—REGULATIONS AND STANDARDS

Early Feasibility Medical Device

Clinical Studies

US FDA recently issued important draft guidance that
describes new approval policies for early feasibility medical
device clinical studies of significant risk devices. This article
discusses the draft guidance and pilot programme that US

FDA has initiated for testing the new policies.

US FDA recently issued several important draft guidance docu-
ments regarding the conduct of medical device clinical studies in
the United States. On 15 August 2011, the agency issued a draft
guidance document on design considerations for pivotal clinical

studies for medical devices,! which describes various study design

principles relevant to the development of medical device clinical
studies that can be used to fulfil premarket clinical data require-
ments. On 10 November 2011, US FDA issued draft guidance
that describes proposed methods for allowing a clinical study to
begin under certain circumstances, even when there are outstand-
ing issues regarding study approval application.2 On the same
date, US FDA also issued draft guidance on the development and
review of Investigational Device Exemption (IDE) applications
for early feasibility studies of significant risk devices.> US FDA
approval of an IDE application is required before a sponsor is
allowed to conduct a clinical study with a significant risk device.
The regulations governing this process are contained in 21 CFR
Part 812, Investigational Device Exemptions.

This article discusses draft guidance on early feasibility stud-
ies. The guidance should be of interest to companies developing
innovative medical devices that are considered a significant risk
by US FDA, where device development would benefit from early
clinical studies in the United States that would provide proof
of principle and initial clinical safety data. Thus, companies
developing such devices should carefully review the draft guid-
ance document to determine whether the proposed policies will
meet their needs or whether they can suggest modifications for
improvement. Comments should be submitted to US FDA by 8
February 2012 to be considered during development of the final
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version of the guidance document. The process of submitting
comments is described on the US FDA website (www.fda.gov)
and also in the Federal Register notice announcing the availabil-
ity of the guidance document.* The early feasibility study pilot
programme is discussed later.

Early feasibility study draft guidance
Early feasibility study draft guidance is a 28-page document
intended to facilitate the early clinical evaluation of medical devices
in the United States under the IDE regulations, using risk mitiga-
tion strategies that appropriately protect human subjects in early
feasibility studies. It contains detailed advice regarding the manner
in which companies should seek approval of an IDE for an early
feasibility study. The guidance has the following major sections:

1. Introduction

2. Overview

3. Regulatory Background

4. Targeting Approval for an Early Feasibility Study IDE

Application

5. Report of Prior Investigations

6. Investigational Plan

7. Iterations During Early Feasibility Studies

8. Next Steps in Clinical Evaluation

9. Conclusion
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Appendix 1: Device Evaluation Strategy Example

Appendix 2: Device Iteration Example

Sections 1 and 2 (Introduction and Overview) define and
discuss the scope of the guidance and what US FDA considers to
be early feasibility clinical studies. Section 3 (Regulatory Back-
ground) discusses the relevant sections of the US Food, Drug and
Cosmetic Act and IDE regulations. Section 4 (Targeting Approval
for an Early Feasibility Study IDE Application) describes the over-
all process of ensuring that the information in the IDE application
is appropriate for early feasibility studies. It also describes the
proposed new policy of basing approval of an IDE application
for an early feasibility study on less nonclinical data than would
be expected for a traditional feasibility study. Section 5 (Report
of Prior Investigations) provides very detailed guidance on the
type of information that should be provided in an IDE applica-
tion for early feasibility clinical studies. Section 6 (Investigational
Plan) emphasises the need for a thorough risk analysis and risk
mitigation strategies. Section 7 (Iterations during Early Feasibility
Studies) describes the new policies intended to directly facilitate
the timely implementation of changes to the investigational device
or clinical protocol. Section 8 (Next Steps in Clinical Evaluation)
describes actions that sponsors can take after obtaining clinical
information from early feasibility studies depending upon the sta-

bility of the device design, availability of adequate data to justify
the next study, and purpose of that clinical study. Section 9 (Con-
clusion) emphasises the importance of a high degree of interaction
between US FDA and the sponsor and use of the pre-IDE process
in ensuring successful implementation of the guidance.

Appendix 1 provides an example of a device evaluation strat-
egy, discussed in subsection 5.2.2, which could be submitted
as a pre-IDE to obtain US FDA feedback on the overall device
development plan by identifying the types of information or levels
of testing that may be needed to move beyond the early feasibil-
ity study. Appendix 2 includes examples of the types of changes
that may be appropriate for five-day notification during an early
feasibility study as discussed in subsection 7.1, Changes requiring
FDA notification (five-day notice), and contingent approval as
described in subsection 7.2, Changes requiring FDA approval.

Draft guidance definition of early feasihility studies
The new policies described in the draft guidance apply to early
feasibility studies only. Companies evaluating the potential useful-
ness of the policies for their own device studies should ensure that
US FDA agrees that the studies are early feasibility studies.

The Introduction to the draft guidance document defines vari-
ous types of clinical studies based on US FDA’s current thinking.
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M Early feasibility study: Limited clinical investigation of a device
early in development, typically before the device design has
been finalised, for a specific indication (an innovative device
for a new or established intended use or a marketed device for
a novel clinical application, for example). It may be used to
evaluate the device design concept with respect to basic safety
and device functionality in a small number of subjects (generally
fewer than 10 initial subjects), when this information cannot
be readily provided through additional nonclinical assessments
or appropriate nonclinical tests are unavailable. Information
obtained from an early feasibility study may guide device modi-
fications. An early feasibility study does not necessarily involve
the first clinical use of a device.

M First in human (FIH) study: Type of study in which a device
for a specific indication is evaluated for the first time in human
subjects. This document only discusses FIH studies that meet
the definition of an early feasibility study.

M Traditional feasibility study: Clinical investigation that is com-
monly used to capture preliminary safety and effectiveness
information on a near-final or final device design to adequately
plan an appropriate pivotal study. As compared to an early
feasibility study, more nonclinical (or prior clinical) data are
necessary for approval to initiate a traditional feasibility study;

however, a traditional feasibility study does not necessarily need
to be preceded by an early feasibility study.

M Pivotal study: Clinical investigation designed to collect definitive
evidence of the safety and effectiveness of a device for a speci-
fied intended use, typically in a statistically justified number
of subjects. It may or may not be preceded by an early and/or
traditional feasibility study.

The draft guidance points out that
these studies are not intended

to generate definitive data to
independently support a marketing
application in place of a pivotal
clinical study.

The Introduction also provides additional useful information
concerning not only what early feasibility studies are, but also what
they are not. For example, the draft guidance points out that these
studies are not intended to generate definitive data to independently
support a marketing application in place of a pivotal clinical study.
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This is an important point because some
companies believe the marketing clearance
or approval can be obtained from data
generated from early feasibility studies.

This section of the draft guidance also
states that early feasibility studies have a
broader purpose than traditional feasibil-
ity studies, which are intended to provide
initial safety and effectiveness information
for a near final or final device design or
generate data to guide the development
of a pivotal clinical study. By contrast, the
draft guidance states that the clinical expe-
rience obtained from an early feasibility
study increases the efficiency of the device
development process, as this experience
may be used to:

M identify appropriate modifications to the
procedure or device

M optimise operator technique

M refine the intended-use population

M refine nonclinical test plans or method-
ologies and

M develop subsequent clinical study
protocols.

Additional guidance is also provided on
how to determine whether a clinical study
falls into the early feasibility, traditional
feasibility or pivotal category. To avoid pre-
ventable delays, the guidance also advises
contacting US FDA before an IDE submis-
sion to determine whether the proposed
investigation can be classified as an early
feasibility study.

Early feasibility study IDE pilot
programme
In a 10 November 2011 Federal Register
(FR) Notice,® US FDA announced that
it was requesting nominations of spon-
sors of innovative device technologies to
participate in a pilot programme for early
feasibility study IDE applications conform-
ing to the policies outlined in the newly
issued draft guidance on early feasibility
study IDEs. The FR notice states that US
FDA began accepting nominations for
participation in the pilot programme on 12
December 2011.

The agency believes that the benefits of
participating in the pilot programme include
facilitating development of innovative prod-
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ucts in the United States and evaluating the
new approaches for modifications made dur-
ing early feasibility studies, as specified in the
early feasibility study draft guidance. Infor-
mation gained during the pilot programme
will be considered during development of the
final guidance document.

Because of US FDA resource constraints,
the programme will be limited to nine
sponsors. Companies interested in partici-
pating in the programme should inquire
without delay following the procedures
specified in the FR notice.
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