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�Primary efficacy endpoint
The FDA maintains that the primary 
measure of efficacy remains the 
mean percentage weight reduction 
from baseline, comparing the 
investigational drug against 
placebo. To be considered effective, 
a drug must demonstrate at least 
a 5% greater weight reduction 
than placebo after one year of 
treatment.
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Secondary efficacy 
endpoints: The role of  
COAs in labeling claims
Beyond weight loss, the FDA 
highlights several secondary 
metabolic endpoints that should be 
included: 

	� Blood pressure

	� Lipoprotein lipids

	� Fasting glucose

	� �HbA1c (for participants with 
type 2 diabetes)

The market for obesity and weight management drugs is experiencing 
unprecedented growth, driven by breakthrough GLP-1 agonist therapies and 
an increasing recognition of obesity as a chronic disease requiring long-term 
treatment. Analysts project the global obesity drug market to reach $100 billion by 
2030, intensifying competition among pharmaceutical companies seeking to bring 
the next blockbuster treatment to market. 

Against this backdrop, the FDA issued new draft guidance as of January 2025 
outlining expectations for clinical trials evaluating weight reduction medications. 
This guidance provides regulatory clarity and introduces specific new guidance for 
how efficacy endpoints – particularly clinical outcome assessments (COAs) – can be 
used to support labeling claims in Phase III trials. 

For drug developers, these changes present both opportunities and challenges. 
Companies that align early with regulatory expectations and leverage the right 
endpoint strategy to differentiate their product will have a competitive advantage 
in this fast-growing space.

Key clinical trial endpoints in the FDA guidance
The FDA emphasizes robust, patient-centered endpoints to demonstrate weight 
loss and functional improvements in obesity therapies:
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Notably, the FDA explicitly states that COAs – such as patient-reported outcomes 
(PROs) and functional assessments – can also serve as secondary endpoints to 
support a labeling claim. 

This is a meaningful development in regulatory strategy, allowing companies 
to show benefit in the form of weight loss complemented by clinical outcomes 
measures, such as:

	� �Improvements in mobility and physical function (e.g., ability to climb stairs, 
increased walking distance). 

	� Reduction in weight-related symptoms (e.g., sleep apnea severity, joint pain). 
	� Enhanced quality of life and patient-reported well-being.
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How do you design trials that will optimize market 
positioning while also adhering to regulatory expectations?

Regulatory strategy: Navigating the new landscape 
The draft FDA guidance presents a clearer path forward for regulatory approval, 
but it also raises new strategic questions for developers:

Companies pursuing COA-based claims should engage 
early with the FDA to ensure the selected measures are 
fit-for-purpose, validated and clinically meaningful.

	� �Ensure early engagement with the FDA to align on COAs and 
functional outcomes.

	� �Consider multi-pronged study designs that assess both weight loss 
and patient-centric clinical benefits (e.g., reduced need for other 
medications, improved daily functioning).

	� �Consider incorporating an adaptive trial design to enable dose 
adjustment or refinement in participant selection criteria.

	� �Demonstrate strong safety data, particularly for cardiovascular and 
metabolic adverse effects, to avoid post-market regulatory hurdles. 

	� �Consider a focus on subpopulations (e.g., obesity with and  
without type 2 diabetes, medication-induced weight gain) for  
more targeted indications.

	� �Incorporate COAs to highlight patient-centered benefits, creating  
a distinct value proposition beyond weight loss alone.

	� �Consider using DXA imaging and MRI to inform visceral and 
subcutaneous fat loss versus an undesired reduction in lean  
muscle mass.

How could you optimize regulatory interactions to 
accelerate your timeline to approval?

How do you differentiate your drug in a crowded field?
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Competitive differentiation:
Standing out in a $100B market
With multiple high-profile obesity drugs on the market and many more in 
development, securing FDA approval is only the first step. The next challenge  
is commercial differentiation. 

Payers, providers and patients care about more than just weight loss 
	� �Development programs that demonstrate functional benefits (e.g., reduced 

osteoarthritis symptoms, improved physical endurance) will likely have an 
advantage in securing payor support for formulary placement and desirable 
clinical benefit for patients.

Real-world evidence will be critical
	� �The FDA’s acceptance of COAs opens the door for post-market data collection 

that further strengthens a drug’s long-term value proposition.

New entrants must offer more than just “me-too” weight loss drugs
	� �Future competitors will need to demonstrate enhanced efficacy in  

metabolic benefits, more favorable tolerability profile or more convenient 
dosing regimens.

Final thoughts: The path to market success 
For sponsors developing next-generation weight loss therapies, this new draft FDA 
guidance provides a clearer regulatory roadmap and underscores the importance 
of rigorous, patient-centered endpoints. Aligning regulatory strategies early, 
leveraging COAs to support labeling claims and differentiating medications through 
demonstration of real-world benefits will optimally position a development program 
for regulatory and commercial success.

As the market expands rapidly, it will be important for drug developers to aim 
beyond weight loss to deliver clinically meaningful, patient-centered therapies  
that improve both health outcomes and quality of life.


