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To amend the Federal Food, Drug, and Cosmetic Act and the Public Health
Service Act to improve the regulation of food, drugs, deviees, and biologi-
cal products, and for other purposes.

IN THE SENATE OF THE UNITED STATES

DECEMBER 13, 1995
Mrs. KAsSEBAUM (for herself, Mr. INHOFE, and Mr. FRIST) introduced the
following bill; which was read twice and referred to the Committee on
Labor and Human Resources
JUNE 20, 1996
Reported by Mrs. KASSEBAUM, with an amendment

[Strike out all after the enacting clause and insert the part printed in italic]

A BILL

To amend the Federal Food, Drug, and Cosmetic Act and
the Public Health Service Act to improve the regulation
of food, drugs, devices, and biological products, and for

other purposes.

1 Be it enacted by the Senate and House of Representa-

2 tiwes of the United States of America in Congress assembled,
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SECTION 1. SHORT TITLE.

This Aet may be eited as the “Food and Drue Ad-
ministeation Performance and Aecountability Aet of
TITLE I—MISSION AND
ACCOUNTABILITY

ministeation Resulatory Reform Aet of 19952
SEC. 102. THE MISSION OF THE FOOD AND DRUG ADMINIS-
TRATION.
addine at the end thereof the followine: “The mission of
the Administeation is to promote and proteet the health
of the Amerient people by—
ment and availability of products subjeet to its reot

tatton

lattons m a timely; fair; consistent; and deeistve
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3
qresty for the review of a produet that 18 a new
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4
=t for o sertotess He-threatentes o
or
) establish & schedule to brine the Ad-
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5
appheation or submission (neluding a petition; notifiea-
The™ and
“2HAG The Seeretary shal establish o procedare
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=B+ Fhe Seeretrrs shal estabhsh o procedure for
not promdented as reerdations——
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7
wew eroup shall mehade & nonvetine mdustery rep-
and egrestions to be disenssed at & meeting of a set-
b Fpts—— tember of o setenthe eevew
eroup shall serve for a term of 3 years; which may
chatrperson of a setentifie review eroup shall be &

than 3 terms:

5 FrRAPENG—Pr0T to serviee on & setentifie
review eronp; a member of the eroup shall be etven
Few eronps; ot appropriate wtervals and for a suffi-
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ctent leneth of thne; so that any matter to be re-

‘\‘ ROBPS
T,

ton to; and contact and disenssion with; a set
mitted to & setentifie review greup {exeept for
I & ease i which a scientifie review eroup reviews
an appheation Gnelading a petition; notifteation; or
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elosed:
es of a setentifte review egroup shall provide ade-
a setentifie review group makes #s coneclusions and ree-
Hons of the eroup; shall make a il determination on
term ceetter director means o direetor of o eenter within
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10
SEG: 107 APPEALS WITHIN THE FOOD AND DRUG ADMINIS-

TRATION:

“SEC: 907 APPEALS WITHIN THE FOOD AND DRUG ADMIN-

ISTRATION.

regwlation estabhish a system for the appeal wthin the
“hy REVHRY BY SCHENTHHE REVHW GROBP—

*S 1477 RS
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2 Seopr—The issues a setentifie revtew
to permit a ehntend mvestentton to beett or to con-
tinte; a refasal by the Seeretary to file an apphea-
tion; & protoeol desten; and deeistons relatine to a
has not previously been reviewed by a setentifie re-
S5 PR BRHEE R —H n sederb e pevien:

f)*IBE al
J K
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12
to & panel desertbed t paragraph (H-

TITEE H—EXPEDITED ACCESS
TO PRODECTS FOR SERIL-
OUSLY ILL PATIENTS

*S 1477 RS
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“SEC. 543. EXPANDED ACCESS TO UNAPPROVED THERA-
PIES AND DIAGNOSTICS.

“ar By GENERAL—Any person may request from a
ehadine & biologteal produety or deviee for the diagnosis;
monttorthe; or treatment of a sertons disease or eondition;

ot monttor the disease or condition: or
protoeols eovering expanded aceess use of a drue or devtee
to the provistons of seetion 5054) for a drue and seetion

*S 1477 RS
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520 {e) and ) for a deviee and may melude any form
of use of the drag or device outside a elintead mvestigation;
cladine but not lmited to protocols for treatment tses
the drae or deviees
=654 shalt tot otherseise protote of advertse

wser
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1 1 paragraph (2); by mserting at the end
“he vequest shalt be ik the form of an appheation to the
Seeretary= Within 30 days of the date of the reeeipt of
e or denyine the appheation—;

LOGICS; AND MEDICAL BEVICES FOR SERI-

OUS CONDITIONS.
“Ii & ease tr which an appheation sabmitted tnder seetion

Health Servtee et a brolootend produet; for a He-threaten
e disease or condition; a sertously debiitatine disease
o eondition; or for any other sertous disease or eondition

*S 1477 RS
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2 appheation=
3 TIFEE HI—REVTALIZING THE
4 INVESTIGATION OF NIEW
5 PRODUCTS
6 SEC. 301. SHORT TITLE.
9

SEG: 302. TIMELY REVIEW AND REASONABLE BDATA RE-

10 QUIREMENTS FOR CLINICAL RESEARCH ON
11 DRUGS AND BIOLOGICAL PRODUCTS.
14 The™

15 t2) by redestenating paragraphs (s (2); and
16 37 as subparagraphs (4 (B); and (6); respeetively;
17 ate

18 3} by adding at the end thereof the followine
19 Hew paragraph:

21 ine a biologteal produet) may beein 50 days after the date
22 the Seeretary recerves from the spotsor a notifteation cot

*S 1477 RS
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17
to eomtenee:
& nottfieation desertbed m subparaeraph () takine mte
SEC. 303. TIMELY REVIEW AND REASONABLE DATA RE-
QUIREMENTS FOR CLINICAL RESEARCH ON
BEVICES:
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att to paragraph (2H2 shall be subjeet to subparagraphs
proval of a supplement to the appheation; H the
chanees do not constitate & stenifieant change 1 de-
eration; and
By permit; without approvat of & supplement

*S 1477 RS
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1 SEC. 304. COLLABORATIVE RESEARCH DESIGN.

2
3

5
6
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sponser & prechnteal or elinteal mvestieation of &

5 shed be t seritie and shedd edade o proposad
for sehieh the restess s retesteds

antd shall provide to the persen o written review of
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“‘e) \LI()IﬁIi;I(\/;[IW}()?} GF %!(i]ei\}‘%{}ﬂ?ylwfﬂ m: rr}f}w

a drag or deviee subjeet to review under this seetion;

) Pags Reviewv—

1 By efvERE—ARY person reqrestthe o
from a panel established under subseetion 513h) of
& determination of the Seeretary to disapprove a
protoeol or produet development plan:

*S 1477 RS
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TITLE IV—EFFICIENT, ACCOUNT-
ABEE; AND FAIR PRODUCT
REVIEW

eatton Gnelading a petition; notifieation; or other stmilar
days of the reeeipt of a written regtest of any person for
produet {nehading a regquest respeetine a combination

*S 1477 RS



© 00 N O 0o B~ W N PP

N N DN DN DD DN P PP PPk PR PP
o A W N P O ©W 00 N O 0o b W N B O

22
vide the person a written statement of the elassifieation
produets shall be reenlated i a separate diviston under
chided 11 an appheation for the approval of a produet; or
& nesw use of an approved produet; desertbed i subseetion

*S 1477 RS
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of subehapter € may be used for external reviess of any
drae Greladine a biologteal produet) for which a user fee
“H By eEvERAE—Subjeet to paragraph (2

Few oreatization or ihdividbad and shal make =
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a pettots totdteatons o other stthte Feqtesth

1 An appheatton for approval of a huan
409

2 An appheation for approval of a new drue
mal dene or an antnad feed bearthe or containine a

*S 1477 RS
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“4 A submission for a determination that a
deviee i3 substantially equivalent to a predieate de-
“5) An appheation for appreval of & deviee
63 A appheation for the hstine of a eolor ad-

tate a eollaborative review proeess between the lood and

after a setentite review eroup has convened and
determine that a meetine 18 anneeessary; and

*S 1477 RS
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THoN—

the Seeretary fatls to meet a time pertod for action
etrements of the Kurepean Unton or the United

*S 1477 RS
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27
ateh with the consent of the appheant; pubhshes a
for at least 95 pereent of the applieations i a par-

*S 1477 RS
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ton seleeted to eondtet a review under paraeraph
evahtate comphanee of a manufactarer with appheable re-

*S 1477 RS
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eantration shal meet to be ehetble to be aceredited to par-
Hetpate as a qualified oreanization to eonduet mspeetions

iée} V) . . ‘ ]\. }
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has condueted a eood manufacturine practice mspeetion
an mspeetion for a pertod of 2 years after the date of the
1 that there 13 a reasonable probabilits that

*S 1477 RS
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of paragraph {2} and suabseetion (b); & person may
disseminate to any persen that 13 & health eare prae-
tittonrer or other provider of health eare goods or
serviees; o pharmey  beneft mahneer; o health
carve oruatization. or o health care insirer or sov-
Y a tHentent dse Yot o Hvestenttotad

new drag thekading a biologieal product) ap-

or

*S 1477 RS
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32
By a use twhether or not steh uwse is

“{1 reprint or eopy of & peer-reviewed

artele from a setenttie or medtead jorrnad

ey or

Hiehsteys

approved by a contintine medieal edueation ae-
pharmacentieal mdustry as part of a seientifie

agehey;

*S 1477 RS
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) the mformation relates to a use that
=} the wfortrtion s part of o dis-
a fall and fair evalnation of the imformation desertbed m
shall imelade a statement that diseloses—
1 appheable; that the use of a new drae

inistration:

new draes;

*S 1477 RS
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34
or eonstltants to the sponsor of the new drne; and
)
& persen may disseminate to any persen that 18 & health
or serviees; a pharmaey benefit manaeer; & health mainte-

*S 1477 RS
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zation,; or a health eare msurer or governmental ageneyw
shops; or demonstrations) relatine to a use; whether or
produced by a manufacturer registered pursuant to see-

© 00O N O 0o B~ W N PP
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otths H—
“{1 reprint or eopy of & peer-reviewed
artiele from a setentifie or medieal journal
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oF
S ehpter; authored by an expert
the use relates; from a recognized ref-

& econtinnine medieal edueation acerediting
vree idustey as part of a setenttte or mediend

6y the information relates to a use that

*S 1477 RS
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or demonstrations:
or oral dissemination of mformation relating to a new use
of & new drue or deviee; i accordanee with seetions 6
and H4 shal not be construed as evidence of a new -

tended use of the new drag or device that is different frem
drte o deviees

*S 1477 RS



© 00 N O 0o B~ W N P

N N NN DN DD DN P PP PPk PR PP
o A W N P O ©W 00 N O 0o b W N B O

38
dares established 11 seetion 505{eH ) for a new drae Gn-
dries or deviees eonehade that a new use that has not been
tion may submit & petition to the Seeretary presentine -
formation that new use of a previonsh: approved new drne

*S 1477 RS
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Crmatory inf o
10 ommnendations of a setentifie review oronp established

© 00O N O 0o B~ W N P

11 under seetion 904 and erant or deny the petition within
12 180 daes of the veceipt of the petition. ™

13 SEC. 408. EEFECTIVENESS, OUTCOME; AND COST-EEFEC-
14 TIVENESS STANDARDS.

15 Seetion T as added by seetion 4020 s amended by
16 addine at the end thereof the followine new subseetiomn:
17 “fe) In reviewine an appheation for a produet that
18 s a new divies biolooieal produet. new anived deves animal
19 feed hbeartte o contamine o pew anietd deves or deviee

20 the determitntion of effectiveness shall not mehade the
21 evalation of—

23 ness of the produet s expheitly compared to the ef-
24 feetiveness of another produet 1 the fabehnes

*S 1477 RS
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40
effectiveness of a stmilar produet; unless the labeling

& deviee; unless the labeling expheitly melades a rep-

SEC. 409. DEFINITION OF A DAY FOR PURPOSES OF PROD-
BCT REVIEW,

fleatton o petition; of any doetnent; with respeet to &
produet that 18 a new drue; biologteal produet; pew antmal
retary to obtath approval of marketine; or to estabhish er
means & ealendar day {exeluding any ealendar day be-
tween the date of receipt by the submitter of a written

*S 1477 RS
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review sueh a sabmisston=
TITEE V—DRUG; BIOLOGICAL
PRODUCTS; DPEACES EXPORT
REFORM

“3> No eomponent; part or aceessory of a drue; bio-
footeal produet; or deviee; thehading o deve 1 btk forms
sentenee; and

*S 1477 RS
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“fay Iy GENERAE—A drne Gnelading & biolosteal

Y swhieh; 1 the ease of a drte—

thder seetion 505 or seetton 512 o
mtroduction ito mterstate commeree to a eountey
and

“B) swhich—

Aets and

*S 1477 RS
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chretion to imterstate commeree to & eountry:

oF

=25 sehiehs th the ease of o devtee—

seetitor 514 or 5155 or

) 18 a banned deviee ander seetton 516

11 +iens or Aet unless the export of the drae or deviee 18 au-
12 therized under subseetion thy; e {0 or 5 or thnder see-
13 Hon SOHeH2)-
14 b JSNRPORFARH Fo AT EOECERY 6k A S PERCHE
15 Cowrry—
17 eept as otherswise provided i this seetion; a drae
18 fretadine o bioloetend produety or deviee may be ex
19 potted to oty cottiins H the ditte oF deviee cotiphies
22 therty—
24 New Zeatands or Switzerhand: o

© 00 N O 0o B~ W N PP
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keted i that country or the drae or deviee 8

peatt Heonomte Arens

L2 BEXPORTATION TO A CERTPARN CONTRY—
A drae or device mmy be exported to the eountries

the health of the eitizens of sueh a countrss The
hst of countries to wihieh a drae or deviee may be
exported under this paraeraph and a hst of ree-

*S 1477 RS
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that; due to o prbhe health emereener or systematte
patterns of abuse of the reenlatory system m &

*S 1477 RS
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ated whder paragraph (b (2H0s or (3) of seetion

501 a) or subseetion {e) or {&) of seetton 504

or deviee s approved; etther i Fmelish or the pre-
{3} the requirements of subparagraphs o

or 515 or under seetion 351 of the Publie Health

*S 1477 RS
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1 Serviee et (42 U500 262); or by the Seeretary of
2 Aeriealtare under the Aet of Mareh 4 13 &7
4 Sertt Foxin Aet that the dene or deviee has not
6 o of the drue or deviee;

10 “Her the dere or devier s the sibieet of o mo-
11 tice by the Seeretary or the Seeretary of Aprienltare
12 of a determination that the possibthty of retmporta-
13 He of the exported dive or deviee wonbd present an
14 tminent hazard to the public health and safety of
15 the Hnited States and the only means of Hntine the
16 hazard 13 to prohibit the export of the drae or de-
17 ¥ee; oF

18 HH the drae or deviee will be re-exported or
19 teasshipped to o cottey Hot atthorized o fecetre
20 ant exported drae or deviee under this seetion:

21 o omiaketne a finding wnder paraoraph £55 the Seeretary:
22 o the mastinen extent posstbles shall considt with the al-
23 feeted eountry

24 ey ExpoRTATION OF DRt6 FOoR BYBESTHATIONAL

*S 1477 RS
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48
EASE—

1 By eBNERAE—A drue Greludine a bioloet
eal produet) that is to be used i the prevention or
treatiment of & tropical disease may; wpon approval

the prevention or treatment of a tropteal dis-

ated wnder paragraphs (hy (2} and ) of
ton S0

*S 1477 RS
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49
“Dy the drue 18 not the subjeet of a notiee
of a determination that the manufacture of the

met:

SUBY Kist ench eonntey to which the deae is
to be exported;
et that the dene will not be exported to a

*S 1477 RS
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50

“H5} demonstrate to the Seeretary that the

drig meets the requirements of paragraph (-
approved appheation for the export of a druag under

to o eonntry for which the Seeretary eatnot
make sueh & findine; and
that—

eraph (1

F ot

*S 1477 RS
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51
sraph (2);
appheatton for swhich a determination was made
shall provide the holder a written statement speetfy-

*S 1477 RS
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porter;

eattot make a findine thder paraeraph
s and
OF A& HAZARD PREG BY A& HOEDER—H the See-

*S 1477 RS
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53
porting a drug to a eountry for which the See-

D) EHPATION ON THE BXPORFATION
OF OTHER DPRUGS BY & HOEDER—I the See-
of an appheation approved nnder paragraph (2
15 exportine a drae to a country for which the

*S 1477 RS
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1 of saeh 60 davs: the Seeretary shall prohibit the
4 drtte to & eountry for which the Seeretary ean-
6 5 ERHPATION OF THE BXPORFATION
9 potter s exportie o drte o oo eotttee for
10 which the Seeretary eannot make a findine
11 tder paraeraph HHA); the Seeretary shal no-
13 the export of such dewe of saeh evidenee and
14 she reeraire the holder to investioate the export
15 b stieht iporter and to report o the Seeretarys
18 tines that the dtporter has exported o dine to
19 steh o cotntey; the Seeretary shall prohtbit
21 brporter tdess the Reerctary determines that
23 SEC. 503. PARTIALLY PROCESSED BIOLOGICAL PRODUCTS.

24 Subseetion thy of seetion 351 of the Publiec Health
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= ts Hot oo fort appheable to the preven-

att;

TITEE VI—DRUG AND BIOLOGI-
CAL PRODUCTS REGUEATORY
REFORM
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= X wew dite o biolootend prodiret tramfretared
i & ptot or other small faetity may be used to dem-
tet and to obtatt approval prior to seahhe wp to a lareer
that a fall seale produetion factlity 18 neeessary to ensure
& new drue; biologieal produet; or new animal drae; may
t the tttfretire of o new dietes o biolootedd produet
that s the subjeet of a monoeraph m an offteral compen-
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1 it o btologtend produet that ean be adequately charae-

4 ) vahidution; and

7 approved release speeifteations; or i there 8 &
10 & type permnitted by the Seeretary by regulation; may
11 be made at any time and shall be reported annually
12 to the Seeretarys and

13 “EBY for any other ehanoes shall vequive e
16 Seeretary failess steh reqiirement 18 watved by the
17 Seeretary)y; may be made at any time; and shall be
18 reported to the Seeretary tHhroteh o stpplettent o
19 atetdent submitted at the thine the chanee i
20 fade:

22 Moxosiari—NA chanor i the manfactinee of o bioloot-

24 offieial compendinm and eannot be adequately charaeter-
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1 tzed by chentenl; phystend; or bioloetead means shall re-
2 guire validation and—

10 Hott of # birssay of other approprirte stids dene
12 hshed by the Seeretary funless sueh requirement is
14 atdh shall be reported to the Seeretary throueh an
15 amendment submitted at the time the chanee 18
16 made:

18 Proprer—A deternination shall be made prior to ap-
19 preved of a bioloetend produet under seetton 35Hw) of the
20 Public Health Serviee Aet (42 U5:6: 262(a)) whether the
21 produet ean be adeqrately eharacterized for prrposes of
23 proved prior to the date of enactment of the Ifood and
25 of 1995; the determinntion shall be made within 90 dasys

© 00 N O 01 b
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= a prodiet Heense has been ssted for the
produets: & produet heense appheation for a bioloetenl
produets; shall be approved based upen a demonstration
395t & heense appheation for bloods a blood ecompo-
nent; or a blood produet shall be approved based upon &
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& suspenston or revoeation of a Heense for a biologteal
by the heensee of a notiieation of suspenston; the See-
Code:
4 Fhe requirements of paragraph (1 do not apply
to & biologteal product for which there 13 in effeet an mves-
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3 to read as follows:

4 “th No person shall falsely tabel o mark any paek-
7 ot mark—

11 Blood; bleod eomponent; or blood produet; or dertva-
12 tive aflercente produet or other produet aforesatd™
13 atd tserte “hbiologteal produet™

14 4 DErparoN: APPHeAToN—DPLart £ of Hitle
15 HE of the Publie Health Serviee Aet (42 54 262
17 followine new subseetions:

19 produet’ memns o viens: therapentie et ot anti-
20 ot waeethes bloods blood compotent or detteativer aer-
21 eente biologte produet; or arsphenatne or s derteative
22 tew any other anadooons binlooted produets appheable 1o
23 the prevention; treatent; or etre of diseases or conditions
24 of hutran bethes:
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SEG: 607+ REQUIREMENTS FOR EMERGING BlO-
TECHNOLOGY PRODUCTS.
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TITLE VII—DEVICE
REGULEATORY REFORM
12 form Aet of F995°-

© 00 N O O B~ W N P

=
o

13 SEC. 702. PREMARKET NOTIFICATION.

15 2+ U546 369) is amended—

17 hertan wse” and sertine < ttended for haman tse
18 {exeept a deviee that is elassifted nto elass 1 under
19 seetott 3 of 920 o o deviee tHhat s chasstied o
21 from the requirements of this subseetion under sub-
22 seettor s

24 atetded by parreraph (5 the follovehres
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this subseetion and make a determination under seetion

ahd

regre o report thder stbseetion () to provide reasenable
report shall be exempt from the requirement to file a re-
that 1s 1 day after the date of the publieation of a hst
retary to exempt & type of elass H deviee from subseetion
tton of the nitial elassifieation of a deviee under sub-
proviston of this Aet unrelated to a substantial equtvalence
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deeiston; mehidine & findine that the faetlity in which &
stbiiits a notifteation tnder seetton 2 requests an
speet to the elassifieation of the device and a final order
otends to the Seeretary a elasstfieation for the deviee
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of a predieate deviee under paragraph &) each use m-
eladed within a general use for the predieate deviee shall
A Any chanege or modifieation to a deviee mitially
elasstfied under seetion 513, other than & majer ehange
apon to doeament that a chanee to (nelading any modt-
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3 devtee—

4 SEC. 703. MEDICAL DEVICE APPROVAL STANDARDS.

5
6
7
8
9
10
11
12
13
14
15
16
17
18
19

20

21
22

23

amended—

sertire “a ehintend imvestieation™
therefor—

%3 3 al ArAl

“fe) The Seeretary may by reetdation reqitre a tiate

24 wfactarer to adopt & method of trackite a elass H or elass
25 HH deviee—
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) permanently mplanted; or
as follows:
oy Iy GENERAE—The Seeretary may require &
+ 9 that—
= s a pertrttent diplant the fathiee of
=2 s ttended for o tse He sapportie of st
63 potentialy  presents a sertons risk to
Hrer reqhired to eonduet a strvettanee of o deviee under
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protoeol until the protocol has been reviewed by a gualified

phtee # appeats ahd Hserte “or e
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520{e) to make a determination of whether there 18 & rea-
13 sotable asstranee of safety and effectiveness of a deviee
14 subjeet to a pendine appheation under Hhis seetton H—
15 1 the data or mformution 13 dertved from e
19 cotstitte o stentfteant chanee 1 the desten or
21 seotthd Hreahdhtte the duta or Hfortatiot ot

22 = the datnr o forhrton of o deviee ap-
24 this et and 1 relevant to the desten and intended
26 Hos

© 00 N O 0o B~ W DN

I
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HE Hew paragraph:
shall be reviewed in the following manner to achieve final
of the appheation:
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recred to bring the appleation inte a form that
& panel established under seetion 513 for review and
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appheation tto a form that would require approval
the meetine neludine a complete desertption of the
to the appheant a deseription of all additional mfor-
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Hon reqttred to brine the appheation tte a form
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foHowtne the adoption of a voluntary performatee stand-
“ Hpon the receipt of a petition under this sub-
the petittor; the Seeretary shall pubhsh o hotice 1 the
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“B) publish & netice of the determination i
person whe regttests the recoentzed standard a copy of the
standard:

“H Followine the publieation of a final reeunlation
hstine a recoghized standard; any premarket notifteation
for a deviee submitted under seettons 510, 5151,
mitted under seetion 515 may mehde a eertifieation of
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83 Any modifieation of a recoghized standard shal
TITLE VIHI—ANIMAL DRUG
REGULEATORY REFORM
study {desiened and eondueted 1 & manner that s eon-
regitre a freld triad as part of substantial evidenee o the
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“By the combination mterferes with a method
& stentfteant eontribution to the labeled effectiveness;
and
approprhte conenrrent therapy for a habeled tareet
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6 23 by strikine “essenttal to7 and thsertthe =5
7 reeaired for s

8 SEC. 803. RESIDUE LIMITATION.

10 amended to read as foHows:

13 heted ase of the dine will veseelt boan vmsede residue
14 of the drae™™

15 SEc. 804. ADULTERATED DRUGS.

16 sSeettor S0HaHZ) 21 S 35HaH2H s
17 amended—

19 or” and hsertine “health™ and

22 a drae ttended for wse by antmals other than man
23 and the methods used i or the faetities or controls
24 et forr Hs trardaettees processties poekites o
25 heldine do not econform to o are tot operated o ad-
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TITLE X—FOOD REGULATORY
REFORM

S IR Aphpaar s poacaanernn

& notifteation for an indireet food additive under this sub-
seetot
of o product thtended for tse as an thdireet food additive
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maktne steh mtroduetion or delvery; a notifteation con-
“B) publish & notice of this determination m
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“H The term “hdireet food additive’ means a food
SECTION 1. SHORT TITLE.
This Act may be cited as the “Food and Drug Admin-
istration Performance and Accountability Act of 19967
SEC. 2. TABLE OF CONTENTS.

The table of contents for this Act is as follows:

Sec. 1. Short title.
Sec. 2. Table of contents.
Sec. 3. References.

TITLE I—MISSION AND ACCOUNTABILITY

Sec. 101. Short title.

Sec. 102. The mission of the Food and Drug Admainistration.

Sec. 103. Performance standards and review.

Sec. 104. Interagency collaboration.

Sec. 105. Information system.

Sec. 106. Policy statements.

Sec. 107. Scientific review groups.

Sec. 108. Appeals within the Food and Drug Administration.

Sec. 109. Appointment and term of the Commaissioner of Food and Drugs.

TITLE II—EXPEDITED ACCESS TO PRODUCTS FOR SERIOUSLY ILL

PATIENTS
Sec. 201. Short title.
Sec. 202. Access to unapproved therapies.
Sec. 203. Expanding humanitarian use of devices.
Sec. 204. Expediting approval of new drugs, biologics, and medical devices for se-

rious conditions.
TITLE III—REVITALIZING THE INVESTIGATION OF NEW PRODUCTS

01. Short title.

02. Timely review and reasonable data requirements for clinical research on
drugs and biological products.

Sec. 303. Timely review and reasonable data requirements for clinical research on
devices.

04. Sense of the committee concerning mutual recognition agreements.

05. Collaborative research design.

Sec.
Sec.

Sec.
Sec.

TITLE IV—EFFICIENT, ACCOUNTABLE, AND FAIR PRODUCT REVIEW

Sec. 401. Short title.
Sec. 402. The content and review of an application.
Sec. 403. Contracts for expert review.
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Sec. 404. Prompt and efficient review.

Sec. 405. Good manufacturing practice inspection.

Sec. 406. Environmental impact review.

Sec. 407. Effectiveness, outcome, and cost-effectiveness standards.

Sec. 408. Definition of a day for purposes of product review.

Sec. 409. Approval of supplemental applications for approved products.
Sec. 410. Pediatric studies marketing exclusivity.

Sec. 411. Notifications for device market clearance.

TITLE V—DRUG AND BIOLOGICAL PRODUCTS REGULATORY
REFORM

Sec. 501. Short title.

Sec. 502. New drug approval standard.

Sec. 503. Pilot and small scale manufacture.

Sec. 504. Manufacturing changes.

Sec. 505. Insulin and antibiotics.

Sec. 506. Modernization of regulation of biological products.

Sec. 507. Effective medication guides.

Sec. 508. State and local requirements respecting nonprescription drugs intended
Jor human use.

Sec. 509. Requirement of radiopharmaceuticals.

TITLE VI—DEVICE REGULATORY REFORM

Sec. 601. Short title.

Sec. 602. Premarket notification.

Sec. 603. Medical device approval standards.
Sec. 604. Tracking.

Sec. 605. Postmarket surveillance.

Sec. 606. Device distributor reporting.

Sec. 607. Premarket approval.

Sec. 608. Device performance standards.
Sec. 609. Accredited-party participation.

TITLE VII—ANIMAL DRUG REGULATORY REFORM

Sec. 701. Short title.

Sec. 702. Evidence of effectiveness.
Sec. 703. Lamitation of residues.
Sec. 704. Adulterated drugs.

Sec. 705. Veterinary feed directives.
Sec. 706. Timeframes for approval.

TITLE VIII—FOOD REGULATORY REFORM

Sec. 801. Short title.
Sec. 802. Indirect food additives.
Sec. 803. Health claims of food products.

TITLE IX—ESTABLISHMENT OF CENTERS FOR EDUCATION AND
RESEARCH ON DRUGS, DEVICES, AND BIOLOGICAL PRODUCTS

Sec. 901. Centers for Education and Research on Drugs, Devices, and Biological
Products.
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TITLE X—PROGRAM IN CLINICAL PHARMACOLOGY

Sec. 1001. Reauthorization of clinical pharmacology program.
SEC. 3. REFERENCES.

Except as otherwise expressly provided, whenever in
this Act an amendment or repeal is expressed in terms of
an amendment to, or repeal of, a section or other provision,
the reference shall be considered to be made to a section or
other provision of the Federal Food, Drug, and Cosmetic

Act (21 U.S.C. 321 et seq.).

TITLE I—MISSION AND
ACCOUNTABILITY

SEC. 101. SHORT TITLE.

Thas title may be cited as the “Food and Drug Admin-
wstration Regulatory Reform Act of 19967,
SEC. 102. THE MISSION OF THE FOOD AND DRUG ADMINIS-

TRATION.

Section 903(a) (21 U.S.C. 393(a)) is amended by add-
g at the end thereof the following: “The mission of the
Admanistration 1s to promote and protect the public health
by—

“(1) facilitating the rapid and efficient develop-
ment and availability of articles subject to the regula-
tion of the Administration;

“(2) protecting the public from unsafe or ineffec-
twe articles subject to the regulation of the Adminis-
tration; and

*S 1477 RS
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“(3) enforcing the applicable statutes and regula-
tions i a tvmely, fair, consistent, and decisive man-
ner.”.
SEC. 103. PERFORMANCE STANDARDS AND REVIEW.
Section 903(b) (21 U.S.C. 393(b)) is amended by add-

wng at the end thereof the following new paragraph:

© 00O N O 0o B~ W N PP

10
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“(3) PERFORMANCE STANDARDS AND REVIEW.—

“(A) IN GENERAL.—Not later than 180
days after the date of enactment of this para-
graph, the Secretary, after consultation with ex-
perts in the development, clinical investigation,
and requlation of drugs, biological products, new
animal drugs, devices, food additives, and color
additives and representatives of patient and
consumer advocacy groups, health and tech-
nology professionals, and the regulated indus-
tries, shall develop and publish in the Federal
Register quantifiable performance standards for
action by the Administration on—

“(1) applications or submaissions (in-
cluding petitions, notifications, or any other
similar form of request) for review of a pro-
tocol, a product investigation, a product ap-
proval, a new use approval, a manufactur-

g change, a change in labeling, or any
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other form of regulatory action relating to

the review of an article that is a new drug,

biological product, new animal drug, device,

Jood additive, or color additive and that 1s

subject to premarket review or approval

under this Act; and
“(1n) the scheduling of advisory com-
mittee meetings, and the action taken by the

Admanistration following an advisory com-

mittee recommendation, relating to the ap-

plications and submassions described in

clause (1).

“(B) REVIEW OF PERFORMANCE STAND-
ARDS.—The performance standards required by
subparagraph (A) shall be reviewed annually by
the Secretary, and after consultation with ex-
perts in the development, clinical investigation,
and requlation of drugs, biological products, new
animal drugs, devices, food additives, and color
additives, and representatives of patient and
consumer advocacy groups, health and tech-
nology professionals, and the regulated indus-
tries, may be revised, annually by the Secretary.

“(C) AGENCY OBJECTIVES.—The perform-

ance standards required by subparagraph (A)

*S 1477 RS
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shall establish objectives for the Administration

that—

*S 1477 RS

“(1) expedite the clinical investigation
of an article that s a new drug, device, or
biological product through closer collabora-
tion between the Administration and the
sponsor of the investigation;

“(11) expedite the review of an applica-
tion for a new drug, device, or biological
product—

“(I) for an immediately life-
threatening disease or condition; or

“(II) for any other serious condi-
tion af the new drug, device, or biologi-
cal product provides therapy that is
not available from another approved
therapy or offers significant improve-
ment over another approved therapy or
diagnostic or monitoring agents;

“(111) reduce backlogs in the review of
all applications with the objective of elimi-
nating all backlogs in the review of applica-
tions by Januwary 1, 1998;

“(w) establish a schedule to bring the

Administration nto full compliance by
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July 1, 1998, with the time periods speci-
fied in this Act for the review of all applica-
trons; and
“(v) vmprove the consistency and fair-
ness of the requlatory process of the Admin-

istration.

The Secretary shall issue such other performance

standards that the Secretary determines will con-

tribute to the efficient, fair, and effective oper-

ation of the Administration.

“(D) ANNUAL REPORT.—The Secretary

shall prepare and publish in the Federal Register

Jor public comment an annual report that—

*S 1477 RS

“(r) provides detailed data on the ac-
tual performance of the Administration re-
lating to the action taken by the Adminais-
tration with respect to the applications and
submissions  described in  subparagraph
(A)(v) and the activities relating to advisory
committees  described —in  subparagraph
(A)(1);

“(11) compares the performance of the
Adminastration with each applicable per-
Jormance standard developed and published

under subparagraph (A);
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“(111) describes—

“(I) any priorities established
with respect to action to be taken by
the Admanistration on matters relating
to the applications and submissions de-
seribed in subparagraph (A)(i) and the
activities relating to advisory commit-
tees described in subparagraph (A)(i1);

“(II) how such priorities are im-
plemented; and

“(II1) the data on each priority
category;

“tiw) analyzes any failure to achieve
any of the performance standards;

“(v) identifies regulatory policies that
have a significant 1mpact on compliance
with the performance standards and ana-
lyzes how such policies could be modified in

order to achieve compliance with the per-

Jormance standards; and

“(n) sets forth a plan to achieve com-
pliance with the performance standards that
have not been met.

“(E) STATISTICAL INFORMATION.—The re-

port described in subparagraph (D) shall include
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a full statistical presentation relating to all ap-

plications, petitions, or notifications for a new

drug, device, biological product, new animal

drug, food additive, or color additive approved

by the Administration during the year, taking

mto account the date of—

*S 1477 RS

“(1) the submission of any investiga-
tional application;

“(1n) the application of any clinical
hold;

“(iir) the submission of any applica-
tion, petition, or notification for approval

) ) .
or clearance;

“(iv) the acceptance for filing of any
application, petition, or notification for ap-
proval or clearance;

“(v) the  occurrence  of  any
unapprovable action;

“(v1) the occurrence of any approvable
action; and

“(vir) the approval or clearance of any

application, petition, or notification.”.
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SEC. 104. INTERAGENCY COLLABORATION.

Section 903(b) (21 U.S.C. 393(b)), as amended by sec-
twon 103, 1s further amended by adding at the end thereof
the following new paragraph:

“(4) INTERAGENCY COLLABORATION.—The Sec-
retary shall implement programs and policies that
will foster collaboration between the Admanistration,
the National Institutes of Health, and other Federal
science-based agencies, to enhance the scientific exper-
tise available to the Commissioner for the evaluation
of emerging medical therapies, including complemen-
tary therapies, and advances wn nutrition and food
science.”.

SEC. 105. INFORMATION SYSTEM.

Chapter IX (21 U.S.C. 391 et seq.) is amended by add-
wng at the end thereof the following new section:
“SEC. 906. INFORMATION SYSTEM.

“The Secretary shall establish and maintain an infor-
mation system to track the status and progress of each ap-
plication or submission (including a petition, notification,
or other similar form of request) for the approval or clear-
ance of a drug, biological product, new anvmal drug, device,
Jood additive, or color additive submitted to the Food and
Drug Administration. The system shall permat access by the
applicant, petitioner, or the person who submits a notifica-
tion.”.
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SEC. 106. POLICY STATEMENTS.

Section 701(a) (21 U.S.C. 371(a)) is amended—

(1) by striking “(a) The” and inserting “(a)(1)

The”; and

(2) by adding at the end thereof the following
new paragraph:

“(2)(A) Not later than 180 days after the date of enact-
ment of the Food and Drug Administration Performance
and Accountability Act of 1996, the Secretary shall estab-
lish a procedure governing the development and use of all
policy statements of general applicability that provide guid-
ance relating to the conduct of preclinical or clinical inves-
tigations or other testing to support an application or sub-
misston (including a petition, notification, or any other
similar form of request) under section 409, 505, 510(k), 512,
515, or 721 or that provide guidance on the submassion of
an application or submaission (including a petition, notifi-
cation, or any other similar form of request) under section
409, 505, 510(k), 512, 515, or 721 (including any guidance,
guideline, points-to-consider, protocol, recommendation, or
similar document regardless of the form or designation).
The procedure shall provide an opportunity for affected per-
sons to participate in the development and continued use
of a policy statement by sharing expertise or experience,
or providing comment, before the policy statement s adopt-
ed and after the policy statement is 1mplemented, except
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that if the Secretary determines that there is a public health

need to issue the policy statement ivmmediately, the Sec-
retary shall provide an opportunity for affected persons to
provide comment promptly after the policy statement 1s is-
sued.

“(B) The Secretary shall establish a procedure for the
periodic compilation and publication of all policy state-
ments of general applicability (including any guideline,
points-to-consider, protocol, recommendation, or similar
document regardless of the form or designation).”.

SEC. 107. SCIENTIFIC REVIEW GROUPS.

Section 904 (21 U.S.C. 394) is amended—

(1) by striking “Without” and inserting “(a) IN

GENERAL.—Without”; and

(2) by adding at the end thereof the following
new subsections:

“(b) DELEGATION OF APPOINTMENT AUTHORITY.—
The Commissioner may not delegate the appointment and
oversight authority granted under subsection (a).

“(c) MEMBERSHIP AND MEETING REQUIREMENTS.—

“(1) ScorE.—The Commissioner shall consult
with a scientific review group n determining the
matters that the group will consider at the meetings

of the scientific review group.
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“(2) NOTIFICATION OF SCOPE OF DISCUSSION.—
To the extent feasible, the specific matters (including
questions) to be discussed at a meeting of a scientific
review group shall be publicly announced and pub-
lished in the Federal Register at least 30 days prior
to the date of the meeting.

“(3) TERMS.—A member of a scientific review
group shall serve for a term of 3 years, and may have
such membership renewed for not more than 1 addi-
tional term. An individual may serve on more than
one scientific review group. The chairperson of a sci-
entific review group shall be a member who has served
on the scientific group for at least 3 years. The term
of the chairperson may be renewed for not more than
3 terms.

“(4) TRAINING.—Prior to service on a scientific
review group, a member of the group shall be given
adequate education and training relating to the re-
sponsibilities of the member.

“(5) FREQUENCY OF MEETINGS.—The Secretary
shall take whatever action 1s necessary to ensure that
regular meetings are held by scientific review groups,
at appropriate intervals and for a sufficient length of

time. The meetings shall occur not less than 3 times
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each year unless the Secretary determines that there
are sufficient reasons for fewer meetings.

“(d) ACCESS TO INFORMATION; PARTICIPATION BY IN-

TERESTED PERSONS IN MEETINGS.—

“(1) IN GENERAL—When a scientific review
group reviews an application or submission (includ-
mg a petition, notification, or any other similar form
of request) for approval or clearance, or some part
thereof, submitted for an article under section 409,
505, 510(k), 513(f), 512, 515, or 721, the Secretary
shall provide the person who submatted the applica-
tion or submission with copies of all documents pro-
vided to the members of the scientific review group in
preparation for a meeting of the scientific review
group. The Secretary shall provide such documents to
the person at the same time such documents are pro-
vided to the members of the scientific review group.
Before the meeting, the person shall have an oppor-
tunity to submait documents to the members of the sci-
entific review group in response to the Secretary’s
documents. The person shall provide the documents to
the Secretary, who shall 1mmediately provide copies
of the documents to the members of the scientific re-

view group.
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“(2) PARTICIPATION IN MEETINGS.—Any meet-
mg of a scientific review group shall include adequate
time for initial presentations and for response to any
differing views and the group shall encourage free and
open participation by all interested persons.

“le) FDA AcTIiONS.—Not later than 60 days after the
date a scientific review group makes its conclusions and
recommendations on any matter under review of the group,
the official of the Food and Drug Administration respon-
sible for the matter shall review the conclusions and rec-
ommendations of the group, make a final determination on
the matter, and notify the affected persons of the determina-
ton an writing and, of the determination differs from the
conclusions and recommendations of the group, include the
reasons for the difference.”.

SEC. 108. APPEALS WITHIN THE FOOD AND DRUG ADMINIS-
TRATION.

Chapter IX (21 U.S.C. 391 et seq.), as amended by
section 105, is further amended by adding at the end thereof
the following new section:

“SEC. 907. APPEALS WITHIN THE FOOD AND DRUG ADMINIS-
TRATION.

“(a) EMPLOYEE DECISIONS.—The Secretary shall by

requlation establish an internal appeal system within the

Food and Drug Administration for the appeal of any deci-
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ston made by an employee of the Food and Drug Adminis-

tration, except that this subsection shall not apply to deci-
stons 1nvolving formal administrative or judicial proceed-
mgs. As the final stage in the internal appeal system, the
Secretary shall provide for the right to request an evalua-
tion by an appropriate scientific review group of a final
decision of the Secretary on an appeal involving a signifi-
cant scientific issue. Upon receipt of such a request, the Sec-
retary shall refer the request to the chairperson of the appro-
priate scientific review group, or a member designated by
the chairperson, who shall review the request and determine
whether the scientific review group should conduct an eval-
uation. The Secretary shall make publicly known the exist-
ence of the internal appeal system and the procedures for
an internal appeal.
“(b) REVIEW BY SCIENTIFIC REVIEW GROUP.—

“(1) IN GENERAL.—The sponsor of a preclinical
or clinical investigation, or the applicant for the ap-
proval or clearance of an application or submission
(including a petition, notification, or any other simi-
lar form of request), shall have the right to request an
evaluation by an appropriate scientific review group
established under section 904 of any significant sci-
entific issue pending before, or any significant sci-

entific deciston made by, the Secretary under this

*S 1477 RS



© 00 N O 0o B~ W N PP

e e N <
© O N O UM W N B O

20
21
22
23
24

98

Act. An appropriate scientific review group shall re-
view the request and determine whether to conduct an
evaluation within 30 days after the date the request
1s received by the Secretary.

“(2) ScorE—The significant scientific issues
that a scientific review group may evaluate include
matters involving a decision by the Secretary not to
permit a clinical investigation to begin or to con-
tinue, a refusal by the Secretary to file an applica-
tion, a protocol design, and decisions relating to a
pending application or submission (including a peti-
tion, notification, or any other similar form of re-
quest). The significant scientific issues shall not have
been previously reviewed by a scientific review group.

“(3) TIME LIMITATION—If a scientific review
group agrees to conduct an evaluation on an issue
under paragraph (1), the evaluation shall be sched-
uled for the next meeting of the group.

“(c) ADDITIONAL INFORMAL AND FORMAL PROCE-
DURES.—

“(1) IN GENERAL.—For purposes of obtaining
conclusions and recommendations regarding the reso-
lution of any significant scientific dispute, the Sec-

retary 1s authorized to use such additional informal
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1 and formal procedures as may be considered useful.
2 The procedures may include the use of—
3 “(A) panels of qualified Food and Drug Ad-
4 mainistration officials to make conclusions and
5 recommendations regarding the resolution of any
6 significant scientific dispute;
7 “(B) panels of qualified Federal Govern-
8 ment employees who are not employees of the
9 Food and Drug Administration to make conclu-
10 stons and recommendations regarding the resolu-
11 tion of any significant scientific dispute; and
12 “(C) outside mediators and arbitrators who
13 are not Federal Government employees to make
14 conclusions and recommendations regarding the
15 resolution of any significant scientific dispute.
16 “(2) APPLICATION OF FACA.—The Federal Aduvi-
17 sory Commattee Act (5 U.S.C. App. 2) shall not apply
18 to a panel described in paragraph (1).
19 “(d) REVIEW OF RECOMMENDATIONS.—Not later than

20 60 days after the date on which a matter that is presented
21 for resolution under this section has been the subject of con-
22 clusions and recommendations, the official of the Food and
23 Drug Admainistration responsible for the matter shall review
24 the conclusions and recommendations, make a final deter-

25 mination on the matter, and notify the parties of the deter-
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maination m writing and if the determination differs from
the conclusions and recommendations, the reasons for the
difference.”.
SEC. 109. APPOINTMENT AND TERM OF THE COMMISSIONER
OF FOOD AND DRUGS.

(a) PURPOSE.—I1 1s the purpose of this section to pro-
mote increased accountability of the Commissioner of Food
and Drugs by providing for a limited term of appointment
Jor the Commassioner of Food and Drugs.

Section  903(b)(1) (21 U.S.C.

(b)  LIMITATION.
393(b)(1)) is amended by striking “the Senate.” and insert-
mg “the Senate for a term of 5 years. The Commissioner
shall be appointed to serve 1 term. An individual serving
wm the office of Commissioner may be removed from office
only pursuant to a finding by the President of neglect of
duty or malfeasance in office.”.

(¢c) APPLICABILITY.—The amendment made by sub-
section (b) shall not apply to the tenure of the individual
who 1s serving as the Commassioner of Food and Drugs on

the date of enactment of this Act.
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TITLE II—EXPEDITED ACCESS
TO PRODUCTS FOR SERI-
OUSLY ILL PATIENTS

SEC. 201. SHORT TITLE.

This title may be cited as the “Patient Rights Regu-
latory Reform Act of 19967
SEC. 202. ACCESS TO UNAPPROVED THERAPIES.

Chapter V (21 U.S.C. 351 et seq.) is amended by add-
wng at the end thereof the following new subchapter:

“Subchapter D—Unapproved Therapies and
Diagnostics and Collaborative Research
“SEC. 551. EXPANDED ACCESS TO UNAPPROVED THERAPIES

AND DIAGNOSTICS.

“la) IN GENERAL.—Any person, through a licensed
health care practitioner or licensed health care professional,
may request from a manufacturer or distributor, and any
manufacturer or distributor may provide to a person after
compliance with the provisions of this section, an investiga-
tional drug (including a biological product) or investiga-
twonal device for the diagnosis, monitoring, or treatment of
a serious disease or condition, an vmmediately life-threaten-
g or seriously debilitating disease or condition, or any
other disease or condition designated by the Secretary as

appropriate for expanded access under this section 1f—
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“(1) the person has no comparable or satisfac-
tory alternatwve therapy available to treat, diagnose,
or monitor the disease or condition;

“(2) the risk to the person from the investiga-
tional drug or device is not greater than the risk from
the disease or condition; and

“(3) an exemption for the investigational drug or
device 1s in effect under a regulation promulgated
pursuant to section 505(v) or 520(g) and the sponsor
and mvestigators comply with such requlation.

“(b) PROTOCOLS.—A manufacturer or distributor may
submit to the Secretary 1 or more expanded access protocols
covering expanded access use of a drug or device described
w subsection (a). The protocols shall be subject to the provi-
stons of section 505(v) for a drug and section 520(g) for
a device and may include any form of use of the drug or
device outside a clinical investigation, prior to approval of
the drug or device for marketing, including protocols for
treatment, use, parallel track, emergency use, uncontrolled
trials, and single patient protocols.

“(c) FEES.—A manufacturer or distributor may assess
a fee for an investigational drug or device under an ex-
panded access protocol so long as the fee is not more than

that necessary to recover the costs of the manufacture and
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handling of the drug or device. The Secretary shall be noti-

fied in advance of the assessing of any such fees.

“(d) NOTIFICATION OF AVAILABILITY.—The Commis-
sioner shall inform national, State, and local medical asso-
ciations and societies, voluntary health associations, and
other appropriate persons about the availability of an in-
vestigational drug or device under expanded access protocols
under this section. Such notification shall identifiyy—

“(1) the investigational drug or device;
“(2) the expanded access use of the investiga-
tional drug or device; and
“(3) the name and address of the manufacturer
or distributor that 1s providing the investigational
drug or device for expanded access use.”.
SEC. 203. EXPANDING HUMANITARIAN USE OF DEVICES.

Section 520(m) (21 U.S.C. 360j(m)) is amended—

(1) in paragraph (2), by inserting at the end

thereof the following flush sentences:

“The request shall be in the form of an application submat-
ted to the Secretary. Not later than 30 days after the date
of the receipt of the application, the Secretary shall issue
an order approving or denying the application.”;

(2) by striking paragraph (5); and

(3) by striking paragraph (6).
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SEC. 204. EXPEDITING APPROVAL OF NEW DRUGS, BIO-

LOGICS, AND MEDICAL DEVICES FOR SERI-
OUS CONDITIONS.

(a) NEW DRUGS.—Section 505(c)(1) (21 U.S.C.

355(c)(1)) 1s amended by adding at the end thereof the fol-
lowing flush sentence:
“In a case in which an application is submitted under sub-
section (b)(1) for a new drug, or section 351(a) of the Public
Health Service Act for a biological product, that is intended
Jor use for an vmmediately life-threatening or serious dis-
ease or condition and that provides therapy or diagnosis
not available from another approved drug or biological
product or offers significant vmprovement over another ap-
proved drug or biological product, the Secretary shall ap-
prove or deny approval of the application within 180 days
after the receipt of the application.”.

(b) PREMARKET APPROVAL.—

(1) AMENDMENT.—Section 515(d)(1)(A) (21

URS.C. 360e(d)(1)(A)) is amended by adding at the

end thereof the following flush sentence:

“With respect to an application submaitted under this sub-
section for a device for a life-threatening disease or condi-
tion, a seriously debilitating disease or condition, or for any
other serious disease or condition that provides therapy or
diagnosis not available from another approved device or of-
fers a significant improvement over another approved de-
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vice, the Secretary shall approve or deny the approval of
the application within 180 days after the receipt of the ap-
plication.”.
(2) EFFECTIVE DATE.—The amendment made by

paragraph (1) shall take effect on July 1, 1998.
TITLE III—REVITALIZING THE

INVESTIGATION OF NEW

PRODUCTS

SEC. 301. SHORT TITLE.
This title may be cited as the “Investigational Prod-
ucts Regulatory Reform Act of 19967
SEC. 302. TIMELY REVIEW AND REASONABLE DATA RE-
QUIREMENTS FOR CLINICAL RESEARCH ON
DRUGS AND BIOLOGICAL PRODUCTS.
Section 505(1) (21 U.S.C. 355(1)) is amended—
(1) by striking “(1) The” and inserting “(v)(1)
The”;
(2) by redesignating paragraphs (1), (2), and (3)
as subparagraphs (4), (B), and (C), respectively; and
(3) by adding at the end thereof the following
new paragraphs:
“(2)(A) A clinical investigation of a new drug (includ-
mg a biological product) may begin 30 days after the date
on which the Secretary receives from the sponsor of the in-

vestigation a notification contarning information about the
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drug and the clinical mmvestigation unless, prior to the 30-
day period, the Secretary informs the sponsor in writing
that the investigation may not begin, and specifies the basis
Jor the decision and the information needed in order for
the clinical investigation to commence.

“(B) Not later than 1 year after the date of enactment
of the Food and Drug Administration Performance and Ac-
countability Act of 1996, the Secretary, after consultation
with experts in the development, clinical investigation, and
requlation of drugs, physicians and other health care prac-
titioners, and representatives of patient and consumer ad-
vocacy groups and the requlated industries, shall publish
m the Federal Register criteria for the type and amount
of imformation relating to the safety of an investigational
drug to be included i a notification described in subpara-
graph (A). In the establishment of the criteria, the Secretary
shall take wnto account the recommendations of the Inter-
national Conference on Harmonization of Technical Re-
quirements for Registration of Pharmaceuticals for Human
Use. The Secretary shall periodically review, and may re-
vise, the criteria.

“(C) The Secretary shall establish a mechanism to en-
sure the fawr and consistent application of safety standards

Jor clinical investigations.
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“(3)(A) The Secretary may place a clinical hold on

any ongoing clinical investigation if the Secretary deter-
manes that such action 1s necessary for the protection of
human subjects.

“(B) If the Secretary places a clinical hold on a clini-
cal nvestigation, the Secretary shall vmmediately advise
the sponsor for the investigation in writing of such action,
and provide the sponsor an opportunity to meet with the
Secretary, not later than 10 business days after the receipt
of such a communication, to discuss the clinical hold. Not
later than 10 days after such a meeting, the Secretary shall
provide to the sponsor in writing the conditions for the
withdrawal of the clinical hold. Any written request re-
cewved by the Secretary from the sponsor requesting that a
clinical hold be removed shall receive a decision, in writing
and specifying the reasons therefor, not later than 20 days
after the receipt of the request.”.

SEC. 303. TIMELY REVIEW AND REASONABLE DATA RE-
QUIREMENTS FOR CLINICAL RESEARCH ON
DEVICES.

Section 520(g) (21 U.S.C. 360j(g)) is amended by add-
ing at the end thereof the following new paragraphs:

“(6) The procedures and conditions prescribed pursu-
ant to paragraph (2)(A) shall be subject to subparagraphs
(B) and (C) of section 505(1)(2), except that the provision
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of subparagraph (B) of such section relating to the consider-
ation of the recommendations of the International Con-
ference on Harmonization of Technical Requirements for
Registration of Pharmaceuticals for Human Use shall not
apply to this paragraph.

“(7) The Secretary shall, not later than 120 days after
the date of enactment of this paragraph, by requlation
amend the content of parts 812 and 813 of title 21 of the
Code of Federal Regulations to update the procedures and
conditions under which devices intended for human use
may upon application be granted an exemption from cer-
tain requirements under this Act. The regulation shall—

“(A) permit developmental changes in devices,
mcluding manufacturing changes, in response to in-

Jormation collected during an investigation without

requiring an additional approval of an application

Jor an investigational device exemption or the ap-

proval of a supplement to the application, if the spon-

sor of the investigation determines that, prior to mak-
mg any changes, the changes do not constitute a sig-
nificant change in design or a significant change in
basic principles of operation; and

“(B) permit, without approval of a supplement
to an application for an investigational device exemp-

tion, changes or modifications to clinical protocols
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that do not affect the validity of data or information

resulting from the completion of an approved protocol

so long as such changes do not affect any patient pro-

tection provisions of the protocol.”.
SEC. 304. SENSE OF THE COMMITTEE CONCERNING MU-
TUAL RECOGNITION AGREEMENTS.

(a) FINDINGS.—The Committee on Labor and Human
Resources of the Senate finds that there have been lengthy
discussions between the members of the European Union
and the Commassioner of Food and Drugs on the issue of
mutual recognition agreements relating to the regulation of
drugs, biological products, devices, foods, food additives, and

color additives, and the requlation of good manufacturing

practices.
(b) SENSE oF THE COMMITTEE.—It 1s the sense of the
Commattee on Labor and Human Resources of the Senate

that—

(1) the Secretary of Health and Human Serv-
ices, i consultation with the Secretary of Commenrce,
should move toward the acceptance of mutual recogni-
tion agreements relating to the requlation of drugs,
biological products, devices, foods, food additives, and
color additives, and the regulation of good manufac-
turing practices, reached between the European

Union and the Commassioner of Food and Drugs;
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(2) the Secretary of Health and Huwman Services

should regularly participate in meetings with other
Joreign governments to discuss and reach agreement
on methods and approaches to harmonize requlatory
requirements; and

(3) the Office of International Relations of the
Department of Health and Human Services (as estab-
lished under section 803 of the Federal Food, Drug,
and Cosmetic Act (21 U.S.C. 383)) should have the
responsibility of ensuring that the process of harmo-
nizing international requlatory requirements is con-

tinuous.

SEC. 305. COLLABORATIVE RESEARCH DESIGN.

Chapter V (21 U.S.C. 351 et seq.), as amended by sec-

tion 202, 1s further amended by adding at the end thereof
the following new section:

“SEC. 552. COLLABORATIVE RESEARCH DESIGN.

“(a) REVIEW OF DESIGN.—

“(1) REQUEST.—Any person who intends to
sponsor a preclinical or clinical 1nvestigation of a
drug (including a biological product) or device may
request a meeting with the Secretary to review the de-
sign of 1 or more protocols for the preclinical or clini-

cal testing of the drug or device.

*S 1477 RS



© 00O N O 0o B~ W N PP

10
11
12
13
14
15
16
17
18
19
20
21
22
23
24

111

“(2) FOrRM.—A request described in paragraph
(1) shall be in writing and shall include any protocol
Jor which the review is requested. A protocol shall be
designed so that the fewest number of patients and
procedures necessary to obtain data necessary for the
approval of a new drug, biological product, or device
18 required, consistent with public health and safety.

“(3) WRITTEN REVIEW.—The Secretary shall
meet with the person within 30 days after the request
and shall provide to the person a written review of
the protocol, including any deficiencies in the proto-
col. A written summary shall be made of the meeting.
The summary shall include the written review of the
protocol and, after agreement by the person and the
Secretary, shall be made part of the product review
file maintained by the Food and Drug Administra-
tion.

“(b) MODIFICATION OF AGREEMENTS.—Any agree-

ments reached through meetings with respect to the design
of any protocol under subsection (a) may be modified only

m accordance with the following provisions:

“(1) An agreement may be modified at any time
by mutual consent of the sponsor of a preclinical or

clinical investigation and the Secretary.

*S 1477 RS



© 00O N O 0o B~ W N PP

10
11
12
13
14
15
16
17
18
19
20
21
22
23
24
25

112

“(2) An agreement may be modified by the spon-
sor unilaterally, if the change is to a protocol and the
change 1s one that would not require the approval of
the Secretary under the applicable regulations.

“(3) An agreement may be modified by the Sec-
retary unilaterally, if the change to the agreement
15—

“(A) made by the director of the office of the

Food and Drug Admainistration responsible for

requlating the drug or device that is the subject

of the agreement; and
“(B) set forth in writing, including an ex-
planation of the scientific or clinical need for the
change.
The director described in paragraph (3)(A) may not dele-
gate the requlatory responsibility described in such para-
graph.

“(c) APPEALS.—Any person requesting a meeting
under subsection (a) may appeal the decision of the Sec-
retary to disapprove or modify an agreement or protocol
under section 907.

“(d) GQUIDELINES AND LIMITATION—The Secretary
shall issue guidelines to implement this section. Such guwide-
lines shall address the responsibilities of the person request-

g the meeting, as well as the responsibilities of the Sec-
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retary. Repeated failure to follow the guidelines may be
grounds for a refusal by the Secretary to meet with a person

requesting a meeting under this section.”.

TITLE IV—EFFICIENT, ACCOUNT-
ABLE, AND FAIR PRODUCT RE-
VIEW

SEC. 401. SHORT TITLE.

This title may be cited as the “Product Review Regu-
latory Reform Act of 19967
SEC. 402. THE CONTENT AND REVIEW OF AN APPLICATION.

Chapter VII (21 US.C. 371 et seq.) is amended by
adding at the end thereof the following new subchapter:
“Subchapter D—Review of Applications, In-

spections, Environmental Impact Reviews,

and Manufacturing Changes
“SEC. 741. CONTENT AND REVIEW OF AN APPLICATION.

“(a) IN GENERAL.—This section applies to an appli-
cation or submission (including a petition, notification, or
any other similar form of request) submaitted for approval
or clearance of a new drug, device, biological product, new
animal drug, animal feed bearing or containing a new ani-
mal drug, color additive, or food additive.

“(b) FILING REQUIREMENTS.—Not later than 60 days
after the date of enactment of this section, the Commissioner

shall establish and publish in the Federal Register a mecha-
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nism to ensure the fair and consistent application of filing
requirements.

“(c) CLASSIFICATION OF A PrRoDUCT—Not later than
60 days after the receipt of a written request of a person
who submits an application or submission (including a pe-
tition, notification, or any other similar form of request)
Jor anformation respecting the classification of an article
as a drug, biological product, or device or the component
of the Food and Drug Administration that will regulate the
article (including a request respecting a combination prod-
uct subject to section 503(g)), the Secretary shall provide
the person a written statement that identifies the classifica-
tion of the article or the component of the Food and Drug
Administration that will regulate the article. The Sec-
retary’s statement shall be binding and may not be modified
by the Secretary except with the written agreement of the
person who submitted the request. If the Secretary does not
provide the statement within the 60-day period, the classi-
fication and component designated by the person submit-
ting the request shall be final and binding and may not
be modified by the Secretary except with the written agree-
ment of the person.

“(d) REASONABLE DArA REQUIREMENTS.—Not later
than 1 year after the date of enactment of the Food and

Drug Administration Performance and Accountability Act
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of 1996, the Secretary, after consultation with experts in
the development and testing of articles that are new drugs,
biological products, devices, food additives, new animal
drugs, animal feed bearing or contaiming a new animal
drug, color additives, or food additives, experts in the regu-
lation of such articles, consumer and patient advocacy
groups, and the regulated industries, shall publish in the
Federal Register criteria for the type and amount of infor-
mation relating to safety or effectiveness to be included in
an application for the approval of an article that is a new
drug, biological product, device, food additive, new animal
drug, anmimal feed bearing or containing a new animal
drug, color additive, or food additive, or a new use of an
approved article that s a new drug, biological product, de-
vice, food additive, new animal drug, animal feed bearing
or containing a new animal drug, color additive, or food
additive. In establishing the criteria for drugs, the Sec-
retary shall consider any recommendations of the Inter-
national Conference on Harmonization of Technical Re-
quirements for Registration of Pharmaceuticals for Human
Use.”.
SEC. 403. CONTRACTS FOR EXPERT REVIEW.

Chapter VII (21 U.S.C. 371 et seq.), as amended by
section 402, 1s further amended by adding at the end thereof

the following new section:
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“SEC. 742. CONTRACTS FOR EXPERT REVIEW.

“(a) IN GENERAL.—

“(1) AurHorrry—The Secretary may contract
with outside organizations and individuals, with ex-
pertise in relevant disciplines, to review, evaluate,
and make conclusions and recommendations to the
Secretary on parts or all of any application or sub-
mission (including a petition, notification, or any
other similar form of request). The Secretary shall re-
tawn full authority to make determinations with re-
spect to the approval or disapproval of any article, or
the classification of a device under section 513(f)(1).
Any such contract shall be subject to the requirements
of section 708. Funds obtained under part 2 of sub-
chapter O may be used for external review of any
drug (including a biological product) for which a user
fee was pard.

“(2) INCREASED EFFICIENCY AND EXPERTISE
THROUGH CONTRACTS.—The Secretary shall use the
authority granted in paragraph (1)—

“(A) for the review of categories of indirect

Jood additive petitions and notifications for

clearance under section 510(k);

“(B) whenever contracts will improve the ef-
ficiency, timeliness, and quality of the review of

applications or submaissions (including petitions,
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notifications, or any other similar form of re-
quests) for the approval or clearance of new
drugs, new anvmal drugs, biological products, de-
vices, and food additives; and

“(C) whenever contracts will increase the
scientific and technical expertise that 1s mnec-
essary to keep informed of emerging new thera-
pres and technologies that pose significant new
scientific and technical issues.

The Secretary shall retain full authority to make de-

terminations with respect to the approval or dis-

approval of an article, or the classification of an arti-

cle as a device under section 513(f)(1).

“(b) KLIGIBILITY REQUIREMENTS.—Not later than 90
days after the date of enactment of this section, the Sec-
retary shall by regulation establish the requirements that
an organization or individual shall meet to be eligible to
conduct reviews under subsection (a). Such regulations shall

provide for the protection of confidential or proprietary in-

Jormation and shall provide for protection against conflicts

of interest.
“(c¢) REVIEW OF EXPERT’S EVALUATION.—
“(1) IN GENERAL—Subject to paragraph (2), the
official of the Food and Drug Administration respon-

sible for any matter for which expert review 1s used
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pursuant to this section shall review the conclusions
and recommendations of the expert review organiza-
tion or indiwidual and shall make a final decision re-
garding the matter under review within 60 days after
receiving the conclusions and recommendation.

“(2) LiMItATION.—A final decision under para-
graph (1) shall be made within the applicable pre-
seribed time period for review of an application as set

Jorth in this Act.

“(d) REPORT TO CONGRESS.—Not later than 2 years
after the date of enactment of this section, the Secretary
shall prepare and submit to Congress a report on the use
of the authority to contract with outside organizations and
mdividuals for expert reviews. Such report shall include an
evaluation of the extent to which such contracting improves
the efficiency of review and the expertise available to the
Food and Drug Administration.”.

SEC. 404. PROMPT AND EFFICIENT REVIEW.

Chapter VII (21 U.S.C. 371 et seq.), as amended by
section 403, 1s further amended by adding at the end thereof
the following new section:

“SEC. 743. PROMPT AND EFFICIENT REVIEW.

“(a) IN GENERAL.—The provisions of this section shall

apply to any of the following applications, petitions, and

notifications:
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“(1) A petition for the issuance of a requlation
prescribing the safe use of a human food additive or
animal feed additive under section 409.

“(2) An application for approval of a new drug
under section 505.

“(3) An application for approval of a new ani-
mal drug or an animal feed bearing or containing a
new animal drug under subsection (b) or (m) of sec-
tion 512, respectively.

“(4) A notification submitted under section
510(k) for classification of a device.

“(5) An application for approval of a device
under section 515.

“(6) A petition for issuance of a regqulation for
the listing of a color additive under section 721.

“(b) REVIEW PROCEDURES AND POLICIES.—The Sec-

retary shall establish procedures and policies to facilitate
a collaborative review process between the Commissioner
and the applicant, petitioner, or person who submits a noti-
fication with respect to an application, petition, or notifica-
tion described in subsection (a). As part of this collaborative

process—

“(1) open, informal, and prompt communica-

tions shall be encouraged;
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“(2) meetings (except that meetings shall not be

required with respect to matters relating to a notifica-
tion submitted under section 510(k)) shall be held be-
Jore the expiration of one-half of the statutory time
period for review of the application or petition and
before the expiration of three-quarters of such period,
or within 15 days after a scientific review group has
convened and made recommendations on an applica-
tion or petition, unless the Commassioner and the ap-
plicant or petitioner determine that a meeting is un-
necessarys;

“(3) by mutual consent, the Commassioner and
the applicant or petitioner may establish a different
schedule for meetings required under paragraph (2);
and

“(4) the Secretary shall, prior to the meetings
described in paragraph (2), present to the applicant
or petitioner in writing a description of any defi-
ciencies of the application or petition and the infor-
mation necessary to bring the application or petition

mto a form that would require approval.

22 The Secretary and the applicant or petitioner may agree

23 to supersede any procedures and policies adopted under this

24 section and the requirements of paragraphs (2) and (3).
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1 Any such agreement shall be in writing, and shall specify

2 how any such agreement shall be modified or set aside.

3 “(c) APPROVAL, DISAPPROVAL, AND CLASSIFICA-
4 TION.—

5 “(1) CONSIDERATION OF INTERNATIONAL AP-
6 PROVALS.—Beginning July 1, 1998, if the Secretary
7 fails to meet a time period for action on an applica-
8 tion or notification for the approval or clearance of
9 an article that 1s a new drug, device, biological prod-
10 uct, or new animal drug that offers a significant vm-
11 provement over an existing approved article or a peti-
12 tion for the approval of a direct food additive that
13 has the potential to make foods more wholesome and
14 contribute to a healthier diet, and such an article has
15 been approved for marketing in the European Union
16 or the United Kingdom, the Secretary shall, within
17 30 days after a request of a person who submits an
18 application, notification, or petition described in this
19 paragraph, either approve or disapprove the applica-
20 tion, notification, or petition and notify the person in
21 writing of that decision. In the case of a disapproval,
22 or a determanation that a device 1s not substantially
23 equivalent, such notification shall set forth the reasons
24 Jor the disapproval or the determination.
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“(2) APPEAL.—A person whose application, no-
tification, or petition has been disapproved (including
a determination that a device does not meet the re-
quirements relating to substantial equivalence) under
paragraph (1) may obtain judicial review under—

“(A) section 505(h) for the disapproval of a
new drug under paragraph (1);

“(B) section 517 for the disapproval of «a
device or a determination of not substantially
equivalent relating to a device under paragraph
(1);

“(C) chapter VII of title 5, United States
Code, for the disapproval of a license for a bio-
logical product under paragraph (1);

“(D) section 512(h) for the disapproval of a
new animal drug under paragraph (1); and

“(K) section 409(g) for the disapproval of a
duvrect food additive under paragraph (1).

“(d) CONTRACTS FOR EXPERT REVIEW.—

“(1) IN GENERAL.—Beginning July 1, 1998, if
the Secretary in any fiscal year fails to meet the stat-
utory time period for action on an application, noti-
fication, or petition for at least 95 percent of the ap-
plications, notifications, and petitions submaitted in a

particular product category, the Secretary shall—
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“(A) in the following fiscal year, contract
with expert organizations and individuals under
section 742, to review applications, notifications,
and petitions of persons who submat the applica-
tions, notifications, and petitions in that follow-
g fiscal year and who consent to the review;

and
“(B) in the following fiscal year and with
the consent of the persons described in this sub-
paragraph, contract with expert organizations
and individuals under section 742, to review ap-
plications, notifications, and petitions that were
submaitted by persons in any preceding fiscal
year and that the Secretary has failed to review
within the statutory time period for action on
the applications, notifications, and petitions
with respect to the particular product category.
“(2) APPROVAL.—If an organization or individ-
ual selected to conduct a review under paragraph (1)
recommends the approval or clearance of an applica-
tion, notification, or petition described in paragraph
(1), the Secretary shall, within 60 days after receiv-
g the determination of the organization or individ-
ual (but not later than the time period for review set

Jorth in this Act), either approve or disapprove the
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application, notification, or petition, and, in the case

of a disapproval, notify the person who submaitted the

application, notification, or petition in writing of the
basis for the disapproval. The person may appeal an
adverse deciston under subsection (¢)(2).”.

SEC. 405. GOOD MANUFACTURING PRACTICE INSPECTION.

Chapter VII 1s (21 U.S.C. 371 et seq.), as amended
by section 404, s further amended by adding at the end
thereof the following new section:

“SEC. 744. GOOD MANUFACTURING PRACTICE INSPECTION.

“la) IN GENERAL.—In order to comply with the in-
spection requirements of this Act, the Secretary may ac-
credit organizations to conduct inspections under section
704 to evaluate compliance of a manufacturer with applica-
ble requirements for good manufacturing practice.

“(b) ELIGIBILITY REQUIREMENTS.—If the Secretary
elects to accredit organizations to conduct inspections under
section 704, the Secretary shall by regulation, within 90
days after the date of enactment of this section, establish
the requirements that an organization shall meet to be eligi-
ble to be accredited to participate as a qualified organiza-
tion to conduct inspections under subsection (a). Such regu-
lation shall provide for the protection of confidential or pro-
prietary information and shall provide for protection

against conflicts of interest.
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“(c) ACCREDITATION.—Not later than 90 days after
the date on which the Secretary receives an application for
accreditation under this section, the Secretary shall review
the application and determine whether an applicant is in
compliance with the requirements established under this sec-
tion. Within the 90-day period, the Secretary shall grant
accreditation or shall deny accreditation and specify in
writing the reasons for the denial and the requirements that
shall be met to obtain accreditation.

“(d) REVOCATION OF ACCREDITATION.—The Secretary
may at any time revoke accreditation granted under sub-
section (c) for failure to comply with the requirements es-
tablished under this section after specifying in writing the
reasons for the revocation and the requirements that shall
be met to retain accreditation and after an informal hear-
g on the revocation.

“(e) INSPECTIONS.—Any organization accredited
under this section that conducts an inspection under this
section at the request of the Secretary shall—

“(1) apply all relevant principles of good manu-
Jacturing practice established in this Act and in regu-
lations promulgated by the Secretary;

“(2) provide to the Secretary and the manufac-
turer within 30 days after the completion of the in-

spection a report of the findings of the inspection; and
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“(3) 1mmediately provide the Secretary with a
notice of any condition that could cause or contribute
to a significant threat to the public health.”.

SEC. 406. ENVIRONMENTAL IMPACT REVIEW.

Chapter VII (21 U.S.C. 371 et seq.), as amended by
section 405, 1s further amended by adding at the end thereof
the following new section:

“SEC. 745. ENVIRONMENTAL IMPACT REVIEW.

“Notwithstanding any other provision of law, no ac-
tion by the Secretary pursuant to this Act shall be subject
to an environmental assessment, an environmental impact
statement, or other environmental consideration unless the
director of the office responsible for the action demonstrates,
m writing—

“(1) that there 1s a reasonable probability that
the environmental impact of the action 1s sufficiently
substantial and within the factors that the Secretary
18 authorized to consider under this Act; and

“(2) that consideration of the environmental vm-
pact will dirvectly affect the decision on the action.”.

SEC. 407. EFFECTIVENESS, OUTCOME, AND COST-EFFEC-
TIVENESS STANDARDS.
Section 741, as added by section 402, is amended by

adding at the end thereof the following new subsection:
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“(e) LIMITATION ON DETERMINATION OF EFFECTIVE-
NESS.—In a review of an application for an article that
18 a new drug, device, biological product, new animal drug,
or animal feed bearing or containing a new animal drug,
the determination of effectiveness shall not include the eval-
uation of—

“(1) any potential use not included in the label-
ing;
“(2) the cost-effectiveness of an article described

e this subsection, unless the proposed labeling explic-

1tly includes a representation about cost-effectiveness;

and
“(3) the clinical outcome resulting from the use
of a diagnostic device, unless the labeling explicitly
mceludes  a  representation regarding clinical out-
come.”’.
SEC. 408. DEFINITION OF A DAY FOR PURPOSES OF PROD-
UCT REVIEW.

Section 201 (21 U.S.C. 321) is amended by adding
at the end thereof the following new paragraph:

“lgg) For purposes of reviewing any application or
submission (including a petition, notification, or any other
similar form of request), or any document, with respect to
an article that is a new drug, device, biological product,

new animal drug, an anvmal feed bearing or containing
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a new animal drug, color additive, or food additive, that
s submatted to the Secretary to obtain marketing approval,
to obtain classification of a device under section 513(f)(1),
or to establish or clarify the regulatory status of the article,
the term ‘day’ means a calendar day in which the Secretary
has responsibility to review such a submission (excluding
any calendar day between the date of receipt by the submit-
ter of a written communication from the Secretary setting
Jorth the action of the Secretary on a submaission and the
date of receipt by the Secretary of the written response of
the submitter to the action).”.

SEC. 409. APPROVAL OF SUPPLEMENTAL APPLICATIONS

FOR APPROVED PRODUCTS.

(a) PERFORMANCE STANDARDS.—Not later than 180
days after the date of enactment of this section, the Sec-
retary of Health and Human Services shall publish in the
Federal Register performance standards for the prompt re-
view of supplemental applications submatted for approved
articles under the Federal Food, Drug, and Cosmetic Act
(21 U.S.C. 321 et seq.).

(b) GUIDANCE 1O INDUSTRY.—Not later than 180 days
after the date of enactment of this section, the Secretary
of Health and Human Services shall issue guidances to
clarify the requirements and facilitate the submission of

data to support the approval of supplemental applications
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1 for the approved articles described in subsection (a). The

2 guidances shall—

3

© 00 N O 01 b
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11
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(1) clarify circumstances in which published
matter may be the basis for approval of a supple-
mental application;

(2) specify data requirements that will avoid du-
plication by recognizing the availability of data pre-
viously submatted in support of an original applica-
tion; and

(3) define supplemental applications that are eli-
gible for priority review.

(¢) RESPONSIBILITIES OF CENTERS.—The Secretary of

Health and Human Services shall designate an individual

14 in each center within the Food and Drug Administration

15
16
17
18
19
20
21
22

(except the Center for Food Safety and Applied Nutrition)

to be responsible for—

(1) encouraging the prompt review of supple-
mental applications for approved products; and

(2) working with sponsors to facilitate the devel-
opment and submission of data to support supple-
mental applications.

(d) COLLABORATION.—The Secretary of Health and

23 Human Services shall implement programs and policies

24 that wnll foster collaboration between the Food and Drug

25 Admanistration, the National Institutes of Health, profes-
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stonal medical and scientific societies, and others persons,
to identify published and unpublished studies that could
support a supplemental application, and to encourage
sponsors to make supplemental applications or conduct fur-
ther research in support of a supplemental application
based, in whole or in part, on such studies.

SEC. 410. PEDIATRIC STUDIES MARKETING EXCLUSIVITY.

Chapter V of the Federal Food, Drug, and Cosmetic
Act (21 US.C. 351 et seq.) is amended by inserting after
section 505 the following new section:

“SEC. 505A. PEDIATRIC STUDIES FOR NEW DRUG APPLICA-
TIONS.

“la) MARKET EXCLUSIVITY FOR APPROVED APPLICA-
TIONS Wit PEDIATRIC STUDIES SUBMITTED BY AN AP-
PLICANT—If an application submitted under section
505(b)(1) 1s approved on or after the date of enactment of
this section, and such application includes reports of pedi-
atric studies described and requested in subsection (c), and
such studies are completed and the reports thereof submaitted
m accordance with subsection (c)(2) or completed and the
reports thereof accepted n accordance with subsection
(c)(3), the Secretary may not make the approval of an ap-
plication submatted under section 505(0)(2) or 505(j) that
refers to the drug for which the section 505(D)(1) approval

18 granted effective prior to the expiration of 6 months from
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the earliest date on which the approval of such application

Jor the drug under section 505(b)(2) or 505(j), respectively,

could otherwise be made effective under the applicable pro-
visions of this chapter.

“(b) MARKET EXCLUSIVITY FOR APPROVED APPLICA-
TIONS WITH PEDIATRIC STUDIES REQUESTED BY THE
SECRETARY.—If the Secretary makes a written request for
pediatric studies described in subsection (c) to the holder
of an approval under section 505(b)(1) for a drug, and such
studies are completed and the reports thereof submatted in
accordance with subsection (c)(2) or completed and the re-
ports thereof accepted in accordance with subsection (c)(3),
the Secretary may not make the approval of an application
submitted under section 505(b)(2) or 505(j) that refers to
the drug subject to the section 505(b)(1) approval effective
prior to the expiration of 6 months from the earliest date
on which an approval of such application under section
505(b)(2) or 505(j), respectively, could otherwise be made
effective under the applicable provisions of this chapter.
Nothing in this subsection shall affect the ability of the Sec-
retary to make effective a section 505(D)(2) or 505(j) ap-
proval for a subject drug if such approval is proper under
such section and 1s made effective prior to the submaission

of the reports of pediatric studies described in subsection

(c).
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“(¢) CONDUCT OF PEDIATRIC STUDIES.—

“(1) AGREEMENT FOR STUDIES.—The Secretary
may, pursuant to a written request for studies and
after consultation with the sponsor of an application
or holder of an approval for a drug under section
505(b)(1), agree with the sponsor or holder concerning
the conduct of pediatric studies for such drug.

“(2) WRITTEN PROTOCOLS TO MEET THE STUD-
IES REQUIREMENT.—If the sponsor or holder and the
Secretary agree upon written protocols for such stud-
1es, the studies requirement of subsection (a) or (b) is
satisfied upon the completion of the studies in accord-
ance with the protocols and the submaission of the re-
ports thereof to the Secretary. Not later than 60 days
after the submission of the report of the studies, the
Secretary shall determine of such studies were or were
not conducted n accordance with the written proto-
cols and reported in accordance with the requirements
of the Secretary for filing and so notify the sponsor
or holder.

“(3) OTHER METHODS TO MEET THE STUDIES
REQUIREMENT.—If the sponsor or holder and the Sec-
retary have not agreed in writing on the protocols for
the studies, the studies requirement of subsection (a)

or (b) is satisfied when such studies have been com-

*S 1477 RS



© 00O N O 0o B~ W N PP

N N NN DN NDNDN P PP P PP PR PP
a o WO N P O ©W 00 N O O b W N B O

133
pleted and the reports accepted by the Secretary. Not

later than 90 days after the submaission of the reports
of the studies, the Secretary shall accept or reject such
reports and so notify the sponsor or holder. The Sec-
retary’s only responsibility in accepting or rejecting
the reports shall be to determine, within 90 days, that
the studies fairly respond to the written request, that
such studies have been conducted in accordance with
commonly accepted scientific principles and protocols,
and that such studies have been reported in accord-
ance with the requirements of the Secretary for filing.
“(d) DELAY OF EFFECTIVE DATE FOR CERTAIN APPLI-
CATIONS; PERIOD OF MARKET ExcrLusiviry.—lIf the Sec-
retary determanes that an approval of an application under
section 505(b)(2) or 505(j) for a drug may be made effective
after the submission of reports of pediatric studies under
this section but before the Secretary has determined whether
the requirements of subsection (c) have been satisfied, the
Secretary may delay the effective date of any approval
under section 505(b)(2) or 505(j), respectively, until the de-
termination under subsection (c) is made, but such delay
shall not exceed 90 days. In the event that the requirements
of this section are satisfied, the 6-month period referred to
wm subsection (a) or (D) shall be deemed to have begun on

the date an approval of an application under section
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505(b)(2) or 505()), respectively, would have been permatted
absent action under this subsection.

“le) NOTICE OF DETERMINATIONS ON STUDIES RE-
QUIREMENT.—The Secretary shall publish notice of any de-
termination that the requirements of paragraph (2) or (3)
of subsection (¢) have been met and that approvals under

section 505(b)(2) or 505(j) for a drug will be subject to de-

ferred effective dates under this section.

“(f) DEFINITIONS.—As used in this section, the term
‘pediatric studies” or ‘studies’ means at least 1 huwman clini-
cal wnvestigation in a population of adolescent age or
younger. At the Secretary’s discretion, pharmacokinetic
studies may be considered as clinical investigations.”.

SEC. 411. NOTIFICATIONS FOR DEVICE MARKET CLEAR-
ANCE.

Section 510(k) (21 U.S.C. 360(k)) is amended by strik-

mg “report to” and inserting “shall notify the Secretary

to report to”.

TITLE V—DRUG AND BIOLOGI-
CAL PRODUCTS REGULATORY
REFORM

SEC. 501. SHORT TITLE.
This title may be cited as the “Drug and Biological
Product Regulatory Reform Act of 19967
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SEC. 502. NEW DRUG APPROVAL STANDARD.

Section 505(d) (21 U.S.C. 355(d)) is amended by add-
ing at the end thereof the following new sentence: “Substan-
tial evidence may consist of data from 1 well-controlled
clinical investigation and confirmatory evidence obtained
prior to, or after, such investigation.”.

SEC. 503. PILOT AND SMALL SCALE MANUFACTURE.

Section 505(c) (21 U.S.C. 355(c)) is amended by add-
1ng at the end thereof the following new paragraph:

“(4) A new drug or biological product manufactured
m a pilot or other small facility may be used to demonstrate
the safety and effectiveness of the drug or product and to
obtain approval prior to scaling up to a larger facility, un-
less the Secretary demonstrates in writing and specifies in
detail the reasons, after an informal hearing, that a full
scale production facility 1s necessary to ensure the safety
or effectiveness of the drug or product.”.

SEC. 504. MANUFACTURING CHANGES.

Chapter VII (21 U.S.C. 371 et seq.), as amended by
section 400, 1s further amended by adding at the end thereof
the following new section:

“SEC. 746. MANUFACTURING CHANGES.

“(a) IN GENERAL.—A change in the manufacture of

a new drug, biological product, or new animal drug, may

be made in accordance with this section.
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“(b) DrRUG AND BIOLOGICAL PRODUCT.—A change in
the manufacture of a new drug, a biological product that
18 the subject of a monograph in an official compendium,
a biological product that can be adequately characterized
by chemaical, physical, or biological means, or a new animal

drug—

“(1) shall require validation; and

“(2)(A) af there is no change in the approved
qualitative and quantitative formulation relating to
the new drug, biological product, or new animal drug
or i the approved release specifications relating to
the new drug, biological product, or new animal drug,
or if there 1s a change in the approved qualitative or
quantitative formula or in the approved release speci-
Sications of a type permatted by the Secretary by reg-
ulation, may be made at any time so long as the
change s reported annually to the Secretary; or

“(B) in the case of a change other than a change
described in subparagraph (A), shall require comple-
tion of an appropriate study demonstrating equiva-
lence according to criteria established by the Sec-
retary (unless such requirement is waived by the Sec-
retary), may be made at any time, and shall be re-
ported to the Secretary through a supplement or

amendment submitted at the time the change 1s made.
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“(¢) BIOLOGICAL PropuctT Nor SUBJECT TO A MONO-

GRAPH.—A change in the manufacture of a biological prod-
uct that s not the subject of a monograph in an official
compendium and cannot be adequately characterized by

chemacal, physical, or biological means—

“(1) shall require validation; and

“(2)(A) of the change relates solely to a modifica-
tion of the manufacturing facility or change in per-
sonnel, with no change n the approved manufactur-
mg process or release specifications, may be made at
any time so long as the change is reported annually
to the Secretary; or

“(B) in the case of a change other than a change
described in subparagraph (A), shall require comple-
tion of a bioassay or other appropriate study dem-
onstrating equivalence according to criteria estab-
lished by the Secretary (unless such requirement is
wawved by the Secretary), may be made at any time,
and shall be reported to the Secretary through an
amendment submitted at the time the change s made.

“(d) SPECIAL DETERMINATION FOR A BIOLOGICAL

22 PropvctT—A determination shall be made, prior to the ap-

23 proval of a biological product under section 351(a) of the

24 Public Health Service Act (42 U.S.C. 262(a)), whether the

25 product can be adequately characterized for purposes of this
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section. With respect to biological products approved prior
to the date of enactment of the Food and Drug Administra-
tion Performance and Accountability Act of 1996, the deter-
mination shall be made not later than 90 days after the
date of enactment of such Act. Any determination made
under this subsection 1s subject to change based upon new
screntific information.”.
SEC. 505. INSULIN AND ANTIBIOTICS.

(a) CERTIFICATION OF DRUGS CONTAINING INSU-
LIN.—Section 506 (21 U.S.C. 356) is repealed.

(b) CERTIFICATION OF ANTIBIOTICS.—Section 507 (21
U.S.C. 357) 1is repealed.

(¢) EXPORTATION.—Section 802 (21 U.S.C. 382) s
amended—

(1) by redesignating subsection (h) as subsection
(1); and
(2) by inserting after subsection (g) the following

new subsection:

“(h) EXPORTATION OF UNAPPROVED PRODUCTS.—In-
sulin and antibiotics may be exported without regard to
the requirements in this section if the insulin and anti-

biotics meet the requirements of section 801(e)(1).”.
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SEC. 506. MODERNIZATION OF REGULATION OF BIOLOGI-

CAL PRODUCTS.

(a) IN GENERAL.—Section 351 of the Public Health
Service Act (42 U.S.C. 262) is amended by striking “SEC.
351. (a)” and all that follows through “barter, or exchange
the same.” and inserting the following:

“SEc. 351. (a)(1) Except as provided in paragraph
(6), no person shall introduce or deliver for introduction
wmto interstate commerce any biological product unless—

“(A) a license is in effect for the biological prod-
uct; and

“(B) each package of the biological product is
plainly marked with the proper name of the biological
product contained therein, the name, address, and ap-
plicable license number of the manufacturer of the bi-
ological product, and the expiration date of the bio-
logical product.

“(2) The license required under paragraph (1)(A)
shall, as determined by the Secretary, cover the biological
product, any facility in which the biological product is
manufactured, processed, packed, or held, or both the prod-
uct and facility.

“(3)(A) The Secretary shall establish, by regulation,
requirements for license applications for biological prod-

ucts.

*S 1477 RS



140

“(B) Except as provided wn subparagraph (D), a li-
cense application that covers a biological product shall be
approved based upon a demonstration that—

“(1) the product that is the subject of the applica-
tion 1s safe and effective in accordance with sections
505(c) and 505(d) of the Federal Food, Drug, and
Cosmetic Act (21 U.S.C. 355 (¢) and (d)), or meets
standards designed to ensure that the product 1s safe,
pure, and where appropriate, potent; and

“(11) the methods used in, and the facilities and
control used for, the manufacture, processing, pack-
g, and holding of such product meet standards de-
signed to ensure that the product meets the require-
ments of clause (1).

“(C) A license application that covers a facility shall
ensure that the product and the facility meet standards de-
signed to ensure that the product meets applicable require-
ments of subparagraph (B).

“(D) A license application for blood or a blood compo-
nent (including plasma) shall be approved based on a dem-
onstration that the product s safe, pure, and where appro-
priate, potent, and that the facility in which the product
18 manufactured, processed, packed, or held meets standards
designed to ensure that such product is safe, pure, and

where appropriate, potent.
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“(4)(A) Requirements prescribed under paragraph (3)
shall anclude a requirement for preapproval inspection
under subsection (c).

“(B) A license shall be approved only on condition that
the licensee agrees to permit inspection of the facility of the
licensee in accordance with subsection (c).

“(5)(A) Except as provided wn subparagraph (C), an
approved license for a biological product may be revoked
of the Secretary determines, on the record after providing
an opportunity for a hearing in accordance with section
554 of title 5, United States Code, that the requirements
Jor approval as specified in paragraph (3) are no longer
met with respect to such product, or that other public health
reasons, prescribed by regulation, exist. No action to revoke
a license based on the findings of an inspection shall be
matiated prior to the submission and review by the Sec-
retary of a written response submatted by the licensee to
a notice of imspectional findings so long as such written
response 1s received within 30 days after the date of receipt
by the licensee of the findings. The revocation of any prod-
uct license shall not prevent the continued use of any li-
censed biological product that has been sold and delivered
by the licensee unless the biological product is subject to

recall under subsection (d).
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“(B) If at any time before the Secretary has taken
final action to revoke a license, the licensee requests an in-
spection by the Secretary to determine whether the licensee
1s 1n compliance with applicable standards, the Secretary
shall conduct an inspection within 30 days after the date
of the request. If the inspection confirms that the licensee
18 not wn compliance with applicable standards, the 30-day
requirement for inspection shall not apply to any subse-
quent request by the licensee under this subparagraph for
mspection. If the inspection confirms that the licensee 1is
- compliance with all applicable requirements, the Sec-
retary shall withdraw any proposed action within 30 days
after the inspection.

“(C) If the Secretary determines that conditions exist
that constitute a danger to health, the Secretary shall sus-
pend the license, notify the licensee that the licensee’s license
18 suspended, and require notification of the suspension to
any consignee. Within 30 days thereafter, the Secretary
shall initiate the hearing process under subparagraph (A).

“(6) The requirements of paragraph (1) do not apply
to a biological product for which there is in effect an inves-
tigational new drug application under section 505(1) of the

Federal Food, Drug, and Cosmetic Act.”.
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(b) DELETION or FKLA REQUIREMENT.—Section
351(d) of the Public Health Service Act (42 U.S.C. 262(d))
18 amended—

(1) by striking “(d)(1)” and all that follows
through “of this section.”;
(2) by redesignating paragraph (2)(A) as sub-

section (d)(1);

(3) by redesignating subparagraph (B) as para-
graph (2); and

(4) wn paragraph (2) (as so redesignated), by
striking  “subparagraph (A)” and inserting “para-

graph (1)”.

(¢c) LABELING.—Section 351(b) of the Public Health
Service Act (42 U.S.C. 262(b)) 1s amended to read as fol-
lows:

“(b) No person shall falsely label or mark any package
or container of any biological product or alter any label
or mark on the package so as to falsify the label or mark.”.

(d) INSPECTION.—Section 351(c) of the Public Health
Service Act (42 U.S.C. 262(c)) is amended by striking
“virus, serum,” and all that follows through “other product
aforesard”™ and inserting “biological product’.

(¢) DEFINITION; APPLICATION.—Section 351 of the
Public Health Service Act (42 U.S.C. 262) is amended by

adding at the end thereof the following new subsections:
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“(1) For purposes of this section, the term ‘biological
product’ means a virus, therapeutic serum, toxin, antitoxin,
vaccine, blood, blood component or derivative, allergenic
biologic product, or arsphenamine or its derivative (or any
other analogous biological product) applicable to the pre-
vention, treatment, or cure of diseases or conditions of
human beings.

“O)(1) Sections 505(1), 903, and 904 of the Federal
Food, Drug, and Cosmetic Act shall apply to all biological
products, and references in such sections to new drug appli-
cations shall be deemed to include product license applica-
tions for biological products.

“(2) Requirements involving labeling or advertising

14 for biological products shall be established in accordance

15
16
17
18
19
20
21
22
23
24
25

with sections 201(m) and 502(n) of the Federal Food, Drug,
and Cosmetic Act.”.
SEC. 507. EFFECTIVE MEDICATION GUIDES.

Chapter IX (21 U.S.C. 391 et seq.), as amended by
section 108, is further amended by adding at the end thereof
the following new section:

“SEC. 908. EFFECTIVE MEDICATION GUIDES.

“la) IN GENERAL.—Not later than 30 days after the
date of enactment of this section, the Secretary shall request
that national organizations representing health care profes-

stonals, consumer organizations, voluntary health agencies,
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the pharmaceutical industry, drug wholesalers, patient
drug mformation database companies, and other relevant
parties collaborate to develop a long-range comprehensive
action plan to achieve goals consistent with the goals of the
proposed rule of the Food and Drug Administration on
‘Prescription Drug Product Labeling: Medication Guide
Requirements (60 Fed. Reg. 44182; relating to the provision

of oral and written prescription information to consumers).

“(b) PLAN.—The plan described in subsection (a)

shall—

“(1) wdentify the plan goals;

“(2) assess the effectiveness of the current pri-
vate-sector approaches used to provide orval and writ-
ten prescription information to consumers;

“(3) develop guidelines for providing effective
oral and written prescription information consistent
with the findings of any such assessment;

“(4) develop a mechanism to assess periodically
the quality of the oral and written prescription infor-
mation and the frequency with which the information
18 provided to consumers; and

“(5) provide for compliance with relevant State
board requlations.

“(c¢) LIMITATION ON THE AUTHORITY OF THE SEC-

25 RETARY.—The Secretary shall have no authority to imple-
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ment the proposed rule described in subsection (a), or to
develop any similar requlation, policy statement, or other
guideline specifying a uniform content or format for writ-
ten information voluntarily provided to consumers about
prescription drugs if, not later than 120 days after the date
of enactment of this section, the national organizations de-
seribed wn subsection (a) develop and begin to vmplement
a comprehensive, long-range action plan (as described in
subsection (a)) regarding the provision of oral and written
prescription information.

“(d) SECRETARY REVIEW.—Not later than January 1,
2001, the Secretary shall review the status of private-sector
mitiatwes designed to achieve the goals of the plan de-
seribed in subsection (a), and if such goals are not achieved,
the limitation wn subsection (¢) shall not apply, and the
Secretary shall seek public comment on other initiatives
that may be carried out to meet such goals. The Secretary
shall not delegate such review authority to the Commis-
sioner.”.

SEC. 508. STATE AND LOCAL REQUIREMENTS RESPECTING
NONPRESCRIPTION DRUGS INTENDED FOR
HUMAN USE.

Subchapter A of chapter V (21 U.S.C. 351 et seq.) is

amended by nserting after section 522 the following new

section:
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1 <“SEC. 523. STATE AND LOCAL REQUIREMENTS RESPECTING

2 NONPRESCRIPTION DRUGS INTENDED FOR
3 HUMAN USE.

4 “(a) LIMITATION.—

5 “(1) IN GENERAL.—Except as provided in sub-
6 section (b), mo State or political subdivision thereof
7 may establish or continue in effect any requirement—
8 “(A) that relates to the regulation of a drug
9 mtended for human use that 1s not subject to the
10 requirements of section 503(b)(1); and

11 “(B) that 1s different from or in addition
12 to, or that 1s otherwise not wdentical with, a re-
13 quirement of this Act or the Faiwr Packaging and
14 Labeling Act (15 U.S.C. 1451 et seq.), and the
15 admanistrative implementation of such Act.

16 “(2) SPECIAL RULE.—For purposes of this sec-
17 tion, a requirement relating to the regulation of a
18 drug described in paragraph (1) shall be deemed to
19 wmeclude any requirement relating to the subject matter
20 m any provision of this Act, the Fair Packaging and
21 Labeling Act (15 U.S.C. 1451 el seq.), and any re-
22 quirement relating to the dissemination of informa-
23 tion i any manner about such drug, but shall not
24 mclude any requirement relating to the dispensing of
25 a drug only upon prescription of a practitioner li-
26 censed by law to administer such drug.
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“(b) EXEMPTION.—Upon application of a State, the

Secretary may by regulation, after providing notice and an

opportunity for written and oral presentation of views, ex-

empt from the provisions of subsection (a), under such con-

ditions as the Secretary may 1mpose, a proposed require-

ment relating to the regulation of a drug intended for

human use—

SEC.

“(1) that 1is justified by compelling local condi-
tions or protects an important public interest that
would otherwise be unprotected;

“(2) that would not cause any drug intended for
human use that is not subject to the requirements of
section 503(b)(1) to be in violation of any applicable
requirement or prohibition under Federal law; and

“(3) that would not unduly burden interstate
commerce.”.

509. REQUIREMENT OF RADIOPHARMACEUTICALS.
(a) REQUIREMENTS.—

(1) REGULATIONS.—Not later than 180 days
after the date of enactment of this Act, the Secretary
of Health and Huwman Services, after consultation
with patient advocacy groups, associations, physi-
cians licensed to use radiopharmaceuticals, and the
requlated industry, shall establish proposed regula-

tions governing the approval of a
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radiopharmaceutical designed for diagnosis and mon-
ttoring that shall assess the safety and effectiveness of
the radiopharmaceutical taking into account the ap-
propriate use of the radiopharmaceutical in the prac-
tice of medicine, the pharmacological and toxi-
cological activity of the radiopharmaceutical, and the
estimated  absorbed — radiation  dose  of  the
radiopharmaceutical. Not later than 1 year after the
date of enactment of this Act, the Secretary shall issue
Jinal regulations.

(2)  SPeciAL  RULE.—In the case of «a
radiopharmaceutical intended to be used for diag-
nostic  purposes, the ndications for which such
radiopharmaceutical s approved under this section
may refer to manifestations of disease (such as bio-
chemical, physiological, anatomic, or pathological
processes) common to or present in 1 or more disease
states, or may refer to a diagnostic procedure used in
the diagnosis of 1 or more diseases or conditions.

(b) APPROVAL.—AIL applications or petitions request-

g approval of a radiopharmaceutical and all other mat-
ters relating to such radiopharmaceutical shall be reviewed
and acted upon by a single office in the Center for Drug
Evaluation and Research, and that office shall report di-

rectly to the director of the Center for Drug Evaluation and
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Research. A single scientific review group may provide con-
clusions and recommendations regarding any such matter
relating to the approval of a radiopharmaceutical. Such
group shall be appointed and administered pursuant to sec-
tion 904 of the Federal Food, Drug, and Cosmetic Act (21
U.S.C. 394), as amended by section 107.

(¢c) DEFINITION—As used in this section, the term
“radiopharmaceutical” means—

(1) an article that is intended for use in vivo in
the diagnosis, cure, mitigation, treatment, or preven-
tion of a disease or a manifestation of disease in
man, and that exerts its primary effect by the sponta-
neous disintegration of unstable nucler with the emais-
siton of wonizing radiation; or

(2) a reagent kit or nuclide generator that is in-
tended to be used wn the preparation of any such arti-
cle.

(d) APPROVAL ASSESSED UNDER PERFORMANCE
STANDARDS.—The approval of radiopharmaceuticals shall
be assessed under quantifiable performance standards estab-
lished by the Secretary under section 903(b)(3) of the Fed-

eral Food, Drug, and Cosmetic Act, as added by section 103.
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1 TITLE VI—DEVICE REGULATORY

2 REFORM

3 SEC. 601. SHORT TITLE.

4 This title may be cited as the “Medical Device Reform

S Act of 19967

6 SEC. 602. PREMARKET NOTIFICATION.

7 (a) EXEMPTION OF CERTAIN DEVICES.—Section 510

8 (21 U.S.C. 360) is amended—

9 (1) in subsection (k), by striking “intended for
10 human use” and inserting “intended for human use
11 (except a device that s classified into class I under
12 section 513 or 520 and s not identified in a list
13 under subsection (n), or a device that is classified into
14 class II under section 513 or 520 and s exempt from
15 the requirements of this subsection under subsection
16 )”;

17 (2) by adding at the end of subsection (k) the fol-
18 lowing flush sentence:

19 “The Secretary shall review the notification required by this
20 subsection and wmake a determination wunder section
21 513(f)(1)(A) within 90 days of receiving the notification.”;
22 and

23 (3) by adding at the end thereof the following
24 new subsections:
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“(1) Not later than 30 days after the date of enactment
of this subsection, the Secretary shall publish in the Federal
Register a list of each type of class II device that does not
require a notification under subsection (k) to provide rea-
sonable assurance of safety and effectiveness. Kach type of
class I device so identified by the Secretary not to require
the notification shall be exempt from the requirement to
provide notification under subsection (k) as of the date of
the publication of the list in the Federal Register. Begin-
ning on the date that 1s 1 day after the date of the publica-
tion of a list under this subsection, any person may petition
the Secretary to exempt a type of class Il device from the
notification requirement of subsection (k). The Secretary
shall respond to the petition within 120 days of the receipt
of the petition and determine whether or not to grant the
petition wn whole or in part.

“(m) The Secretary may not withhold a determination
of the wnitial classification of a device under section
513(f)(1) because of a failure to comply with any provision
of this Act unrelated to a substantial equivalence decision,
mcluding a failure to comply with good manufacturing
practices under section 520(f).

“(n) Not later than 15 days after the date of enactment
of this subsection, the Secretary shall publish in the Federal
Register a list of each type of class I device that shall not
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be considered exempt from the notification requirement of
section 510(k) because such notification is necessary to pro-
tect the public health. If the Secretary fails to publish the
list within 15 days after the date of enactment of this sub-
section, all types of class I devices shall be exempt from the
requirement to provide notification under section 510(k).”.

(b) INITIAL CLASSIFICATION.—Section 513(f)(1) (21
URS.C. 360c(f)(1)) s amended in the second sentence, by
striking the period at the end thereof and inserting the fol-
lowing: *, unless within 30 days of receiving an order
classifying the device into class 111, the individual who sub-
mats a notification under section 510(k) requests an advi-
sory commattee review and recommendation with respect to
the classification of the device and a final order of classi-
Sication from the Secretary. After the request, a device clas-
sified into class III under this paragraph shall not be
deemed to be finally classified until an advisory commattee
established under subsection (b) reviews the request with re-
spect to the classification of the device and, within 60 days
of the date of recetving the request, recommends to the Sec-
retary a classification for the device based on the classifica-
tion criteria set forth in subparagraphs (A) through (C) of
subsection(a)(1). Thereafter, the Secretary shall have 10
days after the date of receiving the recommendation of the

advisory committee to determine by order the final classi-
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fication of the device by applying the classification criteria
set  forth —an  subparagraphs (A) through (C) of
subsection(a)(1).”.

(c) SUBSTANTIAL EQuivALENCE.—Section
513(0)(1)(A) (21 U.S.C. 360¢(i)(1)(A)) s amended by in-
serting after “intended use” the following: *, which, as de-
termined by the Secretary, shall include each use reasonably
included within a general use,”.

(d) DEVICE MODIFICATION—Section 513(1) (21
U.S.C. 360c(v)) is amended by adding at the end thereof
the following new paragraph:

“(4)(A) Any change or modification to a device ini-
tially classified under section 513(f), other than a major
change (including any major modification) in the intended
use or a change or modification in design that is significant
and significantly affects safety or effectiveness, shall not re-
quire an additional notification under section 510(k) if,
prior to the commercial distribution of the device—

“(1) the change or modification is supported by
appropriate data or information, (including data or
mformation demonstrating compliance with good
manufacturing  practice  regulations  promulgated

under section 520(f)); and
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“(11) the change or wmodification 1is shown by
such data or information to not adversely affect the
safety or effectiveness of the device.

“(B) All data or information relied upon to document
that a change to (including any modification of) the device
does not require an additional notification under section
510(k) shall be made available to the Secretary upon request
and shall be maintained, at least for a period of time equal
to the expected life of the device or 2 years after the date
of commercial distribution of the device by the manufac-
turer, whichever is greater.”.

SEC. 603. MEDICAL DEVICE APPROVAL STANDARDS.

(a) DEVICE CLASSES.—Section 513(a)(3)(A) (21
U.S.C. 360¢(a)(3)(A)) is amended—

(1) by striking “well-controlled” and inserting

“one or more well-controlled”; and

(2) by striking “clinical investigations™ and in-
serting “one or more clinical investigations”.

(b) SUPPLEMENT TO APPLICATION.—Section 513(a)(3)
(21 U.S.C. 360c(a)(3)) s amended by adding at the end
thereof the following new subparagraphs:

“(C) The Secretary shall accept, for the purpose of fa-
cilitating a review of a premarket application, a supple-
ment to a premarket application, or a premarket notifica-

twon of a device, retrospective or historical clinical data as
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a control, or for use, in determining whether there 1s a rea-
sonable assurance of effectiveness of a device if sufficient
valid data are available and the effects of the device on the
cure, mitigation, treatment, or prevention of a disease are
clearly defined and well understood.

“(D) The Secretary may not require a person intend-
myg to conduct clinical trials to conduct clinical trials using
prospective concurrent controls in  determining whether
there 1s a reasonable assurance of effectiveness for a device
or whether a device 1s substantially equivalent to a predi-
cate device unless—

“(1) the effects of the device on the cure, mitiga-
tion, treatment, or prevention of a disease or condi-
tion are not clearly defined and well understood as
determined by the Secretary;

“(11) retrospective or historical data are not
available that meet the standards of the Secretary for
quality and completeness; or

“(111) there 1s a compelling public health reason
to not rely on retrospective or historical data as a
control.”.

SEC. 604. TRACKING.
Section 519(e) (21 U.S.C. 3601(e)) is amended to read

as follows:
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“Device Tracking
“(e) The Secretary may by regulation require a manu-
Jacturer to adopt a method of tracking a class Il or class
111 device—

“(1) the failure of which would be reasonably
likely to be life-threatening or have serious adverse
health consequences; and

“(2) which is—

“(A) permanently implantable; or
“(B) life sustaining or life supporting and
used outside a device user facility.
Any patient receiving a device subject to tracking under
this section may refuse to release, or refuse permission to
release, the patient’s name, address, social security number,
or other identifying information for the purpose of track-
mg.”.
SEC. 605. POSTMARKET SURVEILLANCE.
Section 522 (21 U.S.C. 360l) s amended to read as
Jollows:
“SEC. 522. POSTMARKET SURVEILLANCE.
“la) IN GENERAL—The Secretary may require a
manufacturer to conduct postmarket surveillance for any

device of the manufacturer that—
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“(1) 1is a permanent implant the failure of which
may cause serious, adverse health consequences or
death;

“(2) 1s intended for a use in supporting or sus-
tarning human life; or

“(3) potentially presents a serious risk to human
health or creates public health concerns that justify
survellance under this section.

“(b) SURVEILLANCE APPROVAL.—Each manufacturer
required to conduct a surveillance of a device under sub-
section (a) shall, within 30 days of receiving notice from
the Secretary that the manufacturer is required under this
section to conduct the surveillance, submait for the approval
of the Secretary, a protocol for the required surveillance.
The Secretary, within 60 days of the date of the receipt
of the protocol, shall determine if the principal investigator
proposed to be used in the surveillance has sufficient quali-
fications and experience to conduct the surveillance and if
the protocol will result in collection of useful data or other
mformation necessary to protect the public health and to
provide safety and effectiveness information for the device.
The Secretary may not approve the protocol until the proto-
col has been reviewed by a qualified scientific and technical

review committee established by the Secretary.”.
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1 SEC. 606. DEVICE DISTRIBUTOR REPORTING.
2 Section 519 (21 U.S.C. 3601) s amended—
3 (1) by striking “, importer, or distributor” each
4 place it appears and inserting “or importer”;
5 (2) an subsection (a)—
6 (A) in paragraph (7), by striking the semai-
7 colon at the end thereof and inserting *; and’;
8 (B) wn paragraph (8), by striking ; and”
9 and mserting a period; and
10 (C) by striking paragraph (9); and
11 (3) in subsection (d), by striking *, importer,
12 and distributor” and inserting “and importer”.

13 SEC. 607. PREMARKET APPROVAL.

14 (a) ACTION ON APPLICATION.

15 U.8.C. 360e(d)) is amended—

Section 515(d) (21

16 (1) wn paragraph (1)(A), by striking “paragraph
17 (2) of this subsection™ each place it appears and in-
18 serting “paragraph (4)”;

19 (2) in paragraph (1)(B), by adding at the end
20 thereof the following new clause:

21 “(111) The Secretary shall accept and review data and

22 any other information from investigations conducted under
23 the authority of regulations requived by section 520(g) to
24 make a determination of whether there is a reasonable as-
25 surance of safety and effectiveness of a device subject to a
26 pending application under this section if—
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“(I) the data or information is derived from in-
vestigations of an earlier version of the device, the de-
vice has been modified during or after the investiga-
tions, and the modification of the device does not con-
stitute a significant change in the design or in the
basic principles of operation of the device that would
mvalidate the data or information; or

“(I1) the data or information on a device ap-
proved under this section is available for use under
this Act and s relevant to the design and intended
use of the device subject to the pending application.”;

(3) by redesignating paragraphs (2) and (3) as
paragraphs (4) and (5), respectively; and

(4) by nserting after paragraph (1) the follow-
mg new paragraphs:

“(2) Each application received under section 515(c)

shall be reviewed wn the following manner to achieve final
action on the application within 180 days of the receipt

of the application:

“(A) The Secretary shall meet with an applicant
within 90 days of the receipt of the application to
discuss the review status of the application. If the ap-
plication does not appear in a form that would re-
quire an approval under this subsection, the Sec-

retary shall wn writing, and prior to the meeting,
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present to the applicant a description of any defi-
ciencies 1n the application and what information s
required to bring the application into a form that
would require an approval.

“(B) The Secretary shall refer an application to
a panel established under section 513 for review and
an approval recommendation (unless a panel is not
required under subsection (c)(2)) within 30 days of
the date of the meeting referred to in subparagraph
(A) or at the next scheduled panel meeting following
the meeting referred to in subparagraph (A), which-
ever occurs first.

“(C) The Secretary shall meet with the applicant
within 15 days of the date of the panel review to dis-
cuss the status of the application, including a discus-
ston on what action 1s necessary to bring the applica-
tion into a form that would require approval under
this subsection. Prior to the meeting, the Secretary
shall in writing, set forth an agenda for the meeting
(including a complete description of the subject mat-
ter to be discussed at the meeting), and a full descrip-
tion of the additional information required to bring
the application into a form that would require an ap-

proval under this subsection. Participation of the ap-
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plicant at such a meeting shall be at the discretion
of the applicant.

“(D) The Secretary shall meet with the applicant
not later than 135 days after the receipt of an appli-
cation under subsection (¢), if an advisory panel 1is
not required under subsection (¢)(2), and inform the
applicant whether or not the application is i a form
that would require approval under this subsection. If
the application is in such form, the Secretary shall,
at or prior to the meeting, present in writing to the
applicant a description of all additional information
necessary to require an approval of the application
under this subsection. If the application is not in
such form, the Secretary shall deny approval of the
application and prior to the meeting, present in writ-
g to the applicant each basis for denying approval
of the application and the additional information re-
quired to bring the application into a form that
would require approval.

“(E) The Secretary shall issue an order approv-
mg or denying an application within 180 days of the
receipt of the application under subsection (c).

“(3) The time for the review of an application by the

24 Secretary under this subsection shall not take more than
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1 180 days and such time may not be extended if the applica-

2 tion is amended.” .

3
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(b) REVISIONS OF REGULATIONS.—

(1) PREMARKET APPROVAL OF APPLICATIONS.—
The Secretary of Health and Human Services shall
revise, through notice and comment procedures, the
requlations set forth wn part 814 of title 21 of the
Code of Federal Regulations, to conform to the
amendment made by subsection (a).

(2) PREMARKET APPROVAL OF SUPPLEMENTS.—
The Secretary of Health and Human Services shall
revise requlations relating to premarket approval of
devices to elvminate premarket approval of supple-
ments that relate to manufacturing or product
changes (excluding changes in intended use) of a de-
vice that have been demonstrated through appropriate
data or information to not adversely affect safety or
effectiveness. The Secretary of Health and Human
Services shall require the manufacturer of a device to
notify the Secretary of Health and Human Services
of significant manufacturing changes or other changes
not subject to a supplement under section 515 within
10 days of implementing such changes. All informa-
tion relied upon in making such changes shall be

made a part of the device master record. The informa-
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tion shall be maintained for a period of tvme equal

to the period of time for the design and expected life

of the device, but not less than 2 years after the date
of release of the device for commercial distribution by
the manufacturer.

SEC. 608. DEVICE PERFORMANCE STANDARDS.

(a) ALTERNATIVE PROCEDURE.—Section 514 (21
U.S.C. 360d) is amended by adding at the end thereof the
Jollowing new subsection:

“Performance Standards of Standard-Setting
Organizations

“(c)(1) For the purpose of facilitating a review of a
device under section 510(k), 513(f), 515, or 520, the Sec-
retary shall recognize appropriate device performance
standards developed by any standard-setting organization
accredited by the American National Standards Institute
(ANSI), the International Standards Organization (IS0),
or the International Electrotechnical Commission (IEC).

“(2)(A) For any standard-setting organization not
vdentified in paragraph (1), and for the purpose of facilitat-
mg a review of devices under section 510(k), 513(f), 515,
or 520, the Secretary shall establish a procedure governing
the certification by the Food and Drug Administration of
the competence of such an organization to develop standards

Jor devices.
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“(B) A certification of a standard-setting organization
not identified in paragraph (1) shall be based on formal,
written criteria that include requirements with respect to
the role of the organization in the scientific communaty, sci-
entific or medical expertise, standard-writing experience,
conflict of interest considerations, and the openness of the
standard-setting process of the organization.

“(C) The Secretary may impose a reasonable one-time
fee on the standard-setting organization for certification
pursuant to this paragraph.

“(3)(A) Upon being notified by a standard-setting or-
ganization described in paragraph (1) that a standard has
been adopted by the organization, the Secretary shall recog-
nize the standard by publishing a notice in the Federal Reg-
ister listing the name of the standard.

“(B) Upon being notified by a standard-setting orga-
nization certified under paragraph (2) that a standard has
been adopted by the organization, the Secretary shall review
and may recognize the standard by publishing a notice in
the Federal Register listing the name of the standard.

“(4) The Secretary may withdraw recognition of a
performance standard adopted by a standard-setting orga-
nization described in paragraph (1) or a standard-setting
organization certified under paragraph (2) if the Secretary

determines that the standard is insufficient to facilitate a
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review of a device. The Secretary shall notify the standard-
setting organization and specify the basis for the with-
drawal.

“(5) The Secretary shall promulgate regulations under
which the Secretary may withdraw the certification of a
standard-setting organization described in paragraph (2),
or may no longer rely upon standards adopted by a stand-
ard-setting organization described in paragraph (1), if the
Secretary determines that such organization no longer pos-
sesses the appropriate scientific or medical expertise, con-
flict of interest practices, standard-writing experience, or
any other qualification necessary to the development of de-
vice standards.

“(6) As provided for in this section, the Secretary may
promulgate performance standards for a device that differs
Jfrom or is not established by, an organization described in
paragraph (1) or an organization certified under para-
graph (2).

“(7) The Secretary shall not require, as a condition
Jor approving an application under section 515 or 520 or
classifiing a device under sections 510(k) and 513(f), con-
Jormity with a device standard recognized under this sub-
section if the person requesting such approval or classifica-
tion submits evidence to demonstrate a reasonable asswr-

ance that the device 1s substantially equivalent to a legally
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1 marketed predicate device or provides reasonable assurance

2 that the device is safe and effective.

3 “(8) A performance standard recognized pursuant to

4 this subsection for a device—

5 “(A) shall include provisions to provide reason-

6 able assurance of the safe and effective performance of

7 the device;

8 “(B) shall, where necessary to provide reasonable

9 assurances of the safe and effective performance of the
10 device, include—
11 “(1) provisions with respect to the construc-
12 tion, components, ingredients, and properties of
13 the device and the compatibility of the device
14 with power systems and connections to the sys-
15 tems;
16 “(11) provisions for the testing (on a sample
17 basis or, if necessary, on an individual basis) of
18 the device or, if it is determined that no other
19 more practicable means are available to the Sec-
20 retary to assure the conformity of a device to the
21 standard, provisions for the testing (on a sample
22 basis or, if necessary, on an individual basis) of
23 the device by the Secretary or by another person
24 at the direction of the Secretary;
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“(111) provisions for the measurement of the
performance characteristics of the device; and
“(w) provisions requiring that the results of
each or certain of the tests of the device required
to be made under clause (i1) demonstrate that the
device 1s in conformity with those portions of the
standard for which the test or tests were re-
quired; and
“(C) shall, where appropriate, require the proce-
dures, for the proper installation, maintenance, oper-
ation, and use of the device.

“(9) The Secretary shall accept a certification by a
person who has made a submission pursuant to section
510(k), 515, or 520 that the device conforms with each
standard identified in the certification. The Secretary may,
where appropriate, require data demonstrating conformaty
with a standard recognized under this subsection.

“(10) The Secretary shall require a person who makes
a certification under paragraph (9) that a device conforms
to an applicable performance standard recognized under
this subsection or who makes a certification that a device
conforms to a standard established under subsection (a) or
(b) to maintain data demonstrating conformity of the de-
vice to the standard for a period of time equal to the period

of time for the design and expected life of the device. Such
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data shall be made available to the Secretary upon re-
quest.”.

(b) ADULTERATED DEVICE.—Section 501(e) (21
U.S.C. 351(e)) is amended—

(1) by striking “(e)” and inserting “(e)(1)”;

(2) by striking “section 514 and inserting “‘sec-
tton 514(b)”; and

(3) by inserting at the end thereof the following:

“(2) If it 1s, or purports to be or is represented as,
a device which s certified to be in compliance with any
voluntary standard recognized under section 514(c), unless
such a device is in all respects in conformity with such a
standard.”.

SEC. 609. ACCREDITED-PARTY PARTICIPATION.

Subchapter A of chapter V (21 U.S.C. 351 et seq.), as
amended by section 508, is further amended by adding at
the end the following new section:

“SEC. 523A. ACCREDITED-PARTY PARTICIPATION.

“la) IN GENERAL.—Not later than 1 year after the
date of enactment of this section, the Secretary shall ac-
credit persons, including any entity or any individual who
1s not an employee of the Department to review and ini-
tially classify devices under section 513(f)(1) that are sub-

ject to a report under section 510(k) and to review and rec-
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ommend to the Secretary approval or denial of applications
submatted under section 515(c)(1).

“(b) ACCREDITATION.—Not later than 6 months after
the date of enactment of this section, the Secretary shall
establish and publish in the Federal Register requirements
to accredit or deny accreditation to a person who makes
a request for accreditation to carry out the activities de-
seribed an subsection (a). The requirements shall, at a mini-
mum, advise such person how to become accredited, and set
Jorth criteria for accreditation including criteria to avoid
conflicts of interest and to ensure that persons to be accred-
ited are capable of maintaining the confidentiality of sub-
missions consistent with section 552 of title 5, United States
Code, and the requlations of the Food and Drug Adminis-
tration. The Secretary shall respond to a request for accred-
itation not later than 60 days after the receipt of the re-
quest. The acereditation of a person shall specify the activi-
ties under subsection (a) which such person is authorized
to carry out in the place of the Secretary.

“(c) WITHDRAWAL OF ACCREDITATION.—The Sec-
retary may suspend or withdraw the acereditation of any
person accredited under this section, after providing notice
and an opportunity for an informal hearing, if such person
acts in a manner that s substantially inconsistent with the

purposes of this section, including the failure to avoid con-
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Jlicts of interest, the failure to protect confidentiality of in-
Jormation, or the failure to competently review premarket
submissions for devices.

“(d) SELECTION AND COMPENSATION.—A person who
submits a premarket submaission for a device to the Sec-
retary for review and classification, or approval of a device,
shall have the option to select an accredited person to review
such submassion. The Secretary shall identify for the person
no less than 2 accredited persons from whom the selection
may be made. Compensation for an accredited person shall
be determaned by agreement between the accredited person
and the person who engages the services of the accredited
person.

“(e) REVIEW BY SECRETARY.—

“(1) IN GENERAL.—If a person exercises the op-
tion to obtain review of a premarket submission that

18 an application or a notification by an accredited

person, the Secretary shall complete a filing review

Jor a premarket approval application under section

515(c)(1) not later than 30 days after the receipt of

such application, or shall ensure the completeness of

a premarket notification submission under section

510(k) not later than 15 days after the receipt of such

submission, prior to referring the premarket submas-

*S 1477 RS



© 00 N O 0o B~ W N PP

N N e O T O i S
© © 0 N o o0~ W N B O

21

172

swon for review by the accredited person selected by
the person submitting the premarket submaission.

“(2) REPORT ON CLASSIFICATION, APPROVAL, OR
DENIAL—The Secretary shall require an accredited
person, upon recommending a classification of a de-
vice or approval or disapproval of an application for
a device, to report to the Secretary the reasons of the
accredited person for such classification or approval
or disapproval. For devices reviewed and initially
classified under section 513(f)(1) and subject to a re-
port under section 510(k), the Secretary shall have
not more than 15 days to review the submission. For
applications submitted under section 515(c)(1), the
Secretary shall have not more than 45 days to review
the application. The Secretary may change the classi-
fication under section 513(f)(1), or the approval or
disapproval of the application under section 515(d),
that 1s recommended by the accredited person, and in
such case shall notify the person making the submas-
siwon of the detailed reasons for the change.

“(f) DURATION.—Thas section shall remain in force for

22 a period of 3 years from the date on which the Secretary

23 accredits the first person to conduct initial classifications

24 under section 513(f)(1) and to conduct premarket approval

25 reviews under section 515.
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“(g) REPORTS.—

“(1) IMPLEMENTATION OF ACCREDITATION PROC-
ESS.—Not later than 1 year after the date of enact-
ment of this section, the Secretary shall prepare and
submit to the committees of Congress with oversight
authority over the Food and Drug Administration a
report concerning each action the Secretary has taken
to vmplement the accreditation of persons to under-
take the activities described in subsection (a).

“(2) EXAMINATION OF THE USE OF ACCREDITED
PERSONS.—

“(A) IN GENERAL.—Not later than 2 years
after the date on which the Secretary accredits
the first person to conduct wnitial classifications
under section 513(f)(1) and to conduct pre-
market approval reviews under section 515, the
Secretary shall contract with an independent re-
search organization to prepare and submait to the
Secretary a written report examining the use of
accredited persons under this section. The Sec-
retary shall submit the report to the committees
described in paragraph (1) not later than 30
months after the date on which the Secretary ac-

credits the first person to conduct initial classi-
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fications under section 513(f)(1) and to conduct
premarket approval reviews under section 515.

“(B) CONTENTS.—The report by the inde-
pendent research organization described in sub-
paragraph (A) shall identify the benefits or det-
riments to public and patient health of using ac-
credited persons to conduct such reviews, and
shall  summanrize all relevant data, including
data on the review of accredited persons (includ-
mg review tvmes, recommendations, and com-
pensation), and data on the review of the Sec-
retary (including review times, changes, and rea-

sons for changes).”.

TITLE VII—ANIMAL DRUG

REGULATORY REFORM

SEC. 701. SHORT TITLE.

This title may be cited as the “Animal Drug Regu-
latory Reform Act of 19967
SEC. 702. EVIDENCE OF EFFECTIVENESS.

(a) SUBSTANTIAL KVIDENCE.—Section 512(d) (21

U.S.C. 360b(d)) is amended—

(1) by striking paragraph (3); and
(2) by adding at the end thereof the following

new paragraph:
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“(4)(A) As used in this subsection and subsections
(c)(2)(F)(11) and (e)(1)(0), the term ‘substantial evidence’
means evidence from 1 or more scientifically sound studies,
meluding as appropriate i vitro studies, studies in labora-
tory animals (including a target species), bioequivalence
studies, and any studies voluntarily undertaken by or for
the applicant, that taken together provide reasonable assur-
ance that the drug will have the clavmed or intended effect
of the drug.

“(B) For purposes of subparagraph (A), a study shall
be considered to be scientifically sound of the study s de-
signed and conducted i a manner that is consistent with
generally recognized scientific procedures and principles.”.

(b) COMBINATION OF DRUGS.—Section 512(d) (21
U.S.C. 360b(d)) is amended by inserting before paragraph
(4) (as added by subsection (a)) the following new para-
graph:

“(3) In a case in which a new animal drug contains
more than 1 active ingredient, or the labeling of the drug
prescribes, recommends, or suggests use of the drug in com-
bination with another animal drug, and the active ingredi-
ents or drugs in the combination have been separately ap-
proved for particular uses and species prior to the approval
of the application for the same uses and species in combina-

tion (or, in the absence of such approvals, after evaluating
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the safety and efficacy of the combination vtself), the Sec-
retary may only consider with respect to the combination
whether any of the active ingredients or any of the drugs
m the combination, respectively, at the longest withdrawal
time of any of the active ingredients or drugs in the com-

bination, respectively—

“(A) 1s above its safe concentration (such as ex-
ceeding its established tolerance, as measured by its
marker residue); or

“(B) interferes with the methods of analysis for
another of the active ingredients or drugs in the com-
bination, respectively.”.

(c) SUPPLEMENTAL APPLICATIONS.—Section

14 512(c)(2)(F)(viv) (21 U.S.C. 360b(c)(2)(F)(vit)) is amend-

15
16
17
18
19
20
21
22
23

(1) by striking “reports of new clinical or field
westigations (other than bioequivalence or residue
studies) and” and inserting “substantial evidence of
effectiveness as defined in subsection (d)(4), any study
of animal safety, or”; and

(2) by striking “essential to” and inserting “, re-
quired for”.

(d) MINOR SPECIES AND USES.—Section 512(d)(1)

24 (21 U.S.C. 360b(d)(1)) is amended by adding at the end

25 the following new sentence: “Subparagraph (E) shall not
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apply to a clavm for use of the drug described in subpara-
graph (E) in a minor species, or for a minor use of the
drug, as the terms ‘minor species’ and ‘minor use’ are de-
Sfined in regulations issued by the Secretary, if there is an
application filed under subsection (b) for the drug, and the
application s approved, prior to the submission of the
claim.”.

(e) WITHDRAWAL OF APPROVAL.—~Section
512(e)(1)(C) (21 U.S.C. 360b(e)(1)(C)) is amended by in-
serting after “substantial evidence” the following: “(as de-
fined in subsection (d)(4))”.

(f) IMPLEMENTATION.—

(1) IN GENERAL.—Not later than 6 months after
the date of enactment of this Act, the Secretary shall
1ssue proposed regulations implementing the amend-
ments made by this section. Not later than 18 months
after the date of enactment of this Act, the Secretary
shall issue final regulations implementing the amend-
ments.

(2) CONTENTS.—In issuing regulations imple-
menting the amendments made by this section, and in
taking an action to review an application for ap-
proval of a new animal drug under section 512 of the
Federal Food, Drug, and Cosmetic Act (21 U.S.C.

360b), or a request for an investigational exemption
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for a new animal drug under subsection (j) of such
section, that is pending or has been submatted prior
to the effective date of the regulations, the Secretary

shall—
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(A) further define the term “substantial evi-
dence”, as defined in subsection (d)(4) of such
section, m a manner that encourages the submis-
sion of applications for production drugs that
conserve food resources, of applications for veteri-
nary prescription drugs whose use is designed to
rely on the experience and training of practi-
tioners in establishing effective doses for such
drugs, and of supplemental applications, imnclud-
g applications seeking approval for wuses of
animal drugs in minor species, for minor uses of
such drugs, and for permitted unlabeled uses of
such drugs;

(B) take into account the proposals con-
tained in the citizen petition (FDA Docket No.
91P-0434/CP) jointly submitted by the Amer-
wecan  Veterinary Medical Association and the
Anivmal Health Institute, dated October 21, 1991;
and

(C)(1) provide for the opportunity for a con-

ference prior to the submission of an application
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Jor approval of a new animal drug under such
section, and prior to the submaission of a request
Jor an anvestigational exemption under sub-
section (j) of such section, to make a decision es-
tablishing any submassion or investigational re-
quirement relating to the application or request
(which decision shall bind the Secretary and the
applicant or requester unless the Secretary by
order determines that a documented scientific
1ssue that occurred subsequent to the conference
requires the decision to be modified in order to
ensure that an appropriate determination can be
made with respect to the safety or effectiveness of
the animal drug involved); and

(11) not later than 10 days after each such
conference, by written order, provide a scientific
Justification specific to the animal drug and in-
tended wuses under consideration for requiring
studies of types other than the types of studies
specified in subsection (d)(4) of such section, as
being essential to provide substantial evidence of

effectiveness for the intended uses of the drug.

SEC. 703. LIMITATION OF RESIDUES.

Section 512(d)(1)(F) (21 U.S.C. 360b(d)(1)(F)) s

25 amended to read as follows:
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“(F) on the basis of information submatted to the
Secretary as part of the application or any other in-
Jormation before the Secretary with respect to such
drug, any use prescribed, recommended, or suggested
m labeling proposed for such drug will result in a
residue of such drug in excess of a tolerance found by
the Secretary to be safe for such drug;”.

704. ADULTERATED DRUGS.
Section 501(a)(2) (21 U.S.C. 351(a)(2)) 1s amended—

(1) wn subparagraph (A), by striking “health; or”
and inserting “health;”; and

(2) in subparagraph (B), by striking “possess;”
and inserting the following: “possess; or (C) if it is
a drug intended for use by animals other than man
and the methods used in, or the facilities or controls
used for, aits manufacture, processing, packing, or
holding do not conform to or are not operated or ad-
manistered in conformaty with current good manufac-
turing practice requirements (appropriate for animal
drugs) adopted pursuant to regulations issued by the
Secretary to ensure that such drug meets the require-
ments of this Act as to safety and has the identity
and strength, and meets the quality and purity char-
acteristics, which it purports or is represented to pos-

sess for use in animals other than man;”.
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SEC. 705. VETERINARY FEED DIRECTIVES.

(a)  WRITTEN  OR  ORAL  ORDERS.—Section
503(f)(1)(A) (21 U.S.C. 353(f)(1)(A)) 1s amended by strik-
g “other than man” and inserting the following: “other
than man, other than a veterinary feed directive drug in-
tended for use mn animal feed or an anvmal feed bearing
or containing a veterinary feed directive drug,”.

(b) GENERAL REQUIREMENTS.—Chapter V (21 U.S.C.
351 et seq.) 1s amended by inserting after section 503 the
Jollowing new section:

“VETERINARY FEED DIRECTIVES DRUGS

“SEC. 504. (a)(1) A drug intended for use in or on
animal feed that s limited by an approved application
filed pursuant to section 512(D) to use under the profes-
stonal supervision of a licensed veterinarian is a veterinary
feed directive drug. Any animal feed bearing or containing
a veterinary feed directive drug shall be fed to animals only
by or upon the lawful veterinary feed directive issued by
a licensed veterinarian in the course of the professional
practice of the veterinarian. When labeled, distributed, held,
and used in accordance with this section, a veterinary feed
directive drug and any animal feed bearing or containing
a veterinary feed directive drug shall be exempt from section
502(f).

“(2) A veterinary feed directive is lawful if 11—
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“(A) contains such information as the Secretary
may, by general regulation or by order, require; and
“(B) 1s wn compliance with the conditions and
wmdications for use of the drug set forth in the notice

published pursuant to section 512(1).

“(3)(A) Any persons involved in the distribution or use
of animal feed bearing or containing a veterinary feed di-
rective drug, and the licensed veterinarian issuing the vet-
erinary feed directive, shall maintain a copy of the veteri-
nary feed directive applicable to each such feed, except in
the case of a person distributing such feed to another person
Jor further distribution, such person distributing the feed
shall maintain a written acknowledgment from the person
to whom the feed 1s shipped stating that that person shall
not ship or move such feed to an animal production facility
without a veterinary feed directive or ship such feed to an-
other person for further distribution unless that person has
provided the same written acknowledgment to the imme-
diate supplier of that person.

“(B) Every person required under subparagraph (A)
to maintain records, and every person in charge or custody
thereof, shall, upon request of an officer or employee des-
wnated by the Secretary, permait such officer or employee
at all reasonable times to have access to and copy and verify

such records.

*S 1477 RS



183

“(C) Any person who distributes animal feed bearing
or contarning a veterinary feed directive drug shall upon
first engaging in such distribution notify the Secretary of
the name and place of business of that person. The failure
to provide such notification shall be deemed to be an act
whach results in the drug being misbranded.

“b) A wveterinary feed directive drug and any feed
bearing or contarning a veterinary feed directive drug shall
be deemed to be misbranded if the drug and feed labeling
Jails to bear such cautionary statement and such other in-
Sformation as the Secretary may, by general requlation or
by order, prescribe, or the drug and feed advertising fails
to conform to the conditions and indications for use pub-
lished pursuant to section 512(1) or fails to contain the gen-
eral cautionary statement prescribed by the Secretary.

“(c) Neither a drug subject to this section, nor animal
feed bearing or contaiming such a drug, shall be deemed to
be a prescription article under any Federal or State law.”.

(¢) CONFORMING AMENDMENTS.—Section 512 (21
U.S.C. 360b) is amended—

(1) wn subsection (a)(2)(C), by striking “its label-
mg” and inserting “its labeling, its distribution, its
holding,”;

(2) in subsection (i), by striking “requirements)’

and inserting “‘requirements and any requirement
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that an anvmal feed bearing or containing the new

animal drug be limited to use under the professional

supervision of a licensed veterinarian)”; and
(3) in subsection (m)(4)(B)(1)—

(A) by striking “paragraph (5)(A) of this
subsection” and inserting “paragraph (5)(A) or
under section 504(a)(3)(A)”; and

(B) by striking “subparagraph (B) of such
paragraph’ and inserting “paragraph (5)(B) or
section 504(a)(3)(B)”.

(d) PrROHIBITED AcTS.—Section 301(e) (21 U.S.C.
331(e)) is amended—

(1) by striking “section 4127 and inserting “‘sec-
tion 412, 504,”; and
(2) by striking “under section 412,” and insert-
mg “under section 412, 504,”.
SEC. 706. TIMEFRAMES FOR APPROVAL.

The first sentence of section 512(c)(1) (21 U.S.C.
360b(c)(1)) is amended by striking “one hundred and
eighty” and inserting “90”.

TITLE VIII—FOOD REGULATORY
REFORM

SEC. 801. SHORT TITLE.

This title may be cited as the “Food Regulatory Re-

25 form Act of 19967
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SEC. 802. INDIRECT FOOD ADDITIVES.

(a) APPROVAL.—Section 409 (21 U.S.C. 348) s
amended by adding at the end thereof the following new
subsection:

“Alternative Approval Procedure

“O)(1) As an alternative to the approval procedure es-
tablished under subsection (b), any person may submit a
notification for an indirect food additive under this sub-
section.

“(2) Any person who proposes to begin the introduc-
tion or delivery for introduction into interstate commerce
of an article intended for use as an indirect food additive
may submit to the Secretary, at least 90 days prior to mak-
g such introduction or delivery, a notification containing
mformation demonstrating that the labeled use of the article
18 safe.

“(3) Within 90 days after the receipt of the notification
by the Secretary, the Secretary shall—

“(A) either—

“(v) approve the notification if the article is
safe for its intended use; or

“(11) disapprove the notification of the arti-
cle has not been shown to be safe for its intended
use; and
“(B) publish a notice of this determination in

the Federal Register and, if the notification s ap-
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proved, promulgate an appropriate regulation pursu-

ant to subsection (c).”.

(b) DEFINITION.—Section 201 (21 U.S.C. 321), as
amended by section 408, is further amended by adding at
the end thereof the following new paragraph:

“(hh) The term “indirect food additive’ means a food
additwe that 1s intended to contact food but that is not
intended for consumption as a food ingredient.”.

SEC. 803. HEALTH CLAIMS OF FOOD PRODUCTS.

Section 403(r)(3) (21 U.S.C. 343(r)(3)) is amended by
adding at the end thereof the following new subparagraph:

“(C) Notwithstanding the provisions of subparagraphs
(A)(r) and (B), a clavm of the type described in paragraph
(1)(B) which 1s not authorized by the Secretary in a requla-
tion promulgated in accordance with subparagraph (B)
shall be authorized and may be made 1f—

“(1) an authoritative scientific body of the

Unated States Government with official responsibility

Jor public health protection or research dirvectly relat-

g to human nutrition (such as the National Insti-

tutes of Health or the Centers for Disease Control and

Prevention), the National Academy of Sciences, or

subdiwvisions of the scientific body or the National

Academy of Sciences, has published statements, con-

clusions, or recommendations wn effect recognizing
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that the relationship between the nutrient and disease
or health-related condition to which the clavm refers
18 supported by pertinent scientific evidence; and

“(11) the manufacturer or distributor of the food
Jor which such claim is made has submatted to the
Secretary at least 90 days before the first introduction
of such food into interstate commerce a notice of
clavm, mcluding a concise description of the basis
upon which such manufacturer or distributor relied
Jor determining that the requirements of clause (1)

have been satisfied.”.

TITLE IX—ESTABLISHMENT OF

CENTERS FOR EDUCATION
AND RESEARCH ON DRUGS,
DEVICES, AND BIOLOGICAL
PRODUCTS

SEC. 901. CENTERS FOR EDUCATION AND RESEARCH ON

DRUGS, DEVICES, AND BIOLOGICAL PROD-
UCTS.

Chapter IX (21 U.S.C. 391 et seq.), as amended by

21 section 507, is further amended by adding at the end thereof

22 the following new section:
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“SEC. 909. CENTERS FOR EDUCATION AND RESEARCH ON

DRUGS, DEVICES, AND BIOLOGICAL PROD-
UCTS.

“(a) IN GENERAL.—The Secretary, acting through the
Commissioner, shall establish a consortium of 3 or more
centers for research and education on drugs, devices, and
biological products in accordance with subsection ().

“(b) GRrRaNT AUTHORITY.—The Secretary, acting
through the Commissioner, shall make grants to 3 or more
private entities to assist each of the entities in the establish-
ment and operation of a center for research and education
on drugs, devices, and biological products. In awarding a
grant under this subsection, the Secretary shall use a peer-
review selection procedure.

“(c¢) AUTHORIZED GRANT ACTIVITIES.—

“(1) REQUIRED ACTIVITIES.—A grant awarded
under subsection (b) shall be used to—
“(A) conduct state-of-the-art clinical and
laboratory research that—

“(1) increases awareness of new uses of
drugs, devices, or biological products and
the unforeseen risks of new wuses of drugs,
devices, or biological products;

“(11) provides objective clinical infor-

mation to—
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“(I) health care practitioners or
other providers of health care goods or
services;

“(II) pharmacy benefit managers;

“(I11) health maintenance organi-
zations or other managed health care
organizations; and

“(IV) health care insurers or gov-
ernmental agencies; and
“(111) 1mproves the quality of health

care while reducing the cost of health care

through the prevention of adverse effects of

drugs, devices, or biological products and

the consequences of such effects, such as un-

necessary hospitalizations; and

“(B) conduct research on the comparative
effectiveness and safety of drugs, devices, or bio-
logical products.

“(2)  DISCRETIONARY  ACTIVITIES.—A  grant
awarded under subsection (b) may be used to con-
duct—

“(A) surveillance of the adverse effects of

drugs, devices, or biological products;
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“(B) a study of new or unapproved uses for
marketed drugs, devices, or biological products;
or
“(C) a study of the therapeutic characteris-
tics of clinically special populations, such as

children, women, and elderly individuals.

“(3) LIMITATION.—A grant awarded under sub-
section (b) may not be used to assist the Secretary in

the review of new drugs.

“(d) ArPLICATION.—An entity that desires to receive
a grant under this section shall submat to the Secretary an
application at such time, in such manner, and accom-
panied by such information as the Secretary may require.
“le) ESTABLISHMENT OF AN OVERSIGHT COMMIT-
TEE.—The Secretary shall establish within the Food and
Drug Administration a committee to provide oversight of
the research and educational activities of the consortium of
centers described in subsection (a). The commattee shall be
composed of—
“(1) a representative from each of the centers;
“(2) a representative from the Food and Drug
Administration;

“(3) a representative from consumer advocacy

groups; and
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“(4) a representative from the pharmaceutical,
device, or biological products industry.

“(f) REPORT.—Not later than September 30, 1999, the
Secretary shall prepare and submait to the Chairmen and
Ranking Members of the Commaittee on Labor and Human
Resources of the Senate and the Commaittee on Commerce
of the House of Representatives a report on the activities
of the consortium of centers established pursuant to this sec-
tion. The report shall include an analysis on the impact
of the centers on the safe use of drugs, devices, and biological
products and recommendations on whether the funding for
the centers should be extended and increased.

“l9) AUTHORIZATION OF APPROPRIATIONS.—There
are authorized to be appropriated to carry out this section
$9,000,000 for fiscal year 1997, $12,000,000 for fiscal year

1998, $15,000,000 for fiscal year 1999, and $15,000,000 for

fiscal year 2000.”.

TITLE X—PROGRAM IN CLINICAL
PHARMACOLOGY

SEC. 1001. REAUTHORIZATION OF CLINICAL PHARMACOL-
OGY PROGRAM.

Section 2(b) of Public Law 102-222 (105 Stat. 1677)

1s amended by striking “to carry out this section” and in-

serting *, and fiscal years 1997 and 1998, $1,900,000 for

each fiscal year, to carry out this section”.
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