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LETTER TO THE EDITOR
Response to “Is the UDN N-of-1 Enterprise Ethically Justifiable?”
Undiagnosed Diseases Network

We write to respond to several inaccuracies and claims (summarized in italics) in the
Gordon and Kearns article! regarding processes, risks, and benefits of the Undiagnosed
Diseases Network (UDN).
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1.

With a centralized institutional review board (IRB), there is no case-by-case
review of participants. Case-by-case reviews, including of adherence to eligibility
criteria, consent practices, and design and execution of clinical evaluations, are
performed at each UDN site by principal investigators who report to institutional
and central institutional review boards (IRBs).

Participants may not understand N-of-1 research or outcomes; parents may feel
internal pressure to continue participation. The UDN consent processes adhere
to established ethics best-practices,? including facilitating understanding of both
the research and the possibility of not obtaining a diagnosis or treatment.

Participants’ symptoms are difficult to anonymize, and data sharing can
threaten insurance coverage. External sharing of UDN phenotypic data in data
repositories involves deidentified data and standardized Human Phenotype
Ontology terms and is compliant with IRB and legal requirements. Claiming that
insurance coverage might be affected by data sharing adds an unsubstantiated
barrier to already-distressed families’ participation.

Minority and rural participants are not well-represented in the program; cost is a
barrier to participation. Lack of minority representation affects many clinical
trials. The UDN has recently established community partnerships to enroll
participants with health disparities and has always prioritized NIH funds to cover
patient costs for under- and uninsured participants.3

Need for network external advisors. Although UDN primary investigators are
experts in rare and ultra-rare diseases, since its initiation the network has also
had an external scientific advisory panel comprising non-UDN experts in rare and
ultra-rare diseases and genomics to provide guidance to the NIH.4

The UDN benefits few participants. Rare and ultra-rare diseases affect

approximately 30 million people in the United States,56 many of whom remain
undiagnosed. Although the UDN cannot evaluate all individuals, its methods and
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successes provide scientific and clinical models for both diagnosed and
undiagnosed rare disease research.?.89.10.11

7. UDN federal funding is not justifiable due to the small and selected group of
individuals helped. This argument overlooks its initiatives to increase equity.3 It
also employs zero-sum thinking by casting individuals with undiagnosed
diseases as less deserving of federal funding, and it disregards the contribution
of rare disease research to more common conditions.
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The Undiagnosed Diseases Network is a research study funded by the National
Institutes of Health to help both individual patients and families living with undiagnosed
diseases and to contribute to the understanding of how the human body works.
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