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| NTRODUCTI ON

The purpose of this docunent is to provide

a witten reference for Food and Drug
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Adm ni stration (FDA) Investigators conducting
bi oresearch nonitoring (BIMJ) inspections
involving in vitro diagnostic (1VD) devices. The
follow ng materi al presents key aspects of

exi sting conpliance approaches to BI MO | VD

I nspecti ons.

This gui de was prepared by the FDA, Ofice

of Regulatory Affairs (ORA) and the Center for
Devi ces and Radi ol ogical Health (CDRH) with
input fromthe Center for Biologics Evaluation
and Research (CBER)

NATURE, SCOPE, AND PURPOSE

The purpose of bioresearch nonitoring

i nspections is to ensure that data and

i nformati on contained in premarket applications
are scientifically valid and accurate. Another
obj ective of the programis to ensure that
human subj ects are protected from undue

hazard or risk during the course of scientific
i nvestigations. Legal authority for these

i nspections is found in Section 704 of the
Federal Food, Drug and Cosnetic Act (the Act)

whi ch gives FDA authority to inspect facilities
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where devices are "held."

DEFI NI TI ON

| VD products are those reagents,

instrunents, and systens intended for use in

t he di agnosis of disease or other conditions,
including a determ nation of the state of health,
in order to cure, mtigate, treat, or prevent

di sease or its sequel ae. Such products are

i ntended for use in the collection, preparation,
and exam nati on of specinens taken fromthe
human body. These products are devices as
defined in section 201(h) of the Act.
EXEMPTI ONS FROM 21 CFR 812

Section 21 CFR 812.2(c)(3) exenpts

i nvestigations of IVD devices fromthe specific
regul ations of 21 CFR 812, Investigationa

Devi ce Exenptions, under certain conditions.
Furt hernore, because these are clinica

i nvestigations, good |laboratory practices (G.P)
regul ati ons do not apply and shoul d not be

used as a basis for citations on the form

FDA- 483. Al t hough the design control section

of the Quality System Regul ation applies to
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i nvestigational devices, Quality System
Regul ati on devi ations should only be cited
during Quality System Regul ati on i nspections.
In order to be exenpt from 21 CFR 812 the
sponsor nust conply with the | abeling

requi renents of 21 CFR 809.10(c) and the
testing requirements of 21 CFR 812.2(c)3).
LABELI NG REQUI REMENTS

| VDs shipped solely for research purposes

must be | abel ed: "For Research Use Only, Not
for use in diagnostic procedures.” If an IVDis
| abel ed "For Research Use Only," the research
that may be perfornmed is limted to the

| aboratory research phase needed to identify
test kit nmethods, conponents, and analytes to
be nmeasured. An IVD | abel ed for research use

as described above is mslabeled if used for a
clinical study for even one patient if the results
are reported to the patient's physician or to
the patient's nmedical records. Research use
devices are not to be used to assess the
patient's condition regardl ess of whether or not

a confirmatory test or procedure is used.
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| VDs shipped for clinical investigations nust
be | abel ed: "For Investigational Use Only. The
performance characteristics of this product
have not been established. The regul ations
define an investigation as a clinical investigation
or research involving one or nore subjects to
determine the safety or effectiveness of a
device. (See draft CPG Conmercialization of

In Vitro Diagnostic (1VD) Devices Labeled for
Research Use Only or Investigational Use Only,
dated January 5, 1998. This CPGw || not be

i mpl emented until finalized).

PROHI Bl TED LABELI NG | NFORVATI ON

Label i ng cannot include any representation
that the IVDis safe or effective because this is
a determnation that only the FDA can nake
based on the review of data gathered through
the clinical investigation and supplied by the
sponsor to FDA

Label i ng cannot include performance
characteristics or expected range because they
W Il be established by the research and/ or

clinical investigation.
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SPECI MEN TESTI NG AND SAMPLI NG REQUI REMENTS

The testing nust be noninvasive, nust not
require an invasive sanpling procedure that
presents significant risk, nmust not introduce
energy into the patient, and nust not be used

as a diagnostic procedure w thout confirmation
of the diagnosis by an established diagnostic
product or procedure.

21 CFR 812. 3(k) defines noninvasive devices

or procedures as those that do not penetrate

or pierce the skin, mucous nenbranes, ocul ar
cavity or urethra or do not enter body orifices
beyond specified limts. However, the

regul ati on defines sinple veni puncture to obtain
bl ood speci nens and the use of surplus sanples
of body fluids or tissues left over from sanples
taken for non-investigational purposes as

noni nvasi ve.

Procedures |ike amniocentesis, |unbar

puncture, and tissue biopsy, are exanples of

i nvasi ve sanpling procedures that present
significant risk. If they are perfornmed solely for

the investigation, then the |IVD woul d not be
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exenpt fromthe IDE regulations. If sanples
fromthese procedures are |left over from
sanples originally taken for non-investigative
pur poses, then the sanpling is considered

noni nvasi ve. However, the initial procedure
shoul d have been indicated for the patient's
condition by current medical practice and not
performed to obtain specinens surreptitiously
for the clinical investigation.

In order to be exenpt from21 CFR 812,

the investigational device cannot be used as a
di agnostic procedure w thout confirmation of

t he di agnosis by another, nedically established
di agnostic product or procedure. D sease

di agnosi s usual ly invol ves a nunber of
observations and factors including signs and
synpt ons, nedical history, and a battery of
tests. There are few tests that are

pat hognononic, i.e., are considered "gold
standards,” for diagnosis of a disease and,
therefore, the diagnosis is established froma
nunber of factors. Mreover, a sponsor or

i nvestigator may consider the investigationa
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IVD to be nore accurate, precise, sensitive,
specific, etc., than current medically established
products or procedures. This is generally the
goal for producing a new product.

Nevert hel ess, the diagnosis itself nust be
confirmed in the established way to neet the
requi renents for exenption fromthe |IDE
regul ati on.

THE SPONSOR' S | NVESTI GATI ONAL PLAN

In order to obtain valid scientific data to
support its subm ssion to the FDA and to
maintain the integrity of that data, the sponsor
shoul d have an investigational plan including a
protocol or other effective nmeans to
communi cat e procedures, etc., to its

i nvestigators. Non-adherence to such a

prot ocol should be noted on an FDA 483.

Pur pose:

The purpose of the plan is to establish and
support clains and information in proposed

| abel ing, including intended use; statenents
about reagents, instrunents, and specinens; the

procedure; limtations of the procedure;
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expected val ues; and specific perfornmance
characteristics; and to support a determ nation
of safety and effectiveness and/or substantia
equi val ence.

Descri ption:

Such a study nust be carried out in a
scientifically sound manner. Therefore, to
assure useful results and the integrity of the
data and to be able to present their plan to an
Institutional Review Board (I RB), the sponsor
shoul d devel op an investigational plan. A good
plan will include all information, procedures,
reporting forns, etc., required by the clinica

i nvestigator to gather valid data for the sponsor
to submt to FDA. These woul d include such
things as a statenent of purpose, a protocol, a
description of the device, nonitoring
procedures, |abeling, consent materials, |IRB

i nformati on, and additional records and reports.
Addi tional records could include a certification
programthat ensures that the sponsor is
controlling the distribution of the investigationa

and/or research device and is using it in
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scientifically sound research and investigations.
The investigator should sign an investigator's
agreenent acknow edgi ng hi s/ her
responsibilities.

At this phase there should be no

pronotional /advertising material.
Advertisenments to recruit subjects should be
reviewed by the IRB to ensure that infornation
is not msleading and that patient's rights and
wel fare are protected.

| RB and | nforned Consent:

The I RB nust review and approve the

protocol and consent materials before the
study can begin. 21 CFR 56, Institutiona

Revi ew Boards, and 21 CFR 50, |Inforned

Consent, do not specifically exenpt |1VDs and,
therefore, are applicable.

Because nost |VD research and

i nvestigations do not require an |IDE and are
mnimal risk, the IRB nay use expedited review
procedures to review nost |1VD research and

i nvestigational proposals. The | RB nust

docunment why expedited review was used for
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approving the I'VD investigation.

The I RB may exenpt the study from

informed consent if it finds that the research
presents no nore than mnimal risk of harmto
subj ects and i nvol ves no procedures for which
witten consent is normally required. For
exanple, an I RB nay exenpt a study from

i nformed consent if |eft-over specinens will be
used, provided that patient confidentiality is
mai nt ai ned.

Pr ot ocol

Wil e the protocol does not need FDA

approval, it is an essential tool for the sponsor
to comuni cate accurately to the IRB and the
clinical investigator. Although the sponsor is
exenpt fromlabeling requirenents if it neets
the requirenents of 21 CFR 809.10(c), the

| abeling or its equival ent supplies the clinica
investigator with inportant information about
the test procedure. Wthout a protocol, or
simlar tool, the sponsor runs the risk of getting
invalid results fromthe investigation.

The protocol and the | abeling should reflect
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all the steps the clinical investigator nust take
to obtain useful information for the sponsor.
They shoul d descri be such things as speci nen
collection, instrunentation, reagents,
calibration, quality control, step-by-step
procedures, cal cul ations, storage conditions,
stability of various conponents both before and
after opening and/or reconstituting, reporting
procedures, and the necessary reporting fornms,
etc., for obtaining accurate and precise results
and comuni cating themto the sponsor

PROPCSED | NTENDED USE OF THE | VD AND THE CLI NI CAL DATA
For Diagnosis or Differential Diagnosis of a

Di sease or Medical or Physiological Condition:
The sponsor nay use the data to establish
expected val ues or ranges and cut-off val ues.

The sponsor's proposed | abeling will designate
concentrations that characterize the healthy

and affected popul ati ons. These are usually
expressed as diagnostic cut-off values. This
information will determne the clinica

useful ness of the test results and wll affect the

rates of true and false results. Since treatnent
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may be based on a diagnosis froman | VD,
expect ed val ues shoul d be established with
accurate information. For exanple, an IVD to
nmeasure bl ood glucose levels will have a norma
range for healthy individuals. Val ues outside
the normal range will be used in the diagnosis
of di abetes.

In many cases, the sponsor may sinply

conpare the performance of the investigationa
device to a device already cleared with the
same intended use, using left-over patient
speci mens. When the patient's diagnosis is
necessary, it nust have been established by
some nedically acceptable scientific nethod. In
those cases, the sponsor and investigator rmnust
record enough of the patient's nedical history
to determ ne the diagnosis and any ot her
conditions that mght inpinge on the

per formance of the |VD.

To Monitor a Patient's Therapy or to Fol |l ow
Their Progress After Treatnent:

Records shoul d establish which patients are

on the therapy or have had the treatnent. For
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exanple, if the IVD neasured a tunor marker

to assure total renmoval of the tunor and/or
nonitor its reoccurrence, then records shoul d
reflect the patient's diagnosis and treatnent and
the pre-treatnent |evels of the marker.

Screeni ng and Prognosi s:

Screening is perfornmed to identify risk

factors in health pronotion and di sease
prevention. For exanple, cholesterol screening
may be perfornmed on a random popul ation to
identify individuals wwth this risk factor for heart
di sease.

Prognosi s neans determning the intensity

or stage of a disease and predicting the

expected course of a disease.

Cenerally firnms do not develop an IVD
specifically for screening or prognosis. |VDs

i ntended to diagnose or nonitor are used

instead and the results translated into screening
or prognostic ternms. If the intended use is, or

i ncl udes screening, then the investigation should
refl ect the anticipated screening popul ati on,

generally healthy adults. If it is for prognosis,
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then the screening popul ati on shoul d consi st

al nost exclusively of those with the disease.
Prognostic clains should be established with
pati ent outcone data.

Home Use and Physician Ofice Lab Devices

Versus Professional Lab Devices:

If a device is intended for use outside the

prof essi onal | aboratory setting, the Ofice of
Devi ce Eval uation may require other types of
studies, e.g., analyses perfornmed by the actual
users.

The FDA investigator should be alert to any
special instructions, e.g., patient instruction and
preparati on, when he or she is inspecting such
st udi es.

PERFORVMANCE CHARACTERI STI CS AND THE CLI NI CAL DATA
Label i ng:

The sponsor may use the investigationa

data to support the performance characteristics
section of the product's proposed | abeling. This
section of the |abeling describes how well the
devi ce perforned during the clinica

i nvestigation and descri bes such things as the
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accuracy, precision, sensitivity, and specificity of
the I'VD. The sponsor is establishing the
purported quality of the device and therefore
shoul d assure that the data are valid.
Accuracy or bias describes how well the

IVD result conpares to the actua

concentration in the patient's speci nen.

Preci sion descri bes how well the |IVD

repeats test results on the sane naterial .
Sensitivity describes the | owest

concentration at which the IVD gives
acceptable results.

Specificity is the ability of the IVDto
accurately measure the analyte of interest in
the presence of potential interfering substances.
The performance characteristics should be
related to a generally accepted nmethod and use
bi ol ogi cal speci nens from normal and abnor nal
popul ati ons. The sponsor shoul d define these
popul ati ons. Too few patients in any one

group may not provide the sponsor with the
statistical power to nmake a claimin their

| abel i ng.
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FACTORS AFFECTI NG THE QUALI TY OF THE RESULTS
OF THE CLI NI CAL | NVESTI GATI ON

There are nmany factors that may affect the
gquality and validity of the data collected to
support the clains and statenents di scussed
above. The sponsor and investigator should
control these factors using QC and QA

nmet hods applicable to diagnostic and anal ytica
| aboratories. These factors are usually
categori zed as pre-anal ytical, analytical, and
post - anal yti cal .

Fact ors:

Pre-anal ytical considerations center around
the patient, his or her preparation, and the
speci nmen.

Anal ytical considerations include everything
surroundi ng the actual neasurenent process.
Post - anal yti cal consi derations center around

t he proper calculation and reporting of results.
Al t hough el ements of QC and QA

principles outlined in FDA's Good Laboratory
Practices or Quality Systens GVP Regul ation

may apply, the regul ations thensel ves do not.
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FDA | nvestigators shoul d base any i nspecti onal
observations on whether the sponsor or clinica
i nvestigator followed the protocol and | abeling
specified for the investigation.

Al though 21 CFR Part 812, Investigationa

Devi ce Exenptions (IDE), is used as gui dance
when review ng inspectional reports, the |IDE
regul ati ons thensel ves do not apply to in vitro
di agnostic devices and should not be used as a
ref erence when docunenti ng observations on

t he FDA- 483.

CONCLUSI ON

In sunmary, IVDs for clinical investigations
or research nust neet the |abeling
requirenents in 21 CFR 809.10(c). Labeling
must not contai n performance cl ai ns,

di agnostic ranges, indications of safety and
ef fectiveness, etc. The sponsor nust contro
the distribution of the device to avoid the
appear ance of conmercializing an uncl eared or
unapproved nedi cal device. They nust al so

neet the requirenents of 21 CFR 56,

Institutional Review Boards, and 21 CFR 50,
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Protection of Human Subjects. Additionally, if a
protocol or its equivalent exists, the FDA

I nvestigator should assure that the clinica
investigator has followed it. The clinica

i nvestigator should have foll owed the specific
i nclusion and exclusion criteria for patients
assuring that the diagnosis for each patient is
accurate by a cleared 1VD or other standard of
di agnosis. They should assure the integrity of
the data, specifically, that the anal yses were
actually performed according to instructions
that acconpany the kit and that the data were
recorded and reported accurately. Raw data
shoul d exist to support the data submitted in
reports and applications to the Agency.

Al t hough many of these requirenents resenble
GLPs, the observations should be in terns of
adherence to the sponsor's protocol.

Shoul d you have conments or questions
regarding In Vitro diagnostic bioresearch
nonitoring inspections or this guide, please
contact Robert Fish at: Center for Devices and

Radi ol ogi cal Health O fice of Conpliance
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Di vi sion of Bioresearch Mnitoring Program
Enf orcenent Branch |1, HFZ-312 28 Gaither
Road Rockville, MD 20850 (301) 594-4723
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7348. 809; 7348.810; and 7348. 811),

-21 CFR Part 809 - In Vitro Diagnostic
Products for Human Use

-21 CFR Part 812.2 (c)(3), 812.3(k) - 1VD
exenptions

-21 CFR Part 50 - Protection of Human
Subj ect s

-21 CFR Part 56 - Institutional Review
Boar ds

-Investigati ons Qperations Manual (10OV,
and

- Appl i cabl e Conpliance Policy Quides

(CPG for devices (beginning with the
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nunbers 7124 and 7133).

Qui dances are posted to the CDRH and

ORA Internet Wrld Wde Wb Hone Pages

at http://ww.fda.gov. See | OM Chapter 10,

Ref erences, for additional information.
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