
                                                          
  

This briefing reflects the evidence available at the time of writing and a limited literature search. It is not intended to be a definitive 
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Orforglipron for treating obstructive sleep apnoea with 
obesity or overweight 

Company/Developer Eli Lilly and Company Ltd 

 New Active Substance               Significant Licence Extension (SLE)  
 

 
 

Licensing and Market Availability Plans 

Currently in phase III clinical development.  
 

Summary 

Orforglipron is being developed for treatment of obstructive sleep apnoea (OSA) in patients with 
obesity or overweight.  Sleep apnoea is a relatively common disorder, in which people experience 
disrupted breathing while they are sleeping. In OSA, the most common type of sleep apnoea, 
disruptive breathing occurs due to a narrow or blocked upper airway, which can lead to disrupted 
sleep and excessive daytime sleepiness. Several health conditions increase the likelihood of OSA, 
but it is most common in people who are overweight or obese. Excess weight creates fat deposits 
in a person’s neck, which can block the upper airway during sleep, when the airway is already 
relaxed. Additionally, excess fat can compress the chest wall, increasing the likelihood of the 
upper airway to collapse during sleep. Treatment of OSA includes a mask, called a continuous 
positive airway pressure (CPAP) device, which patients wear to help with airflow when they go to 
sleep. However, reasons such as poor mask fit, and upper airway symptoms such as throat 
irritation reduce patients wearing the mask. Lifestyle advice including support and information on 
losing weight is also recommended to help improve air flow in patients with OSA. After lifestyle 
approaches have been started and evaluated for weight management, weight management 
medicines may also be used, but there is a need for more effective oral medicines. 

Orforglipron is a new daily, oral medication, which mimics a natural hormone that controls hunger, 
digestion, and blood sugar levels, and reduces how hungry you feel. Orforglipron may offer a new 
treatment options for patients with OSA and obesity or overweight.  
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Proposed Indication 

 Adults who have moderate-to-severe OSA and obesity or overweight.1 
 

Technology 

Description 

Orforglipron (LY3502970) is a selective small molecule, non-peptide glucagon-like peptide 1 receptor 
(GLP-1R) agonist.2-4 Glucagon-like peptide-1 (GLP-1) is a gastrointestinal hormone, secreted in response 
to ingestion of nutrients, which causes potentiation of insulin secretion, suppression of glucagon secretion, 
slowing of gastric emptying and suppression of appetite. However, GLP-1 is subject to degradation and a 
short half-life. Subsequently GLP-1R agonists, resistant to degradation have been developed as a 
treatment for type 2 diabetes, obesity and related complications.5 Orforglipron is a partial agonist, biased 
toward G protein activation over β-arrestin recruitment at the GLP-1R. The molecule is highly potent and 
selective against other class B G protein–coupled receptors (GPCRs) with a pharmacokinetic profile 
favourable for oral administration.2  
 
Orforglipron is in development for the treatment patients with OSA and who are obese or overweight. In 
the phase III clinical trial (NCT06649045, ATTAIN-OSA) patients will receive oral, once daily orforglipron 
or placebo.1 

Key Innovation 

Currently treatment guidelines for patients with moderate and severe OSA recommend lifestyle advice, 
including support and information on losing weight, alongside continuous positive airway pressure.6,7 
Weight-management medications are also recommended as part of the care pathway for people with 
obesity and with weight-related comorbidities.8 GLP-1R agonists are being increasingly used as a 
component of obesity treatment.4,8 Currently approved GLP-1R agonists are peptide based, administered 
by once weekly subcutaneous injection or by a complex oral dosing regimen. While orforglipron has a 
pharmacokinetic profile favourable for oral administration that can be taken without restrictions on food 
and water intake.3 
 
If licenced orforglipron will offer a new treatment option for patients with OSA and who are obese or 
overweight. 

Regulatory & Development Status 

Orforglipron does not currently have marketing authorisation in the EU/UK for any indication. 
 
Orforglipron is in phase II/III clinical development for the following indications:9 

- Diabetes  
- Obesity or overweight   
- Hypertension 
- Osteoarthritis 

 

Patient Group 

Disease Area and Clinical Need 
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Apnoea is defined as a temporary absence or cessation of breathing. 'Obstructive sleep 
apnoea/hypopnoea syndrome' (OSAHS) is a condition in which a person experiences repeated episodes of 
apnoea due to a narrowing or closure of the pharyngeal airway during sleep. This is caused by a decrease 
in the tone of the muscles supporting the airway during sleep. Complete closure (obstruction) stops airflow 
(apnoea) whereas partial obstruction decreases airflow (hypopnoea). OSAHS results in episodes of brief 
awakening from sleep to restore normal breathing.6 OSA syndrome (OSAS) causes symptoms such as 
excessive daytime sleepiness and can affect all ages, with an increasing prevalence with age and obesity. 
Risk factors include increasing age, male sex, and obesity and may be associated with cardiometabolic 
conditions, depression, and increased risk of work-related injuries.10 
 
In the UK up to 4 million people in the UK are estimated to have moderate or severe OSA with symptoms 
such as excessive sleepiness during waking hours.11 In England (2024-2025) there were 28,319 finished 
consultant episodes (FCE) and 27,190 admission for sleep apnoea (ICD-10=G47.3), under which OSA is 
classified, which results in 15,298 day cases and 22,857 FCE bed days.12 

Recommended Treatment Options 

Current treatment options recommended for patients with moderate and severe OSA include lifestyle 
management, continuous positive airway pressure, dental devices (mandibular advancement splints), 
positional modifiers or surgery.6-8 

 

Clinical Trial Information 

Trial 

ATTAIN-OSA; NCT06649045; A master protocol to investigate the efficacy and 
safety of orforglipron once daily in participants who have obstructive sleep apnea 
and obesity or overweight: a randomized, double-blind, placebo-controlled trial 
Phase III - Active not recruiting 
Location(s): 2 EU countries, USA and other countries 
Study primary completion date: November 2026 (estimated) 

Trial Design Randomised, parallel assignment, double masked 

Population N = 600 (estimated); adults who have moderate-to-severe OSA and obesity or 
overweight; aged 18 years and over 

Intervention(s) Orforglipron, administered orally 

Comparator(s) Placebo, administered orally 

Outcome(s) 

Primary outcome: change from baseline in apnoea-hypopnea index (AHI) [time 
frame: baseline to week 52] 
 
See trial record for full list of outcomes. 

Results (efficacy) - 

Results (safety) - 
 

Estimated Cost 

The cost of orforglipron is not yet known. 
 

https://clinicaltrials.gov/ct2/show/NCT06649045
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Relevant Guidance 

NICE Guidance 

• NICE technology appraisal guidance. Continuous positive airway pressure for the treatment of 
obstructive sleep apnoea/hypopnoea syndrome (TA139). March 2008 (updated August 2021) 

• NICE guideline. Overweight and obesity management (NG246). January 2025 
• NICE guideline. Obstructive sleep apnoea/hypopnoea syndrome and obesity hypoventilation 

syndrome in over 16s (NG202). August 2021 

NHS England (Policy/Commissioning) Guidance 

None available. 

Other Guidance 

• International consensus statement on obstructive sleep apnoea. 202313 
• The Royal Cornwall Hospitals NHS Trust Peri-Operative Management of Adults with Obstructive 

Sleep Apnoea clinical guideline. 202214 
• European Respiratory Society guideline on non-CPAP therapies for obstructive sleep apnoea. 202115 
• Treatment and medicines NHS Highland sleep apnoea guidelines. 202016 

 

Additional Information 

Eli Lilly and Company Ltd did not enter information about this technology onto the UK PharmaScan 
database; the primary source of information for UK horizon scanning organisations on new medicines in 
development. As a result, the NIHR Innovation Observatory has had to obtain data from other sources.   
UK PharmaScan is an essential tool to support effective NHS forward planning; allowing more effective 
decision making and faster uptake of innovative new medicines for patients who could benefit. 
We urge pharmaceutical companies to use UK PharmaScan so that we can be assured of up-to-date, 
accurate and comprehensive information on new medicines. 
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