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RISE to the Challenge: Statistical Considerations for Rare Disease

Clinical Investigations
September 29, 2026

9:00 am - 4:30 pm ET
Hybrid Public Meeting | National Press Club

Meeting Background and Objectives:

This public workshop, co-convened by Duke Margolis and the FDA Rare Disease Innovation Hub, will
explore statistical considerations in the design, conduct, and analysis of clinical investigations for
rare disease medical products. The small patient populations inherent to rare disease present
unique challenges that increase the risk of obtaining inconclusive trial results. Addressing these
challenges requires careful attention to statistical rigor while utilizing tailored approaches that are
necessary to make medical product development feasible in this space. Reliable and timely evidence
that relies on data from all available information is critically important to patients and families
affected by rare diseases, making the optimization of clinical investigation design, conduct, and
analysis a matter of both scientific and ethical urgency.

The workshop will focus on key statistical considerations for tailored approaches employed across
the full arc of rare disease development programs. Topics will include the role of randomization and
blinding, strategies for enhancing efficiency, and factors specific to medical devices. Discussions will
explore these statistical considerations with the goal of identifying efficient approaches that
maintain scientific rigor and produce meaningful results for rare disease product development.

Agenda
9:00 am Welcome
9:05 am FDA Opening Remarks
9:30 am Session 1: Randomization and Control Arms in Rare Disease Contexts

Objective: This session will outline key considerations for designing and conducting
clinical investigations in rare diseases, including the role of randomization and choice
of control arms. It will discuss the practical and ethical challenges of conducting
randomized trials in rare-disease settings, such as limited patient populations and
concerns about placebo use, particularly among pediatric populations, and ways to
address these challenges. Speakers will also discuss circumstances under which
nonrandomized trial designs may be used to provide reliable evidence.

10:45 pm Break
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11:00 am

12:00 pm

1:05 pm

2:20 pm

3:25 pm

3:40 pm

4:25 pm

4:30 pm

Session 2: Tailoring Clinical Investigations and Navigating Trade-offs

Objective: This session will explore ways to tailor decisions regarding trial design to a
particular disease and product setting. Speakers will discuss navigating trade-offs
between rigor and feasibility while ensuring results are relevant to patients, including
considerations for using alternative success criteria, such as different significance
thresholds, and designing trials to provide evidence meaningful to patients. The
speakers will also consider tailored approaches using a Bayesian framework.

Lunch Break

Session 3: Statistical Approaches to Improve Efficiency in the Rare Disease
Setting

Objective: This session will share creative approaches to enhance efficiency and
strengthen the evidence base when clinical trial data are limited. Speakers and
panelists may discuss trial designs such as adaptive and sequential designs and
novel analysis methods, as well as how these approaches can improve operational
and statistical efficiency.

Session 4: Case Study: Statistical Considerations in Clinical Investigations of BCI
Devices for ALS

Objective: This session will explore benefit-risk and statistical considerations for
pivotal studies in small patient populations using Brain Computer Interface (BCl)
devices for Amyotrophic Lateral Sclerosis (ALS) as a case study. It will introduce FDA's
benefit-risk framework, including considerations for uncertainty in clinical evidence,
key statistical principles for generating clinical evidence, followed by case examples
illustrating how companies are designing studies and generating clinical data for BCl
devices intended for people with ALS.

Break

Session 5: Final Reflections and Key Takeaways

Objective: Rounding out the day, this panel will reflect on themes and insights from
the workshop. Panelists will identify regulatory opportunities to support rare disease

clinical investigations and priorities for addressing methodological challenges.

Concluding Remarks

TBD, Duke-Margolis Institute for Health Policy

Adjournment
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