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DEPARTMENT OF HEAI.TH, :
EDUCATION, AND WELFARE /

fooed and Drug Adminisiration
[21 CFR Ports 16, 29, ‘'und 312]
{Docket No. 76N-0324}
MEDICAL DEVICES

Procedures for !nvuhgaﬁo«d'bt;ieo
Exmm .
AGENCY: Food and Drug Admmxstra-
tion.

ACTION: Tentative final 'egulation.

SUMMARY: This tentative final regu-
lation sets forth requirements for the-

conduct of investigaiions of medical
devices involving human sub_xects. in-
cludirg procedures for the submission
of applications for aa investigational
device exemption (IDE), a description
of the respounsibilities of sponsors of
investigations, and requirements  for
obtaining informed consent from
human subjects. This action is taken

because the Medical Device Amend--
ments of 1976 require the Food and -
Drug .Administration (FDA) to -pre--
“...seribe by regulation prccedures and

conditions under which medical de-
vices intended for human use might be
exempted from certain requirements

of the Federal Food, Drug, and Cos- -

metic Act to permit investizational
studies concerning safety and effec-
tiveness.

DATES: Comments on or before Sep-
tember 11, 1978; notices of appearance
for the public hearing on this tenta-
tive final regulation to be filad with
the Hearing Clerk on or before June
12, 1978.

Proposed effective dates: The Com-
missioner is proposing that the final
regulation based on this tentative final
regulation be effective 120 days after

the date the final regulation is pub-

lished in the FProeraL REGISTER.
However, sponsors of ongoing inves-
tigational studies who wish to ensure
that these studies can continue with-
out interruption during the 30-day
period for FDA review of applications
should submit applications by 90 days
after date of publication of the final
regulation in the FEDERAL REGISTER.

ADDRESS: Comments (5 copies iden-
tified by Doc. No..76N-0324) shall be
submitted to the Hearing Clerk (HF'C-
20), Food and Drug Administration,
Room 4-65, 5600 Fishers Lane, Rock-
ville, Md. 20857.

FOR FURTHER IN'FORMATION‘

CONTACT:

Frank Morlock, Bureau of Medical
Devices (HFK-122), Food and Drug
Administration, 8757 Georgia
‘Avenue, Silver Sprmg, Md. 20910,
301427-7114.
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SUPPLEMENTARY INFORMATION:
In the PrpEraL REGISTER of August 20,
1976 (41 FR 35282), FDA Proposed
regulations on investigational device
exemptions. Final regulations govern-
ing investigational studies of intraccu-
lar lenses were pubiished in the FPEpEr-
AL REcisTErR of November 11, 1977 (42
FR 58874). Based on the many com-

_ments received on the proposal, the
Commissioner of Food and Drugs has

revised the proposal with respect to
devices other than intraccular lenses
and is issuing it as a tentative final
regulation with opportunity for com-

. ment and a public hearing. This action

will be follecwed by the agency’s con-
sideration of comments on the tenta-
tive final regulation and publication of
a final regulation. The tentative final
regulation omits Subparts D and E of
the proposal regarding the responsibil-

" ities of institutional review committees

and investigators, respectively. These
omitted matters will be addressed by
comprehensive agency-wide regula-
tions governing all FDA-regulated
clinical investigations. Also omitted
are portions of Subpart C regarding
the responsibilities of sponsors that
have been addressed in proposed regu-
lations on obligations of sponsors and

. monitors of clinical investigations,

published in the FzperaL REGISTER of
September 27, 1977 (42 FR 49611). If
certain responsibilities of sponsors, in-
vestigators, and institutional review
committees in the area of device inves-
tigations need to differ from, or are
not addressed in, these comprehensive
regulations, separate
regulations concerning these special or
diffbrent responsibilities will be pub-
lished.

To provide interested parties an op-
portunity to begin clinical investiga-
tions in a way that anticipates future
FDA requirements, FDA will accept
applications for investigational device
exemptions before the effective date
of the final regulation, if the applicant
complies with the requirements in this
tentative final regulation. Procedures
for early submission of applications
for investigational device exemptions

are dlscussed at the end of this pream-
ble. o e AT
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The Food and Drug Administration
will hold a public hearing on the inves.
tigational device regulations. Any in-
terested person who [iles a notice of
appearance may participate in the
hearing in accordance with Part 15 (21
CFR Part 15). The hearing will be
held approximately 90 days after the
date of publication of this reproposal
and will be governed by Part 15 of
FDA’'s administrative -practices and
procedures regulations, which speci-
fies the requirements for filing notices
of appearance. A notice of the exact
date, time, and place for the hearing

supplemental.
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will appear in a futnre issue of the
FEDERAL REGISTER.

STATUTORY BACERGROUND

The Medical Device Amendments of
1976 (Pub. L. 94-295) (the Amend-
ments), amending the Federal Food,
Drug, and Cosmetic Act (21 U.S.C. 321
et seq.) (the act) became law on May

© 28, 1976. Section 520(g) (21 U.S.C.

3603)(g)) authorizes the exemption of

. devices from otherwise appiicable pro-

visians of the act to permit devices to
be shipped for investigational studies
to determine their safety and effsc-

‘tiveness. To provide flexibility in regu-

latory requirements, section 520(g) of
the act permits variations in the pro-
cedures and conditions governing in-

. vestigational device exemptions, de-

pending on the nature, scope, and pur-
pose of the study. The preamble to the
August 20, 1976 proposal contains a
detailed description of the statute.

DEec1sioN To PUBLISH TENTATIVE FINAL .
REGULATION

The period for comment on the pro-
posal closed on October 18, 1976. Al-
though numerous requests for exten-
sion of the comment period were re-
ceived, the Commissioner decided not -
to extend the comment period but did.
agree to consider all comments re-
ceived before issuing a final regula-
tion. Because of the heavy volume of
comments and the desire to increase
public participation in the develop-
ment of the investigational device reg-
ulation, the Commissioner decided to
issue a tentative final regulation in the
FepErRAL REGISTER, to be foilowed by a
public hearing, before issuing a final
regulation. A tentative final regulation
has the same legal status as a proposal
or reproposal; Le,, it is not final agency
action. It is an interim step sometimes
used by FDA to permit additional
public participation before promulgat-
ing a final regulation. (See § 10.40(£)X(9)
(21 CFR 10.40(£)(9)).) Unless otherwise
indicated, all references in this pream-
ble to proposals under part 812 refer
to part 812 as reproposed in this tenta.-

tive ﬁnal regulation. .

ITOR, INVESTICATOR, AND INSTITUTION-
AL REviEw COMMITTERE RESPONSIBIL-
ITIES

The initial proposal under part 812
(21 CFR part 812) on investigational
device exemptions contained seven
subparts: Subpart A set forth general
provisions and provisions of applicabil-
ity; subpart B descri the proce-
dures for submission and review of ap-
plications for investigational device ex-
emptions; subparts C,|D, and E set
forth the responsibilities of sponsors,
institutional review mmittees, and
investigators, respectively; subpart F
stated requirements for iniormed cone
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sent of human subjects; and subpart H
stated requirements for investigational
studies that do not involve human sub-
jecta. 8 =

As ciscussed in the preamble to the
progosal, FDA is cwrently making a
number of effcrts to improve, clarify,
and strengthen its regulatory program
for control of investigational articles.
Included in these efforts is the devel-
cpment of comprenensive proposed
regulations by intermal FDA task
forces composed of representatives of
FDA burevaps These task forces are re-
sponsible for developing and proposing
to the Commissioner agency policy

that is‘uniform 10 the extent practica-

ble, given differsezces among products,
on such maiters as the responsibilities:
of clinical investigators, sponsors for
the monitoring of clinical investiga-,

tions, and ivstitutioral review commif-:

tees, The task force efforts produced

‘the proposed good laboratory practice -

regulations for ronclinical laboratory

studies, published in the FPeperar Rsg~--

ISTER of November 13, 197§ (41 FR
51206), the proposed regulations on
obligations of sporsors- and monitors:
of clinical ' investigations mentioned
above, and the proposed regulations

on obligations of clinical investigators, .

which will be published in the PzpzrarL
RecisT=R in the near future. These.
three proposals will apply to investiga-
tions of devices. .
Because the investigational device
proposal, with modifications, is being
issued as a tentative final regulation
rather than as a final regulation, and
because several of the comprehensive
proposed regulations prepared by the
task forces will be ready for publica--
tion at the same time as this tentative
final regulation or shortly thereafter,
the Commissioner has decided that
this tentative final investigational
device regulation should. cover only-

those matters that will.not be covered -

in the comprehensive regulations. The
Commissioner believes that the sub-
ject matter and the regulatory re-
quirements for the conduct of clinical
investigations of drugs, devices,..and

biologics: are - sufficiently.-similar to -

warrant uniform agency-wide regula--
tory policy in most instances. i
Accordingly, this tentative final reg-
ulation revises subparts A, B, C, and P,
based on comments received on the
proposal. Subpart H is published sub-
stantially unchanged. Agency .action
on the remainder of the proposal, ie.,.

subparts D, E, and portions of subpart -

C dealing with responsibilities of spon-
sors for monitoring, are not addressed
in this document and will be supersed-
ed by later final agency-wide regula-
tions. Comments received on these
matters are being considered by the
FDA task forces in preparing the pro-
posed comprehensive regulations. Any
such proposed comprehensive regula-
tions will, to the extent practicable, be
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incorporated into propcsed part 812,
directly or by reference, in future Fen-
ERAL R3cIsTZR notices. If it is- neces-
sary to deal with unique situations
concerning device investigations only,
the Commissioner will publish diffar-
ing or.additional proposed and finsal
regulations on these matters. ;
In the interim, Subparts C, D, and E
of the August 20, 1978 proposal gov-
erning the responsibilities of sponsors
for monitoring studies, institutional
review committees, and investigators,
may be used as guidelines by persons
filing applications for investigational
device exemptions beiore the effective
date of regulations on these subjects.

‘ReErFsrENCES TO OTHER RZGULATIONS
: AND TERMS

“Where this tentative final regulation’

cites Part 52 (21 CFR Part 52) or see-
tions thereof, it is referring to the pro-
posed regulations on obligations of
sponsors and monitors of clinical in-
vestigations, published in the F=peraL
Rzcist=r of September 27, 1977. The
term “test article” in the sponsor pro-
posal includes any . ‘Investigational
device” in this tentative final regula-
tion. The term “clinical investigation’”

in the sponsor proposal includes any.

“investigational study” in this tenta-
tive final regulation. The term “proto-
col” in the sponsor proposal includes
any “investigational plan” in this ten-
tative final regulation. The term “in-
stitutional review board” in the Sep-
tember 27, 1977 sponsor proposal and
the term “institutional review commit-
tee” in this tentative final regulation
are interchangeable.

‘Where this tentative final regulation
cites Part 58 (21 CFR Part 38), it is re-
ferring to the proposed gocd labora-
tory practice r
cal studies, pubiished in the FepEraL

RzcisTER of November 19, 1976 and

originally designated as proposed Part
de (21 CFR Part 3e);:(Subchapter A
was subsequently recodified and pub-
lished in the FrperarL RzcIsTErR of
March 22, 1977 (42 FR 15553); under
the new numbering-system, Part 3e
will become final-under Part 58.) - - -
Where this tentative final regulation
cites FDA regulations on the obliga-
tions of clinical investigators, it is re-
ferring to the proposal which will be
published in the FeperaL RIGISTER in
the near future and which will become

{inal under Part 54 (21 CFR Part 54).

Where-this tentative final regulation
cites FDA regulations on standards for
institutional review - committees or
boards, it is referring to future agency

- regulations on this subject that will

become final as Part 56 (21 CFR Part
56) and largely codify existing require-
ments under 21 CFR Part 312 and 45
CFR Part 486. :

COMMENTS ON PROPOSAL—GENERAL

A total of 190 separate comments
was received on the August 20, 1976

egulations for nonclini-
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proposal. Of these, many were com-
plex and quite constructive, and ad-
dressed pumerous provisiocs of the
proposal. : :

Many comments were received from
indusiry, academic sources, and pri-
vate practitioners, bui none were re-
ceived from public interest groups rep-
resenting consumers and patient inter-
ests. The- Commissioner hopes that
these groups will comment on this ten-
tative final regulation and will partici-
pate in the public hearing.

‘To obtain additional information on
matters raised in the comments and to
increase participation by members of
the research community, FDA initiat-
ed contacts with several institutional
review committees, scientists at the
National Institutes of Health, the Na-
tional Commissicn for the Protection
of Human Subjects in Biomedicai and
Behavioral Research, and representa-
tives of iIndependent researchers.
Memoranda of these meetings are
available for review at the office of
the Hearing Clerk, Food and Drug Ad-
ministration. . ‘

GENERAL PROVISIONS
SCOPE

Numerous comments were received
on §812.1 (21 CFR 812.1) of the
August 20, 1976, proposal. Many ex-
pressed concern that the objective of
encouraging discovery and develop-
ment of devices was subordinated to
the objective of protecting the public
health to such a degree that develop-
ment of new devices would be effec-
tively stifled. One comment suggested
adding an objective of maintaining op-
timum scientific freedom for investiga-
tors. The Commissioner believes that
changes made in the cther sections of
this tentative final regulation in re-
sponse to comments preserve in proper
balance the goal of encouraging the
discovery and development of useful:
devices and the goal of protecting the
rights of human subjects. Thus, no
change was made in the statement of
the scope of the regulation as original-
1y proposed. - . ;o s

Because the Commissioner believes.
that sponsors will always request an
exemption from all provisions of the
act, he has deleted language in
§812.1(cX2) of the August 20, 1976
proposal which stated that the device
will not be exempted-unless the spon-
sar requests the exemption specifical-
ly. The device will now be exempt
from the requirements of the act enu-
merated in proposed §812.1(c) unless
the Commissioner indicates that the
device is not exempt from specific pro-
visions of the act in his order of ap-
proval or disapproval under proposed
§812.30 (21 CFR 812.30).

APPLICABILITY

Proposed §812.2(aX1) (21 CFR
812.2(a)(1)) provides that the regula-
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C dealing with responsibilities of spon-
sors for monitoring, are not addressed
in this document and will be supersed-
ed by later final agency-wide regula-
tions. Comments received on these
matters are being considered by the
FDA task forces in preparing the pro-
posed comprehensive regulations. Any
such proposed comprehensive regula-
tions will, to the extent practicable, be

mSuwuLIonal review - commiitees or
boards, it is referring to future agency

- regulations on this subject that will

become final as Part 56 (21 CFR Part
56) and largely codify existing require-
ments under 21 CFR Part 312 and 45
CFR Part 48. :

COMMENTS ON ProPOSAL—GENERAL

A total of 190 separate comments
was received on the August 20, 1976

irom ine requirements of the act enu-
merated in proposed §812.1(¢c) unless
the Commissioner indicates that the
device is not exempt from specific pro-
visions of the act in his order of ap-
proval or disapproval under proposed
§812.30 (21 CFR 812.30).

APPLICABILITY

Proposed §812.2(a)X1) (21 CFR
812.2(a)(1)) provides that the regula-
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tions are applicable to any investiga~ .
tional device when used in an investi-"
gational study involving human sub-
jects to determine whether the device
is safe or effective (unless the device is
excluded by the provisions of §812.2
{b) or (d)). Proposed § 812.2(aX2) pro-
vides that the regulations apply to any
investigational study if the purpose of
the investigational study is to develop
data for premarkst approval under
section 515 of the act (21 U.S.C. 360e),
to conduct research that involves a
human subject. or to aid in the diagno-
sis or treatment of any human subject.

Proposed § 812.2(b) describes studies
and devices that are not subject to in-
vestigational controis by these regula-
tions. Although certain devices may be
excluded from the comtrols applicable
to investigutionsl devices, they may be
subject to other statutory or regula-
tory requirements. For example, they
may be subject to a premarket approv-
al requirement, or may be reguired to
be manufactured In accordance with
good manufacturing przctice regula~
tions, or tested in accordance with
good laboratory. practice remla.t.mns
during preclinical testing.

Proposed §812.2(hx1} provides that
the regulation does not apply to a
device used in an experiment, if it is
used in 3 manner and for a purpose in-
cluded in its labeling (where the label-
ing is prescribed under the act or ap-
proved under the premarket approval
provisions of the act).

Proposed §812.2(hX2) provides that.
proposed Part 812 does noi apply to
test ma.rket..ng of a device where the

only “test” involved is that of deter-.

mining consumer preference on mat-
ters not related to device saiety or ef-
fectiveness. This provision was added
in response to comments that, as origi-
nally proposed, §812.2 would include
test marketing. The Commissioner
cautions, however, that when consum-
er preference festing is coupled with
testing designed to test the safety and
effectiveness of the device, that por-
tion of the study that relates to safety
and effectiveness is subject to regula-
tion under proposed § 812.2(a)(1). ..
Proposed § 812.2(bX3) provides that
Part 812 does not apply to modifica-
tions of devices that are made for pur-
poses other than testing their safety
and effectiveness. FDA received an
oral inquiry asking whether an investi-
gational device exemption will be re-
quired when a qualified anesthesiol-
ogist modifies a commercially availa-
ble anesthesiolgy device, in the hospi-
tal, to meet the special needs of pa-
tients or to ensure the device's proper
functioning. For example, the anes-

. thesiologisti may need to substitute a.

smaller breathing circuit for pediatric
use, or to lengthen or shorten the de-
vice’s tubing for convenience depend-
ing on the configuration of the operat-
ing room. The Commissioner recog-
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nizes that some such- modiﬂm.tions

may not meet all the requirements for
exemption from Part 812 under the
custom device provisions in proposed
§812.2(d); for exampile, the anesthesi-
ology device as modified may be used
by a oumber of physicians or for a
number of patients. Under proposed
§812.2(bX3), however, no investiga-
tional device exemption is required ifor
an anesthesiologist to adjust an anes-
thesiology device in the hospital to
ensure proper functioning under the
particular circumstances of use, where
the adjustment dces not involve a test
of the safety or effectiveness of the
adjusted device.

Proposed §812.2(bX4) provides that
Part 812 does not apply to a simple
joining of devices together to form a
new device unless the purpose of join-
ing the devices is to investigate the
sajety and effectiveness of the result-
ing device. An example of such 2 join-
ing of devices would be attaching a
computer to an electrocardiogram for
the rapid comparison of charts. The
same results could be obtained by
using each device separately. The de-
vices would be joined as a matter of
convenience rather than to test a new
operation. .-

Proposed §812.2(bX5) exempts cer-
tain diagnostic devices from Part 812.
The earlier proposal contained no
such exemption but invited comments
on the issue. The Commissioner re-
ceived numerous commenis objecting
to provisions that would.apply investi-
gational requirements to in vitro diag-
nostic products when such products
are not used for diagnostic purposes
(or, if used- for dizgnosis, are used in
parallel with an approved diagnostic
product).

‘Where use of the in vitro diagnostic
product does not involve taking an
extra sample but involves. merely a
surplus sampile remaining from & pre-
viously obtained one, the risk that
concerned the Commissioner, as ex-
pressed in- the proposal, was that
larger than normal samples might be

taken for the purpose of obtaining sur--
- plus materials with which to conduct

experiments. - Severzl - - comments
argued that although taking extra
samples is an unusual procedure, it is
often good medical practice to take a

" large enough sample {0 provide a sur-

plus, to avoid additional invasive pro-
cedures should additional testing be
necessary. If no additional tests must

be performed, the remainder is “sur--

phls."

The Comm!ssioner bolieves that in
vitro diagnostic products employing
surplus samples should not be subject
to regulation .under this proposal,
except in those cases where samples
are taken for experimental purpcses,
or where the procedure of taking a
sample presents a substantial risk to
subjects, or where an in vitro diagnos-

tic product is used in diagnosis with-
out the parallel use of an approved ai-
agnostic product to verify the diagno-
sis. Accordingly, in vitro diagnostic
procucts are excluded from regulation
under Part 812 by proposed
§812.2(b)3) when they are not inva-
sive, do not introduce energy into the.
subject, and are not used in the diag-
nosis of the subject without confirma.
tion by use of a similar approved diag-
postic product or procedure of estab-
lished effectiveness. (However, such
devices continue to be subject to appli-
cable requirements under the regula.
tions on labeling of in vitro diagnostic
products, 21 CFR 3809.10{c).) A device
is not “invasive” in the context of pro-
posed §812.2(hX5) if the procedure
used to obtain the sample does not
penetrate or pierce the skin or mucscus

‘membrares of the body (or the ure-

thra) or the mouth beyond the phar-
ynx, or the anal canat beyond the
rectum, or the vagina beyond the cer-
vical os. Z

Proposed §312.(bx8) prcmdes that
Part 812 does not apply to devices in-
tended for veterinary use. However,
animal testing of devices intended for-
human use must comply with pro- .
posed Subpart H and proposed Part
58, the agency’s proposed good labors-
tory practice regulations mentioned
above. -

Several proposals were subm.ltt.ed for
restructuring the applicavility of the
regulation based on the risk presented
by the investigational use of the
device. While the Commissioner was
unable to adopt any one of the propos-
als in its entirety, he agrees that appli-
cability of the regulation should re-
flect the risk presented in a specific
study. Accordingly, proposed Subpart
B has been extensively revised to pro-
vide differing regulatory control de-
rending on the nature of the device,
(i.e., vital or nonvital investigational
devices as defined in §812.3 (@) and (1)
(21 CFR 812.3 (q) and (r)), respective-
1y) and on the degree of risk presented
by the device to subjects participating
in the study (i.e. substantial risk or
low risk as defined in proposed § 812.3
(n) and (0) respectively).

Proposed §812.2(c) (1) and (2) de-
scribe the applicability of the regula-
tions to vital investigational devices
and nonvital investigational devices.

All the requirements of Part 812
apply to vital investigational devices
when such devices are used in studies
presenting a substantial risk to sub-
jects involved in the study. One of-
these requirements is that an applica-
tion for an investigational device ex-
emption be submitted to FDA under
§3812.21 (21 CFR 812.21). When vital
investigational devices are used in
studies presenting low risk, the spon-
sor is required to submit to FDA only
a notification under §$812.20 (21 CFR
812.20), rather than a full application
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under § 812.21. Upon receipt of the no-
tification, FDA will inform the spon-
sor of the date it was received; 30 days
after receipt, the sponsor may com-
mence the study unless FDA has dis-
approved it. If FDA waives the 30-day
waiting period, the sponsor may begin
the study in accordance with the
terms of the waiver. )

For nonvital investigational devices
used in investigational studies, submis-
sion of a notification to FDA under
£812.20(a) is required, but not a full
application under §312.21. Only when
a nonvital investigational device is
used in a study presenting a substan-
tial risk to subjects must the sponsor
wait 30 days after the -date FDA re-
ceived the notification before com-
mencing the study. -

Several commeniz argued that de-
vices classified as class Y or class IT are

oi necessity innerently low risk and -

should be exempt irom IDE reguia-
tions. (The act requires all medical de-
vices to be ciassified into one of three
regulatory categories: class I, general
controls; class II, performance stand-
ards; and class III, premarket appmv'
al) .

The Commissioner beliem that cer-
tain devices, regardless of their statu-
tory classification, may present risk to
subjects because of the manner in
which they are used in studies. In
other instances a class III device may
present little or no risk to subjectsin a
properiy designed study with lmited
goals. Because the inherent nature oi
the device cannot be ignored in deter-
mining risk, a deiinition of “vital in-
vestigational device” has been added
in proposed § 812.3(q) and includes (1)
those devices that are intended to sup-
port or sustain life or are for surgical
implantation, or are diagnostic devices
(including in vitro diagnostic products)

that provide data that might reason-

ably be regarded as life supporting.or
vital to the care of the subject; anad (2)

those devices whose - failure could-

result in permanent injury.to the sub-
ject.
‘The vital investigational device cate-

gory is broader than the class IIT stat-
utory category and may include inves-
tigational versions of class II or even

class I devices. Although the classifica-
tion of devices similar to the investiga-

. tional device may be considered, the

principal factor in determining wheth-
er a device is vital or a study presents
“risk” is the possible consequences, for
subjects, of its use.

The distinction between vital investi-»
gational devices and nonvital investi-
gational devices and the distinction be-
tween substantial risk and low risk
provides a means to avoid overregula-
tion. They also permit the applicabil-
ity of these regulations to be struc-
tured in a way that avoids reliance on
the statutory classification of a device
and focuses on the risk to the subject.

PROPOSED RULES

This approach renders -inapplicable
the discussion in the-originally pro-
posed § 812.2(b) and the accompanying
preamble or applicability of these reg-
ulations to devices subject to premar-
ket approval and the discussion in the
originally proposed §812.2(c) of appli-
cability of these regulations to devices
not currently subject.to a premarket
approval requirement. - )
Under proposed § 313.20, the sponsor
is responsicie for an initial determina-
tion of whether a device is vital and of

the degree of risk presented to sub-

jects in the study: the sponsor’s sub-
missions to FDA are to be based on
these initial determinations. The spon-
sor’s assessment is subject to review
and modification by an - institutional
review committze and by FDA.

The Commissioner believes that in-
formation contained in the notifica-

‘tion required by proposed §812.20 or

the application required by proposed
§812.21 will provide sufficient infor-
mation that errors in the sponsor’s as-
sessment of whether the device is vital
and of the degree of risk will be cor-
recied either by the.. institutional
review committee participating in the
review of the study or by FDA. The
Commissioner agrees. with comments
that it is unreasonable to require a full
submission for every study regardless
of the degre2 of risk, and he has pro-
vided an abbreviated notification pro-
cedure. Hnwever, sufficient informa-
tion must be supplied to the Commis-
sioner in the nctification to enable
him to review and evaluate determina-
tions of the sponsor and institutiornal
review com:mitiee or require further
data where necessary. -

Proposed § 812.2(d) exempts certain
custom devices from the investigation-
al device regulations.. This change re-
sponds to comments on the proposal,
which had provided that custom de-
vices would not be exempt from the
regulations. The criteria for an exemp-

-tion from the regulation are based in

part on section 520(b) of the act,
which exempts certain custom devices
from performance standards issued
under section 514 and premarket ap-
proval requirements -imposed " under
section 515, but not-from investiga-
tional device regulations (ref. 2, at 45).
Under §812.2(d)X(1), a device is exempt
{from the investigational device regula-
tions if it necessarily deviates from
generally available devices to comply
with the order of a health professional
designated in § 812.2(dX2); the device
is not generally available in finished
form for purchase or.for dispensing
upon prescription; the device is not of-
fered through labeling or advertising
for eommercial distribution; the device
is intended either for use by an indi-
vidual patient named in the health
professional’s order and is to be made
in a specific form for that patiert, or
to meet the special needs of the health
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professional in the course of the
health professional’s practice; and the
device is not generally available to or
generally used by other such health
professionals. In addition to complying
with these requirements based on sec-
tion 520(b) of the act, the device must
be made of saf2 and suitable materials
if it is an implant, the device cannot
be intended for use in an investiga-
tional study for the purpose of deter-
mining whether it is safe or effective,
and the device cannoi have been the
subject of an adminisirative determi-
nation &y the Commissioner that the
device is subject to Part 812, These ad-
ditional controls are authorized under
section 520(g) of the act as require-
ments necessary for the protection of
the public and under section 701(a) of
the act as a rexguiation for the eificient
enforcement of the act.

The proposed custom device exemp-
tion in 21 CFR 52.15¢(bX2) of the pro-
posed regulations on obligations of -
sponsors and monitors, published in
the FPzp==ar Rzcistzr of September
27, 1977, will be revised to conform to
the custom device exemption promul-
gated in the final regula.txon resulting
from this proposal..

Proposed § 812.2(dX2) designates the
health professionals authorized to use
custom devices in accordance with the
regulation: physicians and dentists.
QOther specially qualified persons may
be authorized to use custom devices by
future regulations published in the
Fepemar REeGISTER. after opportunity
for an oral hearing before the Com-
missioner under 21 CFR Part 15,ie.,a
public legislative type of hearing.

The term ‘‘custom device’ has been
subjiect to varying usages within FDA,
among its advisory committee mem-
bers, and among interested health pro-
fessiorals and manufacturers. Similar-
ly, there have l?en yarving interpreta~
tions both of t&e statutory exemption
of custom devices from standards and
premarket approval requirements and -
of the effect of the proposed investiga-
tional device regulations on practices
of manufacturers and practxt.ioners to
supply devices t.hat meet umque lndl-
vidual needs. . :

Accordingly, the Commxsdoner ls’
providing in proposed § 812.2(dX3) sev-
eral examples of situations in which
devices that may be regarded as
custom products would, or would not,
be subject to the investigational device
regulations. These examples should
reduce misunderstanding of the
custom device exemption, promote
compliance with the investigational
device regulations where no exemption
is provided, and address valid concerns
of commenters that it is inappropriate
to subject all custom devices to investi-
gational device controls.

DEFINITIONS

The Commissioner received numer-
ous comments on the definitions con-
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tained in the originally proposed
§ 812.3. Many comments objected that
the proposed definitions lacked clar-
ity, were circular, or did. not provide
information necessary to an applicant
to understand the proposed regula-
tion. Many proposed definitions were
submitted that would have changed
the effect of the applicability section
(oroposed § 812.2) in various ways. The
Cormmissioner has revised many of the
definitions appearing in $812.3, added
new definitions to-accord with the
changes made in proposed §812.2 re-
lating to applicability, and arranged
them in alphabeticali order (except
that the defimition of ‘“nonvital
device” follows the definition of “vital
der 1ce” and the deimnition of “low
risx’” follows the definition of “sub-
stantial risk”).

Several commentsTeguested a better
deiinition of “investigational device.”
Although the Commissioner believes
that there will always bSe doubts in
particular cases, the best guideline to
follow is that a device is investigation-
2l when used in a study for determin-
ing whether the device is safe or affec-
tive for a particular use. Thus, 3 modi-
fied device that is being tested to de-
termine the effectiveress or safety of
tte modification would be an investi-
gaticnal device. Because the definition
of investigational device focuses strict-
1y on the manner in which the device
is being used, Le., whether it is being
tested for safety and effectiveness (in-
cluding use of a device whose safety
and effectiveness have not been estab-
lished), tne Commissioner has con-
cluded that any distinction between
“0ld” and ‘“npew’” devices does not de-
scribe when the investigational device
regulations would apply.

The Commissioner believes that the
new defipition of “investigational
device” resolves most of the problems
identified by the comments. .-

Additionally, some comments recom-

mended that the definition of “medi-
cal device” be restricted to devices in-
tended for therapeutic or diagnostic
use involving living human subjects, as
a means of removing in vitro. diagnos-
tic products from the scope of the reg-
ulation. The Commissioner notes that
the term “device” is defined by statute
(section 201(h) of the act) and thus
cannct be amended administratively.
He believes, however, that exclusion of
most-in vitro diagnostic products from

coverage under § 812.2(b)(5) is respon--

sive to these comments.

Proposed $ 812.3(f) (21 CFR 812.3(f))
revises the definition of “investigation-
al plan”, which means a plan or proto-
col for using an investigational device
in an investigational study, where the
plan or protocol meets the require-
ments of proposed §812.25 (21 CFR
612.25). Comments cbjected that the
proposed regulations reversed the
sense in which the terms “investiga-
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tional plan™ and *“investigational
study” are used in industry. Although
the comments suggested that the
terms be revised to reflect industry
terminology, the Commissioner be-
lieves that such revision would be
more confusing than the regulation as
originally probosed.

Proposed § 812.3(g) revises the ‘defi-

nition of “investigational study” to

mean a3 study involving human sub-
jects that is for the purpose of deter-
mining whether 3 device is safe or ef-
fective.

The Commissioner reccgnizes that
the manufacturer of an old class ITT

- device may wish to gather information

on clinical experience with the device
for future submission to FDA after ex-

piration of the grace pericd in section.

501(M2)XB) of the =ct (21 US.C.
35I(IH2XB)) or other purposes. (An
old class III device is a device that
either was in commercial distribution
before the enactment oi the Amend-
ments, or is substantially equivalent to
a device that was in commercial distri-
bution- before the Amendments, and
that is placed in the premarket ap-
proval category, elass III, by an FDA
regutation under section 513(d) of the
act (21 U.S.C. 360c(d)).) The Commis-
sionar dees not consider it an investi-
Zational study when the manufacturer
of an oid class III device distributes
the device lawfully and r=quests some
or all users to provide information on
clinical experience with the device as
uosed in its usual manner for “old” uses
(commercial uses of the device, or of a
substantially equivalent device, that
predate the Amendments).

Proposed § 812.3(h) defines “Investi-

gator” as an individual who actuaily-
conducts ar investigational study, ie., .

under whose immediate direction the
device is administered or dispensed to
or used involving a subject. A corpora-
tion can never be an investigator. An
investigator may be assisted in an in-
vestigation by other qualified investi-
gators under his or her supervision,
provided such individuals are identi-
fied as investigators in the application
or notification -submitted in accord--
ance with Subpart B to obtain an in-
vestigational device exemption.
Proposed § 812.3(i) defines the term
“monitor” to mean, when used as a
noun, an individual selected by a spon-
sor or contract research organization
to oversee the progress of a clinical in-
vestigation. Such-a person may be a
full-time employee of the sponsor or
contract research organization or a
consultant. When used as a verb,
“monitor” means the act or reviewing
the progress of a clinical investigation.
The definition of “sponsor” found in
proposed §812.3(k) is revised to elimi-
nate the concept of financial support
as a characteristic of the sponsor rela-
tionship. This change was made in re-
sponse to comments that government

agencies sponsoring research by means
of grants would not in all instances
wish to become sponsors. within the
meaning of the proposed regulation.
Accordingly, language in the original
proposal, which made a person who
supported a study by financial or
other resources a sponsor, was elimi-
nated, and language was added to pro-
vide that a sponsor is any person who
initiates an investigation but does not
actually conduct the I[nvestigation.
This change of language does not
change the requirement that someone
must assume the responsibilities of a
sponsor in an apglication. However,
the Commissioner is not requiring any
particular person to assume these re-
sponsibilities. Thus, a government
agency that supports an investigation-
al device study by means of a2 grant, or
a private foundation that funds such a
study, would not necessarily be a spon-
sor unless it identified itself as such by
submitting the notification or applica-
tion for an investigational device ex-
emption. However, the recipient of the
grant or someone else must assume
the responsibilities of a sponsor and
submit an application ‘or an exemp-
tion or notification.

The definitions of “inthig'a.tor"

“sponsor”, and “‘sponsor-investigator’”
were modified to conform to defini-
tions that will appear in other agency
documents, e.g., “investigator” and
“sponsor-investigator’” are defined to
refer only to a living individual. The
definition of “sponsor” contemplates
that the embployees of a corporate
sponsor may be considered investiga~
tors, not sponsor-investigators, when
they underiake clinical investigations
for the sponsor.

One comment noted that the term
“institution” should not inoclude a
manufacturer because the manufac-
turer might be required to institute an
in-house institutional review commit~
tee. The Commissioner believes that it
is inappropriate to remove the term
“manufacturer’” from the definition in
proposed §812.3(b). However, he
points out that a manufacturer of a
device need not have an in-house insti--
tutional review committee unless a
study using the manufacturer’s em-
ployees as the subjects is being con-
ducted.

Another comment suggested that
“human subject” be redefined so that
assuman user of a device would not be
a subject unless the investigational
device placed the user at risk. Pro-
posed §812.3(m) does not change the
definition of “subject.” The Commis-
sioner believes that introducing the
concept of risk into the definition of
“subject” would provide an opportuni-
ty to evade the regulation. The es-
sence of being a subject is that the in-
dividual, whether healthy, sick, or at
risk, is used in research.

A definition of “Institutional review
committee”” appears In proposed .
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§ 812.3(d). An institutional review com-
~ mittee is any board or committee or
other formally organized group ap-
pointed for the purpose of reviewing,
in accordance with current profession-
al standards, clinical investigations or
other researcn involving numans as
subjects. Protection of human subjects

is accomplished by reviewing, approv- -
ing, suspending, or terminating an in-

vestigation when necessary for the
protection of human subjects. By “cur-
rent professioral standards,” the Com-
missioner means the stapndards in
effect in the medizal profession at any
given time; and would include the Hel-
sinki Coavention, the American Medi-
cal Association standards, Department
of Health, Education, and Weifare reg-
ulations and guidelines, and such

other standards 3s TMAy emerge over .

time, either nationally or locally. The
term is not Intencded to freeze profes
sional standards. As professional
standards change, it is expected that
standards appiied by the committee
will reflect charnges in medical commu--
nity ethics. The committee also must
provide human protection in accord-
ance with the requirements of Part
812." Finally, an institutionil review
committee is synonymous with an in-
stitutional review board. _

Proposed § 812.3(q) adds a definition
of “vital investigational device” as a
medical device intended {0 support or
sustain life or intended for surgical im-
plant into the body or as a diagnostic
device (including any in vitro diagnos-
tic product) used to provide daia that
might reasonable be conpsidered life-
supporting or vital to the care of the
subject, or 2s a davice whose- failure
could result in permanent injury to-
the user.

Several aspects of this definition are
significant. First, specificaily included
are certain in vitro diagnostic products
and other diagnostic devices that pro-
vide information that could be vital to

patient care or are life-supporting in -

nature. Thus, the definition specifical--
1y covers devices that provide signifi-
cant diagnostic information about. a
patient which, if misleading or inaccu-
rate, could result in.significant- mis-
diagnosis of the patient or incorrect
therapeutic care of the patient. .
Second, the. definition of “vital in-
vestigaiional device” is similar to the
definition of “critical device” in the
proposed good manufacturing practice
(GMP) regulations for the manufac-
ture, packing; storage, and installation
of medical devices, published in the
Preperar REGISTER 0f March 1, 1977 (42
FR 11998). However, the classes of
products subject to the definition will
vary. Also, the definition of “critical
device” in the proposed GMP regula-
tions maXes no explicit reference to in
vitro diagnostic products, but would
include these products because they
are within the definition of “device” in
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section 201(h) of the act. Nonetheless,
because the commissioneer believes
that investigational controls might be
construed as not applying to certain in
vitro diagnostic products and other di-
agnostic devices unless specific lan-
guage were added including such de-
vices, appropricte langusge has been
added to proposed § 812.3(q). However,
a number of in vitro products are
exempt from the investigational con-
trols, but will be consider=d critical de-
vices for GMP purposes. Applymg
G2P’s but not investigational controls
to certain cevices i3 consistent te-
cause, if manufactured properly, cer-
tain devices may present no substan-
tial risk of being either unsafe or inef-
fective when used in investigational
studies, The Commissioner has omit-
ted language in the definition of “criti-
cal device” towd in the GMP pro“osa.l

‘which provides ihat a critical device is
- a device declared by the Commissioner

to be a critical device after consulta-
tion with the Device Good Manufac-
turing Practice Advisory Committee.
This language is omitted because it is
inappropriate in these regulations. As
with the GMP regulations, the Com-
missioner is considering publishing a
list of devices that ¥DA regards as
vital investigational devices.

Third, the mere fact that a device is
vital does not result in an automatic
assignment of a particular risk catego-
ry, although it is treated differently
from a nonvital investigational device.

“Nonvital investigational device” is
defined in §812.3(r) as all those de-
vices that are not. vital devices; in
short, all other devices. 2y dividing de-
vices into these two general categories,
it is possible to apply the regulatory

“controls in such a manner as to mini-

mize the regulation of those devices
that are nonvital and present low risk.

Several comments suggested limiting
the scope of the regulations to studies
that place subjects “‘at risk.” Sugges-

tions. were made that ¥DA use the
definition of “at risk” found in 45 CFR.

48.103, Department of Health, Educa-
tion, and Welfare Guidelines, Protec-
tion of Human Subjects. The Commis-
sioner believes that.the broad defini-
tion contained in 45 CFR 48.103 of the
term “at risk” would not be helpful in
restructuring the proposed regulation
because the breadth of the definition
of “at risk” would subject practically
every investigational study to full in.
vestigational controls. The Commis-
sioner believes that_ definitions of
“risk” "in 'this proposed regulation
must differentiate between low and
substantial risk situations. According-
1y, the Commissioner has added a defi-
nition of “substantial risk”; in pro-
posed §812.3(n) as a risk that may
result in death or may produce mor-
bidity (including disfigurement, per-
manent injury, or interference with
the capacity to continue employment);
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require operation or reoperation or ex-
tension of hospitaiization beyond that
expected for the condition being treat-
ed, or cause rehospitalization or in-
creased invalidism; or, at the least,:
produce moderate personal discomfort
and the need for extensive outpatient
medical care. This definition identifies
a range of risks from moderate to high
that may threaten subjects. If, as a
possible consequence of the study, any
of the ccnditions set forth in the defi-
nition could cccur, the study must be
categorized as substantial risk. On the
other hand, where none oi the condi-

_ tions set forth in the definition of sub-

stantial risk are likely foreseeable con-
sequences of the study, the stucdy will
fall into the low risk category ex-
plained below.

The Commissioner received a com-
mert from the National Institutes of
Health that the probability of the risk
actually occurring should be consid-
ered in the definition of “risk.” He has
not included this factor in the defini-
tion of risk because he believes that
for many studies data are simply lack-
ing on which to base such a judgment.
The Commissioner agrees that where
probability data are available, the like-
lihood of an event’s cccurrence may be
abaszsforassxmmgittoamgheror,
lower risk categcry. e.g., 2 risk may be
evaluated in terms of whether it is cer-
tain, frequent, infrequent, or rare; and
such a determination may enter into
the determination of whether to treat
the risk presented by the study as sub-
stantial or low. The assessment of risk
is designed in part to determine how .
much information must be submitted
to FDA (e.g., a notification or an appli-
cation) as well as for the purpose of
determining whether the study should
be initiated or continued. The defini-
tions of “substantial risk” and “low
risk” look to the lixely foreseeable.
consequences of a study, including the
additional risk to-which the subject.
msay be exposed because of the use of.
the investigational device. The defini-
tion of “low risk” in proposed
§ 812.3(0) provides that any risk other
than a substantial risk is 2 low risk, in-
cluding a situation in which there is
nonskofmmrytothesubjectorto
kis or her rights. -

In proposed §812.3(p), “transitional
period” is redefined in response to
comments to apply only to those de-
vices (1) which either were on the
market prior to May 28, 1976 on are
judzed by FDA to be substantially
equivalent to a device marketed prior
to that date, and (2) which are classi-
fied in the class III category. The
transitional period is defined as ex-
tending from May 28, 1976 to either
(1) 30 calendar months after the -
device is classified as a class III device,
or (2) 90 days after a regulation re-
quiring the submission of a premarket
approval application is promuilgated,
whichever occurs later.
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The Comuissioner received one com-
ment suggesting that the term “sub-
stantially equivalent” as it is used in
§ 812.3(p) be defined. The Commission-
" er believes, however, that the term
cannot be better described at this
time. A determination that a device is
substantially equivalent is judgmental,
and while reasons may appropriately
be given for any particular decision so
classifying a device, the terminology
itself cannot be better defined except
with synonyms which will provide
little, if any, additional clarification.
Accordingly, no defininion is offered
for this term. The Commissioner be-
lieves it may be possible to define the
term at a later date as experience de-
velops in determinirg subsiantial equi-
valency. The term is evelving into a
term of art. The preambies {o the pro-
posed and final Device Establishment
and Premarket Notification regulation
published in the FepErai RTGISTER of
September 3, 1978 (41 FR 37458) and
August 23, 1977 (42 FR 42520), ccntain
useful guidance in interpreting this
phrase. :

GENERAL QUALIFICATIONS FOR AN
Te- - EXEMPTION '

Proposed §812.5 (21 CFR 812.5) re--

ceived only one significant comment,
which stated that the proposed label-
ing requirements conflict with those in
21 CFR 809.10(c) for investigational in
vitro diagnostic products. The Com-
missioner agrees and has changed the
originally proposed 3§812.5 to provide
the option of using one of the state-
ments prescribed in $809.10¢(¢c) rather

than the statement yprescribed in-

§ 812.5. The Commissioner notes that
most in vitro diagncstic products are
to be exempted from Part 812, so only
some such products will have to
comply with Part 812 as well az Part
809.

Proposed §812.5(b) now includes

provisions, formerly in §812.47(a),

that the labeling of an investigational
device shall not represent that the
safety and effectiveness of the device
has been established for the purposes
under investigation and shall describe
relevant hazards, contraindications,
adverse effects, interfering substances
or devices, and precautions.

WAIVER

Proposed §812.10 (21 CFR 812.10)
elicited comments suggesting that the
Commissioner be required to act on a
petition for waiver in the same 30-day
peried in which he is required to act
on the application for exemption. One
comment argued that the petition for
waiver should be incorporated into the
application for investigational device
exemption thereby requiring the Com-
missioner to respond within 30 days.

The Commissioner telieves that by
restructuring the applicability of the
proposed regulation in terms of risk,
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and excluding from the applicability
of the proposed.regulation many in
vitro diagnostic products and custom
devices, he has reduced the need ior
waiver petitions. The Commissioner
does not intend to delay action on a
petition for waiver. However, he does
not believe that in exterding this
privilege of requesting a waiver, which.
is not required by statute, he must be
governed by the same 30-day response
period prescribed for action on an ap-
plication for an investigational device
exemption. Such a time limitation in
which to respond to waiver petitions
may not be realistic if waiver is re-
quested for many requirements or a
major category of testing, because the
evaluation of the petition may require
extended discussion and review. The
Commissioner assures 2all interested
parties that petitions ior waiver will
be acted upon as sgon &8s practicable,
within 30 days in many cases, and thali
there is no intent to delay action on a.
petition for a waiver any longer than
is necessary to evaluaie it.

Another comment was that by ful-
flling requirements imposed by other
government agencies under a grant or
contract, the petitioner should receive
an sutomatic waiver of Investigational
device requirements.

The Commissioner beheves that al-
though fulfiliment of regquirements
imposed by another agency would cer-
tainly te a major factor in determin-
ing whether to gran: a petition for
waiver of certain requirements, FDA’sS
decision depends on whether the re-
quirements imposed by the other
agency sufficiently protect the public
health and safety to permit the grant-
ing of the petition for waiver. The
Commissioner notes that it is not the
practice to waive compliance for inves-
tigationai drug requirements even
though a study is conducted under a
grant f{rom anot.her government
agency. Sites 8 S op

Two additionn.l significant comments
were received on proposed §812.10.
Omne suggested the compilation of a
list of exempt products to reduce re-
quests for waiver. The Commissioner
believes that it is:impossible at this
time to exempt. products in: advance
from the requirements of the pro-
posed regulation because a product, re-
gardless of the degree of risk associat-
ed with it in its approved use, may
when used in an investigational study
generate far higher degrees of risk.
Additionally, the. differences between
individual products within a class are
so great that the compilation of a list
of exempt products is not feasible at
this time.

A final comment suggested that any
final regulation_ should make clear
that confidential information con-
tained in a petition for waiver would
be protected from public disclosure.

The Commissioner responds that in-
formation contained in a petition for

waiver is subject to the same protec-
tion as any information contained in
an application for exemption as pre-
scribed by proposed § 812.21 (21 CFR
812.21) and is disclosable to the public
upon request according to the same
rules that define when information
contained in an application for exemp-
tion can be disclosed, ie., propcsed
§812.38.

INFORMATION PREVIOUSLY SUBMITTED

Proposed §812.12 (21 CFR 3812.12)
provides that previously submitted
data may be incorporated by reference
in any subsequent submission. Pro-
posed §3812.12 received no significant
comment and remains unchanged.

REQUIREMENTS APPLICAZIZT TO
EXPORTZRS OF DXVICES

Proposed $812.19 (21 CFR 812.19)
received 2 number of negative com-
ments. However, one comment sup-
ported FDA’s position in ailtempting
to rrotect other countries from the
export of devices that wouid not be
subject to adequate controls in the-
country of import since such a posi-
tion is necessary to further the foreign
policy interests of the United States.

Comments argued that the policy
enunciated in proposed- §812.19 was
unwise, unlawful, and unconstitution-
al. One comment argued that the pro-
vision requiring the exporter to obtain
the foreign govermment’s approval is
probably unconstitutional because no
clause in the Constitution supperts a
Federal police power protecting a for-
eign citizen. Agdditionzlly, the United
States has no power or authority to
“legislate for the health of the world.”
Other comments noted that proposed
§812.19(bX2) (i) and (1i) afford protec-
tion to foreign citizens beryond that Irn-
tended by the legislation. These com-
ments suggested that exporters should
have to comply only with the law of
the foreign government receiving the
exported product. Other comments
stated that the export requirements
should be satisfied where there is-an
approved application if the country to
which the device is exported is willing
to accept the -device. Submission by
the manufacturer of proof from the
importing country of willingness to
permit import of the device should
satisfy FDA where there exists an ap-
az;oved investiga.tiona.l device exemp-

L.

The Com.mxssioner received several
comments suggesting that many coun-
tries lack agencies or officials charged
with regulating investigational devices.
‘The fear was expressed that it would
be impossible to comply with the re-
quirements of this section when there
is no available foreign official to certi-
fy approval of the device. Purther,
even where such a foreign official
exists, there may be no administrative
apparatus within the Ioreign country
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pericd in which he is required to act
on the application for exemption. One
comment argued that the petition for
waiver should be incorporated into the
application for investigational device
exemption thereby requiring the Com-
missioner to respond within 30 days.
The Commissioner believes that by
restructuring the applicability of the
proposed regulation in terms of risk,

so great that the compilation of a list
of exempt products is not feasible at
this time.

A final comment suggested that any
final regulation. should make clear
that confidential information con-
tained in a petition for waiver would
be protected from public disclosure.

The Commissioner responds that in-
formation contained in a petition for
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tries lack agencies or ofﬁcia.ls charged
with regulating investigational devices.
‘The fear was expressed that it would
be impossidble to comply with the re-
quirements of this section when there
is no available foreign official to certi-
fy approval of the device. Further,
even where such a foreign official
exists, there may be no administrative
apparatus within the Iorei_gn country
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for controlling the device after import.
Several comments argued that because
such situation may be anticipated to
exist, FDA must be satisfied with a no-
tification from the sponsor-exporter of
an intent to ship; in which case, after
a stated time elapsed during which
neither an approval nor denial was re-
ceived from the foreign government,
the exporter would be free to ‘ship
upon verifying the notification and-
certifying to FDA that the device com-
plies with the law of the foreign coun-
try to whica export is proposed. Other
comments suggested that any limita-
tions on exports snould be confined to
the health and safety of the United
States. .

The Commissioner believes that pro-
posed §312.19 closely parzllels section
801(d) of the act (21 US.C. 381(d)) as
amended ancé accarately reflects Con-
gressional intent. The Commissioner:

believes that section 801(d) of the act"

is a constitutional exercise of Con-
gress’ plenary power to regulate im-
ports and exports. by prescribing the
conditions under which products man-
ufactured in the Tnited States may be
exported. Any impact that section
801(d) and the proposed regulations

would have on the conduct of foreien

nationals is incidental to these legiti-
mate product export controls. The
Commissioner points ocut that export
controls apply not only to investiga-
tional devices but also to investigaticn-
al new drugs. Furthermore, the appli-
cation of export controis to exported
investigational devices serves U.S. in-
terests Oy making it less attractive for
firms to try to avoid the requirements
of section 520(g) of the act (21 U.S.C.
352(2)) by conducting studies of inves-
tigational devices in foreign countries
lacking similar requirements; reducing
the wunfair advantage that would.
accrue to such firms; and helping to

ensure that data offered to FDA in .
support of device premarket approval -

applications were developed under
conditions in which human subjects
were proitected and that ensure the-
collection of valid scientificdata. - . -

The - Commissioner has: -concluded

that Congress intended for ¥DA to
consider the effects of exportation of
an investigational device on the public
health and safety of the receiving
country, when he makes the determi.
nation required by section 801(dX2) of
the act (21 U.S.C. 381(dX2)), “* = *
that the exportation of the device is
not contrary to public health and
safety and has the approval of the
country to which it is intended for
export.” He believes that it is constitu-
tional for Congress to require FDA to
consider effects of American exports
on receiving countries, as a constitu-

tional exercise of Congress’ authority

to control exports. In addition, the re-
Guirement is similar to the general
duty of nations under international
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law to refrain from causing avoidabile
harm to other nations. Por these rea-
sons, in administering §812.19, the
Commissioner may in some cases
decide that the mere existence of an
investigational device exemption for
domestic studies is not sufficient by
itself to. warrant the export of the
device unless the Commissioner is as-
sured that there is satisfactory provi-
sion within the importing country to
control the device after import. In
some instances, previously exported
products are later imported into the
Trited States.

The Commissioner has revised pro-
posed §812.19 to parallel the statute
more closely. The statute requires that
before export of an unaporoved device
that is currently subject to a perform-
ance standard, premarket aporoval re-
quirement, investigational device ex-
emption, or banned device regulation,
FDA must determine that the expor-
tation of the device is not contrary to
the public health and safety and has
the foreign government’s approval.

The Commissioner prefers that the
importing couniry have sufficient reg-
ulatory controls and organizational ap-
paratus to ensure that the device is in-
vestigated under conditions equivalent
to those under which it is being inves-
tigated or could be investigated within
the United States. Although the revi-
sion of proposed §812.19 does not re-
quire the exporter of an investigation-
al device to obtain an investigational
device exemption before export in
every case, the Commissioner reserves
the fight to refuse to permit the
export of the device under section
801(d) of the act if he believes that
the conditions under which ihe device
will be tested in the importing country
are such that the device would not be
subject to adequate control

The Commissioner recognizes that
in dealing with foreign governments,
unique and unusual - situations may
occur, e.g., it may be difficult to deter-
mine which foreign government
agency should approve importation of
the device. Rather than rewrite the re-
quirements of this regulation in terms
of the unusual, the Commissioner pre-
fers to deal with unusual situdtions as
they are presented, on a case by case
basis. If an exporter discovers that
there is no foreign .official who can
grant clearance to the proposed
import of the device, the manufactur-

_er, or exporter, or sponsor should re-

quest a waiver. The Commissioner will
respond to such situations as he deems
appropriate after investigating the
facts and, where necessary, in consul-
tation with the Department of State
or other Federal agencies.

The Commissioner rejects the sug-
gested procedure for an exporter to be
able to export the device after a given
period of time had elapsed and to cer-
tify that he was in compliance with

20733

foreign law. The -Commissioner does
not believe that such a procedure com-
plies with section 301(d) of the act.

NOTIFICATION AND APPLICATION -

Thne Commissioner received numer-
ous comments relating to the applica-
tion form., many requesting a simpli-
fied notitication procedure. L

NOTIFICATION

The Commissioner agrees with ¢com-
ments that a simplified notification
procedure is appropriate for many
studies. Accordingly, proposed § 812.20
(21 CFR 812.20) has been revised to
provide for an abbreviated application,
calied a notification, where 2 vital in-
vestizatiopal device is to be used in a
Iow risk investigational study or when
a ronvital investigational device is to
be used in an investigational study.
The notification consists of the name
and address of the sponsor, the signa-
ture of the sponsor or the sponsors
authorized representative, the name
and description of the device, a sum-
mary of the investigational plan, the
location(s) of' the study, the sponsor’s
agreement to comply with FDA regu-
lations and monitoring procedures, the
institutional review committee’s ap-
proval of the study and agreement to
comply with FDA reguiations on insti-
tutional review committees (future
Part 58), 2 summary of the investiga-
tional study, the institutional .review
committee’s assessment of whether.
the cevice is vital or nonvital and the
risk presented by the study, and the
name of the investigators and each in-
vestigator’s agreement to comply with
FDA regulations regarding the obliga-
tions of clinical investigators (includ-
ing Subpart F and future Part 54).

The Commissioner emphasizes that
the institutional review committee
must specifically assess the risk to
which the study exposes human sub-
jects; and that the _committee’s ap-
proval, its determination whether a
device is vital angd its risk assessment,
signed by the chairman, must be con-
tained in, or attached to, the notifica-
tion. Oniy if the committee assesses
the risk presented by a vital investiga-
tioral device to be low will the notifi-
cation be accepted by FDA. The Com-
missioner cautions that the determina-
tion as to whether a device is vital and
as to risk assessment by both the spon-
sor and the committee are subject to
review and reversal by FDA. In the
event. that FDA determines that an
application is needed and not a nrotifi-
cation, the sponsor will- be notififed to
postpone or suspend the study and
submit an application containing the
information required by §812.21 (21
CFR 812.21).

Proposed § 812.20(aX2) provides that
three compileted copies of the notifica-
tion, together with all accompanying
materials, should be sent by registered
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safety and has the approval of the
country to which it is intended for
export.” He believes that it is constitu-
tional for Congress to require FDA to
consider effects of American exports
on receiving countries, as a constitu-

tional exercise of Congress’ authority

to control exports. In addition, the re-
Guirement is similar to the general
duty of nations under international
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respond to such situations as he deems
appropriate after investigating the
facts and, where necessary, in consul-
tation with the Department of State
or other Federal agencies.

The Commissioner rejects the sug-
gested procedure for an exporter to be
able to export the device after a given
period of time had elapsed and to cer-
tify that he was in compliance with

evene taat riJA determines that an
application is needed and not a notifi-
cation, the sponsor will be notified to
postpone or suspend the study and
submit an application containing the
information required by §812.21 (21
CFR 812.21).

Proposed § 812.20(aX2) provides that
three compileted copies of the notifica-
tion, together with all accompanying
materials, should be sent by registered
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mail or hand delivered to the Bureau
of Medical Devices, Document Control
Center (HFK-20), Food and Drug Ad-
ministration, 8757 Georgia Avenue,
Silver Spring, Md. 20910. The outside
wrapper must be appropriately labeled
“Notification of Intent to Commence
Testing an Investigational Device.”

A sponsor who wishes to do so may
always submit an application under
proposed §3812.21, even though the
study may qualify for the submission
of a notification.

The Cocmmissicner believes that this
provision Wil stmpiify procedures for
obtaining an exemption and that it is
Justified by the low risk asscciated
with the studies eligitle for the pro-
posed notification procedure.

Adgditionally, ths procedure for
filing an avoplication or notification
was revised to permit haud delivery.

APPLICATIONS FOR ZXXMPTION

Formerly proposed §312.20, dealing
with the contents of an application for
an investigational device exemption, is
renumbered §812.21. Proposed
§ 812.21(b)(1), as revised, permits a de-
seription of the important components
of the device in lieu of .a complete
statement of the components of the
device. Any anticipated changes in the
components of the device must be
identified in the application.

All information furnished must be in
sufficient detail that a scientist or
physician familiar with the general
type of device, by not necessarily
expert with regard. to the specific
device, can make a knowledgeable
judgment as to the anticipated safety
or effectiveness of the device in the
study. This change complements the
change from ‘“complete” to “impor-
tant components”; the information
provided must be sufficient so that a
qualified person need not be an expert
with respect to the specific device to
make a knowledgeable judgment re-
garding the safety and effectiveness of
the device in the proposed study.

Similarly, proposed §812.21(bX3) is
modified to delete the requirement of

including a . complete statement of .

methods, facilities, and controls used
in the manufacture, processing, pack-
aging, and storage of the device. The
Commissioner is requiring instead a
description of those methods, facili-
ties, and controls used for the manu-
facture, processing, packaging, and
storage in enough detail that a person
informed in that general area can
make a knowledgeable judgment about
the anticipated safety and effective-
ness of the device in the proposed
study.

The requirement in formerly pro-
posed §812.21(h)(4) that the sponsor
list those sections of the act from
which exemption is sought has been
deleted because it is unlikely that a
sponsor will seek less than a complete

PROPOSED RULES
exemption from all statutory require-

ments for which an exemption can be-

requested.

Proposed §812.21(h)(4) directs ‘the
sponsor to state the location of every
institutional review commitiee that
will monitor any porticn of the study
and state each such committee has re-
ceived a copy of the investigational
pian and report or prior investigations,
together with all other materials re-
quired by the committee (such as sepa-
rate protocols not described in the
plan). Generally, the investigator
rather than the sponsor would provide
this and other information to the in-
stitutional review comumittee and oth-

‘erwise deal with the committee; the in-

vestigator would inform the sponsor of
his or her actions and those of the

_ committee..

A copy of the plan, report, and other
information required by any institu-
tionsl review committee must also be
submitted to FDA. The Commissioner
has determined that it is necessary for
the proteciion of the public health
and safety for the Commissioner to
have a copy of the full investigational
plan to decide whether testing should
commence, even where there has been
review by an institutional review com-
mittee. The Commissioner points out
that a summary of the plan is, howev-
er, adequate in a notification under
vroposed § 812.20 (unless the Commis-
siorner requests a copy of the full plan
after receiving 8 notification that con-
tains only a summary).

The Commissioner cautions that al-
though FDA will consider an applica-
tion which requests waiver of the insti-
tutional review requirement of pro-
posed § 812.42, the application will be
evaluated on. a-basis different from
that used when an institutional review
committee has approved and will
review the study. The Commissioner
may disapprove an otherwise adequate
application if the-absence of a commit-
tee to monitor the study may expose
subjects to undue risks.

Proposed § 812.21(bX5) as revised re-
quires only the committee chairman,
rather than each member of the com-
mittee, to sign a-statement that the
committee has reviewed and approved
the plan and report of prior investiga-
tions. The Commissioner agrees with
the comments that the requirement
for all members of the committee to
sign, taken together with the quorum
requirements, could have effectively
given a minority member a veto over
the project. -

An objection was ma.de to the use of
the term “supervise” when referring
to committee functions with respect to
its review of the study. The Commis-
sioner agrees that it is more appropri-
ate for the committee to protect
human subjects by reviewing reports
of unexpected adverse effects, by peri-
odic monitoring, and by determining

whether the study should be eontin-.
ued rather than by supervising the
stugdy.

Proposed $312.21(bX8) was revised
in response to a comment that the
sponsor should submit all forms and
informational material to be given to
human subjects, including ail forms to
be used to obtain informed consent as
required by Subpart F. Copies may de
appended to the investigational plan.

One comment proposed that lan-
guage be added stipulaticg that the
sole purpcse of requiring submission
of all informed consent forms to be
used in the study is to assure compli-
ance with the informed consent re-
quirements in proposed $§812.120 and
812.130 (21 CFR 812.120 and 812.130).
The commeni argued that no single
type of informed consent should be
mandatory and that each investigator
should be responsible for obtaining
the consent form best suited to the in-
vestigator’s needs which complies with
the regulation. The comment ex-
plained that the purpose of the sug-
gested change is to clarify that no re«
sponsibility is assumed by FDA or the
sponsor for professiopal liability

where informed consent forms must
be changed to comply with the regula-
tions. -

The Commissioner 1s not a.dopt.ing S

this suggestion. the original proposal
did not contain inflexible provisions as
to the type of informed consent re-
quired, and none are required in this
revision. The Commissioner expresses
no opinion on the professional liability
of sponsors or investigatcrs where
changes must be made in consent
forms to meet FDA requirements.

Proposed §812.21(bX7) requires the
sponsor to submit a copy of the inves-
tigator’s curriculum vitae together
with the investigator’s agreement (as
required) to comply with regulations
regarding obligations of investigators.
Copies of agreements signed by each
investigator participating in the study
shall be submitted.

Proposed § 812.21(bX38) provides that
the sponsor must submit (1) 3 copy of
all informational material, including
labels, to be supplied to investigators
under §812.47(a); (2) a description of
the scientific training and experience
the sponsor considers appropriate to
qualify an individual as suitable to in-
vestizate the device; (3) the sponsor’s
written precedures for monitoring the
investigational study in compliance
with 21 CFR Part 52 (the proposed
regulations on obligations of sponsors
and monitors of clinical investigations,
published in the Feprrar RecisT=R of
September 27, 1977); and (4) the name
and a summary of the training and ex-
perience of the individual who is to .
monitor the study for the sponsor.

Proposed § 812.21(bX9) provides that
the sponsor shall state, to the best of
the sponsor’s knowledge, whether an
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make a knowledgeable judgment about
the anticipated safety and effective-
ness of the device in the proposed
study.

The requirement in formerly pro-
posed §812.21(b)(4) that the sponsor
list those sections of the act from
which exemption is sought has been
deleted because it is unlikely that a
sponsor will seek less than a complete
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the project. -~

An objection was made to the use of
the term “supervise” when referring
to committee functions with respect to
its review of the study. The Commis-
sioner agrees that it is more appropri-
ate for the committee to protect
human subjects by reviewing reports
of unexpected adverse effects, by peri-
odic monitoring, and by determining
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and monitors of clinical investigations,
published in the Feprrar REecisTER Of
September 27, 1977); and (4) the name
and a summary of the training and ex-
perience of the individual who is to .
monitor the study for the sponsor.
Proposed § 812.21(bX9) provides that
the sponsor shall state, to the best of
the sponsor’s knowledge, whether an
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institutional review committee has
ever disapproved or terminated any in-
vestigational study of the device and
the reasons for such action.

A comment objected that this provi-
sion is irrelevant to determining
whether the present application
should be approved. The Commission-
er believes that such information is
relevant and, if not stated in the appli-
cation, might give rise to further ques-
tions at a later stage in the proceed-
ing. Should the study be suspended or
terminated after it has begun because
of questions relating to a previous in-
stitutional review committee disap-
proval, a sponsor might lose consider-
able investment and valuable scientific
data might e losi. For this reasoen,
the Commissioner believes that full
disclosure in the application serves the
best interests of ail- concerned. The
Commissioner believes that 2 prior re-
fusal by an imstitctiopal review com-
mittee to approve the study wouid not
necessarily prejudice the present ap-
plication upless the prior disapproval
disclosed grounds which would justify
disapproving the present study.

Proposed § 812.21(bX10) requires the
sponsor to state that the sponsor will
comply with all the requirements ap-
plicable to sponsors under this chap-
ter. This agreement includes the spe-
cific provisions of Subpart C and pro-
posed Part 52 on the responsibilities of
sponsors and monitors in clinical in-
vestigations.

Proposed § 812.21(bX11) required the
sponsor to notify FDA if the sponsor
intends to charge investigators or sub-
jects for the device.

The Commissioner believes that
while it may be appropriate for spon-
sors in certain instances to charge for
the device, the Commissioner is con-
cerned that commercialization of the
device not occur under the guise of re-
couping investment. Thereiore, the
+Commissioner insists that he be noti-
fied of an intent to charge. Such noti-

fication is not to be construed as FDA -

approval to begin commercial distribu-
tion of the device. The Commissioner
at his discretion may request addition-
al information regarding the cost of
manufacture and development in de-
ciding whether to approve the applica-
tion. However, the requirement that
the sponsor justify the sponsor’s deci-
sion to charge for the device has been
omitted in response to comments that
devices, unlike drugs, may individually
be very costly to produce and that the
only way a manufacturer can recoup
such manufacturer’s development cost
is to charge for the device.

Proposed § 812.21(b)(12) requires the
sponsor to state the sponsor’s reasons
for any request for a waiver of the re-
quirement of § 812.30(a) that the study
not begin before 30 days after FDA
has received the application.

Proposed §812.21(b)(13) permits the
Commissioner at his discretion to re-
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quest an environmental analysis
report from the sponsor. Such a report
need not be submitted on a routine
basis. However, the Commissioner be-
lieves that when FDA would be re-
quired to prepare an environmental
impact statement on approval of an in-
vestigational desvice exemption, the
sponsor is in the best position to pro-
vide the information needed to pre-
pare this statement. The Commission-
er may condition his approval of the
application on receipt of an accurate
and adequate report. Failure to submit
an adequate report, when requested,
would be grounds for disapproving the
application. Of course, as with other
requests for information, the sponsor
may refuse to provide the information
and treat the request as a disapproval
for purposes of requesting a regula-
tory hearing under Part 18 as dis-
cussed below.

Proposed § 812.21(bX14) requires the
sponsor to.submit any other informa-
tion relevant to the review of the ap-
plication which FDA may require to
be submitted. The type of information
required may be obtained by making
specific requests to sponsors either
orally, by teleptrone, or in writing.

The . Commissioner received com-
ments that FDA could effectively pre-
vent a sponsor from obtaining a hear-
ing to review FDA administrative
action simply by making repeated re-
quests for information without ever
approving or disapproving the applica-
tion. The Commissioner agrees that
the sponsor is entitled to request a
hearing with respect to an appiication
i{ FDA requests additional informa-

on. -

Accordingly, proposed §812.21(c)
permits the sponsor to refuse to pro-
vide any information requested under
proposed § 812.21(b)(14) and treat the
application as disapproved for pur-
poses of requesting a regulatory hear-
ing under proposed §812.30 to review
the Commissioner’s determination. -

- However, proposed § 812.21(¢), as re-
vised, also provides that if the Com-
missioner’s request for information
does not receive a response within the
time stated in the request, the Com-
missioner will treat the application as
withdrawn, and so notify the sponsor,
to foreclose the possibility of a spon-
sor simply not responding to requests
for information and arguing that such
sponsor is still in technical compliance
with the regulation because such spon-
sor’s application is pending.

Other comments objected that the
information that may be requested
was not restricted to relevant informa-
tion. The Commissioner agrees that
only information related to the review
of the application will be required to
be submitted.

INVESTIGATIONAL PLAN

Proposed §812.25 (21 CFR 812.25)
states the requirements for an investi-
gational plan.
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Proposed §812.25(a.)(2) has been re-
vised to delete the requirement that
FDA be notified of all changes to be
made in the plan, in response to com-
ments that only foreseeable changes
should be reported. Only anticipated
or foreseeable changes need be cited in
the investigational plan.

Proposed § 812.25(a)(11) requires the
description of all important compo-
nents of the device in the investiga-
tional plan. The Commissioner be-
lieves it would be illogical not to re-
quire a description of all important
components of the device in the inves-
tigational plan while requiring them
to be described in the application sub-
mitted to FDA, which the institutional .
review committee might not see..

Proposed § 812.25(d) has been added
to prescribe the requirements or the
contents of 2 summary of an investiga-
tional plan. Such requirements were
not included in the original proposal.
A summary of a plan would be re-
quired to include an adequate and ac-
curate summary of each element of a
plan under § 812.25(a).

REPORT OF PRIOR INVESTIGATIONS

Proposed §812.27 (21 CFR 812.27)
sets forth the requirements for reports
of prior investigations and experience
wx;-h the device that must be submit-
te

Proposed §812.27(b)(1) has been re-
vised in response to comments that
the report of prior investigations
should not include complete informa-
tion about preclinical investigations
because the requirement may be diffi-
cult or impossible to meet if the device
has a long market history. The Com-
missioner has revised proposed
§ 812.27(bX1) so that the sponsor need
only provide a bibliography of publica-
tions relevant to the study, which
could be fewer in number than those
relevant to the particular device, and
provide copies of significant publica-
tions, both adverse and supporting. By
eliminating the requirement that the
bibliography submitted be complete,
and by requiring instead that the pub-
lications be relevant to the clinical -
study, the Commissioner avoids impos-
ing a burden of exhaustive and unnec-
essary research. The requirement will
be satisfied if the bibliography is rele-
vant to the investigational study pro-
posed, thereby excluding studies not
bearing on the specific test to which
the device is to be subjected. Insofar’
as possible, all relevant material sub-
mitted should be complete.

Section 812.27(bX2) now requires
that unpublished information both ad-
verse and supporting shall be provided
(if available to the sponsor) in suffi-
cient detail so that a scientist or physi-
cian not necessarily an expert with re-
spect to a specific device could make a
knowledgeable judgment regarding its
anticipated safety and effectiveness in
the proposed study.
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Proposed § 812.21(b)(12) requires the
sponsor to state the sponsor’s reasons
for any request for a waiver of the re-
quirement of § 812.30(a) that the study
not begin before 30 days after FDA
hasreceived the application.

Proposed §812.21(b)(13) permits the
Commissioner at his discretion to re-

FEDERAL REGISTER, VOL. 43, NO.

tion. The Commissioner agrees that
only information related to the review
of the application will be required to
be submitted.

INVESTIGATIONAL PLAN

Proposed §812.25 (21 CFR 812.25)
states the requirements for an investi-
gational plan.
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that unpublished information both ad-
verse and supporting shall be provided
(if available to the sponsor) in suffi-
cient detail so that a scientist or physi-
cian not necessarily an expert with re-
spect to a specific device could make a
knowledgeable judgment regarding its
anticipated safety and effectiveness in
the proposed study.
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Proposed §812.27(c) provides that
prior investigations of a device shall
not be considered adequate to justify
clinical trials with human subjects
unless the conditions of the prior in-
vestigations are comparable to the
conditions of the proposed study.

Several comments indicated that it
is unnecessary for FDA to know in
every instance the place where the
prior studies were conducted. The
Comumissioner agrees and proposed
§812.27(dX2) limits the requirement
to provide details on prior tests to in-
formation that is surficiently detailed
to permit scientific evaluation. Where
scientific evaluation would necessitate
identifying the gualificaziors of the
person performing the tast or includ-
ing other precise information, such in-
formation must e scboritted. Pro-
posed §$812.27(d) also provides that,
except where tests on !asoratory ani-
mails would be unnecessary, e.g., where
there have been adequate in vitro tests
or clinical experience, prior investiga-
tions will be considered adequate only
if there have been tests in animals and
these tests -show it is reasonably: safe
to begin clinical trials with humans.

Proposed §812.27(e) provides that a
summary of the same type of informa-
tion concerning components or ingre-
dients of a device (e.g., 2 bibliography
and copies of other unpublished rele-
vant information) must be provided as
is required in proposed §312.27(2) (1)
and (2) when the components or ingre-

ients may have a significant effect on
the safety or effectiveness of the
device and information concerning
such components or -ingredients is
needed to justify investigational use of
the device on human subjects.

¥DA REVIEW OP AND ACTION ON AN
APPLICATION :

Section 812.30 (21 CFR 812.30) de-
scribes the procedure for FDA'’s review
of applications for exemptions and
prescribes criteria for acting on such
applications.

Proposed § 812.30(b) was modified to
permit the Commissioner, when reject-
ing a resubmitted-application; to sug-
gest that it be further revised and re-
submitted, while authorizing the spon-
sor to treat the Commissioner’s sug-
gestion as a final disapproval for pur-
poses of requesting a regulatory hear-
ing for conformity with proposed
§ 812.21(c). :

In response to comments, the crt
ria for disapproving applications in
§ 812.30(c) have been changed to give
the Commissioner discretion to decide
whether to disapprove an applicationy
(or notification), where grounds for
disapproval exist. Thus, the words
“shall disapprove” have been replaced

by the words “may by order disap- -

rrove.”
" Proposed §812.30(e) of the August
20th proposal contained criteria for as-
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sessing risks when disapproving an ap-
plication. These criteria still appiy but
have ©been moved to proposed
§812.35(aX11l) (21 CFR 812.35(a)11).
To comply with section 520(n) of the
act (21 U.S.C, 380j(h)), the Commis-
sioner has added new §5312.30(f) and
812.35(e) requiring DA to make pub-
licly available a detailed summary.of
information on which FDA bases a de-
cision to approve an exemption from a
banned device regulation, to disap-
prove an application, or to withdraw
an exemption.

GROUNDS FOR WITHEDRAWAL OF AN
 EXTMPTION

Proposed §812.35 enumerates the
grounds for withdrawal of an exemp-
tion.

The- grounds are similar to the
greunds contained in proposed §812.33
(a) and (b) of the August 20th propos-

Comments said that the provisions
seem to show- suspicion of the good
faith of sponsors in the absence of any
evidence that sponsors will not follow
the rules. Accordingly, proposed
§812.35 deletes the provisions of for-
merly proposed § 812.20(bX8) that the
application might be disapproved
merely because there is reason to be-
lieve the investigation would not be
conducted in accordance with the in-
vestigational plan. However, in the
event that evidence exists of actual
failure to comply with the plan,
grounds would exist as provided in
§812.35(aX6) for withdrawing an ex-
emption previously granted.

Proposed §812.35(c) as revised pro-
vides that the Commissioner may, in
his discretion, continue in effect an ex-
emption for which there are grounds
for withdrawal if the facts do not lead
the Commissioner to conclude that
the risks outweigh the benefits to sub-
jects.. Withdrawal will not occur me-
chanically.. Failures to conform may
be cured in some instances by submit-
ting additional information or correct-
ing procedures used in the study.

Proposed .. §812.35(a)(11)  provides
that the Commissioner may witbdraw
an exemption if the Commissioner de-
termines that the proposed investiga-
tional study subjects human subjects
to undue risks.

Proposed - §812.35¢a)(11) also pro-
vides that in assessing risks the Com-
missioner shall consider certain speci-
fied criteria, = Formerly proposed
§ 812.30(e)(3) evoked comments object-
ing to the language “legally effective
informead consent™ as redundant since
a consent that is not informed cannot
be legally effective while a legally ef-
fective consent must be informed. The
Commissioner . believes that FDA
should adopt the language of 45 CFR
48.103 (DAEW Guidelines, Protection
of Human Subjects) since to delete
this language might signal that the re-

Ing to the language “legally effective
informead consent™ as redundant since
a consent that is not informed cannot
be legally effective while a legally ef-
fective consent must be informed. The
Commissioner . believes that FDA
should adopt the language of 45 CFR
48.103 (DAEW QGuidelines, Protection
of Human Subjects) since to delete
this language might signal that the re-

quirement differs in substance, which
is not the case. This language was in-
cluded in the DHEW Guidelines to
make clear that the consent must
comply with State laws to be “legally
effective.”

Proposed § 812.35(d) provides for re-
instatement of the exemption if the
sponsor satisfies the Commissioner
that grounds for withdrawal no longer
apply. Emphasis should he placed on
the fact that the burden is on the
sponsor to convince the Commissioner
that the grounds for withdrawal no
longer apply.

WITEDRAWAL OF AN INVESTIGATIONAL
DEVICE EXEMPTION

The Commissioner received several
commenis suggesting a8 prehearing
conference procedure prior to with-
drawal of the exemption. The Com-
missioner believes that such a proce-
dure is cumbersome and unduly re-
stricts his power to take swiit action to
protect the public health. Experience
with prehearing conferences relating
to withdrawing IND’s proved that the
prehearing conference took on all the
trappings of the hearing itself. The re-
sulting delay from provision for a con-
ference would not be in the public’in-
terest, particularly as the sponsor does
have an opportunity for a hearing.
However, in appropriate cases, Infor-
mal meetings may be held in accord-
ance with 21 CFR 10.85

One comment received on proposed
§ 812.35 suggested that, once the time
period for evaluation of the applica-
tion had elapsed, FDA could no longer
reevaluate the data and withdraw the
exemption. The same comment also
suggested that approval of the report
of prior investigations, once approved
for purpeses of this part, should be
valid for support of any subsequent
premarket approval application.

The Commissioner does not agree
with this comment. The public health
could be jeopardized if the sponsor
had submitted false or misleading data
in sueh sponsor’s original application
and if FDA, because it had failed to
perceive the misstatement in its review
of the application, was tound forever
to its original determination and pow-
erless to correct the mistake. All data
submitted to FDA are subject to con-
tinual evaluation for the protection of
the public health. The Commissioner
would be remiss in his duty were he to
allow himself to be bound by a prior
mistake. A sponsor can be protected
by ensuring that all data submitted to
FDA are accurate. .

For similar reasons, the Commission-
er will not guarantee to sponsors that
the report of prior investigations of a
device submitted under part 812 will
satisfy requirements for such a report
in a premarket approval application.
The Commissioner advises that the
Commissioner is not now in a position -
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by ensuring that ail data submitted to
FDA are accurate. .
For similar reasons, the Commission-
er will not guarantee to sponsors that
the report of prior investigations of a
device submitted under part 812 will
satisfy requirements for such a report
in a premarket approval application.
The Commissioner advises that the
Commissioner is not now in a position -
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to know. whether the reports sponsors
submit under part 812 will be of ade-
quate quality to satisfy requirements

for such reports in premarket approv-r

al applications.
CONFIDENTIALITY

Proposed §812.38 (21 CFR 812.38)
prescribes. the rules. governing conii-
dentiality of information contained in
a notification or application for an in-
vestigational device exemption and is
comparabie to § 312.5 of the IND regu-
lations.

The Commissioner has already pub-
lished for comment a proposed regula~
tion concerning DA policy on disclo-
sure of the existence of investizational
device exemptions. This proposal was
published in the F=prrat Recistzz of
March 28, 1977 (43 FR 12869), corree-
tion published in the F=zpEmaL R=GIs-
TER of Marck 31 (43 FR 13587). Under
the proposal, FDA would disclose the
existence of an application or notice
submitted to FDA seeking permission
to conduct research on, or to market, &
drug or device, whether or not the ap-
plication or notice nad previously been
publicly disclosed or acknowledged.
This proposal would reverse present

FDA policy. Paragraph (a) of proposed .

§812.38 has been published for com-
ment as part of the March 28, 1377,
provosal as correctad and, accordingly,
is not published in this tentative final
regulation. Comments on the issue of
disclosure of the existence of investi-
gation device exemption should be

sent by May 30, 1978, to the docket on -

the March ‘28, 1977, proposal (Docket
No. 77-0248) rather than to the docket
of this tentative final regulation.

The section was also changed from
the original proposal to clarify that an
individual is only entitled to an ad-
verse reaction report relating to use of
a device on that individual. Useful
guidance . concerning the interpreta-
tion of this section may be found in
the preamble to the final regulations
promulgating §312.5 (21 CFR 312.5),
published in the FepEraL REGISTZR of

December 24, 1974 (39 FR 44602) and -

January 14, 1977 (42 FR 3094).

The Commissioner received a com-
ment .~ relating . to - confidentiality,.
urging that FDA only disclose adverse
-reactions to investigators directly in-
volved, arguing that such investigators
have the training and experience to
make proper evaluations of such re-
ports while patients would not be able
to interpret such reports correctly and
could be unnecessarily concerned
about information that is not under-
stood. The comment argued that pres-
ent conditions which focus on profes-
sional liability require that confiden-
tiality be assured to prevent misuse of
documentation in a manner unfairly
adverse to the investigation, the inves-
tigator, the device, and the sponsor.

The Commissioner disagiees with
this comment. It is not the duty of
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FDA to protect sponsors or investiga-
tors from lawsuits by subjects. It is
reasonable to provide subjects access
to data concerning their own adverse
reactions. Such disclosure enhances
the automomy of the subject and pro-
vides the subject with information
that permits such subject to take
whatever action he or she believes is
necessary in his or her own best inter-
est. Moreover, such disclosure is re-
quired by the Freedom of Information
Act and Is consistent with the objec-
tives of the Privacy Act.

Comments asked whether adverse
reaction reports required under this
regulation will be subject to release to
the public under the Freedom of In-
formation Act. The Commissioner ad-
vises that prior to approval of a davice
under section 315 of the act (21 US.C.
360e), repaorts of adverse reactions oc-
curring during any investigational
device exemption study are not availa-
ble to the public except as provided in
proposed §812.38(c). Under proposed
§812.38(¢c), a subject is entitled to a
report concerning his or her own ad-
verse reaction regardless of whether

the existence of the IDE has been.

publicly disclosed or acknowledgsd.
The Commissioner further advises
that adverse reaction reports concern-
ing devices approved under section 515
of the act will be released consistent
with the provisions of § 314.14(d)(4).

SUPPLEMENTAL APPLICATIONS

Proposed §812.39 (21 CFR 812.39)
describes the situations in which a
supplemental application is required
to update a notification submitted
under proposed § 812.20 or an applica-
tion submitted under proposed § 812.21
Generally speaking, proposed §812.39
has not been significantly changed.

In response to comments, the Com-
missioner has revised proposed
§ 812.39(b) to provide that when a haz-
ardous situation exists which necessi-
tates the use of an investigational
device, prior notification to FDA
before usmg the device is not required.

COMMENTS RELATING" ~TO SUBPART B
- WHICH REFLECT DIFFERING CONCEP-
TIONS OF TEE ROLE OF. INSTITUTIONAL
REVIEW COMMITTEES &

Many comments on subpart B imply
a different conception of the role of
the institutional review committee
than that held by the Commissioner.
Several comments proposed that
whenever an institutional review com-
mittee participates in. the review of a
study, it should be unnecessary to
submit the curriculum vitae of the in-
vestigator to FDA. Similarly, a com-
ment suggested the labeling should
not be submitted to FDA but rather to
the institutional review committee.
Another suggested that no medically
trained monitor was necessary in light
of monitoring by the institutional
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review committee. Yet another sug-
gested that the reverse of the former-
ly proposed scheme found in
§812.21(b) be adopted so that only a

summary of prior studies should be
submitted to the institutional review
committee, the full report being sub-
mitted to FDA. Comments reflecting

- still another view of the role of the in-

stitutional review committee argued
that the committee need not indicate
at the time the application is submit-
ted whether it would review and ap-
prove the study. Other comments
stated that it is unnecessary to delay
approving the investigational device
exemption until the committee ap-
proves it; rather the procedure should
be the same as that used with the
IND, which permits simultaneous sub-
missions to the committee and FDA.
Delay, it was objected, serves no useful
purpose.

Other cormmments stated the instxtu-
tional review committee alone should
pass on the sufficieney of the in-
formed consent form and that FDA
should not require submission of the
informed consent form with the appli-
cation. :

The Commissioner disagrees with
these comments because the Commis-
sioner believes they confuse the role
that the act assigns the institutional
review committee. The institutional
review committee is intended by Con-
gress (see section 520(gX3XA) of the
act) to be an integral part of the
review process and is intended to
review both the plan and report of
prior investigations before the submis-
sion of this information to FDA. But
the Commissioner does not believe
that the institutional review commit-
tee can lawfully or practically substi-
tute for the regulatory functions of
FDA. The Commissioner must have
the opportunity to pass on the qualifi-
cations of investigators, the adequacy
of the informed consent forms used,
and the labeling of the device. Fur-
thermore, as discussed in more detail
below, the Commissioner believes that
the institutional review committee is
not a substitute for the sponsor’s mon-
itor in controlling the guality of the
entire study, although the Commis-
sioner points out that no such monitor
would be required where the sponsor
is a sponsor-investigator.

SPONSOR RESPONSIBILITIES

Proposed subpart C states require-
ments applicable to sponsors of inves-
tigational studies. It supplements the
agency-wide proposed regulations on
obligations of sponsors and monitors
of clinical investigations under part 52
(21 CFR part 52) published in the Fep-
ERAL REGISTER of September 27, 1977
(42 FR 49611) and on good lahoratory
practices under part 58 (21 CFR part
58) published as proposed part 3e in
the FEpErRAL REGISTER of November 19,
1976 (41 FR 51206).
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Certain responsibilities of sponsors
that were the subject of subpart C of
the original investigational device pro-
posal of August 20, 1976, have either
been addressed in subpart B of this
tentative final regulation or by pro-
posed part 52. Other provisions of the
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original investigational device proposal
will be replaced by future proposed
FDA regulations on the obligations oi
clinical investigators and on standards
for institutional review boards. This
cross-reierence chart explains these
changes in proposed subpart C.

- - Provision - o Aus.20, 1976, Current (sections)
) proposal (sections)
General . 81240 31230
Review of an investigational stody by FDA and institutiomal 3812.42(a)-(b) . 212.20, 812.21
Teview commuiire. 812.42(a)
52.25
812.80(a) 812.42(b)
812.42(c) 81220, 812.21
% 812.39
< B 81238
. o 9 52.29(bX(i)*
Selection of investigators 812.43(2) 812.43a)
) 812.43(0) 312.43(b)
Control over the investigaticnal device B812.45(a) T 812435
52.28(b X1
- 312.45(0) 52114
812.45(c) 52.108
812.45(d) 52.47
Monitoring the investigational study. 812.48(2) 812.48(a)
: 52.28
; 32123
812.48(b) 52.28, 52.29
812.48(c) 52.29%(bx i)
81248(d> 812.48(b)
812.48(e) 2 52.28, 52.29
812.48(10) 312.48(c)
812.48() 812.4&(d)
Submitting information to mvestigators. 812.47(a) $12.47(a)
: = 812.47(b) - 812.48(c)
T 812.47(¢) 812.47(b)
- 812.4T(d) 1)
Promoiion and sale of an ivestigational 3evice e eeeeeeea. 812.50(2) 52118
) 8125
812.5(h)
$12.5(b) 52118
312.30 (a), (D)
812.50(c) 812.5%(¢c)
Reporting to FDA, maintaining records, and permitting Im- 812.55(a) 812.55(a)
stestian,
_— = 812.55(b) - 81255(b) -
812.58(¢c)
312.55e) - 812.58(d)
812.58(d) 812.55(e)
y 312550
= 812.55(e) ~ 812.55(g)
S1255(H - - . 32198
8121.55(g) 812.58(h)
812.58(n) 812.55(i)
812.35(1D 31235 -

i
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GENERAL A

Proposed § 812.40 states that the re-
quiremeats of this subpart are applica-
ble to sponsors of investizational stud-
ies, including sponsor-investigators,
except as specifically provided other-
wise in FDA regulations, e.g., in pro-
posed §812.2(e), which exempts spon-
sor-investigators from certain require-
ments.
REVIEW OP THE INVESTIGATIONAL STUDY

BY FDA AND THE INSTITUTIONAL REVIEW

COMMITTEE #

Proposed §81242(a) (21 CFR
812.42(a)) requires the sponsor to meet

o8 : I . cet e
applicable requirements for institu-
tional review, submit a notification or
application to--FDA, and be granted
FDA approval, where required, before
any human subject is allowed to par-
ticipate in, or is requested formally to
consent to participate in, the investi-
gational study.

Comments questioned the proposal

to require the approval of an institu-

tional review committee, when one is
to be used, before submission of an ap-
plication to FDA. The current investi-
gational new drug regulations merely
require an assurance that institutional

review will be obtained prior to actual
commencement of the irvestigation.
The Commissioner believes it is desir-
able to require institutional review
before submission of a rotification or
an application for an investigational
device exemption because such review
will enable FDA to rely on commitiees
to screen out studies that would not be
performed even if FDA reviewed them
favorably, and to provide FDA with
better information on the committees
being used by zponsors and investiga-
tors under investigational device ex-
emptions. The Commissioner will, for
the same reasons, propoese 2 similar re-
quirement of prior institutional review
for other clinmical investigations regu-
lated by FDA, including investigation-
al new drug investigations, in futner
proposed regulations establishing
standards for institutional review
boards. g

Several comments suggested that it
is appropriate to ask potential subjects
whether they will be available to par-
ticipate in the study before undertak-
ing the expense of applying for an in-
vestigational device exemption. The
Commissioner agrees that it may be
permissible for sponsors to make pre-
liminary surveys of potential subjects
to determine whether there will be an
adequate number of subjects willing to
participate in the study. Language
that might be interpreted to prohibit
such preliminary contacts has been
eliminated. The Commissioner cau-
tions, however, that an investigator or
sponsor must not request a subject to
give informal consent to the study
until the study has been approved by
the institutional review commitiee and .
FDA, where these approvals are re-
quired. D
- The Commissioner - received eome
ments that monitoring by the sponsor
duplicates the review by the institu-
tional review committee. The com-

" ments argued that the monitoring

function should be assigned either to
the committee or to the sponsor,.but
not to both. The Commissioner main-
tains that btoth sponsors and institu-
tional review committees need to over-
see Investigational studies, and the
Commissioner doubts that duplication
of effort really will result since the
monitoring responsibilities of the two
groups differ. The primary responsibil-
ity for monitoring the investigator’s
conformity to the pian and ensuring
the validity of data from the study
rests with the sponsor, although these
also are concerns of an institutional
review committse; the primary respon-
sibility of a committee is to review the
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COMMITTEE

Proposed §812.42(a) (21 CFR
812.42(a)) requires the sponsor to meet
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require an assurance that institutional

Tesls Witnl the sponsor, although these

also are concerns of an institutional
review committse; the primary respon-
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study to ensure protection of human
subjects. The sponsor’s duty is to mon-
itor a study continuously; the commit-
tee has only a general responsibility to
review a study periodically. The com-
mittee, unlixe the sponsor, offers a
disinterested review of a study. More~
over, the statute requires device stud-
ies to be both monitored by sponsors
and reviewed by committees.

Several comments from institutionalk
review committees objected to the pro-
vision for the sponsor rather than the
~ investigator ta submit the investiga-

tional plan o the institutional review
commiitee for aporoval. The Commis-
sioner agrees that it is better for inves-
tigators rather than sponsors to
submit inveszigational plaps to institu-
tional review committees. However,
section 52(gX3) ci the act speaxs of
the sponsor submitiing the pian {(and
report of dricr inwestigations) to An in-
stitutional review committee. To re-
spond to the comments and the agen-
cy’s own preference ttat investigators
desal with committees, but withéuti de-
parting from copgressional intent, the
Commissioner has revised proposed
$312.42(a) so that the sponsor’s re-
sponsibility is now staied as ensuring
that institutional review cccurs, rather
than submiiting an application to =
committee, whieh wiil be primarily the
investigator’'s respounsibility under
future FDA regulations.

Proposed §812.42(b) describes the
circumstances in which institutional
review is required under the investiga~
tional device regulations. A counter-
part provision, proposed § 812.60(a), in
the August 20 proposal would have re-
quired an institutional review commit-
tee to review and monitor an investiga-
tional study in any of three situaiions:
When the investigational study in-
volves institutionalized human sub-

jects; when the study is conducied by
an individual aZfiliated with an institu-
tion that assumes responsibility for
the investigation, or when the study is
conducted in an institution that has a
commiftee meeting FDA standards.
(References to §812.60 in proposed
Part 52 on obligations of sponsors and
monitors of clinical investigations,
published in the FPEpErAL REGISTER of
September 27, 1977 (42 FR 49611)

should now be considered references -

to propose § 812.42(b).

The Commissioner believes that the
purposes and processes of institutional
review are now so widely accepted, and
its value so generally recognized, that
all clinical investigations should un-
dergo such review unless circum-
stances clearly make it unnecessary, or
infeasible, or inimical to the subject’s
interest. Therefore, he is proposing in
§ 812.42(b) and future agency-wide reg-
ulations to make review by an institu-
tional review committee a general pre-
condition to submission of any clinical
investigation that is subject to require-
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ments of the act for prior submission
to FDA for review, and in some cases
approval, before it can be commenced.
He further proposes that FDA gener-
ally will not consider any clinical in-
vestigation in support of.an applica-
tion for a research or marketing
permit (as defined in §52.3(b) in the
September 27, 1377 proposai} unless
the investigation was conducted under

an: institutioral review committee:-

This proposal would not mean that
the results of the investigation need
not be submitted to FDA. The usual
rule that all data and information rel-
evant to a particular article (a pro-
posed or marketed product, for exam-
ple) must be submitied remains in
eifect. Even in situations where the
scientific validity of an investigational
drug study is not in guestion, FDA
may receive data but not use it in sup-
port of a decision to approve testing or
commervcial distribution of a drug be-
cause of ethical improprieties in the
conduct of the study (21 CFR 312.20).

The Commissioner recognizes that
thers may be situations in which an
institutional review committee re-
quirement may te unneccesary, redun-
dant, or contrary to the interests of a
subject. The Commissioner therefore
proposes § 812.42(d) to accept an appli-
cation for waiver of the instifutional
review commitiee requirement upon a
showing that the requirement is not
necessary either for protecting the
subjects involved or for ensuring the
validity or reliabiiity of the scientific
data. The section provides, however,
that the requirement will not waived
in three situations: (1) When the in-
vestigation iInvolves institutionalized
subjects; (2) When it is conducted on
the premises of, or utilizes personnel
or resources of, an institution having
an institutional review commiitee
meeting FDA’s standards; and (3)
When the Commissioner finds that
the risks to the subjects in the investi-
gation justify utilizing a committee to
review it.

Except In these situations, the Com-
missioner may, upon petition, waive
institutional review for . specific on-
going device studies, especially where
2 study was initiated several years
before the proposed requirement be-
comes effective or if he concludes that
institutional review is not required
considering the degree of risk posed by
the investigational study.

Numerous objections were received
to the requirement of §812.42(c)
(2)(iv) of the August 20, 1976 proposal
that the sponsor assure that the insti-
tutional review committee complies
with the requirements of Subpart D
(to be superseded by future FDA regu.
lations establishing standards for insti-
tutional review boards). The Commis-
sioner agrees that the proposed re-
quirement was impractical and that
the sponsor cannot supervise the daily
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activities of the institutional review
committee. However, he dces not be-
lieve that the sponser can conéinue to
rely on the institutional review com-
mittee’s agreement to comply with
FDA requirements once he learns that
the committee does not meet FDA
standards. Accordingly, in proposed
§ 812.55(f) FDA s requiring a spousor
to report to FDA when the sponsor
learns that a committee is not comply-
ing with its agreement to review the
study or with applicable DA regula~
tions. Such reports will enable FDA to
discover when committees are not
meeting their obligations and to
decide whether the committee’s proe-
ess of review is adequate for FDA-reg-
ulated clinical investigations. -

A comment on- §812.42(c)X2Xix) of
the August 20, 1978 proposal obiected
to the requirement. that the sponseor
maintain or assure that an investiga—
tor maintains the records of all sub-
missions to and actions by the commit-
tee. As revised, proposed §812.55(g).
now merely requires the sponsor to
maintain copies of all communications.
he has engaged in with the committee
and with any investigator regardmz
the study.

.. SELECTION OF INVESTIGATORS .

Propcsed §812.43(a) (2@ CFR
812.43(a)) requires the sponsor to
select qualified investigators.

Propocsed §812.43(hb) requires the
spousor to obtain the investigators
signed statement, which includes an
agreement to comply with FDA regu-
lations and a description of his or her
qualifieations.

Two comments were received on pro-
posed §812.43(b)(1). One was that an
investigator oi devices should not be
required to certify his or her creden-
tiais to FDA since an investigator of
drugs does not have to meet this re-
quirement. This comment argued that
Parts 812 and 312 should. be consist-
ent. A second comment argued that
the sponsor should obtain assurance
statements from investigators, file
them, and submit only the sponsor's
assurance to FDA that the mves‘xsa-
tor’s statement was on file.

The Commissioner believes that for
enforcement reasons it is better for
FDA to have copies of the signed un-

dertaking of the investigator. More-

over, this requirement is imposed by
section 520(gX3XC) of the act. For
these reasons, the Commissioner re-
Jects both comments.

Proposed §812.43(b)(1)vi) requires
that the sponsor describe the specific .
experience of the investigator with the
device to be investigated, inciuding the
date, amount and description of the
experience, and the name of the insti-
tution where the device was investigat-
ed. This language is adopted from a
useful comment suggesting that such
information is relevant in selecting the
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dergo such review unless circum-
stances clearly make it unnecessary, or
infeasible, or inimical to the subject’s
interest. Therefore, he is proposing in
§ 812.42(b) and future agency-wide reg-
ulations to make review by an institu-
tional review committee a general pre-

condition to submission of any clinical .

investigation that is subject to require-
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with the requirements of Subpart D
(to be superseded by future FDA regu.
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tutional review boards). The Commis-
sioner agrees that the proposed re-
quirement was impractical and that
the sponsor cannot supervise the daily
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investigator and passing on his qualifi-
cations. i :

Proposed §812.43(bX3) as revised
clarifies that subordinate investigators
who are responsivle to the named in-
vestigator may participate in the
study.

Proposed §812.43(bX4) requires the
investigator to state whether any
study or research that such investiga-
tor has keen involved in has been dis-
continued by order of a sponsor, insti-
tutional review commitiee, or FDA,
Comments objected thaf such disclo-
sure may unfairty prejudice the selec-
tion of an investigator. The Commis-
sioner disagrees. The selection of a
qualified investigafor will not be pre-
judiced by this provisicn since it func-
tions conly to alert those resporsible
for ‘'selecting invesiigators and approv-
ing investigators’ gquailifications to
matters that may requure considera-
tion. The Commissioner does not
intend that qgualified investigators be
exciuded from studies simply because
prior studies have been suspended or
terminated for reasors that do not
refect op the investigator's qualifica~

tions. The Commissioner does not be--

lieve a sponsor will refuse to inciude
an investigator simpiy because a study
was terminated for reasons unrelated
to investigator qualifications. If this
information is not required to be dis-
closed, the sponsor and DA may be
deprived of information relevant in
evaluating the investigator’s ability to
conduct the proposed investigation.
Accordingly, the Commissioner has re-
tained the provision.

The Commissioner received a com-
ment objecting to the provision of pro-
posed §812.43(b)X5), which requires
the naming of other investigators who
are to participate under the supervi-
sion of the lead investigator, because
there might be frequent turnover
among a sponsor’s house staff that re-
ports to a lead investigator. The Com-
missioner believes it essential that all
investigators participating in the
study be identiffed in records submit-
ted to FDA,

CONTROL OYER THE INVESTICATIONAL
DEVICE; FACILITIES

Proposed ' §812.45(a) requires the
sponsor to ship the device only to in-
vestigators who have signed state-
ments in accordance with §812.43(h)
to abide by FDA regulation. The spon-
sor must also comply with FDA re-
quirements on control of investigation-
al devices and assuring the adequacy
of facilities (proposed Subparts C and
F of Part 52), described in the Septem-
ber 27, 1977 proposed regulations on
obligations of sponsors and monitors
of clinical investigations.

Proposed § 52.108 requires the spon-
sor to maintain records of all ship-
ments of the device to investigators.
Comments on proposed §812.45(c) of
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the August 20th proposal objected to
this procedure on the grounds that
section 520(j) of the act prohibits un-
necessary traceability requirements.
The comment further argued that
there was nothing in the vreamble
that would justify the recordkeeping
requirement. = - Sy ©

The Commissioner believes that onl
by strict accounting for the devices re-
ceived can the control over investiza.
tional devices intended by Congress be
ensured. The Commissioner helieves
that it is, or should te, standard prac-
tice ior many investigational devices
to tear an identification number en-
abling the shipper to determine where
that device was shipped by reierring
to a record of that numkbter. The Com-
missioner notes that only one com-
ment objected to this provision. The
Commissioner concludes that traceabi-
1ty requirements for investigational
devices are necessary to ensure the
protection of the public health and
are not unreascnable: or- unduly bur-
cdensome.

The Commissioner received com-
mentis that the language of § 812.45(d)
of the August 20th preposal concern-
ing the adequacy of facilities incor-
rectly implied that the device must be
“safe and effective for testing” when it
is the very purpose of the study to de-
termine safety and efisctiveness. The
Commissioner agrees that this lan-
guage was inappropriate and has not
included it in proposed § 52.47.

Another comment argued that
§ 812.45(d) of the August 20th propcs-
al} effectively imposed a good manufac-
turing practice (GMP) requirement on
investigational devices. Since the stat-
ute provides for investigational devices
to be exempted {rom GXMP’s, the com-
ment suggested that proposed

_§812.45{d) be deleted.

The Commissioner telieves that the

. comment reflects a misunderstanding -

of the act and the regulation. The
effect of proposed §52.47 (which re-
places §812.45(d) of the August 20th
proposal) is not to require a sponsor to
comply with GMP regulations issued
under section 520(f) of the act where
such a requirement would be inappro-
priate. Rather, the proposal that a
sponsor assure the adequacy of testing
facilities is a requirement that is nec-
essary both for the protection of the
public health and safety and for effi-
cient enforcement of the act, under
sections 520(gX2XB) and 701(a) of the
-a‘cb.

MONITORING THE INVESTIGATIONAL

- STUDY

Proposed §812.46(a) requires the
sponsor to comply with the require-
ments of 21 CFR 52.28 and the spon-
sor's monitor to comply with 21 CFR
52.29. Sections 52.28 and 52.29 were
proposed in the September 27, 1977
proposed regulations on obligations of
sponsors and monitors.

One comment questioned the use of
the term “appropriately trained and
qualified” with respect to the individu-
al designated to monitor the study.
The comment argued that the spon-
sor’s monitor could be an administra.
tor and need not be scientifically
gqualified. The Commissioner will con-
sider this comment in developing a
final regulation on proposed §§52.28
and 52.29.

One comment suggested that al-
though one individual within a compa-
ny snould be held responsible for the
investigation, that person shouid be
permitted to use subordinates to assist
in monitoring studies. Propcsed §52.28
now provides explicitly for a sponsor
to designate more than one monitor.

Proposed 3812.46(b) clarifies the
sponsor’s resporsibility in the event
the sponsor discovers that an investi-
gator has not complied with FDA reg-
ulations or with his or her agreement
to conduct the study in accordance .
with this regulation. The sporsor is re-
quired to secure the investigator’s
compliance with the requirements of
this part or discoatinue shipments to
such investigator. In addition, the
sponsor may suspend or terminate any
study that the investigator is perform-
ing for the sponsor. In some cases, an
investigator may be brought info com-
pliance without discontinuance of
shipment or suspension of the study.
A sponsor must act quickly to secure
investigator compliance. The sponsor
cannot permi! the investigation to
continue without a convincing assur-
ance from the investigator that he or
she will comply in the future. The
sponsor’s responsibility to monitor the
study under proposed §353.28, 52.29,
and 812.46(b) is not discharged by
merely obtaining an agreement to
comply from the investigator.

Proposed § 812.48(b), as revised, dif-
fers somewhaé from the August 20th
proposal and is proposed on the Com--
missioner’s initiative rather than in re-
sponse to comments. No specific action
was required of the sponsor by the
August 20th proposal. The Commis-
sioner wishes to stress that while a
sponsor can, in gocd faith, rely on an
investigator’s agreement to comply

with resgulations, once a sponsor dis-

covers in any manner (either by moni-
toring or otherwise) that the investiga-
tor is no longer in compliance, the
sponsor must act to secure compliance
or suspend the study.

Proposed §812.46(cX1) requires the
sponsor to undertake a special investi-
gation whenever the sponsor learns of
any serious adverse effect, death of
subject, or life-threatening medical
problem, that may reasonadly be re-
garded as device-related. Once the
sponsor has learned of any of these,
the sponsor must relay the informa-
tion to other investigators participat-
ing in the study and to FDA. The
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" report must be made as socon as possi-
ble, but in no event later than 10
working days after the sponsor learns
of the effect, death, or problem. This
section was modified in response to
comments arguing that only reactions
which are both “device related” and
“serious’” should have to be reported.
Tith respect to the term “device relat-
ed,”” the Commissioner cautions that
the term includes any reaction that
may reasonabiy e regarded as caused
by or associated with the device. This
includes reactions associated with any
part of an entire device system, mclud-
ing the packaging.

One commert zropossed that special
investigations be undertaken in cood-
eration with aporoprizie institutional
oificials and the investigatcr. The
Commissioner
special investigarion may olten invoive
persons in addition to the sponosor, it
is proper for FDA to place the primary
responsibility on the sporcsor to under-
take such an investization.

One commert sugzested that an in-
formal confererce witiz the sponsor be
held immediately i2 FDA suspends the
study under §312.48(cX2). As indicat-
ed above, agency experience with pre-
hearing confersnces suggests that
such conferences oiten become like
formal hearings. The Commissioner
believes that provision for a prehear-
ing conference would unnecessarily
delay the administrative process and

would duplicate provisions for obtain-

ing review of the withdrawal of an in-
vestigational device exemption. Ac-
cordingiy, no provision is made tor
such an informal conference.

Several comments argued that the
study snould be suspended only after
the sponsor has had the opportunity
to assess adverse reactions. The Com-
missioner agrees that the point at
which information is believed to exist
which would warrant suspension of
the study is initially a matter of the
sponsor's judgement, although FDA or
an institutional review committee may
order suspension after reviewing the
data. The Ccmmissioner does not
intend that a suspension be .imposed
automatically or that a2 suspension
necessarily result in termination of a
study. Only when the potential risks
of continuation outwiegh the potentiak
tenefits should the study be terminat-
ed.

Each study must be assessed onits
own merits. The Commissioner re-
ceived a comment that the failureof a
life-sustaining device in a study involv-
ing several subjects would not warrant
the removal of that device from other
subjects if removal would cause or
threaten to cause the death of the ra~
maining subjects. The Commissioner
agrees but believes it appropriate to
provide that, after suspension, only
those subjects whose medical needs re-
guire the continued use of the device

expects that while &
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may continue to receive the device.
Also, no new subjects may be brought
into the study.

The Commissioner believes that the
5 working days, or less, is not too short
a period to suspend an investigation
once sufficient information has been
discovered to warrant suspension. The
Commissioner did not intend to re-
quire that a study be suspended within
5 days on the basis of isolaied adverse
reports. The Commissioner does re-
quire the sponsor to investigate and
correlate adverse informeation to deter-
mine whether it warrants suspension
of the study. The Commissioner em-
phasizes that FDA may reverse the
sponsor’'s decision not to suspend a
study in appropriate cases.

Proposed § 312.46(d) prohibils spon-
sors from unduly prolonging a study.
This paragraph was revised to respond
to comments that FDA should not
force a sponsor to submit a premarket
approval application if the sponsor
does not wish to do so. As revised, pro-
posed §812.48(d) provides that once
data are developed which would sup-
port submission of an application for
premarket approval, the sponsor must
either submit such an application or
discontinue the study. The sponsor is
no longer required to give a statement
of the sponsor's reasons for discon-
tinuing the study without submitting
an application for premarket approval
to FDA.

One comment advocated that the
sponsor be allowed to continue to pro-
vide the investigator with the device
between the completion of the clinical
trials and formal commercial market-
ing (e.g., while the premarket approval
application is undergoing review).

The Commissioner advises that this
practice will be permissible as long 2s
the investigational device exemption is
active while the premarket approval
application is pending and the investi-
gator remains a qualified investigator
who complies with FDA regulations.

SUBMITTING INFORMATION TO
INVESTIGATORS.

. Proposed §812.47 requires the spon-
sor to provide all investigators with
copies of the investigational plan, the
report of prior investigations of the
device, and labeling (including labels)
for the device which shall meet the re-
quirements of proposed § 812.5(b). Pro-
posed §812.47 does not apply to.a
sponsor-investigator who is the only
investigator.

Proposed §812.47(b) requires the
sponsor to notify the investigator of
the completion or discontinuance of
the study or of the withdrawal of an
exemption. ;

Proposed §812.47(c) requires the
sponsor to notify the investigator if a
premarket approval application for
the investigational device is grarted.

One comment argued that there is
no statutory basis for requiring the
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sponsor to notify-the investigatorif an
application for premarket approval
has been approved. The Commissioner
believes it important for investigators
to understand the regulatory status of
produc:s they use. Thus, the require-
ment is authorized under sectxons

- 520(g) and 701(a) of the act.

PROMOTION ABD SALE OF AN
DIVESTIGATIONAL DEVICS

Proposed § 812.50(a) requires a spon-
sor to comply with 21 CFR 52.118. Pro-
posed 352.118, a section of the pro-
posed regulations on obligations of
sporsors and monitors, prohibits a
sponsor from representing that an un-
marketed investigational device is safe
and effective for the purpose for
which it is under investigailon and
from otherwise commercializing the
device.

The Commissioner received severa.l
comments urging that the regulation
not apply these requirements to de-
vices for which the act provides a tran-
sitional period. The Cammissioner has
partially responded to these comments
by not applying this requirement to
lawiul commercial shipments of de-
vices during the transitional period
under section 501{{}(2XB) of the act.
The requirement does, however, apply
to all shipments for investigational use
of devices, including devices previously
regulated as new drugs thai are sub-
ject to section 520(1) of the act.

Several comments defended the
practice of making claims for safety
when only the effectiveness of the
device is being investigated. Such an
investigation could occur where the
device has a proven market history
and is being investigated for a new use.
Similarly, a device might be known to
be effective but its safety might re-
quire furtbher investigation.

The Commissioner believes that the
concern expressed in the comments is
partly addressed in proposed §52.118.
The Commissioner cautions that a
maufacturer cannot make (1) claims. of
eifectiveness -for the purposes for
which a device is under investigation if
the device is being tested for effective-
ness for those purposes, or (2) claims
for safety for certain purposes if the
device is being tested for safety for
those purposes; or (3) claims for both
safety and effectiveness for certain
purposes if both safety and effective-
ness for those purposes are under in-
vestigation.

Several- comment.s were received on
proposed § 812.5C(oX1) of the August
20, 1976 proposal which prohibited
commercial distribution and test mar-
keting of an investigational device or
other commercialization until it has
been approved for marketing for the
purpose for which it is under investi-
gation. (This restriction does not
apply to lawful commercial shipments
of Class III devices in commercial dis-
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tribution on or before May 28, 1978, or
devices substantially equivalent to
such devices, or to class I or II devices;
the Commissioner has clarified that
this restriction does apply to investiga-
tional devices in class 11T under section
520(1) of the act that were previously
regarded as new drugs.) .

One comment objected to a sup-
posed restriction on test marketing of
widely used consumer items since
product testing to determine consumer
attitudes is an important decision ele-
ment in the ccrpan?’s operations
plan. Once saiety and eifectiveness-are
proven, the comment argued, the com-
pany should be able to premarket test
the device pricr to incurring the cost
of obtaining premarzet approval of
the device. The comment conceded
that test marketing is not a substitute
for adequate clinical testing and
should not be a subterfuge to permit
the commercial distribution of a prod-
uct while the product is still undergo-
ing testing or premarket 2pproval. The
comment urged that ihere be an op-
portunity for premarkss festing before
complying with sections 51Xk) or
513(£) of the act.

In provcsed §812.2(bX2) (21 CFR
812.2(bX2)), the Commissioner has
exempted from Part 812 test market-
ing of a device conducted solely to in-

vestigate consumer preference. Other .

test marketing can be accomplished
under an investigational device exemp-

tion. The waiver provisions in § 812.10. .

provide a mechanism to avoid applica-
tion of inappropriate requirements.

Proposed §3812.50(c) prohibits the
sponsor from charging for use of the
device if FDA finds the price to be un-
reasonable. This provision received
several comments.

The Commissioner notes that tradi-
tionally DA has rarely ailowed a
charge for an investigational new
drug. The Commissioner concedes that
the investiment cost of developing a
device may often be far greater than
the cost of developing a new drug, and
that the-actual cost recovered by the
manufacturer may be a factor in pro-
ceeding with development of the
device. Thus, the Commissioner be-
lieves that it may be reasonable for a
sponsor to recoup such sponsor’s de-
velopment cost, particularly for a high
cost device, even while the device is
being investigated.

However, because an effective means
is needed to prevent commercialization
of a device under the guise of recover-
ing development costs, the Commis-
sioner believes it necessary to retain a
provision for FDA to find unreason-
able the cost on an investigational
device in particular cases. Evidence of
profitmaking by means of charges for
relatively inexpensive items may sug-
gest that the device is actually being
marketed prior to completion of the
investigation in violation of the act
and these regulations.

PROPOSED RULES

The Commissioner does not intend
to substitute the Commissioner’s judg-
ment for that of the sponsor or manu-
facturer of the device as to the need to
recoup development costs. The Ccm-
missioner will, however, dciermine
whether the charge exceeds that nec-

- essary for appropriate recoupment. If

the Commissioner finds that commer-
cialization. of the device is the actual
objective of the charge, the Commis-
sioner will notify the sponsor of this
finding and that the appiication for an
investigational device exemption is dis-
approved (or the exempticn with-
drawn) unless the sponsor agrees not
to charge or to reduce the charge
(ard, where appropriate, to refund the
charge). A sponsor who does not wish
to =liminate or reduce tnz preposal to
charge for the device may inform the
agency of his interest in a regulatory
bearing . under the procedures in
§$812.30(d)- for disapproval of an appli-
cation or, where appropriate, in
§ 812.35(b) for withdrawal of an inves-
tigational device exemption.

HEPORTING TO FDA, MONITORING RECORDS,
AND PERMITTING LNSPECTION

Proposed §81255(a) requires the
sponsor to maintain records on which
to base reports to FDA. Reports are
required to be made at 2ppropriate in-
tervals not exceeding 1 year.

Proposed §812.53(b) reguires the
sponsors to notify FDA within 30 days
of completion, termination, or discon-
tinuation of the study (including with-
drawal of the exemption). A f{final
report is required to be furnished to
FDA within 6 months after the study
is concluded,

Proposed - §812.55(c) requires the
sponsor to notify FDA whenever the
sponsor .requires investigators to
return or dispose of the suprlies of the
device and of steps tazen to comply
with the provisions for alternate dis-
position-of .the device found in pro-
posed §52.114, 2 provision of the pro-
posed regulations on obligations of
sponsors and monitors of clinical in-
vestigations._~. "~

Proposed © $§812.55(d) requires the
sponsor to report to FDA a serious ad-
verse reaction (including death or life-
threatening medical problem) that is
subject to the requirement of a special
investigation and that occurs during
the course of the study.

Proposed §3812.55:d; or §812.55(e) in
the August 20, 1976 proposal) was the
subject of several comments. One com-
ment argued.that the meaning of “ad-
verse” was unclear and asked how ad-
verse the reaction must be for it to be
reportable. The Commissioner has
qualified this requirement so that only
“serious” adverse eifects will trigger
the reporting requirement. Other com-
ments were that the reporting period
is too short and should be extended to
10, 15, or 30 days. The Commissioner

has lengthened to 10 working days the
period for reporting results to FDA, to
conform to future agency regulations
on responsibiiities of investigators.
Another comment suggested that if
an institutional review commiliee is
monitoring the investigation, the
sponsor need not provide FDA with
the report of special investigation. The
Commissioner disagrees. The notifica-
tion to FDA is necessary; FDA i3 the
repository of all information regarding
the application, together with infor-
mation relating to similar studies, and
is in a better position than any individ-
ual institutional review commitiee to
make findings both with respect to the
study from the standpoint of nationai
standards for device investigations,
and witn respect to other reizted stud-
ies of which a particular institutional

- review committee may be unaware.

Proposed §812.55(e} requires the
sponsor to submit to FDA 3 copy of
any investigator’s determinsation that
informed consent could not be ob- -
tained from the subject. The report is
required to be submitted within 5
working days after the sponsor re-
ceives the report of the determination
from the investigator. One comment
suggested extending the reporting
period to 30 days. The Commissioner
believes that extending the pericd to
30 days might make it more difficult
to reconstruct the precise events by
questionirg subjects should an investi-
gation be required. . .

The Commissioner believes that the
requirement for informed consent is
important angd that deviations from in-
formed consent warrant immediate no-
tification. d

Proposed § 812.55(f) requires a spon-
sor to report to FDA any discovery
ithat an institutional review committee
is not complying with its agreement to
review the study or with applicable
¥DA regulations. . . "

Proposed §812.55(g) requires the-
sponsor to keep records of all applica-
tions, reports, and correspondence
that the sponsor submits to FDA and
of all communications between the
sponsor and any institutional review
committee or investigator regarding
the study.

Proposed § 812.55(h) permits a spon-
sor to withdraw from recordxeeping
requirements by transferring custody
to another person. Notice of transfer
of custody must be given to FDA.

Proposed § 812.55(i) authorizes FDA
and the institutional review committee -
or their authorized representatives to

sponsor records and facilities.
Proposed § 312.55(1) (§ 812.55(h) in the
August 20, 1978 proposal) has been
changed to clarify the authority of the
sponsor to withhold from inspection
by the institutional review committee
§ra.de secret or commercial or financial
information that is confidential, as de-
scribed in 21 CFR 20.81. This change
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sioner believes it necessary to retain a
provision for FDA to find unreason-
able the cost on an investigational
device in particular cases. Evidence of
profitmaking by means of charges for
relatively inexpensive items may sug-
gest that the device is actually being
marketed prior to completion of the
investigation in violation of the act
and these regulations.

S
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ment argued.that the meaning of “ad-
verse” was unclear and asked how ad-
verse the reaction must be for it to be
reportable. The Commissicner has
qualified this requirement so that only
“serfous” ‘adverse eifects will trigger
the reporting requirement. Other com-
ments were that the reporting period
is too short and should be extended to
10, 15, or 30 days.- The Commissioner
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or their authorized representatives to
inspect sponsor records and facilities.
Proposed § 312.55(1) (§ 812.55(h) in the
August 20, 1978 proposal) has been
changed to clarify the authority of the
sponsor to withhold from inspection
by the institutional review committee
.trade secret or commercial or financial
information that is confidential, as de-
scribed in 21 CFR 20.81. This change
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was made. in response to comments
that the institutional review commit-
tee should not have access to a spon-
sor’'s trade secrets and concern that
rival investigators and sponsors mignt
gain access to proprietary information
by means of membership on an insti-
tutional review committee. The Com-
missioner emphasizes that the com-
mittee may need to have access to
safety and effectiveness data and that
an institutional review committee is
not required to approve a study when
it lacks the cdata it requires for a
proper determination of whether it is
safe to begin or continue trials with
human subjects.

Other comments argued that a spon-
sor's financial records should be
exempt from FDA inspection. The
Commissioner responds that financial
records are- reievant to determine
whether or not a device is being com-
- mercially marketed and are required

PROPOSED RULES

posal) argued that the requirement for
the sponsor to submit “any records” is

too broad and should be narrowed..

The Commissioner has the authority
to require relevant records, but be-
cause the Commissioner cannot fore-
see whicn records may be required,
the Commissioner believes the present
language is appropriate.

PRACTICAL DIFFICULTIES IN
DETERMINING THE SPONSOR
RELATIONSHIP

The Commissioner received a com-
ment arguing that there are practical
difficuities in determining when a
manuiacturer is actually a spopsor
within the meaning of the regulation.
The comment cited the examples of an
investigator who continues clinical
testing of a device after the sponsor
has suspended or discontinued a spon-
sored investigation, or who requests a
sample of a marketed device from a

to be made available for inspection by- sporsor for the purpose of testing a

¥FDA for that purpose.

Another comment argued that t.he
spoansor should be responsible only for
providing access to those facilities over
which the sponsor has pnysical con-
trol, e.g., not those of investigators or
government agencies. The Commis-
sioner clarifies that this section is not
to be interpreted to require the spon-
sor to provide access to material where
the sponsor lacks autihority to provide
for such access.

Other comments expressed the view
that FDA shouid be able to copy only
those records relevant to the study
under investigation. The Food and
Drug Administration will only exercise
its authority to copy records when
these records. are relevant to the
study, but maintains that the initial
judgment as to relevance must be
FDA’s rather than the sponsor’s.

Comments expressed concern about
the confidentiality of patient names in
records subject to FDA inspection.
The Commissioner perceives no con-
flict between these provisions and the
DHEW regulation on protection of
human subjects, 45 CFR Part 46, for
the confidentiality of patient data. Al-

though the  Commissioner 'reasserts.

his right to inspect and obtain patient
names when appropriate, the Commis-
sioner recognizes that the issue may
be decided by future legislation or
other FDA regulations and that inves-
tigators have legitimate ethical con-
cerns about protecting patient confi-
dentiality, which FDA will carefully
weigh before requiring patient data to
be provided. The Commissioner re-
gards exercise of the Commissioner’s
authority to obtain patient names as
an unusual step, but one which the
Commissioner may need to take in cer-
tain circumstances where necessary to
protect the health of subjects or
assure the validity of data.

A comment on proposed §312.55(j)
(§ 812.55(i) in the August 20, 1976 pro-

new use, or who conducts tests during
the course of a sponsored investigation
which were not part of the sponsor's
investigational plan. The comment ex-
pressed concern that manufacturers
might become sponsors involuntarily
because of unauthorized actions by an
investigator. The comment argued
that the term “sponsor’” should not in-

clude a person who might otherwise be
.considered a sponsor but who obtains

a written agreement from the investi-
gator that the investigator is a spon-
sor-investigator.

The Commissioner agrees. The
agency generally does not object to an
investigator assuming the responsibil-
ities of a sponsor and has explicitly
recognized the existence and statius of
sponsor-investigators in the Septem-
ber 27, 1977 proposed regulations on
obligations of sponsors and monitors
of clinical investigations. Nor does the
Commissioner generally object to a
manufacturer employing contractual

" or other means to clarify his relations

with investigators or with respect to
particular investigations which the
manufacturer does not wish to spon-
sor. However, the Commissioner cau-
tions that the actual relationship be-
tween the parties may be examined to
determine whether the relationship
between the parties is as described.
The Commissioner would be con-
cerned if a device manufacturers ef-
forts to avoid responsibility for device
studies resulted in undue risks to sub-
jects or undermined the validity of the
data from the studies.  In such cases,
FDA may inform the manufacturer to
cease shipments of the investigational
device if the manufacturer is un'
to assume the responsibilities of a
sponsor. Aside from these concerns,
however, manufacturers and investiga-
tors are free to tailor their relation-
ships to their own needs.

The Commissioner also cautions
that the question of who serves as a
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sponsor under proposed Part 812 is not
intended to have any bearing on liabil-
ity questions in product liability law-
suits.

REZSPONSIBILITIES OF INSTITUTIONAL
REVIEW COMMITTEES

Subpart D of the August 20th pro-
posal concerning the responsibilities of
institutional review commitiees will be
superseded by a future FDA regula-
tion applicable to clinical investiga-
tions of drugs, devices, and other arti-
cles. The substance of the future regu-
lation is largely found in existing regu-
lations in 21 CFR Part 312 and 45
CFR Part 48, as well as portions of the
August 20th proposal. Comments on
Subpart D are being considered by the
internal FDA task force responsible to
the Commissioner for the preparation
of this document. Until the future
FDA regulation is promulgated as a
final order, Subpart D of the August
20th proposal can be followed as a
guideline for device studies,

RESPONSIBILITIES OF INVESTIGATORS

Subpart E of the August 20th pro-
posal concerned the responsibilities of
investigators and will be supersedec¢ by
an FDA proposed regulation on clini-
cal investigators. of drugs, devices, and
other articles, which will be published
in the Feperar REGISTER in the near
future. Comments on Subpart E are
being considered by the internal FDA
task force responsible for preparation
of this proposal, which, until the
future FDA regulation is promulgated,
can be followed. as a guidehne Ior
device studies. ‘

INFORMED Coxsm )

- Several commentis objected to the in-
formed consent requirement as. it re-
lated to in vitro diagnostic products.
The Commissioner believes that those
comments are effectively met by the
exemption in proposed § 812.2(bX5) of
most in vitro dlagnostic products from
the requirements of this regulation.

The Commissioner received few~
other comments on proposed-Subpart
F. Some comments argued that FDA
should await the result of the study of
informed consent being conducted by
the National Commission for the Pro-
tection of Human Subjects in Biomedi-
cal and Behavioral Research. The
Food and Drug Administration has
been in contact with the staff of the
National Commission and has received
materials from them and placed these
materials on public display in the
Hearing Clerk’s Office. However, be-
cause Congress has mandated that
regulations relating to investigational
devices be published promptly, and
the National Commission’ will not
make its report on informed consent
in the immediate future, the Commis-
sioner has decided not to wait for the
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be provided. The Commissioner re-
gards exercise of the Commissioner’s
authority to obtain patient names as
an unusual step, but one which the
Commissioner may need to take in cer-
tain circumstances where necessary to
protect the health of subjects or
assure the validity of data.

A comment on proposed §312.55(j)
(§ 812.55(i) in the August 20, 1976 pro-
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FDA may inform the manufacturer to
cease shipments of the investigational
device if the manufacturer is unwilling
to assume the responsibilities of a
sponsor. Aside from these concerns,
however, manufacturers and investiga-
tors are free to tailor their relation-
ships to their own needs.

The Commissioner also cautions
that the question of who serves as a
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materials from them and placed these
materials on public display in the
Hearing Clerk’s Office. However, be-
cause Congress has mandated that
regulations relating to investigational
devices be published promptly, and
the National Commission’ will not
make its report on informed consent
in the immediate future, the Commis-
sioner has decided not to wait for the
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Mational Commission to publish its
recommendations. The Commissioner
will, of course, consider any proposals
made in the final report of the Nation-
al Commission as they relate to the
protection of human subjects and will
make appropriate revisions in the pro-
posed regulation after it is made final.
Other revisions of Subpart ¥ may
occur if the Commissioner decides to
promulgate gereral informed consent
regulations applicabie to clinical inves-

tigations of drugs, devices, and other.

articles.

Several comments argued that the
requirement of informed consent
should be related to the degree and
nature of the sk presented to patient
safety and privacy. The Commissioner
agrees but believes tnai this flexibility
is inherert in Subpart 7.

Several comments argued that the
regulations should provide for oral in-
formed consent in certain cases. Most
of these comments concerned studies
of in vitro diagnostic products and
have been addressed by the exemption
of many such products from proposed
Part 812. Although no provision for
oral informed consent is being pro-
posed, the Commissioner invites com-
ments on a procedure, set out below as
possible proposed §3812.123(¢), that
would enable an investigator to certify
in writing that oral consent was ob-
tained from the subject or the sub-
ject’s legal representative. Use of the
certification procedure would be limit-
ed to situations in which the device is
both a nonvital device and.is used in a
low risk study, under a notification
rather than an application for an in-
vestigational device exemption.

(c) (1) With the approval of the sponsor
and the institutional review committee, the
investigator may make a written record cer-
tifying that he has obtained the oral in-
formed consent of the subject (or, where ap-
propriate, the subject’s legal representative)
when the study involves a nonvital investi-
gational device used in a low risk study for
which the sponsor has submitted a notifica-
tion under § 812.20, and the Food and Drug
Administration’s letter under §812.20(cX1)
informing the sponsor of the date of receipt
does not also inform the sponsor that (i) an
application, rather than a notification, is re-
quired, (ii) that the agency disagrees with
the determination as to whether the device
is vital or with the determination as to risk
assessment, or (iii) that written consent in
accordance with paragraph (c) of this sec-
tion shall be obtained.

(2) Where the certification procedure is
permitted to be used, the investigator may
certify that such investigator has obtained
the oral informed consent either of a group
of subjects or of every subject. Where the
study involves repetitive procedures, e.g.,
the subsequent use of the same test, oral in-
formed consent may be documented by a
single record certifying that consent was ob-
tained for the initial procedure and the sub-
ject, or group of subjects, was advised that
the procedure might be repeated and of the
approximate number of times the procedure
might be performed. When the study in-
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volves additional, nonrepetitive procedures,
e.g,, different tests, invoiving a subj=ct at a
time later than when oral informed consent
is obtained initially, the subject’s oral in-
formed corsent shall bte separately docu-
mented when each such additional proce-
dure occurs.

(3) A certification shall detail all the in-
formation given to each subject to obtain
the subject’s oral informed consent and
shall be signed by the investigator. The cer-
tification shall be maintained in the investi-
gator’s records for the time prescribed in
§ 52.195 of this chapter.

GENERAL REQUIREMENTS OF INFORMED
CONSENT

Proposed §$812.120 sets forth the
general requirements for obtaining in-
formed consent.

One comment suggested there
should be some means of obtaining
consent of an illiterate subject who is
not under a legal disability.

The Commissioner believes that
written informed consent generally
can be obtained from an illiterate indi-
vidual who wishes to consent to use of
an investigational device. In general,
an illiterate but competent individual
should have the same access to an in-
vestigational device as does a literate
person. Where an individual from
whom informed consent is sought is of
limited literacy, the investigator
should read the wriiten agreement to
the individual and obtain the individ-
ual’s signature or mark. If an illiterate
subject also has limited capacity to
give informed consent (e.g., because of
mental retardation), the investigator
should obtain informed consent from
the subject’s representative. The Com-
missioner invites public comment
whether the approach described here
adequately covers those situations
where written informed consent to use

an investigational device would have -

to be obtained from an illiterate indi-
vidual; whether there are likely to be
illiterate subjects or representatives of
subjects who are incapable of signing
their names or marks; and, if so,
whether there should be either a pro-
visfon for independent witnesses  to

- attest that the agreement was read to

the illiterate and that the illiterate
consented to use of the device, or an
exception in emergency cases from the
reqm.rement that the consenting indi-
vidual sign the written agreemecent, or
both.

Ancther comment suggzested that ex-
isting DHEW rulss on the elements of
informed ccnsent are sufficient for
this regulation. The Commissioner dis-
agrees. The additional requirements
found in this section were required in
light of the legislative history of the
act (House Report No. §4-1090, Con-
ference Report. on Medical Dev1ce
Amendments of 1976, May 6, 1976, al
p. 64), which lists elements of m-
formed consent that the congressional
conferees on the legislation believed

should be included. Accordingly, pro-
posed §812.120 continues to provide
for elements of informed consent in
addition to those required in 45 CFR
Part 46.

Another comment suggested that
making exceptions to written consent
should be the prerogative not of FDA
but of the institutional review commit-
tee. The Commissioner believes that
because of the inherent differences
among investigational review commit-
tees, and the varying performance of
such committees, it is not acceptable
to leave the determination of when an
exception may be granted entirely to
the discretion of individual institution-
al review committees. An institutional
review committee may properly reject
a determination by an investigator
that an exception to the requirement
for written evidence of consent is ap-

_propriate. However, the Commissioner

believes that to grant the institutional
review committee discretion to dis-
pense with the requirement for a writ-
ten consent, without FDA review of
this decision, would deprive human
subjects of the protection that Con-
gress intended them to have.

Accordingly, proposed §812.120(¢c)
provides that informed consent shail
be evidenced by a written agreement,
signed by the subject or the subject’s
legal representative.

One other change suggested in pro-
posed § 812.120 was that the term *“l
gally effective informed consent” read
only as “informed consent” since the
term “legally efiective’” adds nothing
to the requirement. The Commissioner
hag retained the term since it appears
in the DHEW Guidelines, for reasons
stated in the preamble to Subpart B.

EXCEPTION FROM REQUIREMENT

Proposed §812.123 was altered in
only one way. The term “effective’”
has been inserted before the term “al-
ternative” in paragraph (a)2) so that
the investigator must determine,
among other things, that there is no
effective alternative method of ther-
apy that is approved or generaily rec-
ognized which may save the life of the
subject.. The purpose of this change is
to provide that the therapy that is
available as an aiternative must be an
effective therapy, not additional ther-
apy that is not likely to produce effec-
tive results. This change is in response
to comments that the therapy ought
to-be more likely to save the subject’s
life or aid the patient rather tha.n
merely be an alternative.

Other comments suggested deletmn
of the required determination that no
alternative therapy exists, as it goes
beyond the- language of ‘section
520(g)(3) of the act and would signifi-
cantly decrease the use of the proce-
dure contemplated. The Commissioner
has determined that information on
alternative therapy is needed in in-
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the oral informed consent either of a group
of subjects or of every subject. Where the
study involves repetitive procedures, e.g.,
the subsequent use of the same test, oral in-
formed consent may be documented by a
single record certifying that consent was ob-
tained for the initial procedure and the sub-
ject, or group of subjects, was advised that
the procedure might be repeated and of the
approximate number of times the procedure
might be performed. When the study in-
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this regulation. The Commissioner dis-
agrees. The additional requirements
found in this section were required in
light of the legislative history of the
act (House Report No. §4-1090, Con-
ference Report. on Medical Dev1ce
Amendments of 1976, May 6, 1976, al

p. 64), which lists elements of m—
formed consent that the congressional
conferees on the legislation believed

lite or aid the patient rather tha.n
merely be an alternative.

Other comments suggested deletmn
of the required determination that no
alternative therapy exists, as it goes
beyond the- language of ‘section
520(g)(3) of the act and would signifi-
cantly decrease the use of the proce-
dure contemplated. The Commissioner
has determined that information on
alternative therapy is needed in in-
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formed consent forms for the protec-
tion of public health and safety, au-
thorized in section 520(g)(2)(B) of the
act. The Commissioner believes it ap-
propriate to retain the alternative
therapy provision, modified as de-
scribed above. .

Another comment argued that some
subjects do not wish to be advised of-
the risks and benefits of the study
being performed. The Commissioner is
unable to see how the statutory re-
quirement of obtaining informed con-
sent can be met if the subject is not
advised of the risks and benefits in-
volved in the study. Regardless of the
desires of the subject, there must be
compliance with the statutory require-
ment with resgect to investigational
use of devices, that subjects involved
in an experimental study be advised of
the risks and benefits of the study so
that their informed consent can be oo~
tained..

A final comment noted tha.t the tirme
for determining - in - writing whether
the situation was life-threatening
should be aiter, not at the time of, tke
emergency. The Commissioner agrees
that the determination of emergency
may be reduced to writing by the in--
vestigator after the emergency situa-
tion has been treated. .

ELEMENTS OF INFORMED CONSENT

Proposed §812.130 has not been
changed.

The Commissioner received several
comments objecting to the use of the
term “research.” Substitution of the
term “study” was suggested because it
was felt that the subjects might
equate “research” with “experimenta-
tion.” The Commissioner sees no dif-
ference between the terms “research,”
“experimentation,” and *“study” and
does not object to use of any of these
terms in infiormed consent forms since
the same idea is conveyed by all of
these terms. There- is no reason to
change the proposal to achieve this
flexibility. However, the Commission-
er cautions against the substitution of
euphemisms that disguise the investi-
gational nature of the experiment..
One way or another, the subject must -
be told that the device is an experi--
mental device whose safety and effec-
tiveness are not known and whose
safety and/or effectiveness are cur-
rently the subject of investigation.

One comment was received on por-
posed §812.130(aX7) objecting to the
requirement of informing subjects of
the number of patients or subjects in-
volved in the investigational study.
The Commissioner believes that the
number of subjects involved in an in-
vestigational study is relevant to the
subject in assessing the risk to himself
or herself. A subject might decline to
participate in a study in which he or
she was the only subject or one of a
very small number of subjects. This in-
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formation is relevant to the subject’s
assessment of the risks involved and
should not be omitted. Furthermore,
Congress specifically prescribed that
one of the elements of informed con-
sent was a description of the number
of subjects involved (Conference
Report, p. 64).

One comment argued that the re-
quirement for informed consent in all
testing of devices will effectively cur-
tail testing of so-called “me+tco” de-
vices, e.g., devices which are substan-
tially equivalent to old devices. Howev-
er, Congress elected to provide a Ii-
censing system for class III devices
that requires manufacturers to estab-
lish individually the safety and effec-
tiveness of their products. The Com-
missioner believes that he must give
effect to the statute and its legislative
history by requiring informed consent
in any investigational study subject to
the regulation and believes it proper
for subjects to be told when they are
part of an experiment,

Tests Taat Do Not INvOLVE HUMAN
STBJIECTS

Subpart H relates to devices intend-
ed for nonclinical tests and was not
controversial. Subpart. H was not

‘changed, except that a new paragraph

(a)(4) was added to proposed § 812.160
requiring that the device be tested in
accordance with any applicable regula-
tions in proposed 21 CFR Part 58, re-
garding good laboratory practices,
published in the FepeEraL REGISTER of
November 19, 1976 (41 FR 51206).

REFERENCES

Backgrougnd data and information
on which the Commissioner relies in
proposing this tentative final regula-
tion and comments gn the August 20,
1976 proposal have been placed on file
for public review in the office of the
Hearing Clerk (HFC-20), Food and
Drug Administration, Room 4-85, 5600
Fishers Lane, Rockville, Md. 20857.
This file includes memoranda of meet-
ings between FDA employees and indi-
viduals outside FDA and representa-
tives of other agencies, such as the Na-
tional Institutes of Health and the fol-
lowing:

1. “Federal Control of New Drug Testing
is Not Adequately Protecting Huwman Sub-
Jects and the General Pubilic,” General Ac-
counting Office, July 15, 1978.

2. House Report No. 94-853, Medical
Device Amendments, February 29, 1978
(Committee on Interstate and Foreign Com-
merce).

3. House Report No. 94-1090, Medical
Device Amendments, May 8, 1978 (Confer-
ence Commititee).

PRrOPOSED EFFECTIVE DATE

To provide interested parties an op-
portunity to begin clinical investiga-
tions prior to the effective date of the
final regulation based on this tentative
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final regudation, FDA will accept ap-
plications for investigational device ex-
emptions, if the applicant complies
with the requirements set forth in the
proposed regulation. or, where differ-
ent, this tentative final regulation.

Although applications may be sub-
mitted and will be processed, sponsors
of investigational studies of devices
are not required by law to submit ap-
plications before the final regulation
is effective, and FDA is not obligated
to respond within the 30-day period
set forth in proposed §§812.20 or
812.21. Accordingly, until the final reg-
ulation becomes effective, a sponsor
should not construe FDA silence as an
approval of the application even if the.
30-day period has elapsed. The Food
and Drug Administration will attempt
to notify sponsors that an application
for exemptiom has been approved.

The Commissioner also cautions.
that changes in the final regulation
may necessitate requiring a sponsor
who relied on this tentative final regu-
lation to submit additional informa- .
tion.

OPPORTUNITY FOR COMMENT m
PusLic HEARING

The final regulation will be pub-
lished in the FEDERAL R&GISTER after
consideration of all comments submit-
ted pursuant to this tentative final
regulation and after an informal legis-
lative hearing has been held at the
end of the comment period pursuant
to FDA’s administrative practices and
procedures regulations under Part 15
(21 CFR Part 15). Interested persons
shall file a written notice of participa-
tion on or before June 12, 1978. In the
event that no notice of appearance is
filed, no hearing will be scheduled. A
separate FEDERAL REGISTER notice will
announce the exact date, time, and
place of the hearing. )

The Commissioner has -carefully
considered the environmental effects
of the proposed regulation as revised
in this tentative final regulation and,
because the proposed action will not
significantly affect the quality of the
human environment, has concluded
that an environmental impact state-
ment is not required. A copy of the en-
vironmental impact assessment is on
file with the Hearing Clerk, Food and
Drug Administration.

Several comments argued that the
proposal would have a serious adverse
impact on the cost of conducting re-
search onx devices and thus, ultimately,
on the prices charged consumers for
devices. The Commissioner is sensitive
to these concerns and believes the
changes made to narrow the scope of
the document and to provide an abbre-
viated application procedure will
greatly reduce the industry’s aggre-
gate cost of complying with investiga-
tional device regulations. The Commis-
sioner has not received any informa-
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the number of patients or subjects in-
volved in the investigational study.
The Commissioner believes that the
number of subjects involved in an in-
vestigational study is relevant to the
subject in assessing the risk to himself
or herself. A subject might decline to
participate in a study in which he or
she was the only subject or one of a
very small number of subjects. This in-
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3. House Report No. 94-1090, Medical
Device Amendments, May 8, 1978 (Conter-
ence Commititee).

PROPOSED EFFECTIVE DATE

To provide interested parties an op-
portunity to begin clinical investiga-
tions prior to the effective date of the
final regulation based on this tentative

on the prices charged consumers for
devices. The Commissioner is sensitive
to these concerns and believes the
changes made to narrow the scope of
the document and to provide an abbre-
viated application procedure will
greatly reduce the industry’s aggre-
gate cost of complying with investiga-
tional device regulations. The Commis-
sioner has not received any informa-
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tion to justify a change in his conclu-
sion that the proposal, as revised in
this tentative final regulation, does
not contain a major proposal requiring
preparation of an econcmic impact
statement under Executive Order
11821 and OM3 Circular A-107. .
Therefore, under the Federal Fecod,
Drug, and Cosmetic Act (secs. 301, 501,
502, 520, 701(a), 702, 704, 801(d), 52
Stat, 1042-1043 as amended, 1049-1051
as amended, 1055-1057 as amended, 90
Stat. 565-574, 587 (21 U.S.C. 331, 351,
352, 360§, 371¢a), 372, 374, 381)) and
under autherity celegated to him (21
CFR 5.1), the Commissioner proposes

to amend Chapter I of Title 21, of the - -

Code of Federal Regulations as fol—
lows:

PART 16—REGULATORY “EAJUING 38022'
THE FOOD AND CRUG ADMINISTRATICN
1. By revising $ 1&£1(hX28) to read as
follows:

$16.1 Scope.

(b) R il

(28) Sections 812.30(d) 812.35(1))
and 812.170 relating to approval., dis-
approval, or withdrawat of approval of
an investigational device exemption.

» - . ) s »
PART 20—PUBLIC INFORMMATION

. Be revising § 20. 100(c>(30)
as ;onows.

read

§20.100 Applwabﬂrty- cms-nferexue to
other regulation.

- * » - »

(c) - E ] .
(30) Investigational device exemp-
tions in § 812.38 of this cha.pter. -

3. ByaddmgnewPa.rtalzboreedas
follows:

: PAR‘I' ﬂ2—-lNVESTlGAﬂONAL D!VIC& .
. EXEMPTIONS i

MM‘MW

———c

Sec.

812.1 Scope.

812.2 Applicability.

212.3 Definitions.

8125 General qualifications for an exemp-
tion.

812.10 Petitions for waiver of require-
ments.

812.12 Information previously submitted.

812.19 Requirements applicabie to import-
ers and exporters of investigationai de-
vices.

.L

B—Notifi and Applications for E
ﬁoa for Investigational SMno Involving Hum
Subjects .

812.20 Notiﬂeat.ion.
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Sec.

812.21 Application.

312.25 Investigational plan.

812.27 Report of prior investigations of a
davice.

812.30 Food and Drug Administration
review of and action on an apglication.

812.33 Withdrawal of an exemption.

812.38 Confidentiality of data and informa~
tion in an application.

812.39 Supplemental applications and sub-
missions concerning applications,

Subpart T—Sponser Responsiviltties in nvestigational
Studies invelving Human Subjects

81240 General

812.42 Review of the investigational study

by the Food and Drug Administration

and the institutional review commitiee.

812,43 Selection of Investigators.

81245 Control over the investigational
device; facilities, .

812.48 Monitoring the investigational
study.

81247 Submitting information to investi-.

gators. .

81250 Promotion and sale of investization-
al devices.

81253 Reporting to the Food and Drug Ad-
ministration, Maintaining records, and
permitting inspections.

Subparts D ond B~{Reserved]
part F—informed Consent of Human Subjects

812.120 General requirements of informed
consent. .

812.123 Exception from requirement.

812.130 Elements .of informed consent in
agreement.

Subpert G=-{Reverved]
- Sebport H=Tests Thot Do Mot nvolve Humen
Subjects

Cuckn

812.180 Conditions of exemption.
812.170 Termination of exemption.

AvTaORITY: Sees. 301, 501, 502, 520, T01(a),
702, 704, 801(d), 52 Stat. 1042-1043 as
amended, 1049-1051 as amended, 1055-1057
28 amended, 90 Stat. 585-574, 578 (21 U.S.C.
331, 351, 352, 380j, 371(a), 72,374, 381(d)). -

) Subpart A—-Gononl anhiou
§812.1 Scope. e

(a) This part’ implements section
520(g) of the act and provides that a
device. may be exempted from any of
the requirements of the act enumer-
ated in paragraph (¢) of this section

.~ that would otherwise be applicable to

the device, to permit Investigational
studies of the device by experts who
are quaiified by scientific training and
experience to investigate the safety
and effectiveness of devices intended
for human use.

(b) This part has two objectives:

(1) To encourage the discovery and
development of useful devices by ap-
plying special requirements to investi-
gational studies of devices.in lieu of
those otherwise applicable require-
ments that may impede such discovery
and development.

(2) To protect the public health and
safety by assuring adequate safe-
guards for human subjects in investi-
gational studies, by requiring studies

to be conducted in conformity with-
ethical standards, and by fostering the
development of reliable data concern-
ing the safety and eﬁechveness of de-
vices.

(¢)(1) In general, an approved notifi-
cation or application urnder §812.30
exempts a shipment of a device for in-
vestigational use from provisions of
the following sections of the act and .
reguiations thereunder: Misbranding
under 502, registration and premarket
notification under 510, performance
standards under 514, premarket ap~
proval under 515, records and reparts
under 519, restricted device require-
ments under 520(e), good manufactur- .
ing practice requirements under
520(f), and color additive requirements
under 706.

These sections of the act and regula-
tions thereunder apply to commercial
shipments of a device that was in com-
mercial distribution before May 28,
1978, or is substantially equivalent to
such a device, and that is being com-
mercizlly distributed at the same time
the device is being investigated under
this part. ]

(2) A device shall not be exempted
from a provision of the act listed in
paragraph (e)(1) of this section if the -
Commissioner determines that it is
not exempt [from such a provision in
an order of approval or disapproval
under § 812.30.

(3) A shipment of a device may be
exempted from a banned device regu-
lation under section 518 of the act if

“the Commissioner has approved an ap-

plication for such an exemption under
§812.30(aX(2). :

§812.2 Applicability.

'This part applies as follows:-

(n) Studies subject io this parl This
part applies to:

(1) Any investigational device used
in an investigational study involving
human subjects for the purpose of de-
termining whether the device is safe
and/or eifective, unless excluded by -
paragraph (b) or (d) of this section.

(2) Any investigational study con-
cerning a device, except as otherwise
provided: in this section, whether it is
undertaken to develop data to obtain
approval for commercial distribution
of a device (e.g., by approval under
section 515 of the act), to conduct fun-
damental research involving human
subjects for such scientific purposes as
expanding medical knowledge but not
for the purpose of obtaining approval
for commercial distribution, or to aid
diagnosis and treatment by means of
use of an investigational device involv-
ing a human subject.

(3) An investigational study of a
device pursuant to a product develop-
ment protocol under section 515(f) of
the act.

(b) Studies not subject to this part
Although studies described in this
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Oi14.4v ELLIOOS IOr walver of require-
ments,

812.12 Information previously submitted.

812,19 Requirements applicabie to import-
ers and exporters of investigational de-
vices.

Subpart B—Notifications and Applications for Exemp
tioa for Investigational Studies Invoiving Humea
812.20 Notification.

development of useful devices by ap-
plying special requirements to investi-
gational studies of devices.in lieu of
those otherwise applicable require-
ments that may impede such discovery
and development.

{2) To protect the public health and
safety by assuring adequate safe-
guards for human subjects in investi-
gational studies, by requiring studies

Ava UG MU MUDST UL UULALNOE RPPIroval
for commercial distribution, or to aid
diagnosis and treatment by means of
use of an investigational device involv-
ing a human subject.

(3) An investigational study of a
device pursuant to a product develop-
ment protocol under section 515(f) of
the act.

(b) Studies not subject to this part.
Although studies described in this
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raragraph are not stbject to this part,
they may be subject to other require-
ments of the act or this chapter, e.q.,
the requirements in section 5i5 of the
act regarding premaiket approval, in
Part 58 concerning zced laboratory
practices for nonclinical studies, in
Part 8G9 regarding in viiro diaznostic
products, and in Part 820 of this chap-
ter concerning good manufacturing
practices. This part does not apply to:

(1) An experiment involving use of a .

device in a manrer and for a purpose
which is included in labelinz specifi-
caily prescrized for such device by reg-

ulation uncer the act or labeling ap- -

proved uncer sectxan 507 or 515 of the
act.

(2) Test marketing of a device where
the oniy testing involved is that of
consumer preference. (Where consum-
er prefsrepce testing is coupied with
or designed to accomplish testing of
the safety or eifectiveness oi the
device, the testing is subject to this
part.)

¢(3) The modificaticn of an existing
device for purposes other than testing
its safet” and =ff2ctiveness.

(4) The conjunction of two lawfully
marketed devices to form a third
device unless the purpose of joining
the devices is to investigate the safety
and effectiveness of the modificaticn.
However, this part applies when 2
svudy is periormed to determine the
safety or effectiveness of an approved
or marketed device or the joining of
several such devices for a new use.

(3) Devices for diagnosis of any
human disease or condition (including
in vitro diagnostic products) which are
not invasive (2.g., do not peneirate or
pierce the. skin or mucus membranes

of the body or the urethra, or the -

mouth beyond the pharynx, or the
anal canal beyond the rectum, or ithe
vagina beyond the cervical os), do not
introduce energy into the subject, and
are not used in the diagnosis of any

disease or other condition in the sub-

ject without confirmation by use of a
dizgnostic device or procedure whose
effectiveness for such diagnosis is es-
tablished.

(6) Any device intended for veteri-

nary use. However, devices. ultimately
intended for- human use; but which are-

teing tested in animais, shall comply
with Subpart H of this part and with
applicabie requirements in Part 58 of
this chapter.

(¢) Vital and nonvital investigation-
al devices. The controls applicable to
an mvestigatxona.l device vary, as de-
scribed in §§ 812.20 and 812 21, depend-
ing on:

(1) The importance of the diagnostic
or therapeutic uses of the device (ie.,

- whether a device is vital or nomrita.l).

and

(2) The degree of risk presented by
the device to the subjects participating
in the study (i.e., substantial risk or
low risk).
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ing on:
(1) The importance of the diagnostic
or therapeutic uses of the device (i.e.,

- whether a device is vital or nomrita.l).

and

(2) The degree of risk presented by
the device to the subjects participating
in the study (i.e., substantial risk or
low risk).
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(D Custom devices—(1) Reguire-
ments. This part does not apply to a
device if all of the following require-
ments are met:

(i) The device necessarily deviates

from generally available devices to
comply with tha crder of a health pro-
fessional designated in paragraph
(dX(2) of this section.. :

(ii) The device is not generally avail-
able in finished form for purchase or
for dispensing upon prescription.

(iii) The device is not oifered
through labeling or advertising by the
manufacturer, importer, or distributor
thereof for cormamercial distribution.

(iv) The device is intended (a) for
use by an individual patient named in
the health professional’s order and is
to be made in a specific form for that
patient, or (H) 1o meet the speci
needs of the heaith professional in the
course of his or lLier practice.

(v) The device s not generally avail-
able to or generaily used by other such
health professional.

(vi) The device is made of safe and
suitable materiais (if an implant) and
is not being usad in a investigadonal
study for the purpose of determining
whether the device is safe or effective.

(vil) The Commissioner has not
made an administrative determination
that the device is subject to this part.

(2) Healit® zmroressiomals. A neaith
professional autnorized to use custom
devices in accorcéance with this para-
graph (d)(2) includes any licensed phy-
sician or dentist.

(3) Examples. The following exam-
ples illustrate the a.pphcation of this
paragrapn.

(i) Alteration of an available device
(for which sufficient information
exists to determine that the device is
safe and effective) to meet individual
needs of patient .or professional: A
device that does not represent 2 new
concept, and that is not being tested
for safety and erfiectiveness, is availa-
ble as a stock item off the sheif; the
health professional orders the device
and alters it, or has it altered, to meet
the patient’s, or the health profsssion-
al’s own, individual anatomical fea-
tures (e.g., dimensions.or disability).
The basic device that is being custom-
ized in this manner is subject to the
act and other requirements of this
chapter (e.g., registration, classifica-
tion, performarce standards if class IT,
premarket approval if class III, gzcod
manufacturing practice regulations,
etc.). Eowever, the individual custom-
izing of the device dees not render it
an investigational device subject to
this part if the requirements of para-
graph (dX(1) of this section are met.

(ii) Fabrication of a device (for
which sufficient information exists to
determine that the device is safe and
effective) to meet individual needs of a
patient or health professional: A man-

ufacturer fabricates devices for health

an investigatxonal device subject to
this part if the requirements of para-
graph (dX(1) of this section are met.
(i) Fabrication of a device (for
which sufficient information exists to
determine that the device is safe and
effective) to meet individual needs of a
patient or health professional: A man-
ufacturer fabricates devices for health
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professionals, or a health professional
fabricates devices, according to eack
individual -patient’s or health profes-
sional’s anatomical features (e.g,
using X-rays); the device does not in-
volve new implant materials and does
not otherwise represent a new concept.
As in paragraph (d)X3Xi) of this sec-
tion, the basic device that is being cus-
tomized {n this manner is subject to
the act and other requirements of this
chapter. However, the individual cus- -
tomizing of the device does not render
it an investigational device subject to
this part if the requirements of para-
graph (d)(1) of this section are met,

(iil) Testing of a device ({or which
insuificlent information exists ta de-
termine whetner the device is safe and
effective) for general use that will re-
gquirs [adividual customizing: A device
that represents a new concept is being
tested for safety and effectiveness; the
device, by its nature, requires custormi-
zation to meet individual patient or
heaith professional anatomical fea-
tures. The device is subject to this part
and other requirements of this chap-
ter and the act; the device is not
exercpt under this paragraph. (Howev-
er, see paragraph (dX3) (i) and (il) of
this section. Once the safety and effec-
tiveness of the device are established,
generaliy by means of premarket ap-
proval, tze individual customizing of
the device to meet patient or heaith
professiocal needs will not render it
again an investigationai device subject
to this part if the requirements of
paragmaph (dX1) of this section are
met.)

(iv) Fabrication of a device (for
which insufficient information exists
to determine whether the device is
safe and effective) to meet unusual
needs of patient: A health professional
wants to order a device fabricated, or
to fabricate a device, to meet the spe-
cial ceeds of a patient who has unusu-
al apatomical features; the device rep-
resents a new concept. The patient’s
special needs are such that the need
for such a device is unlikely to recur,
and tkese needs cannot be met by gen-
erally available devices or the devices
described in paragraph (d)3) (i) and
(ii) of this section. The device shall
meet the requirements of paragraph
€¢dX(1) of this section.

(a) If the health professional in-
forms the patient that the device rep-
resents a novel concept and is being
specially fabricated to meet the pa-
tient’s needs, the device is exempt
from this part and section 514 (per-
formance standards) and 515 (premar-
ket approval) of the act if it is for use
involving a single patient. It is subject
to other requirements of this chapter
and the act.

(b) If any health professiona.l wishes
to order such a device to meet similar
special needs of any subsequent
patient(s), the device is subject to the

1978

aavaa WS pall AUU SECLIon 214 (per-
formance standards) and 515 (premar-
ket approval) of the act if it is for use
involving a single patient. It is subject
to other requirements of this chapter
and the act.

(b) If any health professiona.l wishes
to order such a device to meet similar
special needs of any subsequent
patient(s), the device is subject to the
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requirements of this part, this chap-
ter, and the act, unless the device in-
volves application of such commonly
recognized principles that its first use
was sufficient to establish its safety
and effectiveness, in which case the
regulations applicable to the device
are deseribed in paragraph (d)(3)(ii) of
this section.

(v) Fabrication of a
which insufficient information exists
to determine whether the device is
safe and effective) to meet unusual
nieeds of health professional: A health
professional wants to order a device
fabricated, or o fabricate a device, to
meet the special needs of the health
professional in the course of his or her
practice; the device represents a new
concept. The special needs must relate
to unusual anatomical features of the
health professional (e.g., disability) or
special needs of his or her practice
that are not shared by other health
professionals of the same specialty.
The special needs requiring use of the
device described in this clause must be
the needs of the health profsssional
ratzer than those of any particular
patient. The special needs must te in-
capable of being met by generally
available devices or the devices de-
scribed in paragrach (dX3) (1) and (il)
of this section. If the requirerzents of
paragraph (dX1l) of this section are
met and the device is for use only by
the health professional who ordered
it, it is exempt from this sart and sec-
tion 514 (performance standards) and
515 (premarket approval) of the act. It
is subject to other requirements of
this chapter and the act. If any other
healta proiessional wishes to order
such a device, the rules in paragraph
(dX(3)(iv)(b) of this section apply.

(e) Studies by sole sponsor-investiga-
tor. Sections 812.21(bX8) (ii) and (iii),
3812.46 (a) and (b), and 812.47 shaill not
apply to an investigational study that
involves a sponsor-investigator who is
the only investigator.

§812.3 Definitions.

(a) “Act” means the Federal Food,
Drug, and Cosmetic Act, (sections 201~
902, 52 Stat. 1040 et seq., as amended
(21 U.S.C. 301-392)}. = .

(b) “Institution” means a person,
other than an individual, who engages
in the conduct of research on human
subjects or in the delivery of medical
services to patients as a primary activi-
ty or as an adjunct to providing resi-
dential or custodial care to humans.
The term includes a hospital, retire-
ment home, prison, academic estab-
lishment, or device manufacturer. “¥Fa-
cility” as used in section 520(g) of the
act is synonymous with the term “in-
stitution” for purposes of this part.

©) “Institutionalized subject”
means: d

(1> A human subject who is volun-
tarily confined for a period of more

device (for
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than 24¢ continuous hours on the
premises of, and in the care of, an in-
stitution (e.g.. a hospital in-patient, or
a resident in a retirement home),
whether or not that institution is a
sponsor of the investizational study;
or

(2) A human subject who is involun-
tarily confined for any period of time
in a penal institution (e.g., jail, work-
house, house of detention, or prison),
or other institution (e.g., a2 hospital)
by virtue of a sentence uinder 2 crimi-
nal or civil statute, or awaiting ar-
raigunment, commitment, trial or sen-
tencing under such a statute, or by
virtue of statutes or cormmitment pro-
cecdures which provide alternatives to
criminal prosecution or incarceration
in a penal facility.

(d) An “institutional review commit-
tee” means any beard, committee, or
other group formally designated by in-
stitution for the purposas of reviewing
ciinical investigations or other types of
biomedical research invelving humans
as subjects, approving the initiation of
such investigations or research, over-
seeirg the conduct of such investiga-
tions or research, and/or terminating
or suspending such investigations or
research, when necessary for the pro-
tection of subjects. The term has the
same meaning as “institutional review
board” in other Department regula-
tions. .

{e) “Investigational device” means a
device that is used in an investigation-
al study involving human subjects,
where the purpose of the study is to
determine whether the device is safe
and/or effective.

(f) “Investigational plan” means a
plan or protocol for using an investiga-
tional device in an investigational
study where such plan or protocol
meets the requirements of § 812.25.

(g) “Investigational study” means a
study involving human subjects when
the study is for the purpose of deter-
mining whether a device is safe and/or
effective.. An- investigational study is
considered a clinical investigation for
purpeses of Part 52 of this chapter.

(h) “Investigator” means an individ-

ual who actually conducts an investi-

gational study, i.e., under whose immae-
diate direction - the investigational
device is administered or dispensed to,
or used involving, a subject.

(i) “Monitor,” when used as a noun,
means a designated individual selected
by a sponsor or contract research or-
ganization to oversee the progress of
an investigational study. The monitor
may be a full-time employee of a spon-
sor or contract research organization
or a consultant to the sponsor or con-
tract research organization. “Moni-
tor,” when used as a verb, means the
act of overseeing the progess of an in-
vestigational study in accordance with
§ 52.29 of this chapter. .

(i) “Person” includes an individual,
parinership, corporation, association,

scientific or academic establishment,
government agency or orzanizational
unit thereof, and any other legal
entity.

(k) “Sponsor’” means a person who
initiates a clinical {nvestigation, but
who does rot actually conduct the in-
vestigation, i.e., the investigational
device is administered or dispensed ta
or used involving a subject under the
immediate direction of another indi-
vidual. A person other than an individ-
ual (e.g.. corporation or government
agency) that uses one or more of its
own employees to conduct a clinical in-
vestigation it has initiated is consid-
ered to be a sponsor (not a sponsor-in-
vestigator), and the employees are
considered to be investigators.

(1) “Sponsor-investigator” means an
individual who teth initiates and actu-
ally conducts. alone or with oiners, an
investigational study, i.e., under whose
immediate direction the invesstization-
al device is administered or dispensed
to, or used involving, a subject. The
term does not include any person
other than an individual, e.g., corpora-
tion or agency. The oblizations or a2
spousor-investigator under this part
include those of an investigator.

(m) “Subject” means an individual
who is or becomes a participant in an
investigational study, either as a re-
cipient of the investigational device or
as a control. A subject may be either a
human being in normal health or a pa-
tient to whom the investigational
device might offer therapeutic benefit
or as to whom it might provide diag
nostic information. Fa
- (n) “Substantial risk” is a risk that
may result in death or may produce :
morbidity (including disfigurement,
permanent injury, or- interference
-with the capacity to continue employ-
ment), require operation or recopera-
tion, require extension of hospitaliza-
tion (beyond that expected for the
condition being treated), require reho-

- spitalization, or cause increased inva- .
lidism; or, at the least, produce moder-
ate personal discomfort and the need
for extensive outpatient medical care.

(0) “Low risk” means a risk other

. than 2 substantial risk. It includes a

_ situation in which no risk is presented,
ie., there is no possibility of injury to
a subject’s health or his or her rights.

. (p) “Tranpsitional pericd” applies
only to those devices (other than de-
vices that were regarded as new drugs
or antibiotic drugs) which (1) were
either in commercial distribution
before May 28, 1976, or are judzed by
the Food and Drug Admiristration to
be substantially equivalent to a device
in commerical distribution before that
date, and (2) are classified in class III
under section 513(d) of the act. The
transitional period for a particular
device extends from May 28, 1978, to
either (i) the last day of the 30th cal-
endar month after the date the classi-
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lishment, or device manufacturer. “¥Fa-
cility” as used in section 520(g) of the
act is synonymous with the term “in-
stitution” for purposes of this part.

) “Institutionalized subject”
means: :

(1> A human subject who is volun-
tarily confined for a period of more
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sor or contract research organization
or a consultant to the sponsor or con-
tract research organization. “Moni-
tor,” when used as a verb, means the
act of overseeing the progess of an in-
vestigational study in accordance with
§ 52.29 of this chapter. .

(i) “Person” includes an individual,
partnership, corporation, association,
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the F'osod and Drug Administration to
be substantially equivalent to a device
in commerical distribution before that
date, and (2) are classified in class III
under section 513(d) of the act. The
transitional period for a particular
device extends from May 28, 1978, to
either (i) the last day of the 30th cal-
endar month after the date the classi-
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ficationof that device into class III be-
comes effective, or (ii) the 90th day
after the date a regulation requiring
the submission of a premarket approv-
al application with respect to that
device is promulgated, whichever
occurs iater.

(g) “Vital investigational device”
means a device intended to support or
sustain life or intended for surgical im-
plant into the body (or a diagnostic
device, e.g., an in vitro diagnostic prod-
uct, which provides data which might
reasonably be considered life support-
ing or vital to the care of the subject),
or a device whcse failure could result
in permanent injury to the subject.

(r) “Nonvital investigational device”
refers to any device other than a vital
investigational device.

§812.5 General quslifications ior an eX.
embstion.

A shipment of an investigational
device is exempt from any or all of the
otherwise applicable requirements of
the act enumerated in §812.1(¢) if.all
cf the following conditicns are met:

(a) The label of the device bears the
following: The name and piace of busi-
ness of the manufacturer, packer, or
distributor in accordance with 3801.1
of this chapter; the quantity of con-
tents; and the following statement (or,
where appropriate, a statement pre-
scribed in §809.10(¢c) of this sub-
chapter for an in vitro diagnostic prod-
uct): “Caution—Investigational device.
Limited by Feceral (or United States)
law to investigational use.”

(b) The labeling of the device is not
false- or misleading in any particular,
does not represent that the device is
safe and/or effective for the
purpose(s) for which it is being investi-
gated, and describes all relevant haz-
ards, contraindications, adverse ef-
fects, interfering substances or de-
vices, and precautions suggested by
prior investigations and experience
with the investigational device or a.ny
related device.

(c) If the shipment is for an mvsti-
gational study involving human sub-
jects:

(1) An application for investigational
device exemption (or notification) cov-
ering that shipment was submitted by
the sponsor under Subpart B of this
part.

(2) The requisite time has elapsed
following the date of receipt of the ap-
plication (or notification) by the Food
and Drug Administration to permit
the investigational study to begin
under §§ 812.20(c) or 812.30(b), or the
Commissioner has approved the appli-
cation where required by §812.30
(aX(2).

(3) The Commissioner has not disap-
proved the applicaticn (or notifica-
tion) or withdrawn the exemption.

(4) Each shipment of the device is .

made in accordance with the commit-
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ments in the application (or notifica-
tion) and any conditions imposed in
the Commissioner’s approval pursuant
to § 812.30.

(3) The sponsor has complied with
the requirements of this part and Part
52 of this chapter; any institutional
review committee that is to review and
approve the investigational study for
which shipment is made has complied
with Food and Drug Administration
regulations regarding standards for
such committees; and the
investigator(s) to whom the shipment
is to be made has complied with Food
and Drug Administration regulations
regarding the obligations of clinical in-

. vestigators.

(d) If the shipment is intended
solely for tests in laboratory animals,
or for other tests that do not involve
human subjects, the reguirsments of
Subpart H of this part and applicable
requirements in Part 58 of this chap-
ter nave been met. .

(e) If the snipment is to be imported
into or exported from the United
States, the requirements of §812.19
have been met.

§812.10 Petitions for waxver of reqmre~
ments.

(a) Any person subject to any re-
quirement under this part may peti-
tion the Commissioner for a waiver of
such requirement. Such a petition
shall be submitted in accordance with
§10.30 of this chapter and shall set
forth the basis for the petitioner’s
belief that compliance with the re-
quirement is not necessary to achieve
the objectives of this part and, where
appropriate, any alternative means to
achieve the objective of the require-
ment from which the waiver is sought.

(b) The Commissioner may, at the
Commissioner’s discretion, grant a pe-
tition for a walver submitted under
this section if he finds that compli-
ance with the requirement from which
the waiver is sought is not necessary
to achieve the objectives of this part
and, where appropriate, that the pro-
posed alternative means will acheive
the objective of the requirement froor
which the waiver is sought.

. {c) The person who submiis a peti-
tion under this section shall continue
to be subject to the requirement from
which the waiver is sought unless and
until the Commissioner grants the pe-
tition.

§812.12 Information prenonsly submit-
ted.

‘Wherever this part requires tne sub-
mission to the Food and Druz Admin-
istration of information or data that
were previously submitted in accord-
ance with this part or other parts of
this chapter, the information or data
need not be resubmitted but may be
incorporated by reference.
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$812.19 Requirements aﬁplicable to im-
porters and exporters of investigational
devices. -

(a) Any person who imports or offers
for importation into the United States
an investigational device shall assure
that all of the following requirements
are met:

(1) The labeling of such device com-
plies with § 812.5 (a) and (b).

(2) If the device is for an investiga-
tional study involvinz human subjeets:

(i) The importer of such shipment is
an agent in the United States of the
foreign exporter or is the uliimate .
consignee, and the {oreign exporter or
the uliimate consignee has, before
such shipment, completed and submit-
ted to the Food and Drug Administ
tion an application for an investiga-
tional device exemption in accordance
with § 812.21 or, when permitted, 2 no-
tification in accordance with §812.20
and acts as the sponsor of the invasti-
gational study to assure comrpliance
with applicable requirements of this
chapter.

(ii) The requisite time has elapsed
following the date of receipt of the no-
tification or application by the Food
and Drug Administration to permit
the investigational study to begin
under §§ 812.20(c) or 812.30(b), or the
Commissioner has approved the a2ppli-
cation, where required by
§812.30(aX2).

(iii) The Commissioner has not dis-
approved the application (or notifica-
tion) or withdrawn the exemption

(b) (1) A device exported from the
United States to a foreign country
that does not comply with require-
ments of the Act shall not be deemed
adulterated or misbranded if:

(i) The device conforms to the speci-
fications of the foreign purchaser.

(ii) The device complies with the
laws of the country to which it is
being exported.

(iii) The label on the outside of the
shipping package indicates that the
device is intended for export.

(iv) The device is not sold or offered
for sale in domestic commerce.

(v) Tke device complies with any ap-
plicable requirements of paragraph
(b)(2) of this section.

(2) If the following requirement.s in
addition to the requirements of para-
graph (b)X1) of this section are met,
any person may export from the
United States for an investigational.
study involving human subjects a
device that is subject to a performance
standard in effect under section 514 of
the act and that does not comply with
such standard; or that is required to
have in effect an aprroved application
for premarket approval under section
515 of the act, and that is not current-
1y subject to a transitional period, and
that does not have in effact an ap-
proved application; or that is subject
to an exemption under this part from
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Commissioner has approved the appli-
cation where required by §812.30
(aX(2).

(3) The Commissioner has not disap-
proved the applicaticn (or notifica-
tion) or withdrawn the exemption.

(4) Each shipment of the device is .

made in accordance with the commit-

vouse T - 4

‘Wherever this part requires the sub-
mission to the Food and Drug Admin-
istration of information or data that
were previously submitted in accord-
ance with this part or other parts of
this chapter, the information or data
need not be resubmitted but may be
incorporated by reference.

the act and that does not comply with
such standard; or that is required to
have in effect an approved application
for premarket approval under section
515 of the act, and that is not current-
1y subject to a transitional period, and
that does not have in effect an ap-
proved application; or that is subject
to an exemption under this part from
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sections 514 or 515 of the act; or that

.is subject to a banned device regula-

tion under section 518 of the act:

(1) The exporter or any other person
obtains documentation from the gov-
ernment of the foreizn country that
the exsort of the device to that coun-
try is appreved by such government
based upon adequate information
about the device.

(ii) The exporter or other person
submits to the Bureau of Medical De-
vices, Document Control Center
(HF¥K-20), Food and Drug Administra-
tion, 8757 Ceorgia Avenue, Silver
Soring, Md. 209190, a copy of this docu-
mentation, an explanation of why the
proposed export of the device is not
conirary to public health and safety,
and a request for a determination that
the export is not conirary to public
health angd safasty.

(iii) The Commissioner has deter-
mined that the expcr: of the device to
the foreign country is not contrary to
the public health and safety and has
notified the exporter or other person
of this determination.

{3) The Commissioner may by order
disapprove the export of the device
under this section if he determines
that such export is contrary to the
public health and safety. Such an
order may provxde that export will be

permitzed if there is compliaace with
t’us part.

Subpaort B—Notifications and Applications for
Examption for Investigatienal Studies In-
volving Human Subjects

§ 812.20 Notification.

(a) When submiited. (1) Except as
provided in §812.21(a) (ii) and (lii), a
notification shall be submitted when:

(i) A vital investigational device is to
be used in an investigational study
that presents low risk to human sub-
jects, or

(i) A nonvital investigational device

is to be used in an investigational-

study.

(2) The sponsor of a study described
in paragraph (a)}1) of this section
shall submit to the Food and Drug Ad-
ministration three copies of a complet-
ed “Notification of Intent to Investi-
gate a Device” and of all materials re-
quired by paragraph (b) of this section
to accompany such a notification,
bound and contained in volumes of
reasonable size, by registered mail or
hand delivery to the Bureau of Medi-
cal Devices, Document Control Center
(HFK-20), Food and Drug Administra-
tion; 8757 Georgia Avenue, Silver
Spring, Md. 20910. The outside wrap-
per shall be labeled “Notification of

tent to Commence Testing an Inves-
tigational Device.” Any subsequent re-
ports and correspondence concerning
an application shall be submitted in
triplicate by registered mail or hand
delivery to this address.
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tion; 8757 Georgia Avenue, Silver
Spring, Md. 20910. The outside wrap-
per shall be labeled “Notification of

tent to Commence Testing an Inves-
tigational Device.” Any subseguent re-
ports and correspondence concerning
an application shall be submitted in
triplicate by registered mail or hand
delivery to this address.
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(b) Contents. A notification shall in-
clude the name and address of the
sponsor, the name and description of
the investigational device; a summary
of the investigational plan; location(s)
of the study; an agreement to comply
with Subpart C of this part and Part
52 of this chapter; written procedures
established by the sponsor ior moni-
toring the investigational study under
Part 52 of this chapter (unless the
study involves a sponsor-investigator
who is the only investigaior); institu-
tional review committee(s) approval of
the study in accordance with §52.25 of
this chapter and agreement to comply
with Food and Drug Administration
regulations on institutional review
comrmittees; a statement from each in-
stitutional review committee involved,
sigmed by the chairman, assessing
whether the device is vi ta.l or nonvital
and the degree of risk to which the
subjects will be exposed; and, in ac-
cordance with §812.21(bX7), the
name(s) of investigators and the agree-
ment of each investizator to comply
with Food and Drug Administration
regulations regarding obligations of
clinical investigators. A notification
shall be signed by an authorized repre-
sentative of the sponsor.

(c) FDA review. After receipt of a no-
tification, the Food and Drug Adminis-
tration will send the sponsor a letter
as soon as possible informing the spon-
sor of the date of receipt.

(2) The procedures in §§812. 30
through 812.35 for approval or disap-
proval of an application for an investi-
gational device exemption and for
withdrawal of an exemption shall
apply to a notification, except as pro-
vided in paragraph (d) of this section.

(d) When siudy may begin. Where
the sponsor states that a nonvital in-
vestigational device is to be used in an
investigational study that presents low
risk to human subjects, and the Food
and Drug Administration’s letter in-
forming the sponsor of receipt of the
notification does not also inform the
sponsor that an application is required
rather than a notification, the exemp-
tion takes effect and the study may
begin after the sponsor’s receipt of the
letter. Otherwise the exemption does
not take effect and the study shall not
begin until the notification is ap-
proved or deemed approved under
§812.30.

(e) Other requirements. Require-
ments in this subchapter (other than
§812.21) applicable to an application
for investigational device exemption
shall apply to a notification. Require-
ments in this subchapter for sponsors,
investigators, and institutional review
of clinical investigations apply to stud-
ies under an investigational devices ex-
emption obtained under this section
by a notification. . _

§812.21 Application.

(a) When submitted. (1) An applica-
tion shall be submitted when:

aemvanve ams vesias LlMwArwLSA AUL IMNUVAIIVLD,

investigators, and institutional review
of clinical investigations apply to stud-
ies under an investigational devices ex-
emption obtained under this section
by a notification. . _

§812.21 Application.

(a) When submitled. (1) An applica-
tion shall be submitted when:

(i) A vital investigational device is to
be used in an investigatiopal study
that presents substantial risk to
human subjects;

(ii) A sponsor of a study described in
§812.20(a) elects to submit an applica-
tion instead of a notification; or

(iii) The Food and Drug Administra-
tion notifies the spomsor under
§812.20(d) that an application is re-
quired.

(2) The sponsor of an investigational
study described in paragraph (2X1) of
this section shall submit o the Food
and Drug Administration a corpleted
“Application for an Investizational
Device Exemption” that has been
signed by an authorized representative
of the sponsor. Three copies of the ap-
plication and any material required to
accompany the appiication, tound and
contained in volumes of reasonadie
size, shall be submitted by registered
mail or hand delivery to the Bureau of
Medical Devices, Document Control
Center (HFX-20), Food and Drug Ad-
ministration, 8757 Georgia Avenue,
Silver Spring, Md. 20910. Any subse-
quent reports, any correspondence
concerning an applicaticn and any
supplemental application submitted
under § 812.39 also shall be submitted
in triplicate by registered mail or hand
delivery to this address. The outside
wrapover of any application or supple-
mental application shall include the
statement “Application or Supplemen-
tal Application for Investigaticn
Device Exemption” and the outside
wrapper of any reports or correspon-
dence shall include the statement “Re-
garding an Investigational Device Ex-
emption.”

(b) Contenis. An application for an .

investigational device exemption shall
include: the sponsor’s name, address,
telephone number, the name of the
sponsor’s representative to whom com-
munications should be sent, the
location(s) where the study will be
conducted, and the Iouowmg informa~
tion:

(1) The best available descriptive
name of the device and a brief state-
ment of its intended use(s) and how it
is to be used.

(2) A dmnption ‘of the important
components, ingredients, and proper-
ties and a description of the
principle(s) of operation of the device
and any anticipated changes in the
device that may occur in the course of
the study, in enough detail so that a
scientist or physician familiar with the
general type of device, but not neces-
sarily an expert with regard to the
specific device, can make a knowledge-
able judgment about the anticipated
safety and effectiveness of the device
in the proposeqd investigational study.

(3) A description of those methods,
facilities, and controls used for the
manufacture, processing, packing,
storage, and, where appropriate, in-

2
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sarily an expert with regard to the
specific device, can make a knowledge-
able judement about the anticipated
safety and effectiveness of the device
in the proposed investigational study.
(3) A description of those methods,
facilities, and controls used for the
manufacture, processing, packing,
storage, and, where appropriate, in-
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stallation of the device, in enough
detail so that a person generally famil-
iar with the manufacture of the gener-
al type of device can make a knowl-
edgeable judgment about the safety
and effectiveness of the device in the
proposed investigational study.

(4) (i) A statement by the sponsor
which tells the location of each insti-
tutional review committee that is to
review a portion of the study (see
§812.42) and indicates that each com-
mittee has received a copy of an inves-
tigational plan (that meets the re-
quirements of $312.25), a report of
prior investigaticrs of the device (that
meets the requirements of §812.27),
and any separate protocols or other
materials required by such committee,
and a statement that the commitiee(s)
has approved the study.

(ii} If the study or any portion of the-

study is not to be reviewed by an insii-
tutional review commitiee at one or
more locations where the study is to
be conducted, a request for waiver-of
the institutional review requiremert
of §812.42 that includes the sponsor's
explanation (and supporting data) of
why a commiitee is not necessary
either for protecting the subjects or
for ensuring the reliability of the sci-
entific data.

(iii) A copy for the Food and Drug
Administration of the investigationai
pian (that meets the requirements of
§ 812.25), the report of prior investiga-
tions of the device (that meets the re-
quirements of § 812.27), and any sepa-
rate protocols or other materials sub-
mitted to an institutional review com-
mittee.

(5) A statement from every institu-
tional review commitiee involved in
the study, signed by the chairman,
that the committee has approved the
investigational plan and has reviewed
the report of prior investigations of
the device, that the committee will
review the study, in accordance with
Food and Drug Administration regula-
tions on institutional review, for its
duration periodically at intervals ap-
propriate to the degree of risk but not
to exceed 1 year, and that it will
review reports of unexpected adverse
effects on a timely basis for the pur-
pose of determining whether the study
should be continued.

(8) A copy of all forms and informa-
tional materials to be given to human
subjects including those to be used to
obtain informed consent as required
by Subpart F of this part. (The copy
may be appended to the investization-
a.l plan.)

(7) A copy of the agreement(s),
which includes a statement of the in-
vestigator’s
comply with Food and Drug Adminis-
tration regulations regarding the obli-
gations of investigators, signed by
each investigator who will be taking
part in the investigationai study as re-
quired by § 812.43(b).

curriculum vitae, to
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(8)(i) A copy of all informational ma-
terial, including labeis and other label-
ing. Such informational material shall
meet the requirements of § 312.5.

(ii) Except where the application is
submitted by a sponsor-investigator
who is the only investigator, a descrip-
tion of the scientific training and ex-
perience that the sponsor considers
appropriate to qualify individuals as
suitable experts to . investigate the
safety and effectiveness of the device,
in view of the investigational pian, the
report of prior investigations of the
device, and what is known about the
device.

(iii) Except where the application is
submitted by a sponsor-investigator
who is the only investigator, written
procedures established by the sponsor
for monitoring the investigational
study in compliance with Part 52 of
this chapter.

(iv) The name and a summary of the
training and experience of the
monitor(s) of the study under §§ 52.28
and 52.29 of this chapter.

(9) A statement to the best of the
sponsor’s knowledge as to whether any
institutional review committee has
ever disapproved or terminated any in-
vestigational study of the device and
the reasons for such action.

(10) A statement that the sponsor
will comply with the requirements ap-
plicable to sponsors under this chap-
ter.

(11) A statement by a sponsor noti-
fying the Food and Drug Acdministra-
tion of his intent, if any, to charge in-
vestigators and subjects for the device.
(The Food and Drug Administration’s
failure to object to such a statement in
an application is not authorization to
begin commercial d.lstribution of the
device.)

€12) A statement by the sponsor of
the reasons for requesting a waiver of
the requirement that a study shall not
begin before the expiration of 30 days
after the Food and Drug Administra-
tion has received an application meet-
ing the requirements of this subpart,
if such a waiver is requested.

(13) An environmental analysis
report meeting the requirements- of
Part 25 of this chapter when request-
ed by the Food and Drug Administra-
tion after receipt of an application
under this section.

(14) Any other information relevant
to review of the applications, required
by the Food and Drug Administration
to be submitted. :

(c) The sponsor may refuse to pro-
vide any information required by the
Food and Drug Administration under
paragraph (b)(14) of this section and
treat the request as a disapproval of
the application for purposes of rxe-
questing a hearing under §812.30. In
the event a sponsor fails to respond to
a request for information within the
time prescribed in the request, the
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Food and Drug Admmbtratxon may
treat the application as withdrawn
and so notify the sponsor.

§ 31225 Investigational plan.

(3) The investigational plan for the
investigational study of . device shail
include the following:

(1) A statement of the ntended use
of the device;

(2) A general outline ¢{ the plan and
any anticipated or forese: able changes
or variations in the plan that may be
made based on experience ga.med in
the study;

(3) A statement describing the objec-
tives of the investigational study;

(4) A justification for commencing
the study, taking into account the
report of prior investigations of the
device;

(5) The expected duration of the in-
vestigational study;

(6) Identification of the investigator
or- investigators, the facilities where
the study will occur, and any institu-
tional review committees that will su-
pervise the study;

(7) The patient population in which
the device will be used (in terms of
age, sex, and condition) and the size of
such population;

(8) A justification for using such pa-
tient population and of the size of
such population;

(9) A description of records to be
maintained, and the reports to be
made, by the investigator(s) and the
sponsor to assure compliance with the
plan and enable the progress of the in-
vestigation and the safety and effec-
tiveness of the device to be reviewed
by the sponsor, any institutional
review committee, and the Food and
Drug Administration;

(10) The plan for obtaining informed
consent from subjects, includicg
copies of all forms and informational
materials to be provided to subjects;

(11Y A description of the important
components, ingredients, properties
and principle(s) of operation of the
device in accordance with
§812.21(bX2) and of any anticipated
changes in the device that may occur
in the course of the study. :

(b) The procedures and conditions in
the investigational plan may vary de-
pending on (1) the scope and duration
of the investigational study, (2) the
number of human subjects who are to
be involved in the study, (3) the need
to permit changes to be made in the
device during the study conducted in
accordance with the plan, and (4) the
purpcse of the study, e.g., whether the
study is designed for the purpose of
deveioping data to obtain approval for
the commercial distribution of the
device.

(¢) Where an investigational study is
for the purpose of developing data to
obtain premarket approval of the
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“(7) A copy of the agreement(s),
which includes a statement of the in-
vestigator’s curriculum vitae, to
comply with Food and Drug Adminis-
tration regulations regarding the obli-
gations of investigators, signed by
each investigator who will be taking
part in the investigationai study as re-
quired by § 812.43(b).

vide any information required by the
Food and Drug Administration under

" paragraph (b)(14) of this section and

treat the request as a disapproval of
the application for purposes of rxe-
questing a hearing under §812.30. In
the event a sponsor fails to respond to
a request for information within the
time prescribed in the request, the

accordance with the pla.n. and (4) the
purpcse of the study, e.g., whether the
study is designed for the purpose of
deveioping data to obtain approval for
the commercial distribution of the
device.

(¢) Where an investigational study is
for the purpose of developing data to
obtain premarket approval of the

FEDERAL REGISTER, VOL. 43, NO. 93—FRIDAY, MAY 12, 1978



20752,

device, the Food ard Drug Adminisira-
tion will not ordinarily regard an in-
vestigatioral plan as providing data
that will support an applicacion for
such’ approval unless it provides for
more than one independent qualified
investigator to study an aaequate
number of subjects in accordance with
this chapter.

(d) Any summary of an investiga-
tional plan required under 3§312.20 or
812.21 shall inclucde an adequate and
accurate summary of each of tne ele-
menis of an investigational plan under
paragragh (3 of t1is secticn.

(2) The investigational plan may
provide for additional animal tests to
be made during toe course of the
study. .

§ 812.27 Report of prior investizations of
a device. ‘

(a) The report of priorinvestizations
of a device, to be submitted to an insti-
tutional review committee and to the
Food and Drug Administration, shall
include information concerning prior
investigations of the device that is ade-
quate to justify the clinical testing in-
volving human subjects as proposed in
the investigational plan under § 812.25.

(b) The report of prior investigations
of a device shall includer

(1) A bibliography of any publica-
Tivns relevant to the invescigational
study and copies of the significant
pubiications both adverse and support-
ing.

(2) Any other unpublished informa-
tion available to the sponsor, both
supporting and adverse; information
relating to nonclinical investigations
of the device, including approvpriate
tests in animals and tests in vitro, and
prior clinical investigations of the
device or clinical experience with the
device from commercial marketing,
wheiher in the United States or in for-
eign countries, 4n suificient detail so
that a scientist or physician familiar
‘with the geperal type of device, al-
though not necessarily an expert with
regard to -the specific device, could
maXxe a knowledgeable judgment about
the safety and efffectiveness of the
device in.the proposed investigational
study.

(3) If information on nonclinical in-
vestigations is provided and the device
is subject to the good laboratory prac-
tice regulations in Part 58 of tais
chapter, either a statement that all
nonclinical investigations have been
conducted in compliance with such
regulations or, if such investigations
have not been conducted in compli-
ance with such regulations, a detailed
description of all differences between
the practices used in the investigations
and those required in the regulations.

(c) Prior investigations of a device

shall not be considered adequate to .

justify an investigational study involv-
ing human subjects unless the condi-
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ions (except for the subjects involved)

of the prior investizations of the
device are comparable to the condi-
tions of the proposed investigational
study.

(d) Zxcept where tests on laboratory
animals would be unnecessary, e.g.,
where in the judgment of the institu-
tional review committee and the rFood
and Drug Administration there have
been adequate in vitro tests or there is
a.mple literature concerning prior clini-
cal investigations or cliinical experi-
ence, prior investigation of a device
will be considered adeguate to justify
the investigational use of the device in
hurnan subjects only if:

(1) The device has been tested in lab-
oratory animals and these tests show
that it is reasonably safe to begin an
investigational study invoiving human
subjects; and

(2} The report of prior mvestxganons
of the device provides sufficient de-
tails concerning such investigations to
permit scientific evaluation.

(e) Where the device consists of sev-
eral components or ingredients that
may have a significant effect on the
safety or effectiveness of the device,
and information concerning such com-
ponexnis or ingredients is needed to
justifz the investigational use of the
device in human subjects, the report
of prior investigatiions oif a device shail
inciude a summary of the same type of
information relating to these compo-
nents and ingredients required for the
device by paragraph (b) (1) and (2) of
this section. -

§81220 Food and 6mg Administration
review of and action on an application.

(a) Upon receipt of an application
for an investigational device exemp-
tion submitted in accordance with this
subpart, the Food and Drug Adminis-

ticn will notify the sponsor of the
date of such receipt and inform the
sponsor that the investigational study
may not begin: -

(1) Tntil 30 days after the date of re-
ceipt of the application by the Food
and Drug Administration, unless the
agency has decided to waive the 30-

. day time requirement and so informs

the sponsor;or " .- -~ -

(2) In the case of an apchation for
an exemption from the banned device
provisions of sections 516 of the act,
until the Food and Drug Administra-
tion approves the application under
this paragraph and notifies the spon-
sor of the approval.

(b) An application for an investiga-
tional device exemption (other than
an application described in paragraph
(a)(2) of this section), shall be deemed
to be approved on the 30th day after
regeipt of the application by the Food
and Drug Administration unless, on or
before such day, the Commissioner
finds that the application does not
meet the requirements of this part

and other provisions of this chapter
concerning clinical investigations (e.g.,
Part 52 of this chapter) and by order
disapproves the application for any of
the grounds in paragraph (c) of this
section and states his reasons therefor,
or finds the appiication deficient and
requests additional information, or
suggests revisions. If thke Commission-
er requests additional information or
suggests revisions. the sponsor may
treat the application as disapproved-
for purposes of requesting a regula-
tory hearing under Part 15 of this
chapter. The Commissioner may ap-
prove an application with modifica-
tions, 2.g., subject to conditions.

(c) The Commissioner may by order
disapprove an application if he makes
any of the followirg findingzs:

(1) The application cvntains an
untrue staiement of a material fact or
omits material information required
by §§812.20 or 812.21.

{2) The report of prior investigations
of the device is inadequate to support
a conclusion that it is reasornably safa
to begin or continue the propeosed in-
vestigational study.

(3) There is reason to believe that
the device may be unsafe or ineffec-
tive when used for the purpose or in
the manner for which it is to be inves-
tigated.

(4) The investigational plan  de-
scribed in the application is not a rea-
scnable plan. in whole or ix} part, for a
scientific investigation to determine
whether the device is safe or effective.

(5) The methods, facilities, and con-
trols used for the manufacturing, pro-
cessing, packing, storage, and, where
appropriate, installation of the device
do not adequately ensure the safety
and effectiveness of the device. .

(6) The sponsor’'s proposed use of
the device is not intended solely for an
investigational study because it is
being or is to be sold or otherwise com-
mercially distributed in a manner not

justified by the requirements of the .

investigational study and not permit-
tedbythlspartorPa.rt:‘»Zoithis
chapter.

(7) There has not been eompliance
with the requirements preseribed in
this part or applicable requirements in
Part 52 or other regulations in this
chapter regarding responsibilities of
sponsors, clinical investigators, and in-
stitutional review boards, respectively.

(8) The application contained a non-
clinical laboratory study of a device
that is subject to the good laboratory
practice regulations in Part 58 of this
chapter, and the study was not con-
ducted in compliance with such regu-
lations, or any differences between the
practices and in conducting the study
and those required in the regulations
were not described in detail.

(9) The proposed investigational
study subjects human subjects to
undue risks. In assessing risks, the
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icswiauuns or, I sucn investigations
have not been conducted in compli-
ance with such regulations, a detailed
description of all differences between
the practices used in the investigations
and those required in the regnlations.

(c) Prior investigations of a device

shall not be considered adequate to .

justiiy an investigational study involv-
ing human subjects unless the condi-

(b) An application for an investiga-
tional device exemption (other than
an application described in paragraph
(a)(2) of this section), shall be deemed
to be approved on the 30th day after
regeipt of the application by the Food
and Drug Administration unless, on or
before such day, the Commissioner
finds that the application does not
meet the requirements of this part

vasev s wuMITLL W WIS EU0OQ 1200rarory
practice regulations in Part 58 of this
chapter, and the study was not con-
ducted in compliance with such regu-
lations, or any differences between the
practices and in conducting the study
and those required in the regulations
were not described in detail.

(9) The proposed investigational
study subjects human subjects to
undue risks. In assessing risks, the
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Commissioner shall consider, among
other things, the factors enumerated
in §812.35(aX11).

(&) The Commissioner shall notify
the sponsor of an approval of an appli-
cation with modifications, of an ap-
proval under paragraph (a)2) of this
section, or of a disapproval. The notiri-
cation shall contain the order of ap-
proval or disapproval and a complete
statement of the reasons for the order.
A notification of approval with modifi-
cations or disapproval shall advise the
soonsor that the sponsor has recourse
io an opgorsunity for a regulatory
hearing under Part 18 of this chapter.

(e) The Commissioner may, in the
Commissioner’s discretion, decide not
to disapprove an application for which
there are grounds for disapproval if
the facts do not iead the Commission-
er to concluce that the risks cutweigh
the benefits to subjects, considering
the factors enumerated in
§812.35(a)(11).

(f) The Commissicner shall make
publicly availabie a summary of the
information on the safety and eifec-
tiveness of a device that was submitted
under this part and was the basis for
an order under paragraph (aX2) of
this section approving an exemption
from a banned device regulation or
under paragraph (¢) of this section dis-
appreving an application. The sum-
mary shall be made publicly available,
on request, upon issuance of the order
and shall include information on any
adverse effects of the device on
health.

§182.35 Withdrawal of an exemption.

(2) The Commissioner may by order
withdraw an exemption granted under
this part, if he makes any of the fol-
lowing findings:

(1) The application for such exemp-
tion or any subsequent report contains
an untrue statement of a material fact
or omits material information required
by this part (e.g., §§ 812.20, 812.21, or
812.39) or Part 52 of this chapter.

(2) The report of prior investigations
of the device is inadequate to support
a conclusion that it is reasonably safe
to continue the investigational study. .

(3) There is reason to believe that
the device may be or is unsafe and/or
ineffective when used for the purpose
or in the manner for which it is inves-
tigated.

(4) The investigational plan de-
scrited in the application or notifica-
tion is not a reasonable plan, in whole
or in part, for a scientific investigation
to determine whether the device is,
safe and/or effective.

(5) The methods, facilities, and con-
trols used for ithe manufacturing, pro-
cessing, packing, storage, and, where
appropriate, installation of the device
do not adequately ensure its safety
and effectiveness.

(8) The investigational study is not
being conducted in accordance with

PROPOSED RULES

the investigational plan submitted to
the Food and Drug Administration or
the institutional review committee; or
any change in or deviation from the
investigational plan was not approved
as required by § 812.39.

(7) The sponsor’s use of the investi-
gational device is not intended solely
for an investigational study, because it
is being or is to be-sold or otherwise
commercially distributed in 2 manner
not justified by the requirements of
the investigational study and not per-
mitted by this part or Part 52 of this
chapter.

(8) The sponsor has unduly pro-
longed an investigationa! study with-
out submitting an application for pre-
market approval of the device as re-
quired by § 812.46(d).

(9) The investigational study is not
being conducted in compliance with
the requirements oi this part or appli-
cable requirements of Parts 52, 54, or
56 of this chapter regarding responsi-
bilities of sponsors, clinical investiga-
tors and institutional review boards,
respectively.

(10) The application contained a
nonclinical Ilaboratory study of a
device that is subject to the good labo-
ratory practice regulations in Part 58
of this chapter, and the study was not
conducted in compliance with such
regulations, or any differences be-
tween the practices used in conducting
the study and those required in the
regulations were not described in
detail.

(11) The proposed investigational
study subjects human subjects to
undue risks. In assessing risks, the
Commissioner shall consider, among
other things, whether:

(i) The risks to the subject are so
outweighed by the sum of the poten-
tial benefits to the subject and the im-
portance of the knowledge to be
gained as to warrant- a decision to
allow the subject to accept these risks;

(ii) The rights and welfare of any
such subject will be or have heen ade-
quately protected;:

(iii) Legally effective mformed con-
sent will be or has been obtained by
adequate and appropriate methods in
accordance with the provisions of Sub-
part F of this part; .-

(iv) The conduct of the activity will
be or has been reviewed at timely in-
tervals by the institutional review
committee, the sponsor, or both.

(12) The process.of review or moni-
toring undertaken by the institutional
review committee that is menitoring
the study is inadequate.

(b) An order withdrawing an exemp-
tion shall include a complete state-
ment of the reasons for the Commis-
sioner’s action. Such order shall be
issued only after the sponsor has been
afforded an opportunity for a regula-
tory hearing under Part 18 of this

-chapter, except that the order may be
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issued before providing an opportunity
for sucn hearing if the Commissioner
determines that the continuation of
testing under the exemption concern-
ing which the order is to be issued will
result in an unreasonable risk to the
public heaith or safety.

(¢) The Commissioner may, in the
Commissioner’s discretion, decide not
to withdraw an exemption for which
there are grounds for withdrawal if
the facts do not lead the Commission-

.er to conclude that the risks outweigh

the benefits to subjects, considering
the factors in paragraph (a)11) of this
section.

(d) An exemption that has been
withdrawn under this section may be
reinstated if the sponsor satisfies the
Commissioner that the grounds for
withdrawal no longer apply.

(e) The Commissioner shall prepare
a supumary of the information on the
safety and effectiveness of a device
that was submitted under this part
and was the basis for an order under
paragraph (a) of this section with-
drawing an exemption that permitted
an investigational study of the device.
The summary shall be made publicly
available, on request, upon issuance of
the order and shall incilude informa-
tion on any adverse effects on health
of the device.

§ 812383 Coniidentiality of data and infor-
mation in an application.

(a) [Reserved]

(b) The availability for public disclo-
sure of all data and information in the
Food and Drug Administration file
concerning the application or notifica-
tion shall be handled in accordance
with the provisions established in
§ 314.14 of this chapter for the confi-
dentiality of data and information in
new drug applications.

(¢) Notwithstanding the provisions
of §314.14 of this chapter, the Food
and Drug Administration shall disclose
upon request to an individual on
whom an investigational device has
been used a copy of any adverse reac-
tion report relating to such 1nd1vidua.1
as a result of such use.

§81239 Supplemental apphechons and
submissions concerning applications.

(a) Except as provided in paragranhs
(b), (¢), and (d) of this section, infor-
mation contained in an application
submitted under §812.21 or notifica-
tion submitted under §812.20 may be
updated by means of a report to the
Food and Drug Administration under
§312.55.

(b)1) Whenever the sponsor or any
investigator participating in an investi-
gational study wishes to implement a
change in, or deviation from, the in-
vestigational plan submitted to the
Food and Drug Administration or an
institutional review commitiee that
may affect the validity of the study or
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safe and/or effective.

(5) The methods, facilities, and con-
trols used for the manufacturing, pro-
cessing, packing, storage, and, where
appropriate, installation of the device
do not adequately ensure its safety
and effectiveness.

(8) The investigational study is not
being conducted in accordance with

ATvicW UULLUINLLEE WAL 1S menmrornng
the study is inadequate.

(b) An order withdrawing an exemp-
tion shall include a complete state-
ment of the reasons for the Commis-
sioner’s action. Such order shall be
issued only after the sponsor has been
afforded an opportunity for a regula-
tory hearing under Part 16 of this

‘chapter, except that the order may be

r'ood and Drug Administration under
§ 312.55.

(b)1) Whenever the sponsor or any
investigator participating in an investi-
gational study wishes to implement a
change in, or deviation from, the in-
vestigational plan submitted to the
Food and Drug Administration or an
institutional review commitiee that
may affect the validity of the study or
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the rights or safety of the human sub-
jects under the criteria in paragraph
(0)(3) of this section, the investigator

shall obtain the vprior review and ap-.

proval of any institutional review com-
mittee involved in the study. If the
sponsor is amending an application
ratner than a notification, he skall
also submit to the Food and Drug Ad-
ministration a suppiemental applica-
tion describing the proposed change or
deviation and justification therefor.
T xcept as provided in paragraphn (bi2)
of this section. the sponsor shaill
submit the supplemental appilication
befcre the change or deviation is im-
plemented, with a copy of the approv-
al of the change or deviation by any
institutional review committee evi-
denced by a statemert irom the chair-
man. The sponsor siail not permit tha
change or deviation 0 be irmpiemented
unless and until the supoiemeantai ap-
plication is approved or-ceemed ap-
proved by the Food and Drug Admin-
istration under §812.30(b), except as
described in paragrapao (bX2) of this
saction.

(2) Wken a change or deviation is
necessary to eliminate or reduce an ap-
parent immediate hazard to the safety
oi a human subject who is aiready par-

ticipating in the investigaiional study,.

the investigator and the sponsor are
o0 required to compiy with the prior
approval requirements of paragraph
(b) 1) of this section. The investizator
shall instead notify any institutional
review committee of the change or de-
viation and the justification therefor
a5 soon as possible.but in no event
Iater than 5 days after the'change or
deviation has been implemented. The
sponsor shall instead notify the Fcod
and Drug Administration as soon as
possible but in no event later than 5
days after learning of the change or
deviation.

(3) The following changes in, or devi-
ations from, an investigational plan il-
lustrate some of the situations in
which prior review and approval are
required under paragraph (a) of this
section:

(i) A significant change in the ad.
ministration of, or.-where appropriate,
in the applicaiion or frequency of, or 2
change in the method of, administra-
tion or use of the investigational
device.

(i1 A significant change in the
number of subjects participating in
the study at one time or cumulartvely.

(i) The urilizaticn of subjects with
medical conditions unrelated to, but
possibly affecting, the scope or valid-
ity of the study, e.g., use of terminally
ill patients in an investigation unrelat-
ed to the terminal ilinesses.

(iv) The utllization of human sub-
Jjects who require special consicderation
or protection and who are not listed
specificaily in the plan, e.g., children,
pregnant womsen, or mentally disabled
individuals.
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possibly affecting, the scope or valid-
ity of the study, e.g., use of terminally
ill patients in an investigation unrelat-
ed to the terminal ilinesses.

(iv) The utllization of human sub-
jects who require special consideration
or protection and who are not listed
specificaily in the plan, e.g., children,
pregnant women, or mentally disabled
individuals.
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(v) The administration of concomi-
tant or concurrent therapy where it is
likely that an interaction or interfer-
ence with the investigational device
might occur.

(c) The sponsor shall submit to the
Food and Druz Administration the
signed stalements required under
$3812.43(b) and 812.21{bX5) for any
additional investigators and institu-
tlonal review committees who are
added to an investigaticnal study aiter
submission of a notification under
§812.20 or an application for an inves-
tizational device exemption under
§812.21(b). Any such additicnal state-
ment shall be submitted before an in-
vestigator may begin participation in
the investigational study except that:

{I) The sponsor may request Food
and Drug Administraticn approval to
add additional investizators to the
study by rapid communication tech-
niques before submitting the signed
statements.

{2) When there exists a life-threat-
ening situation that necessitates the
use of an investigationai device, prior
notification is not required.

(3) When a study is being conducted
under a notification pursuant to
§812.20, prior notification is not re-
quired, 2= =

(d) The sponsor shall submit to the
Food and Drug Administration any ad-
ditional forms, or revisions in forms,
or other informational materials to be
provided to human subjects and any
additional informational materials, or
revisions in such informational materi-
als, supplied to investigators, which
bad not previously been submitted to
the Food and Drug Administration.
The sponsor shall submit such forms
or materials to the Foced and Drug Ad-
ministration at the same time that
they are provided to investigators.

Subpart C—Sponsor Responsibilities in Investi=
gational Studies Involving Human Subjects
§812.40 General. S :
The requirements of this subpart are
applicable to sponsors of investigation-
al studies, including-sponsor-investiga-
tors, except as-specifically provided
otherwise in- this chapter, e.g.,
§ 812.2(e). Sponsors-also are subject to
other requirements- under this part
and Parts 52 and 58 of this chapter.

§812.42 Review of the investigational
study by the Food and Drug Adminis-
tration and the. institutional review
committee. ... ;.

(a) Before any human subject is al-
lowed, or requested formally to con-
sent to, participation in the investiga-
tional study, the sponsor shall ensure
the following: .-

(1) The requirements of §52.25 of
this chapter concerning assurance of
institutional review are met, where in-
stitutional review is required under

committee. . .. > ;.

(2) Beiore any human subject is al-
lowed, or requested formally to con-
sent to, participation in the investiga-
ional study, the sponsor shall ensure
the following: o

(1) The requirements of §52.25 of
this chapter concerning assurance of
institutional review are met, where in-
stitutional review is required under

paragraphs (b) through (d) of this sec-
tion. .

(2) The sponsor has both submitted
a notification or application for an in-
vestigational device exemption to the
Food and Drug Administration and oo-
tained an exemption from the Food
and Drug Administration in accord-
ance with §§ 812.20(4) or 812.30(b).

(b) Except as provided in paragraph
(d) of this section, the Food and Drug
Administration will not accept any no-
tification or application for an investi.
gational device ezemption unless the
investigatiopal study has been re-
viewed and approved, and remains sub-
ject to continuing review, by an insti-
tutional review committee meeting the
requirements of Food and Drug Ad-
ministration rezulations.

(c) Except as provided in paragraph
(d) of this section, the Food and Drug
Administration will not consider in
support of an apupiication for a re-
search oOr marketing bpermit (as de-
fined in §52.3(b) of this chapter) any
data or information that has been de-
rived frem an investigational study
unless that study had been zpproved
by, and was subject to initial and con-
tinuing review by an institutional
review committee meeting the require-
ments of Food and Drug Administra-
tion resulations. The determination
that an investigational study may not
be considered in support of an applica-
tion for a research or marketing
permit does not, however, relieve the
applicant for such a permit oi any ob-
ligation under any other applicable
regulation to submit the results of the
investigation to the Food a2nd Drug
Administration.

(d) (1) Except as provided in para-
graph (dX2) of this section, the Food
and Drug Administraticn may waive
the requirement for institutional
review on request of a sponsor of an
application for an investigational
device exemption (but not a notifica-

tion), if the Commissioner determines -

that the requirement is not necessary

either for protecting the subjects in-’

volved or for assuring the validity or
reliability of the scientific data. Any
applicant for an investigational device
exemption or other research or mar-
keting permit may include a request
for waiver, with supporting informa-
tion, in the application.

(2) The requirement for institutional
review will not be waived in any of the
following situations:

(i) When the clinical investigation
f‘xlvgva institutionalized human sub-
ects.

(ii) When the clinical investigation is
conducted on the premises of an insti-
tution that has an institutional review
committee meeting the requirements

of Food and Drug Administration reg-

ulations.

(iii) When the Food and Drug Ad-
ministration determines that the risks
to the subjects justify such review.

1978
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ects.

(ii) When the clinical investigation is
conducted on the premises of an insti-
tution that has an institutional review
committee meeting the requirements
of Food and Drug Administration reg-
ulations.

(iii) When the Food and Drug Ad-
ministration determines that the risks
to the subjects justify such review.
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§ il? 13 Selection of investigators.

(2) The sponsor shall select as inves-
tigators only individuals who, because
of their training or experience, qualify
2s suitable experts to investizate the
safety and effectiveness of the device
(in view of the investigational plan,
the report of prior investigaiions of
the device, and what is known about
the device) and who have the ability
and commitment to comply with the
investigational plan and Food and
Drug Administration regulations re-
garding the obligations of investiga-
tors.

(b) The sponsor shall obtain from
each investigator who will participate
in the investigational study a signed
statement for submission to the Food
and Drug Administration under
§3 812.20¢H) or 812.21(bX7), which in-
cludes the following information:

{1) A statement of the investigator's
education ang exgerience in sufiicient
detail to allow determiration of the in-
vestigator's qualifications for investi-
gating the device. Such statement
shall include:

(1) Colleges, universities, and medical
or other professional schools attended,
dates of attendance, degrees, and dates
on which degrees were awarded.

(ii) Postgraduate medical or other

professional training with dates,
names c¢f institutions, ard nature of
training.

(iii) Teaching or research experi-
ence, with dates, names of institutions,
and a brief description of the experi-
ence.

(iv) _Experience in medical practice
or other professional experience, with
dates, institutional affiliations, and
nature of practice or other profession-
al experience.

(v) A representative list of pertinent
medical or other scientific publications
of the investigator, with titles of arti-
cles, names of publications, and
volume, number, page, and date.

(vi) Specific experience with ‘the.

device to be investigated (when availa~
ble), including date, amount, and de-
scription of experience, inciuding the

name of the institutions where. mvesti-_

gated. -

(2) An agreement to comply with the <

investigational plan Food and Drug
Administration regulations regarding
the obligations of investigators, and
any conditions tor approval of an ap-

v‘*‘*;
e_dtvice mvolving human subjects
will be under the investigator’s super-
vision or under the supervision of an-
other investigator who is responsible
to him or her and who is nameqd by the,
investigator in his or her signed st3
ment under paragraph (bX(5) ¢
section.

6 whether an in-

vestxgatxonal st.udy or other research

Vil ¥4
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by such investigator has been discon-
tinued on the order of a sponsor, an
institutional review committee, or the
Food and Drug Administration.

(5) The name of a.ny other investiga-
tor who will part 1c1pa e in the investi-
gational study, who is under the inves-
tizator’s supervision, and who is re-
sponsible to him or her, with informa-
tion required in parazraph (b) (1), (2),
and (4) of this section.

§812.45 Control over the investizational
device; facilities,

The sponsor shall permit the investi-
gational device to be shipged only to
investigators. who have signed state-
ments which the sponsor has submit-
ted to the Food and Drug Administra-
tion under §§812.20(a), 812.21(hX(7) or
812.39(c), and tithe sponsor shall
comply with the requirements of Sub-

parts C and F of Part 52 of this chap--

ter.
§812.46 Monitoring the investigational
study.

(a) The sponsor (other than a spon-
sor-investigdtor who is the only inves-
tigator) shall comply with the require-
ments of §52.26 of this chapter in se-
lection of and directions to trained
and qualified individual(s) to monitor
the progress of the investizational
study. The monitor shall comply wit
the requirements of §52.29 of this
chapter.

(b) U the sponsor (cther than a
sponsor-investigator who is the only
investigator) discovers that any inves-
tigator participating in the investiga-
tional study has not compilied with the
requirements of this part, other Food
and Drug Adminisiration regulations
regarding the ocligations of investiza-
tors, or such investigator’s agreement
under §812.43(b), the sponsor saall
secure such investigator’s compliance
or discontinue shipments to such in-

vestigator. The sponsor may require -

such investigator to-make appropriate
disposition of the device in accordance
with §52.114 of this chapter and may
suspend or terminate any study being
performed by such Xnvestiga.tor for the

- sponsor.. -

(c) (1) The sponsorshall under*ake a
special investigation- whenever learn-
ing of any serious adverse eifect,
death, or life-threatening problem
that may reasonably be regarded as
device-related (i.e., caused by or associ-
ated with the investigational device)
and was not previously anticipated in
Rature, severity, or degree of incidence
the written information provided to
imvestigators. and to the Food and
Prug Administration by the sponsor
egarding the device. The sponsor
shall report the results of the special
investigation to other investigators,
and to the Food and Drug Administra-
tion under §812.55(d) within 10 work-
ing days after the sponsor learns of
the effect, death, or problem.

-~
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(2) Where the sponsor learns from
the special investigation that the seri-
ous agdverse effact, death, or medical
problem is device-reiated and presents
unreasonadle risk to subjects involved

in the study, the sponsor shall sus-
pend the study as soon as pessinie bub
in no event later than 5 working days
after suificient information is availa-
ble to warrant suspension, except that
if 2n ipstitutional review committee or
the Food 2nd Drug Administration has
ordered suspension by an earlier date,
this 2arlier date shall apply. Suspen-
sion of an investigational study is war-
ranted when the potential risks of con-
tinuation of the study outweigh the
possible benefits. Suspension of the in<
vestigational study for purposes of
this section means that no new sub-
jects may be added to the study, and
only tinose sucjects whose medical -
needs require the continued use of the
device may receive the device. Where
the Food and Drug Administration re-
gards a serious adverse effect, death,
or medical problem as device-related
and as presenting unreasonable risk to
subjects, the agency may order the
sponscr to suspend the study. The.
sponsor shall suspend the study as
soon as possible but in no event later
than the date prescribed in such re-
guest or order. Cnce the study heas
been suspended, the sponser shall not
resume the study wubout, the concur-
rence of the Food and Drug Adminis-
tration.

(d) A sponsor sha.u not unduly pro-
long an investigational study. Where
data are developed in the study which
would support submission of an appli-
cation for premarket apprroval of the-
device pursuant to section 515 of the
act, the sponsor shall either submit
sv..céx an application or dxscom,mue the
study. . -

" §312.47 Submitting information to investi-

g£3ators.

(a). The sponsor shall supply all in--
vestigators with copies of the investi--
gational plan required under §812.25,
the report of prior investigations of
the device required under §812.27, and
labeling (including labels) for the
device- which shail meet: the require-~ :
ments of §312.5(h).

(b) The sponsor shall nonfy ea.ch m-
vestigator oi the completion or discon-
tinuance of the investigational study
or the withdrawal of the exemption as
soon as possiole but in no event later
than 5§ workirng days after such action.

(c) The sponsor shall notify each in-
vestigator if an application for pre-
market approval of the device under
section 515 of the act is approved.

(d) This section does not apply to a
sponsor-investigator who is the only
investigator. .

§812.50 Promotion and sale of investiga-
tional devices.

(a) The spocnsor and any person

acting for or on behalf of the sponsor
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will be under the investigator’s super-
vision or under the supervision of an-
other investigator who is responsible
to him or her and who is named by the,
investigator in his or her signed st
ment under paragraph (bX5)
section.

market approval of the device under
section 515 of the act is approved.

(2) This section does not apply to a
sponsor-investigator who is the only
investigator. 3

iy uae WIitlen mniormation provided to
igvestigators and to the Food and
rug Administration by the sponsor
egarding the device. The sponsor
shall report the results of the special
investigation to other investigators,
his and to the Food and Drug Administra-
tion under §812.55(d) within 10 work-
ing days after the sponsor learns of
the effect, death, or problem.

§812.50 Promotion and sale of investiga-
tional devices.

(a) The spcnsor and any person

acting for or on behalf of the sponsor

whether an in-
‘vestigational study or other research

Ve ¥4
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snall comply with §52.118 of this
chapter and shall not commerciaily
distribute or test market an investiga-
tional device, until the device has been
approved for marketing for the pur-
pose for which it is being investigated.

(by Section 52.118 of this chapler
and parzagraph (a) of this section snalil
ot apply to lawful commercial ship-
ments of a device (other than a device
subject to section 520(1) of the act, i.e.,
a device the Food and Drug Adminis-
tration had regarded as a new drug or
antidiotic drug) that was in commer-
cial distribution before May 28, 1976
or taat is substantiaily equivalent to a
cdevice that was in commercial distri-
bution before such date, before the
device is classifiea under section 513(d)
of the act and any transitional period
for the device under section
S0L(fX(2XB) of the ac:i has expired.
Section 52.118 of this chapter and
paragraph (a) of ihis- seetion shall,
however, apply to shipments of the
device for investigational use.

(¢) The sponsor shall not commer-
cialize the device by charzing subjects
or investigators for an investigational
device if the Food and Drug Adminis-
tration finds the compensation to be
unreasonable in view of the manufac-
turing and other costs of the device
itself, and has notified the sponsor of
s {incding.

§812.55 Reporting to the Food and Drug
Adminisiration, maintaining recovds,
and permitting inspections.

(a) The sponsor shali maintain accu-
rate and adequate records for report-
ing to the Food and Drug Administra-
tion on the progress of the investiga-
tional study. These reports shall be
made al appropriate intervals not ex-
ceeding 1 year. Such reports shall in-
clude any significant findings of the
investigational study and any amend-
ments to the application or to previous..
reports that are necessary to Xkeep
them accurate and timely and that-
had riot been submitted to the agency
previously.

(b) The sponsor shall notify the
Food and Drug Administration of the
suspension, termination, completion or
discontinuance of the investigational
study within 30 working days and
shall make an accurate and adequate
final report to the agency on the study
within 6 months after the study is sus-
pended, terminated, completed or dis-
continued, or an exemption is with-
drawn.

(c) The sponsor shall notify the
Food and Drug Administration of any
request that investigators return, or
otherwise dispose of, any supplies of
the investigational device and of steps
taken to comply with §52.114 of this
chapter.

(d) The sponsor shall report to the
Food and Drug Administration any se-
rious adverse effect, death, or life-
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Food and Drug Administration of any
request that investigators return, or
otherwise dispose of, any supplies of
the investigational device and of steps
taken to comply with §52.114 of this
chapter.

(d) The sponsor shall report to the
Food and Drug Adminisiration any se-
rious adverse effect, death, or life-
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threatening medical problem that is
subject to the requirement of a special
investigation under §812.46(c) as soon
as possibie, but in no event later than
10 working days afier the sponsor
learns of the adverse effect, death, or
medical problem. Thne sponsor shall
submit the results of tiie special inves-
tigation as soon as possibie but in no
event later than 10 working days after
the special investigation is completed.
Such reports shall be accurate and
adequate in content.

(e) Tke sponsor shail submit to the
Food and Drug Administration a copy

-of a report of a determination by an

investigator under §812.123 that in-
formed consent cannot be obtained
from 3 subject or the subject’s legal
representative. Such report shall be
submz:tad as soon as rossible but in o
event later than 3 worixung days aiter
such report is recexved irom the inves-
O-ro-;-ﬁo-r

(f) The sponsor shall report to the
Food and Drug Administration any
discovery that an institutional review
committee is not compiying with its
agreement to review the study or with
applicable Pood and Drug Administra-
tion regulations.

(2) The sponsor shall retain a copy
of any application, report, or corre-
spondence that the sconsor submits to
the Food and Drug Administration
under this part. The sponsor shau
maintain copies of all communications
between the sponsor znd any commit-
tee or any investigator regarding the
study.

(h) A sponsor may withdraw from
the respornsibility for mzaintaining rec-
ords for the period of time required in
§52.195 of this chapter by transferring
custody to any other person who will
accept responsibility for the records,
e.g., a manufacturer who has acquired
the rights to the device. Notice of such
transfer shall be given to the Food and
Drug Administration.

(i) A sponsor shall permit an author-
ized employee of.the Food and-Drug
Admiristration, at reasonable times

- and in a reasonable manner, to inspect

any facilities where the investigational
device is manufactured, processeqd,

held, or used,.and.to inspect and copy -

any records of the sponsor concerning
the investigational study, including
any records required to be kept under
this chapter to which the sponsor has
the right to grant access. A sponsor
shall permit a representative of an in-

stitutional review, ccrmimittee that is

supervising all or any portion of an in-
vestigational study initiated by the.
sponsor, at reasonable times and in a
reasonable manner, to inspect and
copy any records of the sponsor rele-
vant to the responsibilities of the com-
mittee concerning. the investizational

study except trade secret or confiden- -

tial comumercial information that is
confidential as described in 21 CFR
20.61.

vestigational study initiated by the.

sponsor, at reasonable times and in a
reasonable manner, to inspect and
copy any records of the sponsor rele-
vant to the responsibilities of the com-
mittee concerning. the investigational

study except trade secrst or confiden- -

tial commercial information that is
confidential as described in 21 CFR
20.61.

(j) The Food and Drug Administra-
tion may require a sponsor to submit
to the agency any records concerning
the investigaiional study, including
any records required to be kept under
this chapter.

Subpart D—insiitutional Review Committee
[Reurvod]

Subpan E-tnvuhgchf Rospﬂmh-hhﬁ in ln-
vasiigational Siudies involving Human Sub=
iacts [Raserved]

Subpart F—informed Consent of' umon
Subjects

§812.120 General requirements of in-
formed consent.

(a) Except as provided in §812.123,

an investigator shall:

(1) Inform each human subject, or if
the subject lacks legal capacity, the
subject’s legai representative, that the
investigational device is being used for
research purposes.

(2) Provide each human subject, or
the subject’s legal representative, an
adequate explanation of pertinent in-
formation concerning the investiga-
tional device, including the informa-
tion required in §812.130.

(3) Obtain and document legally ef-
fective informed consent of such sub-
ject, or such subject’s legal representa-
tive.

(b) Informed consent shall be ob-
tained while the subject, or the sub-
ject’s legal representative, can exercise
free choice without undue inducement
or the intervention of any element of
force, fraud, deceit, duress, or other
forms of constraint or coercion.

(c) Informed consent shall be evi-
denced by a written agreement and
signed by the subject or tae subject’s
legal representative.

(d) The investigator shall maintain

copies of records required by this sub-
part for the time prescribed in § 52.195
of this chapter. o .

§812:123 Exception from requirement.

(a) The requirements of §812.120
shall not apply when:

(1) The investigator determines in
writing (i) that there exists a life-
threatening situation - involving the
subject which necessitates the use of
the investigational device, ({i) that it is
not feasible to obtain informed con-

sent from the subject, and (iii) that -

there is not sufficient time to obtain
such consent from the subject’s legal
representative.

{2) Such determination-has the con-
currence of a licensed physician not
involved in the testing of the device,
unless the investigator determines,
and documents these determinations,
that immediate use of the device is
necessary to save the life of the sub-
ject, that there is not sufficient time
to obtain such concurrence, and that
there is available no effective alterna-

1978

(2) Such determination-has the con-
currence of a licensed physician not
involved in the testing of the device,
unless the investigator determines,
and documents these determinations,
that immediaie use of the device is
necessary to save the life of the sub-
ject, that there is not sufficient time
to obtain such concurrence, and that
there is available no effective alterna-
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tive method of therapy that- is ap-
proved or generally recognized which
may save the life of the subject. These
determinations may be documented
before use of the device or within 5
working days after use.

(b 1If the investigator does not
obiain informed consent and uses the
investigational device in accordance
with the requirements of paragraph
(a) of this section, the investigator
shall maintain records of, and shall
report as soon as possible but in no
event later than 5 working days after
using the device, the determinations
required by parzgrazh (a) (1) and (2)
of this section to the sponsor, for sub-
mission by the sponsor to the Food
and Drug Acministration in accord-
ance with § 812.55, and to the commit-
tee.

§812.130 Elements of informed consent in
agreement.

(a) The investigator shall ensure

that the agreement to be signed under
§ 812.120(¢), or the information that is
given to the subject or 1o the subject’s
iegal regresentative, includes a com-
plete explanation of pertineni infor-
mation on the investigational device
adequate to enabie him or her to make
a decision on his or her willingness to
participate, or permit the subject to
participate, in the investigation and

. also includes:

(1) A full and fair explanation of

procedures to be followed, including
an identification of any wl'uc"x are ex-
perimental.

(2) A full explanation of the nature,
expected duration, and purpose of the
administration of the investigational
device:

(3) A ‘description of any attendant
discomforts and risks reasonably to be
expected.

(4) An explanation of likely results
should the procedures fail.

(8) A description of any benefits rea-
sonably to be expected.

(6) A disclosure of any appropriate
alternative procedures that might be
advantageous for the subject.

(7) A description of the scope of the

investigation, including the number of -
subjects involved in the investxgatmnal

study.

(8) An offer to answer any inquiries
concerning the investigational study.

(9) An instruction that the subject,
or the subject’s legal representative. is
free to decline entrance irnto the inves-
tigational study or to withdraw his or
her consent and to discontinue partici-
pation in the study at any time with-
out prejudice to the subject.

(10) A statement that the investiga-
tional device is being used for research
purposes.

(b) The agreement entered “into by
such person or his or her legal repre-
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sentative shall include no language
through which.the subject waives, or
appears to waive, any of the subject’s

legal rights or releases or appears to
release the institution or its agents, or
the sponsor, or the investigator, from
liability for negligence.

(¢) An investigator shall provide to
the sponsor and any institutional
review committee participating in the
review of the study a sample copy of
any written materials given or read to
the subject, or the subject’s legal rep-
reseniative, regarding tne information
required to be given by this section
and a sample copy of any form used to
document the consent of such subject,
or the subject’s legal representative,
which form shall have been a,..proved
by the committee.

Subpar? G—[Rucrvedl

Subpcd H—Tasts That Do Not Involvs Human
Subjects

§ 812.160 Conditions of exemption.

(2) Where an investigatiional device
is intended for use in humans, a ship-
ment of the device that is intended
solely for tests in animzals used only
for laboratory research purposes, or
for in vitro or mechanical tests or simi-
lar tests that do not involve use of
human subjects, shall be exempt from
any of the otherwise applicable provi-
sions of the act listed in § 312.1{c) if:

(1) The labeling of the device com-
plies with the requirements of §312.5
(a) and (b) and vears the following ad-
ditional statement (or, where appro-
priate, a statement prescribed in
§ 809.10(c) of this chapter for an in
vitro diagnostic product):

CAUTION—Device [or Diagnostic productl
fcr investigational use only in laboratory
arimais or other tests that do not involve
human subjects.

(2) The person who ships the device
under this subpart uses due diligence
to ensure (i) that the consignee is reg-

- ularly engaged ir conductirig tests in

animals used only for laboratory re-
search, or for in vitro or other me-
chanical tests or similar tests that do
not involve use of human subjects and
(ii) that the shipment of the investiga-
tional device will a.ctua.uy be used only
in such tests.

(3) The person who ships the device
under this subpart maintains adequate
records showing the name and address
of the consignee to whom the device is
shipped, date, quantity, and batch or
code mark of each shipment for a
period of 2 years after such shipment
and, upon the request of a properly

- authorized employee of the Depart-

ment at reasonabie times, makes such
records available for inspection and
copying or submits such records to the
Food and Drug Administration.

"(4) The device will be tested in ac-
cordance with applicable requirements

20757
in Part 33 of this chapter.

(b) This subpart does not apply to
any use of an investigational davice -
that involves use of human subjects.

§ 812.170 Termination of exemptioa, -

(2) The Commissicner shall termi-
nate an exemption under this subpart
if the Commissioner makes either of
the following findings:

(1) The person shipping an investi-
gational device under this subpart has
fajled to comply with one or more of.
the conditions for the exemption in
this subpart.

(2) Any of the grounds for withdraw-
2l of an investigational device exemp-
tion urder § 812.35 applies.

(b) The Commissioner shall notify
the sponsor of the terminatior of an
exerxption under this sutpart by pro-
viding a full statement of the reasons
for such termination and shall aiford
an opportunity for a regulatory hear-
ing urder Part 16 of this chapter. The
person whose exemption is terminated
shall recall or otherwise ensure the de-
struction of any unused devices.

Interested persons may, on or before
September 11, 1978, submit to the
Hearing Clerk (H¥FC-20), Food and
Drug Adrinistration, Room 4-65, 5500
Fishers Lane, Rockville, Md. 20857,
written comments regarding this pro-
posal. Four copies of all comments
shall be submitted, except that indi-
viduals may submit single copies of
commeants, and shall be identified with
the Hearing Clerk docket number
found in brackets in the heading of
this document.

Interested persons may file notices
of appearance for a pubiic hearing (in
quadruplicate and identified with the
Hearing Clerk docket number found in
brackets in the heading of this docu- -
ment) with the Hearing Clerk on or
before June 12, 1978. The date, time,
and place of the hearing will be an-
nounced in the Feperar REGISTER. Re-
ceived comments and notices of ap-
pearance may be seen in the above
office between the hours of 9 a.m. and
4 p.m., Monday through Friday. -

Nor=.—The Food and Drug Administra-
tion has determined that this proposal will
not have a major economic impact as de-
fined by Executive Order 11821 (amended
by Executive Order 11949) and OMB Circu-
lar A-107. A copy of the economic impact as- -
sessment is on file with the Hearing Clerk,
Food and Drug Administration..

Dated: April 29, 1978.
DonNarp KENNEDY,

Commissionerof
Food and Drugs.

[FR Doc. 78-12794 Filed 5-11-78; 8:45 am1l
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pation in the study at any time with-
out prejudice to the subject.

(10) A statement that the investiga-
tional device is being used for research
purposes.

(b) The agreement entered “into by
such person or his or her legal repre-
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- authorized employee of the Depart-

ment at reasonabis times, makes such
records available for inspection and
copying or submits such records to the
Food and Drug Administration.

"(4) The device will be tested in ac-
cordance with applicable requirements
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Food and Drug Administration..
Dated: April 29, 1978.
DonNaLp KENNEDY,

Commissionerof
Food and Drugs.

[FR Doc. 78-12794 Filed 5-11-78; 8:45 aml

FEDERAL REGISTER, VOI. 43, NO. 93—FRIDAY, MAY 12, 1973



University of Pittsburgh

SCHOOL OF MEDICINE
Department of Neurological Surgery

February 19, 1979 BROWDY & NEIMAKK

' FEB 211979 i

NSOET U IS
WASHINGTON, D. C.

Mr. Norman Latker

1233 Munsuy Building
1329 E Street
Washington, D.C. 20004

Dear Mr. Latker:

This will confirm our various telephone conversations with regard
to the upcoming AAMI meeting. I wish to thank you for myself and on
the behalf of the AAMI for your willingness to participate in the AAMI
meeting. As I indicated the session will be held on the day following
my Implantable and Indwelling Biosensors session where short research
reports will be presented. Your presentation will be in a session be-
ginning at 5:30 on Tuesday, May 22, 1979, and will be one of three to
be followed by a short period for the various speakers to react with
each other and for audience participation. I am enclosing copies of
the program, both of the Monday Implantable and Indwelling Biosensor
research session and of the Tuesday afternoon session in which you will
participate. Dr. Bessman will talk about special problems in design
and engineering of a particular type of implantable medical device (the
artificial metabolic pancreas). Mr. Link will discuss the view of the
FDA, hopefully with a special thrust to the role that the investigator
himself can play in easing the project through the regulatory phase in
order to reduce the overall time and expense of accomplishing this and
I want you to feel free to express the views that you have on this sub-
ject including the impact of regulation upon research and upon the in-
vestigator, the role of patent ability, the advisibility of patenting
these developments, and the way in which academia and industry can hope-
fully work together to overcome potential obstacles relating to both
patent protection and to federal regulation. I make these suggestions
merely to try and tie the three presentations together, but I do not
mean to 1imit you in any way and want you to speak on what aspects of
this general subject with which you feel most comfortable and most ex-
pert. I realize that the three participants may not necessarily agree
and look forward to them reacting to each other's presentation in the
discussion session which will round out the presentations. There will
also be time for audience questioning and discussion.

The organization of the AAMI meeting provides for the publication
of a proceedings composed of one page abstracts or short papers. I am
enclosing a xerox copy of the official abstract form and would like to
encourage you to provide an abstract. Please fill up all the space pro-
vided as much as possible so as to allow a balanced printed end product.
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The method of reproduction is such that any blanks left within the boxes
will appear as blank space in the final copy. Thus, it would be best to
adjust the length of the abstract so as to use most, if not all, the space
provided in both columns (an empty column will appear as such in the final
printed copy). I will have all the abstracts retyped in my office for un-
iformity and must send these out by March 1. Thus, it would be best to
forward the abstract to me as soon as possible.

As 1 indicated, I will be able to provide you with a $400.00 honor-
arium to help defray the expenses of coming to Las Vegas. This will be
provided at the time of the meeting or shortly thereafter. I am enclosing
copies of both the session in which you will participate and the research
session of the day before and would certainly invite you to attend that
session as well if possible. Also enclosed is a preliminary announcement
about the overall meeting, which includes on page 14 and 15 forms for hotel
reservation and for registration. As an invited speaker, your registration
fee will be waved and you will be pre-registered. Thus, you need only fill
this one out if you wish to be involved in the social program, short courses,
etc. You should hear from AAMI regarding your needs for audiovisual aids.

If you have any questions, please do not hesitate to contact me dir-
ectly. Thanks again for your participation.

Sincerely,

Dictated by Sidney K. Wolfson, Jr., M.D.
Professor of Neurosurgery and Surgery
Director of Surgical Research

Signed in his absence

SKW: 113

Enclosures






