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SUPPI..EMENTARY rnFORM.ATION:
In the F!:nE1lAL REGIS'ID of August 2(),
1976 (41 PR 35282>, FDA Proposed
regulations on investigational device STATtl'1'ORY BACKGROUND
exemptions. Fln.a.l regulations govern· The Medical Device Amendments of
lng investlgational studies of Intraocu- Am d
lar lenses were published in the F!:Dm. 1976 (Pub. 1.. 94-295) <the en •

meats), amending the Federal Food,
AL REGISTm of November 11, 1977 (42 Drug, and Cosmetic ..o\ct (21 U.s.C. 321

~ PR 58874). Based on the many com- et seq.) <the act) became law on May
MEDICAl DIV1C!S ments .received on the proposal, the - 28, 1978. Section 520<g> (21 U.S.C.

, Co~toner of Food and Drup ha.s 360j(gJ> authorizes the exemption of
ProcNU,.. for ,""..tiptl-a·D.~ft revised the proposal with respect to. .

b_p'*'s _ devices other than intraocUlar lenses .devices from otherwtae aPi?llcable pro-
• I' and is issuing it as a tentative final visions of the ~t to ~e~t devices to

AGENCY: FoOd and Drug Administra· regulation with opportunity for com- be shiPP~ for myestlg:ltional studies
tion. . ment and a public hearing. This action to detemune th~U" safet~ .and errec-
ACTION: Tentative final regulation. will be followed by the agency's con. ttveness, To. proVlde ne:'C1~ility: in resu-

sideration of comments on the tenta- latory reqwremen~~tion 520(g) of
SUMMARY: This tenta.tive final resu- tive final regulation a.:ld publication of the act permits Vaz:.atIOns in t1;le pro­
lation sets forth requlremena for the - a final regulation. The tentative finaJ. cedures and ccndtttons govermn.g In­
conduct of inves'"'-Potions ot medical reg-..uation omit" Subparts D and E of , ves~t1onal device e.'temptions. de­
devices involving l:n.unan sublects, in- the proposal regarding the responsioil- pending on the nature, scope. and pur­
eluding pro.:edures for the submission . ities of institutional review committees pose of the study. The preamble~ the
of applications tor an; mvestigational ' and investigators, respectively. These Au~t 20, 197~ proposal contains a
device exemption <!DE}, a description omitted matters will be addressed by deta.iled description of the statute.
of the responsibilities of sponsors of comprehensive agency-wide regula-
investlptions. an.Q requlrements ,for tior-s governing all FDA-regula.ted DECISION To Pu1u.:ISB TmATIVE Fnr.u. -,
obtaining lnIormed consent. from clln1cal investigations. Also omitted REGULATION
human subjects. This action Is taken
because the Medical Device Amend. , are pcrttcns ~i Subpart C regarding The period for comment on the pro-
ments of 1976. require the Food and . the responsIbilities of sponsors that posal closed on October 19, 1976.Al·

,Df\l5ir_ dm1n lstration <FDA) to .preo --' have been addressed in proposed resu- though numerous requests for exten-
'", -' , .:u ribe by regulation procedures and. lat1o~ on Obligati~ns of spo~ors. and sion of the comment period were re­

conditions under which medical de- . mo~tors of clinical investIgatIons, ceived, the Commissioner decided not
vices intended for human use might be published in the Fz:DERAL REGISTER of to extend the comment period but did .
exempted from certain requirements Sept~mber 2'7, .1~7.7 (42 FR 4961l).. U agree to consider all comments re­
of the Federal Food, Drug, and Cos.. . cert~ responsIbilitte~ of sponsors, m- ceived before issuing 3. fi11al regula­
metie Act to permit investigational VestlptOrs, _and 1nstItutiona~ review tion. Because of the heavy volume of
studies concerning safety and --effec- ~mmittees m the a~ea. of device inves- commehts and the desire to Increase
tivenesa. tintions need to differ from. or are public participation in the develop-

not addressed in. these comprehensive ment of the investigational device reg·
DATES: Comments on or before Sep- regulationa, separate supplemental ulatton, the Commissioner decided to
tember 11, 1978; notices of appearance regulations concerning these special or issue a tentative flnaJ. regulation in the
for the public hearing on this tenta- different responsibilities will be pub- FEDERAL REGISTER, to be followed by a
tive final regulation to be filed with lished. public hearing, before issuing a final
the Hearing Clerk on or before June To provide interested parties an opo regulation. A tentative flnaJ. regulation
12, 1978. portunity to begin clinical investiga- has the same legal status as a proposal

Proposed eUective dates: The Com- tions in a way that anticipates future or reproposa}; Le.• it is not final ~nC:1
missioner is proposing that the- final FDA reqUirements. FDA will accept action. It is an interim step sometimes
regulation based on this tentative final applications for investigational device used by FDA to permit additional
regulation be elfectlve 120 days after exemptions before the e!iective date public participation before promulgat­
the data the final regulation is pub- ' of the final regulation. if the applicant ing a final regulation. (see § lO.40<!}(9)
lished in the F!:DERAL REGIST!:R. complies with the requirements in this (21 CFR 10.40(f)(9».) Unless otherwise

However, sponsors of ongoing Inves- tentative final regulation. Procedures indicated. all references in this pream­
tigational studies who wish to ensure for early submission of applications ble to proposals under part 812 refer
that these studies can continue with- for investigational device exemptions to part 812 as reproposed in this tenta­
out. interruption during the- 3o-daY are discusaed at the end of this pream- -. tivefinal regulation.
period for FDA review of applications ble.__ --_:",-' :'"bi7aa.u. 01' AcTION ON SPoNSOR MoN. _
should submit applications by 90 days
after date of publication of the final OPPORTtl'NITY roR PuBLIC H!:ARINo ITOR. L~CATOR. AND !.NsrnOtION-
regulation in the FEDERAL REGISTER. ' The Food and Drug Admin.istration AL Rzvmw CO!DllI't'rD REsPoHSI:BIL-

ADDRESS: Comments (5 copies Idea- will hold a public hearing on the inves- ITIES
tiffed by Doc. No••76N-0324) shall be tigational device regulations. Any in- The initial proposal under Part 81~
submitted to the Hearing Clerk (HFq- terested person who lUes a notice of (21 CPR part 812) on investigational
20), Food and Drug Administration. appearance may participate in the device exemptions contained seven
Room 4-65, 5600 Fishers Lane, Rock- heal1ng in accordance With Part 15 (21 subpa.rt.:r. Subpart A se¥E0rth general
ville. Mel. 20857. CPR Part IS>. The hearing will be provisions and provisio of applicabil-

held approxJmate1Y 90 days after the itT, subpart B deseri the proce-
~:.rA~RTHER INFORMATION date of publication of this reproposal dures for submission d review of ape

and will be governed by Part 15 of plications for investiga~Onaldevice ex­
Frank Morlock. Bureau of Medical FDA's 1Mbn1nlstrativepra.ctices and emptions; subparts C, 0, and E set
Devices (HFK":122), Food and Drug procedures regulations, which speei- forth the responsibiliti of sponsors,
Administration. 8757 Georgia. fies the requirements for filing notices institutional review mmittees, and
Avenue, Silver Spring, Md. 20910, of appearance. A notice of the exact investigators, respectiv ly; subpart P
301-42'1-7114, ~ date, time. and place for the hearing stated requirements for informed con.
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ville. Mel. 20857.

FOR FURTHER INFORMATION
CONTACT:

Frank Morlock. Bureau of Medical
Devices (HFK":122), Food and Drug
Administration. 8757 Georgia.
Avenue. Silver Spring, Md. 20910,
301-42'Z-7114. ~

CPR Part 15). The hearing will be
held approxJmate1Y 90 days after the
date of publication of this reproposal
and will be governed by Part 15 of
FDA's anm1nlstrativepractices and
procedures regulations, which speci­
fies the requirements for flllng notices
of appearance. A notice of the exact
date, time, and place for the hearing

- -'-- ----~- - -- -:r_--'-- ..-~_.-
provisions and provisio~of applicabil-
ity: subpart B deseln the proce­
dures for submission d review of ape
plications for investiga onal device ex­
emptions; subparts C, 0, and E set
forth the responsibiliti of sponsors,
institutional review mmittees, and
investigators, respectively; subpart P
stated requirements for informed con-
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Co!OlEl'lTS ON PnOl"Os.u.-GENDAL

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

PaOPOSED .RULES

~ of humauwbjec1:s; and·subpart R incorporated into P1"OPOlMd part 812­
stated requiremenb Cor investigational directly or by reference, In future FED­
studies. that do not inl'olve human sub- !:R.\L ~ISTD notices. U It is ' neees­
jeeta. sary. to deal with unique situations

As tiDeuJeed in the pn».mble to the concerning atmce myest1gatloos onlY.
proj:06&l. FDA is currently making a the CoIJllIlis&oner will publlsli diI!~r­
number of ellort...s to improye. clarit7. ing or . additional proposed and !J.Dal
and stre~en itA regulatory program reguhtlons on these matters.
for control of iny~tional articles. In the interim. Subpart., C~ D. and E
Included in these e!!orta is the devel- of the August 20. 1918 propoul gOY­
opment of comprehensi'/e proposed erning the reiponsibilltie3 of sponsors
regulationa by internal FDA task for monitoring studies. Institutional
forces com;caed ot representataves of review committees. and investigators.
FDA bUl"!!Sl:S.. These task rorees~ re- may be used as guidelines by persons
sponsible for developin&- and proposing flllng applications for investigational
to the C0mmis31<mer agency policy device exemnttons before the ellective
that Ja'\mi!or.n ~_ tl:1a extant. pra.ctica- , date of regula.tions on these subjects.
ble, given ~c::es among Produd:s.RJ:n:llKMCZS TO 0rm:R RZGt1LATIONS
on such matte'S 3.!-~ responsibilities: .AmJ TE1lKs .
of clinical .inYes.~g::y.or3. sponsors- for .,_ . ', , .
the monltor.allg ot clinical invest1ga.... . Where~ tentative final regulation
tions. and~ocalreV1ewco~ · dtes Part ,,2 (21 CPR Part 52) or sec­
tees. The task force e!!orts produced tions thereof, it is referring to the pro­
the proposed good laboratory practice- · posed reiUlations on obliptioI1& of
regulations fornonc1jn;ca.l laboratory sponsors and monitors of clinical in­
studies, published m the FEDmz. RsG-, vest1gations. published in the FnERAL
IS4'D of November 19 1976 (41FR RZGISTD of September 27. 1917. The
51206), the proposed ~tions on temi "test article" in ~e sponsor pro­
obligations of sponsors' and monitors posal Includes any ,.nInves tigat ional
of cl1n1cal ' investigations mentioned device" in this tentative final regula­
above, and the proposed regulatiODSc · tion. The term "clinical investigation"
on obligations ot clinical investigators. -, In the sponsor proposal includes any
which will be published in the FEDa.u.. "investigational study" in this tenta­
REGISTD in the near future. These_ tiv~, final regulation. The term. "proto­
three propo,sals will apply to in'lestiga. col in the sponsor proposal mcludes
tions of devices. any "investigational plan" in this ten-

Because the - investigational device- tative final regulation. !he term "in­
proposal. with modillcations. is,b~ stitutlonal review board in the Sap­
issued lL8 a tentative final regulation tember2'!: 19~7 sponsor proposal and
rather than 8.$ a flnal regulation, and th~.term !DStItUtiOna! ~vIew commit­
because several of the comcreheasive tee in this tentative fmal regulation

.. C are Interchangeable.
proposed ~tions prepared by the Where this tentative final regulation
task rcrees Will ~ ready f~ pUbli~' cites Part 53 (21 CPR Part 58). it is re­
t!on at the~e time as this tentative ferring to the proposed good labora­
final regulati~n or shortly ~erea.fter, tory practice regulat.iODa for noncl.ini­
th~ CO~Ioner has decided that cal studies. published In the F:!:DERAL
t~ tentatlve final investigational Ri:GISTJ:R ot November 19. 1976 and .
deVIce regulation should . cover only , originally designated as pro~ed Part
~hose matters that w11l.not be covered , 3e (21 CPR Part 3e)HSubchapter A
m the comprehensive regulations. The was subsequently recodifIed and pub­
Commissioner believes that the sub- llshed In the FEDEltAL RzGISTD of
Iect matter and the regulatory re- March 22. 1977 (42 FR -15553)· under
quirements for the conduct of clinical the new numbering -system. Part 3e
investigations .of drUgs. devices" and will become tinahuuier'Part,58.) . _ . ."
biologiC$ are · sufficiently,:, similar to: Where this tentative'final regulation
warrant uniform agency-wide regula-:, cites FDA regulations _on the obliga­
tory policy in most instances. tions of clinical investigators. It is re-

Accordingly. this tentative final reg- ferring to the proposal which will be
ulation revises subparts A. B. C, and F. published In the FEDERAL RZGISTD in
based on comments received on the the near future and which will become
prop08a!. Subpart H is published sub- .final under Part 54 (21 CFR Part 54).
stantlally unchanged. Agency .action Where .this tentatIve fln8lregulation
on the remainder of the proposal. Le., . cites FDA regulations On standarch for
subparts D. E. and portions of subpart , Institutional review ' committees or
C dealing With responsibilities. of spon- boards, It is referring to future agency
sors for monitoririg, are not addressed . regulations on this subject that will
in this document and will be supersed- become final as Part 56 (21 CFR Part
ed by later final agency-wide regula- 56) and largely codiIy existing require­
ttons, Comments received on these ments under 21 CPR Part 312 and 45
matters are being considered by the CFR Part 46. '
FDA task forces. in preparing the pro­
posed comprehensive regulations. Any
such proposed comprehensive regula­
tions~ to the extent practicable, be

~0727

proposal. Of these. many W~ com­
plex and quite cccstructrre, and ad.
dressed numerous proYisi0D3 of the
propOsal.

ManY comments Yere rt!Ceived !rom
indu.str:1. a.cademic sources. and pri­
vate practitioners. but none were re­
ceived from public interest groups rep­
resenting consumers and patient inter­
ests. The · Commi.ssioner hopes that
these groups will comment on thls ten­
tative final regulation t-Dd will partici­
pate in the public hearing.

To obtain additional information on
matters raised in the comments and to
increase participation by mezaoers of
the research community, FDA initiat­
ed contacts with several institutional
review committees, sctenttsta at the
National Institutes of He-alth. the Na,­
tional Commission for the Protection
of Human SubJects in Biomedical and
Behavioral Research, and representa­
tives of Independent researchers.
Memoranda of these meetina::s are
availa.ble for review at the ornce of
the Hearing Clerk. Food and Drug Ad­
ministration. -

GE:NDAI.PJlOVXSIONS

scon: .
Numerous commenbs 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 maintalning op­
timum scientIfic freedom for investiga­
tors. The Commissioner believes that
c~esmade in the other sec+.Jom 01
this tentative final regulation In re­
sponse to comments preserve In proper
balance the goa.! of encouraging the
discovery and development of -useful:
devtces 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
ly proposed. _ . . . - . .

Because the Commissioner believes ,
that sponsors will always requeSt an
exemption from all provisions of the
act, he haa deleted language In
§ 812.ICc)(2) of the August 20. 1976
proposal which stated that the device
Will not be exempted-unless the spon­
sor requests the exemption spec1f1cal­
ly. The device will now be exempt
from the requirements. of the act enu­
merated in proposed § 8t'2.1(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).

APPUCABILITY

ProPOSed § 812.2(a)(l) (21 CPR
812.2(a)(1» provIde3 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 coi1sidered by the
FDA task forces. in preparing the pro­
posed comprehensive regulations. Any
such proposed comprehensive regula­
tions~ to the extent practicable, be

J..I..IOt .. l .. U .. lUIllU reVlew ' comnutteeS 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 codiIy existing require­
ments under 21 CPR Part 312 and 45
CPR Part 46. '

Co!OlEl'lTS ON Pnopos.u.-GENDAL

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

Irom tne requirements ot the act enu­
merated in proposed § 81'2.1(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 CPR 812.30).

APPUCABILITY

Proposed § 812.2(a)(1) (21 CFR
812.2Ca)(1» provides that the regula.
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207.28 PttOPOSiD lUllS

tiocs are applicable to any invest1p.. . nJzes that some men ' modlfications
tional device when used in m Investl-- may not meet all the requirements for

. gatiooal studY involving human sub- exemption from Part 812 ' under the
jects to determine whether the device custom device pro~ion.a in prop05ed,
is safe or effective (unless the device is § 812.2(d>; for example. the anesthest­
excluded by the provisions of § 812~ olon device a.s mo<ii!led may be used
(b) or Cd». Proposed § 812.2(a)(2) pro- by a number of phYSicians or for a
vides that1:he t'e8Ulationa apply to any number of patient.. Under propo,sed
invest1ga,tional study if the PllI';)QSe of § 812.2(b)(3). however. no investip..
the invest1g:a.t1onal studY is to develop tional device exemption 1a required for
data for p~ approval under an enesthesiologtst to adjust an anes­
section 515 of the act (21 USc. 36Qe). thesiology device in the hospital to
to conduct researeh that involves a ensure proper functioning under the
human subject. or maid in the dlagno- particular circumstances of use. Where
sis or treatment ot any human subject. the adjustment does not involve a test

Proposed§ 812.2(1) describes studies of the safety or effect1venesa of the
and devices that are notsub~ to in- adJusted device.
vestiptionai COIItrOis tty these-~ ProPOS&d § 812.2<b)(4) provides that
tions. Although eertaindevices ma.y be Part 812 does not apply to a simple
excluded from the controls applicable joining of devices together to form a
toinv~devices, they may be new device unless the purpose of join­
subject. to other' statutorY or regol.a- ing the ' devices is to investiga.te the
tory requirements. ?or- en.mple, tbe7 saietyend eUecttveness of the result­
may be subject to a pM!market approv· 1ng device. An example of such a join­
al requirement. or m&7 be ~uired to in&' of devices would be attaching a
be manufactured m accordance with. computer to an electrocardiogram for
good manufacturing pnct1ee l'ei'Uls- the rapid comparison of charta, The
ttons, or tested in accordance with same results could be obtained by
good l.aOoratorY prad:ice re&'u1ations using each device separately; The de­
during preclinical testing. , " v1ees would ,be 'joined as & matter of

Proposed § 812.%tbXl) provides that convenience rather than to test 8.' new
the regulation does not apply to a eperation; . .
device u.sed in an experiment, f1 It Is Proposed § 812.2(b)(5) exempts cer­
used in a manner and for a.purpose in- tain diagnostic devices !rom P1ut 812.
eluded in its labeling (where the label- The earlier propasal conta.i.ned no
h"lg is pre$Crlbed under the act or ap- such exemption but innted commenta
proved under the premarket approval on the issue. The Commlssioner re­
provisions of the act).. ceived numerous comments objecting

Proposed §812.2(b)(2) provides that to provisIons that would.apply tnvestt­
proposed Part 812 ·does not apply to gational requirements to in vitro diag­
test marketing of a device where the nestle products when such products
onlY "test." involved is that of deter- : are not used for dl&6Ilostic purposes
m.ining consumer preference on mat- (or. if used for dia.gnosis, are used in
ters not. related to device safety or ef- parallel with an approved diagnostIc
fectivenesa. This proVision was added product>.
in responae to comments that. &5 origi- Where use of the in vitro diagnostic
nally proposed. § 812.2 would include product does not involve taking an
test lD1U:k.eting. The Commhqaioner extra sample but involves- merely a
cautions. .however. that when conaum- aurplua ample remaIning frOm 2. pre­
er' preference testing is coupled with viously obtained one. the ' risk that
testing designed to· test the safety and concerned the Commissioner. as ex­
e!!ectiveness of the device, that por- pressed In-. the propoAJ.. was that
tion of the -Study that reIates to safety larger than normal samples might be
and effectiveness is subject to regula- taken for the P11rPOM: of obiaining sur-·
tion under proPOSed1812.2(&)U'). .. . plus materials with which to conduct

Proposed § 81%2(b)(3) provides thai experiment.. Several ' comments
Part 812 does not apply to mod1f1ea- argued that although taking extra
tiona of devices that are made for pur- samples is an unusual procedure. it is
poses other than testing their safety often good, medical practice to take a
and effectiveness. l"DA receiVed an . large enough sample to provide a sur­
oral inquiry asking whether an investt- plus. to avoid additional invasive pro­
ga.tional device exemption will be re- cedures should additional testing be
qu1red when a qualified anesthesiol- neeessarr, II no additional testa must
ogist modIt1es a commercially avails.- be performed. the remainder is "sur- ,
ble anesthesiolgy device, in the hospi- plus," -
tal. to meet the special needs of pa- The Commissioner believes that in
tients or to ensure the device's proper vitro diagnostic products employing
functioning. For example. the anes- surplus samples should not be subject
thesiologist may need to substitute a , to regulation .under this proPOSal.
smaller breathing circUit for pediatric except in those cases where samples
use. or to lengthen or shorten the de- are taken for exPerimental purposes.
vice's tubing for convenlence depend- or where the procedure of taking a
ing on the- con!1guratlon of the operat- sample presents a substantial risk to
ing room. The Commissioner recos- subjects, or where an in vitro diagnos-

tic product is used .in diagnosis with· .
out the parallel use ot an approved di­
agnostic product to verify the diagno­
sis. Accordingly. in vitro diagnostic
products are excluded from regulation
under P3rt 81% by propoged
§ 812.2(b)(5) 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
nostic product or procedure of estab­
lished effectiveness. (However. such
device3 continue to be subject to appli­
cable requirements under the regula.
tions on labeling of in vitro diagnostic
producta. :n CFR 809.10(c).) A device
is not "invasive" in the context of pro­
posed § 812.2(b)(S) i1 the procedure
used to obtain the sample does not
penetrate or pierce- the skin or mucoua

. membranes· of the body (or the ure­
thra) or the mouth beyond the phar­
ynx. or the anal canal beyond the
rectum. or the vag1na,beyond the cer-
vical os. 1"

Proposed §812tb}(6) provides that .
Part 812 does no apply to devices in~ .
tended for veterinarY use. However.
an1ma.l testing of devices intended for '
human use must comply with· pro- .
posed Subpart H and proposed P?,rt.
58. the agency's proposed good labOr&­
tory practice regulations mentioned
above.

Several proPOS8.ls were submitted for
restructuring the applicability of the
regulation based on the risk presented
by the investigational use of the
device. While the Commissioner wa.s
unable to &dopt anyone of the propos­
alB in its entirety. he agrees that appli­
cabUity of the regul&tion should re­
nect the risk pnsented in a specific
study. Accordingly, proposed SUbpart.
B has been extensively revised to pro­
vide- differing regulatorr control de­
pending on the nature of the device.
U.e.. Vital 01' · nonvital investigational
devices as defined in § 812.J (q) and (r)
(21 CPR 812.3 Cq) and (rH, resPective­
ly) and on the degree of risk presented
by the device to subjects participating
in the study (Le, substantial risk or
low risk as defined in propesed § 812.3
(n) and (0) respectivelY>.

Proposed § 812.2(c) (1) and (2) de­
scribe th~ 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
jecta involved in the study. One of '
these requirements is tha.t ·an applica­
tion for an investigational device ex­
emption be submitted to FDA under
§ 812.21 (21 CPR 812.21>. When vital
investigational devices are used. in
studies presenting low risk. the spon­
sor is required to submit to l"DA only

. a notiflcatlon under § 812.20 (21 CPR
812.20>. rather than a full applicatIon
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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
thesiologist may need to substitute a ,
smaller breathing circUit for pediatric
use. or to lengthen or shorten the de­
vice's tubing for convenlence depend­
Ing on the con!1guratlon of the operat­
ing room. The Commissioner recos-

'-4 """'U~u.46 .. "1.&~~lFoIl~la1 rISK: ro suo-
jecta involved in the study. One of '
these requirements is tha.t ·an applica­
tion for an investigational device ex­
emption be submitted to FDA under
§ 812.21 (21 CPR 812.21>. When vital
investigational devices are used. in
studies presenting low risk. the spon­
sor is required to submit to l"DA only

. a notiflcatlon under § 812.20 (21 CPR
812.20>. rather than a full applicatIon
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under § 812.21. Upon recei:lt of the no­
tIfication. FDA Will inform the spon­
sor of the date it was received; 30 days
alter receipt. the sponsor may com­
mence the study unless FDA has dis­
approved it. II FDA waives the 3lklay
waiting period. the sponsor may begin
the study in accordance with the
terms of the waiver. .

For nonvital investigational devtces
used in investigational studies, submis­
sion of a not1tication to FDA under
g812.20(a) is required, but not a full
application-under § 812.:n. Only when
a non..ital investigational device Is
used in a study presenting a substan­
tial risk ·to subjects must the sponsor
wait 30 days a.fter the date FDA re­
ceived the ~on before com­
mencins the mdy.

.several commentaargued that de­
vices classified as class ! or class n are
oi necessity InOerently low- r..sk and
shoUld be exempt tromIDE regula­
tions. (The act requires all medical de­
vices to be classi1ied into one of three
regulatory categories: class 1, ~eral
controls; class II. ~rlormar!ce stand­
ards; and class IIL premarket approv-
a.l.) _ .. __

The Comm1ssfoner believes that-cer"
tatn devices, regardless of their statu­
tory classification, may present rislt to
subjects because of the manner in
which they are wed in studies. In
other instances a class TIl device may
present little or no risk to subleeta in a
properly designed study with limited
goals. Because the inherent nature of
the device cannot be ignored in deter­
mining risk. a definition of "vital in­
,"estigationaI device" has been added
in proposed § 812.3(q) and includes (1)
tnoee devicetl that are intended to sup­
port or sustain lite or are for surgical
implantation, or are diagnostic devices
(including in ritro diagnostic products)
that provide data that might reason- .
abl,y be regarded as li!e 3UPPOrtW·or
vital to the-care or the subject; and (2)
those devices whose-· failure could·
result in permanent injury.to the sub-
Ject. . .

The vital inTestfgational device cate­
gory Is broader than the class m stat­
utory categol'7 and may include Inves-.
t igational versions of class- n 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. d1stinctlon 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 0' ·a device
and focuses on the r.sk to the subject.

PIOPOSED R~W

This approach renders -inapplicable
the discussion in the -originally pro­
posed § 812.2(b) and the. accompanying
preamble or applicability of these res­
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 subiect:to a premarket
approval requirement. e,

Under proposed § 812.20. the sponsor
is responsible for an initial determina­
tion of whether a derice 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 determlnatiori.s. The spon­
sor's assessment is 3UOject to review
and modification by an!nstitutional
review committee and by.FDA.

The Co~ioner beileyes that in­
formation contained in the nonnca­
tion required by proposed f 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
rected either by the-· institutional
review committee p8,ft1cipattng in the
review of the study or by FDA. The
Commissioner agreea __with comments
that. it is unreasona.ble to require a full
submfssion for every study regardless
of the degr~ of risk, and he has pro­
Yided an abbreviated noti!ication pro­
cedure. HnweTer. suf!lclent informa­
tion must be supplied to the Commis·
stoner in the nctification to enable
him to review and evaluate determina­
tions 01 the sponsor and institutional
rev iew committee or require further
data where necessary,

Proposed § 812.2(d). exempts certain
custom devices from the inve8tigation~
al device regulatlons..-This change re­
sponds to comments on the proposal,
which had ~rovided that custom de­
vices would not be exempt from the
regulauons. The criteria for an exemp­
tion from the regulation are based in
part on section 520(b) of the act,
which exempts certain cu.stam devices
from perlormance itaodards Issued
under section 514 and premarket ap­
proval . requirements - Imposed · under
section 515, but notArom- investiga­
tional device regulatlona (ref. 2, at 45>.
Under § 812.2Cd)(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 genera.Uy available in finished
form lor purchase or. for dispensing
upon prescription: the device is not of­
fered through labeling or advertising
for commercial distrioution: the device
Is intended either for use by an indio
vidual patient named in the health
professional's order and fa to be made
in a speciflc form for that patient. 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 see­
tion 520(0) of the act, the device must
be made of safe and suitable matertals
if it is an implant•. the device cannot
be intended for use in an investiga­
tional study for the purpoee of deter­
mining whether it i.s sale or effective.
and the device cannot have been the
subject of an a.dministrati.e determi­
nation,by the Commissioner that the
device is subject to-Part 81Z. 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(80) of
the act as a l"e!'..tiaticn for the efficient
enforcement of the act.

The proposed custom. deYice exemp­
tion in 21 CPR 52.15(b)(2) of the pro­
posed regulatioM on obligations: of"
sponsors and monitors. published in
the :F'zD£:uL Rl:G1STm of September
27, 1977, will be revised to conform to
the custom device exemption promul­
gated in the final regulation resulting
from this propasal•.

Proposed § 812.2(d)(:!) designates the
health professionals authorized to USe
custom devices .in accordance with the
regulation: physicians and dentists.
Other specially qualified pe~ns may
be authorized to use custom devices by
future resulanons :published in the
FED£RAL REGIsn:a after opportunity
for an oral hearing before the Com­
missioner under 21 CFR Part 15. Le.• a
public leg;..slative type of hearing;

The term "custom device" has been
subject to varying usages within FDA.
among its ad't1sory committee mem­
bers. and among interested health pro­
fessionals and m:U1ula..'"ttL--ers. Similar·
ly. there have boen Tarylng Interprets­
ttons both of tfe statutory exemption
of custom devices from standards and
premarltet approval requirements and
of the effect of the proPOSed investiga­
tional device regulations on practices
of manufacturers and practitioners to
supply devices that meet unique indi-
vidual needs.. .. ' - . -.,

Accord.t.nglT. the CommiMioner is
proriding in proposed § 812.2(dX3) seve
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 regU13tions where no exemption
Is provided. and address valid concerns
of commenters that it is inappropriate
to subject all custom devices to investi­
gational device eontrots,

DE7Il'rITIOl'S

The Commissioner received numer­
oua 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 neeessary to an applicant
to understand the proposed regula­
tion. Man,. proposed definitions were
submitted that would have changed
the effect of the applicability secttcn
(proposed § 812.2) in variou.s ways . The
Commiseaoner haa ~"li.sed~yof the
deflnit10ns appearing in § 812.3. added
new defutitions to· accord with the
changes made in propOSed § 812.2 re­
lating to applicability, and arranged
t h em in &lphabetica.l oroe.r (except
that the definition of "nonvital
device" follOWS~ definition of "'Vital
devtee" and the defmition of "'low
risk" follows the den::.ition of "sub­
stantial risk").

Several commen~..eda better
definition of "1nTeStigational device."
Although the Commissi~er believes
that there. wm always be doubts in
p!l.rticula.r eases, the best g-.Iicel1ne to
follow is that a device i:l bvesti4ation·
al when used in a stuCy"-for determin­
ing whether the device 1$ safe or e!!ee­
tive for & partieu1&r use.-Thus. a.modt­
fled device that is beinZ-tested to de­
termine the e!!ect1veness or safety of
the modifIcation would be an tnvestf­
gaticnal device. Because the definition
of investigational device focuses strict­
lyon the manner in which the device
is being used. Le., whether it 18 being
tested for safety and eI!ectiveness (in·
eluding use of a device whose safety
and effectivenesa hav~ not been estab­
llstled), me Commis-sioner has con­
cluded that any distinction between
"old" and ''new'' devices does not' de­
scribe when the investigational device
regulations would apply.

The Commissioner believes that the
new definition of "investigational
device" resolves moat of the problems
Identi11ed. by the comments. .

AdditionallY, some comments recom­
mended thai the definition of '<medi­
ca! device" be restricted to devices in­
tended for therapeutic or diagnostic
use involving living human subjects, all
a means of removing in vitro.diagnos­
tic products from the scope of the reg­
Ulation. The Commissioner notes that
the term "device" la defined by statute
(section 201(h) of the act) and thus
cannot be amended administratively.
He believes. however, that exclusion of
most-in vitro diagnostic products from
coverage under § 812.2(b)(5) is respen- ·
sive to these comments.

Proposed § 812.3(f) (21 CPR SU.3(f»
revises the definition of "investigation­
a.l 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 CPR
612.25). Comments objected that the
proposed regulations reversed the
sense in which the terms "tnvestlga-
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tion.e.l. pl&n- 'and "1nvestiptional
study" are used in industry.•.-\lthough
the comments sunested that the
terms be revised to reflect industry
termbology. the Commissioner be­
lieves that such revision would be
more contustnz than the regulation as
originally proposed. ,

Proposed § 812.3(g) revises the defi.
nition of "tnvest1pt1on~ study" to
mean a study Involving human sub­
jects that is for the purpose of deter­
mining Whether a device is safe or ef-
fective. .

The Comm!5sioner recognizes that
the manuIacturer of an old class ill

. device ma.y wish to gather information
on clinical experience with the device
for future submission to FDA alter ex­
~intion of the~ period in section,
501(!)(2)(B> of the act (21 U.s.C.
351(!X2)(B» or other purposes. (An
old class m device is a. device that
either '1IU In commercial distributIon
before the enACtment oi the Amend­
ments. or is substantially equivalent to
:10 device that was In commercial distri­
button- before the Amendments, and
tha'- is placed. in. the premarxet ape
~al category, eJass m. by an FDA
regulation under section 513(d) of the
act (%1 U.s.C. 360C<d».) The Commis­
sioner does not consider it an tnvestt­
ntlonal study when the manufacturer
of an old class !II device distributes
the device lawfullY and requests some
or all users to provide information on
clinical experience with the device as
osed in its usual manner for "old" uses
rcommeretst uses of the device, or of a
substantially equin.lent device, that
predate the Amendments).

Proposed § 812.3Ch> defines "investi·
gator" as an individual who actually .
conducts an invest!p.tiOnM study. t.e .•
under whoae immediate direction the
device is adminIstered. or dispensed to
or used involving a subject. A corpora­
tion can never be ' an investigator. An
investigator maybe assisted in an In­
vestigation by other Qualified investi­
gators under his or her supervision.
provided such individUals are Identi­
fIed as investigaton In the appllcation
or notifIcation -submitted ln aeeord- :
ance with Snbpart B to obtain an in- ·
veStlgat10nal device exemetien,

Proposed § 812.3<1> defines the term
"monitor" to mean. When used as a
noun. an individual ;;elected by a spon­
sor or contract. research organization
to oversee the progress of a clinical tn­
vestigatlon. SUch -a person may be a
full· time employee of the sponsor or
contract~. orgar.ization or a
consultant. When u..~ 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 cha.racteri.st1c of the sponsor rela.­
tionshIp. Th1s change was made in re­
sponse to comments that; government

a.gencies spcnsortns researeh by means
of grant3 would not In an instances
wish to become sponsors within the
meaning of the prooosed regulatton,
Accordingly, language in the orig4.nal
propcsal, whIch made a person who
supported a study by financial or
other resources a sponsor, was ellmi·
nated, and language was added to pro­
vide that a sponsor 13 an,. person who
initiates an investigation but does not
actually conduct the lnvestigat1on.
This change of Ianzuaze does not
change the requirement that someone
must assume the respori.sibilities of a
sponsor in an application. However,
the Commissioner is not requiring any
particular person to assume these re­
sponsibilities. Thus, a government
agency that supports an investigation-­
al dev!ce study by means of a.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 investintional device ex­
emption. However. the recipient of the
grant or someone else must assume
the responsibilities of a sponsor and
submit an application for an exe~
tlon or notification. .

The def!nitions of "investigator-.
"sponsor", and "sponsor·investiptor"
were modified to conform to de.Uni­
tions that will appear in other agency
documents, e.g., "investigator" and
"sponscr-investigator" are defined to
refer onlY to & living individual. The
definition of "sponsor" contemplates
that the employees of a corporate
sponsor may be considered investiga.­
tors, not sponsor-investigators, when
they undertake clinical investigations
for the sponsor.

One comment noted that the term
"Institution" should no~ include a
manufacturer because the manufac­
turer might be required to institute an
tn-nouse 1Dst1tutional reView -commit­
tee. The Conunissioner believes that it
is inappropriate to remove the term
"tnanwactwer" 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 un.le6& a
studY using the manufacturer's em­
ployees as the subjects ts being c0n­
dUCted.

Another comment suggested that
"human subject" be redefined so that
awhuman user of a device would not be
a subject unless the investigationAl ·
device placed the user at risk. Pr0­
posed § Sl2.3(m) does not~e the
definition of "subJect... The CommIs­
sioner believes that introducing the
concept of rtsk. into the definition of
"subject" would provide an opportunl­
ty to evade the regulation. The es­
sence of being So subject 18 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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i 812.3<d). An institutional review eom- section 2OHh) of the a.ct. Nonetheless.
mittee is any board or committee or -because the com.m1saioneer believes
other fonnaJ.lY organized group ap. that investigational controls might be
pointed for the purpose of reViewing. construed as not a.pplying to certain in
in accordance With current profession, vitro diagnostic products and other di­
al standa.rds. clinical investigations or agnostic devices unless specific Ian­
other research involving humans as guage were added in~luding such de­
subjects, Protection of human subiects vices. approp!'!r.te 1a.ngo..l2.ge has been
is accomplished by reViewing. approv- - added to proposed § 812.3(q}. However.
ing. suspending. or terminating an in- - a number of in vitro products are
vestiPtion when necessary for the exempt from the investigational con­
!)rotection of hu:ca.n subjects. By -"cur· trols•.but will be considered critical de­
rent professional standa.rds." the Com- vices for GMP PU1'1)OSeS. Applying
missioner mea.xw the st&ndards in GMP'lS but not investigational controls
effect in.tl:le me<tiealprofession a, any to eertam ceVices Is consistent be­
given time. and would include the Hel· cause, if manufactured properly, eer- .
sinki Convention. the .-UOerica.n Medi- tam deVices may present no substan­
cal .Association standards, Department. tial risk of being either unsafe or inef­
of Health. Ed"..lea.tion. andWel.fa.re res- fect1ve when used in investigational
ulattcns ~d guidellnelf,and such studies. The Commissioner has omit­
other sta.nda.rrls u may emerge over. ted language in the definition ot ..crttt­
time, either n&tlonaJly or loca..Uy. The cal device" fou.~d in the GMP proposal
term is not~ed to freeze ~fes- ·which prov1des that a critical device is
siona! standards. .cUprofessiotlAl- · & device declared by the CoJ:Dm1ss1oner
stan4arcb change., I:t is expected that to be a critical device after eonsulta­
standards applied by the- committee tion with the Device Good Manuiac­
will reflect changes in medical commu- turing Practice Advisory Committee.
nity ethics. The committee also must This language is omitted because it is
provide human protection in accord- inappropriate in these regulattons, As
ance · With the requirements of Part with the GMP regulations. the Com­
812. - F1na.lly; ·an iDst1tutioDilreview missioner is considering publishing a
committee Is synonymous With an in- list of devices that FDA. regards as
stituUonal re'riew board. . vital inve.st1ga.tional devices.

Proposed § 812.3(q) adda a de!Iilition Thir~ the mere fact that a device is
of "vital investigationaJ device" as a vital does not result in an automatic
medical device Intended to S"t.lpport or assignment of a particular risk catego­
sustain li!e 01" intended for surgical im- ry. although it is treated differently
plant. into the body or as a diagnostic from a nonvital Investlgattonal device.
device (including any in vitro diagnos- "Nonvital investiiat,ional device" is
tic product) used to provide data that defined in § 812.3(r) as all those de­
might- reasonable be considered liIe- vices th.a.t are not vital devices; in
supporting or vital to the C3J'e of the short, all other devices. By diViding de­
subject. or as a device whose ·failure vices into these two general categories,
could result _in permanent- injury to- it is p06S1ble to apply -the regulatory
the user. -controls in such a. manner WI to mini-

Several aspects of this definition are mize the regula.tion ot th06e devices
siii'lftC'UJt. F1l'st. specifically included that are nonvital and present low risk.
are certain in vitro dla.gnostic products Several comments sussested limiting
and other diagnostic devices that pro- the scope of the regulatioD3 to studies
vide information that could be vital to that. place subJects- ..at risko" StiRes­
patient care or are llfe-eupporttng in . t1ons~ were made that FDA use the
nature, Thus. the definition specWcal- -definit ion of "at risk" found in 45 CPR.
ly coven devices that provide s1gnW- 46.103. Department of Health. Eciuca­
cant diagnostic information about· & tioD..and Wel!are Guidelines. Protec­
patient which, if misleadiDa or inaccu- tion of Human SUbJecta. The CommJ.s­
rate, could result in .Bigniiicant.· mis-. sioner ·believes that. .the broad definl­
diagnosia of the patient .or incorrect t10n contained in 45 CFR 48.103 of the
therapeutic care of the patient. term "at risk" would not be helpful in

Second, the definition of "vital in- restructurinc the proposed regulation
vestigational device" is similar to the because the breadth ot the de!lnition
definition of "critical device" In the of "at risk" would aubject practica1l3'
proposed good manufa.ctur1ng practice every investigational study to full in­
(GMP) regulations for the manufac- vestlptional contraIlS. The Commfs.
ture, packing. storace. and installation sioner bel1eYeS that:;.definitions of
of medical devices. published in the ''risk" . in .this proposed regulation
F!::Dmu.L R1msTEa of March 1. 1977 (42 must differentiate betweeD low and
FR 11998>. However. the c1a.saes of substantial risk situations. According­
products subject to the definition will ly. the Commissioner has added a deft­
vary. Also. the definition of "critical nition of "substanttal risk"; in pro­
device" in the proposed GMP regu1&- posed § 812.3(n> as a risk that may
tioD3 makes no explicit reference to in result in death or may produce mor­
vitro diagnostic products, but would bidity (inclucling disfigurement, per­
include these products because they manent injury, or interference With
are within the definition of "device" in the capacity to continue employment>:
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require operation or reopen.tion oe ex­
tension 01 hospitalizaUon beyond that
expected for the condition being treat­
ed, or cause rehospitalization or in­
creased invalidism; or, at the Ieast. :
produce moderate personal discomfort
and the need 10r extensive' outpatient
medical care. This definition identifies
a range of risks from moderate to high
that may threaten subjects. U. as a
possible conseeuence of the study, any
of the ccnditioD3 aet. forth in the deft­
nition could cccu:r, the study must be
categorized as substantial rislt. On the
other hand, where none of the condi­
tions set forth in the definition ot sub­
stantial risk are likely foreseeable con.
sequences of the study. the study will
fall into the low risk category ex­
plained below.

The Commisstoner received a. com-­
ment tram the National Institutes oi
Health that the prob&l:)illtj of the risk
actually occurring _should -be consld­
ered in the definition of ..risk...• He has
not included~ !actor in the defini­
tion of risk because he believes that
for many studies data are simply lack­
ing on which to base sucha judgment.
The Commissioner agrees that where
probability data are available. the like­
lihood of an event'a occurrence InaY be
a basis for M'rignjng It to a higheI' ·or ,
lower risk. category. e.g.. a risk may be
evaluated in terms ofwhether it is cer-

. tain, frequent., in!requent, or ra.re;and
such a determination may enter into
the determination of whether to treat
the riU 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 tor the purpose of
deten:nining whether the study should
be initiated or continued. The deflni­
tiCTQ$ of "substantial r!sk" and "low
risk" look to the likely foreseeable_
consequences of a study. including the
addit10nal risk to-which the subject
may be eXPOSed because of the use of.
the investigational device. The def1n1­
tion of "low risk'· in proPOSed
§ 812.3(0) provides that any risk other
than a substantial risk isa low risk. in­
cluding a s1tuation in which there is
no risk of inJUrY to the subject or to
his or her rights. . .

III proposed § 812.3(p), "transitional
period" is redefined in response to
comments to apply only to those de­
vices (l) which either were on the
market prior to May 28, 1976 01\ are
Judged by FDA to be substantially
equivalent to a device marketed prior
to that date. and (2) which are clas8i­
fied in the class m 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 cla.s:J m device.
or (2) 90 dayS after a regulation re­
quiring the submission of a premarket
approval application is promulgated,
Whichever occurs later.
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F!::Dmu.L R1msTEa of March 1. 1977 (42
FR 11998>, However. the cla.saes of
products subject to the definition will
vary. Also. the definition of "critical
device" in the proposed GMP regu1&­
tions makes no explicit reference to in
vitro diagnostic products, but would
include these products because they
are within the def1n1tion of "device" in

.-.. ........... y~,","'~ '&''fO;;!iIoU-Clo&.n"u

must differentiate betweeD low and
substantial risk situations. According·
ly. the Commissioner has added a defi­
nition of "substanttal risk"; in pro­
posed § 812.3(n) u a risk that may
result in death or may produce mor­
bidity (inclucling disfigurement, per­
manent injury, or interference with
the capacity to continue employment):

La rm oate, ana (", wntCh are clas8i­
fled in the class m category. The
transitional period is defined as ex­
tencling from May 28, 1976 to either
(1) 30 calendar months after the
device is classified as a cla.s:J m device.
or (2) 90 dayS after a regulation re­
quiring the submission of a premarket
approval application is promulgated,
Whichever occurs later.
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The Commissioner 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
classiIying a device. the terminology
itself cannot be better defined except
",ith synonYD1l! which. will provide
litt le. if any. aCdi!.ian&l clarification.
Accordin~ly. no. ce:futitlan is offered
for this term. The Com ...... issioner be­
lieves it may be possible to de!tne the
term at a later date as ~';)eI1ence de­
velops in determinjpg suOsi.antial equi­
va lene". The term is ev~ into a
term of art. The presmbla to th~ pro­
posed and t1nal Device Es'"..abli.'Shment
and Premarket Not.it1l::aticm reg-..1lation
published in the FJ:Da..u. REG:l:Sl'D of
September 3. 19'16 (41 FR 37458> and
August 23.19'17 (42 FR 42520>. contain
useful guidance ininteQreting this
phrase,

GENDAJ. QUALInCA1:IONS i"OB. A.'f
, EXDa"TIOlf

Proposed § 812.5 (21 CFR 812.5) reo- .
eetved onlY one significant comment.
which stated that the proposed label­
ing requirements conflict with those in
::u~ 809.10<c) for investigational in
vitro diagnostic products, The Com­
missioner agrees and has changed .the
0~ginal11 proposed § 812.5 to provide
the option of using one of the state­
ments prescribed in ~809.10<c) rather
than the statement prescribed tn
§ 312.5. TheCoIIllni3sioner notes that
most in vitro diagnostic products are
to be exempted from Part 812; so only
some such products w1ll have to
comply with Part 812 as well a.a Part
809. .

Proposed § 812~b) now includes
J)roV1sions. formerl;v in § 812.47(a), ·
that the labeling of ail Investigational
device shall not represent that the
safety and ef1ectiveness of the device
has been establiShed for the purposes
under investigatiOli and shall describe
relevant .hazards. contraindIcations.
adverse effects. interfering substances
or devices. and precautions.

Proposed § 812.10 (21 CPR 812.10)
elidted comments suggesting that the
Commissioner be required to act on a
petition for waiver in the same 30-day
period 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.

PROPOSED RULES

and excluding from the applicability
of the proposed .regulation many in
vitro diagnostic products and custom
devices. he has reduced the need. for
waiver petitions. . The Commissioner
does not intend to delay action on a
petition for waiver. However. he does
not believe that in extending 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 actlon on an ap­
plication for an investigational device
exemption. Such a time limita.tion in
which to respond to waiver petitions
may not be real1stic 1! waiver is re­
Quested for many re<:'.lirementsor a
major category of testing, because the
evaluation of the petition may require
extended dtseusston and rev;ew. The
Commisstoner assures all interested
parties. that petitlons f or waiver wUl
be ac....ed upon 80S soon as practicable.
within 30 days In many cases. and that
there is no intent to delay action on a,
petition for a walver any longer than
is necessary to evaluate it .

Another comment WM that by ful­
!Dlh:l.g recuirementa imposed by other
government agencies under a grant or
contract, the petitioner should receive
an Slltomatic walver of investigational
device requirements.

Th-e Commissioner belleves that al­
though fu1!illment of requirements
imposed by another agency would cer­
tainly be a major fa.ctor in determin­
ing Whether to Kran~ a petition for
waiver of certain requirements, FDA's
decision depends on Whether the re­
quirements 1I:1posed by the other
agency sufficiently protect the publ!e
health and safety to permit the grant­
ing of the petition for waiver. The
Commissioner notes that It is not the
practice to walve compliance for inves­
tigational d.rug requirements even
though a study is conducted under a
grant from another government
:lllency. . , ;; 7~~!:!:~l'

Two addit10DAl Significant comIDents
were received on' proposed § 812.10.
One SUggested the compilation of a
list of exempt products to reduce re­
quests for walver. The Cornm1sstoner
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 01 the degree of risk associat­
ed with it in ita approved use, may
when used in 'an investigational study
generate far higher degrees of risk..
AddltionaUy. the,di!!erences 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
f1nal regulation _should make clear
that confidential . Information con­
tained in a petition for waiver would
be protected from public dlsclosure,

The Commlssioner responds that in­
formation contained in a petition for

waiver is subjed to the same protee­
tion as any Information contained in
an application for exemption as pre­
scribed by proposed § 812.21 (21 CPR
812.21) and is disclosa.ble to the publie
upon request acco~ to the same
rules that define when information
contained in an appllcation for exemp­
tion can be disclosed. l.e~ proposed
§ 812.38.

Il'fY'ORMATION l"RnIOtTSLY sur.L1Xil!:l)

Proposed § 812.12 (21 CFR 812.12)
provides that previously submi.tted
data. may be incorporated by reference
in any subaequent submission. Pr0­
posed § 812.12 received no significant
comment and remains uncnanged,

!UCQ~.uor..xc.u:-;: !'o
E:tPOlUDS OF Dmc-.s

ProPosed § 812.19 (21 O'R 812.19>
received a number of negative com­
ments. However. one comment SUP­
ported FDA's position in attempting
to protect other countrtes from the
export of devices that would not be
subject to adequate controls in the
country of import since such a posi­
tion is necessary to further the foreign
pollcy interests of the United States.

Comments argued that the policy'
enunciated in proposed § 812.19 was
unwise. uniawrul, and unconstitution­
al. One comment a.."'gUed that the pro-
vision requtr..ng the exporter to obtain
the foreign goverr.ment·s approval is
probably unconstitutional because no
clause in the Constitution support" a
Federal police power protecting a for­
eign citizen. Additiot'.!illy. t!:.e United
States has no power or &uL'lority to
"leg1slate for the health of the wodd."
Other comments noted that proposed
§ 812.19<b>(2) (i) and (11) a.f!ord protec­
tion to foreign citJzenil beYond that in­
tended by the legislation. These com­
ments suggested that e:QOrters should
have to colXlply only with the law or
the foreign government receiving the
exported product. Other comments
stated that the export, requirements
should be sat1sl1ed where there is ·an
approved application U the countrz to
which the device is exported is wUllng
to accept the ·device. SUbmission by
the manufacturer· of proof from the
importing country of willlngness to
permit import of the device should
satisfy FDA where there exists an ap­
proved investigational device exemp­
tion. .

The Commissioner received several
comments SUggesting that many coun­
tries lack agendes 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. Further,
even where such a foreign official
exists. there may be no a.dm1n1strative
apparatus within the fore~ country

..
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penoa 10 wl11ch 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
exemptign 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
f1nal resutauon, should make clear
that confidential . Information con­
tained in a petition for waiver would
be protected from public disclosure.

The Commlssioner responds that in­
formation contained in a petition for
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tries lack asenctes 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. Further,
even where such a foreign official
exists. there may be no a.dm1n1strative
apparatus within the fore~ country
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!orcontrow.wr the device after impOrt. law to :refrain from causing avoidable
SeYeral comments argued that because harm. to other nations. For these rea­
such situation may be anticipa.ted to sons, in admlnister1ng § 812.19, the
exist. FDA must be satisfied with a no- Commissioner may in some cases
tif1cation from the sponsor-exporter of decide that the mere existence- of an
an intent to ship: In which case. alter investigational device exemptlon for
3. stated time elapsed during Which domestic studies is not suf.flcien t by
neither an approval nor denial was re- itsel! to warrant the export of the
ceived from the foreIgn government. device unless the Commissioner is as­
the exPOrter would be free to .ship sured that there is satisfactory provt­
upon verifying the. notification and sicn within the importing country to
certifying to FDA that the device com- control the device after import. In
plies with the law of the foreign COWl- some Instances, previously exported
try to whicl:1_~rt is proposed. Other products a.re later imPOrted into the .
comments suggested that any limit&- United States.
tions on exports should be confined to The Commissioner has revised pro­
the hl!alth and .safety-a! the United posed § 812.19 to parallel the statute
States. more.clcselz. The statute requires that

The Commissioner believes that pro.. before expOrt of an unapproved device
posed ~ 3l:.l9'- closely panlleh seetton that is currently subject to a perform­
80Hd> of the act (Z! U.s.c. 381(d)} u ance standard. premarket approval re­
amended anc..accarate17 rei!.ect5 can- QU1rement, inv~tigational device ex­
gressional iDtent.The Commissioner:' emption., or banned device regulatton,
believes that section S01(d) of the act - FDA must determine that the expor­
is a constitut1onal exercise of COn- Wion of the device Is not contrary to
gress' plenary power to regulate!!:l- the public health and safety and ha..s
ports and.e~ by prescribing j;he. the foreign government's approval.
conditions under which products man- The Commissioner preIers that the
ufa.ctl1n!d In the United States.may be impartinw country have sufiident reg­
exported. Any impact that section ula.tory controls and organizational ap.
801(d> and the proposed regulat10ns paratus to ensure that the device is in­
would have- on the conduct of foreign. . vestiga.ted under conditions equivalent
nationals is incidental to these legiti- to those under which it is being lnves­
mate product export controls. The tigated or could be investigated within
Commissioner points out that exPOrt the United States. Although the revt­
controls apply not only to investiga- sion of proposed § 812.19 does not re­
tiona! devices but also to investigation- quire the exporter of an investigation­
al new drugs. Furthermore. the appll- al device to obtain an investigational
cation of export controls to exported device exemption before export in
investigational devices serves U.s. in- every case. the Commissioner reserves
terests by maJ<ing it less a.ttractive for the fight to refuse to permit the
firms to try to avoid the requirements export of the device under section
of section 520(g> of the act <21 USc. SOled) of the act if he believes that
352(g» by conducting studies of Inves- the conditions under which the device
tlgatJona! devices in foreign countries Will be tested in the importing country
l~'kjng s1mil.v requirements; reducing. are such that the device would not be
the unfair advantage that would subject to adequate control
accrue to such firms: and helping .to The Comm1ssioner recognizes that
ensure that data oUered to FDA in-_ in dealing with forellm ~overnments,

support of device premarltet approval · rmique and unusual -situations may
applications were developed under- occur, e.g., it may be d1!1icult to deter­
conditions in which human subjects mine which foreign government
were protected and that ensure the agency should approve importation of
collection of valid scientific data. '. -- the device. Rather than rewrite the re-

The- Commissioner has · concln ded .- quirements of thi:J regulation in terms
that Congress intended for ·FDA . to ot the unusual, the CommJas1oner pre­
consider the effects of exportation of fers to deal with unusual situatior.s as
an investigational device on the public they are presented, on a case by case
health and safety of the receiving basi.s. If an exporter d1scovers that
country, when he makes the determ1- there is no foreIgn official who can
nation required by section 801<d)(2) of grant clearance to the proposed
the act (21 U.s.C. 381(d)(2». ... •• import of the device. the manufactur­
that the exportation of the device is er.. or: exporter, or sponsor should re­
not contrary to public health and . quest & waiver. The CommJssioner will
safety and has the approval of the respond to such situations as he deenu
country to which it is intended for appropriate after investigating the
export." He believes that it is constitu- facts and, Where necessary, in consul­
tional for Congress to require FDA to tatJon with the Department of State
consider effects of American exports or other Federal agencies.
on receiving countries. as a constitu- The Commissioner rejects the sug­
tional exercise of Congress' authority gested procedure for an exporter to be
to control exports. In addition, the re- able to export the device srter a given
qu1rement is similar to the general period of time had elapsed and to cer­
duty of nations under international tify that he was In compliance with
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foreign law. The Commissioner does
not believe that such a procedure com­
plies With section aOi<d> of the act.

NO'I'D"ICmON A."fD APPLICAnQ!f

The Commt.ssioner received numer­
ous commenta relating to the applica­
tion form. many requesting a simPli­
fied not!!ica.tion procedure.

1I0'rInCA'1'10X

The Commissioner :lgrees with com­
ments that a simplltied notification
procedure is appropri&te tor many
studies. Accordingly, proposed § 812.20
(21 CPR 812.20) has been revised to
prO\ide for an abbreviated application.,
called 3. notification, where a. vital in­
vestig3.tional. device is to be used in a
low r.sk investigational study or when
a nonvital investigstlonal device is to
be used in an investigational study.
The notification cowUsts of the name
and address of the sponsor, the signa-

. ture of the SpOnsor or the sponsor's
authorized representative, the name
and description of the device, a. sum­
mary of the inVestigational plan, the
location(s> ot~ the study, the SpOnsor's
agreement to comply with:FDA regu­
lations and monitoring procedures. the
institutional review committee's a.p­
proval of the stndy and agreement to
comply with FDA regulations on insti­
tutional review committees (future
Part 56>, a. summary of the investiga,­
tional study, the .institutional .review
comI:1ittee's assessment of whether ·
the cevtee is vital or nonvital and the
risk presented by the study, and the
name of the tnvesttsators and each in­
vestigator's agreement to comply with
FDA regulations regarding the obliga­
tions of cllnlcal investigators (includ­
ing Subpart F and future Part 54>.

The Commissioner emphasizes that
the In.stitutional review committee
must specif1cally assess .the risk to
which the study exposes human sub-.
jects; and that the _committee's ap­
proval. its. determ1nation whether a
device is vital and its risk assessment,
signed by the chafrman, must be con­
tained in, or attached to, the notifica­
tion. Only if- the committee assesses
the risk presented by a vital invest1ga­
tional 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 th&t FDA determines that an
application is needed and not a notifi­
eatien, the sponsor will be notified to
postpone or suspend the study and
submit an application containing the
information required by § 812.21 (21
CPR 812.21>.

Proposed §812.20(&)(2) provides that
three completed eoples of the notifica­
tion, together with all accompanying
materials, should be sent by registered
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safety andha..s the--apprOV8.l-Of the
country to which it is intended for
export." He believes that it is constitu­
tJonal 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
qu1rement is similar to the general
duty of nations under international
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respond to such situations as he deenu
appropriate after investigating the
facts and, Where necessary, In consul­
tatJon with the Department of State
or other Federal agencies.

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

evenv ton:rs.1i. rUA aerermmes that an
application is needed and not a nottrt­
cation, the sponsor will be notified to
postpone or suspend the study and
submit an application containing the
information required by § 812.21 (21
CPR 812.21>.

Proposed §812.20(&)(2) provides that
three completed conies of the notifica­
tion, together with all accompanying
matertals, should be sent by registered
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mall or hand dellvend to the Bure&u
of Medical Devices. Document Control
Center (HFK-20), Food and Dnur Ad.
m1ni.st.ntion. 873'7 (henna Avenue,
SUver Spl'1nK, Md. 20910. The outside
wrapper must be ~ropl1atelylabeled
"NotUication of Intent to Commence
TestiDg an Investigational Device.'·

A sponsor who wishes to do so may
always submit an application under
proposed § 812.21. eren though the
study mAy qua.li!y tor the subd3s1on
of a notification.

Tae Conu::1issicner believes that this
provision ;nll siJ:1Pll..7 procedu..--es for
obtaining an exemptton and that it 13
j'.lStiIied by the low r!sk associated
with the studies "Ugjtlle for the pro­
posed notWcation procedure.

Additionally, the procedu.."'e for
filing an a!'plication or notL.~cation

was revised to pe::1t ha:ld delivery.

APPLICATIOlfS J'OlI. mnOlf

FormerI:1 proposed 3 812.20.· dealln&
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
scription of the important components
of the device in lieu of .a complete
statement of the .components of the
device. &J:I anticipated. changes in the
components of the device must be
identified iIi 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.. u to the specific
device, can make a knowledgeable
judgment as to the anticipated safety
or effectiveness of the device in the
study. 'I'h1s 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 respeet to the specific device to
make a knowledgeable . judgment re­
garding the safety and effectiveness of
the device in the proposed study.

Similarly. propoaed § 812.21(b)(3) Is
modified to delete the requirement of
including a . complete statement of .
methods. faclllties. and controls used
in the manufacture, processing, pack­
aging, and storage of the device. The
Commissioner is requiring instead a
description of thoae 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<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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exemption from an statutory require­
menu for which an exemption can be
requested.

Proposed § 812.21(h>(4) directa the
spolUOr to state .the location of eyer)'
institutional review committee that
will monitor any portion of the study
and state each such committee has re­
ceived a copy of the investigational
plan and report or prior investigations.
together With all other materials re­
quired by the committee (such as aepa­
rate protocols not described in the
plan). Generally, the investigator
rather than the sponsor would provide
this and other lnIormation to the In­
stitutional review committee and otb..
.erwise deal with the committee; the in­
vestigator would infOr!D 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
tional. review committae must also be
submitted to FDA. The Commissioner
has determined that it is necessary for
the protection of the public health
and safet.y for the Commissioner to
have a copy of the full investigational
plaD. to decide Whether testing should
commence, even where there has been
review by an institutional review eem­
mittee. The Comm.is&oner points out
that a summary of the plan is, howev­
er, adequate in a notification under
proposed § 812.20 (unless the Commis·
sloner requests a copy 01 the full plan
after receiving a not1!lcatlon that con­
tains only a summary).

The CommIssioner cautions that al­
though FbA will eons ider an applica­
tion which requests waiver of the insti­
tutional review reqUirement of pro­
posed § 812.42, the application will be
evaluated on & - basis different from
that used when an institutional review
committee has approved and will
review the study. The Commissioner
may di.:iapprove an otherwise adequate
application lithe-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 istatement that .the
committee has reViewed and approved
the plan and report of prior investiga­
tions. The ColX1DUsS1oner agrees with
the comments that the requJ,rement
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 made to the use of
the term "supervise" When referring
to committee functions with respect to
its review of the study. The Comm.is­
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 eont1n- ·
ued rather than by supervisinr. the
study.

ProPQaed § 312.2l<bXS) wv reTised
in reaponse to a comment that the
sponsor :should :subm.tt all. forma and
informational mater...aJ. to 0. given to
hunan subjects. including all foJ"m& to
be used to obtain informed consent as
required by Subpvt F. Copies may De
appended to the investintional plan.

One comment proposed t."la.t lan­
guage be added stipulatit.g that the
sole purpose of requ.i.ri::nc submission
of all informed consent: forms to be
used in the study i.s 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 comment argued that 0.& single
type ot informed conaent should be
mandatory and that each investigator
should be responsible for obtaining
the consent form best suited to the tn­
vestigators needs whkh complies with
the regulation. The comment ex­
pla.iIied that the P1.1l'PDSe of the sus­
eested change is to clari1y that no reo­
spOnsibillty is assumed 'by FDA or the .
sponsor for professional liability
where lnIormed consent forms must
be cbanged to comply- with the regula­
tions.

The Commissioner fa not adopting
this suggestion. the orig1n.a.l proposal
did not contain infie:'dble provt..sions as
to the type of lnIormed consent re­
quired, and none are required in this
revision. The Commissioner expresses
no opinion on the professional liability
of sponsors or investigators where
changes must be made in consent
form.s to meet FDA requirements.

Proposed § 812.2l<b)(7) requires the
sponsor to submit a c:opy of the inves­
tigator's curriculum vitae together
with the investigators agreement (as
required) to comply with regulations
rep.rd1ng obligations of investigators.
Copies of aareements signed by each
investigator participating in the studY
shall be submitted.

Proposed § 812.2l<b)(8) provides that
the sponsor must submit (1) & copy of
all informational material. including
labels, to be supplied to ·lnvest igators
under § 812.47(30); (2) a. description of
the scient1fic training and experience
the sponsor considers appropriate to
qualify an lndividual as sllitable to in­
vestigate the device; (3) the sponsor's
written precedures for monitoring the
investigational study in compliance
With 21 CPR Part 52 (the proposed
regulations on obligations of sponsors
and monitors of clinical investigations,
published in the FEDERAL REcIsm of
september 27,1977); and (4) the name
and a summary of the training and ex­
perience of the indivtdU!ll who is to .
monitor the study for the sponsor.

Proposed § 812.21(b)(9) 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 § 812.2l<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

...,_ ~ ......_, _ ..........,... CIt YC&IU UYl::C

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 Comm.is­
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

WILD ;u ~!'.~ ran ~:.i: (t.ne proposed
regulations on obligations of sponsors
and monitors of clinical investigations,
published in the FEDERAL REcIsm of
september 27. 1977); and (4) the name
and a summary of the training and ex­
perience of the indivtdU!ll who is to .
monitor the study for the sponsor.

Proposed § 812.21(b)(9) provides that
the sponsor shall state. to the best of
the sponsor's kn·owledge. whether an
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institutional review committee has
ever disapproved or terminated any in­
vesnzanonar 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. i! not stated in the appll­
cation. might give rise to further ques­
ttons 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 disa.~

provaJ. a sponsor might lose consider­
able investment and valuable scientific
data might be lost. For this reason,
the Commissioner believes that full
disclosure in tl'1.e application serves the
best interests-or all · concerned. The
Commissioner :>elieves that a prior re­
fusal by an iDstitctional review eom­
mittee to approve the study would not
necessarily prejudice the present ap­
plication unless the prior disapproval
disclosed grounds which would justity
disapproving the present study.

Proposed § 812.21<bX10) requires the
sponsor to state that the sponsor will
comply with all the requtrements.ap­
plicable to sponsors under this chap­
ter. This- agreemeIlt 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(bX1l> required the
sponsor to notify FDA it, the sponsor
intends to charge Investlgators or sub-
Iecta.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
cemed that commercia.liza.tion of the
device not OCCUi" under the guise ot re­
couping investment. Therefore. 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 h13 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 druss, may individually
be very costlY to produce and that the
only way a manwacturer can recoup
such manufacturer's development cost
Is to charge for the device.

Proposed § 812.2l<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 § 812.2l<b)(l3) permits the
Commissioner at his dlscretlon 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
qulred to prepare an environmental
impact statement on approval of an in­
vestigational device exemption. the
sponsor Is in the best pos ition. 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 dtsannrovtns the
application. Of course. as with other
requests for lnformatlon, the sponsor
may refuse to provide the information
and treat the request as a disapproval
for purposa of requesting a regula­
tory hearing under Part. 16 as dis­
cussed below.

Proposed § 812.2l<b)(14) requires the
sponsor to-submit any other i....nrorma­
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 telephone, or in writing.

The . Commissioner received com­
ments that FDA could effectively pre­
vent a sponsor from obtaining a hear­
ing to review FDA a.dministrative
action simply by making repeated re­
quests for Information without ever
approving or disapproving the applica­
tion. The Comm.issioner agrees that
the sponsor is entitled to request a
hearing with respect to an application
if FDA requests additional informa­
tion. .

Accordingly. proposed § 812.21(c)
permits the sponsor to refuse to pro­
vide any infonnation 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 if812.21(c). 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
tlon, 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 CPR 812.25)
states the requirements for an investi­
gational Plan. _ -

I'
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PropOsed § 812.2S<a)(2l 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 Dot see•.

Proposed § 812.25(d) has been added
to prescribe the requirements or the
contents of a.summary ot 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).

axPORT or PIUOK INVESTIGATIONS

Proposed § 812.27 (21 CFR 812.27)
sets forth the requirements for reports
of prior investiga.tions and experience
with the device that must be submit­
ted.

Proposed § 812.27<b)(l) has been re­
vised in response to comments that
the report of prior investigations
should not include complete informa­
tion about precllnlcal investigations
because the requirement may be di!fi­
cult or impossible to meet if the device
has a long market history. The Com­
miss ioner has revised proposed
§ 812.27(b)(l) 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 speciflc test to which
the device is to be subjected. Insofar
as possible. all relevant material sub­
mitted should be complete.

Section 812.27(b)(2) 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 e!fectiveness in
the proposed study.
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IS to cnarge for the device.
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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 § 812.2l<b)(l3) permits the
Commissioner at his dlscretlon to re-
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only information related to the review
of the application will be required to
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states the requirements for an investi­
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anticipated safety and e!fectiveness in
the proposed stUdy.
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FDA klhUW or AND ACTION ON ""...
Al'J"LICATIOlf

Section 812.30 (21 CPR Si2.30) de­
scribes the procedure for FDA's review
of applleat10ns 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 sus­
gest that it be further revised and re­
submitted, while authorizing the spon­
sor to treat the Coin.m!ssioner's suz­
gestion as a final d!sa.pproval for pur­
poses of requesting a regulatory hear·
ing for conformity with proposed
§ S12.21<e).

In response to comments, the crite­
ria for disapproving applications in
§ 812.30<c) have been changed to give
the Commissioner d..Iscretion to decide
whether to disapprove an application
(or notification), where grounds for
disapproval exist. Thus, the words
"shall disapprove" have been replaced
by the words "may by order disap- .
prove."

Proposed § 812.30(e) of the August
20th proposal contained criteria for as-
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. Proposed § 812.2'1(c) provides that
nrior investigations of a device shall
not be considered adequate to justity
clinical trials with human subjects
unless the condition:J of the prior In­
vestigations are comparable to the
conditions of the proposed study.

Seve:-al comments indicated that it
is unnecessary for FDA to know in
every Instance the place where the
prior studies were conducted. The
Commissioner' ~ees and proposed
§ 812.2'1(d)(2) limits the reqUirement
to provide details on prior tests to in­
formation .tha~ is :suit!cientlY detailed
to permit scientific evalu3.Con. Where
sctenttne evaluation would necessitate
identi!ytag theqnaHflca:ions of the
person perform.iJ:g Cle test or includ·
ing other pnd.se !I:!orma.tion. such in·
formation must be ~tted. Pro­
posed § 812.Z7(d) :l1so proV1des that.
except Where testa on. !a.boratory' ani.
mals would beunneces:sary..e.~.where
there have been adequate in vitro tests
or clinical experience. prior investlp­
tions will beconsidered adequate only
if there have been tests in animals and
these tests show it is l'9:5OnablY safe
to begin clinical trials with humans.

ProPOSed § 812.21(e) provides thit a
su.m.mary of the same tn:e- of in!o~
tion concerning components Or ingre.
dients of a device (e.g., a bibliography
and copies of other unpublished rele­
vant inlonnation) must be prov1ded as
is requi.""ed in proposed ~ 312.27(0) (1)
and (2) when the components or ingre­
dients may have a signifIcant effect on
the safety or' effectiveness of the
dp.Y1ce and tnformation concerning
such components or 'ingredien ts is
needed to just!!y investig3.tiona.1 use of
the device on human subjects.

PROPOSED RUW

sessing risks when disapprovtng an ap­
plication. These criter'..a still apply but

. have been moved to proposed
§ 812.35(a)(11) (21 CPR 812.35(a)(11).
To complY With seetton 520(h) of the
act (21 U.s.C. 360j(h», the Commis­
sioner has added new § § 312.30(!) and
812.35(e) requiring FDA to make pub­
licly available a detailed summary .of
informa.tion. 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.

GROtTNDS FOR wrnmRAWAL or A....
rmtP'J:IO:i. .

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

The · grounds are sinillar to the
grounds contained in proposed § 812.35
Ca} and (b) of the August 20th propos·
aL

Comments said that the provisions
.seem to show.. susptcton of the good
faith of sponso~in the absence of any
evidence that SPODSlJrs will not follow
the rules. Accordi;"gly, proposed
§ al~35 deletes the provisions of for·
merly proposed § 812.20(b)(6) that the
application might be <ili!approved
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(a)(6) for withdrawing an ex­
emption previously granted.

Proposed § 812.35(c) as revised pro­
vides that the Commissioner may, in
his discretioDo continue in e!!ect an ex-

. emption for which there are grounds
for withdraWal !! the facts do not lead
the Commissioner to .conclude that
the risks outweigh the benefits to sub­
Jeets. . Withdrawa.l 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 .. U12.3S(a)(1l) provides
tha' the Commissioner may withdraw
an. exemption if the Commissioner de­
termines that the proposed investiga­
tional study subjects human subjects
to undue risks.

Proposed · § 812.:3511.)(11) also pro­
vides that in assessbg risks the Com·
missioner shall consider certain speel­
fied criteria. Formerly proposed
§812.30(e)(3) evoked comments cblect­
ing to the langUage "legally effective
informed consent" as redundant since
a consent that Is rict informed cannot
be leg:illy effective while a legally er­
fective consent must be tntormed. The
Commissioner . belie-; es that FDA
should adopt the language of 45 CPR
46.103 <DREW Guideli..."les, Protection
of Human Subjects) since to delete
this language might signal that the re-

quirement di!!ers in substance, which
is not the case. This language was in.
eluded in the DREW Guidelines to
make clear that the consent must
comply with State laws to be "legally
effective:'

Proposed § 812.35(d) pro..ides for re­
instatement of the exemption it the
sponsor satIsfies the Commissioner
that grounds for withclr::l.wal no longer
apply. Emphasis should be placed on
the fact that the burden is on the
sponsor to convtnee the Commissioner
that the grounds for 'iliithdra;val no
longer apply.

WlTBDlU.WAL or "", INVl:S'r'.,GAnONAL.
. rn:ncz J:X:l!:llaTION

The Comm..l.ssioner received. several
comments suggesting a. preheariog
cenrerenee 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 preheartnz con1eren.ces relating
to withdrawing IND'3 proved that the
prehearing conference took on all the
trappings of the hear.ng itself. The re­
sulting delay from provision for a con­
ference would not be in the public 'in·
terest, particuiarly as the sponsor does
have an opportunity for a. hearing.
However, in appropriate cases. infor­
mal meetings ma.y be held in accord­
ance with 21 CPR 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 lnvestigation:J, once approved
for purposes of thh P-..rt. should be
valid fol' 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 such sponsor's original application
and if FDA, because it had failed to
perceive the misstatement iIi its review
of the application, was bound 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 himsel! 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 suhmitted under part 812 will
sa.tisfy requirementa for such a report
in a premarket approval application.
The Commissioner advises that the
Com.missioner is not now in a position
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the Commissioner d..Iscretion to decide
whether to disapprove an application
(or notification), where grounds for
disapproval exist. Thus, the words
"shall disapprove" have been replaced
by the words "may by order disap- .
~rove."

Proposed § 812.30(e) of the August
20th proposal contained criteria for as-
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to know.whether the reports sponsors
submit under Part 812 will be of ade­
quate quallty to satisfy requirements
for such reports in premarket approv­
al applications.

Proposed § 812.38 (21 CPR 812.38)
prescribes. the rules. governing confi­
dentiality of information contained in
a notillcation or application for an in­
vestigational device exemption and is
comparable to § 312.5 of the IND regu·
lations.

The Commissioner has already pub­
lished for comment a proposed regula,­
tion concemtns FDA policy on disclo­
sure of the existence oi investigational
device exearpttons, This proposal wu
published in the ~£RAL ~Ism of
March 28, 1977 (43 PR 12869). correc­
tion published in the F!:DERAL Rroa­
TER of March 31 (4Zrn 13587). Under
the proposal. FDA would d.!scloSe the
existence of an application or notice­
submitted to FDAseek1ng permission
to conduct research on. or to maraet, a.
drug or device. whether or not the ap­
plication or notice had 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. 1971.
proposal as corrected 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 ot this section may be found in
the preamble to the final regulations
promulgating § 312.5 (21 CPR 312.5),
published in the FEDERAL RZCISn:Il of
December 24, 1974 (39 FR 44602> and :
January 14. 19'7'7 (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 CommJssioner disagl'ees with
thi.1 comment. It is not the duty of

PROPOSiD RULES

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 lniormation
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 15 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 ot a device
under section 515 of the act (21 U.s.C.
360e>. reports of adverse reactions oc­
curring durins any investigational
device exemption study are not availa­
ble to the public except as provided in
proposed § 812.J8(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 acknowledged.
The Commissioner further advises
that adverse reaction reports concern­
ing devices approved under section 51$
of the act will be released consistent
with the proVisions of § 314.14(d)(4).

SUPPLEMENTAL APPUCATIONS

Proposed § 812.39 (21 CFR 812.39>
describes the situations in which a
supplement.al 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 signUic:mtly 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 using the de~ce is not required.

COMXEN'rS llELATING-_ TO stnn>A.R'r B
WHICH lU:FI.EC'r DIl"J'ZRIl'fG CONCEP­

. TIONS 01' TB% ROLB 01'_ncsrxrorxoNAL
REVIEW COMKITTUS · .

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. S1m.llarly. 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 fonner­
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 renecttns

, still another view of the role of the in­
sti.tutional 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 i3 unnecessary to delay
approving the Investigational device
exemption untU the committee ap­
proves it; rather the procedure should
be the same as that used with the
IND. which perniits simultaneous sub­
missions to the committee and FDA.
Delay. it was objected. serves no useful,
purpose.

Other comments stated the institu­
tional review committee alone should
pass on the sufficiency of the tn­
formed consent ··form and that FDA
shouid 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(g)(3)(A) 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 qualili·
cations of investigators. the adequacy
of the informed consent forms used.
and the labeling of the device. Fur­
thermore. as discussed in more detaU
below. the Commissioner believes that
the Instttuttoual review committee is
not a substitute for the sponsor's mono
itor in controlling the quality of the
entire study, although the Comm.i.s­
sioner POints out that no such monitor
would be required where the sponsor
is a sponsor-investigator. .

SPONSOR REsPolfSIBxL..TTIES

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 FED­
EB.AI. REGISTER of September 27. 1977
(42 FR 49611> and on good laboratory
practices under part 58 (21 CPR part
58> published as proposed part 3e in
the FEDERAL REGISTER of November 19.
1976 (41 FR 51206).
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Certain responsibillties of S])OMOrs original invest1gat1onal device proposal
that were the subject ot subpart C of will be replaced by future proposed
the origiDal investigational device pro- FDA regulations on the obligations of
posal of August 20. 1976. have either clinical investigators and on standards
been addressed in subpart B of thLs for institutional review boards, This
tentative t1na.l regulation or by pro- cross-reference chart explairul these
posed plUt S2. Other provisions of the changes in proPOSed subpart C:

-.

review will be obtained prlor to actual
commencement of the !1::vestigation.
The Commissioner believes it is desir­
able to recuire Institutior.al re\1ew
before submission of a nottrtcatton or
an application for an Investigarional
device exemption because such review
will enable FDA to rely on committees
to screen out studies that would not be
performed even if FDArevieWed them
favo!'llbly. and to provide FDA with
better iniormat1on on tho! committee
being used by Sl'Onsors and iI:vestiga.­
tors under investigatiocaJ. device ex­
emptiens, The Commissioner 7iill. for
the same reasons, proPOSe a similar re­
quirement of prior imtitut~onal review
for other clJn1cal invest1ga.tions regu­
lated by FDA.. including investigation­
&1 new drug investigations. in rumre­
proposed regulations establiShing
standards for institutional review
boards.

Several comments suggested that it
Is appropr,late to a:dt 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
llm1nary 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 prellm.1na.r7 contacts. has been
eliminated. The Commissioner cau­
tions, however. that an investigaror or
sponsor must not request a .subject to
eive informal consent, to the study
until the study has been approved by
the institutional review committee and
FDA, Where these approvals are re­
quired.

The Comntissioner' received com­
ments that monitoring by the sponsor
duplicates the review by . the Jnstitu­
tional, review committee... The com­
ments argued that" the monitoring
tunction should be assigned either to
the committee- or to the 5POosor. ,but
not to both. The Commissioner main­
tains that both sponsors and tnstttu­
tional review committees need to over­
see investlgatj,onal studies. and the
CoIJ1mi3sioner doubts that duplication
of effort really will result since the
monitoring responsibillties ot the two
groupa differ. The primary responsibil­
ity fol' monitoring the investigator's
conformity to the plan and ensuring
the validity of data from the study
rests with the sponsor. although these
a1lSO are concerns of an institutional
review committee: the primary respon­
sibility oi a.commit~ is to review the

JI2.W
alZ.:O. 812.21
SI:'~2(a)

~:.~

812.42<b)
S12..;)0.812.21
81:t39
l1:u4
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Sl::'U (a)
81::'4J(b)
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52.28(b)(U)
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812.4a(b)
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812..56<d)
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312.M(f)
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812.56<eJ : '
812.5eCd)

812.55<e) ., •
8l2.56(f> . .; .

812..5&<c)
812..56(1»
812.56<0 ,., - ,"~c"

81:UO<c)
8J.2..S6<.)

8l2.5li(b) .

81:UO<b)

1I12.48<b)
812.4&1C)
812.46<d)
812.oI6(e,
812.46(1)
812.46<c)
1112..'"a)
812..'1(b) ,
812.4'1(c)
au.·17ldl
81:uo<a)

812.llO(a)
812.U(C:J

1112.43(&)
812.43Ib)
81 2.-fSCa)

8t2.45<b)
812.45<c)
812.4&<d)
81:'46<.)

.'f' · ... ~ .......::
appl1ca.ble requirements for institu­
tional review~ submit a notification or
application to··FDA. and be granted
FDA approva,4 where required, before
any human subject is allowed. to par­
ticipate in. 01' is requested formally to
consent to participate In. the investi­
gational study. "

Comments questioned the proposal
to require the approval of an lnstitn- ,
tional review committee, when one is
to be used, before subm.lssion of an ap.
plication to FDA:. The current investi­
gational new drug regulations merely
require an assurance that institutional

-" PronIiOll

I PUture PDA lDye.t!ptor &lid InaituUODal nwtew~
I Deleted.

GDERAL ,
Proposed § 812".40 states that the reo

quirement3 of'this subpart are applica­
ble to sponsors of investigational stud­
ies including sponsor- investigators.
ex~pt 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.
Jlll:VmW 01' nD Il'fVESTIGATIOlfAl. ST'D'DT

BYJ'DA AND THE UlSUrOtlONAL RSVIZW
COJDII:r'J:EE '

Proposed § 812.42(a) (21 CPR
812.42(a» requires the sponsor to meet

Reporttnc to ft)Ao malnta1Dl:Dtr r-m. aDd~ lao
~i=~ion.

SUbmlttlDa lnformatlou to~1lJ _

MoaitOr1n8 the m-ipt.l.cnW~ _

&iectlDnollnv~ _

GmeN . 112.40

~¥t_ of U l!lwstl~ smd7 by POA and i=stitutioaal 812."::Ia)-(1) "
l"eyj_~
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Proposed § 812.42(a) (21 CPR
812.42(a» requires the sponsor to meet

IAJ oe WIeU. oerore 5UDIIUSSlon 01 an ap.
plication to FDA:. The current investi­
gational new drug regulations merely
require an assurance that inatitutional

rests Wltn tne sponsor. although these
a1lSO are concerns of an institutional
review committee: the primary respon­
sibillty oi a.commit~ is to review the
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"
;;tudy 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, unl.ike the sponsor, offeD a.
disinterested review oi It. study. More­
over. the statute requires device stud­
ies to be both monitored by spomo13
and reviewed by committees.

several comments from Institutional:
review committees objected to the pro­
vtsion for the sponsor rather than the
mvestigator to submit. the inve:Jtiga,..
t ioI13.l plan ~ the institutional review
committee- for approval. The Comm.ilr­
stoner agrees that it is better for inves­
tigators I"2.ther t.ha.D sponsors to
submit investig:aQonal placa to lDstitu­
tiona! review- committees. However.
sectton 520<g)(3) 0:1 the act~ ot
the sponsor submiti;,;ing the plan (aod
report. of pr.Ol' investigations) to an in:­
stitutional review~~ To. re­
spond to the comments and the agen­
cy's own preIerew::e tbat investigators·
deal with committees, but. without de­
Parting from coc.gre:ss,ional intent. the
Commissioner ha.:> revised proposed
§ 312.42(a) so that the sponsor'a re­
sponsibility is now stated M ensuriDa
that institutional revieW occurs, r&ther
than. submlt~ an application to a
committee. which will be primarily the
investigator's resPQnsibility under
future FDA regulatiuns.

Proposed § 812.~2(b> describes the
circumstances in which institutional
review is required under the investiga­
tional device regulations. A counter­
partprovisioo-proposed § 812.60(al, in
the August 2{} proposal would haYe re­
~uired all institutional review commit­
tee to review and monitor an invesnaa­
tiona! study in any of three situationa;
When the investigational study in­
volves lDstitutiuoalized human sub­
jects; when the study is conducted by
an individual affiliated with an institu­
tion that assumes _rest)Onsibillty ~OJ:

the investigation. or when the study fa
conducted in an institution that has a.
committee. meeting FDA. standards..
(References to § 812.60 in proposed
Part 52. on. obligations of sponsora and
monitors of cllnical. investigations..
published in the F!:DDAL REGISTEIil of
September 27. 1977 (~ FR 49611)
should now be considered references .
to propose.§ 812.42(b).

The Com.misaloner 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 iIllmica.l to the subject's
interest. Therefore. he is proposing In
~812.42(b)and future agency-wide reg­
ulations to make review b.1 an Institu­
tional review committee a general pre­
condition to submission of any clinical .
investigation that. ia subject to require-

PROPOSiD RUW.

ments of the act for prior SUbmission
to PDA for review, and in. some cases
approval. before 11; 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 market'.ng
permit (as defined in § 52.3<b) in the
September Z7. 19'1'1 propoW) unless
the investigation was conducted under
an: institutional review committee....
This llrJPosal would not mean that
tbe results of the investigation need
not be submitted to FDA. The usual
rule that all data and inIormation rel­
evant; to a partlcular article (a pro­
posed or market<!d product. for exam­
pIe) must be submitted. remams in
effect. Even in situations where the
scient1!1c validity or an mvest1..aational
drug study is not. in. question, FDA
ma.y. receive data but not use it in sup­
port of a.deciston to approve testing or
commercial distribution of a. drug be­
cause of ethical improprieties in the
conduct of the study (21 CPR 312.20).

The Commissioner recognizes that
there m3.Y be situations in Which an.
institutional review committee re­
quirement may be unneccesary, redun­
dant. or contrary to the Interests or a.
subject. The Commissioner therefore
proposes § 812.42Cd}to accept an appli­
cation for waiver ortne institutional
review committee requirement upon &
showing- that the requirement is not
necessary either for protecting the­
subjects involved or for ensuring the
validity or reliability of the scientific
data. The section provides. however,
that the requirement will not waived
in three situartons; (1) When the in­
vestigation involves lnstitutioMlized
subjects; (2). When it Us conducted on
the premises o!. or utilizes personnel
or resources of, an institution havfng
an i.wltitutlonal review committee
meeting FDA's standards; and (3)
When the Commissioner finds that
the risJa to the subjects in the investi­
gation justify utillzi.n& a. committee to
review It.

Except in these situations" the Com­
missioner may. upon petition., waive
institutional review for · specific on­
going device. stUdies;. eapedaJly where
a. study was initiated several years
belore the proposed requirement be­
comes eUective or if he concludes that.
institutional review fa not. required
considerina the degree 01 risk POSedb.1
the investigational study.

Numerous oblecttons -'were received
to the requirement of § 812.42(c)
(2)(iv): or the August-20, 19'T6 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
qulrement was impractical and that
the spcnsor cannot superv1ae the dailY
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activities of the lDstitutional review
committee. However. he does not be­
lieve that the sponsor can ccnumie to
rely on the institutional review com­
mittee's agreement. to comply with
FDA requirements once h& learns that
the committee does not meet FDA.
standards. Accordingly, in proposed
§ 812.55(1) FDA is requiring a. snonsor
to report to- FDA when the sponsor.
learns. that a committee is not comply­
ing with ita agreement to review the
study or with applicable FDA regu}a,.
tiOI'S SUch reports will enable! FDA to
discover when committees are- not.
meeting their obliga~lons and to
decide Whether the committee's proc­
ess of review is adequate for FDA·reg­
ulated clinical investigations;

A comment on § 312.42(c)(2Xlx) of
the August :0. 19-76 propoeal objected
to the requirement. that" the sponsor
maintain or assure thM. an investiga,­
tor maintains th& records of all sub­
missions to and actions by the commit-·
tee. A3 revised. proposed § 8~5(gl
now merely requires the sponsor to
maintain copies of all communications,
he has engaged in with the committee
and with any investigatorr~
the study.

. . SELECTIOIt"OTUhEStIGA1:0RS , ­

Proposed § 812.43(a) (21 CFR
812.43(&» requires .the sponsor to
select qualified investigators..

Proposed § 812.43(b) requires the
sponsor to obtain, the investigator's
signed statement. which includes an
agreement to comply with FDA regu­
lations and &description of hi.$ or her
qualilleations.

Two comments were received on pr0­

posed. § 812.43<b>(l). One was that an
investigator of devices should nor be
required to. certi!y his or her creden­
tials to ?DA since' an investigatoe oi
drup does not have to meet" this re­
quirement. This. comment. argued that
Parts 812. and 31: should. be ccnstss­
ent- A. second comment. argued that
the sponsor .should obtain assurance
statements lrom· investigatOrs. filet
them. and submit only the sponsor's
assurance to FDA that the investiga­
tor's statement wa.s on me.

The Commissioner believes trult for
enforcement. reasona it is better for
FDA to have copies of the signed un­
dertaking of the investlgator. More­
over, this requirement. is Imposed by
section 520<i')(3XC) 01 the act. For
these reasons. the Commissioner zoe.
jects both comments.

Proposed § 812.43(b)(1)(vi) requires
that th& sponsor describe the specific .
experience of the investigator with the
device to be invest.lgated, including the
date. amount &old description of the
experience, and the name of the insti­
tution where the device was investigat­
ed. This language is adopted from ..
useful comment SUggesting that such
information Is re1eva.nt in selecting the
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dergo such. review unless circum­
stances clearly make it unnecessary, or
infeasible. or iIllmica.l to the subject's
interest. Therefore. he is proposing In
~812.42(b)and future agency-wide reg­
ulattons to make review b.1 an institu­
tional review committee a general pre­
condition to submission of any clinical
investigation that. Is subject to require-

that the sponsor assure that the insti­
tutional review committee compliell
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
qulrement was impractical and that
the sponsor cannot liuperv1ae the dailY

that the sponsor describe-the-sPeeif~ .
experience of the investigator with the
device to be invest.lgated, including the
date. amount &old description of the
experience, and the name of the insti­
tution where the device was investigat­
ed. This language is adopted from ..
useful comment suggesting that such
information Is releva.nt in selecting the
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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 administn­
tor and need not be scientifically
qualiIled. The Com.mi.llsioner will con­
sider this comment in developing a
final regulation on oroposed §§ 52.28
and 52.29.

One comment suggested that al­
though one individual within a compa­
ny should be held responsible for the
investigation, that person should be
permitted to use subordinates to a.ssist
in monitoring studies, P:'op<;sed § 3~.23

now provides explicitly for a. sponsor
to designate more than one monitor.

Proposed § 812.45(0) clar1l1e:s the
sponsor's responsibility in the event
the sponsor discovers that an in"le:."tl­
gator has not complied with FDA reg­
ulations or ~1th hi.3 or her asreement
to conduct the study in accordance .
with this regulation. The sponsor Ls re­
quired to secure the investIgator's
compliance with the requirements of
this part or discontinue 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 into com­
pliance without discontinuance of
shipment or suspension of the study.
A sponsor must act QuicklY to secure
investigator compliance. 'The sponsor
cannot permit 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 §;4 5:l.28. 52.29,
a.nd 812.46<b) is not d.Lscharged by
merely obtal.n!nc · an agreement to
comply from the !nvestig':U-or.

· Proposed § 812.48<b), &$ re'I1sed. dif­
fera aomewbali from the Augu:s1; 20th
proposal and is proposed on the Com­
missioner's initiative rather than in re­
sPOI19 to comments. No specific action
was required of the sponsor by the
August 20th proposal. The CommLs­
sioner wishes to stress that while a
sponsor can, in good 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 !n compliance. the
sponsor must act to .secure compliance
or suspend the study.

Propased § 812.46(c)(1) requires the
sponsor to undertake a aJ)eCialinvesti­
gation whenever the sponsor learns of
any serious adverse effect. death of
subject. or life-threatening medlcal

· problem. that may reasonably be re­
garded as device-related. Once the
sponsor has learned of any of these,
the sponsor must relay the informa­
tion to other investigaton participat­
ing in the study and to FDA. The

MOmTO:aDfa TD ~nGATIOIUL

STUDY

Proposed § 812.48(30) requires the
sponsor to comply with the require­
ments of 21 CFR 52.28 and the spon­
sor's monitor to comply with 21 CPR
52.29. Sections 52.28 and 52.29 were
proposed in the September 27, 1977
proposed regulations on obligations of
sponsors and moulters,

COzrraOL OYD T.BZ OlVBSrICAnOlfAL
DDICZ; J'ACILl'l'IES

Proposed § 812.45(30) requires the
5POI13or to ship the device only to in­
vestigators who have signed state­
ments in accordance with §812.43(b)
to abide by FDA regulation. The 8I)on­
sor must also comply with FDA re­
quirements on control of investigation­
al devices and asauring the adequacy
of facilities (proposed Subparts C and
F of Part 52), described in the Septem­
ber 27, 1971 propcsed 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

Investigator and passing on his Qualifi- the August 20th proposal objected to
cations. this procedure on the grounds that

Proposed § 812.43(b}(3) as revised section 520(j) of the act prohibits un­
clarilies that subordlnate Investigators necessary traceability requirements.
who are responsible to the named in- The comment further argued that
vest tsator may participate in the there was nothing in the preamble
study. that would justify the recordkeeping

Proposed §812.43(b)(4) requires the requirement.
investigator to state Whether any The CommIssioner helieves that only
study or research that such investiga- by strict accounting for the devices re­
tor has ~n tnvol"~ in has been dis- ceived can the control over inverti.ga.­
continued by order of a sponsor, insti- tiona! devices intended by Congress be
tutional review committee, or FDA. ensured. The Commi.ssioner believes
Comments oOj~ that such dlsclo- L~t it 'is. or shoUld be, standard prac­
sure may unfairiy ~JuQice the selec- tice for ma.n.Y investigational devices
tion of an Investigator. The Commis- to bear an identification number en­
sioner d1sa.grees. The selection of a- abling the shipper to deter:nine Where
qualUled inVestigator will not be pre- - that device was shipped by referrlng
judice<! by this pro~.sicn since tt runc- to a record of that number. The Com­
tiona only to alert those- responsible missioner notes that only one com­
for 'selectint tnvestigaron &Dd &Pprov- ment obiected to this provision. The
ing investigators' quali!ications to <?,~l~nerconcludes. that ~eabi­
matters that may recnrre-ccnstdera- lit'Y. requirements for !Dvestlgational
tton, The Commissioner does not devices are necessary to ensure the
~tend that qualWed mvestigators be protection of the ' public health and
excluded from studies simply because are not unreasonable· or. unduly bur-
prior studies have been suspended or densome, ..
te rminated for reasons that do not ~e C0tnmJ.S810ner receIved C?m­
rereot on the investig3tor's qualifiea-' meets that the language of i 812.4:>(d)
tions. The Commissioner does not ae-- of the August 20th ;Jroposal concem­
lieve a sconsor will refuse to Include i:ng the adequacy of facUlties incor­
an investigator simply because a study ;.ee--~y implied that the deYice,m?St ~e
was terminated for reasons unrelated . me and effective for testing' wnen It
to investigator qualifications. U this 15 th~ very purpose of }he.study to de­
iniormation is not required to be db- termlD.e ~ety and ef.l.~tlvene~ The
closed, the sponsor and FDA ma,. be COmIJllSS10~er agree~ ~tha.t this lan­
deprived of information relevant in !fUage. w~ mappropna..e~:nd has not
evaluating the investigator'JI ability to Included It in propased § Q••47.
conduct the proposed investigation. ~other comment. argued that
Accordingly, the Commissioner has re- § 81-;45(d) of the August 20th propes­
tained the provision. a.l~ect1Yel~ !mPOSed a goo~ maaurac-

The Commissioner received a com- ~unng P~tlce(G~) r~wrementon
ment objecting to the provision of pro- Investlgattcnal d~"~ .:iince the s~t.
;losed § 812.43(b)(5), which requires ute provtdes for ~Ve:ltlgat1~naldevtces
the naming ot other investigators who to be exempted ...rom G:MP So the com­
are to participate UDder the 15upervt- ment suggested that proposed
sion of the lead investigator. because _§ 812.4~d) be.deleted.'" . •
there might be frequent turnover The Comioner _eliens tha.. ~e

. comment reDects a miaundemanding
among a.sponsor's house staff that re- of the act and the regulation. The
p~~ to :to l~ investigator. The Com- effect of proPOeed § 52.47 (which re­
misaoner believes it .essential that all places § 812.45(d) of the August 20th
investigators partiCIpating in ~e proposal) Ls not to requ1re a sponsor to
study be identUied in records submit- comply with GMP regulations issued
ted to FDA:. under .section 52(0) 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 tha.t is nec­
essary both tor the protection of the
public health and safety and for effi­
cient enroreement of the act, under
sections 520(g}(2)(B) and 701(30) of the
act.
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al devices and asauring the adequacy
of facilities (prop06ed Subparts C and
F of Part 52), described in the Septem­
ber 27, 1971 prop03e<! regulations on
obligations of sponsors and moniton
of clinical investigations. -

Proposed § 52.108 requires the spon­
sor to maintain records of all ship­
ments of the device to investlntors.
Comments on proposed § 812.45<c) of

MOmTO:aDfa TD ~nGATION.u.

STUDY

Proposed § 812.48(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 CPR
52.29. Sections 52.28 and 52.29 were
proposed in the September 27, 1977
procosed regulations on obligations of
sponsors and moulters.
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spomor to undertake a aJ)eCialinvesti­
gation whenever the sponsor learns of
any serious adverse effect. death of
subject. or life-threatening medlcal

· problem, that may reasonably 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 soon as possi.
ble, bur; in no- event later than 10
worlQng days &!ter the sponsor learns
of the effect. death. or problem. This
section was modi!ted in response to
comments arguing t h a t only reactions
which are both "device related" and
"serious" should have to be reported,
mth respect to the term "device relat­
ed.... the Cornm.tsstoner- cautions thaI;
the term Includes any reecticn that
may rea.sonabl7 be regarded as caused
by or associated with tae device. This
includes reacnons associated with· any
part of an entire device $ysUIXl. includ-
ing the- 'P&Clcagi.ng. .

One co~t..;noa'P(l5edt.h.ae sPecial
investiPt10ns be rmder"..a.ken in coop­
eration with appropriate institutional
ofIlews and the- ini't'Stigator. The
Commissioner exeects tha.t. while a '
special investiganaa my otten inrolve
persons in adCition to the sPonosor-, it
is proper lor :FDA to place the prim.a.ry
respOnsibility on the spoc.scrto under­
take such an investigation.

One comment sugge~ that. an in·
formal conference ~tl': the sponsor be'
held immediately ~ PD.a. suspends the
study rmder § 312.-!6(c)(2); As ind!eat­
ed above, agency e.s:;::enence with pre­
hearinJr eonrereaees SUggests that
such conferences orten - become like
fonnal hearings. The CCmmiSSioner
believes that provision tor a prehear­
ing conference would nncecessa.'"ily
delay the administrative process and
would duplicate provisions for obtain­
ing review of the withdra.W3.l of an in­
vestigational device exemption. Ac­
cord.ingly, no provision is made for
such an informal conference. .

several comments argued that. the
study should be suspended only after
the sPODSOr has had the oppOrtunity
to assess adverse reactons. The Com­
missioner agrees that. the point at
which information is beUeved to exist.
which wouia warrant. suspension of.
the stndJr is lniti.a.lly' 3. ' matter- er the
sponsor's judgement. although FDA or
an institutiOnal review committeem~
order scspensioo a.fter reviewing the
data. The Commissioner- does- not
intend that & suspension be: ·!mposed
automatically or that & suspension
necessarily result in termination 01 a
study. Only when the potential risks
of cont1nuation outwiegh ~he pOtential
benertts should the study be terminat­
ed.

Eacb study must be assessed on its­
own merit&. The Coa:u:Dlssioner re­
ceived 3. comment that the fau~ot a.
li!~ device in a study involv­
ing several subjects would not warrant.
the removal of that device trom 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
quire the continued use of the device-
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maT continue to receive the device.
Also, no new subjects may be- brought
into the study.

The Commissioner believes that the
5 working dl\Y$. or less, Is not too short
a. period to suspend an tnvestigattcn
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 Isolated adverse
reports. The Commissioner does re­
quire the sponsor to investigate and
correlate aQvel'3e information to deter­
mine- whether it warrants suspension
ot the ·study. The Commissioner' em­
phasizes that. FDA may reverse the
spcnsor's decision not to suspend a
stUdy ~ appropriate cases.

Proposed § 812.'!I)(d} prohibits spon­
sors from unduly prolonging a study.
This paragraph was revised to respond
to comments that FDA should nor
force a sponsor to submit a premarket
approval application i1 the sponsor
does not wish to do so. As revised. pro­
posed § 812.46(0) provides that once
data are developed which would sup­
port submission of an application for
premarket approval. the snonsor must
either submit such an application or
dIscontinue the study. The sponsor is
no longer required to give:!. statement
ot the sponsor's reasons f,;;r ~on·
tinuing the study without submttttnx
an application for premarket approval
to FDA.

One comment advocated that the
sponsor be allowed to continue to pro­
vide the investlga.tor 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 per'!!l;ssible as long aa
the investigational device exemption is
active while- the premarket approval
application is pending- and the investi­
gator- remains a qualified investigator
who compUes with FDA regulations.

SlJBMl'J:'rIlfG IN7OJUoUrIOB TO
Ut vZSrICA%OItS

. Proposed. §.812.47 requires the spon­
sor to provide all investigators with
copies of the investigational plan, the
report of prior Investtsattons of the
device. and labeling (including labels)
for the device which shall meet the re­
quirements of proposed § S12.5(b). Pr0­
posed §812.47 does not apply to . a
sponsor-Investigator- who 1$ 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 § 812A7(c) reciuIres the
sponsor to notify the investigator it a
premarket approval application for
the investigational device is granted.

One comment argued that there is
no statutory basis for- requIring the

20741

sponsor to notify'the investigator-if an .
application for premarket approval
has been approved.. The Com.missioner
believes it tmoortant, tor investigators
to understand the- regula.tory starus of
produeta they use. Thus. the reoutre­
ment is anthorized under sections

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

nOMOTIOlt" Am) SAI,B.or- Ale
I:nES'tIGmONAL DEVICZ

Proposed § 812.50(a) requires a span- ­
sor to comply with 21 em 52.113. Pro­
posed. ~ 52.118, a section of the pro­
posed regulations on obliptions of
sponsors and monitors. prohibits a
sponsor from representing that an un­
marketed lnvestigational device is sale
and e!!ective for the purpose for
which it is under Investigaclon and
froc otherwise comme~g the
device.

The Com.missioner received several
comments urging that the regulation
not. apply these requirements to de­
vices for which the act provides a tran­
sitional period. The CQmm.i.ssioner has
partially responded to these commeAts
by not applying this requirement, to
lawful commercial shipmenb of de­
vices during the transitional period
under section 501(f)(2)(B) of the act.
The requirement does, however. apply
to all shipments for investigational use
of devices, including devices previously
regulated as new drugs that are sub­
ject to section 520(1) of the act.

Several comments defended the
practice of making claims for safety
when only the efIectivenes& of the
device- is being investigated. Such an
investigation could occur where the
device has 3. proven market history
and is being investigated for a.new use.
StmUarly. a device might be known to
be effective but its safety Inight re­
quire further investigation.

The Commissioner- believes that the
concern. expressed in the comment.:» is
partly addressed in proposed § 52'.118.
The Commissioner. cautions that a
mau1acturer cannot. make (1) claims·of
effectiveness ·for the purposes for
which adevtce is under investigation i!
the device is being tested for effective­
ness for tnose purposee, or (2) clalms
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
P\lI'POSeS if both safety and effective­
ness for those. purposes are under in·
vestigation.

Several. comments were received on
proposed § 812.50<b)(1) 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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li!~ device in a study involv­
ing several subjects would not warrant.
the removal of that device trom other­
subjects if removal would cause or
threaten to cause the death of the~
maining subjects. The Commissioner­
agrees but believes it appropriate to
provide that. after suspension, only
those subjects whose medical needs re­
quire the continued use of the device-

rroposea 9 ~a:J:.,,·ItOl requires cne
sponsor to notify the investigator of
the completion or discontinuance of
the study or of the withdrawal of an
exemption.

ProPOSed § 812.47(c) reciuIres the­
sponsor to notify the- investigator it a
premarket approval application for
the investigational device is granted.

One comment argued that there is
no statutory basis for- requIring the

..,... ...c:...A.L-~UI..U1.Uc.u..., wc.x-c J.-~~lVICU uu
proposed § 812.50<b)(1) of the August.
20, 1976 proposal which prohibited
commercial distribution and test mar­
keting of an investlgationa.l 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 devtees in commercial dis-
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tribution on or before !lay 28. 1978. or The Commisirioner does not intend
devices substantially equi'lalent to to substttute the Cornmbstone:-'s judg­
such devices. or to cla:la I or II devices; ment for that of the sponsor or manu­
the Commj",ioner has clarified that fa.cturer of the deTice as to the need to
this restriction does a.pply to tnveettsa- recoup development costs. The Com­
tion31 deYtces in class ill under section I:li3sioner will. howenr. determine
520(1) of the act tha.t were preV10usly Whether the ch..aI7e exceeds that nee­
regarded u new drui3-) eesary for appropr....ate recoupment. II

One comment objected to a sup. the Com.mLss1oner finds that commer­
posed restriction on test marketing of cialization. of the device is the actual
widely used consumer items since objective of the charge, the Commis­
product testing to det.ermlne consumer sioner will notify the sponsor of this
attitudes is an important decision ele- findlng and that the application for an
ment in the a:~3 operatlons investigational device exemption is dis­
plan. Once salety and e!!ectiveness-are approved (or the exemption wtth­
proven. the comment argued. the com- drawn) unless the sponsor agrees not
pany should be able to premarket test to charge or to reduce the charge
the device prior to mC'UIT'ing the cost (and. where appropriate. to refund the
of obta.in1ng ~t approval of charge). A sponsor who does not wish
the device. The- comment conceded to elimJ.nateor reduce t ae proposal to
that test marketing' is not a substitute ~-ge tor the deV1ce may inform the
for adequate cliniC3i testing and agency of his Interest in a rf>gulatory
should not be a su~ to permit hea.-:ng. under thE!' procedures in
the commercial distr-oution of a prod- § 812.30<d).for di3approval of an appli­
uct while the product is still undergo- cation or. where appropriate. in
ing testinc or prel:l1arltet a.pproval. The § 812.35<b) for withd.-a.wal of an Inves­
comment urged that there be an ope t1ga.tional deV1ce exemption.
portunitz for premane:: testing before
complying with sections 510<k) or ~Jl7INGroPDA.xO!frrOiUNGRECORDS.
513(f) at the act. AIm~G L'iSn:cn:ON

In proposed § 812.2Cb)(2) (21 CPR Pronnae<l .1I 812.55{a) requires the
812.2(b)(2». the Commissioner has ....... ~
exempted from Part 812 test market- sponsor to maintain records on which
ing of a deTice conducted solely to in- to base reports to FDA. Reports are
vestiaate consumer preference. Other . required to be made at aparopnate in­
test marketing can be- accomplished tervals notex~g 1 year.
under an investigational deVice exemp- Proposed § 812.53<b) requires the
tion. The waiver provisions in § 812.10. sponsors to noWy FDA wit h in 30 days
provide a mechanism to aVOid applica.- . of completion. termination. or discon­
tion of inappropriate requirements, tinuation of the study (including with-

Proposed § 812.S0(c) prohibits the drawal of the exemption). A final
spOIUOr from charging for use of the report is required to be furnished to
device if FDA finds the price to be un- FDA within 6 months arter the stUdy
reasonable. This provision received is concluded. - . ..
several comments. · Proposed ' §.812.55(c) requires the

The Commi.ssioner notes that tradl- sponsor to notifY FDA whenever the
tionally PD.'\. has rarely allowed a sponsor ". requires investigators to
charge for an investigational new return or dispose of the supplies of the
drug. The CommJssioner concedes that device and of steP/S taken to comply
the inve:stment COIIt of developing a. with the proTmO:D& for alternate dis­
device may often be far greater than position<o! ,the deTice found in pro­
the cost of developing a new drug, and posed § 52-lB'-a I'M·.islon of the pro­
that the' actual cost recovered by the posed re~atjx)ns on obligations of
manufacturer may be a factor in pro- sponsors andmonirors of clinical in­
ceeding with development of the vestigation&_ '- ~ .'. ..
device. Thus.. the Comm.is3ioner be- Proposed';~!812.5S<d) requires the
lieves that it may be reasonable for a spoz:.sor to .report to FDA a serious ad­
sponsor to recoup such sponsors de- verse reaction (induding death or life­
velopment cost. particularly for a high threatening medical problem) that is
cost device. even while the device is subject to the require:ne~tof a special
being investfpted. Investigatlon ·and that occurs during

Howeyer. because an etfective means the course of the stUd,.
is needed to prevent commercial.iza.tion Proposed § a~:;'':: ; or § 81:'S5(c) in
ota device under the guise of recover- the August 20. 1976 proposal) was the
ing development costs. the Commis- subject of several comments. One com­
sioner believes it necessary to retain a ment argued.~ the meaning of "ad­
provision for FDA to find unreason- verse" was unclear and asked how ad­
able the cost on an investigational verse the reaction must be for it to be
device in particular cases. Evidence of reportable. The .CoIn.!nissioner has
profitmakl"ll' by means of charges tor qualified this reqw.remeot so that only
relatively inexpensive items may sug- "serious" .adverse eH~t.s will trigger ·
gest that the device is actually being the reporting requirement. Other com­
marketed prior to completion of the ments were that. the reporting period
investigation in violation of the act is too short and should be extended to
and these regulations. 10, 15, or 30 daYS- The COrnmi.ssioner

bas lengthened to 10 worting days the
period for reporting results to FDA. to
conform to future agency regulatiorus
on responsibilities of inYe~s1;1ga.tors..

Another comment suggested tha.t if
an institutional reviClw committee :a
monitoring the imestigation, the
sponsor need not provide FDA with
the report of special investigation. The
Commissioner cl.bagrees. The notitiea.­
tion to FDA is necessary; FDA b the
reposttorz of allln1ormation regardmg
the application. together with infor­
mation relating to similar studies. and
is in a better position tr.an any individ­
ual institutional review committee to
make findings both with respect to the
study from the standpoint of national
standards for device investigations,.
and with respect to other related stud­
ies of which a. particular institutional

. review committee may be UI1a'VVe.
ProPOSed § 812.55(e> requires the

sponsor to submit to FDA :l copy of
any investigators determination that.
informed consent could. not be ob­
tained from the subject. The report !a
required to be submitted witbln 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 e:'ttending the period to
30 days might make it more dHficulC
to reconstruct the preclse events by
questioning subjects should an investi­
gation be required.

The Commissioner believes that the
requirement for informed consent is
important and that deviations from in­
formed consent warrant immediate n0­
tification.

Proposed § 812.55(f) requires a spon·
sor to report to FDA any discovery
that an :lnst1tutlonalreview committH
is not. complying with its agreement to
review the study or with applicaQle
FDA regulations.

Proposed § 812.55(g) requ1res the
sponsor to keep records of all applica­
tions. reports, and correspondence
that the sponsor submits to FDA and
of aU communications between the
sponsor and any institutional review

.committee or investigator regardj]]g'
the study.

Proposed § 812.55(h) permits a spon­
sor to withdraw from n'COrcfteeplng
requirements by transferring cwrtody
to ·anoth er 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
inspect sponsor records and facmties.
Proposed § 812.55(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 CPR 20.61. This change
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sioner believes -it necessarytoretain a
promion for FDA to find unreason­
able the cost on an investigational
device in particular cases. Evidence of
profitma.k.lng by means of charges for
relatively Inexpenstve 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.

mint -argu~.~ the mearlini~f -;;-ad-
verse" was unclear and asked how ad­
verse the reaction must be for it to be
reportable. The .COIn.!nissioner has
qualified this reqw.remeot so that only
"serious" .adverse eff~t.s 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 COrnmi.ssioner
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or their authorized representatives to
inspect sponsor records and facmties.
Proposed § 812.55(1) (§ 812.55(h) in the
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changed to clarify the authority of the
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by the institutIonal review committee
trade secret or commercial or financial
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was made- in response to comments
that the ir.stitutlonal review commit­
tee should not have access to a spon­
sor's trade secrets and concern that
rival investigators and sponsors might
gain access to proprietary 1n!ormation
by means of membership on an insti­
tutional review committee. T'ae Com­
missioner emphasizes that the com­
mittee may need to have access to
safety and el!ectiveness data and that
an institutional review committee is
not requlred to approve a study when
it lacks the data it requires for a
proper determinacion. of whether it is
safe to be!r'.n or continue trials with
human subjects.

Other comments arg'.led that a spon­
sor's financial records should be
exempt from FDA inspection. The
Commissioner-- responds-that financial
records are- relevant to determine
Whether or not a.- device is beiI::g com­
mercially II1arketed and are required
to be made available for Inspection by ­
FDA for that purpose,

Another comment argued that the
spcnsor should be responsible only for
providing access to those facilities over
which the sponsor has physical con­
trol. e.s.• nOt those of investigators or­
government agencies. The- Co.tJ:l.mjs.
sioner clarifies that this section is not
to be interpreted to require the spon­
sor to provide access to material where
the sponsor lacks authority to provide
for such access.

Other ·comments expressed. the view
that FDA should be able to copy oIlly
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 CPR Part 46, for
the confidentiality of patient data. Al-·
though the ' Com.mission:er ..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 conn­
dentlallty, 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 § a12.55(j)
(§ 812.55<D in the August 20, 1976 pro-
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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 Which records may be required,
the Commissioner believes the present
language is appropriate.

PRACTICAL Dn7Ict7LTIES IN
D~""l~GTHE S?ONSOR

REI..-\TtONSHIP

The Ccmmlssloner received a com­
ment argujng that there are practical
difficulties in determlnlng When a
manutacrurer Is actually a sponsor
within the meaning of the regulation.
The comment cited the examples of an
tnvesnaator who continues clinical
test1.n.g at a device after the sponsor
has suspended or discontinued a. spon­
sored investigation. or who requests a
sample of a marketed device from a
sponsor for the purpose of testing a
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
a~ency generally does not object to an
investigator assuming the responsibil­
ities of a sponsor and has explicitlY
recognized the existence and statUs 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 clarlIy 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 1! a device manufacturer's ef­
forts to avoid responsibility for device
stUdies resulted in undue risks to sub­
Jeets 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 II the manufacturer Is unwU1l.ng
to assume the responsibilities of a
sponsor. Aside from these concerns,
however. manufacturers and investiga­
tors are free to tallor their relation­
ships to their own needs.

The Commissioner also cautions
that the question ot who serves as a
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sponsor under proposed Part 812 is not
intended to have a.ny bearing on liabil­
ity questions in product lia.bility law­
suits.

RESPOmIBILITIES 01" INSTX:X 0 :t tONAL
REVIEW COMMITTEES

Subpart D of the August 20th pro­
posal.concernlng the responsibilities of
institutional review committees will be
superseded by a future FDA regula­
tion applicable to clinical investiga­
tions of drugs, devices, and other artt­
cles. The substance of the future regu­
lation is largelY found in existing regu­
lations in 21 CPR Part 312 and 45
CPR Part 46. as well as portions of the
August 20th proposal. Comments on
Subpart- D are being considered 07 the
internal FDA task focce responsible to
the Commissioner for the preparation
of th.:s document, Until the future
FDA regulation is promulgated as a
final order. Subpart D of the August
20th proposal can be !ollow-ed as a
guideline for device studies.

RESPONSIBILITIES OF INvEsnGATORS

Subpart E of .the August 20th pro­
posal concerned the respoD3ibilltie;i of
investigators and will be superseded by
an FDA proposed regulation on clini­
cal investigators of drugs, devices. and
other articles, which will be published
in the FEDERAL REGlsm in the near
future. Comments on Subpart Eare
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 guideline tor
device studies.

lNl"ORMED CONSENT. . -
Several comments objected to the in­

formed consent requirement. aa. it re­
lated to in vitro diagnostic products.
The Co~onerbeUeve3 that those
comments are effectivelY met by the
exemption in proposed § 812.2(b)(5) of
most in vitro diagnostic products from
the requirements of this regulation.

The Com.missioner received . few­
other comments on proposed' Subpart
F.· Some comments argued that FDA
should await the result ot the study of
informed consent being conducted by
the National Commission tor the Pr0­
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

FEDERAL REGISTU, VOL 43, NO. 93-fRIDAY, MAY 12, 1978

be provided. The Commissioner- re­
gards exercise of the Commissioner'S
authority to obtain patient names as
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protect the health of subjects or
assure the validity of data.
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national Com.mlss1on to publish its
recommendations. The Commissioner
wtll, 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 po may
occur if the Commissioner decides to
promulgate general informed consent
regulations applicable to clinical tnves­
tigations of drugs, devices. and other .
articleS.

Several commenbs argued that the
requirement of iniormed consent
:should be related to the degree and
nature of the r.sit. presented to patient
safety and privacy. The Commiasioner
agrees but belie<t~ tbat this fiexibilit:7
i.sInherent in Subpart F.

Several commenb ~ed that the
regulations should provide far oral m­
formed consent in certain cases. Most
.of these comments concerned studies
of In vttro diagnostiC products and
have been addressed by the exemption
of many such products from proposed
Part 812. Although no provision for
oral In!ormed consent is being pro­
posed, the Commissioner invites com.
ments on a procedure, set out. below &II
possible proposed § 812.123(c>, that
would epable 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
cert1!leation 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 noilliea.tion
rather than an application· for an ta­
vestigational device exemption.

(c) (1) WIth the approval of the sponsor
and the 1rJstltutional review committee. the
lnvestlptor may make a written record cer­
tiIying that he haa obtained the oral In­
formed consent of the subject (or. Where ap.­
propriate" tho subject'lllegal reprelH!Jltative)
when the study Involves a. nanvttal Investi·
gatlanal device used In a. low r.sk study for
wblch the sponsor has submitted a noti.~ca­

tton under '812.20, and the Food and Drue
AdDUnlstntton's letter under § 812.20<cXl>
Informins the SPODaOr of the date or receipt
does not alao Inform thlt sponsor that m an
appUeat1on. rather than a notification. !a re­
Qulred. <ID~ the &Ceney cI.i.sagreea with
the determination lUI to whether the device
Is vital or With the determitlation u to riak.
asaessment. or (W) that written consent in
accordaDce With ~ph (e> of thls sec­
tion shall be obtained.

(2) Where the certification procedure Is
permitted to be used. thlt Investigator may
certify that such investigator has obtained
the oral Informed coDSent either of a iroUP
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 certlfyine that consent was ob­
tained for the initial procedure and the sub­
jeet, or group of subjects. waa advised ·that
the procedure might be repeated and of the
approximate number of times the procedure
might be performed. When the study In·

PlOPOSE!) RULES

valves additional. nODreDetitive procedures.
e.io. dl:!e~nt tests. in~'Olvi:lg a subiect at a
tlme later than when oral Informed consent
Is obtained Initially. the subject'S oral In·
formed consent shall be separately docu­
mented when each such adQitlonal Drace­
dure 0CCUl'3.

(3) A certWcatlon mall detaU all the In­
formation liven 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 recorda for the time prescribed In
§ 52.195 of this chapter.

GENDAL Uqunu:r.a:NTS or DfPOlUD:D
CONSDT

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 Dllterate subject who is
not under a legal disability.

The Commissioner believes that
written In!ormed consent generally
can be obtained from an illiterate indi·
vidual who wishes to consent to we of
an investigational device. In general.
an illiterate but competent Indtvidual
should have the same access to an In­
vestigational device sa does a literate
person. Where · an individU3l from
whom informed consent is sought ts of
limited literacy, the Investigator
should read the written 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 writteJ:I. informed consent to use
an investigational device would have
to be obtained from an Illtterate 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.
vision for Independent wttnesses : 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
requirement that the consenting indi­
vidual sign the wrttten agreement, or
both.

Another comment suggested that ex­
istL.,g DHEW' rules on the elements of
informed censent are sufficient for
this regulation. The Commissioner dls­
agrees. The additional requirements
found in this section were required in
light of the legislative history of the
act (House Report No. 94-1090. Con­
ference Report. . on Medical Device
Amendmenb of 1976, M:ay 6, 1976. at
p. 64). which . list:; elements of In­
formed consent that C1e congressional
conferees on the legislation believed

I '

should be included. According],y, 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 Wlitten consent
should be the prerogat1'Ye 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 ~ptable
to leave the determination of when an
exception may be granted entirely to
the discretion of individual in$titution·
al review committees. An instttut10nal
review committee may properly reject
a. determination by an investiz~r

that an exception to the requirement
for written evidence of consent f". ap.­
propriate. However, the Comm.issioner

'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 dects ton, would deprive human
subjects of the protection that Con·
gress intended them to have. .

Accordingly, proposed § IU2.120(c)
provides that informed consent shall '
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 "le­
gaUy effective iniormed consent.. read
only as "informed consent.. stnce the
term "legally effective" adds nothing
to the requirement. The Commissioner
has retained the term since it appears
in the DREW Guidelines. for reasons
stated in the ~reamble to Subpart_B. .

EXCJ:PTION nOM ltSQUIJU:MS1IT

Proposed § 812.123. was altered In
only one way. The term "effective~'

has been inserted before the term "'al·
terna.tive" in PL"ag:':1ph (a)(2) so that
the investigator must deten:n.1ne.
among other tllini:$.. that there fa no
errecuve alternative method of ther·
apy that is approved or generallY ree­
ognized which may save the We of the
subject; The purpose or this change is
to pro..1de that. the therapy that is
available as an alternative must be an
effective t.herapy, not. additional ther­
apy that is not likely to produce efIec·
tive results. This change ia in response
to comments that the therapy ought
to -be more likely to save the subject's
life or aid the patient. rather than
merely be an alternative.

Other comments SUggested deletion
of the required detemination that no
alternative therapy exists, as it goes
beyond the- language of .section
520(g)(3) of the act and would signifi·
canUy decrease the use of the proce-­
dure contemplated. The ColllIIlissioner
has determined that inlormation on
alternativ& therapy is needed in m..
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the oral Informed CODSeot either of a iroUP
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 certlfyine that consent was ob­
tained for the initial procedure and the sub­
jeet, or group of subjects. waa advised ·that
the procedure might be repeated and of the
approximate number of times the procedure
might be performed. When the study tn-

.........uuu'="'.. "\.iUo:lc.u~ ar'e SUIIlcxent ror
this regulation. The Commissioner dls­
agrees. The additional requirements
found in this section were required in
light of the legislative history of the
act (House Report No. 94-1090. Con­
ference Report.. on Medical Device
Amendmenb of 1976, M:ay 6, 1976. at
n, 64). which . list:; elements of In­
formed consent that C1e congressional
conferees on the legislation believed

ure or aid the patient. rather than
merely be an alternative.

Other comments suggested deletion
of the required detemination that no
alternative therapy exists, as it goes
beyond tne - language of .section
520(g)(3) of the act and would signifi·
canUy decrease the use of the proce-­
dure contemplated. The ColllIIlissioner
has determined that inlormation on
alternativ& therapy is needed in m..
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formed consent forms for the protec- formation is relevant to the subject's
tion of public health and safety, au- assessment of the risks involved and
thorized in section 520(g)(2)(B) of the should not be omitted. Furthermore.
act. The Commissioner believes it ap- Congress specifically prescribed that
propriate to retain the alternative one of the elements of informed con­
therapy provision. modified as de- sent was a description of -th e number
scribed above. of subjects involved (Conference

Another comment argued that some Report. p. 64).
subjects do not wish to be advised of One comment argued that the re­
the risks and benefits of the study quirement for informed consent in all
being performed. The Commissioner is testing of devices will ef!ectlvely cur­
unable to see how the statutory re- tail testing of so-called "me '&00" de­
nutrement of ' obtaining informed con- vices . e.g., devices which are substan­
sent can be met If the subject is not tially equivalent to old devices. Howev­
advised of th~ risks and benefits In- er, Congress elected to provide a It­
volved in the study. Regardless of the censing system for class m devices
desires of the subject, there must be that requires manufacturers to estab­
compliance With the statutory require- lish individually the safety_and ef.fec­
ment with. respect to- investigational tiveness of their products. The Com­
use of devices. t:.h&t.. subjects involved missioner believes that he must give
in an experimental swdy be advised-o! effect to the statute and its lelJislative
the risks and benefits of the study so history by requiring informed consent
that their inlorI:1edconsent can be 00- in any investigational study subject to
tained., the regulation and believes it proper

A final comment noted that the time for subjects to be told when they are
for determ.ining · in ....writing Whether parto! an experiment.
the situation was- li!e-threaten.iDg
should be after. not at the time of, the TzsTs TKA1' Do NOT INvOLVE HUMAN
emergency. The Commissioner agrees S"UJJJECTS

that the deter:nination of emergency Subpart H relates to devices intend-
may be reduced to writing by the in- - ed for nonclinical tests and was not
vestigator after the emergency situa.- controversial. Subpart-H was not
tion has been treated. .changed. except that a new paragraph

(a)(4) was added to proposed § 812.160
ELDlENTS OJ' IN!'OR1GI) CONSEN'l' requiring that the device be testedIn

ProPOSe<! § 812.130 has not been accordance with any applicable regula-
changed. tions in proposed 21 CPR Part 58. re-

The Commissioner received several garding good laboratory practices,
comments objecting to the use of the published in the FEDERAL REGISTER of
term "research." Substitution of the November 19, 1976 (41 FR 51206).
term "study" was suggested because it
was felt that the ' subjects might REFERENCES

equate "research" with "experimenta- Backgrougnd data and infonnation
tion." The Commissioner sees no dif· · on which the Commissioner relies in
ference between the terms "research," proposing thJs tentative final regula­
"experimentation," and "study" and tion and comments on the Aug>.JSt 20,
does not ob ject to use of any of these 1976 osal h b laced III
terms in inlormed consent forms since prop ave een p on e
the s..a.me idea is conveyed by all of for public review in the oUice of the
these terms. There- is .no reason to Hearing Clerk (HFC-20). Food and
change the proposal to achieve thJs · Drug Administration. Room 4-65, 5600

FisheI'3 Lane. Rockville. Md. 20857.
flexibility. However. the Commission- This me includes memoranda of meet­
er cautions against the SUbstitution of 1ngs between FDA employ~and indi­
euphemisms that disguise the investi-
gational nature of the expertment. , viduals .oUtside FDA and representa.-
One way or another. the. subject must . . tives of other agencies, such aa the Na·
be told that the device is an experi- . tional Institutes of Health and the rot- .
mental device whose safety and efIec- lowing:
tiveness are not known and whose 1. "Pederal Control of New Drug Testing
safety and/or effectiveness are cur- is Not AdequatelY Protecting Human Sub­
rently the subject of investigation. Jects and the General Public:' General AJ:.-

One comment was received on' par- countlng Office. July 15. 19'18.
2. House Report No.. 94-833. Medical

posed § 812_130(80)(7) objecting to the Device Amendments. Februao' 29. 19'16
requirement of informing subjects of (Committee on Interstate and PorelgIl Com­
the number of patients or subjects tn- meree),
volved in the investigational study. 3. House Report No. 94-1090. Medical
The Commissioner believes that the Device Amendments. May 8, 19'18 (Conter-
number of subjects involved in an in- ence Committee). •
vestigational study is relevant to the PRoPOSED EFn:crIvI: DATI:
subject in ass~1ng the risk to himself
or herself. A subject might decline to To provide interested parties an op­
'participate in a study in which he or portunity to begin clinical tnvesttsa­
she was the only subject or one of a tions prior to the effective date of the
very small number of subjects. This in- final regulation based on this tentative

2°145

final regulation, FDA will accept ap.­
plications for invest1ga.tional device ex­
emptions. If the applicant complies
with the requirements set forth in the
proposed regulatton. or, where differ­
ent. this tentative final regulation.

Although applications may be sub­
mitted and wUl 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 3D-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 sllence as an
approval of the application even i! the
3o-day period has elapsed. The Food
and Dr..lg Administration will attempt
to not1!y sponsors that an application
for exemptiom has been approved.

The Commissioner also cautions ·
that ch3.nges in the final regulation
may necessitate requiring a sponsor
who relied on this tentative final regu­
lation to .submit additional inform&- .

. tion.

OP1'ORTtnf1TY POR COMMENT .um
Ptnu.xc~G

The final regulation will be pUb-_
lished in the FEDERAL REGISTER 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 CPR Part 15). Interested persona
shall me a written notice of participa­
tion on or before June 12, 19'18. In the
event that no notice of appearance is
flled. no hea.r1ng will be scheduled. A
separate FEDERAL R.!:GISTD. notice will
announce the exact . date, time. and
place of the hearing.

The Commissioner ha.s .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 tbe
human environment, haa 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
propo,sal would have a serious adverse
impact on the cost of conducting re­
search on 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 infonna-
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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 ass~1ng 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-

meree),
3. House Report No. 94-1090. Medical

Device Amendments. May 8. 19'18 (Conter·
ence Committee). •

PROPOSED EFn:crIvI: DATI:

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 concems 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 informs.-
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to be- conducted in conIonnlty with­
ethical standards. and by fostering the
development of rellable data concern­
lng the safety and effectiveness of de--
vices. .

(c)(l) In general an approved notili·
cation or application under § 812.30
exempts a shlpment ot a device for In­
vestigattonal use from provisions of
the following sections of the act and .
regulations thereunder: :Misbra.nding
under 502, registration and premarket
notification under 510. performance
standards under 5H. premarket ap­
proval under 515. records and reports
under 519, restricte4 device require­
ments under 520<e). good rna.nufactur­
l.ng practice requirements under
520<D. and color additive I:eQ.uirements
under '106.

These sections ot the act and regula·
tions thereunder apply to commercial
shipments of a device that was in com­
mercial distribution before May 28.
1976. or is sub.stantiallY equiValent to
such a device. and that Is being eom­
mercially distributed at the same time
the device is being investigated under
this part. .

(2) A de'lice shall not be exempted
from a provision of the act listed In
paragraph (c)(1) of this section it the
Commissioner determines that it is
not exempt Irom such ii. provisior; in­
an order of approval or disapproval
under § 812.30.

(3) A shipment of a. device~ be
exempted from a banned device regu·
lation under section ~16 of the act if
the Com.m.issioner has approved an ap.

. plication for such an exemption under
§ 812.30<a)(2).

§ 812.2 Applieability.
This part a.pplies as follows:-
(a) St=~ r.u:;ect t.o t.'l.i= P4Tt. ~.uis

part applies to: .
(1) Any investigational device used

in an investfpUonal studT Involving
human subject,a for the purpose of de­
termining Whether the device is aale
and/or euective. unless excluded by
paragraph (b) or (d) of this section.

(2) Any inVestigational study con­
cerning a device. except 80S other.v1se
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 ~15 of the act). to conduct fun­
damental research involving human
subjects for such .scientifIc purposes 80S
expand1ng 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 de..ice involv·
Ing a human subject.

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

<b) Studies not n&b.iect to thil part
Althoueh studies desc:ribed In this

See.
812.21 Application.
81~:l5 Investigational plan.
812.2'1 Report of prior inyestiptioD:l of "'­

device.
81%.30 Food and Drug Adm!nJstration

review of and action on an appllcation.
812.3~ Withdraw&! of an exemption:.
812.38 ConIldentiality of data and inlorma-

tlon in an appllcation. -
812.39 Su~plemental appllcatioD3 and sut>.

missiooa concerning applications.

_Sultt-t C-s,.- 1........ibllltMs IIIhlve~
S~ ImP..,. rw- ......

812.40 Gene:ra1.
812.42 Review of the invest\p.t1onal study

by the Food and Drug AdmJnistratton
and the institutional review commif.+..ee.

812.43 Selection of innstliators.
812.45 Control over the investlpt10nal

device; facilities.
812.~lJ Monitorln& the lDvelIl;jptioOB)

rtudy.
!l14't Submlttinlr infonnatlon to In'festi· ·

gaOOrs.
812.50 Promotion aDd sale oflnvestlp,Uon·

al devices.
81153 ReportiD. to the Pood and DruC Ad·

minlstn.t1on. MaIn~ records. and
permitting Inspections.

,.,..... D .... I-{It--J-

,...,..,. '-IooI__i e--.t .."-~

81%.1:0 General requirements of informed
consent.

812.123 Exception from requirement.
8l2.130 Elements -of lD!ormed COMent in

qreement.

Subpert e-{l-..l}

- ,.".,..,.. H-T.... n..t De ....~H.­,..,...
812.180 Condttions ot l!Xl!!l2ption.
812.170 TerminatioD of exemption.

AtrrBOUTT: Sees. 301. 501. 502, 520. 70lta).
702, 704. 801(d~. 52 Stat. 1042-1043 as
amended. 1049-1031 u amended, 1055-1057
sa amended, 90 Stat. ~74. 578 (21 U.S.C.
331. 35l" 302. 300j. :rll(a),. 12.. 374. 381(d».•

•

· .

•

•

....

•

..

•

•

..

•

•

•

SuIl,-t. N.UI'lalIieftI ..... AppllcetleM fw Ix.....
tlM fw ...~ S.....iee ImoeiYIn9 H_
S4Ilojecta

812.20 Notification.

(c) • • ..
(30) Investigational device exemp.

tiom in § !312.38of t.hJs chapter. . r - _._"

See.
812.1 Scope.
812.2 ApplicabWty.
812.3 Def1nitlons.
812.5 General qualificatlooa for an exemp.

tlon.
812.10 Petitions for waiver of requJre.

menta.
81%.12 Information prevloWily submitted.
812.19 Requirements applicable to import­

ers and exporters of investigational de-­
vices.

SuItpart '" _c;.~ ProvWeM

§ 81%.1 Scope. ---:- __ .. .. .
ca) · This part' implements section

3. Bw addmg' new Part 812 to read as 520Cg) of the act and provides that a
J device. may be exempted from any of

follows: .- the requirements of the act enumer-
'AU 112-1NVEmGAnONAL DlVICI. _ ~ ated In paragraph (c) of this section

. _ _. EXIMPTIONS ,; ' : . _- _.~ , ' - that would otherwise be appllcaole to
,. . . the device. to permit Investigational -

Sultt-t "Ai....,., " ••lsi_ :studies of the device by e:qlerts who
are quallfied by scientific train.lng and
experience to Investigate the safety
and effectiveness of devices Intended
for human use,

<b) Th1Bpart has two objectives:
(1) To encourage the discovery and

development of useful devices by ap.
p1Yfne special.requirements to Investi·
gational studies of devices .1n lleu of
those otherwise applicable require-­
menta that may impede such discovery
and development.

(2) To protect: the public health and
safety by assuring adequate sale-­
guards for human subjects in investi·
ptional studies. by requiring studies

PAlT 2O-PUIWC~TlON

2. ~ revimng § 20.100(c)(30) to read
as tollows:

(b) : .... •

(28) Sectiona 812.3O<d>. 812.35(b>,
and 812.1'10 relating to approval. dis­
approval, or withdra-:rnl of approval.of
an investigational device exemption.

§ 20.100 Applicability; c~ereJift to
other regWation.

tion to justily a change In his conclu.­
sion that the proPOSal. as revised in
thls tentative final regulation. does
not contain a major proposal requiring
preparation of an economic impact
statement under Executive Order
11821 and OMB C1reular A-I07..

Therefore. under the Federal FOOd.
Drug. and Cosmetic Act (sees. 301. SOl,
502, 520. 701(a). 702. 704.. 80Hd). 52
Stat. 1042-1043 as amended. 1041).1051
as amended. 105.;..1057 as amended. 90
Stat. 56~74. 58'7 (21 U.s.C. 331. 351.
352. 360j. 371'&). 372. 374, 381» and
under authoritY Celepted to him (21
CPR 5.1>. the Commissioner proposes
to amend Chapter I of Title 21. oBhe
Code of Federal. ~tion.s 8& fo},.·
lows:

PAIT 16-lt!GOUTOIY Hl.UINGUf()U
THf FOOD AHO DaUG.~ncN

1. Byre~§ la:J.<.b)(28) 0 read aa
follows:

§ 16.1 Seope.
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u .......u rCLlWODll lor wlUver 01 requJre.
menta.

81%.12 Information prevloWily submitted.
812.19 Requirements applicable to import­

ers and exporters of investigational de-­
vices.

SuIl,-t. Netll'lalllene ..... AppllcetleM fw Ix.....
tlM fw ...~ SlMiee ImoeiYIn9 H_
S4Ilojecta

812.20 Notification.

development of useful devices by ap.
p1Yfn& special.requirements to Investi·
gational stUdies of devices.1n lieu of
those otherwise applicable require-­
menta that may impede such discovery
and development.

(2) To protect: the public health and
safety by assuring adequate sale-­
guards for human subjects in investi·
ptional studies. by requiring studies

......................... u" uULa.mI.Ilg approval
for commercial distribution. or to aid
diagnosis and treatment by means of
use of an investIgational de..ice involv·
Ing a human subject.

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

<b) Studiu not n&b.iect to thil part
Althoueh studies desc:ribed in this
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~aragra.ph are not subiect to tais part, (d.) CU3tom devices-G) R~~uire­

they may be subject to other require- ment.s. This part does not &pp1y to a.
ments of the act or this chapter, e.s., device II all of the following require­
the requirements in section 515 of the mentsare met:
act regardJ.ng premarket approval. in en The cevtce uecessartly deviates
Part 58 concernins geed laboratory from ger.eral!y available devices to
practices for nonclinical studies. in comclz wttn the crder or a health pro­
Part 809 .egarding in Vitro dilt.,mostlc fessional designated in para.;;raph
products. and in Part 820 of this chap- (d)(2) of this section.. .
ter concerning good manuta.cturiIlg (il) The device is not generally av3.il­
practices, T~ ~art does not apply to: able in finished form for purchase or

(1) An expertment involving use of a for disper1Sing upon prescription.
device in a maaaer and for a purpose (iii> The device is not oHered
wnich is included In labellr.6 specifl- through Iabelirig or advertising by th e
c2Jly prescr'J:ed for such device by res- manufacturer, importer, or distributor
ulation under the act or labeling ap- . thereof for commercial distribution.
proved under section 507 or 515 ot the (iv) The device is intended <a.) for
act. Use by an Individual patient named in

(2) Test :na.-ketbg of a devtee where the health professional's or-der and is
the only testing mvol.ed is that of to be made in a specific form for that
consumer =re!e~~ce. (7lhere consum- patient, or (b ) to meet the special
er prererecce t i!Seng is coupled with needs of the health professional in the
or des igned U> accomplish testing of course of his or h er practlce.
the safety or effectiveness of the (v) The dev1ce ts not generally avail­
device, the testing is subject to this- able to or generally used by other such
part.) . health professional.

(3) The modification of an existing (vi) The device is made of sare and
device for purposes other than testing suitable materials (ll an impla.llt) and
it s safety and ef:f2J:"ti'-eness. is nu t being used in a l:llie:>tig3.Uonal

(4) The conjunction of two lawfullY studY for the purpose of determining
marketed devices to fOnD a third whether the device- is safe or effective.
device unless the purpose of -joining <vil) The Commissioner has not
the devices is to investigate the safety made an administrative determination
and effectiveness of themodfficaticn. that the device is subject to this part.
TIvwever, this part applies when a. (2) Healt ]: professionals. A ce~th
study is performed to determine the professional authorized to use custom
saiety or effectiveness of an approved devices in accordance with this para­
or marketed device or the joining of graph (d)(2) Includes any licensed phy_
several such devices for a new use.

(5) Devices for diagnoSis of any sician or dentist.
human disease or condition <including (3) Examples_ The following exam­
in vitro diagnostic products) which are ples illustrate the application of this

not invasive (e.g., do not penetrate or p~re~tion of an available device
pierce the. skin or mucus membranes
of the body or the urethra, or the (tor which sufficient information
mouth beyond the pharynx. or the exists to determine that the device is
anal canal beyond the rectum. or the safe and effective) to meet individual
vagina beyond the cervical os), do not ne~ of patient or professional: A
introduce energy Into the subject, and devtce that does nc:'t repres~nt a new
are not used in the diagnosis of any concept, and thll:~ 18 not beU?-g tes~ed
disease or other condition in the.sub- ... for sa.fety and enectivenes8, IS avail&­
ject without confirmation by use of a ble as a stock Item off the shel!; the
diagnostic device or procedure whose health profe-ssional orders the device
effectiveness for such dlagnosis is es- and alters it, or has it altered, to meet
tablished. the patient's, or the health profession-

(6) Any device intended for veterI- al'a own, lndh1dual anatomical" tea­
nary use. However, devices. ult1ma.tely _ tures (e.g., dimensions· or disability).
intended for: human use; but which are The basic device that. is being custom­
being tested in animals, sha.ll complY ized in this manner is subject to the
with Subpart E: of this part and with act and other requirements of this
applicable requirements in Part 58 of chaoter : (e.g., registration. classiflca­
this chapter, tton, performanee standards II class n,

(c) Vital a.nd nonmtal investigation- premarket a.pproval 1! class III, good
al devices. The controls applicable to manufacturing practice resulattons,
an investigational device vary, as de- ete.), However, the individual custom­
scribed in §§ 812.20 and 812.21, depend- 1zing of the device does not render it
ing on: an investigatior.a1 device subject to

(1) The importance of the dia.gnostic this part If the requirements of para­
or therapeutic uses of the device (Le., graph <d)(1) of this section are met.
whether a device is vital or nonvital>; (li) Fabrication of a device (for
and whf.ch sufficient information exists to

(2) The degree of risk presented by determine that the device is sa.fe and
the device to the subjects·partIcipatiIlg effective) to meet individual needs of a
in the study (i.e., substantial risk or patient or health pro!essional: A man­
low risk). ufaeturer fa.brIcates devices for health
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professionals. or a health professional
fabricates devIces, according to eacc
indmdual -patient's or health profes­
sional's anatomical features ce.s,
using X-rays); the device does not in­
volve new implant materials and does
not otaerwtse represent a new concept,
As in paragraph (d)(3)(i) of this sec­
tion. the basic device that Is being cus­
tomized 1n this manner is subject to
the act and other requirements of this
chapter. However. the Indlvtdual cus­
tomiZiIlg of the device does not render
It an investigational device subject to
this part i! the requirements of para­
graph (dlU) of thls section are met.

<ill) Testing. of a device (for which
ins".l!~clent informa.tion exists to de­
termine whether the device is safe and
efIecti.e> for general use that will re­
quire i..:lrli'.idual custocuztns: A device
that represents a new concept 13 being
tested tor safety and effectiveness; the
device, by its nature, requires customi­
zation to meet indI\icual pa.tient or
he~th professional anatomical fea.­
tures, The devIce is subject to this part
and other requirements of this chap­
ter and the act; the device 15 not
exe~tlt under this paragraph. (Howev­
er, see paragraph. (d)(3) (i) and (ll> of
this section. Once the safety and effec­
tiveness of the device are established,
generally by means of premarket ap­
proval, tl: e indi,..tdual customizlng of
the device to meet patient or health
professional needs will not render It
again an investigational device subject
to this part If the requirements of
pa.ra.g:a»b. (d)(l) of this section are
mete)

(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 fa.l:u1cated, or
to fabrieat~ a device, to meet the spe­
cial needs of a patient who has unusu­
al anatOmical 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 te ese needs cannot be met by gen­
erally available devices or the devices
described in paragraph {d)(31 (1) and
(m of this section. The device shall
meet the requtrements of paragraph
(d)(D of this section.

(a) If the health professIonal in­
forms the patIent tha.t 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
invol"-ng a single patient. It is subject
to other requirements of this chapter
and the act. .

(b) II any health professional wishes.
to order such a device to meet slmilar
special needs of any subsequent
patientrs), the device is subject to the
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ing on:
(1) The importance of the dia.gnostic

or therapeutic uses of the device (i.e.,
whether a device is vital or nonvital>;·
and

(2) The degree of risk presented by
the device to the sUbjects·partIcipatiIlg
in the study (i.e., substantial risk or
low risk).

an investigatior.a1 device subject to
this part If the requirements of para­
graph (d)(1) of this section are met.

(ii) Fabrication of a dence (for
whf.ch sufficient information exists to
determine that the device is sa.fe and
effective) to meet individual needs of a
patient or health pro!essional: A m~.n­

uIacturer fa.brIcates devices for health

UVU£ ~ joIew." A.UU .:;eCl.IOn ;).1'1 (per­
formance standards) and 515 (premar­
ket approval) of the act if it is for use
invol"-ng a single patient. It is subject
to other requirements of this chapter
and the act. .

(b) II any health professional wishes.
to order such a device to meet slmilar
special needs of any subsequent
patientcs>. 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 or .such commonly
recognized principles that its first use
was sufficient to esta~lish its safety
and effectiveness. in which case the
regulattons applicable to the device
are described in paragraph (d)( 3)(ii) of
this section.

(v) Fa.brication of a device (for
which iDsufficienttnformation exists
to determine whether the device is
safe and effective) to meet unusual
needs of health nrctesstonac A health
professional wants to order a. device
fabricated. 01' 1:0 !a.br.ote a. device. to
meet the special needs . of the health
proresslonal in the course of his or her
practice; th.e device represents a new
concept. The ~edalneeds must relate
to unusual a.."atomical features of the
health professional (e.~.• :iisability) or
special needs of his or her practice
that are not shared: bY other health
professionals of the same ~ecialty.

The special needs ~u!.ri:lg use orme
device described in this clause must be
the needs of the health professional
rather than those of 3..."lY particular
patient. The special needs must ce in­
capable of being met by generally
available devices or the devices de­
scribed in paragraph (d)(3} m and (ii}
of this section. If the requirementa of
paragraph ( d ) (1 ) of this section are
met and the device is for use only by
the health proCessional who ordered
it. it is exempt from this ;:a.rt and sec­
tion 514 (pedormance standards) and
515 (premarket approval) of the act. It
is subject to other requirements of
this chapter and the act. Ii any other
healta professional wishes to order
such a device. the roles in pa.r"'.-gnph
(d)(3)(iv)(b) of this section apply.

(e) Studies lnI sole sponsor-investiga­
tor. Sections 812.21(b)(8) (ii) and <111>.
812.46 (a) and (b). and 812.47 shall not
apply to an investigational study that
involves a sponsor-investiptor 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 ot medical
services to patients as a primary activi­
ty or as an adjunct to providing rest­
denttal 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 "tn­
stitution" for purposes of this part.

(c) "Institutionalized subject"
means:

(1) A human subject who is volun­
tarily confined for a period of more
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than 24 continuous hours on the scientific or academic establIshment,
premises ot, and in the care of. an in- government agency or organlzattonal
sttrutton (e.g.. a. hospital in·pa.tient. or unit thereof. and 3.07 other legal
a resident in a retirement home), entity.
whether or not that institution is a (k) "Sponsor" means a. person who
sponsor of the in..-estil3,tional study; initiates a clinical investigation. but
or who does not actually conduct the in-

(2) A human subject who is Involun- vestigation. i.e., the investigational
tartly confined for aDj' period of time device is administered or dispensed to
in a penal institution (e.g.• jail. work· or used involving a subject under the
house. house of detention, or prison). immediate direction of another indi­
or other institution (e.g .• a hospital) vidual. A person other than an individ­
by virtue of a sentence under a crtml- ual (e .g.. corporation or government
nal or civil statute. or awaiting ar- agency) that uses one or more of its
raignment. commitment. trial or sen- own employees to conduct a. clinical In­
tencins under such a. statute. or b:,' vesnsatton it has initiated is consid­
virtue of statutes or commitment pro- ered to be a sponsor (not a sponsor-In­
cedures Which pro\1de alternatives to vesttgator), and the employees are
criminal prosecution or incarceration considered to be investigators.
In a.penal facillty. (1) "Sponsor-investigator" means an

(d) An "institutional review commit- individual who both initiates and actu­
tee" means any board. committ ee. or ally conducts. alone or ~~th others. an
other group fonnally designated by in- investigational study. i.e.• under whose
strtutton for the :>urposes of re"iewmg Immediate direction the lnvesslgatlon­
ciinic3.l investigatfons or other types of al device is admlnlstered or dispensed
biomedical research in volving humans to. or used involving. a subject. The
as subjects, approving the initiation of term does not include any person
such investigations or research, over- other than an individual. e.g.• corpora.
seeir:!g the conduct of such Investtsa- tion or agency. The obliiations or a.
ttons or research, an d,'or terminating soonsor-Investigator under this Part
or suspending such investigations or include those of an investiga.tor.
research. when necessary for the pro- em) "Subject.. means an individual
tecnon of subjects. The term has the who is or becomes a. participant in an
same meaning as "institutional review investigational study. either as a re­
board" in other Department regula- cipient of the investigational device or
tions,

(e) "Investigational device" means a as a. control. A subject may be either a
human being in normal health or a pa.­

device that is used in an tnvesttsatton- ttent to whom the investigational
al study involving human subjects.
where the purpose of the study is to device might offer therapeutic benefit
determine whether the device is safe or as to whom it might ~rovide diag-
and/or effective. nosttc information.

([) "Investigational plan" means a . (n) "Substantial risk" is a risk that
plan or protocol for using an Investlga- may result in death or may produce :
tional device in an investigational morbidity (including disfigurement,
studS" where such plan or protocol permanent injury. or- interference
meets the requirements of § 812.25. .wit h the capacity to continue employ-

(g) "Investigational study" means a ment), require operation or reopen­
study involving human subjects when tton, require extension of hospitaliza­
the study is for the purpose of deter- tion (beyond that expected for the
mining whether a device 13:>&fe and/or condition being treated), require reno­
effective~.An · investigational study is , spitallzat ion. or cause increased inva­
considered a. clinical investigation for lidism: or. at the least, produce moder­
purposes of Part 52 of this chapter. ate personal discomfort and the need

(h) "Investigator" means an individ- for extensive outpatient medical care.
ual who actuallY conducts an investi- ' (0) "Low risk" means a risk other
gational study. Le.• under whose imme- _than a substaD.tial risk. It includes a
diate direction s: the investigational situation in which no risk is presented,
device is administered or dispensed to. Le•• there is no possibllity of injury to
or used involvinK. a subject. a subject·s hea.lth or his or her rights.

(i) "Monitor," when used as a noun. (I') "Transitional period" applies
means a designated lndhidual selected only to those devices (other than de­
by a sponsor or contract research or- vices tha.t were regarded as new drugs
ganlzation to oversee the progress of or antibiotic drugs) which (1) were
an investigational study. The monitor either in commercial distribution
may be a full·time employee of a span- before May 28. 1976. or are jucgedby
sor or contract research organization the Food and Drug Administration to
or a consultant to the sponsor or con- be SUbstantially equivalent to a device
tract research organization. "Moni- in commerical distribution before that
tor: ' when used as a verb, means the date. and (2) are classii!ed in class ill
act of overseeing the prosess of an in- under section 513(d) of the act. The
vestigational study in accordance with transitional period for a particular
§ 52.29 of this chapter. device extends from May 28, 1978. to

(j) "Person" includes an Individual, either (i) the last day of the 30th cal­
partnership. corporation, association, endar month after the date the ctassl-
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ment nome, 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" tor purposes of this part.

(c) "Institutionalized subject"
means:

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

_ - --- - - r -- '"--- -. - .....,_....-
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,

(j) "Person" includes an Individual,
partnership. corporation, association.

____... _ •••_." olkU, ~~'\I. UI.-~ JUGgea .oy
the Food and Drug Administration to
be SUbstantially equivalent to a device
in commerical distribution before that
date. and (2) are classii!ed in class ill
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 classl-
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rtcaucn-or 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 later.

(q) "Vital investigational device"
means a device intended to supuort or
sustain ll!e or intended for surgical im­
plant into the body (or a diagnostic
device, e.s., an in vitro diagnostic prod­
uct, which provides data which might
reasonably be considered llle support­
ing or vital to the care of the subject),
or a device w1:cse failure could result
in permanent tnlu..'Y to the subject.

(r) "Nonvital investigational device"
refers to any device- other than a vital
investigational device.

§ Sl:!.5 General qualifications for an ex·
em~)tion.

A shipment ot an investigational
device is exempt from any or all.ofthe
otherwise applicable requirements of
the act enumerated in §8l2..lCc) 1!-all
of the folloWing conditior:s are met:

(a) The label of tne device bears the
following: The name and place orbusi­
ne~ofthe~~~~p~~or

distributor in. accordance with § 801.1
of this chapter: the quantity of con­
tents; and the fol.!o~;.:lgstatement (or,
where appronrtaze, a statement pre­
scribed in § B09.10Ce) of this sub­
chapter for an in vitro diagnostic prod­
uct): "Caution-Investig:ltiona.l 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
purposets) for which it is being investi­
gated, and describes all relevant haz­
ards, contraindications. adverse er­
fects, interfering substances or de­
Vices, and precautions suggested by
prior investigations and experience
w1th the investigational device or any
related device. -

(c) If the shipment is for an investi·
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 reeuired by § 812.30
(a)(2).

(3) The Commissioner has not disap­
proved the application (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 notiI1ca­
ttom and any condltior..s imposed in
the Commissioner's approval pursuant
to § 812.30.

(5) 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 Ior
which shipment is made has complied
with Food and Dreg Administration
regulations ' regarding standards for
such committees; and the
Invesnsatcrrs) to whom the shipment
is to be made has complied with Food
and Dreg Administration regulations
regarding the obligations of clinical In-

"vesttaators. _
(d) If the shipment is intended

solely for tests in laboratory animals,
or for other tests that do not involve
human subjects, the requirements of
Subpart H of this pa.rt and applicable
requirements in Part 58 of this chap­
ter have been met.

(e) If the shipment is to be imported
into or exported Irom the United
States, the requirements of § 812.19
have been met;

Ul2.10 Petitions for wai.,er of require­
ments.

(a) Any person subject to any re­
quirement under this part m ay peti­
tion the Comrnlsstoner 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
bellef 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
Comm.issioner's discretion. grant a pe­
tition for a waiver submitted under
this section iI he .!inds that comnli­
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 from­
which the waiver is sought.

(c) The person who submits 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 , pre"iously submit­
ted.

Wherever this part requires the sub­
mission to the Food and'Dreg Admin­
istration of iclormatton 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 lnay be
incorporated by reference.
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§ 312.19 Requirements applkable to im­
porters and exporters of inve:stigationaJ

' 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 a.n Investlga­
tlonal study tnvotvtna human subjects:

(i) The importer of such shipment is
an agent in the United States of the
foreign exporter or is the ultl:nate
consignee, and the foreign exporter or
the ultimate consignee has, before
such shipment, completed and submit­
ted to the Food and Drug Administra­
tion an application for an Investlga­
ttonal dev'ice exemption in accordance
with § 812.21 or. when permitted. a no­
tification in accordance with § 812.20
and acts as the sponsor of the tnvesti­
gational study to assure compliance
with appllcable requirements of this
chapter.

(ii) The requisite time has elapsed
folIo'll,ing the date of receipt or the no­
t1!ication or application by the Food
and Drug Administration to permit
the investIgational study to begin
under §§ 812.20(c) or 812030(b), or the
Commissioner has approved the appli­
cation. where required by
§ 812.30(9.)(2).

(ill) The Commissioner has not dis­
approved the application (or nctlflca­
tion) or 'hithdrawn 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
, fieations of the foreign purchaser.

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

(lii) 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) The device complies with any ap­
plicable requirements ' of paragraph
Cb)(2) of this sectIon.

(2) U the following requirements in
addition to the requirements of para­
graph (b)(1) 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 eUect. under section 514 of
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
ly subject to a transitional period, and
th:l.t does not ha.ve in effect an ap­
proved application; or that is subject
to an exemption under this part from
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.......". :ill OJ.4i.4iU\\;}. VI' OJ..... <lV\CJ. or tne
Commissioner has approved the appli­
cation where requ1red by § 812.30
(a)(2).

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

(4) Each shipment of the device is ,
made in accordance with the commit-

Wherever this part requires the sub­
mission to the Food and'Dreg Admin­
istration of iclormatton 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 lnay 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 CUITe."1t­
ly subject to a transitional period, and
th:l.t does not ha.ve 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 516 of the act:

(!) The exporter or any other person
obtains documentation from the gov­
ernment of the foreign country tha.t
the export of th e device to that coun­
tr~' is approved by such government
based upon adequate information
about the device.

(li) The exporter or other person
submits to the Bureau of Medical De­
vices. Document Control Center
(HPK-20), Food and Drug Administra­
tion. 8757 Georgia. Avenue, SUver
Spring, Md. 20910. a copy of th1.s docu­
mentation. an eXl)lanatlon of why the
proposed export of the device is not
contrars' to publlc health and safety,
and a. request tor- a deter:::tination that
the export is not con~ to public
health and ~ety.

(iii) The Coe:tm1ssioner has deter­
mined that the export of the device to
the foreign countrz is !:oot contrary to
the public health and safety and has
notified the exporter or other person
of this determination.

(3) The Commissioner:nay by order
disapprove the exnort of the· device
under this sectlon i! he- determines
that such export is contrary to the
public health and safety. Such an
order may provide that export will be
~~rml!.ted if there is compliance with
this part.

Sub~rt B-Hotiflcations and Applicatlons for
Ex_pti_ f_ 1,,"'••tigotio....1 Stvdl.. fn­
volvin9 Hu_" Subjects

§ 812.20 Notification.
(a) When submitted. (1) Except as

provided Ia § 812.21Ca} (ill and (iii>, 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

(ii) A nonvttal investintional device
is to be wed in an investigational
study.

(2) The sponsor of a study described
in pa."'l1graph(a)(l) 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 notiftcatton,
bound and contained in volumes of
reasonable size , by registered mall or
hand delivery to the Bureau of :M:ed1­
cal Devices, Document Control Center
(HFK-20), Food and Drug Administra­
tion; 8757 Georgia Avenue. SUver
Spring, Md. 20910. The outside wrap.
per shall be labeled "Notiiicatlon of
Intent 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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(b) Content3. 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; locatlonts)
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 for moni­
toring the investigational study under
Part 52 of this chapter (unless the
study involves a sponsor-investigator
who is the only investigator); tnstttu­
tional review committeecs) a.pproval of
the study in accordance with § 52.25 of
this chapter and agreement to comply
with Food and Drug Administration
regulations on institu tional review
committees; a statement from each in­
strtuttcnal review committee involved.
signed by the chairman, assessing
Whether the device is vit al or nomital
and the degree of risk La which the
~l:lject3 will be exposed; and. in ac­
cordance with § 812.2Hb}(7), the
namets) of investigators and the agree­
ment of each invesnzator 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 Inrormms 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 study ma.y begi1L 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
foiming the sponscr of receipt of the
notiiication does not also inform the
sponsor that an application is required
rather than a noti!ication. the exemp­
tion takes effect and the study may
begin after the sponsors 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
§81~3~ .

(e) Other requirements. Require­
ments in this subchapter (other than
§ 812.21> applicable to an application
for investigational devtce exemption
shall apply to a notiiication. 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:

m A vital investigational devtce is to
be used in an investigational study
that presents substantial Ii.;k to
human subjects;

(il) A sponsor of a. study described in
§ 812.20(30) elects to submit an applica­
t ion instead of a notification: or

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

(2) The soonsor of an investigational
study described in para~ph ( a,)(1 ) of
this section shall submit to the Food
and Drug Adm.1nistration a. completed
"Application for an rn..-estigat1onal
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 application. bound and
contained in volumes of reasonable
size, shall be submitted by registered
mail or hand delivery to the Bureau of
Medical Devices, Document Control
Center (HFK-20). Food and Drug Ad­
ministration. 875T Georg'..a Avenue,
SUver Sprtng, Md. 20910.•o\ny subse­
quent reports, any correspondence
concerning an application and any
supplemental application submitted
under § 812.39 also shall be submitted
in triplicate by registered mall or hand
delivery to th1.s address. The outside
wrapper of. any application or supple­
mental application shall include the
statement "Application or Supplemen­
tal Application for Investigation
Device Exemption" and the outside
wrapper of any reports or correspon­
dence shall include the statement "Re­
garding an Investigational Device Ex­
emptton,'

(b) Contents. An application for an
investigational device exemption shall
include: the sponsors name. address.
telephone number, the name of the
sponsors representative to whom com­
munications should be sent. the
loca.tion(~) where the study w1ll be
conducted. and the following in1onna­
tion:

(l) The best available descriptive
name of the device and a brief state­
ment of its intended users) and hoW' It
is to be used. . .

(2) A description . of the important
components. ingredients. and proper­
ties and a. description of the
principle<s} of operation of the deVice
and any anticipated caanzes in the
device that may occur in the course of
the studz, 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
sPeciitcdevtce. can make a knowledge­
able judgment 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. Packini;.
storage, and, where appropriate, in-
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tton, 8757 Georgia Avenue. Silver
Spring, Md. 20910. The outside wrap.
per shall be labeled "Noti!1cation of
Intent 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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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:

& "" .....t;;j ... Qo6 "3~ U.&. U4I;;Y 1\,;C. uu.. nof., 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 proposed investigational study.

(3) A description of those methods,
facilities, and controls used for the
manufacture, processing. Packini;,
storage, and. where appropria.te. in-
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stallatlon 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 saIety
and effectiveness of the device in the
proposed investigational study.

(4) (i) A statement by the sponsor
which tells the location of each tnsn­
tuttona.l 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 pla.'l (t h at meets the re­
quirements 01 § a12.25). a report of
prior investigations of the device (that
meets the requirements of § 812.27>,
and any separate protocols or other
materials required by such committee,
and a statement tha~ the committee<s)
has a.pproved the study.

un U the study or any portion of the­
study is not to be reviewed by an insti·
tutional review commitree- at one or
more Iocattons where the- study is- to
be conducted; a request for waiver of
the institutional review requirement
of § 812.42 that includes the sponsor's
explanation (and supporting data) of
why a committee is not necessary
either for protecting the subjects or
for ensuring the reliability of the sci­
enti!ic data.

(iii) A copy for the Food and Drug
Administration of the investigational
plan (that meets the requirements of
§ 812.25), the report of prior investiga­
tions of the device (:hat 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 committee 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 Admin1stratlon 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. .

(6) A copy of all forms and inIorma­
tiona! 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 investigation­
al plan.) .
. (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 investigational study as re­
quired by § 812.43(b).

PROPOSED RULES

(3)(1) A cop:; of all informationalma­
terral, including labels and other label­
ing. Such informational material shall
meet the requirements of § 812.5.

<ii) Except where the application Is
submitted by a. sconsor-mvesnsator
who is the only investigator, a descrip­
tion of the scientiiic 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 th e Investigational plan. the
report of prior investigations of the
device, and what is known about the
device.

(ill) 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
monttorcs) of the stUdy under §§ 52.28
and 52.29 of~ chapter.

(9) A statement to the best of the
sponsor's know ledge 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 com pI:; wi th the requirements ap­
plicable to sponsors under this chap­
ter.

(11) A statement by a sponsor noti­
fying the Food and Drug Administra­
tion of h!s 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 authori2ation to
begin commercial .dJstributton of the
devtce.)

(12) A statement by the sponsor of
the reasons for recuesttns a waiver of
the requirement that a study shall not
begin before the expiration of 30 daylS
after the Food and Drug Adminlstra­
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 Dms Administra­
tion aIter 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 re­
questing a hearing under § 812.30. In
the event a sponsor falls to respond to
a request for information within the
time prescribed in .the request, the
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Food and Drug Administration may
treat the application 3.3 withdrawn
and so notiIy the sponsor.

§ 811.25 Investigatfonal plan.
(a) The investigational plan for the

investigational study of .'. device shall
include the following:

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

(2).A general outline cr the plan and
any anticipated or torese- able changes
or vartattons In the plan that may be
made based on experience gained in
the study;

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

(4) A justiIication for commencing
the study, taking into account the
report of ·prior investigations of the
device:

(5) The expected duration of the in­
vestigational studr:

(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;

(I) 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 jus·tiIication 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 Investtsatorrs) 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
Dmg Administration;

(10) The plan for obtaining inIormed
consent from subjects. including
cop ies of all forms and informational
materials to be provided to subjects;
and

<11} A description of the important
components, ingredients, properties
and prlnciple<s) of operation of the
device in accordance with
§ 812.2l<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 pennit changes to be made in the
device during the study conducted in
accordance with the plan. and (4) the
purpose of the study, e.g., whether the
study is designed for the purpose of
developing data to obtain approval for
the commercial distribution of the
device.

(e) Where an investigational study is
for the purpose of developing data to
obtain premar.ltet 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 investigational study as re­
quired by § 812.43(b).

vide any !niormation 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 re­
questing a hearing under § 812.30. In
the event a sponsor falls to respond to
a request for information within the
time prescribed in .the request, the
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accordance with the plan. and (4) the
purpose of the study, e.g., whether the
study is designed for the purpose of
developing data to obtain approval for
the commercial distribution of the
device.

(c) Where an investigational study is
for the purpose of developing data to
obtain premar.ltet approval of the
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device, the Food and Drug Administra­
tion will not ordinarily regard an in­
vestigational plan as provid.i!1g data.
that ""ill support an appllcacion for
sucn- approval unless it provides for
more than one independent quaJllied
Invest.gator to study an acequate
number of subjects in accordance ....ith
t his chapter,

(d) A.ny summary of an lnvestlga­
tional plan required under §§ 312.20 or
812,21 shall include an adequate and
accurate summary or each of the ele­
ments of an investigational plan under
parJ.i!'aptl (aj 01 ~~j;; section.

(e) The investigational plan may
provide for additional a.nimal tests to
be made during, the course ot the
study.

§ ill :!.27 Report of ~riOl" inn~tigaLioM of
a device,

(a) The report of :mori!1Yestigations
of a device, to be su:Oml~ to an insti­
tutional review committee and to the
Food and Drug Administration. shall
Include information concerning prior
investigations of the device t h at is ade­
quate to justiiy 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 include:

(1) A bibliography of any publica­
t ~"i1.i relevant to the inve:itigational
study and copies of the significant
pu~Ucationsboth adverse and support­
ing.

(2) Any other unpublished informa­
tion available to the sponsor. both
supporting and adverse; information
relating to nonclinlcal Invesusatrons
of the device, including appropria.te
tests in animals and tests in vitro. and
prior clinical investigations of the
device or cllnica.l experience with the
device from commercial m&4teting.
whether in the United States or in for­
eign countries. in sufficient detail so
that a scientist or physician familiar
with the general type of device. al­
though not necessarily an expert with
regard to 0 the speciiic device. could
make a knowledgeable judgment about
the safety andeUfectivenesa of the
device in the proposed investigational
study.

(3) U information on nonclinical in­
vestigations is provided and the device
is subject to the good laboratory prac­
tice regulations in Part 58 of this
chapter, either a statement that all
noncllnical investigations have been
conducted in compliance with such
regulations or. if such investigations
have not been conducted in compu­
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
jus~ily an investigational study involv­
ing human subjects unless the condi-

?~C?OSED ~IJL!S

ttons (except for the subjects Involved)
or the prior investibations of the
device are comparable t o the condi­
tions of the proposed investigational
study.

(d) Except where tests on laboratory
animals ..auld be unnecessary, e.g.•
where 1I1 the judgment of the institu­
tional review committee and the Food
and Drug Administration there have
been adequate in vitro tests or there is
ample Iiterature concernlnz prior clini­
cal investigations or clinical experi­
ence. prior tnvesttzancn of a de vi ce
will be considered adequate to justiiy
thetnvesttsatfonal use of the device in
human 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 involVing human
subjects; and

CDThe report of prior Investigatlons
of the devtce provides sufficient de­
tails concerning such investigations to
permit scientiiic evaluation,

(e) Where the devtce consists of sev­
eral components or ingredients that
may have a significant effect on the
safety or eUectiveness of the device.
and :nformation eoncernmz such com­
ponents or Ingredients is needed to
justify the investigational use of the
device in human subjects. the report
of prior investigations or a device shall
include a summary of the same type of
information relating to these compo­
nents and ingredients required for the
device by ;>a.ra.gra.ph (b) (1) and (2) of
this section.

§ SlZ.2l) Food and Drug Administration
renew of and action on au application.

(a) Upon receipt of an application
for an investigational device exemp­
tion submitted in accordance with this
subpart. the Food and Drug Adminis·
trattcn will notify the sponsor of the
date of such receipt and inform the
sponsor that the investigational stUdy
may not begin; > .

(1) Until 30 days after the date of re­
ceipt ot the application by the Food
and Drug Administration. unless the
agency has decided to walve the 30­
day time requirement and so informs
the sPOnsor; or ' 0"·' :'

(2) In the case of an application 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 notiiies 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 alter
re,eipt 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 U·...is chapter
concerning clinical investigations 'e.g.•
Part 52 of this chapter) and by order
disapproves the application for any of
the grounds in })aragraph (c) of th is
section and states his reasons. therefor,
or finds the application deficient and
requests additional informat ion. or
suggests revisions. II the Commisslon­
er requests additional Information or
suggests revisions. the sponsor may
treat the application as disapprn ...ed­
for purposes of requesting a regula­
to\7 hearing under Pan 16 of this
chapter. The Commissioner may a~

prove an application wit h modirtca­
ttons, e.g.• subj"'Ct to condittons.

(c) The Commissioner may by order
disapprove an application 11 he ~es
any of the following flndi."'!gs:

(1) The a.pplication contains an
untrue statement of a matanal fact or
omits material infonnation 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 reasonably safe
to ~g1n or continue the proposed 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
sonable plan. in Whole or II; 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. pac~ secrsae, a.:J.Q. where
appropriate. installation ot 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 Ls to be sold or otherwise com­
mercially distributed in a manner not
justified. by the requirements of the "
investigational study and not permit­
ted by this part or Part 52 of this
chapter. ./
"(7) There has not been compliance

with the requirements prescribed in
this part or applicable requirements in
Part 52 or other regulations in this
chapter regarding responsibilities cr
sponsors. clinical investigators. and in­
stitutional review boards, resJ)eCtively.

(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 cllUerences 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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~C5u.w."IUW5 or. u 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 regulations.

(c) Prior investigations of a. device
shall not be considered adequate to
jus~iIy an investigational study tnvolv­
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 alter
re,eipt 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

- "'W4orl""~'" \tV ,",.u.c asUOQ .1.&DOrawry
practice regulations in Part 58 of this
chapter. and the study was not con­
ducted in compliance With such regu­
lations. or any cllUerences 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(a)(11).

(d) 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 nonn­
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 modifl­
cations or disapproval shall advise the
sponsor that the sponsor has recourse
to an oppo~unlty for a regulatory
hearing under ?art 16 of this chapter.

(e) The Commissioner may, in the
Commissioner's discretion, decide not
to disapprove an application for which
there are zrouncs for disapproval if
the facts do not lead the Commission­
er to conclude that the risks outweigh
the benefits to subjects. considertng
the factors enumerated in
§ 812.35(a)(11).

(f) The C,)mmissicner sh.a.ll make
publicly ava.1lable a summary of the
iniormation on the safety and ei!ec­
tlveness of a device that was submitted
under this part and was the basis Ior
an order under paragraph (a)(2) of
this section approving an exemption
from a banned device regulation Or
under paragraph (c) ofthis section dis­
appro vtn s 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 oran exemption.
(a) The Commissioner may by order

withdraw an exemption granted under
this part, if he makes any 01 the 101­
lowtng 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.s., §§ 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
scribed in the appli::a.tion 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. 4

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

(6) 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 a manner
not Just1!ied 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 investigational 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 of 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 laboratory 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 asseestna 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- 11 decision to
allow the subject to accept these risks;

(i1) The rights and welfare of any
such subject will be or have been ade­
quately protectedt . " .,,"

(ill) Legally effective informed con­
sent Will be or baa·been obtained by
adequate and appropriate methods in
accordance With the provisions of Sub­
part F of this part; .·u

(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.or review or moni­
toring undertaken by the institutional
review committee that is monitoring
the study is inadequate.

(b) An order withdrawing an exemp­
t ion shall include a complete state­
ment of the reasons for the Commls­
stoner'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
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Issued before providing an opportunity
for such hearing if the Commissioner
determines that the continuation oI
testing under the exemption concern­
Ing which the order is to be issued will
result in an unreasonable risk to the
public health or safety.

(c) 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 riso outweigh
the benefits to subjects. considering
the factors in paragraph (a)(l1) 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
withd..-a.wal no longer apply.

(e) The Commissioner shall prepare
a sum::nary of the information on the
sarerr 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 include informa­
tion on any adverse effects on heaith
of the device.

§ 81%.38 CAln1identiality of data and infor­
mation in an appllcation.

(a) [Reserved]
(b) The availability for public disclo­

sure ot 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 ot data and information in
new drug a.pplications.

(c) Notwithstanding the provisions
of § 314.14 of this chanter. the Food
and Drug Administration shall disclose
upon request to an individual on
whom an investigational device has
been used a copy ot any adverse reac­
tion report relat~ to such individual
as a result of such use.

§ 81%.39 Supplemental applications ·'anl1
submiMions conc:eming applications.

(a) Except a.sprovided in paragraphs
(b). (c), a,nd (d) ot this section, infor­
mation contained in an application
submitted under § 812.21 or nottncs­
tIon submitted under § 812.20 may be
updated by means of a report to the
Food and Drug Administration under
§ 812.55. .

(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 committee 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 manutacturtng, pro­
cessing, packing, storage, and. where
appropriate. installation of the device
do not adequatelY ensure its safety
and effectiveness.

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

........... "UUUWLL~ wa... ll5 mcnnormg'
the study is inadequate.

(b) An order withdrawing an exemp­
tion shall include a complete state­
ment of the reasons for the Com.mis­
stoner's action. Such order shall be
issued only after the sponsor has been
afforded an opportunity for a resula­
tory hearing under Part 16 of this
chapter, except that the order may be

.1"0<X1 and Drug Administration under
§ 812.55. .

(b)(1) Whenever the sponsor or any
investigator participating in an investi­
gational study wishes to implement a
change in, or dev'.ation from, the in­
vestigational plan submitted to the
Food and Drug Administration or an
Institutional review committee that
may affect the validity of the study or

FEDERAL REGISTER, VOL 43, NO. 93-FIIDAY, MAY 12. 1978
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unvn.,.. m~~U"lU~ numan suo-
Ieets,

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

<iiD When the Food and Drug Ad­
ministration determines that the risks
to the subjects justify such review.

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

(2) The sponsor has both submitted
a nottncatton or application for an in­
vestigational device exemption to the
Food and Drug Administration and 00­
tained an exemption from the Food
and Drug Adnililistration in accord­
ance with §§ 812.20(d) or 812.30(b).

(b) Except as provided in pa.ra.gra.ph
(d) of this section. the Food and Drug
Admin1stratlon W1ll not accept any no­
ttncanon or application for an Invesn ­
gational device exemption unless the
Investtgatlonal 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 regulations.

(c) Except as pro..1ded in pa.--agraph
(d) of this section. the Food and Drug
Administration will not consider in
support of an application for a re­
search or marketing permit (as de­
fined in § 52.3(b) of this chapter) any
data. or Information that has been de­
rived from an investigational study
unless that study had been approved
by, and was subject to initial and con­
tinuing review by an institutional
review committee meeting the require­
ments or Food and Drug Administra­
tion regulations. The determination
that an investiga tional stuey 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 of any ob­
ligation under any other applicable
regulation to submit the results of the
investigation to the Food end Drug
Administration.

Cd) (1) Except as provided in para­
graph Cd)(2) of this section. the Food
and Drug Administration may waive
the requirement for institutional
review on request of & sponsor of an
application for an inves-..1gational
device exemption (but not a not1flea.­
tton), 1! the Commissioner determines
that the requirement is not necessary
either for protecting the subjects in· '
volved or for assuring the vaJidity or
reliability of the scientific data. Any
applicant for an Investigational device
exemption or other research or mar­
keting permit may include 8. request
for waiver, with supporting inJorma­
tlon, in the application.

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

CD When the clinical investigation
involves institutionalized human sub­
jects.

(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.

committee. _.. p _ _ ••

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

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

(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 Drug Adm inistration the
signed statements required under
§§ 812.43Cb) and 812.2lCb)(5) for any
additional Investigators and Institu­
tional review ccmmretees who are
added to an Investigattonal study af ter
submission of a notification under
§ 812.20 or an application for an inves­
tigational device exemption under
§ 812.2l<b). p...ny such additional state­
ment shall be submitted before an in­
vestig:ltor may begin ;:articipation in
the investigational study except that:

(1) The sponsor may request Food
and DrUg Administration approval to
add additional investigar.ors to the
st'.lcy 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 tnvesttzattonal device, prior
notification is notrequired.

(3) When a study is being conducted
under a notification pursuant to
§ 81:.20, prior not1f1cation is not re­
quired.

(d) The sponsor shall su bmit to the
Food and Drug Admini.:;tration any ad­
ditional forms, or revtstons in forms.
or other informational materials to be
provided to human subjects and any
additional informational materials, or
revtsions in such informational materi­
als. supplied to investigators, which
had not prevtoustzbeen submitted to
the Food and Drug Administration.
The sponsor shall submit such forms
or materials to the Food and Drug Ad­
ministration at the· same time that
they are provided to investigators.

Subport C-S~RMt*'!aibiliti.. "' In".....
goHOft" Studl.. InveIvmg Humaft SuIoiectw

.. ;,'iSf'
§ SlUD GeneraL · "

The·requirementa-of this subpart are
.applicable to sponsors of investigation·
al studies, inc1ucUngcsPonsor·!nvestiga.

tors. except as ,-sPeCi!lcally provided
otherwise In this chapter, e.g••
§ 8122(e). Sponsors also are subject to
other requirements under this part
and Parts 52 and 58 ot this chapter.

§ 81%.4% Revi~" or tIl~ i!1v~ttg1ltjonal

study by the Food and Orol Adminis.
tration and tile, institutional reriew
committee. ' . ' ..~ :: .

(aJ Before any hu.m:m 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

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 illnesses.

(iv) The utilization of human sub­
jects who require special consideration
or protection and who are not listed
specifically in the plan. e.s., children,
pregnant women. or mentally disabled
individuals.

the rights or safety ot the human sub­
jects under the criteria In paragraph
(0)(3) of this section. the investigator
shall obtain the prior review and ap-.
proval of any institutional review com­
mittee involved in the study. It the
sponso r is amending an application
rather than a notification. he shall
also submit to the Food and Drug Ad­
ministration a supplemental appllca­
tion descrlbl;1g the ~roposedchange or
devtation L'1d· j1,;Stiticat1on therefor.
E:~cept as provtded tn pa..~ph (bh2)
of this section. the soonsor shall
submit the suppl~t:U application
before the change or de-r..ation is im­
plemented, with a copy 01 the approv­
al of the chan"e or deviation by any
institutional review committee evi­
denced by a statement f~l!l the chair­
man. The sponsor- shall.!lot permrt th e
change or deviir.tion to be ~pieme:lted
uriless and until the supr;xiementai ap­
plication is approved or -eeemed a.p­
proved by the Food and Drug Admin~

istratton under § 812.3O<b), except as
descrtbed in paragrapn (b)(2) ot this
se cnon.

(:;::) When a change or deviation is
necessary to eliminate or reduce an ap­
parent immediate hazard to the safety
of a human subject who is aJ.ro..ady par­
ticipatil'1g in the investigational st~dy,

the Investigator and the sponsor are
1,'):; r equired to comply With the prior
approval requirements ot paragraph
(b)( .. ) of this section. The investigator
shall instead notify any institutional
review committee of the change or de­
viation and the Juscincatton therefor
as soon as possible .but in no evant
later than 5 days arter tbecnanse or
deviation has been implemented. The
sponsor shall instead notify the Food
and Drog Administration as soon as
possible but in no event later than 5
days after learning of the change or
devtatton,

(3) The following changes In. or devi­
ations from. an investi2:ltional plan. il­
lustrate some of the situations in
which prior review and approval are
required under paragraph (a.) of th1s
section:

m A significant chani'e in the ad­
ministration of, or.where appropriate,
in the application or frequency of. or a
change in the method of, aDmini>tra­
tion or use of the investiiational
device.

em A significant change in the
number of Subjects participating in
the studY at one time or eumuianvetz,

(ill) The u~ilizaticn 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 illnesses.

(iv) The utilization of human sub­
jects who require special consideration
or protection and who are not listed
specificaily in the plan. e.s., children,
pregnant women, or mentally disabled
individuals.
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(2) Where the sponsor learns from
the special investigation that the sen­
ous aeverse ef!act. death. or medical
problem is devtce- related and presents
unreasonable Nit to subjects involved
in the study, the sponsor shall sus­
pend the stud,. as soon as possible but
in no event later than 5 worxms days
after suificient information is availa­
ble to warrant suspension. except that
it an 1Dst1tutional review committee or
the Food and D'r'.lg Admi."'1istntion has
ordered suspension by an earlier date.
this eerlier date shall apply. Suspen­
sion of an tnvesttsattona; study is war­
ranted when the potential risks of con­
tinuation of the study outweigh the
possible benefits. Suspension of the inJ

vestigational study for purposes of
this section means that no new sub­
jects may be :wded to the study. and
onlY those subjects whose medical
needs require the continued use of the
device my 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
spenscr 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
quest or order. Once the stUdy has
been suspended, the sponsor shall not
resume the study without the concur­
rence of the Food and Dl'ti& Admini.:i­
trattcn.

(d) A sponsor shall not unduly pro­
long an investigational study. Where
data. are developed in the study which
would support submission of an appli·
cation for premarket approval 01 the'
device pursuant to section 515 of the
act, the sponsor shall either submit
such an application or discontinue the
study. ·

. § 812.-11 Submitting inIormfttion to inTesti­
galOn.

(a) .Tha sponsor shall supply all fn-­
vestigators with copies of the investi-­
gational plan required under § 812.25.
the report of prior investigations of
the devtee required under §812.27, and
labeling (including labels) for the
device- which shall.. meet: the requ1re-.:
ments of §812.5(b). .

(b) T.ae sponsor shall notify each in­
vestigator of the completion or discon­
tinuance of the investigational study
or the withdrawal of the exemption as
soon as possible but in no event later
than 5 working days after such action.

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

(d) T"'...ls section does not apply to a
sponsor-investigator who is the only
investigator.

§ 812.50 Promotion and sale of in"estiga­
tional deTiees.

(a) The sponsor and any person
acting for or on behalf of the sponsor

by such investigator has been discon­
tinued on the order of a sponsor. an
tnstltuttonal review committee. or the
Food and Drug Administration.

(5) The name of any other investlga­
tor who will participate in the Investi- .
ga~jonal study. who is under the tnves­
tigator's supervtston, and who is re­
sponsible to him or her. with informa­
tion required in parn6I'8ph (tI) (1). (2).
and (4) of this section.

, .
§ 112.-13 Seleetion of inve!tigators.

(a) The sponsor shall select as inves­
tigators only individuals who. because
of their training or experience, Qualify
as suitable experts to Invesuzate the
s~.fety and effectiveness of the device
(in view of the investigational plan.
the report oi prior Investtgattons of
the device. and what is known a.bout
the device) and 'Nho have the ability
and commitment to comply with the
investigational plan and Pood and § 812.45 Control over the in,.~tigational
Drug Administration regulations re-
garding the obligations of investiza- de'lice; (3CiliUM. .
tors. The sponsor shall permIt the investi-

(b) The sponsor shall obtain from gational device to be shipped only to
each investigator who will participate investigators who have signed state­
in the investigational study a signed ments Which the sponsor has submit­
statement for submission to the F'OOd ted to the Food and Drug Admlnistra­
and Dr,lg A~ion under- tion under §§812.20(a). 81:Z.21<b)(7) or
§ ~ 812.20(b} or 81:'21(0)(7). w1".Jch in- 81Z,39<c). and the sponsor shall
eludes the following inrormanon: comply wIth the requirements of Sub-

(1) A statement. of t.'1e investigators parts C and F of Part 52 of this caap- .
education ana experience in sufficient tel'.
detail to allow determiI:ation of the in. §sn.4~ MonitorinG' the lnnsti..:rational
vestigator's quallilea.tions for mvest1- ..
gating the device. Such st'.atem¢ study.
shall include: (a) The sponsor (other than a span-

(1) Colleges. universities. and medical sor-invesusator who is the only Inves­
or other proIessional schools attended. tigator) shall comply with the require­
dates of attendance, degrees, and daces ments of §52.2S of this chapter in se­
an which degrees were awarded. lection of and directions to trained

(ii) Postgraduate medical or other- and quaillied Indtvidualra) to monitor
professional tra.in.ing with dates. the prosress of the investigational
names at institutions. and nature of study. The monitor shall comply with
training. the requirements of § 52.29 of this

(ili) Teaching or research expert- chapter. .
ence, wIth dates. names of institutions. (b) If the sponsor (other than a.
and a brief descrtpnon of the expert- sponsor-investigator who is the only
ence, investigator> discovers that any inves-

(Iv) .Experience. in medical practice tigator participating in the Investiga­
or other professional experience. with tiona! study has not complied With the
dates. institutional affiliations, and requirements of this part, other Food
nature of practice or other profession- and Drug Admil'ustration regulations
al experience. rega.z:ding the ocligatfons of tnvestiza-

(v) A representative list of pertinent tors, or such investigator's agreement
medical or other scientific publications under §812.43(b). the . sponsor shall
of the investigator. with titles of artt- secure such investigator's compliance
cles, names of publications. and or discontinue shipments to such in­
volume. number. page. and date. , vestigator~ The spomor may require

(vi) Specific experience with the such investigator~·make appropriate
device to be investigated (when availa-· d.i.sPosition of the del1ce in accordance
b With §52.1l4 of this chapter and may

Ie? including date, amount, ~d de- suspend or terminate any study being
scnption of ~xp~ne?ce. includi;ng the performed by such investigator for the
name of the mstltutiOns where mvest~~._ . sponsor.. " _ . :;. .. , . , .. .
gated•. : . .. _. . ,.. .. (c) (1) The sponsorshaU undertake a

(2) An agreement to comply wIth the · s'Oecial investigation . whenever lea.m­
inves.tigational plan P?od and Drug filg of any serious adverse effect,
A~~tion regulatlons regardinlr death. or ll!e-threatening problem
the oblig~..ions of investi~ators. and . that may .re asonably be regarded as
any conditions f~r approvai of an ap- device-related (i.e•• caused by or associ-
plication f~r an mvesti ce ated With the investigational device)
exemption m1 ." • d was not previously anticipated in
~ emen .that any use of ature, severity. or degree of incidence

t~. . Vice involving human subjects the written information provtded to
will be under the investigator's super- vestigators and to the Food and
vtston or under the supervision of an- rug Administration by the sponsor
other investigator who is responsible egarding the device. The sponsor
to him or her and who is named by the shall report the results of the special
investigator in his or her signed st investigation to other investigators,
ment under paragraph (b)(5) his and to the Food and Drug Administra-
section. tion under § 812.55(d) wIthin 10 work-
~~Ui.taJ:.eIlIMIM-.!tS'"ttrViwhetheran in- ing days after the sponsor learns of

vestigational study or other research the effect;death. or problem.

.;
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will be under the i.tlveSiigator';-SUP~;'
vislon 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 (b)(5) his
section.
~~Uit;a.t.eIIll4NtH:s-t'(f'whetheran in­

vestigational study or other research

\)~ '\ ;~'j

L1 ~.ut: wriccen inrormanon provtded to
vestigators 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.
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.

market approval ot-the deviceuunder
section 515 of the act is approved.

(d) T"'...ls section does not apply to a
sponsor-investigator who is the only .
investigator.

§ 812.50 Promotion and sale of in"estiga­
tional deTicM.

(a) The sponsor and any person
acting for or on behalf of the sponsor
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shall comply with § 52.118 of this
chapter and shall not commercially
distribute or test market an investiga­
t ional device, untU the device has been
approved for marketing for the pur- ·
pose for which it is being investigated.

(b) Section 52.11a of this chapter
and paragraph (a) of this section shall
not apply to lalN-ful commercial ship­
ments of a device (other than a device
subject to section 520(1) of the act, Le..
a. device the Food and Drug Adminis·
tratron had regarded as a new drug or
antibiotic drug) that was in commer­
cial distrtbution before:May 28, 1976
or t~'lat is substantially equivalent to a
device tha.t was In commercial distri­
bution before such date> belore the
device is classttlea under section 513(d)
of the act and any transitional period
for the device under section
501(f)(2)(B) of the 8($ has expired.
Section 52.118 ot thjs. chapter and
paragraph (a) of th13 . seenon shall,
however. apply to .shipments of the
device for investigationsJ. use.

(c) The sponsor shall not commer­
cialize the device by char&ing subjects
or investigators tor 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 oC the device
ttsetr, and has notilled the sponsor of
t hi.> Ilnding.

§ 81~.55 ~porting- to the Food and Drug
Administration, maintaining records,
and permitting Inspeetions,

(a) The sponsor shall maintain accu­
rate and adequate records for report­
ing to the Food and Drug Administra­
tion on the progress of the Investisa­
tional study. These reports shall be
made at appropriate ·intervals not ex­
ceeding 1 yea.r. Such reports shall in­
clude any significant fin.dings ot the
investlga.tional study and any amend­
ments to the application or to previous,
reports that are necessary to keep
them accurate and timely and that
had not 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, termina.ted, completed or dis­
continued, or an exemption is with­
drawn.

(c) The sponsor shall notify the
Food and Drug Administration of any
request that tnvesusators 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
Fo od and Drug Administration any se­
rious adverse effect, death, or life-

;»ROPO$;;O RUliS

threatening medical problem that is
subject to the requirement of a special
investigation under § a12.46{c) as soon
as possible, but in no event later than
10 working days after the sponsor
learns of the adverse effect. death. or
medical problem. TI:e sponsor shall
submit the results at t he special inves­
tigatio.n as soon as posstole but in no
event later than 10 working days atter
the special investigation Is completed.
Such reports shall be accurate and
adequate in content.

(e) The sponsor shall submit to the
Food and Drug Administration a copy
of a report of a determinatlon by an
investigator under § 812.123 that in­
formed consent eanaot be obtained
from a subject or the subject's legal
representative. Such report shall be
sucmi;;tcd as soon as oosatble but in no
event later than 5 ...·c : ::wlg days after
such report is received from the Inves­
~g"'~0I'.

(:f) The sponsor shall report to the
Food and Drug Administration any
discovery that an Institutional review
committee is not complying with its
agreement to review rh est udz or with
applicable Food and Drug Adm.lnistra­
tton regulations. ..

(g) The sponsor shall retain a copy
of any application, report, or corre­
spondence that thesponsor submits to
t h e Food and Drug ~~r.!i!ljstrnt~on

under this part. The sponsor shall
maintain. copies orall communications
between the sponsor a;...d an y commit­
tee or any investigator regarding the
study.

(h) A sponsor msy . wtthdraw from
the respor.sibility for maintainlng' 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 manufacture, ...-n o 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
Administration, at· reasonable times
and in a reasonable manner, to inspect
any facilities where the investigational
device is manufactured. processed,
held, or used; and,to inspect and copy ­
any records of the: sponsor concernlng
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 .. committee that Is .
supel'Visin&" 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 responsibilltie.s of the com­
mittee concerning. the investigational
study except trade secret or confiden­
tial commercial information that Is
confidential as described In 21 CPR
20.61.

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

SIIOp4r' D-In.titutionol ~.y~wCo,","i*,..
{R...rveci]

Subpart E-lnv••,igGtor a••poftalbiliti.. In In­
v••tillational Shldin Involving Hllman Sub­
j_cts [b,ervetl]

Suopcut F-Info,med Consent of Human
Subjects

§ 812.120 Gene!'Sl requirements of in­
formed consent,

(a) Except 33 provided in § 812.123, ·
an investigator shall:

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

(2) Pro"ide 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 the subject's
legal representative.

(d) The investigator shall maintain
cop ies of records required by this sub­
part for the tim.e prescribed in § 52.195
of this chapter.

§ 812.123 Exception irom reqllinmenL
(a) The requirements of § 812.120

shall not apply when:
(1) The investigator determines in

writing m that there exists a. life­
threatening sttuatfon. involving the
subject which necessitates the use of
the investigational device, (ti) that it is
not feasible to obtain iniormed 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 determlnations,
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.-
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Food and Drug Administration of any
request that tnvesuzators 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-

vestlgational .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 responsibilltie.s of the com­
mittee concerning. the investigational
study except trade secret or confiden­
tial commercial information that Is
confidential as described in 21 CPR
20.61.

(2) Such determinatlon.has the con­
currence of a licensed physician not
involved In the testing of the device,
unless the investigator determines,
and documents these determlnattons,
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.-
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ti:..e method of therapy that- is -.ap.:
proved or generally recognized which
may save the llIe of the subject. These
determinations may be documented
before use of the device or within 5
working days after use.

(b) If the investtgator does not
obtain informed consent and uses the
investigational device in accordance
with the requirements of paragraph
(a,) of thi:s 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 pa.ngn;:h (a) (1) and (2)
of this section to the sponsor, for sub­
mission by the sponsor to the Food
and Drug Ac::ninist:'ation in accord­
ance with § 812.55. and to the commit­
tee.

§ 812.130 Elem~ts-of informed consent in­
agreement.

(a) The investigator shall ensure
that the agreement to be signed under ­
§ 812.120(c). or the information that ~
gtven to the subjeet or-to the sUbjeet's
legal representative, includes a com­
plete explanation of pertinent tnrcr­
mation on the investigational devtee
adequate to enable him or her to make
a decision on hi:s or her willingness to
participate, or permit the subject to
participate, in the in....estigation and
also includes:

(1) A full and fair explanation of
procedures to be followed, including
an identification of any which are ex­
perimental.

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

(3) A 'descript ton of any attendant
discomforts and risks reasonably to be
expected,

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

(5) 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.

('1) A description of the scope of the
investigation, including the number of
subjects involved in the investigational ­
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 into the inves­
tigational study or to withdraW bls 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-

P!'tOPOSED RULES

sentattve 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.

rc) An in'ie5~;gator 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 reed. to
the SUbject. or the SUbject's legal rep­
resentative, regarding the information
reculred 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 forin ahall ha.ve been ai'PI'ov~d

by the committee.

Subpart G-{Res.,.,.-d}

~partH-Tash Thot Do Not Involv. Humon
Subjects

§ 812.160 Conditionl of exemption.
(a) Where an investigational device

is- intended for use in humans. a ship­
ment of the device that is intended
solely for tests in a.nim:a.ls 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 devtce com­
plies with the requirements of § 312.5
(a) and (b) and bears the following ad­
ditional statement <or, where appro­
priate, a statement prescribed in
§ 809.10(e) of this chapter for an in
vitro diagnostic product):
CAUTION-Device [or Diagnostic product]
fer investigational use only In laboratory
aL!imals or other tests that do not iavotve
huma.n lIublects.

(2) The person who ships the deVice
under this subpart uses due diligence
to ensure (1) that the consignee is reg­
ularly engaged in conducting 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
(il) that the shipment of the investiga­
tional device will actuallY be used only
in such tests. - '

(3) The person who ships the device
under tbls subpart maintains adequate
records showing the name and address
of the constanee 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 reasonable 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 Pa."'t 53 of this chapter.
<b) This subpart does not a.pply to

apy use of an Investtgattonal device
that Invclves use of human subjects.

§ 812.1iO Termination oi exemption, -

(a) The Commissioner shall termt­
nate an exemption under this subpart
if the Commissioner makes either of
the follo~ing findings:

(1) The person shipping an investt­
gational device under this subcart, has
failed to comply with one or "more of
the conditions for the exemption in
this subpart.

(2) Any of the grounds for withdraw­
al of an in';esligatlonal device exemp­
tion under § 812.35 applies.

(b) The Commissioner shall notify
the sccnsor of the termlnazton of an
exemption under this subpart by pro­
viding a. full statement of the reasons
for such tennination and shall afford
an opportunity for a regulatory hear­
bg under 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
Eear.ng Clerk (HFC-20), Food and
Drug Admlnistratton, Room 4-05, 5600
Fishers Lane, Rockville, Md. 20857,
written comments regarding this pro­
posal. Four copies of all comments
shall be submitted, except tha.t indi­
viduals may submit single copies of
comments, 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 public hearing (in
quadruplicate and- Identified with the
Hearing Clerk docket number found in
brackets in the _heading of tbls docu-

- menta with the Hearing Clerk on or
before June 12, 1978. The date. time,
and place of the hearing will be an­
nounced in the-FEDERAL 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 Pm.. Monday through Friday. -

Non:.-The Food and Drug Administra.
tion has determined that this proposal wtll
not have a major economic impact as de­
fined by Executive Order 11821 (amended
by Executive Order ll:H9) and OMB Circu.
lar A-l07. A copy of the economic impact as- 0

sessment is on fUe with the Heartnlf Clerk,
Food and Drulf Administration.

Dated: April 29, 1978.
DONALD K!:NNEDY,

Commissioner0/
Food. and Drug3.

[FR Doc. 78-12'194 Filed 5-11-78; 8:45 am]
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T 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 enteredmto by
such person or his or her legal repre-

- authorized employee-of--the ~Depart­
ment at reasonable 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

Food and Drulf Administration..- - - -- ----~

Dated: April 29, 1978.
DONALD K!:NNEDy,

Commissioner0/
Food. and Drug3.

[FR Doc. 78-12'194 Filed 5-11-78; 8:45 am]
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university of Pittsburgh
SCHOOL OF MEDICINE
Department of Neurological Surgery

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

Dear Mr. Latker:

February 19, 1979 BROWDY & NEIMAk~,

WASHINGTON, D. C.

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 limit 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
pr i nted 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 I 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:llj

Enclosures




