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About MEDIcept
MEDIcept strives to provide our clients with proven,
trusted, and cost-effective solutions. We are an
international consulting firm specializing in medical
device, IVD, combination product, and biotechnology
Regulatory, Quality, Clinical, Auditing, and
Educational Services. Since 1996, we have worked
with thousands of companies to solve their most
critical FDA, global regulatory authority, and ISO
issues. Our integrated solutions are rooted in our
direct experience and span all stages of the product
life.
Our staff includes former FDA and Notified Body
personnel and industry experts with an in-depth
functional knowledge of medical devices, IVDs,
combination products, and biotechnology.
Compliance requires the navigation of a complex
maze of requirements. MEDIcept can provide state-ofthe-art interpretation of those regulations, guidance
documents, and standards and provides our clients
with the information they need to comply safely and
cost-effectively.
We use our expertise to quickly identify the root
cause, coalesce corrective actions, and provide easy to
understand structured solutions or recommended
improvements. Since we know corrective action
implementation is where many projects fail, we do
not just write an action list. We make sure all
stakeholders understand why the solutions were
chosen and why they are needed. We work hand-inhand with clients to implement the solutions, so the
solutions have been culturally absorbed when the
project is done.
MEDIcept is committed to providing our clients with
what they need. We are committed to quality
deliverables because we value our clients’ time and
resources. This is why 90% of our clients come back to
us repeatedly to solve new issues and recommend us
to their colleagues.
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Final FDA guidance - Principles for
selecting, Modifying, and Adapting
PMO Instruments for Use in Medical
Device Evaluation
A Patient-Reported Outcome (PRO) is a
measurement based on a report that comes
directly from the patient/subject about the
status of their health conditions without the
interpretation of a clinician; in other words, it
is the patient’s perception of their own health
status and quality of life.
PRO instruments are survey instruments used
in clinical trials to assess how patients feel,
function, and survive. PRO instruments can
include patient diaries, visual analog, and
numeric rating scales, such as a visual analog
scale pain scale (Figure 1). Multidomain
questionnaires measure health-related quality
of life, such as HRQOL, or specific
questionnaires for different therapeutic areas,
such as mental health questionnaires (i.e.,
GAD-7 for generalized anxiety).
Clinical trials have used PROs for a long time,
particularly in late phase clinicals, to measure
outcomes, such as study endpoints, to
evaluate treatment benefits and risks
compared with standard of care. However, in
2009, the FDA issued a guidance on
incorporating PROs to measure disease- or
treatment-related symptoms and healthrelated quality of life [1].
FDA further expanded the 2009 guidance; in
their 2016-2017 Strategic Priorities. CDRH
committed to incorporating PRO instruments
into device studies under the guidance of
decision making and using PRO in support of
medical device premarket clinical
investigations [2-4].

CDRH published four types of Clinical Outcome
Assessments (COAs) to be used in Medical Device
Decision Making:
Patient-reported outcomes (PROs),
Clinician-reported outcomes (ClinROs),
Observer-reported outcomes (ObsROs), and
Performance outcomes (PerfOs).
Table 1 - Critical Definitions

CDRH also provided COA case studies as
acceptable examples associated with different
regulatory submissions.
Additionally, in 2017, FDA recommended in the
Qualification of Medical Device Development Tools
guidance that PRO instruments are qualified under
the Medical Device Development Tools (MDDT)
program, so that CDRH can evaluate the PRO role
within the context of use, and that they are welldefined and reliable PRO to be used for risk-benefit
assessment of the product. A qualified list of tools
can be found in Medical Device Development Tools
(MDDT) [5].
In 2020, in conjunction with the Patient-Focused
Drug Development series of guidance
documents[6], FDA extended the previous PRO
guidance from 2017 for medical devices and
released draft guidance for Principles for Selecting,
Developing, Modifying, and Adapting PRO
instruments for use in medical device evaluation. A
final FDA guidance document for PRO use in
medical devices was released in January 2022
(https://tinyurl.com/2p9hypac).
To make the best use of this guidance, we need to
look at the key terms and understand them. You will
find critical definitions used in this guidance as
related to PRO instruments in Table 1.
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This guidance is providing support for the industry
as well as FDA on:
Key principles that may be considered when
using PRO instruments in the evaluation of
medical devices (Section IV);
Recommendations about the importance of
ensuring the PRO instruments are fit-forpurpose (Section IV), and;
Best practices to help ensure relevant, reliable,
and sufficiently robust PRO instruments are
developed, modified, or adapted using the least
burdensome approach (Section V).
Section IV describes the key principles to consider
when incorporating PRO instruments into the
evaluation of a medical device:
Establish and define the COI the PRO
instrument is intended to capture;
Identify the role of the PRO (e.g., primary,
secondary, ancillary, effectiveness, safety) in
the clinical study protocol and statistical
analysis plan;
Provide evidence showing that the PRO
instrument reliably assesses the COI; and
Effectively and appropriately communicate the
PRO-related results in the labeling to inform
healthcare provider and patient decisionmaking.

To ensure the PRO instruments are used for a
specific context of use and are fit for purpose, the
following questions should be considered:
Is the concept being measured by the PRO
instrument meaningful to patients and would a
change in the concept of interest be meaningful
to patients?
What role (e.g., primary, secondary, ancillary,
effectiveness, safety) will the PRO instrument
serve in the clinical study protocol and
statistical analysis plan?
Does the evidence support the PRO
instrument’s use in measuring the COI as
specified in the clinical study protocol and
statistical analysis plan?
Section V describes the best practices for least
burdensome selection, development, modification,
and adaptation of PRO instruments, including:
It should assess outcomes meaningful for the
patients.
It is understandable to patients, such that the
instructions, items, responses are understood
by the patients in plain language and different
languages; use appropriate reference points for
comparison to assist patients to report
accurately their symptoms or health status;
include interviews and technologies to allow
diverse patient feedback on PRO elements.
It is clearly described in the clinical study
protocol and statistical analysis plan.
Sponsors should leverage existing PRO
instruments and validity evidence. Existing PRO
can be used as-is or modified/adapted, which is
less resource intensive than creating and
validating a new PRO instrument.

Alternative platforms and parallel development
can be considered for generating validity
evidence for the PRO, such as real-world
evidence derived from multiple sources.
Collaborate with other sponsors, patient
organizations, health professional
organizations, and research institutions to
develop, modify/adapt a PRO for use in
regulatory submissions.
For IDE submissions or conducting a pivotal study,
sponsors are encouraged to engage with the FDA
regarding the relevance and suitability of the
proposed PRO to assess risk-benefit assessment.
To assist sponsors, FDA provides examples of
PRO used in FDA submission in COA case studies
[3].
The FDA suggests that sponsors submit the PRO
for qualification under the MDDT Program.
FDA believes that the current guidance helps
ensure that PROs are developed, modified,
adapted, and used in evaluation of medical devices
to generate relevant, reliable data to assess
outcomes of importance for patients, regulators,
and healthcare providers.
If modifications of PROs are needed, you must
qualify your PRO modifications or adaptations
before you can use them in your clinical trial design
according to the FDA guidance Qualification of
Medical Device Development Tools [7].

Figure 1, VAS Pain Scale
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