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Registration, Listing, and
Investigation of Medical Devices

This is the second in our serigs covering
medical-device regulations. This install-
ment looks at the registration and listing
of medical devices in the United States as
well as the rules pertaining to investiga-
tional-device exemptions.

ne of the first steps an
enterprise takes when
attempting to market its
medical devices in the
United States is to list those
devices and register its facilities with
the Food and Drug Administration
(FDA). Registration is the process by
which the FDA identifies those estab-
lishments involved in the manufac-
ture, preparation, propagation, com-
pounding, assembling, or processing
of medical devices intended for
human use. In order to register, any
such establishment must file a
required preliminary form with the
FDA; when that has been done, the
FDA sends the establishment an addi-
tional form on which it must list each
device it manufactures, prepares,
propagates, etc., at its facility.

It should be noted that the terms
“registration” and “listing” carry quite
different different meanings as used by
the FDA than they do elsewhere in the
electronics community. Manufacturers
of electronic equipment are familiar
with the requirement of device “list-
ing” as prescribed by OSHA regula-
tions and by state and local codes,
whereby devices must be “listed” (that
is, certified) either by a Nationally
Recognized Testing Laboratory or by a

=

testing facility recognized by a local
inspectional authority, “Registration,”
for its part, comonly denotes the
process by which a company’s quality-
management system is. certified by an
[50 9000 registrar. For medical-device
manufacturers seeking to comply with
FDA rules, however, listing and regis-
tration are, instead, the processes used
by the agency to keep track of all those
involved in the manufacture and dis-
tribution of medical devices. Clearance
to market such devices, or approval, is
granted by the FDA through a separate
process requiring the filing of a 510(k)
or Premarket Approval application; it
is in fact illegal for a company to claim
that a product has been cleared for
marketing by the FDA merely on the
basis of its registration or listing.

In some cases, clinical' data must be
submitted before the FDA will grant
marketing clearance. This means that
the device will have to be used to treat
patients or diagnose disease—and
hence be placed in commerce in at
least a limited way—prior to its clear-
ance by the FDA. To accommodate
this need, regulations have been writ-
ten that provide for an “investigational
device exemption” {IDE) for the pur-
pose of accumulating data to support
an FDA submission.

Registration of Medical
Devices

The Federal Food, Drug and
Cosmetic Act of 1938 requires manu-
facturers of devices to register their

establishments with the FDA. As noted
above, this pertains to the owners or
operators of entities involved in the
manufacture, preparation, propaga-
tion, compounding, assembly, or pro-
cessing of devices intended for human
use. These activities have been inter-
preted broadly by the FDA, which con-
siders “distribution” of a medical
device to include any offer for sale
other than transfer to an affiliated
company or placement on the market
pursuant to an investigational device
exemption. The FDA has further
extended registration responsibilities
to include those entities that repackage
or relabet devices and those that initi-
ate specifications for devices that are in
turn manufactured by others.

In sum, all of the following are
required to register with the FDA:

o Those entities that develop specifi-
cations for devices that are manu-
factured by a second party for com-
mercial distribution by the party
that initiated the specifications.

o Those that manufacture a device
for commercial distribution,
whether for themselves or for
another entity. An exception is
made for contract manufacturers
that manufacture devices according
to others’ specifications and do not
distribute the products themselves.

e Those that repackage or relabel
devices. '

e Those that manufacture compo-
nents or accessories that are ready to
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be used for any intended health-
related purpose and are packaged or
labeled for such purposes, Examples
include blood filters, hemodialysis
tubing, and devices that must be fur-
ther processed by a licensed practi-
tioner or other qualified person in
order to meet the needs of a particu-
lar patient, such as ophthalmic lens
blanks.

e Distributors of imported devices.
If such distributors have more
than one facility, the registration
must originate from the location
at which the Medical Device
Reporting (MDR) complaint file
is maintained.

Certain device establishments are
exempt from registration requirements
and, consequently, from the Premarket
Notification, or 510(k), process, where
by the FDA clears the vast majority of
medical devices for commercial distrib-
ution in the United States. Among the
exempted entities are those involved
with the manufacturing or distribution
of:

e raw materials or components other
than those noted above;

e general-purpose articles such as
chemical reagents or laboratory
equipment not labeled or promoted
for medical use;

o devices used solely in research,
teaching, or analysis and not other-
wise introduced into commercial
distribution; and :

o devices manufactured or modified
by licensed practitioners solely for
use in their own practices.

The rules also excuse warehouses,
wholesalers, and commercial carriers
that do not relabel devices or their con-
tainers. The rules do not currently
require foreign establishments to regis-
ter with the FDA, though devices dis-
tributed commercially by them in the
United States must be listed. The non-
registration of foreign establishments
has proved awkward for the FDA, as it
has inhibited to some extent the gov-
ernment’s ability to enforce its regula-
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tions and evoked complaints by some
that foreign establishments are not
subjected to the same regulations that
apply to their U.S. competitors. But
though foreign establishments are not
required to register, they are encour-
aged to do so, and that “encourage-
ment” can take many forms. At the
point of entry into the United States,
the FDA can, and frequently does,
detain products orginating from
unregistered facilities. Similarly, for-
cign establishments secking a premar-
ket approval or marketing clearance
may find such permission held up
pending an inspection of their manu-
facturing facilities, which cannot pro-
ceed without a registration.

Registration is accomplished through
the use of FDA Form 2891. Instructions
on how to fill out the form can be found
in “Medical Device Establishment
Information and
Instructions,” HHS Publication FDA
87-4199, available from the FDA (sce
“How to Get Information from the
FDA,” sidebar to this article).
Registration is required within 30 days
of the commencement of manufacture,
preparation, propagation, compound-
ing, assembly, or processing of a device
intended for human use, Each estab-
lishment must reregister each year
using Form 2891A, which the FDA
sends to all registered establishments.

Once an initial registration has been
filed, the FIXA sends the “official corre-

spondent” identified on the form a val- -

idated copy containing a unique seven-
digit registration number. Each device-
establishment owner/operator is
required to maintain a listing of all offi-
cers, directors, and partners of its
establishment for the FDA’s informa-
tion. Any changes in corporate struc-
ture or ownership, identity of the offi-
cial correspondent, or location of the
registered facility must be reported to
the FDA by letter within 30 days.

Listing of Medical Devices

The registration of an establishment
triggers a second legal requirement, for
the submission of a list of all devices

manufactured, prepared, compounded,
or processed at that establishment.
Listing is done using FDA Form 2892,
according to the instructions provided
in “Medical Device Listing Information
and Instructions,” HHS Publication
FDA 83-8216. Among the information
required is the “identification” of the
device, including its common or usual
name, its proprietary or trade name,
and its FDA “classification.”

The FDA has classified the thousands
of device types that make up the med-
ical-device marketplace and assigned
each one a unique five-digit code.
These codes can be found in an FDA
document entitled “Classification
Names for Medical Devices and In
Vitro Diagnostic Products,” HHS
Publication FDA 95-4246. To find the
appropriate classifications, users need
only check under a relevant keyword.
Thus, for example, the five-digit code
applicable to an insulin infusion pump
is keyed to the three words insulin,
infusion, and pump. It is also cross-ref-
erenced under other words relating to
insulin infusion pumps, including
administration and I V. Searching on
any of these will reveal the five-digit
code assigned by the FDA—in this
instance, 80LZG.

The same document will also identify
the class to which the device has been
assigned by the FDA {all devices are
placed in one of three classes, depend-
ing on the risk they pose) and reference
the particular regulation that defines
and classifies it. In the case of insulin
infusion pumps, this regulation is Title
21 of the Code of Federal Regulations,
Section 880.5725. The FDA product
code also contains some additional
information. The first two digits indi-
cate which FDA panel was responsible
for the classification; there are 19 dif-
ferent panels, each of which has been
assigned its own special segment in the
Code of Federal Regulations. Panel 80,
concerned with “General Hospital
Devices,” was the body that classified
insulin infusion pumps as Class II
devices. Its part of the Code of Federal
Regulations is Title 21, Part 880, The
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FDA document “Classification Names for Medical Devices
and In Vitro Diagnostic Products” will also indicate whether
a device is exempt from certain of the agency’s rules.

Once it has been identified, the device’s five-digit classifica-
tion code is entered on Form 2892 along with the establish-
ment’s name and registration number. The form must be
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FIGURE 1: The FDA has autharity over more than 100,000 estab-
lishments, more than 30,000 of which are involved in the manu-
tacture or distribution of medical devices.
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sent to the FDA within 30 days of receipt of the registration
number. The listing also needs to be updated twice a vyear,
either in June and December or whenever a change occurs. In
addition to filing, each device-establishment owner/operator
must maintain a “Historical Listing File” containing all label-
ing and advertisements pertaining to the listed devices. Any
material change in an advertisement relating to the safety or
effectiveness of a device should be included in the file.

Device distributors are governed by special rules for listing.
A “distributor” is defined as any person who markets a device
manufactured by another but does not repackage or other-
wise change the container, wrapper, or labeling. Such parties
are not to use Form 2892; rather, they must submit the name
and address of the manufacturer of each device they distrib-
ute. Like manufacturers, distributors are required to update
their listings in June and December or whenever a change
oceurs,

When it comes to the need to register and list, says Michael
Cole, a partner at the firm of McDermott, Will and Emery,
companies should “just do it. There’s very little down side.”
In certain circumstances, the law may be unclear, and some
establishments may feel that registration or listing is not
required—as for example in cases involving distributors, con-
tract manufacturers, and contract sterilizers, among others—
but even where some doubt exists, most experts would advise
all establishments to register and list their devices. Neglecting
to register a device establishment will not hide it from the
FDA or remove it from its jurisdiction, but it may strengthen
the FDA’s case in an ambiguous situation, and it will surely
be an easier charge for the FDDA to prove than a more subjec-
tive one such as violation of Good Manufacturing Practices.

Investigational Device Exemptions {IDEs)

The purpose of investigational-device exemptions is to
allow manufacturers to distribute otherwise unlawful devices
in order to conduct clinical trials to determine their safety
and effectiveness. The term “clinical trials” here refers to
investigations conducted on humans. The FDA’s regulations
are based on two fundamental principles: first, patients
involved in such investigations must be protected from
unreasonable risks, and second, the data assembled in any
such clinical trial must be meaningful.

Manufacturers of medical devices and others responsible
for their distribution take advantage of IDEs to gather data to
support their submissions to the FDA. As noted above, the
FDA assigns every medical device to one of three classes
depending on the risk it poses. Clinicat data are required to
support submissions for most Class III devices and for about
one in ten Class II devices, The FDA is allowed broad discre-
tion in determining whether and when such clinical data will
be required.

Again, the purpose of an IDE is to gather data to verify the
safety and effectiveness of a device; clinical trials undertaken
to establish consumer preference for one device over another
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require TDEs only if subjects are put at
risk. The FDA’s IDE rules do not apply
to research on laboratory animals, or to
devices that are customized for particu-
lar patients. The original justification
for the latter exception was that
because customized devices were all
different, statistically meaningful trials
were not possible. However, this
notion has been criticized and has now
fallen out of favor within the agency.
Manufacturers seeking to enter into
clinical trials without IDE, are probably
best advised to interpret the exemption
for custom devices narrowly.

Some types of in vitro (that is, test-
tube-based) diagnostic devices are also
exempted from the IDE requirement.
These include devices that neither are
invasive nor require invasive sampling,
do not introduce energy into a person,
and are not used to diagnose disease.
Separate IDE rules apply to intraocular
lenses. :

Once a manufacturer has established
that a clinical trial is needed, it must
determine whether the trial will involve
a “significant risk” to the subjects. FDA
approval is required only for those clin-
ical trials in which either the device
itself or the procedure used to implant
it is considered to pose such a risk to
the safety, health, or welfare of the
patients. An information sheet dated
October 1, 1995, and entitled
“Significant Risks and Non-Significant
Risks, Medical Device Studies” is avail-
able from the agency.

In practice, where doubt exists as to
whether a specific trial presents a sig-
nificant risk, it is probably prudent to
take the position that it does. The FDA
has tended to be conservative on this
point and may stop an unapproved
clinical trial in progress if it believes
that it exposes subjects to significant
risk. Such an action can result in a host
of unpleasant consequences. Reportedly,

the FDA estimates that approximately
25% of trials represented by their spon-
sors as involving nonsignificant risk do
in fact pose significant risks.

In most cases, the manufacturer is
the party that needs to conduct the
trial. Under the regulations, that man-
ufacturer, known as the trial’s sponsor,
must seek out one or more
Institutional Review Boards (IRBs) to
review and approve the trial. An IRB is
a panel designated by an organization
{such as a hospital or a clinic) to
review, approve, and monitor biomed-
ical research involving human subjects.
Most large hospitals and research insti-
tutions have their own IRBs.

After securing review and approval
by one or more Institutional Review
Boards, the spensor, if required, must
submit an application to the FDA.
Often a formidable document in itself,
the application must comprise a report
of any prior investigations, basically
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FDA Panel Published At
73 Anesthesiology Part 868
74 Cardiovascutar Part 870
75 Chemistry Part 862
76 Dental ) Part 872
77 Ear, Nose, and Throat Part 874
78 Gastroenterology and Urology Part 876
79 General and Plastic Surgery Part 878
80 General Hospital Part 880
81 Hematology Part 864
82 Immunology Pan 866
83 Microbiclogy Part 866
84 Neurology Part 882
85 Obstetrics and Gynecology Part 884
86 Ophthalmic Part B86
87 Orthopedics Part 888
88 Pathology Part 864
89 Physical Medicine Part 890
90 Radiclogy Part 892
91 Toxicology Part 862

TABLE 1: The 19 FDA device-classification panels publish their

determinations in specific parts of Title 21 of the Code of
Federal Reguiations, as shown here.
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detailing anything of significance known about the device,
including studies on animals, the biocompatibility of compo-
nents, bench testing, and foreign clinical studies, whether
published or unpublished, positive or negative. The applica-
tion must also present an investigational plan describing what
will be done with the devices, to whom, and by whom. This
plan should include the protocol—that is, the plan for the
trial—stating the number of institutions, the number of
investigators (doctors), and the number of patients involved.
Inclusion/exclusion criteria must be established to determine
which patients are to be considered for the trial. Finally, the
plan should anticipate the kind of data that will be obtained
and explain the statistical methods that will be used to ana-
lyze the results.

Investigational plans additionally require a risk analysis.
Essentially, the risk analysis seeks to answer the question, Does
the device’s benefit to society outweigh the risks to the patients
who will be involved in its trial? The FDA has rejected a num-
ber of IIJE applications because the answer to the question
was deemed to be no.

Next, the application should include a description of the
device—that is, an explanation of how it works and of its
major components. The sponsor’s plan must further provide
for monitoring, detailing the Case Report Forms that will be
used by the investigatots to record data related to the trial.
Labeling, including indications for use, must also be included,
as must the form that patients will be presented to secure their
informed consent.

The IDE application must also include manufacturing
information. Devices subjected to clinical trial under an IDE
are not required to be manufactured in accordance with the
FDA’s Good Manufacturing Practices (GMPs), but compli-
ance with those guidelines is recommended. If applicable
GMP’s have not been established, the manufacturer must
include a description of the controls used in the manufactur-
ing process.

Finally, the IDE application must provide information on
all fees levied for a device used in a clinical trial. Unlike drugs
and biologics, devices utilized under an IDE may be charged
for by their manufacturers, thonugh the amount charged must
be limited to the actual production cost.

For certain types of devices, the FDA offers guidance in the
preparation of an IDE application {see “How to Get
Information from the FDA,” p.50). All applicants should also
be sure to review the Center for Devices and Radiological
Health’s document “Investigational Device Exemption (IDE)
Refuse-to-Accept Policy,” which contains a checklist used by
the FDA to determine whether or not to accept an IDE appli-
cation for filing.

Within a few weeks of submitting an IDE application, the
sponsor should receive a form letter from the FDA acknowl-
edging its receipt. This letter is important because it records
the date on which the FDA received the application. The
“Refuse-to-Accept” criteria are then applied to determine
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