM therapy due to their multifaceted benefits, 

including glucose-dependent insulin secretion, suppression of glucagon secretion, delayed gastric emptying, and central 

appetite suppression. The convenience of an oral medication could significantly improve patient access and adherence, 

particularly for individuals with needle phobia or those managing multiple injectable medications.

The Trial Design and Key Findings
The Phase 3 program for orforglipron included multiple trials, enrolling a diverse population of adults with T2D, 

including those treatment-naive and those inadequately controlled on existing therapies. Participants were randomised 
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to receive various doses of oral orforglipron once daily or placebo. The primary endpoints typically focused on the 

change in HbA1c from baseline, with key secondary endpoints including change in body weight and the proportion of 

participants achieving specific HbA1c targets (e.g., Across the Phase 3 trials, orforglipron demonstrated dose-dependent 

and statistically significant reductions in HbA1c. In one pivotal trial, patients receiving the highest dose of orforglipron 

achieved a mean reduction in HbA1c of up to 2.1% from baseline, compared to a mean reduction of 0.4% in the 

placebo group (P1 A substantial proportion of patients, up to 72%, achieved an HbA1c target of less than 7.0% with 

orforglipron, compared to 20% with placebo (P1 These reductions were observed early in the treatment course and 

sustained throughout the trial periods.

Beyond glycaemic control, orforglipron also led to significant reductions in body weight. Patients treated with 

orforglipron experienced mean body weight reductions of up to 10.1 kg (approximately 10.0% of baseline body weight) 

over the trial duration, compared to a mean reduction of 1.5 kg in the placebo group (P2 These weight loss effects 

were observed consistently across different doses and patient subgroups. The mechanism underlying weight loss with 

orforglipron is consistent with other GLP-1 receptor agonists, involving reduced appetite and increased satiety.

The safety profile of orforglipron was consistent with the known class effects of GLP-1 receptor agonists. The 

most frequently reported adverse events were gastrointestinal in nature, including nausea, diarrhoea, vomiting, and 

constipation. These events were generally mild to moderate in severity and transient, decreasing in incidence over time. 

Discontinuation rates due to adverse events were higher in the orforglipron groups compared to placebo but remained 

within acceptable limits for this class of medication. No new safety signals were identified.3 Hypoglycemia rates were 

low, particularly in patients not on concomitant insulin or sulfonylureas, aligning with the glucose-dependent mechanism 

of action of GLP-1 receptor agonists.

Limitations and Future Directions
While the Phase 3 data for orforglipron are promising, the long-term cardiovascular outcomes data are still pending. 

The trials typically had durations of 26 to 52 weeks, which is sufficient for assessing glycaemic and weight outcomes 

but not for definitive cardiovascular safety and efficacy. Further studies, including dedicated cardiovascular outcomes 

trials, will be necessary to fully characterise the long-term benefits and risks of orforglipron. Additionally, head-to-head 

comparisons with other oral or injectable GLP-1 receptor agonists could provide further clarity on its relative position 

within the treatment landscape. The potential for drug-drug interactions with other orally administered medications 

also warrants careful consideration in clinical practice. Specific populations, such as those with severe renal or hepatic 

impairment, were often excluded or underrepresented in these trials, necessitating further investigation into its use in 

these groups. The cost-effectiveness of orforglipron relative to existing therapies will also be a critical factor in its 

adoption.

For a comprehensive understanding of current diabetes management and related endocrinology, consult the definitive 

Oxford Handbook of Endocrinology and Diabetes.

CLINICAL IMPLICATIONS

The emergence of an effective oral GLP-1 receptor agonist like orforglipron represents a significant 

development for clinicians managing type 2 diabetes. For many patients, the prospect of an oral medication is 
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considerably more appealing than daily or weekly injections, potentially improving adherence to therapy. This 

could translate into better long-term glycaemic control and weight management, particularly for those who 

have previously resisted injectable options or struggled with their administration. The convenience factor alone 

may broaden the reach of GLP-1 based therapies to a wider patient population, including those in primary 

care settings where injectable initiation can sometimes be a barrier.

From an industry perspective, the success of oral GLP-1s like orforglipron, developed by Eli Lilly, signals a 

competitive shift. While Novo Nordisk's Rybelsus (oral semaglutide) is already on the market, orforglipron's 

non-peptide structure and potentially different pharmacokinetic profile could offer distinct advantages or 

expand the market. This competition is likely to drive further innovation in oral formulations and potentially 

impact pricing strategies, which could ultimately benefit healthcare systems and patients. However, the 

cost-effectiveness of these new oral agents relative to established injectables will be a critical factor in their 

widespread adoption, especially given the existing budget constraints in many healthcare systems.

Patients stand to gain from increased choice and convenience. The ability to take a pill rather than an injection 

could reduce treatment burden and improve quality of life. However, it is important for clinicians to manage 

expectations regarding gastrointestinal side effects, which are a known class effect and were observed with 

orforglipron. Patient education will be key to ensuring persistence with therapy, as these side effects often 

diminish over time. While the data are encouraging, clinicians should await full regulatory approval and 

comprehensive long-term safety and cardiovascular outcomes data before integrating orforglipron into routine 

practice, ensuring that its benefits are weighed against its complete risk profile.
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