
What are Clinical Outcome Assessments
(COAs) and Can They be Used to Support
Approval and/or Labeling Claims?

The patient voice is recognized as one of the most critical sources of data in drug development, and
patients play an increasingly important role in these efforts by teaching us about their experience
with their condition and its impact. A common way sponsors can leverage the patient experience is
by utilizing a clinical outcome assessment (COA). A COA is an assessment that describes or reflects
how a patient feels, functions, or survives. Such an assessment can be a patient-reported outcome
(PRO) measure, observer-reported outcome (ObsRO) measure, clinician-reported outcome (ClinRO)
measure, or a performance outcome (PerfO) measure. Alexander Varond chaired a session on this
topic in June 2020 at the Drug Information Association’s Annual Meeting. Slides from his
presentation can be found here.

FDA plans to issue a guidance that will provide patient-focused approaches and methods to consider
in the selection and/or development of COAs. This future guidance, known as Patient-Focused Drug
Development (PFDD) Guidance 3, is one piece of FDA’s plan to develop a series of four PFDD-
specific guidances for stakeholders on how to collect and utilize patient experience data in drug
development. We initially discussed this plan and background on patient experience data here. In
the meantime, FDA has described a “roadmap to COA selection/development for clinical trials” here.
This roadmap sets forth how to obtain an understanding of the disease or condition, conceptualize
clinical benefit (i.e., how a patient feels, functions and survives), and how to select, develop and
modify a COA. In Guidance 4, FDA will discuss how to incorporate COAs into endpoints for
regulatory decision-making. FDA issued a discussion document related to the forthcoming Guidance
4 here.

As background, a COA may support approval of a product if it is a “well-defined and reliable”
assessment (21 CFR § 314.126). FDA interprets this to mean that the COA must have content
validity, construct validity, reliability, and the ability to detect change. But COAs can do much more.
For example, COAs can be included in labeling claims, as with CRYSVITA (burosumab-twza) for X-
linked hypophosphatemia linked here, which incorporates both PRO and ClinRO measures. COAs
can even lead to a regulatory change in thinking about a particular disease or condition. For
example, just over two months after hearing directly from patients with epidermolysis bullosa (EB), a
rare disorder that results in serious cutaneous manifestations, at an externally-led PFDD meeting,
FDA published a draft guidance for sponsors developing therapies for EB that outlined specific
examples of efficacy endpoints that would show the drug provides a clinically meaningful
improvement. The finalized guidance can be found here.

If you are considering developing or utilizing in your clinical development program a COA, or if have
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questions about other PFDD initiatives such as PFDD meetings, we encourage you to contact your
Goodwin life sciences lawyer for assistance on how to incorporate the patient voice–the real experts
on their disease or condition—in drug development.

FDA’s COVID-19 Enforcement Policy for
Digital Health Devices for Treating
Psychiatric Disorders

Developers of certain digital health devices for treating psychiatric disorders may be able to take
advantage of an FDA enforcement policy, which remains in effect for the duration of the COVID-19
public health emergency.  The policy applies to certain prescription computerized behavioral
therapy (CBT) devices for psychiatric disorders, digital health therapeutic devices for psychiatric
disorders that operate using a different fundamental technology than CBT, other variations of CBT
devices, such as non-prescription devices, and low-risk general wellness and digital health products
for mental health or psychiatric conditions.

Relevant psychiatric conditions include Obsessive Compulsive Disorder, Generalized Anxiety
Disorder, Insomnia Disorder, Major Depressive Disorder, Substance Use Disorder, Post-traumatic
Stress Disorder, Autism Spectrum Disorder, and Attention Deficit Hyperactivity Disorder. The
enforcement policy’s goal is “to help expand the availability” of these devices to aid those with these
conditions “while reducing user and healthcare provider contact and potential exposure to
COVID-19.”

Under this policy, these devices may be distributed and used without complying with the following
regulatory requirements, where such devices do not create an undue risk in light of the public health
emergency: 510(k) submission, correction and removal reports, registration and listing
requirements, and Unique Device Identification requirements. For those software products with low-
risk general wellness indications or functionality, FDA does not intend to enforce regulatory
requirements consistent with the agency’s existing policies, which were in effect prior to the
pandemic. Finally, FDA’s enforcement policy sets forth certain recommendations regarding the
performance and labeling elements for these devices, such as user instructions that direct the
patient to contact a physician before using the device. This enforcement policy highlights FDA’s
regulatory flexibility for software and app developers in this therapeutic area during the COVID-19
pandemic.
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Conduct of Clinical Trials During the
COVID-19 Pandemic: Recommendations from
FDA

As the COVID-19 pandemic unfolds, our drug, biologic, and
medical device clients conducting or planning to conduct clinical trials may be faced with challenges
related to quarantines, travel limitations, site closures or access restrictions, infection transmission
concerns of site research personnel and study subjects, and supply chain interruptions. Nonetheless,
it remains critical during the COVID-19 pandemic to continue to assure the safety of trial
participants, comply with good clinical practice (GCP) requirements, and minimize risks to trial
integrity. In this client alert which follows our earlier article on product development considerations
for COVID-19 and article on FDA scrutiny of COVID-19 medical product marketing, we briefly
discuss the impact the COVID-19 pandemic may have on our life sciences clients, and we provide an
overview of FDA’s “Guidance on Conduct of Clinical Trials of Medical Products during COVID-19
Pandemic” issued on March 18, 2020.

Read the Alert >>

Clinical Holds: Tips for Handling FDA’s Call
and What to Do Next

Because life sciences companies hope to never end up on
clinical hold, preparing for such a call from the U.S. Food and Drug Administration (FDA) is often
not on the to-do list. But there can be significant advantages to advance preparation. Our Goodwin
Insight shares some tips for life sciences companies on navigating that first call with FDA and the
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actions that follow.

Read the Insight >>

Q&A on FDA’s Requirements Related to
Financial Disclosure by Clinical Investigators

What financial arrangements between clinical trial
sponsors and clinical investigators must be disclosed in a drug, biologic or device
marketing application?

In a marketing application, FDA requires that four types of financial arrangements be disclosed: (1)
any financial arrangement between the sponsor and the investigator whereby the value of the
compensation to the investigator for conducting the study could be influenced by the outcome of the
study; (2) any significant payments of other sorts from the sponsor, such as a grant to fund ongoing
research, compensation in the form of equipment, a retainer for ongoing consultation, or honoraria,
which are greater than $25,000 in cumulative value and given to the investigator or the
investigator’s institution to support the investigator’s activities, exclusive of the costs of conducting
the study, for the duration of the study and for one year following the study’s completion; (3) any
proprietary interest in the tested product held by the investigator; and (4) any significant equity
interest in the sponsor held by the investigator, which is any amount for a non-publicly traded
company or an equity interest in a public company valued over $50,000 for the duration of the study
and for one year following the study’s completion.

How is a clinical investigator defined in the context of FDA financial disclosure
regulations?

In FDA’s financial disclosure regulations, the agency defines a clinical investigator as a listed or
identified investigator or sub-investigator who is directly involved in the treatment or evaluation of
research subjects. The term also includes the spouse and each dependent child of the investigator.

What does FDA look for with regard to financial interest?

FDA looks at several factors with regard to financial interest, including the size and nature of the
disclosed financial interest, the steps taken to minimize the potential for bias, and the study design.
For example, FDA will evaluate whether the study has been designed with multiple investigators
(most without a disclosable interest), blinding, objective endpoints, or measurement of endpoints by
someone other than the investigator. FDA may initiate audits of the data from the investigator at
issue, request that the applicant submit further analyses of the data or conduct additional

https://www.goodwinlaw.com/publications/2020/02/02_27-clinical-holds-tips-for-handling-fda-call
https://www.lifesciencesperspectives.com/2020/02/06/fda-financial-disclosure/
https://www.lifesciencesperspectives.com/2020/02/06/fda-financial-disclosure/


independent studies to confirm the results. The agency could also refuse to treat the study as
providing data that can be the basis for an agency action. We recommend you contact your Goodwin
life sciences or FDA lawyer for further explanation of the agency’s financial disclosure regulations.


