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order granting the De Novo request is
issued unless it previously has been
publicly disclosed or acknowledged by
the De Novo requester.

(3) Before an order granting the De
Novo request is issued, data or infor-
mation contained in the De Novo file is
not available for public disclosure, ex-
cept to the extent the existence of the
De Novo file is disclosable under para-
graph (g)(2) of this section and such
data or information has been publicly
disclosed or acknowledged by the De
Novo requester.

(4) After FDA issues an order grant-
ing a De Novo request, the data and in-
formation in the De Novo file that are
not exempt from release under the
Freedom of Information Act, 5 U.S.C.
5562, are immediately available for pub-
lic disclosure.

[43 FR 32993, July 28, 1978, as amended at 86
FR 54847, Oct. 5, 2021]

§860.7 Determination of safety and ef-
fectiveness.

(a) The classification panels, in re-
viewing evidence concerning the safety
and effectiveness of a device and in pre-
paring advice to the Commissioner, and
the Commissioner, in making deter-
minations concerning the safety and
effectiveness of a device, will apply the
rules in this section.

(b) In determining the safety and ef-
fectiveness of a device for purposes of
classification, establishment of special
controls for class II devices, and pre-
market approval of class III devices,
the Commissioner and the classifica-
tion panels will consider the following,
among other relevant factors:

(1) The persons for whose use the de-
vice is represented or intended;

(2) The conditions of use for the de-
vice, including conditions of use pre-
scribed, recommended, or suggested in
the labeling or advertising of the de-
vice, and other intended conditions of
use;

(3) The probable benefit to health
from the use of the device weighed
against any probable injury or illness
from such use; and

(4) The reliability of the device.

(c)(1) Although the manufacturer
may submit any form of evidence to
the Food and Drug Administration in
an attempt to substantiate the safety
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and effectiveness of a device, the agen-
cy relies upon only valid scientific evi-
dence to determine whether there is
reasonable assurance that the device is
safe and effective. After considering
the nature of the device and the rules
in this section, the Commissioner will
determine whether the evidence sub-
mitted or otherwise available to the
Commissioner is valid scientific evi-
dence for the purpose of determining
the safety or effectiveness of a par-
ticular device and whether the avail-
able evidence, when taken as a whole,
is adequate to support a determination
that there is reasonable assurance that
the device is safe and effective for its
conditions of use.

(2) Valid scientific evidence is evi-
dence from well-controlled investiga-
tions, partially controlled studies,
studies and objective trials without
matched controls, well-documented
case histories conducted by qualified
experts, and reports of significant
human experience with a marketed de-
vice, from which it can fairly and re-
sponsibly be concluded by qualified ex-
perts that there is reasonable assur-
ance of the safety and effectiveness of
a device under its conditions of use.
The evidence required may vary ac-
cording to the characteristics of the
device, its conditions of use, the exist-
ence and adequacy of warnings and
other restrictions, and the extent of ex-
perience with its use. Isolated case re-
ports, random experience, reports lack-
ing sufficient details to permit sci-
entific evaluation, and unsubstantiated
opinions are not regarded as valid sci-
entific evidence to show safety or effec-
tiveness. Such information may be con-
sidered, however, in identifying a de-
vice with questionable safety or effec-
tiveness.

(d)(1) There is reasonable assurance
that a device is safe when it can be de-
termined, based upon valid scientific
evidence, that the probable benefits to
health from use of the device for its in-
tended uses and conditions of use, when
accompanied by adequate directions
and warnings against unsafe use, out-
weigh any probable risks. The valid sci-
entific evidence used to determine the
safety of a device shall adequately
demonstrate the absence of unreason-
able risk of illness or injury associated

212

15:46 Jun 06, 2023 Jkt 259078 PO 00000 Frm 00222 Fmt8010 Sfmt8010 Q:\21\21V8.TXT PC31



aworley on LAPBHBH6L3 with DISTILLER

VerDate Sep<11>2014

Food and Drug Administration, HHS

with the use of the device for its in-
tended uses and conditions of use.

(2) Among the types of evidence that
may be required, when appropriate, to
determine that there is reasonable as-
surance that a device is safe are inves-
tigations using laboratory animals, in-
vestigations involving human subjects,
nonclinical investigations, and analyt-
ical studies for in vitro diagnostic de-
vices.

(e)(1) There is reasonable assurance
that a device is effective when it can be
determined, based upon valid scientific
evidence, that in a significant portion
of the target population, the use of the
device for its intended uses and condi-
tions of use, when accompanied by ade-
quate directions for use and warnings
against unsafe use, will provide clini-
cally significant results.

(2) The valid scientific evidence used
to determine the effectiveness of a de-
vice shall consist principally of well-
controlled investigations, as defined in
paragraph (f) of this section, unless the
Commissioner authorizes reliance upon
other valid scientific evidence which
the Commissioner has determined is
sufficient evidence from which to de-
termine the effectiveness of a device,
even in the absence of well-controlled
investigations. The Commaissioner may
make such a determination where the
requirement of well-controlled inves-
tigations in paragraph (f) of this sec-
tion is not reasonably applicable to the
device.

(f) The following principles have been
developed over a period of years and
are recognized by the scientific com-
munity as the essentials of a well-con-
trolled clinical investigation. They
provide the basis for the Commis-
sioner’s determination whether there is
reasonable assurance that a device is
effective based upon well-controlled in-
vestigations and are also useful in as-
sessing the weight to be given to other
valid scientific evidence permitted
under this section.

(1) The plan or protocol for the study
and the report of the results of a well-
controlled investigation shall include
the following:

(i) A clear statement of the objec-
tives of the study;

(ii) A method of selection of the sub-
jects that:
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(a) Provides adequate assurance that
the subjects are suitable for the pur-
poses of the study, provides diagnostic
criteria of the condition to be treated
or diagnosed, provides confirmatory
laboratory tests where appropriate
and, in the case of a device to prevent
a disease or condition, provides evi-
dence of susceptibility and exposure to
the condition against which prophy-
laxis is desired;

(b) Assigns the subjects to test
groups, if used, in such a way as to
minimize any possible bias;

(c) Assures comparability between
test groups and any control groups of
pertinent variables such as sex, sever-
ity or duration of the disease, and use
of therapy other than the test device;

(iii) An explanation of the methods of
observation and recording of results
utilized, including the variables meas-
ured, quantitation, assessment of any
subject’s response, and steps taken to
minimize any possible bias of subjects
and observers;

(iv) A comparison of the results of
treatment or diagnosis with a control
in such a fashion as to permit quan-
titative evaluation. The precise nature
of the control must be specified and an
explanation provided of the methods
employed to minimize any possible
bias of the observers and analysts of
the data. Level and methods of ‘‘blind-
ing,” if appropriate and used, are to be
documented. Generally, four types of
comparisons are recognized:

(a) No treatments. Where objective
measurements of effectiveness are
available and placebo effect is neg-
ligible, comparison of the objective re-
sults in comparable groups of treated
and untreated patients;

(b) Placebo control. Where there may
be a placebo effect with the use of a de-
vice, comparison of the results of use of
the device with an ineffective device
used under conditions designed to re-
semble the conditions of use under in-
vestigation as far as possible;

(c) Active treatment control. Where an
effective regimen of therapy may be
used for comparison, e.g., the condition
being treated is such that the use of a
placebo or the withholding of treat-
ment would be inappropriate or con-
trary to the interest of the patient;
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(d) Historical control. In certain cir-
cumstances, such as those involving
diseases with high and predictable mor-
tality or signs and symptoms of pre-
dictable duration or severity, or in the
case of prophylaxis where morbidity is
predictable, the results of use of the de-
vice may be compared quantitatively
with prior experience historically de-
rived from the adequately documented
natural history of the disease or condi-
tion in comparable patients or popu-
lations who received no treatment or
who followed an established effective
regimen (therapeutic, diagnostic, pro-
phylactic).

(v) A summary of the methods of
analysis and an evaluation of the data
derived from the study, including any
appropriate statistical methods uti-
lized.

(2) To insure the reliability of the re-
sults of an investigation, a well-con-
trolled investigation shall involve the
use of a test device that is standardized
in its composition or design and per-
formance.

(2)(1) It is the responsibility of each
manufacturer and importer of a device
to assure that adequate, valid sci-
entific evidence exists, and to furnish
such evidence to the Food and Drug
Administration to provide reasonable
assurance that the device is safe and
effective for its intended uses and con-
ditions of use. The failure of a manu-
facturer or importer of a device to
present to the Food and Drug Adminis-
tration adequate, valid scientific evi-
dence showing that there is reasonable
assurance of the safety and effective-
ness of the device, if regulated by gen-
eral controls alone, or by general con-
trols and special controls, may support
a determination that the device be
classified into class III.

(2) The Commissioner may require
that a manufacturer, importer, or dis-
tributor make reports or provide other
information bearing on the classifica-
tion of a device and indicating whether
there is reasonable assurance of the
safety and effectiveness of the device
or whether it is adulterated or mis-
branded under the Federal Food, Drug,
and Cosmetic Act.

(3) A requirement for a report or
other information under this paragraph
will comply with section 519 of the Fed-
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eral Food, Drug, and Cosmetic Act. Ac-
cordingly, the requirement will state
the reason or purpose for such request;
will describe the required report or in-
formation as clearly as possible; will
not be imposed on a manufacturer, im-
porter, or distributor of a classified de-
vice that has been exempted from such
a requirement in accordance with
§860.95; will prescribe the time for com-
pliance with the requirement; and will
prescribe the form and manner in
which the report or information is to
be provided.

(4) Required information that has
been submitted previously to the Cen-
ter for Devices and Radiological
Health, the Center for Biologics Eval-
uation and Research, or the Center for
Drug Evaluation and Research, as ap-
plicable, need not be resubmitted, but
may be incorporated by reference.

[43 FR 32993, July 28, 1978, as amended at 53
FR 11253, Apr. 6, 1988; 73 FR 49942, Aug. 25,
2008; 83 FR 64454, Dec. 17, 2018]

§860.10 Implants and life-supporting
or life-sustaining devices.

(a) A classification panel will rec-
ommend classification into class III of
any implant or life-supporting or life-
sustaining device unless the panel de-
termines that such classification is not
necessary to provide reasonable assur-
ance of the safety and effectiveness of
the device. If the panel recommends
classification or reclassification of
such a device into a class other than
class III, it shall set forth in its rec-
ommendation the reasons for so doing
and an identification of the risks to
health, if any, presented by the device.
In the case of such a device being rec-
ommended for classification or reclas-
sification into class II, the panel shall
describe the special controls that, in
addition to general controls, the panel
believes are necessary to provide rea-
sonable assurance of safety and effec-
tiveness of the device and how such
controls provide such assurance.

(b) The Commissioner will classify an
implant or life-supporting or life-sus-
taining device into class III unless the
Commissioner determines that such
classification is not necessary to pro-
vide reasonable assurance of the safety
and effectiveness of the device. If the
Commissioner proposes to classify or
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